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relating to medicinal products for harman use.
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ANNEX

FProposal for a

DIRECTIVE OF THE EUR OPEAN PARLIAMENT AND OF THE COUMNCIL

on the Union code relating to medicinal products for human use,
and repealing Directire 200143/EC and Directive 2000/35/EC

(Texiwith EEA relevance)

THE EUROFELN PARTIANENT AND THE COUMCIL OF THE EUROFE &1 THIOH,

Having regard to the Treaty on the Fune ioning of the Enropean Uniorn, and in parficular
Lrticles 114(1) and 168(4(c) thereof,

Having regard to the proposal fro the Enropean Cormrnission,

Lfter travsrnission of the draft legislatiee act to the national parliarents,
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Having regard to the opinion of the Ewnpean Econoraie and 5ocial Comnraittes,
Having regard to the opinion of the Comrittee of the Fegions,

Lpting inaccordance with the ordinarylegislatve procedure,
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Whereas:

(17 The Union gene ral pharrnaceutical legislation was established in 1963 with the dual
objecthre of safeguarding pablic health and havecorising the infernal market for wedicines.
It has developed conside rablysince ther, but thess overarc hing objectives have guided all
tevizsions. The legislation gowens the granting of marketing authorisations for all
medicines for human use by defining conditions and procedures to enter and rervain on the
market. & findarental principle is that a marketing authorisation is granted only to
tnedicines with a posittee berefit-risk balance affer assesswnent of their euality, safety and
efficacy.

2 The ozt recent corapre hensive revision ook place betaeen 2001 and 2004 while targeted
revisions on post-authorisstion mondtoring (pharmacovigilance) and on falsified e dicines
wete adopted subsequently In the almost 20 wears since the last corprehe neive revision,
the pharrnace uhical sector has changed and hashecome more globalized, both in terras of
developrnent and marmfacture . Wbreower, science and technology have evolved at a rapid
pace. However, there continme s to be unrnet wedical needs, 1.e. disease s without or ordy
with suboptimal treatrnents for Bee concerned patient populations . Ilorecser, some
patients mway not benefit from innovation becanss medicive s rnaybe unaffordable or not
placed on the market in the WErber State concerned. There is also a greater awareness of
the erironerental irmpact of e dicines. ore recentlyy the COVID-19 panderuic has stress
tested the fraraework.
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(Aa)  Thiz Directive contributes to the implementation of the Che Health Approach, stressing
the well-establishe d nderconnecks dness bebween human, erimal and ecosystem heallh,
and e need to include Hroge three dimensions when addressing public health threats
Environmental stress and degradation, ineluding blodiversiyy Ioss, contribute to the
tranamission of diseases between, and the disease burden of) humans and animals. In
eddion, polluton from ackve pharmacentical ingredienis negative ly affecls the gually
af waters and ecosgpstems, causes auiimicrobial resistance to increase rapidhy, posing
rishs to public health globall.

3 This revision is part of the nplermertation of the Phattnaceutical strategy fior Europe and
aims to prowmote innoation, in particular for wrenet medical needs, while reducing
regulatoryburden and the ervdronmental impact of wedicines; cre el an altrachye
erpironment for researck, development and manufacturing of medicines in the Uhion,
ensure access inc Ruding affordabilily, to innovvatiee and established e dicines for
patients, with special attention to enhancing secwrity of supply and addresang risks of
shortages, taking into account the challenges of the srnaller markets of the Urion; and
create abalanced and competitive systern that keeps e dicines atfordable for health
systerns and paients while rewarding innorvation.

(5a) Complermentaridy to this revision, the Union dakes olfier ackions, suck as the Life
Seiences Skategy, bo strengthen the Furopean pharmaceutical ecoqystem to aeceleraly
research and developmend of new medicinal products and support innovation.
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(3b)  Arange of Dnion programmes are weed to fund pharmacenBical research projecls, such
@ Horizon Furope, vestEL] ElldHealth, cokesion policy and the Digital
Furope Progravene. The Uion showld also priorifise i ils research agenda
parficipation in cross-coundy collnboration enabling ransnational research to meet
public health needs

4 This revizion focuse s on provisions relevant o achieve its specific objectives; the refore it
covers all but provisions concerning falsified medicines, horneopathic and traditioral
hithal wedisimeane dicinal products. Mevertheless, for the sake of clarity, it is necessary to
replare Directive 2001E3EC of the European Parliament and of the C onneil® with & new
Directive. The provisions on falsified e dicines, homwe opathic seeebistsesmedicine]
products and traditional herbal wedicines are therefore maintained in this Directive
without changing their substance compared to previous harrmordsations. Howeseer, invisw
of the changes in the governance of the Bzency, the Herhal Corwnittes is replaced by a
working group. e addibion, labeling requirewments for howmeopathic me dicinal products
Rove been updated to inchide addifional information on e interacfon between
home opathic medicingl products and other medicinal producis.

-
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(5

()

i

The ezzential aivn of any riles governing the authorisation, manafacturing, supervision,
distrbution and use of medicina products wostbe to safezuard pablic health. Such nules
shonld also ensure the free moserne nt of medicinal products and the elirnination of
obstacles to trade in wedicinal products to all patients in the Thion.

The regulatory frarework for medicinal peoduc te for human use should also take indo
account the reeds of the nnde talings in the pharmacentical s ctor and frade in medicinal
products within the Unior, without jeopardising the quality, safety and efficacy of
tnedicinal products.

The ET and all its e rnber States as parties to the United Mations Corwe nhion on the
Rights of Persons with Disshilities are bound by its provisions to the extent of their
competences. This includes the right o access information as set out in Arhcle 21 and the
tight to the enjotrent of the highest attaingble standard of health without discriraination
ot the basis of disabilityas setin Srhele 25,
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()

This revision maintains the level of harmordsation that has been achieved. Where
hecessaryand appropriate, it forther reduces the remaining disparities, by lasing down
rules on the supervision and control of medicinal products and the nzhts and duties
incmrobe nt upon the corpetent anthorities of the Ifamaber States with a view fo ensuring
cornpliance with legal requirerments. In the lght of experence gained on the application of
the Urdon pharmmace utical legislation and the evaluation of its functioning, the regulatory
framewark sesdne eds to be adapted o scientific and technological prozress, the cmrent
tnatket conditions and econornie realitywithin the Urdon. Seientfic and technological
developraents induce irmoreation and developrment of medicinal products, inclnding for
therapeutic areas where there iz still wonet redical need. To harmess these developrnents,
the Urndon pharrmace utical frarmework should be adapted to meet scientific developments
such as genornics, accommodate cutting edge medicinal products, e.g. personalised
tedicinal products, rovel health treabnents and techoological transforrnation such as data
arnalstics, digital tools and the use of artificial intellizence . These adaptations also
cortribute to corpetitivensss of the Trndon pharmacentical industry,
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Hithouwt affechng the riles Inid down in this Directive, Member Shakes remain e soke
respongible for their own nabonal secunily. They are responsible in defending their
essential shate funchons, eluding enguring heir territorial integridy and safeguarding
nationel securily. In particalay, undey Article 346 TFEL no Member Shate is obliged to
suppl informaion e disclosure of which it conaiders contrany lo the essential interests
of ils securily. For this reason, Member Shales shouwld be able to waive some of Yhe
information obligations related to the marketing of me dicinal products when Hese
medic il producks are supplied for militan and defence purposes and msafar ag B
application of such reguirements imply @ risk bo nebonel securidy and defence.
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Liledicinal products for rare diseases and for children, should be subject to the sae
conditions as any other redicinal product concerning their quality, safety and effeacy, for
exartple for what concerns the rarke ing authorisation proce dures, gquality and the
pharmacovigilance recuirements. However, specific reqpure ments also applyto them
considering their wrdgue characteristics. Such regquirernents, which are currently defined in
separate legislations, should be integrated in the general pharmace utical legal frarne work
in order to ensure clarityand cohere ney of all the reasmres applicgble to these e dicinal
products. Furtherraote, as sorme medicing peoducts authorsed for use in chaldre n are
authorised byrthe Ileraber States, specific provisions should be integrated in this Divective.
Ttiz important to address problems encounterod which concern medicinal producis for
children, such as the folure o Beely acc omplish poedialie clinicol shedies and bo
obtain data required for marketing authorisaion, which resulls in significant delay in
the approval of medicingl products for children compared to adulls.
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(10

(113

The systern of a divec tive and regulation for the general pharrnaceutical legislation should
be maintaived to avoid fragimerdation of national legislation on medicinal products for
hurnan use, grven that the legislation isbassd on a system of national Merber States and
Union matketing authorsations. Member States rational marketing anthorisations ave
granted and managed on the basis of national law implementing the Urdon pharmaceutical
law. The evaluation of the gereral pharrmacentical legislation has not shown that the chioice
of legal instore nt has cansed specific problems or created disharronisation. [naddition, a
EEFIT Platform?® opinion in 2019 showed that there was not support among the Ilermber
States to turn Divectve 2001523/EC into a Regulation.

The Directrve showld work in symergy with the Begulation to enable innorvation and
protaots: competitiveness of the Union pharracentical industry, in parficnlar of SEs. In
this respect abalanced sistem of meentives is proposed that rewards rroveation especially
in areas of unret rmedical need, and innovration tha t seeekee-peiek -t
seroasstems from developmentin the Urndon Moreover, companies are incentivised to
apply early for markefing authorisaions within the Union b bring innovation faskr b
the Thion and its patiends. To make the regulatory systern more e fficient and rmoveation-
frierdlythe Directie also aites at reducing adrainistrative burde noand siroplifying
procedures for undertalings.

1

The ETTs efforts to sirnplifi legislation — 2019 Arnrual Burden swwvey,
hittpe: Mo oraredssion. e wropa el syste rufiles 20020-
O&faramial burden survey 2019 4 digital pdf
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(Iig) Thiz Directve iz consistent with the Lion's objectives with re gard to promotion of
regeqreh, mnovaion, digitelizsaiion, trade, inkernakonsl development and industnial

competifiveness.

112} The defirdtions and scope of Dise e d00LE3ES nion pharmecewdical lpgislakon
shonld be clarified in order to achiese high stavdavds for the guality, safety and efcac v of
medicinal products and to address potential regulatory gaps, without changing the overall
scope, due to seientfic and techrnlogical developrnents, e g, lowsohone products,
bedsde-marnfacturing or personalised mwedicinal products that do not irrobe an industial

rnanufac hiring process.

(137 Toawoid the duplication of requirerments for medicinal products in this Divective and in the
Begulation, the general standards in regards fo quality, safetveand, efficac v and
erpironmental visk of medicinal products laid down in this Divective shall be apgplicable to
tnedicinal products cove red by national matke ivg anthorization and also to medicinal
produe ts covered by centralise d marke ting authorisation. The refore, the requirerne nts for
at application for wedicinal product ave walid forboth, alao the roles on prescyipton status,
produet inforrnation, regulatory protection and rules on manufachring, supply adverizing,
supervision and other national reuirernents shall be applicable to medicinal produe ts
covered by centralised marketing anthorisation.

a3a7i2a 12
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 13

LIFE.5 EN



i14)

(13

The determination of whe ther a product falls within the definition of a medicinal product
st be mwade oh a cage-byecase basis taking o aceount the factors set out in this
Diirective, such as the product’s presentation or pharracological, irnunological or
metaholic properties.

Inovder to take accountboth of the emergence of new therapies and of the srowing
tnraber of so-called borderline” products between the medicinal produet sector and other
sectors, certain de finitions and derogations showld be mwodified, so as o avoid any doubt as
to the applicable legislaion. With the satne objective of clarifying situations when a
produet full y falls within the defivition of'a medicinal product and also meet the defiration
of other regulated products, the rales for medicinal products ander this Directre apply.
Furthe rmore, to ensare the clarityof applicable mles, it iz also appeopriate fo ixmgroee the
consisteric yof the terminology of the phartnaceutical legislation and clearly indicate the
produe ts excluded from the scope of this Directove .
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(18]

The newr definition for a substance of harean origin (3 OHO) by the [S0HO Fegulation]
(ELT 20240938 of the European Parliament and the CounciProvers any substance
collected from the human bodyin whatevet manner, whe ther it contains cells or not and
regardless of whether it meets the definition of “blood”, “Assue” or “cell”, for exarmple
hurnan breast rallk, intestingl rwicrobiota and anyother SoHO that maybe applied 4o
harnans in the foture. Such substances of hurvan origing other than Gssues and cells, may
becomwe 50HO dermeed medicinal products, other than &TRPs, when the SoHOD 15 subject
to an industial process irvvolving pookng of donations, syetematisabion, reproducibility
and operations performed on a routing basis or batch-wise resulting in s product of
standardized consistency. The pooling of q limited number of donations for the
preparaiion of SoHCE s notin s If an ndustrial process When a process concerns
extrartion of an active ingredie nt from the SoHOD, other than tissues and cells, ora
transforrmation of a 30HO, other than tissues and cells, by changing its inherent propetties,
this should also be considered a SoHO dermved me dicinal product. When a process
concerns cohnetitrating, separating, inactivating pathogens ot isolating elements for o
combinabion of Hese processesfin the preparation ofdlecd-sesmpmmetds=thie. S0 0 sue b
@ process i and of ikeelf shondd nermall nothe considered as changing their inherent

properties.

Fegulation (ELN 202471938 of the Furopean Paligment and of the Council

of 13 June 2024 on standards of gualily and safely for substances of human origin
intended for human applicabon and repealing Direchyes 200258 EC and 200237°EC
(O L I938 17072024 p. 1)
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(17 Foravoidanee of doubt, the safetyand quality of haraan organs intended for
travsplantation are regulated onlyvhyDire ctive 2010/537ED of the Enropean Parliament
and of the Couneil?, and the safety and quality of substance s of huran origin intended for
tedically assisted reproduc tion are regulated onlyby FeHO e mulation eeifsed-in-fores
BasoatizedBRH AR F T 02451038 of the Europearn Parlawment and the Council.

4 DChrectee 201004501 of the Euwropean Parliament and of the Couneil of 7 July 2010 on
stardards of qualityand safetsof human organs intended for tansplantation
(OT L 207, 6.2.2010, p. 14).
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(1% fucbeanced the raperroe dicival products Sedese ATRIP) prepared on a non-routine basis
according to specific quality standards, and used within the sarne DMeraber State ina
hospital under the exclustee professional responsibility of & medical practitionst, in order
to coraply with an indiradual reedical prescription for a custor-rnade product for an
indmadual patient, should be seeladedanbiect bo @ ecemption fror the esepe-efoeneral
reguirerments sedin this Directive wehabat-etthempessmtaemid $2e [revised Regulation
(B Mo, Z252004] while ensuring that relessant Urdon rale s related to gquality and satety
are not unde rraived (Chospital exergpion’). Experience has showr that the re are ot
ehefseseend o flcant varighons in the sepbeeiesimple me ndation of hospital exerption
araong Mleteber States. To irproee the applestasafmplementation of the hospital
exerrption, this Directtee introduces measares for collection, reporting of data as well as
review of these data yearlyboythe competent authorities and their publication by the
Lgencyin a repository. Furthenmore, the Sgeney should peessdeprepare a report on the
ireple mentation of hospital exermpton baged on-hwebasis-of contributions from Wember
States incederfo-erareinedn aosess whether an adapted frarme work should be
sdbakeliabediove Ioped for certain less complex S TIPS that have been deve loped and nsed
urder the hospital exerption. When an essthessatiesapproval for the manufacturing and
nze of an ATHIP under hospital exeraption 1s revoked becsusa-cfidie to safety cone erms,
the relessant corape tent authoritie s shelisdomathoch onld nolfiy tre Agenay, which should
then dizseminale this information to the other Member Shabes ' competent anthorties-of

et Bderdeer-States
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(18z) In cecordance with scientific knowledge, Raptens, when combine d with an endogenous
carrier substanee, are allergens and showld be congtrusd as such for the purpose of

pharmacewdical legislakon.

(1% This Directrve should be without prejudice to the prosdsions of Council
Diirective 2013058/ Enrator?, including with respect to justification and optimisation of
protection of patients and other indradnals subject to wedical ex posure o iomsing
radiation. In the case of radiophatmace nticals used for the rapy, marketing anthorisations,
posolog wand adeedndstration nale s have to notably respe ot that Divective s requirerne nis
that exposare s of target volutres are o be mdradually plareed, and their deleeersy
appropriatel e nified taling into account that doses to non-target volures and tissaes are
tobe as lowr as reasonably achievable and consistent with the interded therapentic porpose
of the exposure.

3 Couneil Divectiee 20137590 Euratom of 5 Deceraber 2013 lasing down bagic safe ty standards
for profec ion against the dangers ansing from exposuwre fo lonising radiation, and repealing
Directres 8061 EEnratorn, F0/6d41Earator, P62 Enra tor, @745 Enra tom
and 20031 22 Enratorn (OT L 13, 17.1 2014, 1. 17,
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20

In the interest of public health, a toe dicinal product shoald onlybe allowed fo be placed on
the rmarket in the Union when the marketing authorisation has been granted to the
medicinal product, and its qualityy safe tyand e ficacy have been dernonstrated. Howeseer,
exeraption should e provdded from this requirernent in situations charvac terised by an
urgent need to adrairdster a roe dicinal product to address the specific needs of a patient, or
corfirreed spread of pathogenic agents, toxins, chemical agents or nuclear radiation that
conld canse harrn. In particular, to fulfil special needs, Memwber States should be allowed to
exclude from the provisions of this Divec tive medicinal products supplied in respons toa
biora fide unsolicited order or erbicipated bonafide unsolicited order, forrulated m
accordance with the specifications of an anthorised healtheare professional and for use bas
axdo fullfill the needs of individual pabesdpationts under their direct personal
responsibility. erber States should be also allowed to teraporarily authorise the
distribution of an unanthorised medicinal product in responss to a suspected or confitned
spread of pathoge nic agents, toxins, chermical agents or nuclear radiation arsy of which
could canse harm.
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(20a)  Pharmacies, mcluding hospital pharmacies, play @ crucial role in providing medicinal
products o patients. They map prepare specific formulofions, nown as magistral
Formalas, teiloved to indvidual needs of palents baged on e ingtruckons of @ doctor,
Tn cortain sihuions, it map be necessary bo ealer for e needs of individual patients o
prepare Yhese formulations in advance on the bagis of anbicipated prescriphons within a
defined period This cowld include for example cases where these formulations would
need to be immediately @ ailable because of the urgency of the situation or in sihiafions
where in advance preparations would be regquired for reazons of dose aecwracy and
gualily ofthe specific medicingl product Purely financial reasons showld ot fusifiy the
uge of this possibiliy.

(200)  Addifionally, phamacies are responsible for crealing standard pharmaceubical
preparaiions, referred fo ag officinal formulas. These are made according to established
guide nes found in pharmac opeics. Officinal formulas are designed for general wse and
adhere to standardised recipes that are set by authoritative pharmacentical bodies.
Ihnlike magistral formailas, they are nob customized for individuel pationte. Generally,
thege preparations are exempt from authorsation requirements oullined in Hhis

Directive, though they may s8I be subject bo national re gulatims.
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(2)  InexcepBonal cases to ensure availabiliyy of the concemed medicinal prodicks or
suitable alternaty es for Hreir paents, the Direchive allows Member Shates to exclude
medicinal producks fram e scope to fulfi special needs of individual pakends In
addifon, to effective i mitigate shortages, i is important to addvess the patients’ needs
ow popaletion level and cllow the preparation of wme dicinal products, wnder strick
condiions. Axy offier reasons, such as financial inkeresis, should not be a juskfication
For allowing these exemptions. Such exceplions should never be aimed at distorting
competiion and showld be interprete d narrowly, and only wsed to mikigote or resolve a
shortage or i a situabon where there &5 no relevant aulhorised product aeailehle on e
market Member Sates should, in any event, undertalke thely best efforts b find suitable
alternatives under the nules set oud in fhis Direchve and Regulahion [revised 72520041

(20d)  Ttisrecoguise d et improved qocess bo informabion contributes to public awareness
chout the cesessment aud qudhorisabon of we dicinal products. When asessing the
marketing authorisafion applcaion of the medicinal product, the compelent authoriy of
the Mlewmber Shate should draw up e assestment report on e gualiy, safedr, efficacy,
and e environmental risk assessment, as applicabls, of the medicinal product and the
reasons for its opinion. The competent authority of e Member State should make
publick availably o sureneny of the assessmend report and @ surenan of the
ervironmental fisk assessment, after the delefion of any informabion of @ conme reially
confidential natere and written in @ manner Wat is understandable to e public. To the
extent informabion under the FRA would entail environmental information wnder
Directve 20034 the provisions in that Direclive apply.
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(21}

Ilarke ting authorisation decisions should be taken on the basis of the objectrve soientific
criteria of quality, safetyand efficacywof the medicinal product concerned, to the exclusion
of econorde or anyother conside rations. Howeseer, Ivlernber States should be ahble
exceptionally to prohibit the e in their tenitorsy of edicinal products.

(227 The particulars and docurnentations that awe to accorparsr an application for marketing
anthonsation for a redicinal product deronstrate that the the rapeutic efficacy of the
product overweight potential risks. The benefit-risk balance of all medicinal products will
be azzessed when thety ave placed on the matket, and at ary other tivee the competent
authority deetns appropriate.

(22z)  In the context of medicines development and authorisafon, it is crucial Yhat particular
aHenkon is gven bo the composifion of clinical triak, bo engure comprehensive clinical
data and, where appropriate, gender-based equity.

(23 &z market forces alone have proven insafficient to stirnilate adecuate research into, and
the deve lopene nt and anthorsation of, medicinal products for the paediatric poprlation, a
syetern of both oblizations and rewards and meentives has beer put in place.
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i24)

(23]

It iz therefiore necessary to introduce a requirernent for new medicinal products or when
developing paediatric indications of alre ads authorised products covered bya patent or a
supple rentary protection certificate o present either the resulls of stadies in the paediatric
population in accordance with an agreed paediatic irpe stigation plan or proof of having
obtained a warer or deferral, at the tine of filing a marketing authorisation application or
an application for a new therape utic indication, new pharroacentical form or new route of
adrniristratior. Howesver, in order to avoid exposing pafents, especially children, to

urire cessary clinical trials or due to the nature of the medicinal products, that reguirernent
shonld not applyto generics or similar biological redicinal products and roedic inal
products authorised through the wellestablished re dicinal use procedure, nor to
horneopathic medicinal products and traditional hetbal rmedicital produsts anthorised
through the sitnplified re gistration procedures of this Divec tve

Inorder to ensure that the data supporting the marketing authorisation conceming the uss
of a product in chaldren to be authorised under this semalabesd rec ke and frevised

Fe gulabon 7262004 [ havve beern correc thydeveloped, the corpetent authorities shoald
check cormpliance with the agreed paediatric e stigation plan and anywatvers and
deferrals at the validation step for rarketing autho risation applications.
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(267 Inorder to reward the compliatce with all the measures inelnded in the agreed paediatric
revestization plan, for products covered bya supplementary protec ion cerhificate, if
televant information on the results of the stodies conducted is incloded in the produet
informatior, a reward should be granted in the forre of & siv raomth exte nsion of the
supple rentaty protection certificate created by [Regulation (EC) Mo 46952009 of the
Ewopean Parliament and of the Council®- OF please replace refere nce byne w instrument
wher adopted].

(27 Certain parficnlars and docaree ntation that ave norally o be submitted with an
application for a marketing authorization should notbe regquired if a e dicinal product is a
genenc medicinal product or a sssdaskaelesmisabiosiniler medicinal product-feieeies
that iz anthorized or hasbeen authorised in the Union. Both generic and biosimilar
medicinal products are important to ensare access of me dicinal produets to 2 wider patient
population, af more affbrdable prices and create a comgpe tittve intermal market. Inoa joint
staterent anthorities of the IWEwber States confinmmed that the ex petience with appeoeed
biosrdlar medicinal produc ts over the past 15 vears has shoar that in terrns of efficacy
safe ty and 1rorannoge ncity the 7 are comgarable to their refere nce medicinal product and
ate the refbre interc hangeable and canbe nwed instead of its reference product (or vice
wers) or wplaced by another biosimilar of the same ®ferenes product.

f Begulation (EC) Mo 46952009 of the Enropean Farliament and of the Courell of & Iy 2005
concerring the supplere ntary protection certificate for medicinal products
(7 L 154, 16.6.2009, p. 100
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(287 Experience has shown that it 1z advizsable to stipulate precizsely the cases in which the
remults of toxicological and pharmacological tests or clinical studies do not hase to be
provided with a sdewr to obtaining authorisation for 2 medicinal product that iz essentially
sitnilar to an anthorised product, while exsuring that ivmereative undertakings arve not
placed ata disadvantaze. For thess specified categ ories of medicinal prodncts an abridged
procedure allows applicants to relyon data subriitted by presdons applicants and therefore

to subit only sorae specific docurnentation.

(207 For generic medicinal products ondythe equivale nee of the generic medicinal product with
the reference medicinal product has 1o be dermonstrated. For biological redicinal produe ts,
only the results of cornparabilitytests and studies are provided fo the cormpetsnt
anthorties. For hybnd and bio-pbrid medicingl products ie. in cases where the medicinal
produet does not fall within the defiration of a genetic or biosimilar redicinal product or
has changes in strength, pharrmace utical form, route of adrirdstration or the mpeutic
indications, corapared to the reference medicinal product, the results of the appropriate
nor-clindeal fests or clindcal stodies shall be peovided to the extent necessaryto establish a
scientific bridze to the data relied wpon in the marketing authorisation for the reference
tnedicinal product. The sarne applies to bio-hekrids 1e. in cases where a biosivilay
medicinal product has changes in strength, pharraace utical forn, route of adred nistration or
therapeutic indications, cormpared to the reference biological medicinal product. In the
latter taro sitnations, the arientific bridge establishes that the active substance of the hebrid
does not differ siznificartlyin properties with regard to safe by or efficacy. Where it differs
significantlyin respect of those properties, the applicant needs to subrait a full application,
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(30

BEegulatory decision-tnaking on the developenent, authorisation and sape rvision of
medicines maybe suppored byraccess and analssis of health dats, including real wodd
dataie health data gernerated outeide of clivdeal studiess whe te appropriate. The competent
anthorties should be able to use such data, including wia the Europearn Health Data Syace
interoperable infrastrocture. Diba generated via in silico methods, such a5 computational
modelling and Smalalon, molecular modelling, mechanishic mode Brng, digital twin and
arificial intelligence, where approprigte, conld also be used to support regulatory

decision malkng.
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b= 1oy studsrirneokdng the use of animals, which
prD“.-'ldES essential information on the ouality, safetvand efficacyof'a medicinal product,
shonld take into account Seesethe principles of replacerment, reduction and refinerment ard
apply Hrem in complance with Direckve 2010V 85ET, where thevconcern the care and
use of live arntrials for scientific purposes, and should onde be wred @5 necessary andbe
optitnised in order to provide the most satisfactory results whilst using the muniran

marnber of ardreals. The procedures of such testing should be desizned to avoid causing
pain, suffering, distress or lasting ham to anirnals and should followr the available ERIA
and ICH gmdehmas —Ln—pa;hsui&r—"ﬂw ratketing authorsation apphcant a&d—t—ha—m&rlwh—ng

m;@u-mm@az c:m]-' out animal tests whe re possble—too-ruaneappraash
el len i fically salisfactory non-animal testing methods

are availebie. These can include bt are not limited to: invitro models, soch as
mirrophysiological systeras meluding organ-on-chips, (20 and 30-) cell culhire rmodels,
orgahoids and hnrnan stern cells-based rmodels; in silico tools or read-across rmodels.
Hhere selentifically satisfactory non-animal leshng methods are not available,
applicants that use animal besting should ensure that e rales of Divechve 2010 83ETT
are applied including the principles of veducion and refinement of animal tesling for
scientific purposes with regard to any animal studp conducted for the purpose of
supporting the application.

-
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(3]

(33)

Frocedures shonld be in place to facilitate joint andral testing, wherever possible, in order
to avoid unne cessary-daplisstiosmed testing using 1ove animals covered by

Directive 2010/63/ED. Narketing authorisation applicants and inarke ing authorisation
holders shomld raake all efforts to reuse animal study results and make the results ohtained
from ardmmal stadies publicly svailable. For dbridezed applications marketing anthorisation
applicants should refer to the relevant studies conducted tor the reference rmedicinal
product.

With respect to clinical trialz, in partic wlar those condueted outside the TTnion, on
medicinal products destined to be authorized within the Urior, 1t showld be werified, at the
tirne of the ewvalnation of the marketing authorizsation application, that these trials were
conducted i accordance with the peineiples of good clinical practice and the efhical
requirerments ecpivalent to the provisions of Begulation (EIT) 53672014 of the European
Parliament and of the Councilf.

Begulation (E1T) Mo 533672014 of the Ewropean Parliarnent and of the Couriil
of 16 &pril 2014 on clindcal trials on raedicinal products for batran use, and re pealing
Directmee 200120/EC (0T L 158, 27 52014, p. 1).
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i34

(S

There 15 the possibility under certain circunstances for marketing authorizations to be
granted, subject to specific cbligations or condiions, on 2 conditional basis or under
exceptional citowrnstances. The legislation should allow under sirnilar circumstances for
tedicinal products with a standard marketing anthorisation for new the rapeutic indications
to be authorised on a cornditional basis or under exceptional cireurstance s, The products
authorised on a conditional basis or under exceptional circumstances should in peine iple
satisfy the requirements for a standard marketing authorisation with the exee plion of the
specifle derogations or conditions cutlined in the relesant conditional or exceptonal
marketing authorisation and shall be subject fo specific waview of the fulfilment of the
lrpoged specific condiions or obligations. The grounds for refiusal of a marketing
authorization should apply roatatis roatandis for such cases.

In jushfie d cases, even when comprehensive safely and efflcacy dala have been supplie d,
postauthorisation shudies could be mposed bo enhance the sofe and effeclive uge of e
medicingl product or to allow for evidence-based tre gtment opfimisaion.

G366
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(3)

((Seke]

Furthermore, itshould be possible o impose marketing authorisation holdess to conduct
poskauthorisaion environmental risk asseasment shufies, collection of monitoring data
or information o use, or to implement appropaiate vk mikgchion meagures, where
identified or potential concems ghont risks to the envivonment or public health,
including anlindcrobial resistance need to be further inveshgated or mitigated afler the
medicingl product has been markeled.

Hihere the competent authorifies consider et there are reasons to believe it a
medicinal product conldpresent a potenBal serious risk to human e alth, o scientific
evaliaion of the medicingl product should be undertaken, subject o the relevant
procedures, leading bo a decizion whether bo mainkain, vary, suspend or revole e
markeling authorisaion. The competent authonifies showld also be able to qel where Hhe
condiions attached bo the quthorisalon are not complied withy, incliding the condition

to conduct post-authorisetion emvironmental risk axessment shadies.
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(337 With the exception of those e dicinal peoducts that ave subject to the centralized
authorization proce dure established by [revized Begulation (E1T) Ho, T2652004], a
matketing authonsation for a medicinal product should be smnted bya cormpetent
anthorty in one hermber State. In order to awoid unmecessary admindstrative and financial
barde ne for applicants and competent anthorities, a full in-depth assessteant of an
application for the authorisation of a medicinal product shonld be carred ot onlsy once . Tt
1z appeopriate the refore to laydowr special procedures for the mutual recoguition of
national authorisations. Iorecreer, it should be posable to subrnit derowgh decendralised
procedure the sarne application in parallel in several Werber States for the porpose of 2
conraot aggessinent under the lead of one of the Member States concerned.

(361 Ivloreower, rules should be establishe d under those procedures to resolwve any disagree ments
between corpetent authorties in a coordination sroup for rmutual recognition and
decentralized procedures medicinal products (Cthe coordination groap™) withot anduoe
delas In the event of a disasreernent be baeen e rober States sbont the guality, the safety
ot the efficacy of a rne dicinal product, a seientific evaluation of the matter should be
urde rtake n according o a Union standard, leading to a single decision on the area of
disagreetnent binding on the Terder States concerned. Whereas this decision shoald be
adopted byra rapid procedure ensuring close cooperation between the Cormnission and the

Ilember States.
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(37

(3%)

(35

In certain cazes of major disagreernent that cannot be sobved, the caze should be-sssslstod
ool .._':: el .: T . e} :!.'.: Sttt '..:" .: ity ]Iﬂpler[]ﬂntﬂd t}]rclughﬂ
Comrmssion Decision. However, He malter cowld be referved bo the Commidtee for

Medicinal Products for Human Use for q scienkific opinion before the implementation.

In order to better protect public health and awoild ansranme cessary duplication of effort
during the exaraination of application for a marketing anthorisation for medicival products,
Lleraber States should svete maticall v pre pare assesstne nt reports in respect of each
tnedicinal product that is authorised bythern, and excharnge the reports qpon reguest.
Furtherrnore, a Member State should be able to suspend the examination of an application
for anthorisation to place a rmedicinal product on the market that 1z cwrently undsr ac e
corsideration in another Wermber State with a wiew to recognising the decision reached by
the latter Ivl raber State.

In the mterest of asbroad as possible access to medicinal procducts, a Iferaber State that
hias an inte rest in recelving access to a particnlar redicinal product urde rpoing
anthorsation through the decentralised and rautnal recognition procedures should be able
to opt-into that procedure .
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(40 Inovder to increase availabdityof redicinal products, in partienlar on smaller markets, it
shonld, in cases where an applicant does not apgply for an authorisation for a redic inal
produet in the contezxrt of the rutual-recogrition procedure in a given Wewber State, be
possible for that Ivk maber State, for justified public health reasons, o authorize the placing
ot the market of the medicinal product.

141y Inthe caze of generic medicinal peoduc ts of which the reference medicinal peoduct has
been granted a marketing anthorsation under the centralised procedure, applicants s eking
tarketing anthorisation should be able to choose either of the too procedures, on certain
conditions. Siredlarly, the rutnal-recognition or decentralised procedure should remain
available as an option for certain medicinal products, even if they repeese nt a therape uhe
innoreation or are of benefit to society or to patients. Sinece generic medicine s acconnt for a
rnajor patt of the market in rmedicinal products, their access to the Union market should be
facilitated in the lizht of the experience acquired, therefore, the procedures to include other
Dlermber States concerted to such procedure should be further sirogplified.

(42 The sinplification of peocedure s shonild not have an irapact on standards or the guality of
scientific evaluation of rmedicinal peoducts to guarantee the quality, safetsy and effican yand
therefore, the scientific evaluation period should rernain, Howeseer, the reduction of overall
period for marketing authorisation pocedure frorm 210 days to 120 days is foreseern.
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(431 Ivleraber States should ensure adeguate funding of corpetert authorities to carry out their
tasks under this Directrve and [revized Begulation (E1) 72602004 . In addition, Iember
States shomld ensure adeguate resources are assigned bythe compete nt anthorities for the
parpose of their coxtibutions to the work of the &zenc sy taking into account the cost-

bassd rermne ration the yre cetve from the Lgency

Ad) fg resards access to e dicinal products, previous amendwents o the Trion
pharmaceutical legislation have addressed this issue by providing for accelerated
assezgrent of marke ing authorisation applications or by allowing conditional marketing
authorization for ree dicinal products for et medical need. While these meamures
accelerated the anthorisation of innmovattee and prowdsing therapies i some areas, ce rtain
public health priorities remain wnaddyessed. Addifonally, these medicinal products do
niot alwaye reach the patient and patients in the Union still have different levels of access o
medicinal products. Patient access to medicinal products de pends on manyfactors.

Dlarke ting authorsation holders are not oblizged to market a medicinal product in all
Dlemmber States; the v may decide not to rarket their medicinal products v, or withdraw
thern from, one or raore Meraber States often due to commercicl reasons. Mational pricing
atd relrnbnrse roent policies, the size of the popalation, the organdsation of health systerns
atd natioral adranistrative procedures are other fac tors indlueticing market launch and

patient access.
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(43 Addressing unequal patient aceess and affordability of medicinal products hasbe core a
ke prionity of the Pharrnace nbical 5 trateg wior Europe, a5 also highlighted by Couneil
conclusions® and a resolution of the Enropean Parliament*®. Iember States called for
revized mecharisns and incentives for developenent of medicinal peoducts tailored to the
leweel of uranet medical need, while ensuring health syetern sustainshility, patient access
and availability of affordable medicinal products i all eraber States. Monitoring and
evaluahing access o medicingl products at Union level i importand to undesstand the

resudts aohioved

rdd) Aecessalso corgrise affordability. In this regard, the Urdon pharreacentical legislation
tespects the corapetence of the Merber States in tetrus of pricing and reimburss ent. Ina
coraple mentary manner, it aits to have a posifive itapact on affordabilityand
sustainabilityof health systerns with reasares that support cormgpe tition from generic and
biosrmlar e dicinal products. The competition from generie and biosirilar redicinal
produe ts should also, in b, increase patient access to e dicinal products,

a2
o
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(47 Toensure dialogue armong all actors in the mwedicines ]erc_',.rcle diseussions on policy
1zsues related fo the application of the riles related to ge=
protestiosforsmarkettaanelan coss and availabilily ﬂfme:fwmﬂlpm:fuﬂm shall take place
in the Pharmace nfical Corrnittee. The Comraission may liedte hodie s resporsible for
health tec hnolog v assessreent as referred to in Fegulation (E1T) 202172252 or national
bodies responsible for pricing and reimburss ment, as required, fo participste in the
delibe raions of the Phartnacentical Coramittes.

(42 While pricing and reivdbnrsernent decisinns ave a WErober State competence, the
Fhartnace utical Strateg wior Enrope announced actions to sapport cooperation of Meraber
States to irgeosee affordability: The Commission has transformed the group of Mational
Competent &uthorities on Pricing and Reiwbursemment and public healtheare payers
(HOAPR) from an ad-hoe foram to a continuos woluantary cooperation with the aim to
exchange indormation and best practices on pricing, pavment and procurernent policies to
irpeove the aftordability and cost-effec tieeness of medicines and health systern’s
sustainability The Corenissiorn is cormritted to st pping up this cooperation and forther
supporting irdormation exchange atong natioral authorities, including on public
procurers it of wedicines, while fully respecting the corapete nees of DMernber States in
this area. The Corntedssion rmay also iedte NOAPE. metnbers to participate in deliberations
of the Pharmacentical Corenittes on topics that may have an impact on pricing or

teirdbnrserient policies, such as the market launeh incentive.
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(4 Joint procureraent, whether within a convtry or arvoss conrtries, can lperove access,
affordability; and s curity of supgply of rmedicine s, i particolar for smaller countries.
Iilermber States interested in joint procurernent of medicines can make use of
Diirective 201424 EU, which sets out purchasing procedures for piblic buyers, the Joint
Procurement Agreernentt? and the proposed revised Financial Fegulation®. Upon request
froma the Mlember States the Commission may support terested Ilember States by
facilitating coordination to enable access to medicines for patients v the Union as well as
inforrnation exchange, in particular for medicines for rave and cleonic diseases.

1 DChirectree 2014024FETT of the Enropean Parliarment and of the Couneil of 26 February2014
oh priblic procurernent and repealing Divective 2004/ 12/EC (OJ L 94, 25 32014, p. 65,

12 Begulation (E1T) 202272371 of the Emropean Patliarent and of the Conneil of 23 Move maber
2022 on s rious cross-border threats o health and repealing Decision Mo 108272013/FE1.

12 COWA0225223 final.
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(500)

The establishone nt of a criteria-bazed definition of “uniet medical need” is reguired to
incertrize the developnent of e dicinal products in therapentic areas thatawe cwrently
underserved. To ensure that the concept of wrret e dical need reflects sclentific and
technological deseelopre nts and current knowledge in unde iserved diseases, the
Gamsﬁmqgenqa shnuld, i the ﬁ:l:rm af setenific guidelines, specily ard-apdato-uin

dthe condiBons conceming clinicaly

relevant improverent in gfficacy, or insafely with at least comparable gfficacy, in
commparigon with en'sting mediﬂmaiprﬂmﬂm' or ather methods of diagmsis, preventinn

Eellemanapainadtifia quihoriged in the Dnion. The ouidelines showld cover clhnical
efficacy endpoints such as sunwal, mplowes and health-relate d gualiy of Bfe, and
clinical safely endpoints such as gide effecls, and provide further techwical details
regarding their assesstne nHessthemtezaneir=The Lrency wallehonld seel gt frorm a
broad range of authorities or bodies active along the lifecyrle of medicinal products in the
frawework of the consultation process established under the [revised Fegulation

(EC) Mo T26/2004] and also take into account scientific mitiattees at ETT lewvel or hetween
Dilermber States related to analysing wranet medical needs, burden of disease and priority
setting for research and developraent. The ceites

weestAcen oy showld also seek inpud from other relevant slale holders, including

relevant pebient populations.
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(513

(5la)

)

(i)

The inclusion of new the rapeutic indications to an authorized rmedicinal produoe ts
confributes o the access of patients to additional therapies and the e fore should be

1ncentrased.

Fepurposing of medicinal products to new therapeutic indicalions shonld be supported
as it can provide significant health benefits to palients in a time b and affordable

manner.

For the-iatial rmarke ing anthorisation application for redicinal peoducts contaning & new
active substance, the subrdssion of clirdeal trials that inclnde sea-soragaratoran evide noe-
based existing treatment as @ comparatoy, in line with a scientific advice by the Agency,
shonld be incentiiseds Thiz ig in order to foster the generation of coraparative clindeal
evidenice that is relevant and can acc ordingl ysupport subsecue nt health technology
assessrents and decisions on pricing and reitaburserne nt by Wleraber S tates,

The Agency and nafonel compelent quthorifies showld support the design of
comparabve clinical trials, wherever possible, when providing pre-authorisafon

scienfific advice.
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(53]

& rnarketing anthorisation holder showld, within the Gmits of il respongibiliy, ensure the
appropriate and cordirions supply of a rmedicinal produect theoughout its Lifetirne
pespeetrre-adwhetherthad inelnding by enswring appropriate stock levels, fo wholesale
digtibudors, pharmacies or persons auhorized o suppl wedicina] pecdustleconmzed bar
eprodicts so that e needs of patiends in the Member Shate i guesion are met Member
States may specifi the obligation in national law do the effect thal sufficient supplies to
wholesalers are necessary to ensure an adeguate aupplyiesesdme—ornothy the potients in
the Mommber Shate in guestion.
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(53g)  Access bo medicingl products in all Member Sates and guaranteeing a Bmely, stable,
reliable and high-gualily suppl of medicingl products iz an exsential obje chive o achieve
ar overall high level protecion of human health in the Member Shates, fus condribuing
to the protecBon of Rumean health and man Bfe in the Union. The responsibiliyy of
ersurng @ Bmely, adeguate and continaous suppl of medicinal products so that to
ersure et the needs of patients in a Member Sake are covered rests, mainly, on the
marketing authorisafion holder. In principle, when a marketing authorisalion is
granted, the medicimal product is place d on the market by the marketing cuthorisaion
holder on ks own iniiative. Practice shows, however, that in certain Meomber States the
placing on the market of authorised medicinal products does not occur or is delay ed or
oecws i guantities Rk do not correspond bo e needs of Hhose Member Shates.
Therefore, Member Shates should, based on grounds of public health protecion with due
regard to the prnciple of propostionalily and in complianee with Lhion law, in
perbeular concerning the free movement of goods and competition, be enabled o
reguire to the MAH: specific aehions wilh g view bo comply with their market aunck and
suppl obligations puraiant bo s Divechyve and [revised Fe gulation 7262004/FCT To
this qimy Member Sales showld be able to reguest the marleting authorisalon holder,
ore or more of the following achions . do submit @ valid epplcation for pricing and
reimbursement, to paricipale in any relevant nekonal procurement procedures or draw
wp and inplement @ roll-owd plan that s acceplable for that Mewmber Shate. The
implemendation. of the roll-owt plan showld ensure sufficient and confinuons suppl to
meet the needs of the patients in that Member Shale.
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[538)

Aroll out plan aims at ensuring a predictable and conBnuous supply of medicinal
products e q giver Member Shate. Ttresponds do the need of coordinate d planning
between the marketing muthorisabon holder and the competent authonfies of the
Member Shate and it would allow national authorities to anticipake availabilly and plan
public-health measures and companies bo plan manufochiring and dist-bution.
Following a request by o Member Slate, the marketing quihorsation holder showld draw
up a roll out plan specifiing the guantifies and timing of supply of the medicinal product
Jfor a defined period of Bme faking inlo cocourd the supply needs declared by the
Member State and ofher objechve congide rations such manufechiring or distribution
capaciy. Based on the draft roll out plan submitted by the marlieting auihonisation
holder, the Member Shade and the marleting authorisation holder should discuss the
plan which will reguire the final agreement of the Member Shate. Later, both the
Member Shake and the marleting quihorisation holder may reguive an update of He roll-
out plan, to reflect anp imporkant developments suck a2 evolving demnand, or changes in

manufacturng or diskibubion capacily. For the development agreemend, adaptakions
and effechve implementabion of e roll-owt plan, the markeling authorisaion holder
and e Member Shate showld be obliged to cooperate fully and provide Gmely and

Reckrate nformation.

i
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(53]

gl Tatketing anthorisation

holders and Ivlerober States should do their ubmost to achieve a mutually agreed supplyof
medicinal products in accordance with the needs of the Merber State concerned, without
urchuly delaying or hindering the other party from enjorying its rights under this Divec tive.
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[5ha)

Crozs-border healtheare, including under the provisions of Directive 200 I724F L, is an
add:Bonal pathwaep for pakients o aecess a treatment that might offierwise not be

arailable to Yhewy notebly in cages where the medicingl product cannot be administered
to the patient in their home Member Shate.
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(61}

(B2

The possibilily of uzing compuleory Beences in situations of national emergency or other
circumatances of exdreme wrgency is explcilly provide d for under the TRIPS Agreement,
When a compulsory icence has been gravted by a re levant anthorityin the
Unionfpurseant to Heg . Jor netional compulsory Deensing frameworks dotacklo-s
pralehia-beadthornesmenesy regulatory data protec ion reay, if sHll in foree, prevent the
effective use of the cormpnlsory licerce as theyimpeds the anthorisation of generc
tnedicinal products, and thus acce ss 1o the me dicinal poducts needed to address the crisis.
For this reason, data and market protection shonld be suspended when a corapulsory
licence has heen issusd-e-taslda-apuilistmaliemmsasensy. Such a suspe nsion of the
regulatory data protec ion shoald be allowe d ondy in relation to the cormpulsory licence
granted and its bene fieiary. The suspension shall corply with the objectre, the ferritorial
scope, the duration and the subject matter of the granted cormpulsory licence.

The suspension of the regulatory data protection should be granted only for the duration of
the corpnlzory licetce i $re Member States where the compuleony Leence has been
grantd. & “suspension’ of data and market protee ion-ds-casss-of pablie health-seneran e
shall raean that data and market protec ion shall produce no effect in relation to the
particnlar lice neee of the corapulaoyylicence while that corapnlsory icence is in e fféct.
When the corglsorylicetce ends, the data and market protechion shall resurne their
effect. However, the period of compulsory Beencing showld not be recouped, and

the refore the suspension should not result in an extension of the orizinal duration of e
regulaton protection.
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(631 It is cwrrently possible for applic ants for marketing authorization of generic, binsimilar,
hzhbirid and bio-hybrid medicinal products to conduet studies, trials and the subsecuent
practical require wents necessary to obtain regulators approeeals for those medicinal
products during the terra of protection of the patent or Supplerne ntary Protection
Certificate (SPC) of the reference medicinal product, without this being ¢ onsidered patent
or SPC infrirgemert. The application of this limited exeroption is however fragaented
actoss the Undon and it i3 considered necessary, in order to facilitate the roarket entryof
generc, biositmlat, hybrid and bio-hedrid medicinal produe ts Sedselaresasefeanse
sroskiopdppedust=to clarifiy its scope n order to ensure a harrmorndsed application m all
Ilember States, hoth in terins of bene ficiaries and in tertos of actidities covered. The
exetrption must be confined to conduct Hhe xecessany studies-and, trials and other
activities needed for Se-seaslstesrappranal-paassobiaining @ marke ing authorization,
conducting health technolog wassesstaent and obtaining pricing and relvborsernent
wpaseitpprovels ag well as submithng an applcakion on procurement tenderg, to the
exdent that e submission of an application on procurewmend tenders does nob entail the
sele or offering to sale during the term of protechion, even though Sesthese cobyiies may
require substantial amounts of test production to dernonstrate religble manufae uring.
Drring the teren of protection of the patent or SPC of the reference medicinal product,
there canbe no cornme reial use of the resulting final medicinal products obtaired for the

parposes of the regulatory appeosal proce ss.
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(6]

(B3]

BThe exempion will allows inter alia, to conduct studies to support pricing and
teiraburservent as well as the marmfacture or puarchase of patent protected actre
substances for the parpose of seeling marketing authorisations during that period,
cortributing to the market entry of gene rics and biosiroilars on dayone of logs of the patent
or SPC protection and Hmedy access to thege products.

The competent anthorities should refuse the walidation for an application for a roarke ting
authorsation refering to dats of a reference medicinal product ondw on the hasis of the
grounds set out i this Divective. The same applies to angy decision to grant, vary, suspend,
restrict or revole the marketing authornisation. The comgpetent authorities carnot base thewr
decision on arny other grounds. [n particular, those deecisions catmot be based on the patent
or SPC statns of the reference medicinal peoduct. From these rales it alao shems that the
profeclon of intellecticl properly righls does not represend a valid ground to refuze,
revoke or suspend decigions related to relevant pricing and relmbursement, health
technology assessment procedures, or where applicable, application for procurement
tenders Member States remain free to ingroduce rnules to ensure the readiness to supply
@ medicingl product on the market of teat Member Sate for the period when the patend
and SPC have expired.
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(63a)

(i)

(&7)

The Che Health Approaeh is needed in order to address anBmicrobial resishance, one of
the most significant, current health Hreats, High levels of cooperchon are reguired
Rerogs geclors and globally. This Directive puds inplace coordineled action in order to
ensure prevention and minimisetion of environmental nals throughout the supply
chain wge and disposel awareness raising among peliends, conmime s and healtheare

professionals and prudent and respongible use of erbimacrobicls

Inorder to address the challenge of antiviicrobial resistance, where the pack iz infended
For direct dispensing to pafent, antitnicrobials should be packazed in quantifies that are
appropriate for the theraprr cyele relevant for that peoduct and natioral rules on
antirnicrobial subject to prescription ensure that they are dispensed ina way that
corresponds to the guardities described by the prescription.

The provision of information to healtheare professionals and to patients on the appropriate
nse, storage and disposal of antirsicrobialsisa joint responsbility of marketmg
authorization holde rs and of Werber States. Member Staberswdhe should ensure
appropriate collec ion erd manage ment systern for all unesed or expired medicinal
products.
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(67a)

(6]

Pharmacists and other health care professionals should play @ role in anfmicrobial
shewardship, meluding adising on e prudent use of enlibiokcs and other

arimicrobials, as well @ Welr correct disposal

While this Directtve restricts the use of antiraicrobials by setting sexdain categories of
attiraicrobials under presciption states, due to the growing anfiraicrobial resistance in the
Union, corpetent anthoritie s of the Mlerdber States should consider further measre s S
sxaraplaex panding the prescription status of antiricrobialy inifatees for prudent use of
antimicrobials in hospitals taling into aocount Hiat the combingd wse of several
arimicrobial ok e substances moy represent a parlicular risk, sufficient raining of
healtheare professioncls on sk wardshiy regarding the wse of antimicrobials arndes the
mandatory nse of diagnostic testsbe fore prescription. Corapetent authorities of the
Dlermber States should consider such further measures according to the lewel of
antirnicrobial resistance in their teritoryand the needs of patients. Fih regards to
antimicrobials for topical use, Member States showld have the possibiliy to waive the
mandatory preseripon-ondy stebus, incleding taliing into account e modmum single
doge, the madmum daily dose, the strenglh the phamacendical form and cerbain Yy pes of

packaging.
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(65

The pollution of waters and soils with phatrnac entical residues iz an emerging
errvirorzne tal problern, and the re iz scientific evidence that the presence of those
substances in the errirorenent from their marnfacturing, v and disposal posesa nsk o
the erriromement and poblic health. The evaluation of the legislation showed that
strengthering of existing meamwes to reduce the irgpact of rmadicinal produets' lifee s le on
the ervironrnent and gablic health is reguired. Ileasures under this Bessebeslirectie
coraplerment the wain ersaronerental legislation, in parbicular the Water Frameworl
Directive (2000680/ECY), the Ervdronmental Quality S tandard Divec tive (20027105/EC%)
the Groundwater Dire ctive (200601 LE/EC) the Uthan Wastewater Treatrne nt Direc trve
(IU2TIEECT, the Drinking Water Dive ctive (2020721 2418 )end, the Industiial Emissions
Diirective (201007 S/ EUY gnd the Waske Framework Directive (200898F O3]

14

15

16

17

1B

1%

DChrectnee 2000060/EC of the Enropean Parliaraent and of the Coureil of 23 O tober 2000
establishirg a frarework for Comraunity action in the field of water policy

(O7 L 327, 22122000, p. 1)

Dhirectre 200251 05EC of the Europe an Patliare nt and of the Council of 16 Deceraber 2002
oh errvitorenental qualitystandards in the field of water polic v, atne nding and subsequently
repealing Couneil Directives S20TAEECD, 23i513FEC, 2471 56/EEC, 34M401/EEC,
BA2ZEEC and amending Divectre 2000/E0EC of the Emopean Parlisvnent and of the
Commecil (07 L 345, 24.12 2008, p. 847,

DChrectee 200651 12/EC of the Europe an Parliarme nt and of the Council of 12 Deceraber 2008
on the protection of groundwater against pollution and detenoration (O L 372, 27.12.2006,
B 190

Council Directee PURTIEEC of 21 Ilay 1991 concerning uhan waste-water treatros nt
(7L 135, 30.5.1991, p. 400,

Dhirectre (E1) 202002154 of the European Parliament and of the Couneil

of 16 Decerber 2020 on the guality of water inte nded for lorman consurption (recast)

(7 L 435, 23122020, p. 10

Dhrectree 2010075ED of the Enropean Parliavae nt and of the Couneil of 24 Heverber 2010
oh industrial eraissions (inte grated pollotion preve nton and control) (recast)

(OT L334, 17122010, p. 1770

» Direchive 2008 Q8 F Cof the Furopean Parlament and of the Council of 19 Mowvember
2008 on waste and repealing certain Directives (O L 315, 22112008, p. 3).
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1)

Ilarke ting authorisation apgplications for mwedicinal products in the Tnion should inelude an
Ervarorane ntal Risk &ssessrnert (FEA) and risk mitization measures. However, when
preparing their ERAs the applicands for markeling authorisalions of generic and
biogiwilar medicines should be able to refer to ERA shudies conducted for the reference
medicinal product or o ERA shidies of any other medicinagl product condaining the azme
gefve substances. The same applies to Mybrid and bo-ybeid medicines aswell as o
Jired doge combinations medicines. If the applicant fails to subevit a complete or
sufficiently substantiated erviroranental risk assessient or thew do not propos: sk
mitigation meamues to sufficie ntlyaddress the rsks ide ntified in the erndrorrrental risk
assessrnent, the marketing authorization shold be refiused. The ERL should be updated
wher new data or knowledze about releseant risks become available.
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(717 Ivlarketing authorization applicants shold take into account errdrontietital risk assessient
procedures of other ENT legal frameworks that may apply o che micals dependent on their
use. Further to this Regulatior, there are four main other fiameworks: (1) Industrial
chemicalz (REACH, (Regulation (EC) Mo 190702006); (i) Biocides (Regulation
(EC) Mo 528720123, (ii1) Pesticides (Fegulation (EC) o 1107/2009); and (1v) Veterinary
medicines (Regulation (EIT) 20196)). &sa part of the Green Deal, the Cornrmission has
proposed a ‘one-sibstance one-assessnent’ {05 -04) approach for che ricals®™ |, in arder to
increass the efficiency of the registration sweterm, reduce costs and unne cessary ardmal

testing.

(74 The emissions and discharges of antimicrobials fo the ervdrornement from manufactoing
sites matlead to anfirnicrobial resistance (“ANWIE™), which iz a global concern regardless
where the ernssions and discharges take place. Therefore, the ERA scope should be
exterded to cover the risk of &IVIR. selection during the entire life cyele of antimicrobials,
including marmfactoring. Jn order fo specifi technical deboils to conduct the FRA, e
Agency should issue guidelines on how to measure antinicrobial resishonce other than

Jor ankibiotic resistance.

Coreaurdcation frorw the Cormrnission to the European Parlisment, the European Couneil,
the Council, the Enropean Econornic and Social Comrdttee and the Coramittes of the
Begions, The Enropean Green Deal, Brussels (2019), COLE2019) 640 fival.
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(73]

(7]

The proposal also includes provisions for a rsk-based approach regarding the ERA
oblizations of rmarke ing authorization holders before October 2005 and the setting-up of
an ER& monograph syetemn for active sahetances. This ERE monograph systern shoald be
available to applicants for use when conducting an BRA for & new application.

For medicinal produe te anthorised prior to Cetober 2005, without any ERL specific
provisions should be mtroduced to set up a wekdeeasdisl-based prinrit=aton prograrrae
fior the EF& subrnission or update by the market authorisation holders. For generic,
biogiwmilar, hpbrid and bio-Ry brid medicinal products and fove d-dose combination
medicinagl producks, for which e reference medicinal product was quiiorized before 30
Cetober 2005 and inchided in this programeme, the ERA conld be submitled after e
outcome of the ERA of e relevant reference me dicinal product is made publicl
arilable by the Agency, unless the marke ing authonsation holders concerned have
perkcipated in a joint shedy condicted for the relevant aohive substance. The same
showld apply for new applications of such generic, biosimilar, hpbrid and bio-lybrid
wmedicinal products and foeed-dose combinagion medicingl products for which the
reference medicingl product was audhorised before 30 Cetober 2005 and incleded in this

Progravune.
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(13 copeue—laelandDdalta-and-Mortherr Ireland kessafias historically relied on the supply of
medicinal products frora or through parts of the United Fingdon other than Morthem
[reland. Following the withdrawal of the United Kingdomw of Gieat Britain and Northern
Ireland frora the Enropean Union and the Enropean Stornic Energy Corarrnmdtsy, o preve nt
shortages of medicinal products and ultimatelyto ensure a high lesel of public health
protection, specific desessbesmtaprovisions have been pul in place. This Directive seed

Bedoned-Bresses-thaesk-petaadreplaces Directive 200183 C of the European
Parlizgment and of the Counci of & November 2001 Bgted in point 20 0f Annex 2o the
Hindzor Framework and would the refore apply to and in the United Kingdom edes
i respect of Northem Ireland i accordance with Article S(d) read in conjunction
with Article 13(3) of the Frameworll. To engure the continued effectiv eness of the
specific provisions that have already been putin place, itis therefore appropriate to
shpulate that cerbain provisions of this Direchy e should not apply o and in e United
Eingdon in respect of Horthern Ireland Ta-ceder-tosremrsarafone-application-of Urden
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(78]

7

(7]

To ensure that all childrer in the Union hawe access to the products specifically authorized
for paediatric us, when an agreed pae diatric irrestigation plan has led to the anthorisation
of a peediatric indication for a product alread yrvarketed for othe r therapeutic indications,
the marketing anthorisation holder should be oblized to place the product i the same
rnatkets within two years of the date of appecseal of the mdication.

It 1z nece ssaryin the interest of pablic health o eneure the continuing availability of safe
and effective medicinal products anthorsed for paediatric indications. Therefore, if a
tarketing anthorisation holderivdends to withdrawr such a rwedicinal procduet from the
tnatket ther arrangernents should be in place so that the paediatric population can confirme
to kv access to the medicinal produet in guestion. In order to help ackhiewe this, the
competent quthoriy Saenetr should be infbrrned in good tirne of any such infention and
shonld rmake that intention publiclyasvailable.

To aweoid unre cessary admivdstratiee and finaneial burdens both for the marketing
authorization holders and the cormpetent anthorities, certain strearalining me asures should
be introduced, in live with the digital by de fanlt privciple. Electronde application for
matketing authorisation and for wariations to the tertns of the marketing aunthorisation
shonld be introduced.
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(7% Az ageneral mile, nsk marnagerent plars for generic and biosirdlar medicinal peoducts
shold not be deseloped and subrnitted, considening that the referenee medicinal product
has such a plan, except in specific cases, where a risk managerne nt plan should be
provided. Bustheacssae-a-gensealale sty addifion e risk mmagement plan for
bybrid and bio-Ry bidmedicinal products showld be Bmiled to He d@ifferences bedween
this medicingl product and the reference medicingl produch, asindicated in e
application for the marleing authorization, provided that no additional risk
minamisation measwres exdst for the reference medicingl product and provided hat the

marketing authorisation ekesddbe-sresde

SRR RO TS Y SO P T ]

reference medicival product has not been withdrawn prior to the submission of the

application.

(79%2)  Furthermore s @ general rale @ marke bng quthorsation showld be granded for an
unlimited period, exceptionally, one renewal map be decided only on justified grounds
reloted to the safely of the medicinal prodict.

(207 Inthe event of a risk to public health, the rarke ing authorisation holder or the corugpe terd
authorities shonidd be able to make wreent safety or efficas y restrictions on their own
initiative. In such case, when the referral procedure iz launehed, anyduplication of

assessment should be avoided.
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(51}

(5]

To address patients” needs, an increasing rareber of Tvceeative medicinal products de yive
from or are corobined with other products that mwavybe manofaetured or tested and
regulated under more thar one Urdon legal frarnewoik, Sinilarly, the same sites are
increasingly ovversee n by the anthorities establishe d undey different Union legal
frameworks. To ensure safe and efficient production and supe rvision of such products and
to allowr an appropriate delnvery to patients, it s irportant to ensre coherence. The
cohererice and sufficient alizrrnent can orlybe ensured throngh appeopriate cooperation in
the developene rt of the practices and prineiples applied under the different Union legal
frareworks. &n appropriate coope ration shonld the e fore be e rbedde d within several
provisions of this Divective, such as those regarding classification adwvice, oversight, or the
developrnent of guidelines.

For products that combine a medicinal product and a medical desdce, incliding in vitro
dingnoscs medical device, the applicability of the tao respecttve regulatory frarne works
shonld be specified and the appeopriate inferaction betweern the beethree applicable
regulatory frame works should be ensured. The sarme should apply to combinations of
medical products and products other than roedical devices.
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(53]

(5]

To ensure that the cornpe tent authorities have all the inforrmation needed for their
assesstnent in the case of integral combinations of a medicinal product with a me dical
device, incliding i vidro diagnoshcs medicel device, or of cowhbinations of 2 medicinal
product with a product other than a rae dical device, the marketing antho risation applicant
shall subrmat data establishing the safe and effectrre use of the infegral combination of the
medicinal product with the redical device, icliding invilro dicgroshics medical device,
ot of the corbination of a redicinal product with the other prodnet. The corape tent
authority should assess the benefit-risk balance of the integral cormbination taking into
account the suitabilityof the use of the medicinal product together with the medical device,
invitro diagnostics medical device or the other product.

To ensure that the corpe tent authorities have all the information needed for their
assesstnetit of medicinal products in excluste use with a medical device or in vidro
dingnostics wedical device (that is to saymedicinal products that are presented ina
packaze with a redical dewace or that are to be used with a medical desdee referenced in
the surernary of product charac eristics) the marke ting authorisation applicant shall subreat
data establishang the safe and effective use of the medicinal product taking into account its
uze with the medical device or in vitro diagnostcs medical device. The cornpe tent
authority should assess the benefit-risk balance of the medicinal product, also taking into
account the use of the e dicinal product with the redical device.

G366
LHNEX

57
LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

58
EN



(53]

The Direc tive also clarifies that a wedical dewice that is part of an integral corabina tion has
to cornply with the general safetyand performance require rments set out in Semex Tof
Regulation (EIT) 2017745 of the Ewnpean Parliament and of the Council# . & medical
device inexclusive nse with a medical device needs to meet all of the requirernents of
Begulation (E1T) 200177745 & redicinal product in exclusive use with a medical desice
that is niot ancillary to that of the medical device shall cornply with the requizerme nts of this
Directive and of the [revized Fegulation (EC) Mo T26752004] taking mto account its use
with the redical dewiee, without prejudice to the specific reguiretnents of the Fegulation
(E1T) 200175745 and of the Regulation (EL) 201777457, as applicable.

11

12

Begulation (E1T) 20177745 of the Enropean Parliament and of the Counell of 5 &pedl 2017
on medical devices, atne nding Direc trve 200183/EC, Begulation (EC) Mo 17252002 and
Regulation (EC) Mo 12232009 and repealing Couneil Directires M0325FEC and
PEMAEEC (OTL 117, 552017, p. 1.

Fegulation (ELN 20177748 of the Furopean Parlioment and of the Council of 5 April 2017
on in vitro diggroske medical devices and repealing Directve 287 EC and Commission
Decigion 200022 (G0 L II3 552007 p. I76-332)
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(261 Forall these products (integral combinations of a re dicival product and a me dical device
or i vikro diggnoste medical device, medicinal products in exclustve use with medical
devices and corabirations of a medicinal product with a product other than a medical
device ) the corpetent anthority shonld also be abile to request the marketing anthorisation
applicant to transrait any addiional infortmation needed and the marketing authorisation
applicant shold be bound to subrait any such inforrnation reguested. For rmedicinal
product in exclustve use with a redical device that is not ancillary o that of the redical
dewvice, the marketing anthorisation applicant shall also, npon request frorm the cormgpe tent
authority, submit any additional indformation welated to the medical device taking into
account its nse with the medicinal product and that iz relewant for the post-anthorisation
ronitoring of the redicinal product, without prejudice to the specific requirerments of the
[revised Fegulation (EC) Mo 7262004

(2T For integral corbination of a medicinal product with a medical deviee and for
cornbinations of a raedicinal product with a product othe r than a raedical device, the
matketing authorisation holder should also bear the ove rall responsibility for the whole
product in terrs of coropliance of the medicinal product with the reguireraents of this
Diirecive and the [revised Fegulation/EC) Mo T26/2004] and should ensure coordination
of the information flow betwee n the sectors throughout the assesstnent procedure and the
lifecyele of the medicinal product.
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(22 Inorder to ensure the quality; safetyand efficacy of medicival product at all stages of
rnanufac hiring and distbution the rmarke ing authorisation holder shall be responsible,
wher necessary to trace back an acttve substance, exciplent or anywother substance that
nsed in the marfae tiing of medicinal product and intended to be part of the wedicinal
product or expected to be present in the medicinal prodoct, for exarple rnparibes,
degradation products or contatoinants.

(207 Inthe interests of public health marketing authorsation holders should be able to ensure
the traceability of anysubstance that iz used, intended or expected to be present v a
medicinal product at all stages of marnfae toing and distributior, and identify ansy natural
ot legal person frorn whom they have been supplied these substances. There fore,
procedures and systerns should be placed to provide that information in case it shonld be
hecessary with the wiew of gquality, safetyor efficacy of me dicinal produets.

900 It s recognized that the developraent of pharrmacenticals is an avea where neither srience,
not techriology stand stll. The last decade s have seen new categone s of redicinal products
eraerging frora biological ree dicinal products to biosiilars or adseanced theraper mediciral
products or in the fubwe phages therapies. Those categories of products may in sorne
instatwe s recuire adapted rules to fully take account of their speeific characteristics. For
that reazson a forward looking legal fravmerork shonld inclode prordsions to enable such
adapted fratneworks subject to stict cxiteria and under a Comrnission erapowertnent
guided by the srientific ingrat of the Enmpean Medicines Bgency
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(1)

(5]

The adaptations roavye rbal l-adagpstod—sskesao
and tergeted e chricel adaplaions do the requirements corpared 1o standard medicinal
products. Theveonld in particular inclode changes o the dossier requirernents for such
medicinal products, the way their quality, safety and efficacy iz deroo nstrated by applicants

ek e cific regquirements

ot tallored mannfacturing controls and good mardactoring practices reguire e nts, as well
as additional control rethods peior and during their adwirdstration and use. The adaptions
shonld howreseey not go beyond what is necessary for the attairene nt of the objectme of
adaptation to the speciflc characteristics or methods relate d bo e medicingl product or
calegory of medicingl produchs concemed.

Inorder to increase the preparedness and responsive ness against health threats, in
particular the ermergence of antirmicrobial resistance, adapted fravne works mayhe releseant
to facilitate the rapid change of antirnicrobials composition to mairtain their efficacy. The
use of established platforms would allow efficient and fireely adaptation of those roedic inal
products to the clinical context.
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(937 Tooptimisze the use of resouces for both applic ants for marketing authorization and
conpetent authorties and aswoid duplication of assessment of chernical acttre substances of
medicinal products, marketing authonsstion applicants should be able to relyon an actre
substance master file certificate or a cerbificate of suibabiliy fo the monograph of the
European Phatraacope 1a, instead of subenitting the relevvant data as reguired in accordatce
with &roex I1. An active substance master file certificate mnavhe granted by the Sgency
wher the relevant dats on the active substance concerned is not alreadsy covered byra
ronograph of the European Pharmacopeia or by anothe r actiee substance master file
cerificate. Hhere q certificale of sulabiliy to e monographs of the European
Pharmacopoeia or an active substance master file cortificate s used as part of the
markebing authorisalon appleaion, there map be a need to provide addifional gualidy
data that are not covered by thogse processes, as part of the marketing authorisation
dossier to demonstrate Hie suitabiliy of the achve substance in e contend of ity intended
use in the medicingl product. The Corunission should be empoaered to establish the
procedure for the single assessrnent of an active substance master file . To finrther opfitadse
the use of resomrces, the Comraission should be empoarered fo allow uze a certification
sche e also for additional quality master files 1e. for active substances other than
chernical artive substances, or for other substances present or used in the manufactore of a
tnedicinal product, repuived in accordance with Anmex I1, ez in case of nowel excipients,
adjrants, radiopharmace uhcal precursors and acttee substance inderraediates, when the
intermmediate 1z a chermical actiee sbstance byitself or used in conjugation witha

biological substance.
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(23z)  The concept of platform kchnology master files allows the reliance on dale—
ercompassing apeck of gually, non-clnical and clrical information—that has been
pre-eveliate din the marbeting authoriaction application of a wmedicinal product.
Platform technologies inehude, bud are not limited bo, viral and bacterial veckor systems,
recombinant profein-bage d methods, nuclic qeid seguences, viral and bacterialvectors
ard synithetic biology approaches such as ol gorucleokdes and mFNA The plaiform
technology master file that documents the platform technology showld be certified by the
Ageney to allow flbure uses. In the context of eppling for marlieling quthorizahons,
products developed and manufackired whilising plalform echnology master files must
Focus on the customization of the plaiform to address the parficular atiributes of the
medicinal productin gueshon. Thismethodology aeoids e duplicalion of assessnents
and wanimizs the repelition of shudies, trerely streambning the development and
regulaton evaluation processes for medicingl products. A fundamental reguivement for
the effeckye appleation of platform technology is the presence of a common dakeset that
reraing app Beable aeross medicinal products employing the aone chnology. To
gualtfy Bre wse of a platform bechnology masker file, applicands are obligaked to
demongtrate the applicabilidy of the conenon datasel, substantiate the developwment and
manfactunng platform, and furnish scienbfic justficalion that underscores the
pertinence of the platform dala bo the medivingl productin guesEon. While e owner of
@ platform technology masker file and the markebing quthorisabom Rolder may not be
necessarily the same - some plafform e chnologies may emanate from eoademic research
and development, the markeing authorisalion holder reling on a platform fechnology
magter file redails full responsibilidy for s marketing authorisation ineluding e parks
covered by the master file.
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(93]

[P

For reasons of pablic health and legal consistercy, and with a view fo reducing the
adrninistrative burden and strengthe rang predictability for econorde operators, vanations
to all types of marketing authorizsations should be subject o hatrnonised roles.

The termns of a marketing authorisation fora medicinal product mavhe sraried, after it has
been granted. While the core elements of a variation ave laid down in this Divective, the
Comraizsion should be erpowered to coraplere nt these elerments biylaving dovwn farther
necessaty elerme nts, to adaypt the syetern o scientific and technological progress, incloding
digitalisatior, and to ensure that unnec ezsary administrative burden is avoided for both the
matketing authorisation holdes and comgpetent authorities.

Competent authorities should have he power to evaliate additional evidence ot may
affect the benefit-risk balance of medicinagl products, beyond what is provided by
marketing authorisaion holders, When justified, competent authorities may recommend
that the marke bng authorication holder varies the terws of ils markebing aubhonisabon.
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(2]

Scientific and technological progresses in data analstics and data irdrastue tave provide
walusghle support to the developene nt, authorsation and superason of medicinal products.
The digital transformmation has affected regulatoryde cision-making, making it more data-
driven and multiplying the possibilities for regulatory anthorifies to access evidence, across
the lifeesele of & medicinal product. This Divective recognisss the cormpetent authorties of
the Merber States” capacityto access and analyse data subenitted inde pendertly from the
marketing authorisation applicant or natke ing anthorization holder. On this basis,
cornpetent authonties of the e mber States should take indbative o npdate the surenary of
product charactenistics in case new efficac yor safe ty data it pacts the bene fit-risk balance
of a medicinal product.
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97 Access to indivddual patient data from clivdcal stodies in stroctured fonnat allowing for
statistical analyes s wessaduakdeden an assist regulators in uhderstanding the subraitted
eviderice and to rforrn regulatory decision-making on the benefit-risk balance of'a
tedicinal product. The mtroduetion of such possibility in the lesislation is irportant to
farther enable data-diiven bene fit-risk assessents at all stages of the lifkewle of'a
medicinal product. This Directrve therefore emapoaers corapetent authorities of Ivleraber
States to request, @5 necessany, such dats as part of the assessment of mitial and post-
matketing authorisation applications. Due to the sensifive nature of health data, the
corpetent authonties showld safeguard its processing operations and ensmre that they
respect the data protection privciples of lawfulness, fairmess and transparehey purpose
lirni tation, data rivdmizatior, accuracy, storage lirdtation, inte grity and confide nhiality.
Where the processing of personal data is necessary for the purposes of this Divective, such
processing should be done in aceordance with Union law on the protection of personal
data. &ny processing of personal data under this Directrve should take place in accordance
with Regulation (E1T) 20 16/679% and Fegulation (E1T) 2018/1725% of the European
Parliarnent and of the Couredl.

M Begulation (E1T) 2001 6/679 of the Enropean Parliarment and of the Coureil of 27 April 2016
oh the protection of nataral persons with regard to the processing of personal data and on the
free rmovere nt of such data, and re pealing Divective 35/487EC (General Data Protection
Regulation) (OJ L 119, 452016, . 1.

i Regulation (E1T) 2018/1725 of the European Parliament and of the Couneil
of 23 Cetober 2012 on the peotecton of rataral persons with vegard to the processing of
personal data biythe Trdon institotions, bodies, offices and agencies and on the free
taovernent of such data, and repealing Fegulation (EC) Mo 4572001 and Decision
Mo 1247720020EC (O L2095, 21.11 2018, 1. 39).
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(PE)

Fharrnacovigilance rules ave necessary for the protec tion of public health in order to
prevent, detect and assess adverse reactions to medicing] o ducts placed on the rdon
mnatket, as the full safety profile of medicinal products can onlyhe knowr after they hasve
been placed on the market.

(99 Inorder to ensure the contitmed safe tyof mwedicinal products in use, it s necessaryto
ersure that pharmacovigilance systemms v the Urion ave contirmally adapdd to take
account of sclentific and technical progress.

(100y Tt is necessary to take account of changes arising asa result of intermational harmorasation
of de finitions, terruinolog yand fechnologic al developments in the fleld of
pharrac ovigilaree .
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(101%

The increasing use of electorde networks for corrawrdeation of rdonation on adverse
reactions to medicinal products matketed in the Trion is xtended to allow cornpete nt
authorities to share the indonmation at the same e fe order o simplifiy e reporting of
suspeched adverse reactions, the marketing quthoriselion holders and the Member Sates
showld report those reackons ondy to the Union pharmacovigilonee detabase and date-
processing nebwork referred to in frevised Regulation (EU) Mo, 7262004] (Hhe
Fudravigilance database '), The Fudravigilance database will be equipped to
imnediale i forward reports on suspecte d adverge reqekons recew od from marketing
cuthorisafion holders to the Member Stales on whose territory the reaction occurred
The Agency may, in consultation with the Commission, Member Shates and Masketing
authorisabion holdess, draw up and publish a debaled guide regarding the mondonng of
relevant adverse reaction databases maintained outside the Union and the enbry of
relevant informaion from these datebases into the Fudravigilonee database.
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(Iia) Member Stales and markefing quthorisafion holders should operate o
pharmacoviglance syskem do colle ot information Yhat is wsefl for the monitoring of
medicinal producks, meluding information onsuspecled adverse reqchions arising from
uge of @ medicinal product within the lerms of the marlieting cuthorisation as well as
From wse oulside the terma of ¥he marketing authiorsation, ineluding off-label uze,
overdoge, misuse, abuse and medicaion errors by pebenls and healthcare professionals.
Mistakes in the prescribing, dispensing, storing, preparalion and admimstration of a
medicing are common Ypes of medicabion errors. Suspected adverse veqelions should be
recovded and reported by Member States and markeling authorisahions holders to the
Fudravigilance database for the monitoring of safety of medicinal products. The reports
showld be part of the conbruous evaluabion of the benefit-risk balance of the medicingl
products. Summaries of data relevant to the benefib-rish balance showld be included in
penodic safety update reports. Marketing quthorisalon holders showld elso record and
reportinformation on alverse reacons occurring i e condext of post-authorisation
shudies, wmeliding post authorisation sudies in specific popelafions such as children, for
evaluchon of the bengfit-risk balonce.

(1027 It is the inferest of the Union to ensure that the phannacovigilance systerns for centrally
authorized medicinal products and those authorised by other procedures are consistent.

0103y Ivlarke ing authorisation holders should be proac ey responsible for on-going
phanvacovigilance of the medicinal products the v place on the market ineleding for an
appropriak period after the marketing quthorisafion has been withdrawn or revoled.
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(104)  The use of colours in harnan and vete rinarymedicinal produets is emrentlyre gulated by
Diire ctive 2009035EC of the European Parliament and of the Couneil®, and restricted to
those authorised in accordance with Regulation (EC) Ho 133372008 of the European
Parliament and of the Couneil on food additives™, for which specifications are laid down
in Corrnission Begulation (E1T) Mo 2317201 2% Usges of excipients other than colours in
medicinal products are subject to the Union rles on medicinal products and are evaluated
as part of the overall bene fit sk profile of a medicinal product.

(1031 Experience has showr the need to maintain to a certain extent the principle of the use in
medicinal products of those coloars authorised as food additres. Howeser, it 15 also
appropriate to foresse a specific assessment for the use of the colowr in medicing s when a
food additive is reroed frora Union list of food additives. There fore, in this specific case,
EvA should carry ont its o assessment for the use of the colour in medicines, taking
into account the EFS & opirdon and its underlsang scierdific evidence, as well asany
additional scientific evidence and givang particular consideration to the use i medicines.
EvA should also be resporsible for following any scientific evidenes for the colowrs
retained for specific medicine use only. Directrve 2009055EC shold there fore be
tepealed.

2 Dhirectre 2009035EC of the European Patliaraent and of the Couneil of 23 &pel 2009 on
the colounng matters which raaybe added to medicinal products (O L 109, 30.4.2009,
B 100

o Begulation (EC) Mo 133372008 of the Enropean Parliarnent and of the Courell of 16
Decernber 2002 on food additives (O L 354, 31.12. 2008, p. 16).

i Comenission Fegulation (E1T) Mo 23172012 of @ Iarch 2012 lasing down specifications for
food additrees listed in Arxesxes [T and II1 to Begulation (EC) Mo 133372005 of the
European Parliaraent and of the Couneil (OJ L 23, 2232012, p. 1),
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(1067

(107

With regard o the supervision and inspections, mannfachring and iraport of starting
mnaterialses intermediate products, excipients andeadas-ck Ninctional eseedpesds o ipie nts
shallbe under surve llance due to their posgible ancillary action fo the active substance and
to their possible frepact to the guality, safe tyrand e ficacy to the medirinal products-

The main parpose of anyregulation on the marmfachre and distibuton of medicinal
products shonld be to safeguard public health.

(107a) Manufactering and wholesele distribufion authorisahons are bo be subject to cerlain

1 10%)

esgential condiions and it is the respong bilily of the Member Skale concerned o ensure
that such conditions are met, whereas each Member Shate is bo recognise authorisaions
granted by other Member Shates.

It should be ensured that, in the Iernber States, the supervision and control of the
rnanufac hire and the distrbubion of medicinal products is carried outby official
re presentatie s of the competert anthomtywho fulfils rirarorn conditions of

gualification.
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(1097 There mavyhe cases where manufacturing e ineliding testing stepe, of e dicinal products
need to take place insites close to patients, faking into qccount fe properkes of e
medicinal product as well @z congideralions related to s qually, safely and efficagy, for
exarnple advanced therapsr redicinal products with short shelf-life, or where proxEmiyy to
the trealed pabent or customisation for an individual pakient to their benafiy, where
deemed appropricte by the nalional competent authonly or the Agency for authorsing of
the placing on the market of such medicine during the quiorisabon procedusre . In such
cases, these mannfae toring -ss-teeissere tnay heed to be decentralised to ranltiple sites o
reach patients across the Undon. When the manofacturing-es-tssie-cteps are decentralised,
thew should be carvied out under the responstbility of the gualified person of an anthorsed
central site. The decentralised sites should not reuire a s parate ranufacthuring
anthorsation frorn the one granted to the relevant central site but should be registered by
the corapete nt authorityof the Mermber State in which the decentralized site 15 established
and supenvised by this @uforidy. Inthe case of medicinal products cortaining, consisting
ot dertved from-sutelogous S0HO, the decentralizsed sites have to be registered as a S0HO
ertityas defined in and pursuant o [SoHO Beglation] for the actriaties of donor review
antd eligihility assesstnant, donor testing and collecthon-sefest-forselloe-Bosriir-tho-sase-of

= aca-where applicable. In respect of decentralised
sites falling within the scope of this fromework and engaging in qobyifies covered by

other Union e gl acts, and i order to enaure their effective funcloning, the competent
authoribes of the Member States responsible for the supenision of e central and
decentralise d sites should cooperate and exehange information with the authorities
supervising these qebvities under other Union legal acts. This cooperation showld, where
appropriak, pertain to the coordinaion of quthorization, registration and supenision
gefivifes, imcluding joint inspections, related to e contral sl and e decentralized

sites, qwring to ensure efficiency of trese aclvibies.
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(1107 The quality of rmedicinal products marnafactured or available in the Tnion shoald be
guatanteed by requiting that the acttee substances used in their composiion comgply with
the peinciples of good rmanufac hring practice in relation to those medicinal products. It has
prorved nece ssary to reinfbree the Union provdsions on inspec ions and to corapile a Undon
database of the results of those inspec tions.

(111} Venfication of compliance with the legal requirere rds of mannfactring, distibnton and
nze of medicinal products by relesant entities throngh a systern of supe rvision, is of
fundarnental irmportance to ensure that the objectives of this Directive ave e ffectively
achieved. Therefore, the competent authonties of the MErmber States should havee the
pover to perforn on site or rermote inspections, as part of the system of supervision at all
stages of mannfachring, distibmtion and nse of medicinal products or active substance s
atd relyon the outoorne of inspections conducte d by trusted Seisd-seastdomon- Urion
competent authonties. To preserve the effectreness of the inspections, the cormpetent
authorities should hanee the possihilityto perforin joint inspections and also, where

hecessary, unarmoune ed nspec ions.

1112y The frequency of controls should be established by the competent anthorties having regard
to the sk and to the level of compliance expected v different situations. That approach
shonld allovar those corgpetent anthorities to allocate resources where the risk is the highest.
In sorne cases, the syetern of supervision shonld be applied inespectie of the level of nisk
or suspected non-corapliance, for exarmple peestesin e condexd of granting

mannfac hiring authorsations.
GI67T/26 73
AMNEX LIFE 5 LIMITE EN
7424/26 ADD 1 74

LIFE.5 EN



(113}

(114)

1115)

Within the procedure for "Certification of Suitability to the monographs of the European
Fhartmacopoeia” the Buropearn Divectorate for the Chality of T dicines and Healtheare
weriflesbymeans of inspec ions whether the data submitted by the applicant e stablished by
the Couneil of Furope confirms the suitability of monographs to control the chernical
parity; rdcrobiological qualityand TSE rsk (if relevant). It also werifies whether the
ranufac huring cormplies with good manufacturing practice for acte substances.
Deperding-af or the outeome of the inspection, a certificate of cormplianee or hon-
corpliance of good marnafacturing practice, iz issued by the European Divectorate for the
Cualityof hledicine s and Healtheare or by the Meraber State participating m the

inspection.
Earh nnde aking that raanufactore s or imports rmedicinal products should set up a

mecharisin to ensure that all inforrna tion supplied about 4 medicinal product conforms to
the approved conditions of use.

The conditions gosrerring the supplyof medicinal products to the pablic should be

harmonised.
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(116} Inthis connection persons rooving around within the Union hasee the rizht to carrra
reagonshle quantity of me dicinal produe ts lawtnlly obtained for their personal use. It
shonld also be possible o0 a persorn established i one WEriher State to recere fiom
aniother hernber State a reasonable quantity of e dicinal prodocts intended for their

peraonal use.

(117 Byrirhe of [revised Begulation (EC) Mo 72602004, certain e dicinal yroduets ave the
subject of a Union marke ting authorsation. In this context, the prescnption statas of
tnedicinal products covered by a Undon marketivg authorisation needs to be established. Tt
1z therefore treportant to st the criteria on the basis of which Urion decisions will be
taken.

(118) Tt 15 therefore appropriate to harreordse the basic principles applicable to the pre scption
statns of medicinal products in the Union ot it the Merber State concetned, while taking
asa starfing point the principles alve ady established on this subject by the Couneil of
Europe as well as the work of harmorisation eorapleted within the frarmework of the
United Nations, cotcerming peyehotopie or hareo tic substarces - the Urited Mations
Single Corvention of 1961 on nareotic drugs and Corrention on Pahottopic Substatces
of 1971,

1119y Ivlarey ope rations irvobving the wholesale distribution of medicinal products may cove r
gerve ral Ileraber 5tates sirvonltave onsly
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(1200

(121%

It iz nece ssary to exercise control over the entire chain of distriution of e dirinal
produets, frorn their marnfactare or irmport into the Union throngh to supply to the pabliz,
soas to guarantee that such products are stored, transported and handled in suitshle
condifions. The requirerne nts that shonld be adoypted for this parpose will considerably
facilitate the withdrawal of defe ctive products from the markatand allow more effec e
efforts against counte reit products.

Ly person tprolved n the wholesale distibution of edicinal products should be in
possession of a special anthorisation. Pharmacists and persons anthonsed to sapply
medicinal products to the pablic, and who cordine thetnselves to thiz activitsy, should be
exetrpt from obtairdng this authorization. It is howeser necessary, in order to control the
coraple te chain of distrbntion of me dieinal products, that phavracists and persons
authorized to supply rmedicival products to the public keep records showing transactions in

produc ts rece mred.
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(1231 Certain WErnber States inpose o wholesale rs who supply e dicinal products o
phatmacists and on persons autho rsed to supply medicinal produets to the padblic certain
public service oblizations. Those Ivleraber States should be able o continue fo mposs
those ohligations o whole salers established within their tesitory. They should also be ahle
to irepose therm on wholesalers in other Iverober States on condition that the v do not

irupose any obligation more stringent than those that the wimpose on their own wholesalers
and provided that such oblizations maybe regarded as warranted on grounds of ikl
health profection and are proportionate in relation to the ohjectre of such protection.

1124y Bules should be 1aid down as to how the labelling and package leaflets are to be presented.
The package leaflet showld be easily legible, cle arly comprehensible by uzers ineliding
especially the target patient groups, and indeBble Design choices showld prmarily sene
Junchown and readabilily, rather toan qesthebics

11257 The provisions governing the informmation supplied to nsers should prosdde a hagh degree
of consumer protection, in order that medicinal products maybe wsed correctly on the basis
of fiull and coreprehe naible inforwation.

(1267 The marketing of wedicinal products whose labelling and package leaflets corplywith
this Directive shonld not be prohibited or itapeded on grounds connected with the ldbelling
or packaze leaflet.
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(1271 The use of electronic and tec hnologic al possibilities other than paper package leaflets can
farilitate access to medicinal products, e dicinal produets distibution and should always
guatantee equal sskedesquality of inforrmation to all patients compared to the paper form
of produc t information. aed can eddifionell allow offier forms of ranswmission of such
information b persons with sensory impairments for example throngh audiovisual or

othe r means

(128)  Ivlernber States have warying levels of digital literac wand internet access. Inaddition,
patient and healtheare professional needs maydiffer. [t iz therefore nece ssarythat Ileaber
States have a discretion on the adoption of measures enabling the exelimve electronic
provvision of product inforation for specific categories or for all medicines whils
ersuring that no patient is leftbhehind, taking into account the needs of different age
categories and the different levels of digital literacy in the population, and malking sure that
product inforrmation is easily accessible to all patients. Ieraber 5tates should peessesmmetsr
alloweplion appropricle, consider allowing the possthility for elscbesdeproviding product
inforrnation ondy i ele chronie version, while ensuring full compliance with the nules on
protection of personal data, notabl with Regulation (EL) 2018879, and showld prevent
the identification, profiling or tracking of individuals and shouldesd adhers to
harmorised standards deseloped at EIT leseel.
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(1257

Where Iletaber States decide that the parkage leaflet should be rnade availdb] e-pineipbe
orly electrorically, all concerned marleting autforisation kolders-esr should-elss
ensute that a paper version of the package leaflet isdade made available on dermand and
withont sddidesaledditional cost to patients. Marketing authorisation holders-Thesr should
also enswre adkerence o all specificahons, standards and format specified by the
relevant implemenking @l and guidance and that the inforrmation in digital forreat is
easilyaccessible to all patients, for instance by inelnding in the outer packazing of the
product a digitallyreadable element for example @ OF code, @ date malric code, a
barcode, or ary other approprick fechnology which wiould direct the patient to the

elec tronie version of the package leafletin o simple, wser flendly and effe clive manner.

(1307 The use of welilanguagarmn H-connty packages et are also mulf-Engualcan be a tool
for aceess to medicinal produets, in particalar for small matkets and in pablic health
ernergencies. Where seabt-besmseseruch packages are used, Mermber States roay also
allowar the use on the labelling and package leaflet of an official language of the Union that
1z corrnonl y understood in the Mermber States where the zealbi-lanouagenuli-coundsy
package Hratis also mulb-lingual 15 marketed.
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(1530}

1131}

Securiyy of supply in Malln continues o be hindered by the Iow qvailability of medicinal
products with package leaflels in the official languages of that Member Skale. For these
reagong it is deewe d appropriate o allow for the competent quthorities of Malta to
maintain i force marleting authorisations that were granked, exdended or maintained in
gecordance wikh Article 128 of Direckwe 2001857 E T unkl after the rules on eleclronic
product informakon become applicable in all Member Slotes, teking clso by eecount
the deferred qpplication of those rules for me dicinal products already placed on the
market

To ensure a hagh leve] of transparenc ywof public support o the research and deselopre nt
of redicinal products, the reporting of pablic contribution for the deve lopraent of a
particular medicinal product should be a reqpuiverient for all medicines. Grven however the
practical difficulty to identifyy how ndive ot pablic funding metaments, such as tax
adwvantages, have supported a particular product, the re porting oblizgation shodd only
concerr the divect pablic financial support, such as divect grants or contracts, received
From any public quthorily, publicly funded body, philanthropic or ganisalon, or not-for-
profit organisation or fund. Therefore, the provisions of flas Directive ensure, withouat
prejudice to the rules on the protection of confide ntial and personal data, transparenc v
regarding any divect financial support recerved frora angrpnblic authority or pubiel
Funded body, philanthropic organisation, or not-for-profit or ganisabion or fundydelis
Yemadsr to carry ont ary ac trvities for the research and developrment of medicinal products.
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(132} Toensure the accuracyof the information made publicly svailable bythe maketing
authorization holder, the declared mformation has to be subject o audit by an independent
aunditor,

(133)  Inorderfo ensure a harraornissd and consiste nt reporting of pblic confrfbution for the
developenent of a paricnlar medicinal peoducts, the Corarnission shold e-sldate
adopt rnplernenting acts to clarify the pemeiples and format that the rarketing
anthonsation holder should adhere to when reporing this informa ion.

(134 This Directrve iz without prejudice to the application of tneasares adopte d parsuant to
Directive 200671 14/EC of the European Parliament and of the Clouncil® or pursuant to
Diire ctive 20052 EC of the Ewropean Parliaraent and of the Council®, Therefore the
provisions regarding the adve rtising of medicinal products of this Directive should
therefiore be conside ved, where relevant, as a lex specializ with respect to
Diire ctive 200520EC.

1 Dhirectre 200651 14EC of the Europe an Patliarme nt and of the Couneil of 12 Decerabe r 2006
cotetning risleading and cormparative adverising (O L 376, 27122006, p. 21).

an Dhirectre 2005020EC of the European Patliarnent and of the Couneil of 11 Ivhy2005
cone thing urtair busness-to-consuiner corarnercial practices in the mternal rarket and
aree iding Couneil Divec ive 344500VEEC, Directives STNEC, PEETEC and 2002657EC of
the Ewropean Parliareent and of the Couneil and Eegulation (EC) Mo 200672004 of the
European Parliaraent and of the Couneil {Unfair Corarmercial Practices Directree ™)
(OTL 149, 1162005, p. 220,
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(135)

Lodvertizing, evern of edicinal products not subject to a prescription, conld affect public
health and distort coregpe iion. Therefore, advertizing of e dicinal products should meet
cettain criferia. Persons qualified to prescbe, admivdster or supply me dicinal products can
properly evaluate the information available in advertising becanse of their knowdedge,
traiming and experience. The advertising of raedicinal products o perasons who cannot
prope tly assess the risk associated with their use mavylead to medicinag product rdsuse or
orverconsmnption which iz liable to harm public health, Therefore advertisernent to the
general public of medicinal products that are available only on medical prescripton should
be probubited. Furtherruore, distribution of saraple s free of charge to the seneral pablic for
protactional ends iz to be prohibited, also teleshopping for medicinal produc ts shall be
prohibited pursuant to Dirvective 20L0/13/ET of the Euwropean Parliament and of the
Council®®, It should be possible within certain restrictive conditions to provide saraples of
tnedicinal products free of charge to persons qualified to prescribe or supply the i so that
thesr can fariliarise the rnsebee s with newr products and acuire experence in dealing with
thern.

a1

DChirectnee 2010013ET of the European Parliament and of the Couneil of 10 March 2010 on
the coordination of certain provisions laid down by law, regulation or adrdrdstrative action
in Mlervher States concerning the provision of andicsisaal media services (A udicvisual
Ivkdia Services Directre) (O L 095 154 2010, p. 13
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(136)

1137)

1 13%)

Lidvertizing of medicinal produc ts should aira at disse wminating objective and unbiased
inforrnation about the rmedicinal product. For that parposs, 1t is expre sslyforbidden
highlizht negatmely anothe r redicinal product or o suzgest that adsrerfise d redicinal
product mightbe safer or more e ffective than another mwedicinal prodoct. Comparison of
medicinal products should ondybe allowed if such miommation iz listed m the

gt rnaries of product characteristics of the coneerne d roedicina] ek
adbeariiondbrodzcts. This probubition covers any rnedicinal product, also biosirulars, and
therefore it wondd be misleading to refer in the adwertising, that a biosimilar medicinal
product wonld notbe irde rohangeable with the onginal biological raedicinal product or
atiother biosirailar fror the save orginal binlogical medicinal product. Additional stict
rules ahout ne gative and cormparatoee advertising of competitor medicinal products will
probibit clairmes that can mislead persons qualified to prescribe, administer or supply the .

The dissemination of irforrmation which encourages the parchase of medicinal products
shonld be considered within the concept of advertising of e dicival peoducts, even where
that inforrmation does not refer to a specific medicinal product, bat fo unspecified
medicinal products.

Sbvertising of medicina prodncts shodd be subject to strct conditions and effective,
adermate monitoring. Feference in this regard should be made to the monitoring
mecharisims st up by Directree 2006/114EC,
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(139 Ivledical sales repre sentatiees have an raportant role in the proraotion of medicinal
products. Therefore, certain oblizations should be irnposed upon ther, in parbicular the
oblization to supplythe person visited with & sumrnaryof product characteristics.

(13%) Even minimalinducement can resull in bigsed decisions with re gard to prescription
behaviour by physicians. Therefore, to avoid conflict of interest, in the absonce of
nationel rules governing the disclnmure of bransgfers of value, Member Shates should
establish and maintain g publcl avalable list of disclomere platforns operabed By brade
aesociations or by markefing authoriselon holders for the reporting of bransfers of value
related to the advertising achivities.

(140)  Inweeeative, ‘corabination wedicinal products” and other developed redicinal produe ts are
cornplex in regards to their corposition and adruanistraion. Therefore, in addition to
persons qualified to prescribe wedicinal products, also pesons qualified to administer
medicinal products need to be faraliar with all characteristics of those medicinal products,
especlallywith safe adiirdstration and use, including the comprehenstve instuctions to
the patients. For that porpose inforraation shout medicinal products subject to medical
prescription is also clearly allowed fo persons qualified to adrairdster thern,

(141} Persons gqualified to peescribe, adwinister or supplyraedicnal products should have access
to a neutral, objecttve source of mformation about products available on the roarket.
Wheteas it is nevertheless for the Dlerber States to take all meamres necessary to this end,
in the light of their owm partienlar sitnation.
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(Igia) In order to avoid waste, reduce the burden on the environmend, mitigete shortages and
realise cogtsarings, # i feasible bo allow redispensing of madicingl products, under
shrick concibions. Through e prachice of redispensing @ phamagy can beke back and
redispense @ medicinal product that has already been supplisd to o pafient. Member
Shates showld ensure Ratthe redispersing can only be done by the sawme pharnaoy that
il supplied the product Pharmacy can only redispense medicingl products bo a
named patient on the basiz of informed consent. The returned products can be
redispensed only after the pharmacy hasverified Yoot Bie medicmal product concerned is
not @ falmfled medicingl produch that fee expirabion date has not been exceedad and the
paclage has been stored under the right condiions. To checl these parame tors,
instruments such as q temper proof bag and kemmperabire lngger can be used. The
pharmacy wast record the medicinal product and the recipient for the purpose of
inspechons. Fedispensing might not be feasible for all medicinal products. Member
Shates showld be able bo identify and Bzt in nabonal legislohon whick specific products
are allowed to be redispensed in that Member Shate, such qs oral oncological medicingl
products, which could provide for a pilot cate gowp. Member States should lay down rules
ow Babiliy for potential damages resulfing from the wse of the medicinal prodicls that
have been redispensed when such damages are @ congeguence of failure to ensure
approprick storage andtransport conditions between the inially dispensing and
returning bo the pharmacy, or @ failure bo ensure that e product re-dispensed has not
been felsified. The provision in this Direchve does not affect the possibilily for Member
Shates o set addifiomal restrictve conditions under which me dicinal products map be
redispe nged. Member Shabes showld engure that the collection, re -dispensing will not be
used for obtaining economic gains and preventing penctration of the re-dispensed

medicines to the supply chain.
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(1427 Inoorder to ensure that inforation on the wse of the medicinal products in children ave
appropriatel ytaken into account at the morment of marketing authornsation, it is-Hhesefoss
hecessary o intoduce a reqpuirerne nt for new medicinal products or when deve loping
paediatric indications of already anthorised products covered by a patent ora
supple rmentaty protection certificate, o present either the results of studies in the pasdiatric
population in accordance with an agreed paediatic ieee stigation plan or proof of having
obtaine d a warer or deferral, at the tiee of filing a marketing anthonsstion application or
ah application for a new therape utic indication, new pharmacentical forra or new route of
adrninistration. In order to e nsare that the data supporting the marke ting authorisation
concerning the use of a product in children are adeguate, the corapetert anthorities
resporsible for the authorsation of & medicinal product should cheek corpliance with the
agreed paediatric wvestigation plan and vy watvers and deferrals at the walidation step for
tarketing authorisation applications.

1143y To proside healtheare professionals and patients wath infonmation on the safe and e ffectoee
use of medicinal products in the paediatrie population, the ®enlts of the studies conducted
inaccordance with a paediatic irvestigation plan, independe ntlyfrorn the fact that they
support or hot the use of the medicinal product in childrer sppeepaato-idomsmetios should
be mcluded in the surenary of product characteristios and, if appropeiate, in the package
leaflet. Infornation on watvers shonld alsobe included in product information. When all
the e asures in the paediatric eestization plan have been coraplied with, that fact should
be recorded in the roarle ting authonisation, and that should then be the basis upon which

corapaties can obtaih rewards,
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(144

(145

i146)

Belevant data and inforrnation collected throngh clinical studies condueted bhefore the
introduction in the Urion of a paediatrie medicives Fegulation and received by the
cornpetent authonties showld be assessed without undae delasrand talen indo consideration
for eventnal wariation of existing marketing anthorisations.

In ovder to ensure uniforn condiions for the nplermentation of this Remalebanlire chive,
mple renting poarers should be conferred on the Corarnission. Those powers should be
exercised in accordance with Fegulation (E1T) Mo 12272011 of the European Parliarme nt
and of the Couneil*2.

Dre to the need fo reduce overall appeoval titnes for medicinal products, the tirme betaeen
the opirion of the Corarrdtee for vk dicinal Produets for Huroan Uze (CHIVIEY and the
final decision on any Corraission Decision concerning national marketing authoristions,

in particular for referrals, shonld be veduced o, in peinciple, 46 daye.

a1

Begulation (E17) Mo 12272011 of the Enropean Parliarnent and of the Couriil

of 16 February 2011 laying down the rules and general principles coneerring mecharnismms
for control by e rwher States of the Corumission’s exercise of implerne nting powers

(OT L 55, 2822011, p. 13).
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(147

(142)

O the basiz of the opirdon of the Agency, the Corareizsion should adopt a decision on the
referral by means of imple renting acts. In justified case s, the Comrnission may rehun the
opinion for farthe r exaraination or devdate i its decizon from the opinion of the Agency.
Taking into account the need to raake medicinal products swiftly arailable to patients, it
shonld be acknowledged that the chairperson of the Standing Corneittes for Iedicines for
Hurman Use will use the available mecharistas under Regulation 15272011 and notably the
possihilityto obtain the coramittess opitdon in written procedure and withan expe ditious
deadlines whick, in principle, will not exeeed 10 calendar dase.

The Corenission should be exapowered to adopt atoy necessary changes fo Armex ITin
ordet to take into account scientific and technical progress.

G366
LHNEX

22
LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

89
EN



(1497 Inorder to supplernent or armend certain non-essential elerents of this Directive, the power
to adopt acts in accordance with Article 200 TFEU should be delegated to the Corenission
in respect of specifsang the procedure for examination of application of active substance
taster file certificate, the publication of such certificates, the procedure for changes to the
actve substance master file and its certificate, access to the actie substance master file
and its assessraent e port; specifying addiional quality raster files to provads indormation
ot a constituent of a medicival product, the procedure for e xarination of application of a
guality master file certificate, the publication of such certiflcates, the procedurs for
changes 1o the qualityrnaster file and its certificate, and access to the quality master file
and ite asgesaent teport; idenffing the substances o which the provigions on
addibional goaldy master file apply, detenniving the situations in which post-authorization
efficacy studie s mayhbe recuired; specifying the categories of medicinal products fo which
a miatke fing anthorization subject to specifle oblizations could be granted and specifying
the procedures and recpuirerne nts for granting such a marketing anthorisation and for its
tenewal; specifing exernptions to variation and the categories in which variations should
be classified and establishing procedure s for the exarmination of applications for wariations
to the terrns of marketing authorisations as well as specifiying conditions and procedures
fior cooperation with third countries and international crganisations for exarnivation of
applications for such variations. It is of particular iwgportance that the Coraeission canry
out appropriate consltations during its pre paratory worl, incloding at expert level, and
that those consultations be conducted in accordance with the principles laid down in the
Interinstitational Agreemment of 13 Lpril 2016 on Be tter Lawe-Ilaking* . In particular, o
ensute equal paricipation in the pre paration of delegated acts, the Ewropean Parliament
and the Council receive all docwrnents at the satne titne as Ivbrber States” experts, and
their experts systernatically have access 1o meetings of Corunission expert groupe dealing
with the pee paration of delegated acts,

# B I
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(1507

1151)

This Directive seeks to enable the right access to preventtve healtheare and o benefit from
medical treatrnert under the conditions established by national laws and practices and to
ensute a high lesel of hurnan health peotee ion in the definifion and raplerns rdation of all
the Union’s policies and activities as laid down in Suticle 35 of the Charter of Fundarme rital
Fights of the European Union.

Since the objectives of this Directre, namely fo establish roles on redicinal produets
ensuring the protection of public health and the e rironment as well as the functorang of
the interrial market, carrotbe sufficiently ac hieve d by the Ivleraber States as national miles
wiold lead to disharmonization, anegual patient access to e dicinal produc ts and barmers
to the internal rarket, but can rather, byreason of its effe ots, be better achiesed at Urdon
lewe], the TTnion raay adopt weasres, in accorvdance with the peineiple of subsidiarity as set
out in Artiele 5 of the Treatyorn Ewropean Unioz. In accordance with the principle of
proportionality; as set out in that Lrticle, this Directive does not go bewond what is
hecessaryin order to acbiewe those ohijectives.
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(150

In accordarce with the Joint Political Declaration of 22 Septernber 2011 of Iderober States
and the Commizsion on explana tory docurne nts®™, Ilember States have unde raken to
accommpany, i justified cases, the notification of the ir transposition measures with one or
more docuraents explaining the relationshipbetareen the coraporents of a directive and the
corresponding parts of national trarspo sition instrornents, With rezard to thas Directree, the
legislator conside rs the transmission of such docurents tobe justified.

HAVE &DOFTED THIS DIRECTIVE:

M Orc369, 17122011, p. 14,
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Chapter I

Suhject matter, scope and definitions

Article I
Subject matter and scope

This Directive lave dowrn rles for the placing on the market, manufacting, fwport,
export, supply, distribution, pharae ovigilance, edve sising, mupervision, control and use
of raedicinal products for haroan use.

This Directrve shall apply to e dicinal products for harean use e nded to be placed on
the mmarket.

Inaddition o the products referred fo in paragraph &, Chapter X1 shall also applyto
starting matetials, active substances, excipients and inte rrmediate products.

In cases whe re ek

etiaan o product falls within the
defirition of a “rnedicinal product” and within the defiration of a produet covered by other
Trion lawr and thete is a condlict between this Directive and other Undon law, the
provisions of this Dirvective shall prevail.
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. The Direc tive shall not applyto:

fa)

(k)

()

(et}

medicinal products pre pared in a pharrnac vin ace ordance with a medical prescription
o, where provided for in nationel low, with g wilten instrickion of @ doctor, b
meet e special needs offeran individual patient (Zmagistral formila® medicingl
product 7,

toedicinal peedssprodicts prepared in a pharrmac v in accordance with a
pharmacopoeia and interded to be supplied divectly to the patients served byrthe
phiarmmacy in gue stion | “officinal forrmla™y:

irrestigational medic inal yeeebesl roducts as defined in Article 2, paragraph 5, of
Regulation (E1T) Mo 33672014

sebstances of huwman orgin, weless they foll within e defimbon of an adranced
Herapy medicingl product or @ SoHCdevived medicinagl product other than
AThirs,

The excephions under points (n) and (B) shall not apply for medicingl products oked in
poinds I and 2 of Annex Tof the [revised Fegulabion (EL) 7262004 ]

Member States wmay cllow the supply of officinal formula by the pharmacy to @ hospital
it gerves upon the request of that hospital, subject to the approval of the competent

auihoridy concerned,
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Hhen necessany to ensure the availobiliy of o magistral formula medicinal product o
meet the special needs of individual patients, Member States may allow phannacies to
prepare magistral formala medicinal products sefesed-te-ta-peraarepb-m—pe
prapazedinin advance when dulyjustified casseizadsanss

heepitabarnd on the basis of the sstsmsedanticipaled medical prescriptions sttt
kespredor instruckons, ar appropriate, for the palent population concerned. These

magiskal formula medicingl products shall be prepared for the followang seven days, o,
when duly fuskfled and taling inlo cocound the propeities of the medicingl producs, for a
period of up to Free weelis.

The Mewmber Shates shall engure toat the justification for the preparabion of magiskd
Formaula medicingl produck @ accordance wilh is paragraph iz documenked by e

pharmacy and that the relevant documentation is readily available for inspeckon.
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g

Hathouwt affechng the nules set out in Regulation (B 2024/1938, inchiding as re gards
the principle of volundary and unpaid donations, this Directive and all Regulations
referred to therein shall be withont prejudice to the application of national legislation
prohibiting or restricting the uge of anyspecific type of substance of hrnan origin or
arimal cells, or the sale, supplyor use of medicinal produets containing, consisting of or
dermved from these anitnal cells or substance s of harnan origin, on gromnds ot dealt with in
the atbre mentioned Union law. The Dlember States shall corrnomicate the national

legislation concerned to the Comenission.

The provizions of this Directive shall not affect the powers of the Iermber Stated
authorities either as regards the setting of prices for medicinal products or their inelusion in
the soope of national health insurance schemes, on the basis of health, economic and social
conditions.
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10.

This Directive shall not affect the application of national legislation probdbiting or
restricting the fellemare

fa—the sale, supply or use of mwedicinal products as contraceptbves or dhortifacients;

The Member States shall compaunicate the national legislafion concemed to the

Commission.

G366
LHNEX

i
LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

97
EN



Arficle 2
Advanced therapy medicinal produects prepared under hosp ital exemp ton

Byrwayof devogation fromm Artiele 1010, only this Lrticle shall apply to advanced
therapyraedicinal products prepared within He Member Shate ona non-rontine basis in
accordance with the recuirernents set in paragraph 3 and used within the sarme Iletaber
State in a hospital under the exclusme profe ssional responsibalityo £ a reediea] prac ftioners
in order to coruply with an individual e dical prescription for a custorn-made product
Eato meet the needs of an individual patient {“advance d therapry medicinal products

pre pared under hospital exeraphion”).

The manufacturing ared wse of an advanced the rapyr toe dicinal peoduct pre paved under
hiospital exeraption shall require an appeoval by the corape tent authorty of the Meraber
State {“hospital exeraption appeoneal’). Tlerede r State s shall notifyy any such appeonal, as
well as subsecuent changes, to the Agency

The application for a hospital exergtion appecnal shallbe submmitted to the corpetent
authority of the Iermber State whete the hospital is located.
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3. Lleraber States shall ensure that advanced the raper medicingl products prepared under
hospital exeraphion cornply with the reqpuirerne nis equisalent to the zood manufactiring
practices and traceabilityfor adsvanced theraper e dicinal products referred to in Srticles 5
and 15 of Regulation {EC) Mo 139472007% respec tively, and with pharmacovigilance
reguirernents ecpivalent to thoss provided for at Urdon level puarsuant to [resised
Begulation (EC) Ho 72672004

4, Llernber States shall ensure that data on the use, safety and the efficacy of advanced
therapyrmedininal products prepared under hospital exernption e well as awy relevant doba
specified i the implemented acls referred o in paragraph 7, 15 collected and reported by
the hosyital exeraption appecal holder to the competent authority of the Ik rober State at
least avmmally The debe shall be collected and reported in g struchured and standa rdised
way that enables robust reliable and comparable resulls and conelusions. The competent
authority of the Mernber State shall review such data and shall ve nifsy the cormpliance of
adcheanced theraprr rmedicinal products prepared under hospital exe rmption with the
requirerments referred fo in parasraph 3. Dok reguesh the competent quthorifies shall
provide scientific and re gulatory advice to developers of advanced Herapy medicinal
products to be prepared and weed under hospital exempion and to hospital exempion
approval holders on the further development of thetr adv anced therapy medicingl
product and when appropriaie for the purpose of obtaining a marketing authorisation
by the Dnion.

s Fegulation (EC) Mo 139472007 of the Ewropean Parliarment and of the Couneil
of 13 Mowe reber 2007 on adsance d therapy me dicinal produe ts and amending Dire ctive
2001E37EC and Regulation (EC) Mo 72602004 (0J L 324, 10122007, p. 1.
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. If a hospital exerption appeoval is revoked due to safetyor efficacy concerns the
cornpetent authontsy of the Ivletaber States that approveed the hospital exernption shall
inforen the Bzencirawd The Agenap shall inforn the corpetent authornties of the other
Llernber States.

a. The cormpeternt anthorityof the Dlereber State shall transinit the data elated to the use,
safety and e ffeacy of an advanced theraper rmedicinal product prepared nnder the hospital
exeraption approval to the Agencvannmally. The Agencwshall, in colladboration with the
corapetent authorities of hernber States and the Coreaission, set up and maintain 2
repoatory of that data, ineluding e mechanizn for eleckronic submission.

1. The Cornission shall adopt ivgple metting acts to specify the following:

fa)  details of the application for the appeoseal of hospital exemption referred to in
paragraph 42, szcond subparazraph, including the evide nee on guality, safetyrand
efficacy of the advance theraper raedicinal products prepared under hospital
exetnption for the approval and the subseguent changes;

(b the content and tormat for collection and reporting of data referred to i paragraph 4,

fe)  the modalities for the exchange of knowle dze betwe e hospital exe rption appeonal
holders within the sarne Mlember State or differe nt bember States;
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f(d)  the modalities for pre paration and use of advance d theraper e dirinal peoduc ts under
hiospital exeraphion ona non-rontine basis.

Thoze irplerrenting acts shall be adopted in accordance with the examination procedure
referred to in Article 214023,

The Bgency shall peondde to the Coraredssion a report on the e perience acquired with the
hospital exeraption appeosals on the basis of contibmbions fror Member States and the
data referred to in paragraph 4. The report shall be made publicl available. The first
tepuort shall be provided three years after [OF please insert the date =1824 months affer the
date of entering into force of this Dirvective] and then every fTve wars thereafter.
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Arficle 3
Excep tions umd er ¢ ertain ¢ ive umsiances

& Tylernber State mawy in order to fulfil special needs, exclode fro the scope of this
Directive redicinal products supplied in response to a bona fide unsolicited order or
anticipated bonafide unsolicited oxder, Formulated or wred—prepesed in ac cordance with
the specifications of an anthorsed healtheare professional and for nse beawedo fulfil the
needs of individual petissdpabients under the i dirvect pe rsonal responsibility. However, in
suchesass cages Merber States shall encourage he altheare professionals and patients to
report data on the safetyrof the use of such products to the corape tent anthiority of the
Llernber State in accordance with Article 97

For allergen medicinal products supplied in accordance with this paragraply, the corpetent
authorties of the Wermber State may request the sdhtaission of relevant irdormation in
accordanee with Avmex I
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Ia. I jussfied cases, and where other possible meamures are deemed insufficient by the
Member Shate Yo ensure qrailabiliy of the concerned medicingl products or suidable
alternabves for their pakients, @ Member Shate meay temeporaridy allow the preparation
and supply of medicinal products prepared to miligate or resolve q shortage in that
Memmber Skate, or to address the specific needs of the patienis in it Member Rate ina
situakon where @ marbelng quthorisalon holder has wilhdrawn the markebing
authorisation of @ medicinal product for reasons unrelated to gualiy, safety or efficacy
oF ¥ address @ siteakor, where Bieve is an quthorized wee dicinal product in the Tnion
butit does not cover the specific strength, pharmaceutioal form or formulation needed to
address the specific needs of patients in that Member State.

The excephons referred bo in this paragraph shall apply only when there is no suitable
alternahyve medicinal product quthorised in the Uniow, or where such an alternatye
exigts, but is not araileble within that Member Rale, or connot be supplied in
aecordance with paragraph I, and to the exdent necessary to meet the specific needs of
the patients, and in the case of shovlage, when the shortage in the relevant Member Shate
carnot be resolved through Thion coordingted ackons. Member Sates shall endeavour,
to the exdent possible, to address the shortage under the rules setoutin this Directive
and Fegulafion [revised 7262004 before having recourse to Hus paragraph. Purely
Financial conside rations shall not, lead to reco gnition of the existence of specific needs
capable of jusifiing the applcaiion of this paragraph.
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For medicingl products prepared and supplied in qecordance with this

peragraph Mewber Shates shall ensure Hfat:

el

(B)

fe)

(e}

()

the preparafion of the medicinal product is approved by e naional competent
quthoridy on the basis of an assessment of the case and on public heelth grownds;

i the cage of @ shortage, e approval under point () i revoled when the
shortage is resobed or e medicinagl product can be supplied in aecordance with
paragraph I,

i the cages ofher than shorbages referved to in the first subparagraph Y opproval
shall be Bmited i Hme @vd assessed b appropriale intervals for the necessiy of
the exempion and shall be revoked without undue delay when a suitable medicingl
product is quthoriged in the Dhion and available within that Member Rate or the
medicingl product can be supplied in qecordanee wikh paragraph I;

appropriate oversight by e national competent authoridy i i place and in
particular any issues with re gards bo gualily and safely are monitored and

evaluated;

the facilify preparing the me dicinal product complies with the reguirements of the
Cood Manufechiring Prachees referred bo in Arkicle 180,
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Ib.

) the guality, safely and efficacy and the posiive benefit-nisk balance of tHhe
medicinal product is confirmed by the nafonal competent authonyy,

(g the productis supplied to palients under the supenision of an quthorised
helthcare professional

Memmber Shates may bemporaridy exclude from the scope of iz Direchwe medicingl
products marfactured and supplied exclizie i to the armed forces for military or
defence purposes, prepared under Hie responsibiliy of the netional auihondy for militasy
or defence matters and prepared on the basiz of nafional monographs for the

manufacture and guallly assessment of these medicinal products,

Without prejudice to &rticle 30 of [revised Begulation (EC) Mo T26/2004], Ilember States
rnay e mporarily authorize the use and distribution of an unanthorized medicinal product
response to a suspected or corfirrmed spread of pathogeric agents, toxing, chercal agents
ot rae lear radiation aner of which could canse harm,
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3. Lleraber States shall ensure that marketing authorization holders, manmfacharers and
healtheare professionals are not subject to evil or adwministea tive Labality for arny
conssguerce s remilting frora the use of @ medicinal produet othe rwise than for the
anthorsed therape utic indications or fiom the nse of an uranthorise d medicinal prodost,
where such use 15 recorarvended or requive d by a compete nt authority in response to the
suspected or confirmed spread of pathogenic agents, toxins, chemical azents or nuclear
radiation avyof which could canse har . Such provisions shall apply whether or nota
national or a centralised marketing authorisation has been granted.

4 Liahility for defective products, as provided for by [Couneil Direc tiee 2557HERCY - OF
please replace reference by nevwr instarne nt CONA0Z) 425 when adopted] , shall not be

affected by paragraph 3.

i Couneil Directie 25/3THEEC of 25 July 1985 on the approximation of the laws,
regulations and adrinistratiee provisions of the Ietaber States, concerning hability for
defectrve products (OF L 210, 721985, p. 290,
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Arficla 4
Definiions

L. For the parposes of this Directive, the following defindtions apply

(1) “medicinal product’ rea

{a) anysubstance or combination of substances that 1s press nded as having
properties for treating or preventing disease n hran beings; or

(k) argsubstance or combination of substance s that maybe used inor
adrnirdstered to hutnan beings with aview to either restoring, correcting or
rodifyine physiological fanctions by exerting a pharnmacological,
inronological or metabolic action, or o aking a redical diaghosis,

(2)  substance’ means any matter trespective of ongin, which mayhbe:

() human, eg. fssues and cells, harnan blood, harnan secretions and hurman blood
products;

(b ardmal, eg. whole animals, animal organs and parts thereof, arnirmal issues and
cells, aniral secretions, toxins, ex tracts, animal blood and anirnal hlood

products;
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e} wegetal, e.g. plants, including alzae, parts of plants, plant secretions and
exndates, ex tracts;

(d) chernical e 2. elerments, natorally ocemring chemical materials and chetaieal
products chtaine d by cherical change or symthess,

(e}  mdcro-organisns, e 2. bactetia, viruses and profozos;
(fy  fursl including micro-fangi (seast);

(30 Cactive substance’ means any substance or ik ture of substance s intended to be used
in the marafactore of & e dicinal product and that, when used in its production,
hecornes an active mgredient of that product intended to exert a pharrnacological,
ernunological or retabiolic action with a wiew to restoring, correcting or modifying
plosiological fune ions or to make a medical diagnosis,

() Cstarfing raaterial’ means anyroateral from wlach an actve substance s
tnanmfactured or extracted;

() Imbermediate product’ means ary pantdy processed material which must undergo
Further manufachiring steps before it becomes q bull medicinal product or
[inishe d medicinal product;

(50 Cexciplent’ means any ingredient of a medicinal product other thay the actre

sihstatice,
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()

.

(£)

(%)

{10y

(11}

functional excipient” means an e xcipient that contibmtes to or exhances the
performance of a medicinal product or performs an action ancillary to that of the
actrve substance but does not have a therapeutic contribtion on its own,

“advraric ed the raper rae dicinal product’ means advanc ed the raprr e dicinal product as
defired in Article 2013, point (a), of Regulation (EC) Mo 138472007,

‘allergen medicinal product” means any medicinal product that is mtended to identifyy

ot induce a specific acquired alteration in the arunological respons: to an allerzen,

‘coripe tent eubhordy sathorbes” means the Szencyor and the competent auiforidy
aaaheaabiea-0f the Ivlernbe s S ta tes:

*hzency’ means the Eunropean Medicine s Azeney,

‘non-chinical” means a studsy or a test conducted insito, exvivo, insilico, or in
cheruico, or a non-luraan invivo fest related to the irvestigation of the safety and
efficacy of a medicinal product. Such test may inelnde sitople and coraplex hroan
cell-based assays, wicrophysiological systers including organ-on-chip, compater
todelling qrd other in silico methods, other non-loraan or boarcan biologybazed
test rethodsy and anirnal-based tests,
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(12} “reference roedicinal product’ means a medicingl peoduct that iz or hasheen
authorize d sthetraes-hy @ Member Sate or By the Compnizsion under Article 5, in
accordatce with &rtcle &;

(13} “gereric raedicinal product’ means a medicinal product that has the same qualitative
and guantitative coraposition in active substance s and the sawe pharrace utical form
as the reference medicinal product;

(14 biological redicingl product” means a medicinal product, the achve substance of
which iz produced by or extracte d from a biclogical source and which dus fo its
cotaplexity, ite characte risation and the deterrrdnation of its gualityrary regmre a
cotabination of physieo-che wac al-biological testing, together with its control
strate gy,

(Tda) Bosimilar medicinel product means q holpgieal medicingl product that is similar
o q reference medicingl product and has the same strenghh, pharmacentical form,

route of administration,

(15} “letter of access” means an original docuraent, signed b the owner of the data or its
representative, that states that the data maybe used for the bene fit of a third party by
a corapete nt authority or the Coramission for the purposss of this Directive;
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(16} “fired dose corabination redicinal peoduct” means a rmedicinal peoduct consisting of

a corabination of actre sbstarnces mtended to be placed on the market as a sngle

pharmaceutical form,

(1 froadti-reedicinal product package” means a package that contains roore than one
redicinal product wder a single rvented naroe and intended to be wsed it a medical
treatrne nt where the individual medicinal products in the package ave for medical
prpose s simultaneously or sequentially administered,

(18) ‘radicphanmacentical” means any medicinal product that, when readsyrior use,
contains one o mote radionue lide s (radicactive isotope s) incloded for a e dicinal
o,

(1% ‘radicroclide generator’ means any syster incorporating a fixed parent radiormelide
frorn which is produeed a danghter radionnclide which is to be obtained by elution or
byrany other method and used in a radiopharac entical

(200 kit for radiopharmecentical preparalion’ means anypee paration to be reconstitated
or corbined with radionmelides in the final radiopharrnacentical, nsually peior to its

adrninistrationg
a36a7126 110
ANNEX LIFE.5 LIMITE EN
7424/26 ADD 1 111

LIFE.5 EN



(21 “radicrmelide precursor” roeans anyother radionuclide produced for the radio-
labeling of anothe r substance prior to adenirdstra o

(22) “anfirainrobial® means any medicinal product with 4 direct action on micro-orzandsins
used for treatrae nt or presve ntion of infections or infec fious diseasss, incluoding
artibiotics, antiviral sewd, avtifungals and anfiprotozoal,

(23) ‘infegral combination of a medicinal product with a medical device ™ means a
corbination of a medicinal produet with 2 redical device, as defined by Regulation
(EIT) 20177745, and where

{a) the two forro an integral produet and where the action of the medic inal product
15 principal and niot ancillaryto that of the redical devace, or

(bl the medicinal product iz interded to be adrainistered by the medical device and
the two are placed on the market in such a wasrthat they form a single inte gral
product that is infe nded exclustve Iy for use in the gren combination and where
the medical device is not reusable.

(240 “corabined advanced therapy rmedicinal products” means a product as defined in
Lrticle 2 of Begulation (EC) Mo 13942007, including when a gene
theraper medicinal product is part of the cotabived afkbranced theraper toe dicinal

product;
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(231 “medicinal product i excInstve use with a redical device” means a roedie ival
product presented in a package with a redical device or to be used with a specific
redical device, as defined by Begulation (E1T) Q0077745 or with @ in-vidro
diggnostic medical device s defined by Fe sulafion (EID 2017745 and referenced
in the sumrnary of product characteristics;

(26) “cormbiration of a wedicinal product with a product other than a me dical desdee”
reans a corvbination of a ree dicinal product with a peoduct other than a medical
device (as defined by Regulation (EIT) SeHbeRe? 00 27745 and Fe gulaion
(EL]) 2017748 of the Furapean Parligment and of e Councid®) and where the
taro are infended for use in the gien cormbination in accordance with the surenaryof
product ¢ haracteristics,

(27 “irronnological redicina] product” means:

(a) anvaccine-s% allersen medicinagl product, or ary other medicinal product

elicifing an active and specific immune response |

(b arymwedicinal product consisting of toxins-es, serums, polelonal or
momoclonal anbbodies or othe r nmanoglobuling and wsed to produce
passTve irraunity or fo diagrnose the state of rmrnouratsy,

= Fegulation (ELN 20177748 of the Furopean Parlioment and of the Council of 5 April 2017
on in vitro diggroske medical devices and repealing Directve 287%EC and Commission
Decigion 2000227 (G0 L 113 552007 p. I78)

a3a7i2a 112
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 113

LIFE.5 EN



(28)

(5

wapcine” reans anyimedicingl product that iz intended to elicit an inaane response
for prevention, including post exposure prophodaxis, and for teatment of diseases

cansed by an infections agent;

‘zerie therapy medicinal product’ means a medicinal product, except vaccine s against
infections diseases, that contains or consists of’

{a) asubstance or a corbination of substances intended to edit the host genorme in
a seque hee-spec ific matner or that contain or consists of cells subjected o such

tndification; or

(b} arecorabinant or symthetic rucleic acid used in or administered fo burnan
beings with aview to regulating, replacing or adding a genetic sequence that
mediates its effectbylong laskn g transeription or translation of the transferred
genetic materials or that contain or consists of cells subjected fo thess
mmodifications,
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(307 “anmmatic cell therapnr redicinal product” rmeans a biological rmedicinal peoduct that
has the following characteristics:

{a)  contains or consists of cells or tissue s that have been subject to substantial
manipnlation so that biological characteristics, physological funchions or
stetural prope e s velevant for the interded clinical nse have been altered, or
of cells or issues thatare not intended to be nsed for the same essential
functionfs) in the recipient and the donor,

() is preserted as having properties for, or i used in or adwirstered to haroan
beings with a view to treating, preventing or diagnosing a disease theongh the

pharrnacological, inrinological o metabolic action of it cells or tissues.

For the parposes of point (a), the manipulations listed in &omex [ o Regulation (EC)
Mo 139472007, in particular, shall not be conside red as substantial manipulations.

G366
LHNEX

114
LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

115
EN



(3] wlatform technology' means a technolpgy or collection of technologies that has
the polentialto be meorporated in, or used by, more aan one medicinal product
and is comprehensive, wellcharacterised, reproducible, and standardised and wsed
For the development, e manufockering process or gualiyy control of medicinal
producks that relp on prior browledge and are established under the aone
wnderlping scienkfic principles, whickh have reasonable scientific ceraingy to

remain wnehanged across medicingl products;

(300) wiatform technology master file' means a document, prepared by e owner af the
platform technology, Hug containg a detailed deseriphon of the platform
bchmology;

(310 “SoHO-derrved redicinal peoduct other than &TIVIFS™ me ans arsy medicinal product
cottairdng, cotsisting of or deriving from a sdbstance of baraan ongin (SoHOY), as
defined in Regulation [S0HO Begulation], other than tissues and cells, thatisof
stardardised consistene yand 1s prepared by

(a)  amethod irsoling an industial proce ss which includes pooling of donations;

ar

() aprocess that extracts an actove ingredient fiorn the substance of hrnan ongin
ot trarsforrns the substance of human orgzin by changing its inhere nt

propetties,
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(32) ‘risk mavagernent plan’ mears a detailed deseription of the risk ranagemment systen;

(230 ‘ervirorooental nisk assessment” means the evaluation of the risks to the
errvirontaent, o Hsks to pablic health, posed by the release of the medicinal product
in the ervironmment Besafolowing the use and disposal of the medicinal product and
the identification of risk prevention, liraitation and mitigation raeasures. For

g ' anisrakial-paemaiaatieon. ontinicrobials, the ERA

also encornpasses an evaluation of the sk for artirdc robial resistance selection in

the errirontne nt due to the manofae tiving, e and disposal of that medicinal
product;

(34} “anfireinrobial resistance’ roeans the ability of & micro-organism to survive ot to
grow in the presence of a concentration of an antimicrobial agent that is usually or
wag previously sufficient to inhibit or kill that micro-organisia,

(350 ‘risksrelated to use of the medicinal product’ means any risk:

{a) relating to the guality, safetsy or efficac yof the medicinal produet as regards
patients health or public health;

(b of undesirable effects on the ervdronreent posed by the medicina] produet;

{c)  of undesirable effects on public health due to the release of the medicinal

produet in the ersaronerent imcluding anti-raicrobial resistance;
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(36 “active substance raster file” roeans a docurent that contains a detailed description
of the rmarmfac hoing process, quality control duting manuafacture and process
validation prepared in a separate docwrnent by the manafachoer of the actie
athatatce,

(37 “paediatric ireestigation plan’ means a research and deve lopene nt prograrnne aired
at ensuring that the necessary data are generated deterraining the condifions in which
a redicinal product maybe anthorised to treat the paediatne popalation,

(38) “paediatic population’ means that part of the popalation aged betoeen birth and
under 18 years,

(390 seedbeswdme dical prescription’ means any e dicinal prescription issued byra
professional person qualified to do so;

(40 cgbmse of medicival products” means perastent or sporadic, intentional excesse wse
of raedicinal products that is accorm panied by harmaful phesical or peychological
effects;

41y benefit-risk balance ” means an evaluation of the positire therapeutic effects of the
redicinal product in relation o the risks referved to in point (33), sdbpoint (a),

a3a7i2a 117
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 118

LIFE.5 EN



()

(433

(e

(433

(44}

(473

()

warketing authorization holder representative” means the person, coraorly knmem
as local repre sentatmee, desighated by the marketing authorisation holder to represent
the mmarketing anthorisation holder in the Ilember State concermed;

‘package leaflet” means inforrmation for the user that accorapanies the e dicinal
product;

‘outer packaging” means the packaging into which is place d the irare diate
packaging;

rornediate packaging” means the contamer or other form of packaging irnwe diately
in contact with the medicinal product;

Tabhe llire " raeans inforrmation on the eenediate packazing or the outer packaging

‘natne of'the medicinal product’ means the natne, which maybe either an rrented
narne hot liahle to confision with the common haroe, or a common or scientfic nare

accornpanied bera tradernark orby the narne of the rarketing authorisation holder;

‘corateon hatne | means the international non-propeietary narne recoroeoe nded by the

World Health Organization for an active substance ,
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(49 Cstrengthof the mwedicinal product” means the content of the active substances ina
redicinal product, expressed quantitatiee Iy per dosage wrat, per urdt of voluee or
per unit of weizght according fo the dosage fomm,

(50 “falsified roedicinal product” rmeans any roedicinal product with a false representation
of

fa) itz identity, mcluding its packaging and labelling, 1ts narme or its composition
as regards any of the ingredients including excipierts or the strength of thoss
ingredients;

() its source, including its manofae turer, its country of marnfaching, its country

of origin o its marketing authorization holder; or

fc)  its history, including the records and docurents relating to the distribution
chanrels used;

This definition does not include uninte ntional quality defects and is withot pre judice
to infringerne nts of intellectual prope iy rights.

(510 “public health emersency” meansa public health erergenc v recognised at rndon
lewvel by the Corrnission under Srticle 23010 of Begulation (EUT) 2022002371 of the
Ewopean Parliament and of the Couneil®;

% Fegulation (E1T) 2022/2371 of the Euwropean Parliament and of the Couneil
of 23 Mowe reber 2022 on serious cross-horder theeats o health and repealing Decision
o 10222013 ET (0T L314, 6,12 2024, o 26).
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(32) ="Abi-for-prafit enti

(23

e S -aHREEE  Hea noadarlasala 7
vatural or legal person that 1s rot maliing or notinlkended to meake profils; or a
netural or legal person that s not owned or controlled directly or indirecty by any
entity thatis profit-malking, ond has not cone leded agreements with sueh entily

concerning sponsorship of participation to e medicingl product developwnend.
"Entifies not engaged in an economic acvity” refesred bo in Annex Vaf
Fegulation (EL) 2024568 of the Furopean Parliament and of the Councilof 7
February 2024 on fees and charges papable to the European Medicines Agenap,
shall be congidered as @ nob-for-profit entily ' as defined in this Direchive sk

“redc ro, stoall and medivm-sized enterprises” means micro, soall and medinm-sized

enterprises as defined in Article 2 of Commission Fecormmendation 2003361/EC¥,

# Commission Recoranendation of 6 Way 2003 concerning the definition of micro, swall and
medintn-sized exterprises (O L 124, 20 .5 2003, p. 36).
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(24} Seariation” or Svariation of the ferrns of'a marke ting anthorisation” roe ans any
arne nclrnent o

fa)  the contents of the parficular and docurnents referred to in Srticle (2),
Articles @10 14 and Article 62, Brmex [ and Annex I thereto and Article & of

the [revised Begulation (EC) Mo 726/2004] ; or

(k) the terms of the decision granting the rarke ing authonsstion for a medicinal
produet, including the surnmaryof product characteristics and ans conditions,
oblizations, or restrictions affecting the marketing authonsation, or changes to
the labelling or the package leaflet related to changes to the swranary of
product characteristics,

(55) “post-anthorization safety study? means any study relating o an authorized medicinal
product conducted with the aitm of identifsang, characterising or quantifying a satety
bazard, confirving the safety peofile of the medicinal product, or of measaring the

effectrve ness of sk maragement measres,

(58] “phanmacovigilance systerm” means a systern used by the marketing anthorisation
kiolder and by e rwher States to fulfil the tasks and responsibilities set out in
Chapter I3 and desigried to monitor the safe ty of authorised e dicizal products and
detect aty change to their bene fit-risk balance,
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(57

(8]

(35

iy

{61y

(62}

‘pharracovigilance systern master file” weans a detaled description of the
pharmacovigilance systern used by the marketing anthorisation holder with respect to

ote or more authorsed medicinal products;

risk rmavagerue nt syster” means a set of pharnacovigilance achities and
interventions desigried to identifiy, charactenise, preseent or miniwise risks relating to
a e dicinal product, ineloding the assessment of the effectiveness of those actiities

and interventions;

‘adrrerse reaction” reans a response 1o a redicinal product that is noxions and
urinte nded;

‘serinns adverse reaction” means an adverse reaction that remlts in death, is life-
threatering, requires inpatient hospitalisa tion or prolongation of existing
hiospitalizatior, results in persistert or sigrificant disability or incapacity, orisa
congenital anornaly or abirth defect;

‘unezpected adverse reaction” means an adverse reaction, the natare, severity or

outeorne of which iz not consistent with the suarnaryof product characteristics,

‘homeopathic rmedicinal peoduct” means s medicinal product prepare d from
biotnecpathic stocks in accordance with a homeopathic mavofactoing procedure
described by the European Pharrnacopoeia oz, in the absenee thereof, by the
phatrnacopoeias courrently used officially in the letober State s,
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(63)

(6

(63}

(66)

traditional herbal redicinal produet’ means a herbal e dicinal peoduct that fulfils
the conditions laid down in Brticle 134010,

hetbal medicinal product” means any medicinal product, exclnsivelyeontaining as
active ingredients one or rore hetbal substances or one or more herbal preparations,

ot one or more such hethal substances in corbination with one or more hetbal
preparations,;

‘herbal substances” means all mainly whole, fragime nded or cut plants, plant pards,
alzae, fungl, lichen in an urprocesse d, wmallydried or fresh form, and certain
exudates that have not been subjected to a specific treatment are also considered fo
be hethal substances. Hethal substance s are precizelydefined barthe plant par used
and the botardcal naree according o the binormial systerm (genns, species, varle ty and
anthor);

‘herbal preparations” means preparations cbtained bysubjecting herbal sabstances to
treatrne nts much as extraction, distillation, ex pression, fractionation, parification,
concentration or ferrnentation incloding corenitmted or powde red herbal substances,
tine tures, extracts, essential oils, ex pressed juices and processed exudates,
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(67 “coresponding tseditessl-hodad-smadiained product” mears a-edidemed-hokel
swadbiained product with the same active substance s, inespecttve of the exelpients
used, the sarne or sirnilar inderded purposs, equsralent stength and posologyrand the
sarne ot sitilay voute of adwinistration as the tradifional herbal e dicinal produet
applied for,

(67a) ‘manufachure of medicinal producks' means any operchon which is part of e
process of bringing aotive substances and excipients into @ medicinal product and
awy related operation, including bud not Bmited bo processing, filling, sterilisation,
asgerebly, lnbelling, mmediate and ouber packaging and repackaging, storage,
guality conbrol lesting, and release of the medicinal produck;

(670) Dpcentralized manufechering’ means a get of manufackiring achvities of
medicingl products that are carried owt under the control of a central site which
Sepervizes one or more decentralise d mies where maufachiring aebvities tnke

place, and which are locake d in sufficient proccmidy fo patiends,

(67c) manufackore of achive substances’ means any operation involved in producing the
active substance from starfing materials and any relate d operation, including but
not Gmited o, processing, peckaging, repackaging, labelling, storage, guality
conbrol eating and release of the qobye subshance,
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(62) “wholesale distribation of rae dicinal products” means all activities, consisting of
procuring, holding, supplying or exporting edicinal products, whether for profit or
not, apart frorn supplying medicinal products to the public. Such actrities are caried
out with warnfac tovers or their depositories, irporters, other wholesale distributors
ot with phatmacists and persons anthorised or enditled to supply redicinal produc ts
to the prablic in the WErber State concerned,

(69 brokering of medicinal products” rneans all actovities in relation to the sale or
prchase of medicival products, exeept for whole sale distribution, that do not inelode
phisgical handling and that corsist of regotiating indepernde ntl yand onbehalf of
another legal or natural person,

(0 fpblic service chlization” means to mesredesensure permmanentlyan adeguate range
of mediciral products to meet the require rnents of a specific geographical avea and to
deliver the mipplies regue sted within a very short tirne oreer the whole of the area in
guestion.

2 The Corenission is exnpowered to adopt delegated acts in aceordarce with Aricle 215 to
arnend the defirdtions in paragraph 1, points (2) to (&), (8], (143, (16) to (31), in the light of
technical and scientific progress and taking into account definitions agreed at Urdon and
infermational lewel without ssdendizgamending the scope of the definitions.
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Chapter 1T

Application requirements for national

and centralised marketing authorisations

SECTION]
GENERAL PROVISIONS

Arficla J
Marketing authoriations

L. & roedicinal product shall be placed on the mwarket of a Merber State oxdy when a
tnarketing authorisation has been gravted bythe competent anthorities of a Merber State
in accordance with Chapter I { "national rearke ting authorsation™ or a marketing
anthorsation has been granted in accordance with [revized Fegulation (EC) Mo T26/2004]
( ‘centralised marketing authorization™).

2 Wher an initial marketing authorisation has been granted in accordanee with paragraph 1,
any developrment conceming the medicinal product covered by the anthorisation such as
addifioral therape utic indication, strengthe, phartnace ntical fors, administration rotes,
presentations, as well az anyvariations of the marke ing authorisation shall also be granted
an authorisation in accordance with paragraph 1 orbe included in the indtial marketing
authorsation. &1 those marke ting authorisations shall be considered as belonging to the
satrie global marketing authorisation, in particular for the parpose of the rarketing
authorizations applications under Arhicles P 1o 12, including as regards the expiryof the
regulatory data protec ion period for applications using a reference medicinal produet.
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Arficle &
General requiremends for marketing awthori:aton applications

L. Inorder to obtain a marketing anthorisation, an electronic rarke ting authorisation
application shallbe sobritted to the cormpetent authorityconcemed in a corenon format.
The &gency shall make available such forvat after consultation with the Iierber States.

2. The mwarketing authorsation application shall include the particalars and docurme ntation
listed in Armex I, submitted in accordance with Annex II. Where appropricie, e
marleling quthorisaion applcaion map mclude summmany documenis, certificates,
protocols or master files in accordance with Chapter I sechion 4 and Annex T

3. The docuraents and information concerning the results of the pharmaceutical and non-
clirical tests and the clinical stodies referred to in Armex Tshall be accornpante d by
detailed surarearies in acc ordance with Article 7 and supportses raw data in cocordarce
with Arkicle 29 of this Directive or Arcle aof frevised Fegulation (EC) No 7282004]

4. The 1isk marazerent systern referred fo in Annex Ishall be proportionate to the identified
tisks and the potential nsks of the rmedicinal product, and the need for post-anthoriszation
saft ty data.
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The marketing authorisation application for & mwe dicinal produet that is xot authorised in
the Urdon at the tiree of entryinto force of thas Directive and for new therape ntic
indications, including paediatic indications, new pharrnaceutical forems, new strengths and
hiew rontes of adrainistration of anthorsed medicinal products which are protected either
byra supplerne rtar yprotection ce riificate under [Fegulation (EC) Mo 46052002 - OF please
replace reference by newr instrarne rt when adopted], or b a patent which qualifies for the
granting of the supplementary protec ion certificate, shall inelude one of the following:

fa)  the results of all studies performed and details of all inforrmation collected in
cornpliavce with an agreed paediatric ireestization plan;

by adecision of the Agency granting a produc t-specifle waiver parsuant to Srticle 75(1)
of [revised Fegulation Nao (EC) T26:2004]

() adecision of the Azency grarting a class wanver parsuant to Artiele 75(2) of [revized
Regulation Mo (EC) 72672004,

(d)  adecision of the Azency grarding a deferral parsuant to Srticle 51 of [resised

Regu]atin:ln Mo (EC) T2652004] ;
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{e)  adecision of the Azencytaken in consltation with the Corarnission parsuant to
Laticle B3 of [revized Begulation Mo (EC) T2602004] o teraporarly derogate frorm
the provision referred to in points (a) to (d) abose in case of health emergencies.

The docuraents subroitted under points (&) to (d) shall, curemlativel s cover all subsets of
the pae diatric popnlation.

f. The provisions of paragraph 5 shall not apply fo medicinal products authorised ader
Articles D 11,13, Articles 125 to 141 and medicinal poduacts autho rsed under Arhicles 10
and 12 which ate not protected either by a supple e ntary protection certificate under
[Fegulation (EC) Mo 46202009 - OF please replace referenice by new instrrient when
adopted], orbya patent which qualifies for the granting of the supgple mentary protection
certificate.

1. The marketing authorisation apgplicant shall dernonstrate that the principle of replace ment,
reduction and refinerne nt of andrnal testing for scientific paurposes hasbeen applied in
corapliance with Divectrve 2010063ET with regard to argr andmmal study conducted in
support of the application.

The marketing authorisation applicant shall not carry out angrmal testing in case
scientifically satisfactory non-animal testing methods are available. Hhere scientificall

safisfactory non-animal teshing methods are not av ailable, animal testing shall be carried
outin gocordance with Divechye 2010V837ETT
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Arficle 7
Expertverification

L. The marketing authorisation applic ant shall ensare that the detailed surarmarie s referred to
in &rticle 630 have been drawr up and signed by expers with the necessarytechnical or
professional qualifications before the ware subradtted fo the coapetert anthorities. The
technical or professional qualifications of the experts shall be set outin a bried'c mrienlan
witae.

2 The experts referred o in paragraph 1 shall justifyy any use made of scientific literabore

under Article 13 in accordance with the requirernents set out in Armex I1.

Arficle &
Med i inalp rodw is manufactured outside the Union

LEmber States shall take all appropriate measures to ensure that:

() the cornpete nt authorit eo-edthe-ldasdke-mtadag et i that marfachore rs and ivwporters of
medicinal products coming frora thivd countries are ahle o carry ont rmannfacture in
cornpliance with the particulars supplied prsuant to Lannex eede and carryout controls
according to the methods described in the partculars accormpanying the application in

acoordance with Annex I
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1Y) the cornpete nt authorities-edtha-ldasdke-madeg a7 allow manufae tarers and importers of
medicinal products coring from thivd countries, in ustifiable cases, to have certain stages
of rnanufac hire or certain of the controls referred to in point (a) carred out by third parties,
inmch cases, the verifications by the corapetert authon tie sefthe Tdarabar Statas shall
alzo be rmade i the establishment designated.

SE CTION 2
SPECTFIC REQUIREMENT § F OR ABRIDCE I, BIBLIOGCEAPHIC
OR CONSENT BASED APPLICAT IONS FOR MARKE TING AUT HOETSATI O

Article 9
Applications concerning generi medicinal products

L. Byway of derogation fromm Arlicle &(2), the applicant for a marke ting authorisation for a
genenc medicinal product shall not be reguired to provide to the cornpetent authorties the
remults of non-clirdcal tests and of clirdcal studie s if equrralence of the generic e dicinal
product with the reference medicinal product is derionstrated.

2. For the parpose of demonstrating the equivalence as referred to in paragraph 1, the
applicant shall subrait to the competent authorities equrealence studies, or a justification as
to whirsuch stodies were not perforrmed, and demonstrate that the generic medicinal
product meets the relewant criteria set out in the appeopeiate defailed guide lives.
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3. Paragraph 1 shall also apply if the reference medicinal product has not beer authorized in
the Derber State in which the application for the generic raedicinal product is subrnitted.
In this case, the applicant shall indicate in the application the name of the Member State in
which the reference me dicinal product iz or has been authorised. &t the recquest of the
corpetent authonts of the Ieraber State in which the application is subrnitted, the
cornpetent authonts of the other Merber State shall transioit wittin a period of one month
a cordirrnation that the refererce medicinal product 1s or has been authonszed toge ther with
the full cormposition of the reference medicinal product and if nec essary, ang other relesant

docimentation.

The wrarions ixatnediste-release oral phatrvaceatical forms shall be considered to be the
sarne phavinaceutical form.

4, The different salte, esters, ethers, lsomers, wmixhares of 1somers, cormplexes or derivatives of
at acttve substance shall be considered to be the sarne active substance, unless they difter
sigrdficantlyin properties with regard to safetyor efficacy In those cases, the applicant
ghall subrait additional information to demonstrate that the different salts, esters, ethers,
lzomers, mixtures of isomers, corplexes ot dertvatre s of an active substance do not differ

sigraficantlyin respect of those properties.
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. Where there iz a significant difference in propertes as referred to in paragraph 4, the
applicant shall subrait additional inforrnation in order to pecve the safety or efcacy of the
different salts, esters, ethers, isomers, mictures of isomers, complexes or dermeatives of the
anthorsed active substance of the reference medicinal product in an application under
Lricle 10.

Arficle I
Applications concerning hyb rid medic inal products

In cazes whete the medicinal product does not fall within the definition of a gene ric medicinal
product or has changes in strength, phatmacentical fom, route of administration or the rapeutic
indirations, corapared to the reference medicinal product, the results of the appropriate non-clinde al
tests or clinical stodies shall be provided to the corpetent authorities to the extent necessary to
establish a scientific bridge to the data relied wpon in the marketing authorisation for the reference
rnedicinal product, avd to deronstrate the safetwand efficac yprofile of the hybnd wedicinal

product.
G366 133
ANNEX LIFE.5 LIMITE EN

7424/26 ADD 1
LIFE.5

134
EN



Arficle 11
Applications ¢ on erning b osimilar mediinal produeis

For a hiological medicinal produet that 1z sirilar to a refere nee biological medicinal product

( biosirlar raedicinal produact’™), the results of appropriate comparability tests and studies shallbe
provided to the corapetent authorities. The type and quantity of supple rnentary data to be prosvided
ronst cormply with the relevant criteria stated in Snmew IT and the related detailed zimdelines. The
results of other tests and studies from the reference medicinal product's dossier shall not be

provvided.
Arficle 12
Applications concerning hio-hyh rid medicinal producis

In cases whete the biologieal medicingl product does not fall within the definition of abiosiradlar
medicival product or has changes in strength, pharrmaceutical for, route of adwdnistration or
therapeutic indications, cormpared o the reference biological medicinal product {Tio-hybrid™, the
results of the appropriate non-clinical fests or clinical studies shall be provided to the corpe tent
anthorities to the extent necessaryvio establish a seientific bridge to the data relied wpon in the
tnarketing anthorisation for the refere nee biological medicinal product, and to de monstrate the
safetyesand efficac v profile of the biesssdlesbio-Ry brid rmedicinal product.
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Arficle 13
Applications based onhibliograp hic data

The applicant shall, by way of derogation from Arhicle 602, not
be recuuired to provide the resulte of non-clinical tests or clivdcal stodies if the apgplicant can
dernomstrate that the actve substances of the medicinal produet have beer in well-established
tnedicinal use within the Union for the sare the rapentic use and route of adranistration and for at

least ten wears, with recoghized efficac ywand an acce ptable lewel of safe ti in terms of the conditions
getoutin Snnex I1 In that event, the test and trial results shall be replace d by approptiate
bibliographic data in the form of scierdific literature, and the applicant shall establish @ scienkfic
bridge bebween the biblingraphic date end the medicingl product concerned. An application
based on this Aricle may only be subnubted if the applicant can demonstrate that: (@) no
reference medicingl product is or has been qudlorised in the Union for the active subslance of
the medicing product concerned at the time of submission of the marketing authorisation
application; or (B) while @ reference medicinal product for the active substance of the medicinal
product concerned has been authorised, it is not available on e markel within the Union; or (t)
the application concerns a herbal medicinal product for which efficacy and 2afely have been
established and documented in a relevant Union herbal monograph.
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Arficle 14
App b ations hased onconsent

Following the granfivg of a marketing authorization, the marketing authorization holder ay;, by
letter of access, allow use to be rnade of all docume ntation refe rred o in Brticle A2) wath-a e
defor the purpose of examnining subsecuent applications relating to other wedicinal products
possessing the same qualitative and guantitative composiion in ferens of active substances and the

sarne phanmacentical form.

SECTION 3
SPE CIFIC REQUIREME NT 5 FOR APPLICATIONS

FOE CERTAIN CATE GORIE § OF MEDI CINAL PRODUCT S

Arficle 15
Fixed dose combination medic inalp roduet, platform teehsologiosrn arieting authoriaztion and
k- med i inal p rodwe t pac kages
l. Where justified for Sesspeatiorlini ol purposes, a matketing anthorisation mayhe granted

for a fixed dose corabination medicinal prodact.
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Where justified for Swsepentaciini ol parposes, a rmarketing authorisation rare-ise
eaapenel-aaaasmatanaass be gratted for a medicinal product corgeised of a fived
cornponett and avariable cormponent that 15 pre-defined in order to, where appropmate,
target differerntwariants of an infections agent or, where necessary, to tailor the medicinal
produet to charac teristics of an indriidual patient or a sroup of patients {“platform

toatemdessnar beling cuiiorisalion’).

Ly applicant that intends to subrnit an application for a matketing authorisation for such a
tnedicinal product shall seek, in advanece, the agreernent concermning the subrnission of such
application by the cornpetent authority conce med.

Where justified for pablic health reasons and when the actove sdbstances cannotbe
cornbined within a fixed dose corbination medicinal product, 2 rmatketing authorisation
tnay, in exceptional civewnstances, be granted to a ranlti-roedicival product package.

&n applicant that intends to subranita an application for a marketing authorisation for such
a medicinal product shall seel, in advance, the agreerne nt concemning the submission of
such application by the cornpe tent authortsy cones med.
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Arficle 16
Ead jop har maceuticals

& rnarketing anthorisation shall be recuired for radionuelide sererators, kits for
radicpharmacentical preparaions, and radionclide precursors, nnless the v are used as
starting rnaterial, active substance or nterrae diate of radicpharnacenticals covered bira
marketing authorisation under &rtiele 5(1).

& marketing anthorizsation shall not be required for a radiopharreace utical pre pared at the
tirne of use by a person or by an e stablishment authorise d, according to national legislation,
to use such radiopharmaceutical in an approved healtheare establishraent exclusively from

anthorsed radionnclide generators, kit for rediopharmac eutical preparation or
radiormclide precursors in accordarce with the sesafschrd’e mebuctionsin the summary
af product c haracteristics.
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Arficle I7
Antimic robials

Where the application for a marke ting authorization cobeerns an antivderobial, the
application shall, in addition to the information refered to v Article &, contain the

following:
fa)  an antirderobial stewardship plan as referred to in Srmex I;

by  adeseription of the special information requirerne nte outlived in Article 69 and listed

m Brmex I

2. The cormpetent anthority seesehall review the information submitted in aecordance with
paragraph 1. The competent authordy shall itnpose obligations on the marke ting
anthonsation holder if it finds the sk mitization measres contained in the antiricrobial
stewardship plan unsatisfactory.

3. The marketing authorisation holder shall ensure, where the pack iz intende d for divect
dispensing to patients, that the pack size of the antimicrobial corresponds to the nsual
posolog yvand duration of treatroe nt.
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Arficle 15
Integral comb inations of med icinal products and medical dev ices

For integral corbinations of a medicinal peoduct and a medical desvdce the marketing
authorisation applicant shall subruit data establishing the safe and effectnee use of the
integral cotabination of the medicival product and the e dical device.

&g part of the assesament, in accordance with Article 29, of the indegral cormbination of a
medicinal product and a medical desrice the corapetent anthorities shall asseas the benefit
tsk balanee of the integral combination of a medicinal product and a medical device,
taking into account the switabiity of the use of the medicinal product together with the
tedical desice.

The relevant general safetyand perforrnance require rmenits set out in Lomexr [of Regulation
(ELN 20177745 shall applsy as far as the safe tyand performance of the medical desdce part
of the integral corbination of a me dicinal produact with a me dical device are concemed.
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3. The applicatinn for a marke ting authorisation for an integral corabination of a rredicinal
produet with a medical desdice shall melude the docarne ndation supporting the corplianee
of the medical device part with the general safetyrand perforrranc e requirements as
referred to in pearagraph 2 in accordance with Arnnex IT, ine Iudivg csdese-zalaseand the
regulls of the condority assesstnent sepestof the device part with the general safely and
performance reguirements of Re gulalion (EL) 2017745 or an opinion on the
conformily of the device part with the general safety and performance reguirerents of
Fe gulabon (EIN) 2017245 by a notified bodsy.

4 Inits evaluation of the integral cormbination of a medicinal product with 4 medical device
concerred, the competent authoritie s shall recognise the ®mults of the assesstnent of
corapliance of the medical dewice part of that inte gral corbination with the general safety
and perforrmance requiretrents in accordance with Armex [ of Begulation (E1T) 20177745
incloding, whe e relevant, the results of the assessroent b a notified bodsy

) The marketing authorisation applicant shall, upon request frorm the cormpete nt authority,
subrnit anyradditional inforrnation related to the medical device and that iz relewant for the
benefit-risk balanee assessrnent of the integral combination of a medicinal product witha

medical device referred to in paragraph 1.
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Arficle 19
Medicinal products in exchesire wewith medical devices
oF in-vitro diagnostic medical davices

l. For raedicinal products in exclustre use with a medic ol device or invilro diagnosiic
tnedical device the marketing authorisation applicant shall subinit dats establishing the safe
and effective nse of the rmedicmal product taking into acconnt its use with the medical

dewice.

&g part of the assesament, i accordance with Article 29, of the medicina] produet referred
to in the first subparagraph, the corape et anthorities shall assess the benefit-risk balance
of the mwedicinal product taking into accoant the e of the medicinal product together with
the e dical device or invitro diegrostic medical device.

2 For raedicinal products in exclustee ns with a rmedical device or invidro diagrosiic
medic el device e medical device or in-vidro diagnoshicshe rnedical device shall rneet the
tequirernents set out in Regulation (E1T) 20170745 oy Regulation (ELN 20177745 as
applicable.

3. The application for a matketing authorisation for a medicinal product in exclustee use with
a medical device or #-vitro dagnoskic medicel device shall inclnde the docarnentation
supporting the compliance of the medical desvice or n-vibro diagnoshe medical device
with the general safetyand performance regquirements-se-refored-o-trparamaphd In
accordance with &rmex 11, cluding, where relevant, the resulls of the assessment or the
cordorndty asse sstne vt report byra notified body
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4. Inits esvaluation of the medicinal product referred to in paragraph 1 the cormpetent
authority shall recognise the results of the assessment of compliance of the medical desce
oF inilro diggroste medical device concerned with the seneral safety and performance
reuirernents in accordance with Swnex I of Regulation (EIT) 201770745 or (ELD 2017748
as appliceblz, meluding, where relevant, the results of the assesstnent by a notified bodsy.

5. The marketing authorsation applicant shall, npon request from the compe te nt anthornty,
subrnit anyadditional inforration related to the medical device and that is relevand for the
beredit-risk balance assessment of the medicinal produet referred to in paragraph 1, taking
into account the use of the medicinal product with the me dical desdce.

a. If the action of the medicinal product is not ancillaryto that of the medical device, the
medicinal product shall coraply with the requirernents of this Directive and of the [revized
FEegulation (EC) Mo T26/2004], taking into account its use with the e dical device,
without prejudice to the specific reqmrements of the Regulation (ETT) 20177745,

In thiz case, the marketing anthorisation applicant shall upon recuest frorm the cormpetent
authorities, subrat any additio ral infornation related to the medical device, taking into
account its use with the medicinal product and that iz relewant for the post-anthorisation
tnotitoring of the medicival product, withowt prejodice to the specific reguirernents of the
[revized Fegulation (BT Mo T2602004].
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Arficle 20
Comb inations of med i inal p rod wets with produe ts other than medical devices

For combinations of a rae dicinal peoduct with a peoduct other than a me dical device, the
marketing authorisation applicant shall subrmit data establishing the safk and effective s
of the corbination of the medicinal peoduct and the othe ¥ prodoct.

&g part of the assesament, in acc ordance with &rticle 29, of the cornbination of a medicinal
produet with a product other than a medical device the competent authority shall assess the
benefit-risk balanes of the cornbination of 4 medicinal product and a product other than a
medical device, taking into account the use of the medicinal product together with the
other product.

2. The marketing authorisation applicant shall, upon request frorn the corgpete nt authortsy
subrrat anyradditioral information related fo the product other than rredical devices and
that iz relewant for the berefit-risk balance assesament of the corbination of me dicinal
products with the product other than medical devices, taking into acconnt the mitability of
the use of the medicinal product with the product referred to in paragraph 1.

3 The competent cuthoridy may reguest an opirdon from the authorily compelent for the
supervision of the product other than a medical device.
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SECTION 4
SPECTFIC DOSSIE R REQUIREMENT §

Arficle 21
Rk management plan

The applicant of a ratketing authorsation for a medicinal product re ferred to in Lrticles 9
and 11 shall not be reqpuired to subraita dsk management plan and a swroenary thereod]
provided that no additional risk mindmisation measares e xist for the referenice medicinal
produet and prosdded that the rmatke ing authorisation for the reference medicinal product
has not heen withdrawr peior to the subrission of the application.

The rish management plan for medicingl products referred o in Arficles 10and 12 shall
be Imited to the differences between this medicingl product and the reference medicinal
product provided that no addiional risk minimisaion measures exig for the reference
medicingl product and provided that e marke bng authorsation for the reference
medicinal product has not been withdrawn prior to e submission of the applicafion.
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Arficle 22

Emrironmental risk assessment and other envirenniental information

L. Wher preparing the errdrommental risk assessnent ("ERAT) to be subrdtted parsuant to
&rticle 602}, the applicant shall take into account the scientific guidelines on the
errirontre tal visk asse serve it of we dicinal produets for ornar use as referred to in
paragraph &5, or provide the diedy juskfied reasons for arey divergenee from the scientific
guidelites to the Agencyor, as appropriate fo the competert authonty of the Iierber State
concerned, in a tiee Iy manner. Where available, the applicant shall take o acconmnt
existing ER&s perforrned under other Urdon legislation.

2. The EB& shall indicate whe ther the medicinal product or anyof its ingredients or other
constitients is one of the following substances according o the criteria of Snnex [ to the
Fegulation (ECY Mo 12727200%:

fa)  persistent, bicaccurolative and toxic (FBT),
by wvery persistent and very bioac curndlative (vFvB),
) persistent, rmobile and toxic (PIIT, wery persistent and very mobile (vFvIvD);

ot ate endoc e active azents.
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The applicant shall also inelode i the ERS risk mitization re asuves to avoid or where it is
not possible, lirnit ernissions to air, water and soil of e gre diends and conskients of
medicinal producks Bated as pollutantetisted in Dive ctive 20000E0JEC, Dire chive

200671 12EC, Directive 2008105/EC and Directive 201007 5/ETT. The applicant shall
provide detailed explanation that the proposed ritization measures are appropriate and
sufficient to address the identified risks to the errironment.

The ERL for antimicrobials shall include an evaluation of the sk for anfimiciobial
tesistance selection in the ermdrone nt due to the entive mwarmfachwing supply chain inside
and outside the Undon, use and disposal, including by heallheare professionals and
pitiends, of the anfirnderobial taking into account, whe re relesant, the existing international
standards that have established predicted no effect conce ntration (PHECS) specific for
artbiotics.

The &gency shall drawr up scientific guideline s in accordance with Arhicle 135 of [revized
Begulation Mo (EC) 726/2004] , 1o specifirtechnical details regarding the FRA
requirernents for medicinal products for ouman use, @eleding for ansmicrobials other
than aniibiofes. Where approptiate, the &geney shall consult the European Chernical
Lgency (ECHA), the Enropean Food Safety Authonity (EFS &)-ssd the European
Ervironrnental gency(EEL), and the Furopean Center for Disease Prevenion and
Control (ECDC) on the drafting of these seientitic guidelines.
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The marketing authorization holder shall npdate the ER& with vewr inforraation withoat
undue delayto the relevant cormpetent authorties, in accordance with Srticle 9002, ifnew
inforrnation pertaining o the assessinent criteria referred o in Article 29 becornes

available and could lead fo a change of the conelusions of the ER& . The update shall
include ary relesant inforrmation from ervdrorenental ronitoring, wmeluding rmord toring
under Directrve 2000060/EC, from eco-toxicity studies, from new or updated nisk
assesstnetits under other Urdon legislation, as referred to in parazraph 1, and ervarorrnental
exposure data.

Foran ERA conducted prior to [OF please insert the date = 3824 months after the date of
ettering into force of this Divective], the cornpe tent authority shall request the marketing
anthorsation holder to npdate the ERA if missing information hasheen ide ntified for
medicinal products pote ntiall whareafil to the ervironment.

For medicinal products referred to i Arlicles 9 to 12 and 14 and fixed dose combinakons
the applicant may refer to EBA studies condue ted for the reference medicinal product or &
ERAshedies ofany other medicingl product containing the same aclve substances,
wher preparing the ERA .
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Arficle 23
ERA of medic inal prod ucts authorised hefore 30 Octoher 2005

L. Bw[OF please ingert the date = 30 months after the date of the exiry into force of this
Directive] the &gencyshall, after consultation with the corpetent authorities of the
Lileraber States, the ECDC, the European Cheraical fgency (ECHL), the Envopean Food
Satety Suthority (EFS& ) and the Enrope an Erearonme ntal Loency (EEL), establish a
prograrene for the ERL to be subrmitied in accordance with Lrtels 22 of the medicinal
products authorised before 30 October 2005 that have notbeen subject to anyERL and
that the Lgzencvhas identified as potentially harmfil to the ersironment in accordance

with paragraph 2.
This prograroeae shall be made pablicl yavailable by the Lzency.

2 The Agency shall set the scientifie criteria for the identification of the medicinal products
as potentiall v harrafil to the ervironreent and for the prionbsstion of their BB, uang a
tisk based approach. For this task, the Agevcyshall consult relevant staleholders and
rnay request frorn rmarketing authorisation holders the sodbinission of relesant data or

inforrmation.

3. The marketing authorisation holders for medicinal products identified in the prograroeoe
referred to in paragraph 1 shall subrdt the ERA to the Sgenew The outcome of the
assesstnetit of the BB including @ summary of e ERASw-data submitted brthe
marketing authorization holder shall be raade pab bicly svvaildble by the Sgency.
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4. Where there are seweral medicinal producte identified in the progrararne referred to in
paragraph 1 that contain the sarne active substance and that are expected to pose the same
tisks to the erdaronment, the competent authorities of the WMeraber States or the Ageney
shall enconrage the marketing anthorisstion holders to conduct joint stadies for the ER &,

to mirdredse unhecessary duplication of data and nse of arimals.

A Hihere q joint shedy as referved to i paragraph 4 has not been conducte d, for medicinal
products referved bo in Articles Mo 12 and 14 and fixed-dose combinzhoms, for whick
the reference medicingl product or the medicingl product containing the same active
subgtance has been quihorized before 30 October 2005 and whick are included in this
prograwune, e ERAshall be submitle d after the oulcowme of the ERA of such reference
medicingl product is made publicl available by the Agency.

Arficle 24
System of ER A monograp hs of the ERA data of active substances

L. The &gency shall, in collaboration with the corapetent authorities ofthe Lletaber States,
set-upan actrve sbstance based review systerm of ERA dats ("FRA ronographs™) for
authonsed medicinal products and prblcise relevant information about that sestem. An
ER& monograph shall include a cormprehe nsive set of physiochernical data, fate data and

effect data based or an assessment of a cormpete nt authorntsy

a3a7i2a 150
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 151

LIFE.5 EN



2. The setting-up of the syeterm of EFA monographs shall be baged on a rsk-hased
prioritisation of active substances.

3. In the preparation of the ERL monograph referved to in paragraph 1, the Soeney may
request inforrmation, studies and data frorm cormpetent anthorities of the ernber States and
from marke ting anthorization holders.

4. The &gencyin cooperation with the competent authorities of the Ilerber States shall

conduct a proof-of-conce pt pilot of ERA monographs to be cormpleted withan thiee years
after entering irdo force of this Divective.

) The Corenissiorn is exapowered to adopt delegated acts in ace ordance with &riicle 215 and
bassd on the remilts of a proof-of-concept pilot referred to in paragraph 4, to supplement
this Directrve hyspecifying the following:

fa)  the cortent and format of FEA monngraphs,
(b the procedures for adopting and updating the ERA monographs;

() the procedures for subrission of information, studies and data referred to in

paragraph 3,
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Ay the risk-based prioritisation criteria for the selection and pricritization referred to in
paragraph 2

fel  the use of EB& monographs in the context of new marketing anthorisation
applications for medicinal products to sopport their ERA .

Arficle 25
Actve substanc e master file comifisaie

L. Ilarke ting authorisation applicants avy, instead of subraitting the relevant data ona
chernical artree substance of a medicinal product reguired 131 ace ovdavece with &ynmes 11,
tely on an actve substance master file, an active substance rmaster file certificate granted
by the Szencyin accordance with this Arficle (*actre substance master file cerificate™ or
a certificate cordirrning that the gualityof the active substance concerned iz suitably
controlled by the relesant ronograph of the European Phartnacopeia.

Dlatke ting authorsation applicants rasonly rely on an active substance master file if no
certificate exists on the same antive substatce master file.

Iz The Agency shall be responaible for the granking of @ achve substance master file

cerfificats.
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Lnactive substatice master file certificate mavhe gravded byrthe Agencyvin cases where
the relessant data on the active substance concerred is not already covered by a

rnonograph of the European Pharmacopela or by an actie substance master fle certificate.

Inorder to obtain an active substance master file certificate, an application shallbe
subrnitted to the Sgency. The applicant for an actie sibetatce master file certificate shall
dernonstrate that the actrve substance concerned 1s not alve ady eove red by a monngraph of
the Ewropean Pharmacopela or an active substance master file certificate. The Agency shall
exarninge the application and, in case of a positive outcorne, shall grant the certificate that
shallbe walid thronghout the Union. fhe application for an actae subshance magker file
ceriificate wmay be submilted to the Agency separately from @ marketing authonsaion
application. In case of centralized raarketing anthorisations, the application for an actve
substance master file cerbificate maybe subinitted as part of the marketing anthorisation
application for the corresponding e dicinal product.

The Agency shall establish a repository of actrve sbstance master files, their assesaments
teports and their certificates and ensure that personal data and informaion of a
corenercially confidenfial nature 15 protected. The Azency shall ensure that the
cornpetent authonties of the Ve mber State have access to this repository.

The actme substance raster file and the active substance master file certificate shall cover
all the inforrnation recuired in Snmes IT on the active substance.
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4, The active substance master file certificate holder shall be the manufactorer of the actiwe
substance.

. The active substance master file certificate holder shall keep the active substance master
file up to date with scientific and technological progress and introdoce the changes
recquired to ensure that the acttve substance is marufactured and controlled in accordance

with generallvacee pted scientific methods.

f. If requested byrthe Agency the manufacturer of the substanes for which an application for
an acttve substance master file certificate has been subrnitted or the actre substance
master file certificate holder shall undergo an inspe ction to werifiy the inforration
cortained in the application or the active substance master file or their cormplianee with
good mannfacturing practices for active substances referred to in Article 160

If the marnfacturer of an active substance refuses to undeigo such an inspection, the
dgency way suspend or terrdnate the application for an active substance master file
certificate.

1. If the actre substance master file certificate holder does not fulfil the chligations setoutin
the paragraphs 5 and 6, the Ageney may saspend or withdraw the certificate and, the
corpetent authonties of the Werber States may suspend or revoke the marketing
authorization of a redicinal product relying on that certificate or take meamures to prolabit
the supply of the medicinal product reling on that certificate.
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. The marketing authorization holder of the medicinal product granted on the basizs of an
active substance master file certificate ternains responsible and liable for that rmedicinal

product.

9. The Coreanission is exnpowered to adopt delegated acts in accordance with Sricle 215 to
supplement this Divec tive b specifying, the following:

(a)

(b

()
(d)

(&)

by

the rules goverrang the content and format of the application for an actoe sdbstance
tnastet file certificate ;

the rules for the submission qnd exarnination of an application for an actme

substance rmaster file certificate and for the granting of the certificate;
the rules for making pablicly svallable of active substance master file certificates;

the rules for introducing changes to the active substance master file and the active
auihstance rmaster file certificate;

the rules on access for corapetent authornties of the Werber States o the actme
substance master file and its assesament re port;

the rules on access for marketing anthorisation applicants and marke ting
anthorisation holders relying on an active substance raaster file certificate to the
actmve substance master file and to the assesstnent report.
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Arficle 26
Add itional quality master files

L. Ilarke ting authorisation applicants may, instead of submitting the relevant data onan
active substance other than a chernical acttve substance, or on other substances present or
uzed in the rmarofae tore of & wedicina] produet, reguired in accordance with Avmex IL rely
ot an additioral quality waster file, an additional quality master file certificate graned by
the Lgencyin accordance with fhis Srticle (additional quality master file certificate™, ora
cerfificate cordirtning that the guality of that substance is suitablyeontolled by the
televant monograph of the European Pharmacopeda.

Ilarke ting authorisation apgplicants rayordy rely on an additional quality master file
certificate if no certificate exists on the sarme addiional quality master file.

2 drticle 25, paragraphs 1, T, Jto 5, Tand & shall also apply rortadis rantandis o0 addiional
uality rmaster file certification.

a2 The Cormpmission is empowered bo adopt delegate d acls bo idenffy, & the Lght of
scientific progress, the substances o which this Aricle shall apply. Asubstance shall
only be idendifie d under this paragraph, if the wae of addifonal gualily master files iz

scientifically juskfied
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The Corenission is etapoweted to adopt delegated arts in accordance with Srficle 215 1o
supplernent this Direc trve by specifying:

fa)

(h)

()

(d)

(e)

()

the riles governing the content and forat of the applic ation for an-eesme-sakatases
addiional gualily master file certificate;

additional quality raster files for which a certificate rayhe used 1n order to proride
speecific mfbrraation on the quality of a substance present or used in the manofacture
of'a medicinal product,

the rules for the exararation of applications for making publicly svailable of
additional quality raster file cerhificates,

the rules for intoducing changes to the additional quality master file and the
certiflcate

the rules on access for corapetent authorties of the Werber State to the additinnal
gpuality mwaster file and ite asse sstne nt report,

the rules on access for marketing authorsation applicants and marke ing
authorization holders relying on an additional qualitymaster file cerhificate to the
additional quality rmaster file and to the assessnent report.
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If reguested bythe Sgency the ranufacturer of a substance present or used in the
ranufac hore of & medicinal product for which an application for an additi onal guality
master file certificate hasbeen submitted or the additional gualityraaster file cerificate
hiolder shall undergo an inspection to verifiy the irdbnmation contaived in the application or
the qualitymaster file.

If the ranmfacturer of this substance refuses to underzo much an mspe ction, the Agency
may suspend or ferrninate the application for the additional quality waster file cerificate.

Article 26a
FPlafform technology master files

Marketing cqulhiorizofion applicants may, mstead of submitting the relevant dala relaled
to a plafform technology, rely on @ certified plafform technology master file granted in
gecordance with paragraph 3. Marleling quthorisahon applicants shall describe the
platform e chnology master flle in gecordance with the information referred to Annex 11
The marleting quthorisation applicants shall talie indo account the sclentific ouidelnes
publishe d by the Agency in this regard.
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2 Markebing authorisalion holdess relping on a cerfified platform echnolog masker file
shell keep the plalform bechnology master file up to dote with scientific aud
technological progress and indroduce Yhe changes reguired o enawre that the platform
technology isin aecordance with generally acceplted sclenlific methods mud the state of
the art. The marketing quihorsation holder of e medicinal product veling on the
cerliified platform echnology master file shall remain responsible and liable for that
medicinal product,

3 I oxdey to obiain q certifie d platform tec hnology masker file, an applicafion shall be
subpibte d to the Agency. The Agency shall examine e application and, incawe of a
positve oudeome, shall cerffi the platform technology master file.

4 The application for a certified platform technology master file can be submibted only
after confirmation of eligibiliy by the Agency. Once oB@mibility is confirmed, the
application shall be submibled a2 part of $re marketing authonsation applicafion for the
corresponding me dicinal product or after e granting of te marketing authorisahon of
the corresponding medicingl product.

A The Agency shall establish a repository of cestified plalform tec hnology master files and
theiy amessments reports and ensure that personal data and information of a
cowenercially confidenticl nature is profecled The Agency shall ensure Hiat the
competent authorifies of the Member Shate have access to this repository.
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If the owner of a certifled platform elnology master file does not fulfil the obligations
set out in Hhis Article, the Ageney map suspend or wilfidraw e cestification and the
competent quthorifies wap suspend or revoke the marketing quihorisation of medicinal
products relping on the cerfified platform technology master file or alie measures to
prokibit the supply of the medicingl producks relying on that wester file. The owner of a
cerlified platform echnology master file shall inform the markebing authorisakon
holders concermed withowt undue delay of any information thatis relevant to fulfil ite
obligehons in qecordance with paragraph 2

Ifrequested by the Agency or where relevand, @ national competent autioridy, He
platform technology may be subject to inspection fo verifj the informabion conbained in
the platform echnology master file, If the qpplicant or the owner of the certified
platform e chnology master flle refuses bo undergo such an inspechion, the Agency may
suspend or termingle e apploation for a cerified platform technology master file or
the cerfification.
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Article 26h
Medicinal products concerned with decentralised manufachiring

e,

Hihen justified by the specific prope sties of the manufocture d medicinagl product and
conside ration related to the gualily, safely and efficacy of @ medicingl produch sich as
short shelf Bfe, or where procdimidy to the treated patient or customisaion for an
individual pafent bo Hreir benefit the markeling authorisahion applicent may request He
cowmpetent quthoriy o approve e use of a decentralise d manufacheing as referved to
in Chapter X0 ag part of the manafactring of the medicinal product conce med,

2 The reguest referred to in paragraph I shall be submitted as past of the marketing

auihorisation application in eecordance with Awmex IT

3 The competent authoriy shall assess the request referred to in paragraph I ag part of the

aegessment of e marleling authorisalon applicaion.

4 The competent quthoridy referred to in paragraph 3, shall cooperate with all relovant
regulaton authorites mcluding wilth e supervisory auihorily in charge of e
authorisation of the central site identified in the application. The manyfactuning
quthorisation of the cenbral site referred bo in Arlicle 142 shall be provide d as part of the

procedure for @ markeking quihorsation.

3 The approval fo use decentralized manufackenng shall be inclided in the torms of the
markefing authorisafon.
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a The approval o use decentralised manufacheing may be withdrawn by the compebent
quthoridy, where i conclides that the jushificakon referred o in paragraph Iis no
longer fulfilled or Yhat he conditions for decentralized manufachining as referved o in
chapter XTare not compliod with. The competent authority shallinform e supervisory
quthoridy i charge of the authorisalon of the central sibe of such o circumstance
without undue delayp.

2 The marketing cuthorisaion holders maling wse of decentralised manufocturing shall
provide the competent quthorily with any new information thet might entail an
arendme nt to e terms of the marketing authorizalion as referred fo in paragraph 5 in
eecordance with Arcle 90

& The Commission may adopt implemenking acks bo set out the format and content of e
reguest and on the applicaion of principles as reforred to in paragraph 1.

Arficle 27
Excipients

1. The applicant shall provade information on the exciplents need in & medicinal peoduct in

accordance with the recuirernents set out in Annex 11

Excipients shall be exarined by the competent authoritie s as part of the rmedicival product.
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2. Colours shall be used in medicinal products ondy if thesr are included in one of the
following lists:

(a)  the Urdon list of authorized food addittees it Table 1 in Part B of Annex IT to
Begulation (EC) Mo 133352008 and coraply with the pnrity criteria and specifications
laid dowm in Corenission Begulation (E1T) Mo 23102012,

(b the list established by the Coramission prrsuant to paragraph 3.

3. The Cornission mavyestablish a list of colowrs permitted for use in medicinal products
other than those iveluded in the Union list of authonsed food additives.

The Cornission shall, where applicable on the basiz of an opition of the Agerey, adopt a
decision whether the colour concerned shallbe added fo list of colowrs permitted for use in
medicinal products referred to in the first subparagraph.

& colour mayhe added to the list of colowrs permitted for use in roedicinal products ordy
where the colonr has been remmored fromm the Union st of anthorised food additnees.

Where relevant, the list of colours perrratted for use in medicinal products shall include
parity criteria, specifications or restricons applicable to the colours ineluded in that List.
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The list of eoloars pernitted for use in rmedicinal products shall be establishe d barwayof
ireple menting acts. Those inple menting acts shall be adopted i accordance with the
exatrinhation procedure referred to in Srtele 21400

If a colour used in medicinal product is rerooved from the Union list of authonsed food
addifives, on the basis of the sclentific opinion of the European Food 5 afe tyr Authority
("EF547), the Sgencyshall on the reguest of the Corenission or on its own inifiative,
without undue delayissue a scientific opinion as regards the use of the colowr concemed in
tnedicinal product, taking into account the opivdon of the EFSb-dsedesard. The opindon of
the Agencyshallbe adopted biythe Corunittes for Medicinal Produets for Hurnan Use.

The &gency without undne delasrshall send to the Cornrnission its sclentific opinion on the
use of the color in reedicinal product together with a report on the assessinent.

The Corenission shall, on the basis of the S geney opirdon, and without andae delasy
decide whe ther the colow concermed can be used in redicinal products and, where
applicable, include it in the list of colours perrnitted for nse i medicinal products referred
to in paragraph 3.
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Ifa colour hasbeen rernoved frorm the Union lst of authorised food additvee s for reasons
that do not require an EFS & opirdon, the Corenission shall decide on the use of the colow
concerried i medicinal products and, where apgplicable, include it v the lst of colours
perrnitted for use in medicinal products veferred to in pamgraph 3. The Cormrnission raay

in sach cases, request the opirdon frorm the Ageney.

& color that has been reraosed frorn the Urdon list of authorised food additives can still
be nsed as a colowr in e dicinal products until the Cornission takes the decision on
whether to include the color on the lst of colowrs pernitted for use in rnedicinal products
in accordance with paragraph 3.

Paragraphs 2 1o 6 shall also apply to colonrs nsed in veterinaryimedicinal products as
defined in &rticle 4013 of Begulation (E1T) 201906 of the Europe an Parliame nt and of the

Conmizil4?,

4 Fegulation (E1T) 2019/6 of the European Parliament and of the Council of

11 Deecernber 2018 onveterinary redicinal produc ts and repealing Directree 2001584EC.

G366 165

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1

LIFE.5

166
EN



SECTION 5
ADAPTED DOSSIER RE QUIRE MENT §

Arficle 28

Adap ted frameworks due to the charac teristics or method s imhesendreloled to the medicinal

prodwt or category of medicinal products

Medicinal products or category of medicirval products hsted n S nnex VII shallbe sdiject
to gpeifieadapde d arientific or semaladessgtechnical require ments with e oard-dus o the
characterictiseor e thode bt nt to-theau thorisaion, pharmacovigilance, control and
use of thoge medicingl products or category of medicinal products (adapted
Framework') A medicival productor category of medicing! products shall be ated in
Annex VI when:

fa)  itisnot possible to adecuately assess and monitor the gualily, safely and efficacy of
the medicinal product or cate gory of tediciral products by applang the applicable
requirernents set owd in Hris Direchve, the frevised Re gulation (EC) No 72620041 or
Fegulafion 139472007 due fo scientific or remulaterrohallangee-avising
Seands chnical ©harac teristics-ssssethads inherent to the medicinal products or due
o methods related to the medicingl product or category of medicinal products; ands
axid
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(b the characteristics or me thods relebe d do the medicinal product or category of
medicinal products posiivel yasgesdeontribute b the quality, safetyand efficacy of
the medicinal product or cate gory of tedicina ] predustprodicts as provided for in
thiz Directive fand revised Regulation 726720047 oy provide a major contribution to
patient access by provention, diagnosis, keaknent or patient care,

The Cornission, after Roving consulled Hre Agency and nabonal compelent aulhorifies,
iz erapowered to adopt delegated acts in accordance with Article 215 to awend e Bst of
medicinal producks or cate gories of medicinagl products Bsted in Brwey VIDnorder to
take acecunt of scientifle and technical progress.

The Cornission is exnpoweted, after having consulled the Agency and nabonal
competent quthorifies, to adopt delegated acts in accordance with Arhicle 215 to
supplement this Divec trve by laving downs the adapted framework for medicinal products
or categories of medicingl produts listed in Annex VI5as well as fhe bochnical
documentabion to be submithed by the marketing quthorisation applicants for the
medicinal product or eate gony of medicinal products for which the adapted framework iz
faid down.
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The adapted framework may entail specific reguirements and targeted bechnical
adaptations to the reguirements set out in iz Divective and frevised Regulation

P2 2004 T which are necessany for the purposes of assessing whether @ wmarketing
authorisation referred to in Article 5 can be granted for a medicinal product or category
af medicinal products bated in Annex VII and for their life-opele management. The
technical adaptakons shall be proporfonate fo e risk end impoct inv olved ond shall be
based on objechve and sclentific considerafions. In parficular, @y technical adaptation
shell ensure that the principles of gually, safely and efficacy set outin this Direchve
fand revise d Regulafion] are respecled. The adaptabions shell be Bmiled do the exieni
where such adaplations are strictly necesaary and duly justified by the characterishes or
methods relate d to the medicinal product or cale gony of medicinal producks The
technical adaplations shall be regularly reviewed and evaluated by the Conunizsion.
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4. The detedladwadaauthorisaion of @ medicinal product subject to an adapled frame work
s referred fo 1n Fﬂlﬁgmph i o SRR i o bl ;

His-Disestm-shed el 2 favoureble.

5 Until the adoption of dededsdndea-fosppearfodor inic al adaptations for medicing!
products or cate gony of medicinal products listed in Srmex VI porsnant to parazraph 3, an
application for a marketing anthorizsation for that medicinal product maybe sibritted in
acoordance with Srticle 6020

f. Wher adopting delegated acts referred to in this Srticle, the Comnission shall take irdo
account ary available information resulting from a regulatory sandbox established in
accordance with Article 115 of the [revised Hegulation (EC) Mo 72672004
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Chapter IIT

Procedures for national marketing authorisations

SECTION]

GENERAL PROVISIONS

Arficle 29
Examination of marketing authorisation app lic ation

Inorder to exarnive an application subraitted in accordanee with Srticles 6 and ¥ to 14, the
competent authontsy of the Ileraber State:

fa)  shallvenfy whether the partculars and documentations subitted in sapport of the
application corply with Srticles & and 9 to 14 (Sealidation”), and exariine whether
the conditions for issuing a marke ing authorization set out in Srticles 43 to 45 are
cornplied with,
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(h)

()

(d)

i)

roay subrait the wedicina] product, ite starting materiale or ingredients and, if need
ke, its intermediate products or other conskheends, for testing by an Official
LEdicines Control Laboratory o a laboratorythat a Wember State has desighated for
that prrpose in order to ensure that the control methods exaplose d by the
rnaroafachirer of medicinal products and described in the particulars aceornparsing
the application in accordance with Snnex [are satistactory,

roay, where appropriate, reguire the applicant fo supplerent the particulars
accornpanying the application in respect of the iterns listed in the Siticles 6 and 9
to 14,

roay consider and decide upon additional evidenee thet is available to the compelent
quthoridy of et Member Stale, indepe nderdlyirom the data submitted by the
roatke ting authorisation applicant, inform the applicant of it decision, including
the grounds for that decision, and to require changes in the summan of product

characterishos.

may, where appropriate, reguire e applicant o provide raw dala concerning the
pharmacentical and non-clinical teste and the clinical studies referred to in
Annex I
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3. Whete, in the cousse of the velldation referred to in paragraph I, point (), the
cornpetent authontsy of the Ivleraber State considers that the marketing authonsation
application iz incornjplete, or contains esdesdeficizncies o the exlent thal Risthet rnay
prevent the evaluation of the seedicinal peadustopplicgfion, it shall inform the applicant
accordingly and shall seta fitee liredt for submittng the wassing mformation and
docurnentation. If the applicant fails fo provide the missing inforrmation and docarnentation
within the tivae livait set, the application shall be considered to have been withdrvawm by e
applicant.

4 Hihere the competent authoridy of the Member Shate avails iself of the ophon referred o
inparagraph I point (o), the fme Bnuls loid dovwn in Arbicle 30shall be suspended wntil
such fme as the supplementary information reguired has been provided or for the time
allowed to the applicant for gving explanations.

4. In cases where or exaranation of an application for a marke ting anthorsation the
cornpetent authontsy of the Ivleraber State considers that the subinitied data are not of
sufficient quality or ma bty for the coraple ton of the examination of the applicatioz, the
exatrihation can be terrainated within 90 dave of the date of validation of the application.
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Prior to the termination, the cormpetent authority of the Mewber State shall surarnarise the
deficiencies v writitg . On this basis, the competent authority of the Merber State shall
inforn the applicant accordinglyand set a reasonable tirme limit to address the
deficiencies. The application shall be suspe nded untl the applicant addresses the
deficiencies. If the applicant fails to address those deficiencies within the firne Lt ssthy
the corpete nt authoritsrof the Ilerober State, the examination shall be erminaled and e
application shallbe considered as withdrvaws by e epplicant.

Hhen maling public the information on the ERA and the antimicrobial
shewardship plan referred to in Arkicle 17, the competent quthorily shall dalete any

information of a commercialy confidenfal natre.

In case q potenticl serious risk bo public health related bo the reference medicingl
product is examine d under a specific procedure under this Directive or frovised

Fe mlabion (EC) No 7282004 the Member Shates shall suspend e examinabon of any
marleling quthorisaion applicaiion subradted wnder Arlicles Mo 12 that uses the same
reference medicingl product undil the end of Bee procedure related o e reference
medicinal product

Hihere @ competent quithority of e Member Stabe becomes aware that another
marleling quthorisaiion applicaion for the same medicinal product is being examined
by a compelent authority of another Member State it shall refuse tovalidate the
application and advise Hie applicant bo wse e procedure referved b in Arlicles 34 or 38
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z Hhere the competent authorifies of the Member States become aware that another
Member Shate has quliorized the same medicinal product ey shall refuse tovalidak

the applicabon wnless i was submitted in compliance with the provigions referved o in
Arficly 34

Arficle 70
Duration of examination of marketing authorisation app Be ation

NEmber States shall take all appeoptiate reasares to ernsare that the procedure for sranting a
rnarke ing anthorisation for e dicinal products iz completed within a maxirvnen of 150 daye after
the subrission of a valid application from the date of validation of a marke ting anthorisation

application.

Arficle 31
Types of national marketing authorisation p rocedures

HMational rmarketing authorisations mayhbe granted in accordance with the procedures laid doer in
Lrtiele 32 purely national rarketing authonsation peocedure™), Articles 33 and 34 {*decentralisad
procedure for national marketing authorisation™ or Articles 35 and 36 {“mutial recognition
procedure for national marketing authorization™).
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SE CTION 2
MARKETING AUTHORISAT IONS VALID IN A SIMGLE MEMEBER STATE

Arficle 32
Purely national marketing authorsation proced ure

&n application for marketing authorsatiorressesdivgte—toate-S0 under the puarely
national marketing anthorisation procedure shall be subraitted to the cormpete nt authority in
that Ivlernber State i which the marketing authorsation is applied.

The competernt anthority in the Iewber State concermed shall exarnine the application i
accordance with Articles 29 and 30, prepare an assessment report and grant a marketing
authorisation in accordance with &rticles 43 to 45 and applicable national provisions.

& marketing anthorisation granted under the pore Iy national marketing authorisation
procedure shall be walid only in the Ivkraber State of the cormpetert authority that granted
it.
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SECTION3
MARKETING AUTHORTSATIONS VALID IN SEVERAL MEMEER STATES

Arficle 33
Scop e of decentralised procedure for national marketing authorsations

l. &n application for marketing authonsation under the decentralised proce dure for national
marketing authorization in several Ilerober States in respect of the same medicinal prodact
shallbe subrnitted to the competent authorities in those Ilember States in which the

matketing authonsation is applied.

2 The competent anthorities in the Member State concerned shall exarnine the applications in
accordance with Articles 29, 30 and 34 and grant a marketing authorisation in accordance
with Articles 43 1o 45

3. Where a cornpe tent authority of the Dlerber State notes that another marketing

authorization application for the same medicinal product is being examined by the
cornpetent authortsy in ano ther IWeraber State, the corapetent authorities of the Merber
States concerned shall decline fo exaraine the apgplication and shall advize the apgplicant
that the prosisions referred fo in Articles 35 and 36 apply,
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Where the corapetent authorities of the Iletaber States ave inforned that another vk raber
State hasauthoniszed a medicinal product that is the subject of 4 marketing authonsation
application in the WEmber State concerne d, thewshall reject the application unless it was
subrnitted in corapliavce with the provisions referred to in Srficles 35 and 36.

Ilarke ting authorisations granted under the decertralised peoce dure for national rarke ting
anthonsation shall be walid ondyin those Mlewmber States of the competent
suthortranuthorities that sranted he quihorisalions.

Arficle 34
Derentralised procedure for national marketing authorisations

With awiew to obtain a national marketing anthorisation for a medicinal product in several
Dlermber States in respect of the saree medicival product under the dece ntralized procedure
for national marketivg authorisation, an applicant shall subrit a rarke ing authorizsation
application based on an identical dossier to the corpe tent authority of the Ilerabe r State
chiosen by the applicant, to prepare an assessnent veport on the medicinal produst in
acoordance with Srticle 43(5) and to act in accordance with this Section ( ‘reference
Lleraber State for the decentralised procedure™), and to the competent authorites in the
other Merber States concermed.

G366
LHNEX

177
LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

178
EN



The application for marketing anthorisation shall contain:
fa)  the particulars and docwmentations referred to i Articles 6, 9 10 14 and 62
by alist of b raber States concermed by the application.

The applicant shall inforn all the cormpete nt authorties of all Ideraber States of its
application at the time of subrission. Jfrecessary to meet e needs of patients in that
Mernber Shate, the competent authorityof a e mber State rmay recjue st-FesdnabBadyaklic
hialth reacone to enter the procedure and shall inforn the applicant and the competent
anthonty of the reference Mernber State for the decentralised procedure of ite reque st
within 30 dave frorn the date of subrnission of the application. The applicant shall proside
the corpete nt authorities of those Ierber States entering the procedure with the
application without undve delay. The Mexeber Stade that reguests to enter the
decentralised procedure under thiz paragraph shall be considered as Mewmber Shate

COMC erne d.
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.

Hihere, in e course of he validaion referved toin Arficle 29 paragraph I, point (2),
the competent quthority of the reference Mewber Slate for the decendralised procedure
considers Huat the informationin the submille d morkeling cuthorisaion applicalion iz
incomplete or contains deficiencies o the exdent that this may prevent e evaluahon of
the applicahon, itshell mform the applicant cecordin gl and skall set ¢ reasonable time
linit for submitting the missing information and documentahon. If the applicant fails to
provide the mizsing information and documentation within the tme lmitget, the
application shall be considered to have been withdrawn By the appleoant in the referonce
Member State of the decentralised procedure and in all Member Stakes concerned

In cases where on exardnation of an application for a marketing authorisation the
corapetent authority of the reference Ileraher State for the decentralised proce dure
considers that the submitted data are not of sufficient qualityor mabaity for the cormpletion
of the exarination of the application, the examination canbe terrninated within 90 days of
the dake of e walidation of the application.
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Prior to the termination, the cormpetent authority of the reference MErber State for the
decentralized procedure shall surarnarise the deficie neles v writing. On this basis, the
corpetent authonts of the reference Merber State for the decentralised proce dure shall
informm the applicant and the cormpetent anthorities of the Ivlember States conce med
accordingly and set a firne livdt to address the deficiencies. The application shall be
suspended until the applicant addre sses the deficiencies. If the applicant fails to address
those deficiencies within the tirae lrait s2t by the competent anthorty of the referenee
Dilermber State for the decerdralised procedure, the eesessmend shall be considered
terminate d and ¥ee application shall be corsidered as withdrawn by e applicant i all
Member Shates in which it was submitted.

The comypetent authorityof the reference W raber State for the decentralised procedure
shall inforrn the competent anthorties of the Ileraber States concerned and the applicant
accordingly.

Within 1208105 daye after e date of the wvalidation of the application, the cormpets nt
authorty of the reference Mernber State for the decentralized procedure shall prepare an
assesstnent report, & sumrnary of produet characteristics, the labelling and the package
leaflet and shall send thern to the Ivkraber States concemed and to the applicant.
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Within €875 days of receipt of the assessient report, the competent authorities of the
Dlermber States conce rmed shall appeove the assessment report, the surenary of product
characteristics and the labelling and ypackage leaflet and shall infiorm the corpetent
anthority of the reference Mernber State for the decentralised procedure accordingly The
corpetent authonts of the reference Merber State for the decentralised proce dure shall
record the agreement of all parties, close the proce dure and inform the applicant
accordingly.

Hithin 7 daps of the receipt of the informaion under paragraph athe applicant shall
subpat e Righ gually ranslafions of ¥he summary of product charack sistics, the
Iabelling and e package leaflet o each of the competent quthorifies concerned,

Within 30 days after acknowledgerne nt of the agreement, the corupetent anthorities of all
Lleraber States concerted in which an application has been submitted in accordanc e with
paragraph 1 shall adopt a decision according to frticles 43 fo 45 and m conforemityaith

the appecved assesstne nt report, the surateary of product characteristics and the labeling
and package leaflet as appromed.
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SECTION4
MUTUAL RECOGMITION OF NATIONAL MARKET ING AUTHORISATIONS

Arficle 33
Scope of ruowhual recognition proced ure for national marketing authorisations

1 Hhere the medicingl product has already recewved a marketing authorisation in
gecordance with Arficles 43 40 45 ab the e of appliceRon, dshall be recogrised in
other Member Shates in accordance with the procedure Inid down in Arbicle 38

2 Ln application for rarketing authorsation for rutnal recognition proce dure for national
matketing authonisatior, granted under Articles 43 to 45 and in accordance with Srticle 32,
shallbe subrnitted to the competent authorities of other Iermber States in accordance with

the procedure laid down in Aricle 36,
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Arficle 36
Mutual recognition proced ure for national marketing authorsations

Ly application for rantual recogrition of a marke ting anthorsation, sranted wrder

&rticles 43 to diandmacecrdancswath-taticle 32, in several Ierober States in respect of
the sarne medicinal product shall be subritted to the competent anthority of one of the
Ileraber sdadanShabe s that gravted-Hhe 2 marketing anthorsation (“reference Meraber State
fior the rantual recogration procedure’) and to the compe tent authorities of the Wlewber
States concerned where the applicant seeks to obtain a national warketing authorization.

Lpplication shall include a list of Tlerehbe r States concerne d by the application.

The competent anthorityof the reference Ivkraber State for the rutual recognition

procedure shall zeteetan-spplicationrefise the reguest for rutoal recogrition of
matketing authonization of medicinal product within a wear from the granting of that

marketing authorizatior, unless the corope tent authority of the Meraber State indors the
corapetent authority of the reference Iletaher State for the moutal recognition procedure of
its interest in this medicinal produet.
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The applicant shall inforn the cotapetent authorities of all Mewker States of its application

at the tirne of submission referred to @ paragraph 1. If necessary to meel the needs of

prtiends in that Member Sak, the competent authorityof a Merbher State mavy re quest-fos

justified public hoalfhreacoae to enter the procedure and shall infomn the applicant and the

cornpetent authontsy of the reference Merber State for the noatual recognition procedurs of

its request within 30 daws frorm the date of subraission of the application. The applicant

shall provide the corapetent authorties of those Iveraber States entenng the procedure with

the application without undue delay The Member Shate that reguests o ender e mutil
recogrifon procedire under this paregraph shall be conside red as Member Sate

CORCERE .

gt he cormpete nt authority of the reference WEmber State
for the ratual recognition proce dure e-spebetsaall send the assesstaent re port deewsees
thaendicinalinsether with Hhe czppmve:isum:}' afpmciuct characterishes, labelling

and package leaflet to e concerned barth oa—the refarencs

Dilernber errbamgbed tSbates and to the applicant within BRSO

days after the dabe ofwhdatn:ln of the applic ation. He-sesspetesaateitiag-cdthe
izeJn ciase the uI:date of the assessment rep:urt—m&

sefosemae 1o roguested By the Member State sbed-paandd

sdeoncerned, the procedure may be extended to 90 davs.
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7.

Within 60 days of receipt of the assesament report, the cormpete nt anthorities of the
Dlermber States conce rmed shall appeove the assessment report, the surenary of product
characteristics, the labelling and package leaflet and shall inforim the corape tent anthority
of the reference M mber State accordingly.

The cormpeternt anthorityof veference Merober State for the mutual recognition procedure
shall record the agreemment of all parhes, elose the procedure and mfoorn the applic ant
accnrdinglj.r. [ hve—sepmmeree it pesaot fouad e Ath the surarnarrof eoduct charactesicbice

Hiathin 7 daps of the receipt of the informalion under paragraph 7 e applicand shall
subwmit the high gualily translafions of the summary of product characterishics, the

Iebelling and the packoge leaflet bo each of the competent qulionbes concerned

Within 30 days after acknowledzernent of the agree ment, the corapetert authorities of all
Dilermber States concerned in which an application has been subrnited in accordarnce with
paragraph 1 shall adopt a decision according to Brticles 43 to 45 in cordor ty with the
approrved assesament re port, the auarnaryof product characteristics, the labelling and
package leaflet as appeoved.
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SECTIONS
COORDINATION OF NATIONAL MARKET IN G AUTHORISATI ON

Arficle 37
Coordination group for deceniralised and mutual recognition procedures

& coordination group for decentralised and raatual reeogrdtion procedhize s {coordination
group’) shallbe set up for the following parposes:

fa)  the exaraination of anerguestion relating to a tational marke ing authorisation of' a
redicinal produet in bao or raore e wber States in accordance with the procedures
laid dovwn in Sections 3, 4and 5 of this Chapter, and Srticle 25,

by the exarnination of questions related to the pharmacovigilance of e dicinal products
covered by national marketing authorisations, in accordance with Aricles 108, 110,
112, 116 and 121,

fe)  the exaraination of gquestions relating o variations of national marketing
anthorizations, in accordance with Article 93017
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i) the establishment and publication. of a Istof medicingl products for which a
harmonised surmmmany of product characterishes is o be drawn up, i accordance

with Arfele 40

e}  the harmonisation of sumenarny of product characleristics, in accordance with
Article 40

For the folfiliment of its phartuacovigilance tasks conte rmplated under fizst subparagraph,
point (b)), iveluding appeoving sk manazement syetems and monitorng their
effectivensss, the coordination grontp shall relyon the sclerdific assessmoent and the
recorenetidations of the Pharrnacovigilance Fisk Assessment Corrdttes referred to in
Lrficle 149 of [revised Regulation (EC) No 72602004,

2. The coordination group shall be corposed of one represe ntatiee per Member State
appointed for a rene wable period of three years. Member States mavappoint an alternate
for a renewable period of thoee wears. IMerabers of the coordination group may arrange to
be accorparied b expe s,

Llerabers of the coordination gronp and experts shall, for the fulfilient of their tasks, rely
ot the scie ntific and regulatory resources svailable to cormpete nt authonties of the Meraber
States. Each compete nt authorityrof the Ifermber State shall mordtor the level of expertise
of the evaluations carried out and facilitate the activities of nominated coordmation

group merbers and experts.
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Lrticle 147 of [revised Regulation (EC) Mo T2652004] shall apply to the coordination
group as regards transpeare noy and the inde pendence of its memwbers,

3. The &gency shall peorvide the secretariat of this coordivation sroup. The coordination
group shall draw up its own Bules of Procedare, which shall exder into force aflera
favorable opirdon hasbeen ghven by the Cormission. These Fules of Proce dure shall be

tnade publicly available.

4. The Executive Director of the Lgency or the representative of the Executtee Director and
e presentative s of the Cormission shall be extifled to atlend all reetings of the
coordination group.

o The mwerobers of the coordination group shall ensure that there is appropedate coordination

betwreen the tasks of that gronp and the work of compete rt anthorities of the Mermber
States, ineluding the consultative bodies concerned with the rmarketing anthorisation,

f. Where otherwize provided for in this Divective, within the coordina tion group, all e ber
States represe ntatiees shall use their best ende avonrs to reach a position by consensus on
the action to be taker. If such a consenms carmotbe reached, the position of the rajority
of the Merwher States re presented within the coordination group shall preseail.

1. Mlermbers of the coordination group shall be required, even after the v duties havee ceased,
niot to disclose inforration of the kind covered biythe obligation of professional secrecy.
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Arficle 35
Dirergent positions of Member States in decentralised or muteal recognition p rocedure

1. If, at the end of the period laid down in Brficles 34060 or 3606, there 1s disagreernent
between Ilember States on whe ther the marketing authorisation can be issued, on the
grounds of potential serious rsk to poblic health, the-disesssedise hlarbe r Satalhates
concerned shall give a detailed explanation of the points of disagreeraent and the reasons
for its position to the reference Ilerber State, to the other Iermber States concemed and to
the applicant. The points of disagre errent shall be referred to the coordination

group without wndue delay.

2. Guide line 2 to be adopted by the Corevission shall define a potential serions risk to public
health.

3 Within the coordination group, eHksasweiadvle rmber 5 tates-semsemed shall nse their

best endeavonrs to reach agreement on the action o be taker. They shall allow the
applicant the opporhity to rmake its point of view known omllvor inwriting, B, within 60
daye of the comranmication of the points of disagreement, the WEmwber States reach an
agreernent by consensus, the reference Memmber State shall record the agreement, close the
procedure and inforn the applicant accordingly. The procedure laid dowm in Srticles 34(7)

ot 36(5) shall apply.
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If writhin the &0-day period laid down in paragraph 3, an agreerent by onss s canmot be
reached, the position of the majorityof the Merber States e presente d within the
coordivation grouyy with @ deteiled descriphion of e mabers on which the other Member
Shates have been unable to reach an agreement and of all the diver zent positions of
Merber Shates presented, shallbe forearded to the Corumissior—sdiske The
coordination group may recommend e Commission to refer the malier bo the
Compittee for Medicingl Products for Human Lse, The Commuzzion shall apgpli the
procedure laid down in-feteles—H-apd-dd- Arfcle 42 Hhere the Commission on i 0wy
inifiatve or based on the recommendabion of the coordination group considess that the
mater shall be referved o the Commiltee for Medicinal Products for Human ke,
Article 41 shall alzo apply.

) In the cirowrnstances referred to in paragraph 4, Mernber States that have appeoneed the
assessment report, the surarmary of product characteristics, the labelling and package leaflet
of the reference Ivkraber State may, at the recuest of the applicant, authorize the redicinal
produet without waiting for the outeome of the procedure lad down in Srticle 442, In that
event, the national marke ting authorisation granted shall be without prejadice to the
onteorne of that procedure.
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Arficle 59
Eeferral proced ure of divergend decisions of iember States

If applications for a national marke ting authorisation have been subrnitted in accordanece with
Lrticles 6 and 9 to 14 for a particular medicinal product, and 1fIeraber States have adopted
drvergent decisions conce rming the national marketing anthorisation, itevariation, suse naon or
revocation or the surrmary of product charac teristics, the corapetent anthorityrof the Ivleraher States
o the Cormission-or-the-remlating suthorestion holdar mavre fer the matter to the Commuattee for
L dirinal Products for Hurman Use for the application of the proce dure laid down in Articlzs 41
and 42,

Arficle 400
Harmonisation of summary of prodwe t characteristics

l. Inorder to proraote the harmonisation of national marketing authonsations for rmedicinal
produc ts throughont the Urdon, the corpe tent anthonties of the Ilember States skebinay,
each year, foreard to the coordination group referred to in Brticle 37 a list of mwedicizal
produets for which a harmorised swrarary of produet characteristics is o be drawn ap.

2 The coordination group ke Llay down a list of medicinal products for whicha
harmorised suramary of product characte ristics is to be drawn up, taking indo account the
proposals fron the competent authorities of all Mermber States, and shall fommmedthat Lict
tendocide on the harmonisation of swmmary of product charack ristics for those

medic il producks and shall inform the Comission.
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Ja. If, within the coordinafon group, the Member Shates represented reach agreement on

the qebon to be talien By congensus, the chairrazn shall record the agreement and send i
to the marketing authorisation holder and the Member Shates. The Member Shates shall
adopt e cessary measures to vary the markeling auliorisations concerned in accordance
with the timetable for implementation determined in the agreewment The markehing
authorisation holder shall sulmnit to the conpetent authoribes of the Member States an
approprick application for avarighion of markeling authorisahion, meluding an wpdated
surmmnany of product characterisios and package leaflel within the delermined Gmelable
For implementabion.

& If an agreement by consensus cannot be reached, e posibon of the majoridy of the
Memmber Shates represented within $he coondinalion group, with a delailed description of
the matters on which the other Member Shales have been wnable fo reach an agreement
ard of all fre diver gent posibions of Member Stales presented, shall be forwarded to the
Commizsion. The Commisgion shell apply the procedure laid down i Arkicle 42 Where
the Commiszion, on is own initiahve or baged on the recommendabon of the
Chordination Group, considers that the watler shall be referred to the Committee for
Medicinal Products for Human Use, Article 41 shall alan apply
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Arficle 41
Scientific evaluation by the Committee for Med i ina! Products for Human Use
in a referral procedurs

l. When reference is made fo the procedure laid dowr in this &rficle, the Cornrdttes for
Liledicital Products for Hutnan Use referred o in Saticle 148 of [resvizsed Beoulation (EC)
Mo T2602004] shall consider the matter concerred and shall issne a reasoned opinion
within 60 davye frow the date when the atter was referred to it

Howeer, in cases subrnitted to the Corumittee for Iledicinal Products for Hurman Use in
accordance with Articles 39, 40 and 95, this period mavbe extended byrthe Comeroittes for
Liledicival Products for Hutnar Tse for a further period of up to 20 days.

O a proposal from its chairpe rson, the Coraumittee for Medicinal Produets for Hurnan Use
tnay agree to a shorter deadline .

2. Ir order to consider the matter, the Commmittes for Ivfedicinal Products for Human [ae shall
appoint ore of its rerabers to act as rapporteur. The Comrattes rnay also appoint
indrvidnal experts fo adwize 1t on specific gquestions. When appointing experts, the
Comrmttee for e dicinal Products for Hurnan Use shall define their tasks and specify the
tirae lirnit for the corapletion of these tasks.
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Before issuing its opindon, the Corenittee for IMedicinal Products for Hurman Tse shall
provide the applicant or the matketing authorsation holde radth an opporiurdty to present
wiitten or oral explanations within a fivee livedt which 1t shall spe cify.

The opirion of the Cormittee for IvE dicinal Products for Huran s shall be
accorpatied by a surrenary of product charac teristics, the labelling and package leaflet.

If necessary, the Coraredttes for Iedicinal Products for Harean TTe masrcall npon any
other person o provide information relating to the matter befowre it or consider a public
hearing.

The Agency shall in consultation with the parties concerned, draw up Rules of Procedure

on the organisation and conduct of pablic hearings, in accordance with &Lrticle 163 of
[revized Fegulation (EC) Hao T2AC2004].

The Coranittes for edicinal Products for Hurman Use raay suspend the tirme limits
referred to in paragraph 1 in order to allow the applicant or the rmarketing authonsation

hiolder to pre pate explanations.
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The &gency shall withot undue delay inforra the applicant or the marketing anthorisation
holder where the opinion of the Corenitee for Medicina! Products for Hurnan Use

provides that:

(a)
(h)

(el

(d)
(&)

the application does not satisfy the criteria for a marketing anthorisation,

the surernary of product charactenstics proposed bythe applicant or the marke ting
authorization holder in accordance with Article 62 is to be arended,

the marketing anthorisation is to be granted subject to certain condiions, that are
cotsidered essential for the safe and effectire nse of the me dicinal product, ine lnding

pharmacovigilance;
a matketing authorisation is to be suspended, varied or revolked,

the medicinal product satisfies the conditions setout in Saticle 53 regarding
medicinal products addressing an unmet medical need.

Within 12 days after receipt of the opindorn, the applicant or the marketing authonsation

holder may notifythe Agencyin wiiting of its intention o request a re-exarination of the
opindon. [n that case, thew shall forward to the SAgeneythe detailed grounds for the request
within 60 dave after receipt of the opinion.
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Within 60 days following receipt of the grounds for the request, the Corrittee for
Iledicinal Products for Hurman Use shall re-examine itz opindon in accordance with
&rticle 12020, third subpsragraph, of [revized Regulation (EC) Ho 72652004 . The reasons

for the coneoInsion reached farther to its re-examination shall be anmered to the assesstoe nt
report referred to in Article 12020, third sodbparasraph, of [revised Fegulation (EC)
Mo 72652004] .

A Within 12 days after ite adoption, the Agency shall forward the final opindon of the
Corraittee for W dicinal Products for Huran Use to the cormpe tent authorities of the
Dlermber States, to the Cormendssion and to the applicant or the marke ting authonsation
holder, toge ther with a report describing the assessment of the medicinal product and

stating the reasoms fior its conclusions.

In the event of an opivdon in favour of granting or maintaining a marketing anthorisation to
place the medicinal product concermed on the market, the following docwments shall be
atrexed to the final opindon:

fa)  asurrnary of product characteristics, as referred to in Article 62,

by the details of any conditions affecting the marketing authonsation withan the
mearang of paragraph 4, first subparagraph, point (c);

fe)  the details of any recorene ided conditions or restrictions with regard to the safe ard
effecttve nse of the medicinal product,

Ay the labelling and package leaflet.
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Arficla 42

Commission decsion

L. Within 12 days of receipt of the opitdon of the Cozanittee for edicinal Produets for
Hurman Use or the position of the majoridy of the Member Stales represented within the
coordination group, as setoutin Arfele 38 (4, the Comardssion shall subenit to the
Standing Cowanittee on Iledicinal Products for Huraan Use referved to in Arhele 214010 a
draft of the decision on the application, on the basis of the requirerments set out in this

Drire otivre.

In duly justified cases, the Corarndssion ma v rehun the opirdon to the Agency or the
coordination group, @ applicable, for futher consideration.

Where a draft decision ervisages the granting of 4 marketing authorisation, it shall include
or rake reference to the documents referred toin Brticle 3805 ar 4103, second

subparagrapl.
Where a draft decision differs from the opiraon of the Lgencyor of bhe coordinalion
group, the Cornrrission shall provide a detatled explanation of the reasons for the

differences.

The Corenission shall send the draft decision to the cormpetert authorities of the Iveraber
States and the applicant or the rarke ting anthorisation holder.
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The Cornission shall, by rreans of impletnerting acts, adopta final decision within 12
daye after chtaining the opinion of the Standing Committze on Medicinal Products for

Hurnan Tse.

Those wrrplerne niing acts shall be adopted in accordance with the erarnination procedure
referred to in Article 214020 and (3).

Where a Merwher State raises irnportant new questions of a scientific or technical nature
that have notbeen addressed in the opinion delrered by the Ageneyor By e
coordination grouy, the Corarnission may refer the application back to the Leencyor b
the coordinafion group, as applicable, for frther consideration. In that case, the
procedures set out in paragraphs 1 and 2 shall start again upon rece ption of the reply of the
dgencyor of the coordinakon group.

The decision referred fo in paracraph 2 shall be addressed to all Mernber States and
forwarded for inforration to the applicant or the marketing authorisation holder. The
Lletaber States concerved and the reference Ivkbraber State shall adopt a decision to either
grant suspend, refuge or revoke the marketing authorisation, or vary its tertns as necessary
to coraply with the decision referred to in paragraph 2 within 30 daye following its
notification. In the decision to grant, suspend, refise, rewoke or wary the marke fing
authorisation, the Ik rber States shall refer to the decision adopted parsuant 4o

paragraph 2. Theyr shall irdorr the Agencw or the coordination growp accordingly, as
applicable.
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. Where the scope of the proce dare initiated under Brticle 25 includes e dicinal products
covered by centralised marketing authorisation parswant to Lrticle 9502, third
subparagtaph, the Cormtrission shall, where necessary, adopt decisions to wary suspend or
revoke the marke ting anthorisations or to refuse the renewal of the marketing

authorsations concerned in accordance with this Arbcle.

SECTIONG
RESULTS OF EXAMINATION OF A NATIONAL

MARKETING AUTHORISATION APPLICATION

Arficle 43
Granting of the national marketing authorisation

L. Wher a competent authority of the Wermber State grants a national marketing
authorization, it shall inforra the applicant of the marke ting authorization of the soarmary
of product characteristics, the package leaflet, the labelling as well as any conditions
established in accordance with Sricles 44 and 45 together with any deadline s for the
fulfilrent of those conditions.

2. The competent anthorities of the Merber States shall take all necessary rmeasures to ensure

that the inforrnation gren in the surenary of product characteristics iz in confornity with
that acce pted when the national marke ting authorisation is granted or subsequently.
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The cormpetent authorities of the DMerber States shall draw up an assessent report and
tnake cormrnents on the file as regards the reslts of the pharrmacentical and non-clinieal
tests, the clinical studies, the nsk managerne nt systern, the ervirornmme ntal risk assessment

atd the pharracovigilance svetein of the medicinal product coneermed.

The competernt authorities of the Member States shall make the assessraent report publicly
available without undue delay; together with the reasons for the it opindon, after deletion of
any inforrmation of a cornenercially confide ntial nature. The justification shall be provided
sepatrate by for each the rapentic indication applied for,

The public assessaent re port referred o in paragraph 5 shall mclude a surarnary written in
a marnet that i understandable to the public. The surenary shall contain, in paricalar, a
section relating to the conditiors of use of the medicinal product.
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7a. The competent quthorities of the Mewber Rates shall without undue delay, make
publich avmlaoble the national marleing quthorisation logether with the summarny of
product charqeterishios, Hie package leafled, the aniinicrobial st wardship plan and
special information requiremends veferved to in Arkicle T77T), points (o) and (B), aswell
as any condibions established in qocordance with Arlicles &4 45 and any obligabions
imposed subseguentl) in accordance with Arkcle 87 togetler with any deadlines for the
Fulfilment of those condibions and obligations for each medicinal product that they have

authorised.

Arficle 44
Mational marketing authorisation subject to cond itions

l. & marketing anthorisation for a medicinal product maybe granted subject to one or more
of the following conditions:

fa)  to take certain measures for ensuring the safe use of the medicinal product to be
included in the risk managernent systern,

(b} to conduet post-authorization safetystdies,

fe)  to coraply with oblizations on the recording or re porting of suspected acverse
reactions that are stricter than those referred to in Chapter IX;

(d)  anyother conditions or restric tiors with regard to the safe and effectvee use of the

medicinal product;
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(&)
i)

(gl

(k)

gl

the existerice of an adecuate pharrnacovigilanee systern;

to condurct post-authorisation efficac ystudies where concerns relating to some
aspects of the efficacyof the medicinal product are identified and canbe resobed
onlyafter the medicinal product has been marketed,

incas of medicinal products for whick there is substantial uncertainty as to the
surrogate endpoint ix relation o the expected health outeome, fo conduct, where
appropriate and releseant for the bere fit-risk balance, a post-authorization abligation
to substanfiate the clinical henefit;

to conduct post-authonisation ervdronmmental risk assessnent studies, collection of
raonitoring data or information on use, or o Emplement approprice risk mikigation
measures, where identified or potential concerms about risks to the ersdrorenent or
puablic health, including antimicrobial resistance need to be further reestigated or
mitigated after the medicingl product has been rarketed,

to conduct post-authorization studies to irnprove the safe and effectne e of the
medicimal product,

whe re appeopeiate, to carry out e dicinal product-specifle validation studies fo
teplace animal-hased control methods with non-anirnal-based control methods.
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L&y obligation to conduct post authorization efficac yetodies referred to in the fivst
subpatagraph, point (f), shall be based on the delegated acts adopted pusuant to Article 28,

2. The marketing authorisation shall lay down deadlines for the fulfilinent of the condifions
referred to in paragraph 1, fist subparagraply, where necessary.

Arficle 43
Mational marketing authorisation under excep tional ¢ ire ums tances

L. In exceptional cirewnstances where, in an application mder frticle 6 for a rmarkefing
anthonsation of a medical peoduct, or 11 an application under Srticle 92 tor & new
therapentic indication of an existing marketing authorisatiorn, an applicant is wnshle o
provide compeehenstee data on the efficacy and safety of the medicinal produst ander
nornal conditions of use, the competent anthority of the Mermber State mavy, by derogation
to Lrticle 6, grant an authonsation ander Arhiele 45, subject o specific condiions, where

the following recpuiternents are met:

fa)  the applicant has dermonstrated, in the application file, that there are objectve and
verifiable reasons not to be able to subet corpre henstee data on the efficacs and
safety of the e dicinal product under normal conditions of use based on one of the
grounds set out in Snnex 11,

by except for the data referred to in point (a), the application file is coraple te and
satisfles all the requirerne nts of this Divective ;
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fe)  specific cornditions ave included in the decision of the corapetent authorities of the
LErmber States, in parficnlar to ensute the safetyof the medicinal product as well to
ensure that the marke ting authorisation holder notifies to the cormypetent authorties of
the Iwleraber States avgrincident relating to itz nse and takes appropriate action where

LECESSATY.

The maivte nance of the authorized new therapeutic indication and the walidity of the
national marketing authorizsation shallbe linked fo the reassessrrent of the conditions set
ont in pavagraph 1 after two years or within o shorler deadline specified by the compelent
quthordy from the date when the new therapentic indication was authorised or the
matketing authorisation was granted, and thereafter at 4 nsk-based freuency to be
determined bythe competent authorities of the W mber State and specified in the
matketing authorisation.

This reassesaraent shallbe conducted on the basis of an application by the marketing
authorization holder to maintain the authorised newr therapeutic mdieation or renew the
tarketing anthorisation under exceptional circurmstance s,
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Arficle 46
Valid ity and renewal of marketing authorisation

L. Without prejudice to paragraph 4, a marketing anthorization for a medicinal product shall
be walid for an unlirated period.

Braray of derogation from the first subparasraph, a national marketing authorisation
granted in acc ordance with &rticle 45(1) shall be valid for five sears and be subject to
renewal in accordance with paragraph 2.

Bryrwayof devogation from the first subpsragraph, a compete nt authortyof the hembey
State maydecide at the tirne of granting the national marketing authorisation, on
objectrvely and dulyjustified grounds relating to safety of the medicinal product, fo liveat
the walidity of the national marketing authorsation o fove ears.

2. The marketing authorization holder may sbrait an application for a rerewal of a national
matketing authonsation gravted ander paragraph 1, second or third subparagraph. Such
application shall be subrnitted at least nine morths before the national marketing

anthorsation ceases to be walid.

3. Cimee the application for a vere wal has been subraitted withan the tivee Hdt prosdded for in
paragraph 2, the national marketing authorisation shall rernair walid until the cormpetent
authorty of the Mlermber State adopts a decision.
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The competert anthorityof the Dlerber State ravyrenew the national marketing
anthorzation on the hasis of a re-evalnation of the benefit-nisk balanee. Onee renewred, the
matketing authonisation shall be walid for an unlimited period.

Arficle 47
Eefusal of 3 national marketing awthorieation

The national roarke ing authorization shall be refused if, after verification of the particulars
atd docurne ntations referred to in Article 6 and subject to the specific reguirerents lad
down in Lrticles @ to 14, the wiew is taken that:

(a)
(b

()

(d)

the he nefit-risk halanee i3 hot considered to be favonrahle ;

that the applicant has not properlyor sutficiently de monstrated the quality, safetyor
efficacy of the medicinal product;

its qualitative and cuantitative coraposition is not as declared,

the ervirontee ntal risk asssssrae nt is ineorple te or ineadficie ntl yeubstantia ted-desethe
epgbeard, or If the risks identified in the ersironrrental sk asse ssmaent have not
been sufficiently addressed by the applicantsirne idin g terough risk seitigation
measures wnless e applicant g duly juskfied and substanbated the reasons for
the incomplete or inmufficiently substanticted evvironmental risk assessment, and
the compelent authorities consider that the marketing authorisafion can be granted
sebjectlo Bhe conditions referred to in Article 42 (1) () bo conduct post-
authorizaion exnyironmenital visk assessment shudies or o implement rislh

mitigabon measures.
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fel  the labelling and package leaflet proposed by the applicant do not comply with
Chapter VIor they are not in accordance with ChepiesMHhe particulars Dsted in
the sumenary of product characke ristics.

2. The national roarke ing authorisation shall also be refused if anyparbe nlars or
docurnentations subrnitted in supgport of the application do not coroply with brticle &,
paragraphs 1 to 6, and Lrticles 9 fo 14

3. The applicant or the marke ting anthorisation holder shall be responsible for the accaracy of
the particulars and dosurmentations subitted.

SECTION 7
SPE CIFIC REQUIREME NT § F OR PAEDIATRIC MEDICINAL PRODUCT S

Arficle 48
Comp liance with the p aediatric imvestizgation plan

L. The competent authorityof the Dlerber State for which an application for marketing
anthorsation or variation of a marketing anthorisation is subraitted ander the provisions of
this Chapter or of the Chapter VIIL, shall werifiywhe ther it coraplies with the requirernents
laid diwr in Article &(5).
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2. Where the application is subtaitted in accordance with the proce dure set out in this
Chapter, Sections 3 and 4, the werification ofeompliance, meloding, as appropeiate,
requesting an opirdon of the Ageneyin accordance with paragraph 3, point (b, shall be
conducte d by the reference Ivleraber State

3. The Cormmittes for Idedicinal Praducts for Human Use, as referred fo in &rficle 148 of
[revised Begulaton (EC) Mo T262004] mary, v the followng cases, be reguested to give
its opirdon as to whether studies conducted by the applicant are in cormpliance with the
agreed paediatric iwwestigation plan as defined in Article 74 of [revised Regulation (EC)
Mo 7262004 :

fa)  brthe applicant, prior to subritting an application for & marke tivg anthorization or

for avariation of a marketing anthorisation,

by byrthe competent authority of the IWermber State, when validating an application fora
toarke ing authorization or for a vanation of a marketing authorsation that does not

already include such an opirdon.

4. In the caze of a vequest n accordance with paragraph 3, point (a), the applic ant shall not
subrrat its application unbl the Cornmittee for e dicinal Products for Hurman Use has
provvided its opirdor, and a coper the reof shall be anmexed to the application.
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Lleraber States shall take due account of an opivdon drawm up in accordance with
paragraph 3.

Wher the cornpe tent authority of the Dlerdber State, during the selentific assessment of a
wvalid application for a rarketing authorisation or a variation of a matketing anthorisation,
conclude s that the studie s are not in conformity with the amreed pae diatric irestigation
plan, the redicinal product shall notbe elizible for the rewards and incentives provaded for
in Article 26,

Arficle 49
Data deriving from a paediaivic invvestigation plan
Where a marke ing authorisation or a variation of a marketing anthorsation, is granted in
accordance with the provisions under this Chapter or of the prosvisions under Chapter WIIT:

fa)  the results of all-sbsdesd studies, conducted in cornpliance with an agreed paediatyic
irrestigation plan as referred to in Arhiele 6(5), point (a), shallbe incloded in the
sutrnaty of product characteristios and, if appropeiate, in the package leaflet, or

by anyagreed walver as referred to in Article &(5), points (b) and (¢, shallbe recorded
in the srarnary of product characteristics and, i appropriate, in the package leaflet
of the rmedicinal product concerred.
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2. If the applivation coraplies with all the measures contained in the agreed comple ted
paediatic ieestization plan and if the sumnaryof prodact characteristics reflects the
remults of studies conducted in compliance with that azreed paediatic erestization plar,
the cornpete nt authorityof the Merber State shall melude within the marketing
authorization a staternent indicating compliance of the application with the agreed
cormpleted paediatric trvestization plan. The competent authoridy shall make the
cone lusions of the awessment regarding complance with the agreed completed
prediatric pweshigation plan publick available.

3. &n application for new therape ntic indications, incloding paediabric indications, e
phanmaceutical formes, new strengths and new routes of adrirdstration of roedic inal
products authorised in accordane e with the provisions under this Chapter or of the
provvisions under Chapter WIITand which are protected either by a supple mentary
protection certificate under [Regulation (EC) Mo 48902009 - OF please replace reference
by ne w instrument when adopte d], orbya patent which gqualifies for the granting of the
supple rmentaty protection certificate, maybe sdbrnitted under the procedure laid down in
Lricles 41 and 42,

4. The procedure referred o in paragraph 3 shallbe Lrated to the assessrnent of the specific
section of the suramary of product charac teristics to be varied.

a3a7i2a 210
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 211

LIFE.5 EN



Chapter I'V

Prescription status

Article J0
Prescrip tion stahw of medicinal prodw ts

L. Whet a rnarketing authorisation is granted, the corape tert authorities shall, by applving the
criteria laid down v Brficle 51, specifythe prescriphion status of the medicimal produet as:

f(a)  armedicinal product subject fo rmedical presenption; or
by  amedicinal product not subject to medical preseription.

2. The cormpetent authorities matwfix sub-cate gories for medicinal products that ave subject to
medical prescription. In that case, they shall speeifir the following prescription status:

fa)  medieinal products subject to medical prescription for rene wable or non-rernevrable
delivery,

by medieinal products subject to special e dical prescriphion;

) medieinal products on “restricted” medical prescriptior, reserved for use in cettain

specialized areas.
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Arficle 31
Medicinal products subject to medial prescription

L. & redicinal product shall be subject to redical prescription whete it:

(a)

(b

(c)

()
(el
i)

1z like Iy to present a danger either directly or ndivectly, even when used correctly; if

used without medical supervision,

1z frecuently and to a very wide extent used meorrectly, and asa result iz hkelyto
present a divect or indirect danger to hornan health,

containg substances or preparations thereof, the actmvity or adverse reactions of which
recquire further ivvestization,

1z norrnally prescribed byra doctor to be adrirdstere d parenterallsy,

1= an antirnicrobial; or

@) persistent, Moaccumulatve and boode, or
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(@) ven pergistent andvery hioaccumulabve, or
(@) persistent, mobile and toxdc, or
(a)  veny perastent andvery mobile,

and for which medical prescription as nisk minimisation measure with regard to the

enpiromment is reguived, unless other circumeslances of use justfp otherwise,

2. Lileraber States matset the following additional conditions on the prescription of
antirnicrobials eehietthasealidi ' ipt e itis

rali-ti by ot yearipog! g =k akalmh iR~ RoTe FE] bva Ci1ET

peoaaaipien OF qo il e substances referred to in paragraph I, point

@ Emifing the guanbfes prescribed bo the amount reguired for the reahnent or

terapy concemed, or
(B regtrichag the validdy of medical prescription, or

() submiling certain anmicrobial medicinal products to special medical preseription

or reskricled preseriplion.
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Where Iletaber States provide for the sub-category of e dicinal peoduc ts subject to
special redical prescription, they shall take account of the following factors:

fa)  the medicinal product cottaits, in s hon-exe rapt quantity, a substance classified as a
narcotic or a peythotropic substance within the roeaning of the inte rmational

cotrrentinhs;

by the medicinal prodact is likely, if ineorrectly used, to press it a substantial risk of
redicinal abmze, to lead to addiction or be rdsused for illegal prposes; o

fe)  the medicinal product cortains a substance that, by reason of its novelfy or
properties, could be considere d as belonging to the group set out in point faxb) as a

precantiona Ty measure .

Where Ileraber States provide for the sub-category of e dicinal peoduc ts subject to
testricted prescription, they shall take accourt of the following factors:

fa)  the medicinal product, becanse of its pharrnacentical characteristics or nowvelty or in
the interests of public health, is reserved for treatrents that can onlybe followed ina
hiospital ervviroranent,
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(b the medicinal product iz nsed in the treatrment of conditions that st be diagnoszed in
a hospital ervdrontent or in institotions with adecuate diaznostic facilities, although
adrrdristration and follow-up maybe carred out elsewhers;

) the medicinal prodact is indended for outpatients but its wse may produce very serions
averse reactions requiring a prescription drawn up as requived by a specialist and
special supervision theoughout the treatrnent.

) & corpete nt authoritymay waree application of theparagraphs 1, 3 and 4 having regard
to:
fa)  the maxiranr single dose, the masimurn daily dose, the strength, the phanmaceutical
forrn, certain types of packaging; or
(b except for medicinagl products referred to in paragraph I, Ietler (0], other
circmrnstances of use that it has specified.
Sa. A competent authorily may waive application of paragraphs 1, 3 and 4 for medicinal
products referred bo in paragraph T, levber (2), ondp for topical use.
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a. If a corpe tent anthority does not desighate redicinal products into sub-categories referred
toin Arhicle 5002, it shall nevertheless take into account the criteria laid down in
paragraphs 3 and 4 in deterrrdning whe ther any medicinal product shallbe classified as a
medicinal product subiject to wedical prescription.

Arficle 52
Mediinal prodw is not svhject to medical prescription

A redicinal predustenedprodict shall ot be subject to medical preseription shall bethossthat de
if e medicinal product does ot meet the criteria laid dowr in Article 51, paregraphs 1 3 and 4

or if Article 51, paragraph 5 or Sq, is applicable.
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Arficle 4
Amendment of preseription status

When new facts are brought to their atte nfion, the corapetent authonties shall exarmine and, as
appeopriate, amend the prescription status of a medicinal prodoct by applying the criteria listed in
Lrticle 51.

In case of @ potenbal or achial shortage of @ medicingl product that puls pakiends 'needs or public
health at rist, o competent authonly may wporarily amend He prescripfion status of a
medicingl product from not subject to prescriphon Yo subject to prescription or from general
prescrphon o restricked prescripfon. The amendment shall be withdrawn as soon as the
shortage or risk of shortage ceages.

Arficle 33
Data protection of evidens e for the ¢ hange of p resc rip tion. status

Where a change of prescription statas of a medicinal product has beer autho rsed on the basis of
glgrificant nor-clinical fests or clinical studies, the corgpetent authority shall not refer to the results
of those tests or stodies when exarairang an application by another applicant for or rarketing
anthorisation holder for a charnge of prescription status of the satne substance for one sear afler the
nitial change was anthorised.
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Chapter V

{Obligations and liability of the m arketing authorisation holder

Arficle Ji
General oh ligations

L. The marketing authorisation holder shall be responsible for the waking available on the
market of the medicinal peoduct covered biythe marketing authorization it has been
granted. The designation of'a rarke ting anthorisation holder representative shall not
teliewe the marke ting authorisation holder of its legal re sponsihility.

2. The marketing authorisation holder of a tnedicinal peoduct placed on the market ina
Dlermber State shall notifythe cormpetent authontsy of the Ilernber 5tate coneerned of the
date of actual placing on the rmarket of the medicina product in that Meraber State, taking

into accont the warious peese ntations authorized.

aa. Hhere q markebng aquthorisation i wilhdrawn, for the medicingl products thal were
previously placed on the market under that marbefing authorization all relevant
obligeh ons and post-wmarketing provisions of this Directve and of frevised Fe gilabion
F2g 200 ECT shall continue to appl for an appropriale period. The period shall be
approved by W competent authorily prior to withdrawal of the marleting authorisakon.
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3. The marketing authorization holder of a tnedicinal peoduct placed on the market ina
Dlermber State shall, within the Lrits of its responsibility, ensure appropeiate and continued
supplies of that redicinal product to wholesale distribortors, pharmacies or persons
anthorsed to supply medicinal peoducts so that the needs of patients in the Tveraber State

in uestion are covered.

The arrangernents for implere nting the fivst subparagraph shomld, morecer, be justfied
on grounds of public health protection and be proportionate in relation to the cbjectmre of
such protection, i corapliance with the Treaty rules, parficulady those concerming the free
roverne it of goods and competiion.

4. The marketing authorization holder shall, at all stages of manufactnring and distribution
ensure that the starting rmate rials and meredients of the e dicinal products and the
tnedicinal products thernselves corgly with the requirerments of this Directive and, where
televant, the [revised Begulation (FC) Mo T262004] and other Union lawr and shall verify

that such requirernents are met.

o For integral corabination of a medicinal product with a e dical device and for
cornbinations of a medicinal product with a product other than a medical device, the
tnarketing anthorisation holder shall be responsible for the whole product i terrns of
corpliance of the redicinal product with the ®guiretnents of this Directive and the
[revizsed Fegulation (EC) Mo 7262004
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The marketing authorization holder shall be establishe d i the Urion.

Where the marketing authorisatinn holder considers or has reason to believe that the
tnedicinal product it has made available on the rmarket is not in conforraity with the
marketing authorisation or fhis Directrve and the [revised Begulation (EC) Mo T2652004] it
shall irnnediate Iy take the nece ssaryeorective actions o bring that rmedicinal poduet nto
cordorrmty, o withdraw it or recall i, as appeopriate. The marketing authorisation holder
shall irnrnediate Iy inforn the corapetent authorities and the distribotors concerrned to that
effect.

Upon recuest, the marketing authorisation holder shall provide the corgpetent authorities
with free sarnples v sufficient quardities to enable controls to be made on the rwedicinal
products that it has placed on the market.

Upon recpuest the marketing authorisation holder shall provide the corape tent authority
with all data relating to the volurme of sales of the medicinal product, and anvyrdata in its
possession relating to the volume of pre s riptions.
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Article 5oz
Specific reguirements m making available and supplying
af @ wee dicinel prodect in q Mewmber Shate

1 Hath q view to facilitokng access bo @ medicingl product covered by avelid marketing
auithorisation within the territony of a Member Shate mubject to re qulatory profection
purspant to Arkele 80 or, if applieable, e market exceluswihy i accordance with
Arkicle 72 of frevised Regulation 726°2004) @ Member Shate waey regueest the markefing
authorisation holder of that medicinal product to place i on the maliet of Hat Member
Shate and supply i so that the needs of patients in the Member Shate in queshon are
covered ag specified by that Member Sate.

2 For the purposes of paragraph 1, a Member Skate may regquire the marleling

authorisation holder to carsy out, one or more of the following:

@) submitevalid pricing and reimbursement applicalion, in qecordance with national
aw,;

(B fulfil specific reguirements for marketing @ithorisation holdess in procurement

procedures, in accordance with nekonal and Dkion law,
(¢} esablish q roll-ouwt plan, as referved bo in paragraph 3.

The arrangements to inplement the regquirements referred to in this paragraph shall be

proporiionate o the oBjective pursued and in compliance with Thion lew.
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3 The roll-out plan shall ine bide informalon ebout the supply of the medicingl product by
the marlebng quthorisahon holder over @ gven period in the Member Sake concerned
The roll-out plan shall be prepared By the marke bn g authonsation holder and be agreed
by the Member State concemed. The Member State may when jusEfed require the
marleling quthorisaion holder bo vpdale the roll-out plan.

o Hhen o Member Sate applies paragraph 1, # shall conumunicake it to the marketing
quthorisation holdey, together with the modalifies referved to in paragraph 2, within one
year from the marlieting quithorisation for that wedicinal product The communicaio
under this paragraph shall contain explicit reference to this Arbicle.

Hhen appling this Article, the Member Rale and the marleing authoriaation holder
shell cooperate in good faith and wunderlalie best efforks bo engure, within the Imiks of
their responaibility, the availafbilly and supply of the wedicingl product concerned,

A Hihere within 3 pears after o Member Shate submited ils request puraiant i
peragraph 2 the marbeting authorisalon holder has not, within e limils of its
respongbilifies, made the medicingl product av ailable and has notsupplied it
cordinuously within that period so that Fe needs of patiends in the reguesting Member
Shate i gueson are covered, Yhe market prokeclion for that medicinal product in
gecordance with Arficle 8002, and, if applicable, the prolongakion of e markel
exclisiily in aocordance with Arcle 72(2) of [revised Fegulafion 72672004 shall not
apply within that Member Shate. In those cases, Ardicle 18805 shall apply.
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Sa. The Member State shall make the information seferred to in paragraph 5 publicly
arailable withowt undee delay. For medicinal producks authonsed in qecordance with
frevised Regulation (EC) Ap 72520041 the Mewmber State shall also notify the Agencp.

a By wap of derogation from Article §0(1), @ marketing quthorisakon application may be
validated and awessed by the naional conpetent quiorities or the Agency steyears
after e shart of the data profkechon period of the reference medicinal product where e
medicingl product is @ generic or Rosinilay medicinal productio a reference medicinagl
product and where @ Member Sate has made publick available informaion with regard
to that reference medicingl product in qecordance with paragraph Sa. The marketing
guthorisahionvelidated and asessed in qecordance with this paragraph shall not be

granted prior to e expiry of the re qulatory data protection period,

z This Article shall not affect the application of national le gislafion and procedures,
tneluding pricing and reimbursement, public procurement and avy offer procedures,
giming et making available and suppling the medicinal product concerne d within theiy
tersidory at anp time following e markeling quthorisakon

This Article shall also not affect the right of markeing authorisation holders to make
arailable and supply the medicinal product concermed in @ Member Sale by carmping ouwd

the relevant procedures pursuant o national law, regardless of whether a requestin
aecordance with paragraph I has been made by that Member Shate.
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Member Shales represendafives may reguest e Commission to discuss isues related b
the prachical application of this Arbicle in the Commithee establizshed by Couneil
Decigion 75320EECY (Pharmacentical Committee '), The Commission may invite
bodies responsible for health technology assessment as referred do in Regulation

(B 202142282 or nakonel bodies responsible for pricing and rebmbursement, as
reguired, to participate i the deliberabions of Yie Pharmacenkc el Commidiee.

The Pharmacewtical Conmibtlee may exchange views on nabonal measures envisaged in
the event when the obligations wuder this Article are notmet

Markeling quthorisation holders shall comply with e obligations set outin this Article,
except for exveptional and unforeseeable circumstances, ncluding those relaked to
dizruphons of supply, or duly jushfied cirewmstanc es fully oulside the marketing
authorisation holder's control the conseguences of which conld not have been avoided
even if ol best and reasonable measures had been faken. In much a case e marketing
authorisahion holde r shal provide an explanabon of the case and circumstances and

jushfy the reasons for non-compliance.

I 7 Council Decision of 20 0ap 1975 sething up a pharmacewtical commiliee
(O L 147 281975 p. 23).
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Arficle 37
Resporsdility to report on public finan ial support

L. The marketing authorization holder shall declare to the palblic ansy divect finaneial support
recelved frora any public authorityrey publiclyfunded body; plelanthropic or ganisation,
or nokfor-prafit or ganisation or fund, in relation fo ary activities for the research and
dewelopenent of the medicinal product covered by a national or a centralised marketing
authorsation, itvespective of the legal entitythat received that suppor.

2 Within 30 daye after the marketing anthorisation is granted the marketing authonzation
holder shall:

fa)  draw upan electronic report listing:
(i the araount of financial support rece ved and the date thereof,

(i) the pebdie-suthes
support referred to in point (1)

dentidy that peovided the financial

(i) the legal entitythat received the support referred fo in point (1)

(bl ensure that the electronic report is accurate and that it has been audited by an

independent external anditor;
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{e)  rake the electrorde report accessible to the padlic wia a dedicated webpage;

(d)  coramunicate the electronic link to such webpace to the compete nt authorityof the
IErober State or, where appropedate, to the Sgenew

For the medicinal products anthorsed wnder this Divec tive, the competent authority of the
Dilermber State shall coramurdeate inoa time by manner the electonic Iink o the Azency.

The marketing authorisation holder shall keep the electronde lind up to date and, as
hiecessaty, update the report arrmally.

The Ileraber State s shall take appropriate reaswes fo ensure that paragraphe 1, 2 and 4 are
coraplied with bythe marketing authorisation holder established in their country

The Cornission ssesghall adopt iraple menting acts to law down the principles and forrat

for the inforrmation to be reported parsuant to paragraph 2, By [18 months from the date of
erdny indo force of ¥his Dérectve | Those iraplerne nting acts shall be adopted in accordance
with the exarination procedure referred to in Article J14{2).
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Arficle 35
Traceahility of substances used in the manufac ture of medic inal producits

L. The marketing authorization holder shall| when necessary ensure the traceabilityof an
active substance, starting material, excipient or anyother substance intended or expected to
be present it a medicinad product at all stages of marnfacting and distibotion.

2. The mwarketing authorsation holder shall be able to identify ansy natural or legal person
from whom the vhave been supplied with an active substance, starting matenial, excipient
ot aty other substance intended or expected o be present in a medicinal product.

3. The marketing authorisation holder and its suppliers of an active substance, stating
materdal, excipient or any other substance used in the rmarafachuing of a medicinal product
shall have in place systems and procedures that allow for the mformation referred to in
paragraph d to be wade svailable, upon reguest, to the competent anthorities.

4 The marketing authorisation holder and its supplie s shall have in place systerms and
procedures o idextify the other natural or legal persons to whom products referred to in
paragraph 2 have been supplied. Thas information shall, upon recuest, be made availsble to

the corpete nt authorities.
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Arficle 59
Plac ing on the market of produ s with paed iairic indications

Where raedicinal products ave authorizsed for a paediatiic indication following completion of an
agreed paediatric e stigation plan and those rmedicinal products have alreadybeen matheted with
other therapeutic indications, the rarketing authorisation holder shall within too years of the date
ot which the paediatric mdication 1z anthorised, place the medicinal peoduct on the market taking
nto account the paediatric indication in all Ileraber States where the redicinal product is alve ady
placed on the market.

& register, coordinated by the Agency, and rmade pub lic by aveaildble, shall mention these deadlines.

a3a7i2a 228
ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1
LIFE.5

229
EN



Arficle &
Dicontinuation of the placing on the market of pacd fatric products

If a medicinal product iz authorised for a paediatie ndication and the marketing anthorisation
holder hasbenefited frorm rewards or incentres under Article 26 of this Directrve or Siticle 93 of
[revized Begulation (EC) Mo 72652004, and these periods of peote ction have expived, and if the
rnatketing anthorisation holder intends to discontinme placing the raedicinal product on the market,
the tnarketing anthorisation holdershall transfer the marketing anthorisation to o third party or
allowra thivd party, which has declared its indention to contizme to place the medicinal product 1z
guestion on the rmarket, to use the phatmaceutical, non-clinieal and elinieal docurmentation
contained in the file of the medicinal product on the basis of Article 14,

The raarketing authorsation holder shall inforr the corpetent anthorities of its inte nhion to
discontinue the placing on the market of the wedicinal product no less thay terelee rmonths before
the dizcontinmation. The competent authonties shall raake this fact publicly available.

Arficle GI
Liahility of the marketing authorisation holder

The ratketing authorsation shall not aftect the covil and eriminal bability of the marketing

anthonsation holder.
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Chapter VI

Product information and lahelling

Arficle G2
Summary of prodwet charvacteristic s
L. The swrarvaty of product charac teristics shall contain the pariculars listed in SAnmex V.
2. For raarketing authorisations under Sriicles Pt bo 1.2 and subse quent varations fo

such marketing authorizations, if one or more of the therapeutic indications, posologies,
phatmaceutical forms, wethods or routes of adwindstration or ary other way v which the
medicinal product mavybe used are still cove red by patent lawr or a supple rentary
protection certificate for e dicinal products at the tiree when the generie-ay, biosimnilaz,
hpbrid or biohpbrid medicinal product was marketed, the applicant for ase merkeling
authorisation or avariation of @ markefing anthorisation for a generic-es biosimilaz,

Rybrid or hiohybrd medicinal product may reguest ot to melude this information in their

marketing authonization, kowever all relevand safedy wmformaeton related to the safe uge of
the medicinal product shall be included.
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Arficle 3
General princ ip kes on paclage leaflet

& package leaflet shall be mandatorsy for medicinal products. The peckage leaflet shall be
made evailable by the marketing eulhorisakion holder @ Wee paclaging in paper formal
and electronically in accordance with the specificaions, standards and format specified
by the implementing act pursuand bo peragraph 4

The package leaflet shall be written and desizned in a clear and understandable way
enabling users to act appropriatel v, whe n nece ssarywith the help of he altheare
professionals.
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By derogation from paragraph I, Ivleraber States mavy decide that the package leaflet shall

ord be made svailable thmmcﬂymm Iy
the markeling authorisalon .‘w&ierfor speclﬁc oyl - g

iy cztegmies of medicinal products oy
JFor all medicinal pedustTtEproducts, following o consultation of paients, healthogre
professionals and other relevant stekeholders. & shell be engured that Hre nformalon in
digibal formatis eanly aecessible to all patisnts. Hhere the package leafletis onlymade
available electronically, the patient’s right to a peinted coper of the package leaflet
gl be guaranteed upon ®ouest and fiee of charge. The markebing authorisabion
holder shall be respongible for preparing the electronic leaflet and ensurin peasel-takheasld
besxeared that the sdbawebonedicHalele clronic and prinked versions of the package
leaflet are readily available to the patent. If a Member Stake decides that the package
Teaflet shall be only made available electronically, & shall not preclide the marketing
authorisation holder from providing the package leaflel in paper fonnat ie-sasily
aecespdbloto-allpatandein addition to the electronic version on avolundary basis.
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3b. The obligation to make availeble the package leqfletin paper format in e packaging in
@ Mewber Shate shall not constibute a reason for the marlieling authoriszion holder to
refuse o supply the medcingl product on the markel in Yhat Member Shake.

4. Byrderogation from paragraphs 1 and 2, where the mfbmmation regquired nnder &rficles 64
atd 73 iz divec lycorveved on the outer packaging or on the Gamediate packaging, a
packagze leaflet shall not be required.

f. The Corenission shall [y I8 months after the endny inlo force of the Direchye]
adopt rnplernenting acts in accordarce with the exarmination procedure referred to in
Hml:]ﬂ 214{2) [ ... R A PR ‘... -~ ‘:‘! SHH-EH A e A

(@ establish common standards and formats for the electronic version of the package
leafley the sumanany of product characteristics and the labeling, taking inlo
qecount available fechnologies;
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B

i)

(4

fe)

establish crizeria for the provision of information referved do in point (2) by the
murbeling authorisalon holder Brrough secure o gial platforms and digital
sewvices and for e provision, esteblishment, maegement and accestbilily of

sech digibal platforms and services.

set the necessary processes o validate the electronic version of the package le aflet
and make & available to pabients;

specifi informabion on the packaging on how b aecess the eleclronic version of the
prekage leafled,

specifl the details of implementing commonly recognised global antimicyobial
rematance spmbol as referred to in Arficle 89 (2), inthe sechon of the package
loaflet that containg specific informabion about the medicinal product concerned,
information on antimicrobial resislance and the Snportance of appropriak wse and

disposel of ertimicrobicls.

&2, The Agency shall male available q syslem o qecommod@e the electronic product
information after consubaon with Member States and the relovant stakeholders. The
spaterm shall be available ot e latest by [ Gmonths before transpombon of this
Directve]
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1. WkexalPTen aeceasing the package leafle t io-sado-amadlakda—s e ctionical ly, Sw-indiadaal
wabiapaimeape rron el data protection shallbe ensured. Sny technologyw grving access to
the informmation shall ensure tre profecion of personal date in accordance with
Fe mlation (EIT) 201 57679 and Directive 20024588 C and shall not alloar the
identification, profilieg or tracking of individuals, nor shall itbe used for cornme reial
parposes cluding for adve ttising or markeling achvikes

Arficle &4
Content of p ackage leaflet

L. The package leaflet shall be drawn up in accordance with the swamary of product
charac teristics, referred to in Article 62010 and shall inelude the particulars listed in
drmex VI

3. The package leaflet shall reflect the results of consultations with tarzet patient groups to
ensure that it is legible, clear and easy to use.
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Arficle &3
Contentof-Labelling pastowdarecf e ouler or inmediate packaging

L. The outer packaging of e dicival products or, where the e i3 no ouler packaging, the
irerne diate packaging, with the exception of the packasing refemred to in Lrticle 66,
paragraphs 2 and 3, shall inclode the ldbelling particulars listed in fnmex IV,

2. The Coreanission is exapowered to adopt delegated acts in ace ordance with &riicle 215 to:

fa)  arnend the list of labelling particulars set ontin Lomex IV inorder to take account of
solentific progress or patient needs;

by sapplerrent Brwex IV borseting out a veduced list of randatorylabelling partic ulars

that shiall appear on the outer packaging of sesei-teausas muli-county packagzes
that are also maulfi-lingual.

Arficle &6
Labh elling of h Bster pacls or small immed fate pac lnging

l. The particulars laid down in Snnex IV shall appear on ireoe diate packagings other than
those referred to in the parasraphs 2 and 3.
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The following pearticulars at least shall appear on intnediate packazings that take the forr
of blister packs and are placed in an onter packaging that corgplies with the requirerne nis
laid doowm in Arficles 65 and 73

fa)  the narae of the medicinal peoduct;

by the narae of the marketing anthorisation holder placing the product on the market;
o) the expiry date;

(d)  the batch number.

The following particnlars at least shall appear on staall irrnediate packaging units on
which the particulars laid down in Srficles 65 and 73 cannot be displayed, shell-ineladeat

fa)  the narne of the wedicinal product and, if nece ssary, the route of adwdristration,

by the method of administration, if not already evident from the name or from the
route of administralon of the wmedicinal product, s referred o in point (@),

fe)  the expirydate,
() the bateh munher;

{el  the cortents by weight, by wolume or by unit.
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Arficle &7
Safedy features

L. Liledicinal products subject to prescription shall bear the safety features referred to in
Srmex IV, unless the vy have been listed in accordance with the procedure referred to in

paragraph 2, second sbparagraph, point (b

Iledicinal products not subject to prescription shall not bear the safety featares referred to
in &nmez IV, unless, bywayof exception, they have been listed in accordance with the
procedure referred to in paragraph 4, second subparagraph, point (b)), or where the
marketing authorisafion holder chooses to do sovoluntarily.

2. The Coreanission shall adopt delegated acts in accordance with &rticle 215 to supple roent
&rmex IV by laying down detailed rules for the safetyfeabnes

Thoze delegated acts shall set out:

fa)  the characteristics and technical specifications of the wrdgue identifier of the safety
features referred to in Bwmex IV poind (o) that enables the anthenticity of medicinal
products o be verified and indbadual packs to be ide ntified;

by the lists containing the e dicinal products or product categories that, in the case of
medicinal products subject to prescription shall notbear the safety features, and in
the case of medicinal products not subject to prescription shall bear the safety
featares referred fo in Araex IV point (o),
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fe)  the procedures for the notification to the Cornission peovided forin peragraph 4
and a rapid systern for evaluating and deciding on such notification for the parpose

of applying point (hy;

(d)  the modalities for the verification of the safety features referred to in Annex IV poind
fo) Ty the rarmfac tarers, wholesale distibutors, pharrnacists and natoral or legal
persons anthorsed or entitled to supply medicinal products to the pablic and by the
corape fent authorities,

(e)  peovisions on the establishtrent, management and accessibilityof the re positones
gystern in which information on the satety features, enabling the verification of the
anthe nticity and identification of medicinal products, as provided for in Aywex IV
point (o), shall be contained.

The lists referred to in the second subparagraply, point (b)), shall be established conside ring
the rsk of falsification relating fo the medicinal products or categories of medicinal
products concermed. To this end, at least the following criteria shall be applied:

fa)  the price and sales wolume of the medicinal product;

(b the raraber and freguerey of previons cazes of falsified medicinal products being
teported withan the Urdon and in third counties and the evolution of the mraber and
frequenc v of such cages to date;
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fe) the specific chavacteristics of the e dicinal produc ts conee med;
{(dy  the severity of the conditions interded to be treated,
(e)  other potertial risks to pablic health,

The modalities referred to in the second sabparagraph, point (d), shall allow the
werification of the anthenticity of each supplied pack of the medicinal products bearing the
safe ty features referred fo in Axaex IV point (o) and deterrane the extent of such
werification. When establishing those modalities, the particular characteristics of the supply
chains mm Wleraber States, and the need to ensure that the impact of venfication measures
on partcular actors in the supply chains is proporionate, shall be taken into account.

For the prposes of the second subparagraph, point (), the costs of the repositories system
shallbe borme by the markefing authorisation holder or manufachring anthorsation
heddasa-aiiiolder of the roedicinal peadastaproduct bearing the safetyfeatires ag relevant.

3. Wher adopting delegated acts referred to in paragraph 2, the Corarrission shall take due
account of at least the following:

fa)  the protection of personal data as peovided for in Urndon law,

(b the legitimate inferests to protect inforraation of a cormrnerc ially cordidential nature;
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fe) the ownership and cordide ntiality of the data gererated by the use of the safety
features; and

() the cost-effectireness of the measures.

The competent anthorities of the Merber States shall notifiy the Cormmission of non-

prescription medicinal products that they judgze tobe at nisk of falatication and may inform

the Coramizsion of medicinal products that theyw deern not tobe at nsk of falafication in
accordance with the criteria set out in paragraph 2, sscond subparagraph, point (k).

Lleraber States may; for the parposes of reirmburse e nt or pharmacoedgilatice, extend the
scope of application of the anigue 1dentifier referred to in Armex IV poind (o) to any
medicinal product subject to prescription or subject to reirmborsernent.

Lileraber Satee-The compelent authorifies may, for the parpose s of reinbursement,

p}'[&ﬂ'flﬂl:m-'igﬂﬂlll:&, plﬁllnal:l:lepiderfdl:llugyljr T ot
bk 0 mnonitor any expected potential or ackual shortage of @ medicingl product, as

well @z o aegess the general supply situation o avold shortages, use the information

cortained in the repositores systew referred to paragraph 2, second subparagraph,
point (e).

Dlermber States rnasy for the parposes of patient safety, extend the scope of application of
the anti-tarmpering device referred to in Avwex IV to any redicinal product.
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Arficle &F
Lahelling and insiruction leaflet of radionwe Bdes and radiop harmac euticals

L. Inaddition o the mles laid dooan in this Chapter, the onter carton and the container of
medicinal products containing radioruclides shall be labelled in accordance with the
regulations for the safe traveport of radioac e raterials laid down byrthe International
Ltoraic Energy Begency Moreowver, the labelling shall coraply with the provisons set out

in paragraphs 2 and 3.

2 The label on the shielding shall include the particulars laid dowe in Brticle 65 Inaddition,
the label on the shielding shall explain in full, the codings used on the vial and ghall
indicate, where necessary, for a given tiree and date, the armount of radicactivity per dose
or pervial and the nuraber of capsules, or, for lgmds, the rraber of millilitres n the

containet.

3. I qcelibion to the reguirements of Article 84 the +ial shall be labelled with the following

irforrnation:

fa)  the nare or code of the medicival product, including the narae or cherical synbol
of the radionclide;

by the bateh iderdification and expiry date,
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fe)  the international sweabol for radioas thity,

() the name and address of the manufac tirer;
(e)  the amount of radicactrity as specified in paragraph 2.

The-corapeterd-suthorter markefing authorisaion holder shall ensure that a detailed
instruction leaflet is enclosed with the packaging of radiopharrnaceuticals, radicnaclide
gernerators, radiormelide kits or radiormchide precursors. The text of thas leaflat shall be
established in accordance with Aricle 4410, In addition, the leaflet shall include auy
precauntions to be taken by the nser and the patient during the preparation and
adrninistration of the medicinal product and special precantions for the disposal of the
packaging and its unnsed contents.

Arficle 69
Special information req uirements for antimicroh iak

The marketing authorization holder shall ensure availability of educational material to

healtheare professionals, ineluding through raedical sales representative s as re ferred to in

drticle 17510, poird (o), regarding the appropriate use of diagrnostic tools, festing or other

diagnostic approaches related to antiraerobial -resistant pathogens, that may ivdonn on the

use of the antireacrobial Ay oducaional material shall be compakble and in accordance

with the summary of product characke rishics.
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2. The marketing authorization holder shall include i the peskesinahecinning of He
prekage lpaflet of ardivaic robials a~desssssad section that contains e global
arimicrobial resistance gmbol specific informmation about the medicinal product

ermeaeeie-aaaratle 2 d 1nforration on antirnicrobial resistance and Bre nporhence
of the appeopriate use and disposal of anfirnic robials.

Hhere Wlember State s matrdecide that $he package leaflet is made available in the
electronic format ondy in qecordance with article a3 (3), He infornation referred toin
the previous subparagraph shall also be made available bo patients in paper formal
(Mawareness card”). The awareness card shall be swdepresented in @ dishinet and
trmediale b visible way.

In duly justified cases referved o in Article 75 Member Sates may decide o waive the
obligaiion to male available depae

sackepeeifie vales e b rnber SHadecaxdle awareness card in paper forrnat shelllee
imecludad in the packasing -efsandirdorcbial

3. The text of the ewasesesssesdinfonnalion in paragraph 2 shallbe aligned with Lnmex VI
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Arficle 7
Leghility

The package leaflet and labelling partionlars referred fo in this Chapter shallhe easily legible,
clearly cormprebe nsible and mdelible.

Arficle 71
Accesshility for persons with disab ilities

The name of the e dicinal product, followed by it strength, if appropriate, and pharmace wtical
Form, if appropriale, shall also be expressed 1n Braille format on the packaging. The marketing
anthorisation holder shall ensure that the packaze leaflet referred to i Arhicle 63 15 made available
free of charge npon reque st frora patients' orgardsations in formats appropeiate for persons with
dizghilities, including blind and partiallyesighted persons.

Arficle 72
Member States labelling req uirements

l. Notwithstanding Srficle 35678 Merrber States ravy requive the use of certain forrms of
labelling of the roediciral produst raking it possible to ascertain:

fa)  the price of the medicinal product;

(h  the reimbursement conditi ons-efeasiel-sesmitronsaiieatong,
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fe)  the legal status for supply to the patient, in accordanc e with Chapter IV,
(d)  authenticity and identification in accordance with Lrticle 475,

(e}  the iderdily of the medicingl product in qecondance with nalional reguirements,
ncluding for stabsheal reasons.

2. For medicinal produc ts for which a centralised rarketing anthorisation as refered fo in
&rticle 5 has been granted, Member States shall, when applying this Srticle,
ebeaesaconsider the detailed guidance referned to in Article 77

Article 73
Symbols and pitogram

The outer packaging or, where there is no outer paclaging, the immediat packaging, and the
package leaflet rmay include syrabols or pictograms designed to clanifiy certain inforrmation set out in
Lrticles A1), 45 ard d9=adbs and other irdormation cornpathble with the surrmary of produoct
characte stics that iz nsefiul for the patient, to the exchusion of anyelerment of a proraotional ratove .
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Arficle 74
Eeyuiremenis on lainguages

The particulars-Fee-tabketise listed in Articles 64 and 63, shall apgear in an official
language or official languages of the Ilerober State where the medicinal product is placed
ot the market, as specified, for the parposes of this Directive, by that Ierber State, ag
well as in the English Immguage in the eleckronic version of the package leaflet.

2 Paragraph 1 shall not presvent those particulars from-beigtndicated appe aring in several
languages, provided that the samwe particulars appear inall the langnages used.

3. The package leaflet must be clearly legible in an official language or official langnages of
the Merber State where the medicinal product is placed on the market, as specified, for
the parposes of this Direc tmee, by that Wember State.

Ja. The awareness card must be clearly legible in an official language or official languages
af the Member Shate where the medicingl product is placed on e markel, asspecified,
For the purposes for thiz Direckive by that Member Skate.
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4. Themsotspndard-aathostbasaoiftheJermber State mayeedas srant a fiull or partial exerapton
to the oblization that the labelling-ssd, the package leaflet and awareness cand mmstbe in

ah official language or official languazes of the Iernber State where the medicinal product
iz placed on the market, as specified, for the parposes of this Divectre, byrthat e mber
State. For the parpose of multi-language o malii-counby packazes Haat are also

mulilin g, Merber States may allow the use on the labelling and package leaflet of an
official languagze of the Union that is corarmonlyunde rstood i the MWeraber States where
the rulti-languaze or mali-countsy package Fuad is also malblingual i marketed.

Arficle 73
Menher Siates exennptions from requirements for labelling and package leaflet

The corapetent authorities of the Werber States may, subject fo measures the v consider necessary
to safeguard public health, grant an exernption to the obligation that the particulars reguired in
Laticles 64, 85 and Gb-ewd-bs should appear on the ldbeling and in the package leafletin the
following cases:

) where the medicinal product is not intended to be delivered directlsy fo the patient,

iy where there are problerns in respect of the svailability of the redicinal product
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where there ate space constraints due to the size of the packaging or of the package leaflet
ot in case of wedbbsaseknuli-lonouiage or muli-countsy packages or package leaflets,

in the context of a pablic health emergency,

to facilitate access to medicines in e mber States.

Arficle 76
Approval of the lab elling amnd package leaflet information

Ome ot rrore roc k-upe of the outer packaging and the irumediate packaging of a medicina
product, together with the package leaflet, shallbe subruitted to the cormpetent anthorties
fior anthorising raarketing when the marke ting authorisation is regue sted. The results of
assesstnetits cartied out in cooperation with target patient sroups shall alao be prosaded to
the cornpete nt authority:

The competent anthority shall refuse the marketing authorsation if the labelling or the
package leaflet do not coraply with the provdsions of this Chapter o if the v are not in
accordance with the particulars listed in the surarary of product characteristics.

&1 proposed changes to an aspect of the labelling or the package leaflet cove red by this
Chapter and not connected with the surnmaryof product charactenistics shall be subritted
to the competent authorities. If the corupe tent authorities have not opposed a proposed
change within 90 dase following the-iskaduston submisgion of the request, the applicant
tnay gt the change into effect.
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4. The fact that the corapetent authority does not refase a marketing authorisation parsuant to

paragraph 2 or a change fo the labelling or the package leaflet parsuant to paragraph 3 does
niot alter the general legal lisbility of the rarfac torer and the marketing authorisation
holder.

Article 77
Guidance on bbelling p artic ulars

In consultatior with the Idernber States and the parbies concermed, the Coneaission shall dravw
upand publish de tailed guidatce concerming in particular:

) the wording of certain special warnings for certain categories of medicinal products;
fea)  the wording o prudent use of andimicrobials;

iy the particular information needs relating to non-prescription medicinal products;

ey the legibility of partic ulars on the labelling and package leaflet;

() the raethods for the identification and authentication of e dirinal products;

(el the betadinformation for specific excipients tha teset feature on the labelling of medicinal
prl:ldul: LA e .‘ ‘... R ! i!.: P .‘.=... Sl s ,
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if) harraonised provisions for the irple rmentation of Srticle 72,
(g use of spmbols, pictograms and abbreviations.

Arficle 78
Placing on the marlket of lab elled med i inal prod u s

LEmber States may not prohibit or irgede the placing on the rarket of medicina] products within
their territory on grounds cormec ted with labe line or the package leaflet where these comply with
the reguirernents of this Chapter.

Article 79
Non-comp liance with the requirements for labelling and p ackage leaflet

Where the provisions of this Chapter are not cormplied with, and a notice served on the marketing
anthorisation holder concerned has remaired without effect, the corapetent authorities of the
NEmber States ray suspend the rmarketing antho risation, unbl the ldbelling and the package leaflet
of the roedicinal product in question have been made o coraply with the reguiteraents of this
Chapter.
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Chapter VII

Regulatory protection, unmet medical needs and rewards

for paediatric medicinal products

Arficle 810
Regulatory data and market p rotec ton

The data referred to in Anvex I originalyeabraitted with the view fo chtaining a
marketing anthorisation shall notbe referred to beranothe rapplicant for a subsecuent
matketing authorization duting eight years from the date when the marketing
cuthorisation for Huat medicingl product was grants dibw-pesed-detesratsmd 111 accordance
with Article Blo(2), except when one addibionalyear of date profechion &= granted in
gecordance with Ariicle 41 (1) of frevised Regulation (EC) No 72620041 “regualatory
data protection period™). For markeling cuthorisations that belong to e same global
markeling authorisefion in qccordance with Ariele 5(2) the period of dala protecion
shall start from the date when the inhial markebing authorisabion was grawted in the

Iinion.
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2. & redicinal product concermed by a stbsecue nt rarketing authorisafion referred to in
paragraph 1 shall notbe placed on the market for a perind of Ssesmassone pear after the

e xpiry of-he—sedeent re gulatory dats protec hon pescdssedemnd-tadn e oulatory market
profeciion period'). This period may be prolonged in qecordance with Article 21

3. Byrweay of devogation from paragraph 1, the marketing authorization holder concermed raay
grant the marke ting anthorisation applicant for another marketing anthorization a letter of
arcess o its data subrnitted under Anmex [ as referred to in Article 14,

4. Braay of derogation from the paragraphs 1 and 2, when a cormpulsory licence has been
granted bya relevant authority in the Union de-e-peirio-addsasa-atidia-bea
ernesaan=thaonirsuant to Regulation (EL) 20252645 on compulson Geensing for
crig@s management, or to nekionel compulsory licensing franeworks, e relevant data
atd market profection shallbe mepende d with regard to that pesdsdicongee insofar as the

corapmlzory licence requires, exd-duwasatiy the duration peesed-adond the territon of the
Mernber Shates for which the cormgnilsory lice nce- kas been granted

o The data protection period set out to in paragraph 1 shall also apply in Meraber States
where the medicinal product is not authorized o is no longer anthorised.
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Sa. MNatonal compelent authorities shall make on thely website available the list of medicinal
products they have granted a nafional muarleling cuthorisabon and are protected by
regulaton protection, mdicating e applicable prolongation i cecordance with Arficle
81 The Agency shall compile and publish o Ustof Ryperlinks to the websites veforred to
in this paragraph.

Arficle 81
Addibonal regulatory dete-pretestorinar Lol proteckion periods

2. — ..::: —an— ::.: 1 :. Jolenioiplinppelain) .: gind fogipimbemmnlimpeeflopdn el eloiingesfefcjejuojelubejugepi s Spimiealielsjupin) mg

regulaton marlet protection period referned to in Arbiele 30 paragraph +2 shall e

prolorged by 1.2 meondhs:

f(a)  Hesesdbe—vhere the marketing authorisstion keddesapplcant de monstrates Sed-the

il bl ey Jopsfspplupeeuteteinbin) ~ - T = i

whenthect e Bme of the inifel marketing authorisation seegraedsd crsdthin

medicinal product addresses an unmet medical need as referred bo in Arkcle 83, or
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(B for medicingl products containing @ new actve substance, where the marleting
authorisahion applicant demonstates that:

clinical trials supporting the inidial marke fng quihorsation applicelon use a

relovant and evidence hased comparator v accordance with the scientific
adiice provided by the Agency; and

(1)

marhe fng authoraction application has been first submitied bo the
competent authorly in the Union or has been submitted no later than 90
daps after the submission of the application for the first marketing
authorisagion outside the nion; or
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fc)  for medicingl products containing @ new active substance, where the marlheting

quthorisaion applicant demonstrates Hat:

@ the clinical tnals supporting the initial marlefing quthorisaion application
wae @ relevant and evidence-based comparalor in accordance with e
scientific adice provide d By the Agency; and

(@) elinieal trials evaliaing the efficacy of the medicinal product and wee d for
the markefing authorisaion were conducted in more than one Member Shate;

o¥

a3a7i2a 258
ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1
LIFE.5

257
EN



(i)

For medicingl produck containing a new achive substance, where the marketing
quthorisafion applicant jusifies that a elinical ial referred o In (D)3 and ())&

not possible or eppropricte and demonstrates that:

(3 clinical frials evaluaing the efficacy of the medicinegl product and wee d for
the markelfing authorisaion were conducted in more than one Member Shate,

and

@ e marketing cuthorisation applcaon has been flrst submitied to the
competent quthonly in the Union or has been subritted no later than 90
daps after the submizssion of the application for the first marketing
authorisation outside the Dhion.

In the case of a conditional rarketing authorizsation granted in accordanee with Article 19
of [revized Regulation (EC) Mo T26/2004] the prolongation referred to in the first

subparagraph, point e}, shall only apply ifrwitkin o masof te-maningofis

- within four years of the granting of the conditional marleting authorisalon the
medicinagl product has been granted a marke g cuthorisehon in accordance with
Article I907) of frevised Regulation (EC) Mo 729°200d, and,

- inthe caw of medicinal products referred bo in Article 83, paragraph 1(B), the
studies referred o in Arbele TN of frevised Re gulation (EC) No 72620047

molude climiorl tials Beat use, where possible and appropricle, a relevant and

evidence-based comparator,
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2.

The re culatory wmarket profection period shall be exdended by an addiionalyear if
during e regulatony dota prokeclon period referred to in Aricle 80 paragraph 1, the
marleling quthorisaion holder obbming an audhorisalon for one or more Rew
therapeutic indications which, during the sclentific evaliation prior to thely
quthorisahion and baged on supporting data submitled by the morketing authorsalion
holder, are held bo bring @ significand clinical benefil in comperison with exising
therapies. This exdension may only be granted once.

2b. The cumulative durafon of the requlatory market protection for @ wedicinal product
shell not exceed two years from the dake when the regulatony data protection expires,
except when one addiBonal pear of e regulatony market profeclon is grankd in
gecordance with pareggraph 2a.

3. The &gency shall set the scientific guideline s re ferred to n paragraph J=pedsdbak on
critevia for proposing a corparator for a clinieal trial, taking into account the resalts of the
corsltation of the Cormmmission and the authorities or bodies ivoled in the mec hanisin of
corsmltation referred to in Article 162 of [revised Begulation (EC) Mo 7262004
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Arficle 53
Medicinal products addressing an unmet medical need

L. & redicinal product shall be conside red as addrezsing an nrrnet wedical need if at least
one of its therapeutic indications elates to a life threatering or severe by deb ilitating disease
atd either af the following conditinns are met:

fa)  there is no medicinal product authorized n the Undon for sach disease—esmmdese

by the use of the medicinal product for suelh @ disease results in eseearassfolredaeton
echipaamesnersidiresnsataliefnatheciinically relevant pebesd
popalatior-mproverent in efficaoy, or i safel with at least comparable efficacy,
in comparizon with exdsing medicinagl products or other methods of diagnoss,

prevention or breatment aulhorised in e Union

2 Desiznated orphan medicinal products re ferred to in &rticle 67 of [revised Regulation (EC)
No T262004] shallbe considered as addressing an wronet medical need.

3. Where=The Lgenc yedeptaehall adopt seientific guidelines Sato support the application of
this Article. To thiz end, it shall consult the Comunission and the authorities or hodies and
the stakeholders referred fo in Brticle 162 of [revised Regulation (EC) Mo T2852004].
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Arficle 54
Data protection for rep urp osed medicinal products

L. & regulatory data protection period of four years shall be sranted for a rmedicinal peoduct
with respect to a new therape utic indication not previously anthoris=d in the Undon for e
aetiye substance (8], provided that:

fa)  adecuate-ses-etsdeed-es clindcal studies ard, where relevant non-clnical
shudiesdests were carried out in relation to the therapeutic mdication dernonstrating
that it iz of significant clirdeal benefit, and

by the medicinal prodact is authonsed in accordanee with Srticles @ to 12 and has not
presiously be nefitted from data protection, or 25 years have passed since the granfing
of the irdtial marketing anthorisation of the redicinal product concerned.

2. The data protection period referred to in parasraph 1 mmayordybe granted once for any
given medicinal product.
3. Draring the data protection period referred to in paragraph 1, the marketing anthorisation

shall indicate that the redicinal product is an existing medicina product authorsed in the
Union that hasbeen authorised with an additional the rapeutic indication.
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Arficle 53
Exemp tion to the proter tion of intellectual p rop erty rights

The prokecion provided by yatent rights, or supplermentary protec ion certificates asdasthe

et obtaining a marketing authorisation of medicinal products, i parfeular of genenc,
bioslar, hybnd or bio-heprd mwedicinal products and for subseguent wariations,

fecad  conducting health technolog vassessment as defined in Regulation (EIT) 20212252,
febai) obbgining pricing and reitaburssrments approval;

frzc:) compling with subseguent praceal requirements associated with aebyifies referved bo
in poinks (@)-(zh)

fed)  submitheg an apploaficn on procurement tendess, in coenplianee with Union and
nafonal law, to e exdend Bt il does not endail e sale or affering for sale or
markefing of the medicingl product concerned during the provechon perod provided by
ptent righls or supplementary protechion certificate.
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The activities conducted exclusively for the parposes setout 1n Jedd-tadthe firgt
subparagrapk, maveover, where relevand the subrussion of the application for a
matketing authorization and the offer, manufacture, sale, supply, storage, irport, uss and
prarchase of peterdad-rnedicinal products or process: s, including by thind party supplie rs
and service providers.

2 Dyecisions adopted conceming the achvities referved bo in paragraph 1 shall not be
considered s infringing intellectual properly rights, within the meaning of Hat
paragraph. The inkelechial properly vights of the reference medicinel product shall not
represent @ valid groundto refuse, revoke or suspend decisions adopted pussuant o
peragraph 1

3 Tlae The exceplion provided for in this Arficle shall not cover the placing on the market of
the rae dicinal products resulting frorn such activities.
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Arficle 56
Eewards for paediatric medicinal products

Where an application for marketing anthorisation, ineludes the results of all studies
conducted in corpliance with an agreed paediatric irestigation plan, the holder of the
patent or sypglere ntary protection cerificate shall be entitled o a six-ronth extension of
the period referred to in Arhicle 13, paragraphs 1 and 2 of [Reznlation (EC) Mo 46202009 -
OF pleass replace reference by new instorent when adopted].

The first subparasraph shall also apply where cormple ion of the agreed e diatric
lrvestigation plan fails to lead to the authorisation of a peediatie indication, bt the results
of the stodies conducted are reflected in the surarnary of product characte istics and, if
appropriate, in the packaze leaflet of the medicinal product coneemed.

The irelusion in a rarke ting authorization of the staternent referred to in Article 49(2) of
this Dhirectrve or in Article P0(2) of [revised Regulation (EC) Ho T26/2004] shall be nsed

fior the parposes of applying parasraph 1.

Where the procedures laid down in Chapter ITL Sections 3 and 4, have been uzed, the sme-
rnonth ez tension of the period referred to in paragraph | shallbe granted ondy if the
product is authorised i all Meraber States.
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In the caze of an application for vew therape utic indications, ma-l-uéu%wkmh 2 ads to the

authorisation of a new }:ﬂen:hamc Ekica

kel oo chion for @ medicingl peeduseprodiet
which axeds pmtected e1therh§,ra supplem ntaryprotection ce rificate nnder [Regulation
(EC) Mo 46972009 - OF please replace reference byne winstrurnent when adopted], orbya
patert which quall.ﬁes for the gm.ntmg of the supplementarj,rpmtec tiom cerhfica te-rekded

pos, paragraphs 1, 2 and 3 shall not

apply if the applicant applies for, and obtains, a one-wear extension of the period of
seesdvebine o Lot profec fion for the medicinal product concerned, on the grounds that thas
hiew paediatric indication brings a significant clinical bete fit in corparizon with e xisting
therapies, in accordance with Ariicle SHfeeteubyseamaphpoid Ll 81 (2.
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Chapter VIIIT

Post-marketing authorisation measures

Article 57
Imposed post-authoriation studies

L. Lfter the granting of a marke ting authorisation, the cormpe tent authority of the Ilerder
State may impose an obligation on the marketing anthorsation holde::

f{a)  to conduct a post-authorization safety study if there are concerns about the risks of an
authorized medicinal product. If the sarae concerns applyto motre than one medic inal
product, the compete nt authorityof the Ileraber State shall, following consiltation
with the Pharraae ovigilance Risk Assessrent Comrrdttes, encourage the marketing
anthorization holders concermed to conduct a joint post-authorisation safety stody,

by to conduct a post-authorisation efficae v study whe n the ande rstanding of the diseass
ot the clinical rethodology mdicate that presdous efficacy evaluations right have to
ke revised significantly. The obligation to conduct the post-authonisation efficacy
studsy shall be based on the delegated acts adopted pursuant to Srticle 55 while
taking into account the scientific guidance referred to in Article 123
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(ha) b conduct any other post-authorisafion shedies to improve He safe and effecte
use of the medicinal produch incliding treabnent oplinisation based on clnical

ERPErie e

) o conduct a post-authorisation errironenental risk assessment study, collec tion of
ronitoring data or information on use, if there ate concems about the risks to the
errirontnent or public health, meluding antivaierobial resistance, due to an authorised
medicinal product, or welatedothe r medicinal products containing the same active
aihstatice,

If the sarne concemms apply to more than one medicinal product, and post-
authorisaiion studies are considered necessany, the corupe tent anthority of Ilerabe
State shall, following consultation with the &geney, encourage the marketing
anthorisation holders concerted to conduct a joint post-anthorisation eredro nroental

risk asse ssrne nt shody

The imposition of such an oblization shall be duly justified, notified in writing, and shall
include the objectrres and time fraree for subrission and conduet of the study.

2 The competent anthorityof the Mereber State shall provdde the marke ting authornsation
holder with an opportunity to present writter obse reations in response to the rnposiion of
the obligation within a fitee liredt which it shall specify, if the marketing authorsation
holder so recquests within 30 daye of receipt of the witten notification of the obligation.
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O the basiz of the written obeervations subraitted byrthe marketing authorization holder,
the corpete nt authorityrof the Ivlernber State shall withdraw or confirm the obligation.
Whete the corapetent authorityof the Merber State confivins the oblization, the marketing
anthorisation shall be varied to include the oblization as a condition of the marke ting
authorization and, where appropriate, the nsk rmanage et svetern shall be updated
accordingly.

Arficle 88
Delegated acts on post-authorisation efficacy studies

Inorder to deterrare the situations in which post-authorisation e fiicacy studie s maybe
teuired under Srticles 44 and 27, the Corarrdssion may adopt, byrreans of delegated acts
inaccordance with Arficle 215, measures supplernenting the provisions in Ariicles 44
and &7.

When adopting such delegated acts, the Coruenission shall act in accordance with the
provisions of this Divective.
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Arficle 59
Recording of cond itions related to marketing authorkations

L. The marketing authorization holder shall incorporate aty safetyor e ffcacy conditions
referred to in Articles 44 paregraph I, points (@) to (o) and point (1), Arcle 45 and
Article 87 paragraph I, poinks (@), (b) and (ba)& in the rigk roanagerns nt systen.

Ardicls 30
Update of marketing authorisation related to
gcientific and technological-pregeess dove lopments

L. L&fter a marketing authorization hasheen granted in accordance with Chapter IT1, the
matketing authorisation holder shall in respect of the methods of marufacture and control
stated in the application for that marke ting authorisation, take account of scientific and
technical progress and mbroduce anychanges that maybe required to enable the medicinal
product to be marmfactured and controlled by ragans of generally accepted scientific
methods.

Those changes shall be subject to the approval of the corapetent authority of the Member

State concered.
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2. The marketing authorization holder shall withont wdue delay peoride the competent
authority of the Ierber State with ary new information that raght entail the arnendrae nt
of the partieulars or docurne ntations referred to in Brticles 6, P io 13, 62, 41(5), Arvex I or

Srmex I

In particular, the marketing authorization holder shall without undue delay inform the
corapetent authority of the Wember State of any prolabition or restriction aposed o the
marketing anthorisation holder or any entity in contrac tual relationship with the marketing
anthorsation holder by the corapetent authorities of ansreountry it which the medicinal
product is marketed and of anyother new informmation that raght irdluence the evaluation
of the bene fits and risks of the medicinal product coneetmed. The indornmation shall include
bioth positive and negative results of clindcal trials or other stadie s in all the rapentic
indications and populations, whether or not included m the rarketing authorisation, as well
as data on the use of the medicinal product where such use is outside the terms of the
tnarketing authorisation.

3. The marketing authorization holder shall ensure that the terrns of the rarketing
authorization meluding the surenary of product characteristics, the labelling and packagze
leaflet are kept up to date with current scientific knowledge, including the conclusions of
the assesament and recornrnendations rnade publiclyavailable by means of the Enropean
medicines web-portal set up in accordance with Article 104 of [revised Fegulation

(EC Mo T2612004] .
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The cormpeternt anthorityof the Dlereber State raawat ansytie reguest the marketing
authorization holder to submit data dernonstrating that the be refit-risk balance rermains
frvourdhle . The marketing authorisation holder shall ansaer fully and within the fivee hiredt
set, any such reguest. The marketing authorisation holder shall also respond fllsy and
within the tirae livait set to any request of a corope te nt antho vty e garding the

ireple mentation of any measures previouslyimposed, ineloding risk mirdrasation

IMEASITES.

The cormpetert anthorityof the Dlerber State ravatanytive ask the marketing
authorization holder to submit a coprrof the pharrnacovigilance systern master file. The
matketing authonsation holder shall subredt that coperat the latest seseen davye after
receipt of the recuest.

The marketing authorisation holder shall aleo respond filly and within the titne liwdt set to
arey recuest of a corape et authority vegarding the mplernentation of any measures
previously irnposed with regard to nisks 1o the erndrorenent or public health, e luding

antimicrobial resistance .
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Arficle 21
Update of risk management p ks

L. The marketing authorisation holder of a tnedicina] product veferred to in Articles @ and 11,
who did not subrid q risk mancgement plan in cecordance wikh Article 27 shall subrnit to
the corapete nt authorities of the Ilanber States concerned a risk rmanagerne nt plan and a
surnrriary thereof, where the marketing anthorisation for the reference medicinal product iz
withdrawn bt the tnarke ting authorisation for the e dicinal product referred 1o in
Brficles P and 11 is maintained.

The risk managernent plan and the surenary thereof shall be subruitted to the corpetent
authorties of the MWEmber States concerned within 60 daws of the withdrawal of the
marketing authorisation for the reference medicinal product by roeans of a variation.

2 The competent anthorityof the Merber State tnaw impose an oblizgation ot a marke ting
authorization holder for a medicinal product referred to Srticles 9 and 11 to subrnita nisk
tnanagement plan and sararoary thereof where

fa)  additional risk ranirisation measares have been itnposed concerving the refere nee

redicinal produet;, or

by itisjustified on pharmacorazilance grounds.
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3. In the caze referred fo in pessssapboraracraphs I and 2, point (a), the risk marvagerne nt
plan shall be alighied with the xsk manageent plan for the reference medicinal peoduct.

4. The imposition of the cblization referred to in paragraph 2.2 shallbe duly justified in
writing, notified to the marketing authorisation holder and shall include the deadline for
subrnission of the risk ranagerment plan and the surarnary by reeans of 4 variation.

Arficle 22
Variation of marketing authorizsation

1. L&n application for variation of a marketing anthorsation by the rmarketing anthorisation
holder shall be made electroracallyin the formats rmade available bythe Szency; unless
the varlation 15 an update by the roarke ing anthorisation holder of their information held in
a database.

2. Variations shall be classified in diffe rent categories depending on the level of sk to pablic
health and the potential irnpsact on the quality, safety and e fficacy of the e dicinal product
concerred. Those categories shall range from changes to terms of the marketing
anthonsation that have the highest potential irnpect on the gquality, safety or efficacy of the
medicinal product, to changes that have no or miritmal irgact the reon and to

adrninistrative changes.
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The procedures for exatnination of applications for variations shall be proportionate to the
tisk and irapmet irsroked. Those procedures shall range from procedures that allowr

ireple mentation only after approal based on a complete scientific assesarment to
procedures that allowr irarnediate irmplernentation and subseuent notific ation by the
matketing authonsation holder to the corgetent anthority. Such procedures ray also
inclode updatesbyrthe marketing authorisation holder of their inforrmation held ina
database.

4. The Corarnission is empowered to adopt delegated acts in ace ordance with Srticle 215 10
supplernent this Direc trve by establishing the following:
fa)  the categories referred to in paragraph 2 in which wariations shall be classified,
by rules for the exarnination of applications for variations to the terrns of marketing
authorizations, including procedures for npdates through 4 databas ;
) the cornditions for subrrission of 4 single application for more than one change to the
tertns of the sarne rarke ting authorisation and for the same change to the terrns of
several marketing anthorisations,
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(d)  specifying exemptions to the variation procedures where the update of inforration in
the mmarketing anthorization referred to in Armex Traybe directly tnplernerted;

fe)  the condiions and procedures for cooperation with competent anthorities of third
countries or inte rmational orgarisations on examination of applications for varlations

to the terrns of marketing anthorisation.

Arficle 93
Variation of marketing authoriation
under the deceniralised or mutual recognition p rocedure

&y application bythe marketing authorisation holder to wary a marketing anthorisation
that hasbeen granted in accordanece with the provisions of Chapter IIL Sections 3 and 4,
shallbe subrnitted to all the Ivkrnber States that have previouslyauthorised the medicinal
product concermed wnder Fe procedire set oud in Article 34 or 38 The satve shall apply
where the intial rarketing anthorisations were granted through separate procedures.

In case of artbitration subrnitted to the Corrrdssion, the procedure laid down in Srhicles 41
and 42 shall apglyby analogy to variations made to marketing authonsations.
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Article 93n

Varigtion based on addiional evidance

i The competent authority of e Member Stake may consider and after having informed
the markebng quthorisahon holder de cide wpon additional evidence available,
independently From the data submitted by the markeing auihorsation Rolder. Oh that
basis, if the additional evidence has an mpact on the benefib-rish balance of @ medicinal
product the compelent @ithorities may recowunend Huat e surmary of product
charaeterishes is updated. In this case the marleting quthorisation holder shall subwit
to the competent quihorly an appropriate application for @ variakon, weluding ot
wpdate d surwnary of product cheracteristics. For medicingl producks auihonsedin
gecordance with Articles 3dor 34 the reference Member Stade and all concerned
member Shtes shall be volved.
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Arficle 54
Variation of marketing authorisations on the hasi: of paediatric studies

O the basis of relevant paediatric-slisdsed studies received in accordance with

Lrficle 45(1) of Begulation (EC) No 190172006 of the Furopean Parliarment and of the
Couneil'?, the competent authorities of the Ve mber States may; following @ consultation
af the marleting authorization Rolder, wary the marketing authorization of the roedieval
product concermed accordingly and conseguently the markebing authorisabion holder
shall update the surarnary of product charae teristics and package leaflet of the roedie inal
produet concermed. The corapetent authorities shall exchange information regarding the
studies submitted and, as appropedate, thelr implications for any marketing anthorisations

concerted.

The activities parsuant to paragraph 1 shall be conclude d within five wears from [OF please
insert the date = 24 rmonths after the date of entering into force of this Directme].

Whet a rnedicinal product hasbeer anthorised under the provisions of Chapter ITT, on the
basgis of the inforrnation recerved in accordance with Article ?1 of [revised Begulation
(EC Mo 726/2004], the competent authorities of the Mlewmber States roayrwary the
tnarketing anthorisation of the medicinal peoduct concerned accordingly and update the
surnrnaty of product characteristics and package leaflet.

d1

fiy Begulation (EC) Mo 190172006 of the European Parliataent and of the Coureil
of 12 Decerber 2006 on medicinal products for paediatric use and amending Regulation
(EEC) No 176292, Directive 2001/20/EC, Dire ctive 2001583/EC and Fegulation

(EC) Mo 72652004 (0 L 378, 27.12.2006, p. 1).
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4. The Mlerober State s shall exchange information regarding the paedietric stdies subimitted
and, as appeopriate, their irnplications for any marketing authorisations concemed.

. The &gency shall coordinate the exchange of infromation.

Arficle 23
Union interest referral procedure

l. The Ilernber States or the Comenission shall, in specific cases where the inferests of the
Tnion are irvrolved, refer the matter to the Coramdttes for Ivedicinal Produets for Human
Usze for the application of the procedure laid down in Sxticles 41 and 42 hefiore arcy
dercision iz reached on an application for a marke tivg authorsation or on the suspe nsion or
revoration of a marketing authorisation, or on azy other variation of the marketing
authorization that appears necessary The Dlerber States and the Cornrnission shall false
dhaessseanbafnonsider aryrequests by the applicant or the marketing authorisation holder

to initiale such q referral.

Whete the referral results frorm the evaluation of data relating to pharmacosigilance of an
anthonsed medicinal product, the matter shall be referred o the Pharrnacovigilance Risk
Sagsesament Comenittes and Article 115(2) rmavbe applied. The Phatmacovigilance Risk

&gz ssroe nt Conenittes shall 1ssue a recorarnendation according to the procedure laid
dowm in Arlicle 41, The final recornmendation shall be forsarded to the Coreattee for

Iledicinal Products for Hurman Use or to the coordivation group, as appropeiate, and the
procedure laid down in Article 115 shall apply.

a3a7i2a 218
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 279

LIFE.5 EN



Howrever, where one of the criteria listed in Srticle 114(17 15 ret, the proce dure laid dowr
in Articles 114, 115 and 116 shall apply

The hlernber State concerned or the Corarnission shall clearly ide ntify the question that is
referred to the Comrnittes for consideration and shall inform the applicant or the marketing
authorization holder.

The Ivleraber States and the applicant or the marketing authorisation holder shall supply the
Comrmittee with all available inforrmation relating to the matter in gueston,

2 Where the referral to the Committee concerms a range of redicinal products or a
therapentic class, the Agency may limit the procedure to certain syecific parts of the

authonsation.

In that event, Article 3 shall apply to those medicinal products only if the v were covered
by the anthorisation procedure s referred to in Chapter II1, Sections 3 and 4.

Where the scope of the proce dure intiated under this Lrticle concerts a range of medicinal
products or a the rapentic class, wedicinal products covered bara centralised rnatke ting
authorization that belong to that range or class shall also be mcluded in the proce duze,
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Without prejudice to paragraph 1, a hlerber State taay where urgent action is necessary to
protect pablic health at anystage of the procedure, suspend the marketing authornsation
and probibit the use of the medicinal produet coneerned on its teritory until & defindtove
decizion is adopted. It shall inform the Coreaission, the Agencvand the otherIvleraber
States, no later than the following working day;, of the reasons for its anton.

Where the scope of the proce duare initiated under thas Srticle, as de ternined i acecordance
with paragraph 2, includes medicinal products covered by a centralised marketing
anthorsation, the Coreaission mway, where wrgent action is hecessary io protect public
health, at any stage of the procedure suspend the marketing authonsations and prokdbit the
use of the medicinal products conce rmed or take risk minimiastion meagures until a
definitive decision isadopted. The Corarnission shall inform the Agereyand the Ilamber
States no later than the following working davy of the reasons for its action.
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Chapter IX

Pharmacovigilance

SECTION]

GENERAL PROVISIONS

Arficle 96
Member State pharmacovigilinee system

l. Dlermber States shall operate a pharmacovigilance systern for the fulfilrent of their
phanmac ovigilance tasks and their participation i the Union pharmacovigilance activities.

The pharrnacovigilance systern shall be wsed to collect informmation on the nsks of
tnedicinal products as regards health of the patients or the public. That inforraation shall in
particular refer to adverse reactions in human beings, aniging from use of the medicinal
produet within the terms of the marke ting authorisation as well as frorm use outside the
terrns of the marke ting aunthorisation, and fo adserse reactions associated with ocoupational

EXpOSITE.
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2. Lletaber States shall by raeans of the phartnacovigilance systern referred to in
paragraph 1, evaluate all inforrnation scie ntifically, consider options for risk mirmisation
and prescention and take regulatory action concerring the marketing anthorisation as
hiecessaty. The vy shall perforem a regular andit of their pharrac ovigilance systern and take

correctnve actions if necessary

3. Earh Member State shall desighate a competent authority for the performance of
pharmacovigilance tasks.

4. The Corenission mayre quest the e mwber States to partieipate, under the coordivation of
the Lgency in intemational harmonisation and standardisation of techrical measires in
telation to pharraac ovigilance .

Arficle 97
Menher Siate responsihilities for plarmacovigilance ac tirities

1. The hiember States shall:

fa)  take all appeopeiate measures o eneourage patients, doctors, pharracists and other
bealtheare professionals to report suspected adverse reactions to the compete nt
anthority of the Tk rber State and mavyirvobe organisations re preserting
consumers, patients and healtheare professionals for those tasks where appropriate;
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(h)

(el

(d)

(&)

facilitate patient reporting throngh the provision of altervative re porting formats in
addition to weh-hased formats,

take all appeopeiate measures to obtain aconrate and veriflable data for the scientific
evaluation of suspected adverse reaction reports;

ensure that the public is gren irporant information on phatrmacovigilance concerns
relating to the use of & medicinal product in a tirne Iy roarmer through poablication on
the web-portal and fheongh other means of pablicly aailable information as

LECESEATT,

ensure, through the e thods for collecting inforration and where necessary through
the follow-up of suspected adserse reaction reports, that all appropeiate meamres are
taken o ide nbifyr cleatly anybiological medicinal product prescrbed, dispensed, or
sold in their teritory that is the subject of a suspected adverse reaction report, with
due regard to the narae of the medicinal product, and the bateh naraber.

2 For the parposes of parazraph 1, points (a) and (), the Mewhber States rmavy irapose specific
obligations on doctors, pharracists and other healtheare professionals.
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Arficle 95
Member State delegation of pharmacovizilance tashs

L. & Tlerrber State mavdelegate avey of the tasks entrusted to it under thiz Chapter to another
Dilernber State subject to a written agree ment of the latter. Each Ilerabe r State may
tepresent ho raore than ore other Ivkrber State.

2. The delegating Meraber State shall inform the Conenissior, the Agencyand all other
Dlermber States of the delegation in wrting. The delegating Ilember State and the Sgency
shall rnake that inforration publicly svailable.

Arficle 99
Marketing authorisation holer pharmacovigilance sysiem

L. Ilarke ting authorisation holders shall operte a phartnacovigilance systern for the
fulfilrnent of their phanmac ovigilance tasks equivalent to the relevant Member State’s
phanmac ovigilance systern referred to in Lrticle D601,

2 Iularke ting authorisation holders shall by weans of the pharinac ovigilance systemn re ferred
to in &rticle PE(1) evaluate all rdbrraaton scientifically, consider options for risk
tninirnization and prevention and take appropriate measires as necessaly.
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Ilarke ting authorisation holders shall pedform a regular andit of their phanmac ovigilance
systern. The wshall place a note concerrang the main findings of the audit on the
phanmac ovigilance syetern master file and, based on the andit findings, ensare thatan
appropriate corrective action plan is prepared and implerne nted. Once the corrective
actions have been fallyvirgleme nted, the note maybe rermoved.

Lz part of the phavrnacovigilanee syetern, marke ing authorisation holders shall:

fa)  have perrnanerdly and continuously at their disposal an approgpriate vy gqualifi=d
persorn responable for pharrmac ovigilance

(b} maintain and male svailable on reguest by a competent authority a
phiarmacovigilance systern master file,

{c]  operate arisk management svetem for each medicinal peoduct,

(d)  rordtor the outcome of sk minirisation measures that are contained in the risk
ratiagerris it plat gesesesd-tamtotalaat-or that are laid down as conditions of the
ratke ting anthorisation porsuant to Srticles 44 (1) points f2)-(g) and point 1), 45
and arey obligations oposed in acc ordance with Srbcle 57 (1) poinds (@), (B)
and (ba),
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fe)  update the risk ranagement sveter and raonitor pharreac ovigilance data fo
dete rroine whether there are new risks or whe ther risks have changed or whether
there are changes to the berefit-risk balance of e dicinal products.

The qualified person referred o in paragraph 4, point (a), shall reside and operate in the
Union and shall e responsible for the establishine nt and raintenance of the
pharmacovigilance syetern. The marke ing authorisation holder shall subrait the narie and
contact details of the qualified person to the compete nt authority of the IWember State and
the Lzency

The marketing authorisation holder shall, on request fror the cormpetent authority of a
Lleraber State, norminate a contact person for phatmacovigilance issues in that erber
State who shall report to the qualified person referred to in paragraph 4, point ().

To enaure palent's safely, the marketing authorisation holder shall have proceduresin
place to ensure coninued compliance with ety phamacovigilance tasks for an
appropriok period after the marleting quthorisafion has been withdrawn or revolied.
The period shall be approved by the competent authorily prior do the withdrawal or
revocalion of the marketing authorisafon.
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Arficle 100
Bk management system

L. Hithouwt prejudice to paragraph 2 3 and 4, holders of marketing anthorisations granted
before 21 July 2013 shall, by way of derogation from Arhicle 99(4), point (o), notbe

tequired to operate a ¥isk managernent syetern for each of thege medicinal

pradualrrnducts.

2 The competent anthorityof'a e raber State may npose an oblization on a marketing
authorization holder of a national marke ting anthorsation to operate a risk manazement
systern, as referred to in Article 99(d), point (c), if there arve conceins about the nsks
affecting the benefit-risk balance of an authorsed medicinal product. In that context, the
corpetent authonts of a Werber State shall also oblige the rarketing anthorisation holder
to subrait a visk managerne nt plan for the risk manage ment syetern that they intend to
introduce for the mwedicinal product coneerred.

3. The chligation referred to in paragraph 2 shall be duly justified, notified in writing, and
shall inclode the tirneframme for subrdssion of the sk managermerndt plan.

4. The competent anthorityof'a e raber State shall provdde the marke ing authorisation
holder with an opportundty to submit written observations in response to the impositon of
the obligation within a fitee liredt which it shall specify, if the marketing authorsation
holder o recquests within 30 daye of receipt of the witten notification of the obligation.
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O the basis of the written obeervations subraitted bythe marketing authorization holder,
the corpete nt authonityof a Mewhber State shall withdrawe or confitm the obligation.
Where the corapetent authorityof a Ieber State confirtns the ohligation, the marketing
anthorsation shall be varied accordingly o inelude #his and the measures to be taken as
part of the sk management systern as conditions of the marketing anthorisation referred to
in Article 44 (1), point (a).

Arficle 10]
Fund s for pharmac ovigilans e activities

The management of furnds intended for activities connec ted with pharmacovigilance, the
operation of coramurdcation ne tarorks and market surveillance shall be under the
pertoane nt control of the corape tent authornties of the Merber States in order to guarantee
their indepenidence in the perforrnance of those phartnac ovigilance activities.

Paragraph 1 shall not preclude the corpetent authorities of the Mermber States from
charging fees o rmarketing authorisation holders for perfonming pharrnacovigilanee
activities on the condition that the independence in the performance of thoss
pharmacovigilance activities is stictlyguarantesd.
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SECTION 2
TRANSPARENCY AND COMMUNICATIONS

Arficle 102
National medicies web-portal

l. Each Ivlernber State shall set up and maintain a national medicine s web-portal which shall
be linked to the European medicines web-portal established in accordance with Siticle 104
of [revizsed Regulation (EC) Mo 72652004 . By rneans of the national medicines web-
portals, the WErber States shall abe publicly available at least the following:

(a)
(b
()

(d)

public assssstne nt reports, togethe r with a surianary the reof,,
smmaries of product characteristics and package leaflets,

snmaties of sk managerne nt plans for medicinal products covered by a national

tarke ing authorisation in accordance with Chapter III,

inforrration on the diffe rent ways of reporting suspe cted adverse reactions fo
tedicinal products to corpe tent authorities of the Ieraber Statesbyhealtheare
professionals and patients, including the web-based structured forms referred 1o in
Lrticle 102 of [revised Fegulation (EC) Ho 72652004
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) informaBon on prescriphion shatus of medicinagl products quthorised in their
berritory.

ea) informabon on the shorage states of medicinal products a3 referved to in
Article 121(1) point (B) and Arkele 12]a of frevised Regulation
(EC) Mo 72a7 2004

2. The swrarnaries referred 1o in paragraph 21, point (o), shall include, where relevant, a

desrniption of additional risk minirrisation measares.

Arficie 103
Puh lication of assessment

The Lgeneyshall rwake publicly available the fival assessment cone lusions, recormmendations,
opinions and decisions referred to in Srticles 107 o 116, by means of the European medicines web-

portal.
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Arficle 104

Public announcements

L. Lz soon as the marketing anthorization holder intends to rnake a public armoanee ment
relating to informmation on pharmacovigilance concerns in relation to the use of a raedic inal
product, and in averesent at the sarne tirne orbe fore the public announe erne nt is rade,
thewr shall be recquived to inforra the corpetent anthorites of the lernber States, the
Lgencyand the Cornission.

2 The marketing authorisation holder shall ensuare that information to the pblic is presented
objectirel v and is not misleading.
3. Unless nrgent public armounce ments are required for the protection of public health, the

Dlermber States, the Lgencyand the Coranission shall indorm each other not less than 24
hoars prior to a public arwoune eree nt relating to infornation on phatraacovigilanee

COICeITLs,

4. For active substatices contained in medicinal products authorised in more than one
Llernber State, the Lgency shall be responsible for the coordination between corpetent
authorities of the Wk rnber States of safety armonane erents and shall peovade tivee tables for
the informmation being roade publicly available.
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Under the coordination of the Sgency, the Ilember States shall rmake all reasonable efforts
to agree ona cornnoh message i relation to the safetyof the medicinal product concerned
and the tirae tables for their distibmtion. The Pharmac ovigilance Bisk Assessroent
Conittee shall, at the request of the Sgency provdde advice on those safety

announcernents.

Wher the Agency or corapetent authorities of the e raber States make publiclyavailable
information referred fo in paragraphs 2 and 3, any personal data or data of a coraene reially
cordfidential nature shallbe deleted urless its public disclosare iz necessary for the
protection of pblic health,
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SECTION 3
RECORDING AND REPORTING OF SUSPECTED ADVERSE REACTIONS

Arficle 103
Recording and reporting of susp ected adverse reac tons
by the marketing authoriation holder

l. Ilatke ting authorsation holders shall record all suspected adwerse reactions in the Union
ot in third countries that are brought to their attention, whether reported spontaneously by
patients or healtheare professionals, or occurring in the context of a post-authonss ion
studyincluding data relating to ef-lekeluseafruspe cled adverse reactions occurring
where the product is wsed outside $oe terms of the marketing authorisalon.

Dlatke ting authorsation holders shall ensure that those reports are accessible at a single
point within the Union.

Braay of derogation from the first subparagraph, suspected adverse reactions ocowmring in
the context of' a clirdeal trial shallbe recorded and reported in accordance with Begulation
(ETN Mo 53602014

2. Ilarke ting authorisation holders shall xot refuse to corsider reports of suspected adverss
reactions rece ived elec tronde ally or by any othe ¥ approptiate eans from patients who may
be asgisked by other persons, or healthrare professionals, including reports recewed in
aecordance with Arficle 105a.
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Ilarke ting authorisation holders shall subrait electrordeally to the datdbase and data-
processing nehrork referred to in Article 101 of [revised Begulation (EC) Mo 72652004
( ‘Eudravigilavce database™) information on all serionus suspected adverse reactions that
ocent in the Trdon and in thivd countries within 15 davs following the dasy o which the
matketing authonisation holder concerned gaine d knowledgze of the esent.

Iularke ing authorisation holders shall subrait electrordeally o the Endravizilance database
information on all non-serions suspected adverse reactions that occur in the Undon, within
20 dawys following the day on which the marketing anthorisation holder coneermed gained
kronwledze of the event.

For medicinal produrc ts cortaining active substances referred to in the list of pablications
monitored by the Agency parsuant to Arhicle 105 of [revised Fegulation

(EC Mo T26/2004], marke ting authorization holders shall not be reguirved to ve port to the
Eudravigilance datdbase the suspected acverse reactions recorded in the listed publications,
bt the yehall rordtor all other medical Literature and re port anysuspected adverss

reactions recorded therein.

Ilarke ting authorisation holders shall establish procedures in order to obtain accurate and
werifiable data for the scientific evaluation of suspected adverse reaction re ports. They
shall also collect follow-up inforrmatior-es-thessseporte and subroit the npdates to the
Eudravigilance datdbase. Feports oblained from the ‘Endravigilance database’ shall not
be re-mbwmitted by the morbeting quthorisabon holders to the Fudravigilance database’,

unless thep contain addibonal mformalion.
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. Ilarke ting authorisation holders shall collabomte with the Azercy and the compete nt
authorities of the IWkrnber States in the detection of duplicates of suspected adverse

reaction repotts.

f. This &rticle shall apply routatis rootandis to ande rakings supplying medicinal products
uzed in accordance with Artiele 3, paragraphe 1 or 2.

Article 105a
Fecording and reporfing of suspected adverse reachons by wholesals distributors

Hholesale distributors that diskabute me dicinal products in aecordanee wikh Ariicle 162(3) o (5)
shall record el suspected adverse reactions with regard bo Hose medicing products which are
brought to thelr altention, whelther reported spontaneously by patients or by healthcare
prafessionals, ineiding suspecte d adverse reqctions occuring where the product is used outside
the terma of the marketing authorisation. They shall tranamit those reporls immediately to the
markelting quthorisehon holder holiding the marketing authorisaion in e source Member Ralke.
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Arficle 106
Eecording and reporiing of suspecied adverse reactions by Member Siates

Each Wlewmber State shall record all suspected adveerse reactions that ocowr in its tervitorsy
andhat which are brought fo its attention frorm healthcare professionals and patients. This
shall ineInde all authorised redicinal products and mwedicival products need in accordance
with Article 3, paragraphs 1 or 2. e whber States shall twvolve patients and healtheare
professionals, as appropriate, in the follow-up of any repo s they recerve in order io
coraplyrwith frticle 3710, points (o) and (&)

Lilernber States shall ensure that reports of such reactions maybe subraitted by means of
the national wedicine s web-portals orberother e ans.

For reports submitte d by a marketing authorisation holdet, eraber States on whose
territory the suspected adverse reaction ccowrred may iveolve the marke ting authorization
holder in the followeup of the reports.

Lilermber States shall collaborate with the Bgencyand the rmarketing authorisation holders
in the detection of duplicates of suspected adverse reaction reports.

Lleraber States shall, within 15 dawe following the receipt of the reports of serious
suspected adverse reactions referred fo in parasraph 1, subrat the reports elechrordcallsy o
the Eudravigilance database,
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Lletaber States shall within 20 dave from the receipt of the reports referred to in
paragraph 1, subrit reports of non-serious suspected aderse reactions elec trorde all v fo the
Eudravigilance database.

Ilatke ting authorsation holders end markeing authorisation applicants to e exdent
necessary shall have access to the reports referred o in this paragraph throuzh the
Eudravigilavce database.

) Dilermber States shall ensure that reports of suspe cted adverse reactions ansing fiom an
error assoeiated with the use of'a medicinal produet that are brought to the ir attention are
made available to the Endravigilance database and to any anthorities, bodies, orgarisations
or institutions, responsible for patie nt safety within that I raber State concerred. Thew
shall also ensire that the authorities responsile for medicinal products within that Weraber
State are inforrned of anyrsuspected adverse reactions brought to the attention of arner othey
anthonty within that Meriber State. These reports shall be appropately identified in the
forms referred to in Srticle 102 of [revised Begulation (EC) Mo 7T26/2004]

f. Unless there are justifishle grounds resulting from phartnacovigilanes activities, Iember
States shall not itapose any additional ohligations on marketing authorisation holde rs for
the reporting of suspe cte d adverse reactions.
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SECTION 4
PERIODIC SAFETY UPDATE REPORT §

Arficle 107
Period i safety update reporis

l. Dlatke ting authonsation holders shall subredt to the Ageney periodic safety update reports
containing:
fa) sunmaries of data relevant to the be nefit-risk balance of the e dicina product,

meluding results of all stodies with a consderation of their potential impact on the
tarke ing authorisation,

(b}  ascienbfic evaluation of the benefit-risk balance of the rmedicinal produect,

() all data relating to the wolurne of sales of the medicinal product and argy data in
possession of the marke ting authorisation holder relating to the volore of
prescriptions, mcluding an estirnate of the popalation exposed to the me dirinal
product.

The data provvided in accordarce with the first subparagraph, point (o), shall differertiate
between sales and wolumes generated within the Union and thoss generated ountside the

Trion.
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2. The evvaluation referred to in paragraph 1, first subparagraph, point (b, shallbe bagsed on
all available data, including data frorm elivdeal tials in wnavthonsed therapeutic indications

and poprlations.

The periodic safe ty update reports shall be subritted electronically

3 The Bgency shall rake available the reports referred to in peragraph | to the competent
authorities of the IWerber States, the members of the Pharmacovigilance Risk Assessnernt
Comittee, the Corrnittes for Iedicinal Produets for Human ee and the coordination

group by means of the repositoryreferred to in Article 103 of [revised Regulation (EC)
o 7262004 .

4. Byrwray of derogation from paragraph 1, the markﬂtng authorisation holders for reedicinal
produe ts referred to in Articles 9, or 13, -ssd-hepeg

sefeed-te-itrtialoa-t-erl i shiall ondyhbe requ.mad to subrit periodic safety
update reports for such medicinal products to the corgpetent anthority in the following

Cases!

fa)  where much obligation has heen laid dowm as a condition in the marketng
authorization in accordance with Arbeles 44 or 45; or

a3a7i2a 200
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 300

LIFE.5 EN



(bl when requested by a cornpete it anthority on the basis of concerms relating to
pharmacovigilance data or due to the lack of periodic safety update reports relating to
an actriee substance after the marketing authorisation hasbeen granted.

By wap of derogation from paragraph I, the re gistrabon holders for medicingl products
referved to in Articles 126 or 134(1), shall only be reguired to subwail periodic safely update
reports for such medicinal products when requested by @ competent authorily on the bans
af conee g relafing to pharmacovigilance dabe.

The assessraent reports of the periodic safety update reports referred to in the flst
subparagraph shall be coranurdcated byrthe competent anthorityto the Pharmacovigilance
Risk &sgesgrnent Corenittes, which shall consider whether there is a need for a single
assessrrent re port for all marketing authonsations for medicinal products containing the satue
actiee substatce and which shall inforra the coordination group or the Corardttee for
Iledicival Produets for Humar Use accordingly in order to apgply the proce dures laid down in
Lficles 10804 and 110.

Arficle 108
Frequency of perindic safety update reporis

l. The freque ney with which the periodic safetyupdate reports are to be subratted shall be
specifled in the marketing authorisation.
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The dates of subrnission acc ording to the specified freguene wehall be caleulated from the
date when then marketing authorizsation was granted.

Holders of marketing authorisations which have been granted hefore 21 July 2012, and for
which the frecuency and dates of submmission of the periodic safetyupdate reports are not
laid dowmn as a condition to the marketing authorisation, shall subrit the periodic safety
update repors in accordance with the second subparagraph until another fre guency or other
dates of subrnission of the reports are laid down in the marketing authorisation or
deterrained in arcordance with the parasraphs 4, 5 and 6.

Periodic safe ty update reports shall be submdtted to the competent authonties irarmediately

upon reguest or in gecordance with He following:

fa)  where armedicinal product has ot yetheen placed on the market, at least everyaix
ronths following the marketing anthorisation and until the placing on the market,

by where a medicinal product hasbeen placed on the market s-eastomoamrmrnnthe
oree @ pear during the firstbee fave years following the irabial placing on the rarket,
cxpse-arpar-for-the-follomana brasmarsand et and a three -wearl v inte rals for the

sebseguent st pears and wilth 2 five years interval thereafter.

Paragraph 2 shall also apply o roe dicinal products thatare anthorised only in one e mber
State and for which paragraph 4 does not apply.
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Where medicinal products that ave subject to diffe rent raarketing anthorisations contain the
satrie ac tve mibstance or the satne corbination of actree substances, the frequenc yand
dates of subrnission of the periodic safety update reports resulting from the application of
the paragraphs 1 and 2 masyhe arnended and havtnonised to enable a single assessmment to
be made in the context of a periodic safetyupdate report worl-shanng procedure and to set
a Urion reference date frorn which the stbrnission dates to be caloulated.

The harrronised freque ney for the subrnission of the reports and the Urdon reference date
tnayhe deterrained, after consultation of the Phannacovigilance Bisk Assessment
Comtmittee, by one of the following:

fa)  the Cormtodttes for Ik dicinal Products for Hirnan Use, where at least one of the
toarke ing authorisations for the medicinal products containing the active substance
cotcerned has heen granted in acc ordance with the centralised proce dure provided
for in Sirhcle 3 of [revised Regulation (EC) Mo F282004]

(b the coordination group, in other cases than thoge referred to in point (a).

The harronised freque ney for the subrnission of the reports deterrained pursuant to the
first and second subparagraphs shallbe made publicly svailable bythe Agency Dlarketing
authorisation holde rs shall subrait an application for a varation of the marketing
authorization ancording Ly,
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For the parposes of paragraph 4, the Union re ference date for medicinal products
corntainirg the sane active substance or the sarne combination of active substanees shallbe
ore of the following:

fa)  the date when the first rarketing anthorisation was granted in the Trion for a
redicinal product contaiving that active substance or that corbination of arthve
mihatatces;

by if'the date referred to in point (&) cannotbe ascertained, the eatliest of the known
dates of the marketing authorisations for a medicinal product containing that actise
substance or that combination of active substances.

Ilatke ting authorsation holders shall be allowed to submit reguests fo the Coraaittes for
Iledicinal Products for Hurman Use or the coordivation group, as approptiate, to dete rrnine
Union reference dates or to change the frequeney of subruission of periodic safe by update
e ports on one of the following grounds:

fa)  for reasors relating to public health,
(b inorder to avoid 2 duplication of the assessmment;

(o) inorder to achiese international harraonisation.
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Such reguests shall be subraitted in writing and shallbe duly justified. The Coronittes for
Iledicinal Products for Hurman Use or the coordivation group shall, following the
consultation with the Pharrnaconigilance Risk Sesessment Coramittes, either appeose or
deroy such reguests. Sny chavge in the dates or the freque ney of subrizsion of pe riodic
safe ty update reports shall be made blicly available by the Sgency. The matke ting
authorisation holde rs shall subrait an application for avariation of the marketing
authorization ancording Ly,

The &gency shall wake public a list of Union reference dates and frecuency of subrnission
of periodic safetyupdate reports by means of the Ewopean medicines web-portal.

Ly change to the dates of sdbtnission and frecueney of periodic safety update re ports
specifled in the marketing authorisation as a result of the application of the paragraphs 4, 5
atd 6 shall take effect four months after the date of the pablication referred to in the fivst

subparagraph.
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Arficle 09
Assegsment of periodic safety wpdate reporis

The competent authorities of the Mk wker State shall assess periodic safety update reports to
deterreane whether there are new risks or whe ther risks have changed or whether there are changzes
1o the berefit-risk balance of medicinal products,

Arficle 110
Single assessment of p eriodic safety up date reporis

1. & single assessment of periodic sate ty update reports shall e performed for medicinal
produe ts authorized i more than one Dlerber State and, in the cases referred toin
&rticle 108, parazraphs 4, 5 and 6, for all medicinal products containing the sare actoee
substance or the sarne cornbination ofactive substances and for which a Union reference

date and a frequency of periodic safe ty update reports hasbeen established.
The single assesstnent shall be condue ted by either of the following:

fa)  aDlderber State appointed by the coordination group whe te none of the marketing
authorizations concerred hasbeen granted in accordance with the centralized
procedure provided for in Lrticle 3 of [tevised Regulation (EC) Mo 72652004,

b} arapportenr appointed by the Pharmacovigilance Bisk Segesstnent Corrnittes,
whe e at least one of the rarke ing authorizations conce med has been granted in
accordance with the centralised procedure provided for in Srticle 3 of [revised

Begulation (EC) Mo 72672004
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Wher selecting the Dletnber 5tate in accordance with the second subparagraph, point (a),
the coordination group shall take into account whe ther anyDlerber State isacting asa
reference Ileraber State, in aceordarnce with Chapter [IL Sectons 3 and 4.

2. The Ileraber State or rapporteur, as appropedate, shall prepare an assessment report within
60 daye of receipt of the perindic safety update report and send it to the Agencyand to the
Lleraber States concerted. The Agency shall send the report to the marketing anthonsation
holder.

Within 30 daye of receipt of the assesarnent report, the Member States and the marketing
anthorsation holder mazysubinit cororee nis to the Agencyand to the rapportenr or lember
State. Hhere the reportincludes guestions to the markeing authorisation holder, e
holder shall provide answers wilthin those 30 days.

3 Following the receipt of the comrnernts referred to in paragraph 3, the rapporteur or
Dilernber State shall within 15 daye update the assessmoent report taking into accout ary
corane hits sabraitted, and forerard it to the Phartnacovigilance Risk &asessment
Comrmittee. The Phatmacovigilance Risk Asseasrnent Comnittes shall adopt the
assesgrnent report with or without further changes at ite next meeting and ismue a
recorenetidation. The recormmmendation shall ree ntion any diverge nt posiions with the
grounds on which they are based. The &gency shall include the adopted assessrent re port
atd the recorenendation in the repository st up under Article 103 of [revised Regulation
(EC) Mo T26/2004] and foreeard thema to the marketing authorisation holder.
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Arficle 111
Regulatory action on periodic safety up daie reporis

Following the assessment of periodic safe ty update reports referred to in Srticle=HEek 709, the
coripetert authorities of the Ivleraber States shall consider whether anvraction concermang the
tnarketing anthorisation for the medicinal product concermed 1s necessaryand shall roairdain wary,
suspend or revioke the marketing authonsation as appeopiate.

Arficle 112
Proced ure for regulatory action on p eriodic safety update reporis

l. In the cas of a single assesswment of periodic safe ty update reports in accordance with
&rticle 11071} which recongnends action conceming more than one matketing
authorization that does not include any centralized marketing authorisation, the
coordivation group shall, within 30 days of receipt of the assessment report of the
Fharmacovigilance Bisk &sseastoe nt Comnittes, consider the assesstaent report and reach
a position on the mainte nance, variation, suspension o revocation of the rmarke ting
authorizations concemed, incloding a tirnetable for the imgple rentation of the agreed

position.
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2. If, within the coordination group, the Iierber States represented reach an agreernent on
the action to be taken by consensus, the chairperson shall record the agresrnent and send it
to the marketing anthorisation holderand the Ivlember States. The lermber States shall
adopt necessary rmeamire s to maintain, wary, suspe nd or revioke the marketing
authorizatiohs conce med i accordance with the tirnetable for roplementation dete rvined

in the agreernerndt.

In the event of a variation, the narke ting authorisation holder shall subrnit to the
corapetent authorities of the vk raber States an appropeiate application for a modification,
incloding an updated swrarnary of product charac tenstics and an updated jackage leaflet
within the deterrnaned tirnetable for irnple mentation.

If an agree ment by consensus cannot be reached, the position of the majority of the
Lleraber States represented within the coordination group shall be forsrarded to the
Corrraizsion which shall apply the procedure lad dows in Srticle 42,

Where the agreement reached hythe Ileraber State s represents d within the coordination
group ot the position of the majority of Merber States difters from the recomene ndation of
the Pharrnacovigilance Risk fasesstnent Coranittes, the coordination group shall attach to
the agreernent o the ajorityposition a detailed explanation of the scientific grounds for
the diffe rence s together with the recommendation.
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In the caze of a single assesstoent of periodic safe iy update reports in aceordarce with
&rticle 110{1) that recornmmends action concerning raore than one marketing anthorsation
that include s at least one centralised marketing anthorsation, the Corenittes for Iedicinal
Froducts for Human Use shall, within 30 days of receipt of the re port of the
Fharmacovigilanece Bisk Assesstne nt Corrnittes, consider the report and adopt an opirdon
on the mainte nance, varlation, suspension or wvocation of the marke ting aunthorisations
concerred, including a tirnetable for the implerne ntation of the cpiraon.

Where the opirdon of the Corarndttee for Ivledicinal Products for Hurean Use referred to in
paragraph 3 differs frorn the recormendation of the Pharmacovigilance Risk Assessment
Committee, the Coraradttes for Iedicinal Products for Huraan Use shall attach to its
opition a de tailed explavation of the scientific grounds for the differences together with
the recommendation.

O the basis of the opirdon of the Coraraittes for Idedicinal Produets for Hurnan TUse
referred to in paragraph 3, the Comenission shall, by tneans of inplermenting acts:

fa)  adopta decision addressed to the Merber States concerning the measures o be taken
in respect of marketing authorsations granted by the Wember States and concerned
brthe procedure provided for in this section; and
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(bl where the opinion states that regulatory action conce rring the marketing
authorization 1s necessary, adopt a decision to wary, suspend ot revoke the centralized
rnarke ing authorizations esdconcermed bythe procedure prosdded for in this ssction.

f. &rticle 42 shall apply o the adoption of the decision referred fo in parazraph 5, point (),
atid to its iraplerne ntation by the Dleraber States.

1. &rticle 13 of [revised Regulation (EC) Mo T26/2004] shall apply to the decision refemred to
in paragraph 5, point (b). Where the Cornrdssion adopts such decision, 1t ravy also adopt &
decision addressd to the Ivleraber States pursuant to Artiels 2557 of [revised Eegulation
(EC) Mo 72672004,
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SECTION 5
SIGNAL DETECTION

Arficle 113
Signal monitering and detection

l. Begarding medicinal products authorised in accordance with Chapter 111 corpete nt
authorities of the IWerber States shiall in collabomton with the Szency, take the following

IMEASITES

fa)  rmondtor the outeorne of nisk rairarnisation measures contained in sk maragerne nt
plans and of the conditions referred to in Articles 44 (1) points (@)-(g) and point (3,
4% and any oblizations iaposed in accordance with &rticle 57 (1) poinks (@), (B)
and (ba);

(b assess updates o the risk waragetne nt systern;

{e)  mondtor the data in the Endravigilance database to deterrnine whe ther there are new
risks or whether risks have changed and whe ther those risks impact on the bene fit-

nsk balance.
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The Pharrnacorvigilavee Fisk &ssessine nt Cornittes shall perform the initial analsgis and

prioritization of sighals of rew risks or nsks that have chanzed or changes o the benefit-

tsk balanee. Where it considers that folloa-ap action ravhe necessary, the assessient of

those signals and agreernent on any subsequent action conceming the marke ting
anthonsation shall be condncted in a tirmescale corrensurate with the extent and
serionsness of the lssue. Hhere appropriate, the assessnent of Hhose signals may be
ineluded in a pending agsessment of a periodic safely update repost or a pending
procedure in accordance with Arkicles 9280 05 and 14 1Taaf this Divechve or Ariicl
S5 of [revised Regulation]

3 The Agency and cormpetent authorities of the Mlember States and the marketing
anthorsation holder shall inform each other in the event of rew risks or risks that have
changed or changes to the bere fit-risk balanee being detected.

4. Llernber States shall ensure that markebng anthorisation holders infore the Sgencyand
corpetent authonties of the e mber State in the event of 1ew risks or risks that have
charged or when changes to the bene fit-risk balanee have been detected.
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SECTION G
URCENT NI O PROCEDUEE

Arficle 114
Initiation of an urgent Union procedure

1. & Merwher State or the Cormrdssion, as appropeiate, shall, on the basis of concerns
remilting from the evaluation of data from pharrvacovigilance activities, indtiate the
procedure provided for in this Section (the “urgent Urdon procedure”) by informing the
other letnber States, the Agencyand the Corardssion whete:

(a)
(b
()

(d)

it considers suspending or wsoking a roarke ing anthorisation,
it considers prohibiting the supply of a e dicinal peoduet;
it considers refusing the rerewal of a mateting anthorsation; or

1t iz inforrned by the marketing anthorizaton holder that, on the basis of safety
concerns, the marketing authorisation holder has inferrupted the placing on the
roatket of a medicinal product or has taken action o have a marketing authorisation
withdrawr, or interds to take such action or has not applied for the renewal of a
rarke ing authorisation.
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& Twlernber State or the Comtaission, as appropedate, shall, on the basis of concerns
remulting from the evaluation of data fom pharrracosigilance activities, inform the other
Lilermber States, the Lgencyand the Coranission where it considers that a new
cortraindication, a reduction in the recormeane nded dose or a restriction to the therapentic
indications of a edicinal product 1s necessary. The information shall outline the action
corsidered and the reasons therefore.

Loy Ivleraber State or the Cominission, as approptiate, shall, when wgent action is
corsidered ne ceszary in any of the cases referred to in the first subparazraph initiate the
urgent Union proce dure.

Where the wreent Union procedure is not initiated, for medicing products anthorized in
accordance with Chapter IT1, Sections 3 and 4, the case shall be brought to the attention of
the coordination group.

drticle 95 shall apply where the interests of the Union are irrrobred.

Where the urgent Urdon procedure iz iratiated, the Ageney shall verfyrwhether the satety
concern relates to wedicinal products other than the one covered by the information, or
whether the safetyconcemm is coranon to all rmedicinal products belonging to the sarme
range or the rapeutic class.
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Where the medicinal product ivsolved iz authorized in more than one Wlember State, the
&gency shall without undue delayinform the iratiator of the nrgent Union procedure of the
outeorme of the verfication, and the procedures laid down in Srticles 115 and 116 shall
apply. Otheraize, the safety concern shall be addve ssed by the Merber State concermed.
The Agencyor the Dleraber State, as applicable, shall raake the information that the argent
Unidon procedure hasbeen initiated available o marketing anthorisation holders.

4, Without prejudice to paragraphs | and 2, and Arficles 115 and 116, a Ierber State mavy,
where wrgent action is necessary to protect public health, suspend the markefing
authorization and peckibit the nse of the medicinal peoduct coneerned on its termtory until a
defirittve decision isadopted in the wreent Urndon procedure. Tt shall inforen the
Comrnizsion, the Sgenciyand the other Meriber States no later than the following working

day of the reasons for its action.

5. &t any stage of the proce dure Jaid down i Brficles 115 and 116, the Commission may
request a Iernber State i which the medicinal product is authonsed to take terporary

tneasures nnediately.

Where the scope of the procedure, as detertnined in accordance with paragraphs 1 and 2,
include z medicinal products covered by ce rtralised marketing anthorisations, the
Comrndssion may, at aty stage of the urgent Urdon procedre, take ternporary me asures
Lroee diatelyin relation to those mwarketing authorizations.
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The inforraation referred to in this Arficle mav relate to indiddual medicival products or to
a range of medicinal products or a therapeutic class.

If the &Lgencyidentifies that the safetyweoncem relates to more medicinal products than
those that are covered byrthe inforrnation or that the sfety concern is cormon to all
tnedicinal products belonging to the satne range or therapeutic class, 1f shall exterd the
scope of the procedure accordingly.

Whete the scope of the wrgent Union procedure concerns a range of medicinal products or
therapentic class, medicinal products covered by the centralissd rnarke ting authorisation,
thatbelong to that range or class shall alen be included in the proce dure.

&1 the time the information referred o in paragraphs 1 and 2 is provided, the Mleraber State
shall rake available to the Azencyall relevant scientifle inforrmation that it has at its
disposal and anyassesstnent by the Iermber State.
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Arficle 113
Urgent Unionprocedure sciendific assessment

Following receipt of the infornation referved to in Artiele 114, parasraphe 1 and 2, the
&gency shall publicly armounce the indiation of the nrgent Union procedure by means of
the Eunropean e dicines web-portal. In parallel, Merber State s mav piblicly announce the
initiation of the pioeedure on their national me dicines web-porals.

The armourcernent shall specifirthe matter submatted to the Agenc v in accordance with
&rticle 114, and the medicinal products and, where applicable, the actiee substances
concerned. It shall contain informmation on the right of the marke ting authorsation holders,
healtheare professionals and the public to subrait to the Agenc v inforrmation relevant fo the
procedure and it shall state how such inforraation maybe submitted.

The Phartnacovigilance Risk Assessment Coramittes shall assess the matter that has been
subrratted to the &zency in accordance with Axticle 114, The rapportenr, as referred fo in
&rticle 152 of [revised Regulation (EC) Mo T2852004], shall closelwyecollaborate with the
rapporteur appointed by the Committee for Wedicinal Products for Hurman Use and wath
the reference IErber State for the medicinal peoducts conee rred.

For the parposes of the assessroent referred to in the first subparagraph, the marke ting

authorization holder rasyraubrait corme nls i writing.
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Where the wreenctyof the matter perinits, the Phavacovigilance Figk Assessraent Corarnittes
iy hold public hearings, where it considers that this iz appropriate on justified grounds
particulatlywith regard to the extent and seriousne ss of the safety concem. The hearings shall
be held in accordance with the modalities specified by the Azency and shallbe announced by
taears of the Ewropean medicines web-portal. e the hearing the Pharmacoviglance Risk
Assezsment Committee shall also gve due regard to the Herapentic effect and clinical
condexd of the medicinal product The announc etne nt shall specifyrthe modalities of
participation.

The Ageney shall, i consaltation with the parties coneerned, draw up Fules of Procedurs on

the orgardsation and conduct of public hearings, in accordance with Article 163 of [revized
Regulation (EC) Ho 7262004

Whe e a marketing authorization holder or another person inte nding to subrnit infornation,
has confidential data releseant to the subject matter of the procedure, thesy may reguest
permission fo present that data to the Pharrnac ovigilance Risk Sasessment Corunittes ina

nor-prablic hearing.
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3. Within 60 days of the subrdssion of the infonnation, the Pharmacovigilance Risk
Sgzesament Corenittee shall make a recorenendatior, stating the reasons on which it is
based, having due regard to the therapeutic effect of the medicinal peoduct. The
recornetdation shall mention anydivergent positions and the grounds on which thesyr are

bassd. In the case of wrgency, and on the basis of a proposal byits chairpersorn, the
Fharmacovigilance Bisk &ssesstnent Cornittes mayagres to a shorter deadline. The
recornerdation shall include anyor a corbination of the following conclusions:

fa)
{h)

()

(d)

(e)
()

o further evaluation or action is required at Urdon lewel,

the marketing anthorisation holder showld conduct firther evaluation of data and
carryrout a followewp of the results of that evaluation,

the mmarketing anthorization holder should sponsor a post-authorisation safety studsy
and carry out a follow up evvaluation of the results of that study,

the Mlember States or marke ting authorisation holder should irplernent risk

ki rization measres;
the marketing anthorisation should be suspended, revoked or not rene wed,

the rmarketing anthorisation should be warded.
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For the parposes of paragraph 3, point (d), the recorarne ndation shall specifiy the risk
mnirdtnisation measures recorariended and avgr conditions or restrictions to which the

matketing authonsation should be made subject, including the tirnelineg for regplere ntation.

For the parposes of paragraph 3, point (1), where it is recoramended to change or add
information it the surenary of product charac fe ristics or the labelling or package leaflet,
the recornre ndation shall suggest the wording of such changed or added mfbrraation and
shall indicate where in the surenary of product characteristics, the labelling or packaze
leaflet such wording should be placed.

Arficle 116

Follow-up of recommend ation made in the framework of the wrgent Union procedure

Whete the scope of the wrgent Union procedure, as deterrnined in accordance with
&rticle 114(6), does not include any centralised marke ing authorisation, the coordination
group shall, within 30 daye of receipt of the recorarmendation of the Pharroac ovigilance
Fisk Aseesorne nt Corrnittee, consider the recorme idation and reach a position on the
maintenarce, varlation, suspension, revocation or refusal of the renewal of the marketing
anthonsation concerned, including a tmetable for the oplerme rtation of the agreed
position. Where an urge nt adoption of the position is nece ssary, the coordination

group may, on the basis of a proposal byits chairperson, agree o a shorter deadline.
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2. If, within the coordination group, the Iierber States represented reach an agreernent on
the action to be taken by consensus, the chairperson shall record the agreernent and send it
to the marketing anthorisation holderand the Ivlember States. The lermber States shall
adopt necessary rmeamire s to mwaintain, wary, suspend, vewolke or refuse renewal of the
matketing authorization concermed in accordance with the Bnplers rtation Himetable

deterrnined in the agreernerndt.

In the event that a varation is agreed upon, the marke ting authorsation holder shall sdbrait
to the corgpetent authorities of the Ivletaber States an appropeiate application fora
watiation, including an npdated suroemarsy of product characteristics and an npdated package
leaflet within the deterraived timetable for iraplerne ntation.

If an agree ment by consensus cannot be reached, the position of the majority of the
Lleraber States represented within the coordination group shall be forsrarded to the
Corrraizsion which shall apply the procedure lad dows in Srticle 42,

Where the agreement reached hythe Ileraber State s represents d within the coordination
group ot the position of the majority of the Merber State s represe nte d withan the
coordination group differs fior the recorumendation of the Pharmacowvigilance Risk
Lgzessme nt Coratnittes, the coordination gronp shall attach to the agreemme nt or majority
position a detailed explanation of the scientific grounds for the differences foge ther with

the recormme ndation.
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3. Where the scope of the proce dure, as deterrnived in accordance with Saticle 11406,
include s at least one centralised marketing authonsation, the Coreaattee for Medic inal
Froducts for Hurnan Use shall, within 30 dave of receipt of the recorenendation of the
Fharrnacovigilance Fisk &agessrme nt Corarrdttes, consider the recorarme ndation and
adopt an opinion on the maintenance, varation, suspension, revocation or refusal of the
renewal of the marketing authorsstions concermed. Where an wrzent adoption of the
opinion 15 vecessary, the Comrnittee for e dicival Produets for Hurnan Use may; on the
basisof a proposal by its chairpe rson, agres to a shorter deadline.

Where the opinion of the Comgnittee for Medicinal Products for Hurman Use differs frorm
the recorarmendation of the Phatmacovigilance Bisk Assessine nt Compattes, the
Committee for W dicinal Products for Huwan Use shall attach to its opinion a detailed
explaration of the scierdific grounds for the differences together with the recoramendation.

4. O the basis of the opirdon of the Coraraittes for Idedicinal Produets for Hurnan TUse
referred to in paragraph 3, the Comenission shall, by tneans of inplermenting acts:

fa)  adopta decision addressed to the Merber States concetning the measures to be taken
in respect of marketing authorisations that are granted by the Dlember 5 tates and that
are subject to the wrgent Union peoce dure;
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(bl where the opinion states that regulatory action conce rring the marketing
authorization 1s necessary, adopt a decision to vary, suspend, resvoke or refuse the
renewal of the centralised rarketing anthonsations esdconce med by the procedure
provided for in this section.

. Lrticle 42 shall apply fo the adoption of the decizsion referred to in parasraph 4, point (a),
and o its iraplerne ntation by the Tlermber States.

f. Lricle 13 of [revised Regulation (EC) Mo 7T26/2004] shall apply to the decision refered to
in paragraph 4, point (b}, Where the Cornrdssion adopts such decision, 1t rav also adopt &
decision addressed to the MerberState s parsuant fo Article 5557 of [revised Reculation
(EC) Mo 72672004,

SECTION 7

SUPERVISION OF POST-AUTHORISATION SAFETY STUDIES

Arficle 117
Mon-interventional p ost-authorisation safety stud ies

l. This Section applies to non-interventional postauthorisation satetystudies that are
initiated, managed or financed barthe marketing authorisation holder voluntarily or
parsuant to oblizations imgposed in aceordance with Arficles 44 or 27, and that ivsobee the
collection of safetydata frorm patients or healtheare professionals.
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2. This Section is without prejudice to Tlember States and Undon recuireraents for ensuring
the well-being and rights of participants in non-inferventional post-anthorization safety
studies.

3. The stadies shall notbe performmed where the act of conducting the studsy proraotes the use
of a medicinal product.

4. Payroents o healtheare professionals for participating in noz-interve nhional post-
authorization safety studies shall be restricted to the comgensation for time and expenses

incurred.

) The competent anthorityof the Mereber State mavreguire the marketing authorisation
holder to subrnit the protocol and the progress reports to the corpete nt authonties of the
Dlermber States in which the study iz condue ted.

a. The marketing authorisation holder shall send the final report of the stadsy to the competant
authorities of the IWkrnber States in which the studsywas condueted within 12 months of
the end of data collection.

1. While a stady iz beirg conducted, the marketing authorization holder shall rorator the data

gererated and consider its iraplications for the benefit-risk balanee of the rmedic inal

produet coteerned.
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Ly new information that wight influence the evaluation of the bene fit-risk balance of the
medicinal product shallbe corenrdcated to the cormpetent anthonties of the Mk raber State
in which the medicinal product has been authorized in accordance with Article 20

The obligation laid dowr in the second subparagraph is withoot pre judice to the
information on the results of stodies that the marketing authorizaion holder shall malke
available by reans of the periodic safefyr update reports ag laid dovwn in Srtiele 1077

3. &rticles 112 to 121 shall apply exclusreely to studies wmierred to in paragraph 1 that are
conducted pursuant to an obligation imposed in accordance with Srticles 44 or 27,

Arficle 118
Agreement of a protocol for a non-interventional post-authorkation safety siudy

L. Before a studwis conducted, the marketing authorisation holder shall subiit a draft
protocol to the Phavmacovigilance RBisk Assessrent Comdttee, exce pt for stadies to be
conducted i ordyone Ivkrnber State that requests the studyin accordance with Article 27
For such studie s, the marketing authorisation holder shall subrrat a draft gprotocol to the
corapetent authority of the Mlemmber 5tate in which the studyiz conducted.
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Within 60 days of the subrdssion of the draft peotocol referved to in paragraph 1 the
cornpetent authonts of the Ileraber State or the Phatmac ovagzilance Risk Assessment
Comrmttee, as appropeiate, shall issue:

fa)  aletter endorsing the draft protocol;

by aletter of objec tior, which shall set out in detail the grounds for the objection,
where:

(i) it considers that the conduct of the stdyprommote s the use of a medicinal
product,
(i) it considers that the design of the stody does rot fulfil the stadyr chje ctives, or

fc)  aletter notifying the marketing authorisation holder that the studyis a clinical tial
fallivg under the scope of Regulation (E1T) Mo 53672014,

The stady tmay corenence only when the writter endorserne nt from the corpetent
authority of the Iemmber State or the Fharnacovigilance Fisk fesesament Corunitlee, as
appropriate, has been issued.
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Whete a letter of endorsernent of the draft protoco] as refered fo in paragraph 2, point (), has
been zaued, the marketing authorisation holder shall foreard the protocol to the cornpete nt
authorities of the Ivlernber States in which the studyis tobe conducted and ravy thereafter
corntnence the studsraccording to the endorsed profocol.

Arficle 112
Update of a protocol for a non-interventional posi-authorisation safety study

After a stndvhasbeen commenced, axysubstartial arnendrne nts to the protocol shall be submitted,
before their irnple rentation, to the cormpetent authority of the Wletnber State or to the

Fharmar ovigilance Figk besesament Corittee, as appeopeiate. The corapetent authorityof the
LEmber State or the Phanmacovigilance Fisk Assessment Corueaittes, as appropriate, shall assess
the amendreents and inform the mathe ting authonsstion holder of its e ndorss ment or objec ion.
Where applicable, the marketing authorisation holder shall inforn the e mber States in which the

studyr iz conducted.
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Arficle 120
Final stud y report on a non-interventional post-avitorization safety stud y

Upon corpletion of the stady, a final stadsyr report shall be subrrdtted to the competent
authority of the Ierber State or the Plamacovigilance Fisk Sssessroent Comanithee
within 12 months of the end of data collection unless a written waiver has been granted by
the corapete nt anthortyof the Mermber State or the Phannaecigilance Bisk Assesament
Comnittee, as appropriate.

The marketing authorisation holder shall evaluate whe ther the results of the stody havee an
lmpact on the toarke ting anthorisation and shall, if nece ssary, subrait to the competent
anthorties of the MErber States an application to varythe marketing authorisation.

Together with the final studsy report, the marketing authorisation holder shall electronically
subrrat an abstract of the studyresults to the compete nt autho ity of the Mernber State or
the Pharmacovigilance Risk Assessient Cononittes,
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Arficle 121
Recomumendations following the sub mission of 2 final stud y report
on Ton-interventional posi-awthoerisation safety studies

l. Based on the results of the stadyand after consultation of the marketing authorisation
holder, the Phanmacovigilance Risk bAsgesament Coreuittes toayinake recorminetidations
concerning the rarketing anthorsatior, stating the reasons on which the i ave based. The
recorenetdations shall rention any dive rgent positions and the grourds on which the v are
baszed.

2. Wher recorene ndations for the wariation, suspe nsion or tevocation of a national roarketing
authorsation are made, the Ilember States represented within the coordina tion gronp shall
agree ona position on the matter taking into account the ecorenendation referred o in
paragraph 1 and shall include a fiteetable for the irmpleentation of the agreed position.

If, within the coordiration groap, the Ietaber States represented reach an agreerment on
the action to be taket by consetsus, the chairperson shall record the agreetnent and send it
to the marketing anthorisation holderand the Ivle mber States. The Ilermber States shall
adopt necessay eamire s to vary, suspend or revoke the marketing authorisation
concerned in arcordance with the rnplerentation titetable deterrnined in the agreernent.
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In the event that 4 varation is agreed upon, the rarke ting authorisatinn holder shall sdbrait
to the competert authorities of the Ivleraber State an appeopriate application for a waration,
incloding an updated surarmary of product charac tenistics and an updated package leaflet
within the deteruined tirmetable for iraple mentation.

The agreerent shall be rade publiclyavailable on the Evropean medicine s web-portal
egtablished in accordance with Article 104 of [revized Begulation (EC) Mo 726/2004] .

If an agree ment by consensus cannotbe reached, the position of the majority of the
Dilemmber States represented within the coordivation group together with o delailad
description of the matters, on which the Member Sates have been unable o reach an
agreement, all he divergent positions of Member Shates presented and the acienbific
grownds on which thep are based, shallbe forwarded to the Corrnission, which shall
apply the procedure laid down in Article 42,

Where the agreerment reached byrthe Iderober States re presented within the coordination
group ot the position of the wajority of Werdbe r States differs frora the recorare ndation of
the Pharmacovigilanee Bisk Assessinert Coranittes, the coordination group shall attach to
the agreerent or majority position a detailed explanation of the scientific grourds for the
differences together with the recorrne ndation.
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SECTION 3
IMPLEME NTATION, GUIDANCE AND REFORTING

Arficle 122
Inp Eementing measures related to pharmacovizilance ac tariies

l. In order to harrnonise the perfornmance of the pharrnacorigilance actisities provaded for in
this Dhirectrve, the Corarnission shall adopt iraple menting measares in the following areas
for which phatraacorigilance actedties are provided for in Arnwex I, Arficles 56, 09 100,
105 to 107, 113, 112 and 120 by setting out:

(a)

(h)

()

(d)

(el

the content and the rules on the maintenance of the pharmacosigilance system master
file keptbyr the marketing authorisation holder;

Feird poatr veguirernents for the quality systern for the performance of
pharrnacovigilanee activities by the cormpete nt anthorities of the leaber States and
the marketing anthorisation holder,

miles on the use of intermationall v agreed ferrainolog s fonmats and standards for the
performance of pharmac ovigilance actovties;

rdrdrenarn reguirernents for the rordtoring of data in the Budravizilance database fo
deterrine whether there are new risks or whe ther risks have changed,

the forrat and content of the electronic tarsrnission of sepected adverse reactions
by Ivlermber States and the marketing anthorsation holder,
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(fy  the fornat and content of electronic perodic safety update re ports and risk

ranagerns nt plans,

fg)  the fornat of protocols, abetracts and fival studyre ports for the post-anthorisation
safety studies.

2 Those meamires shall take account of the work on intemational hanmorisstion carvied ot
in the area of pharrmac ovigilance end shall, where necessany, be revised bo teke cecount of
technical and scientific progress. Those meamues shallbe adopted in accordance with the
regulatory procedure referred fo in Arlicle 214(2).

Arficle 123
Guidance to fac ilitate the performanc e of plarmacovigilance ac tarities

The Ageneyshall in cooperation with corpetent anthorities of the Ilerber States and other
interested parties, draw g

() guidance on good pharmacovigilanee practices for both corapete nt authorities and
marketing authorisation holdes,

iy scientific guidance on post-anthorisation efficacy stadies.

Arficle 124
Beporting on p harmacovigilance tasks

The Egeney shall rake public a report on the perforrance of pharrnacovigilance tashks by the
LEmber States and the Agenc wewvery three years. The first re port shall be made public by [theee
wears after application date of [revised Regulation (EC) Mo T2802004].
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Chapter X
Homeopathic medicinal products
and traditional herhal medicinal products

SECTION]
SPECIFIC PEOVISIONS APPLICABLE T O HOME OPATHIC ME DICIVAL PRCDUCT §

Arficle J123
Regisiration or authorikation of homeop athic med i inal produe is

L. Lleraber States shall ensure that hormeopathic rmedicina peoducts warmfachired and placed
ot the market in the Urdon are registered in accordance with Srhicles 126 and 127 or
authonsed in accordance with Article 13301}, except where such homeopathic roedic inal
products are covered bya registration or authorization granted in accordance with national
legislation on or before 31 Decerhber 1993, I case of registrations, Chapter I, Sections 3
and 4, and Arhicle 35, paragraphs 1, 2 and 3 shall apply saskadis mubends.

2. Llernber States shall establish a sirgplifie d registration procedure referred to in Article 126
fior the horne opathic e dicinal products,
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Arficle 126
Simiplified regisiration procedure for lomeopathic medicinal producits

L. Horme opathic redicinal peoducts that satisfyrall of the following conditions maybe subject
to a sireplified registration procedure:

fa)  theware adeainiste red orally or externally,

by nospecific therapentic indication appears on the ldbelling of the Romeopathic
redicinal product, is conveyed in the name of the homeopathic medicinal products,

or 1t any mformation relating thereto,

fe) there iz a sufficient degree of dilution to guarantes the safetyof the Romeopathic
tnedicinal product.

Iz For the parposes of paregraph I, point (o), the Romeopathic medicingl peoduct ray not
cortain either rore than one part per 10000 of the mother tine tare or more than 17100th of
the stnallest dose used in allopathwwith regard to actie substances whose presence inan
allopathic rmedicinal product results in the obligation to subinit a doctor’s prescription.

Ih The Corenission is exnpowered to adopt delegated acts in accordarce with &Aricle 215 to
arnenid-the-Fasteakpesespbpes-tod paragraph 1a, inorder to take account of scientific

Frogress.
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&t the fitne of registration, hernber States shall de terrnire the prescription status for the
dispersing of the homeopsathic medicmal product.

2. The criteria and rules of procedure provided for in Artiele 10100, point Geya), Arficle 30,
Chapter ITL, Section 6, &rticles 191, 195 and 204 shall applybsrarslosys mutals mudandis
to the sitnplified registration procedure for howeopathic medicinal products, with the
exception of the proof of therapentic efficar sy

Arficle 127
Application rei wirernenis for simplified regiztration

1 The holder of homeopathic medicingl product simplified registration shall be eslablished
inthe Urion.
2 Ly application for a sitaplified registration may cover a seties of homeo pathic me dicinal

products dered from the sate horeopathic stock or stocks. The following shallbe
incloded with the application in order to dernonstrate, in particular, the pharmaceutieal
gualityand the bateh-to-batch horaoge neity of the homeopathic redicinal peoducts

concerted:

fa)  the scientific nawe or other narne ghven in a phanmacopoeia of the hormeopa thie
stock or stocks, together with a statement of the wvarious routes of adwinistration,
pharrmacentical forrns and degree of dilution to be registered,
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(h)

()

fca)

(d)

(el

()

(gl

(]

a dogsier describing how the homeopathic stock or stocks are cbtairned and
controlled, and justifsirg their horme opathic use, on the basis of an adequate
bibliographor,

the rrarmfac taring and control file for each phiammace utical forr and a description of
the rnethod of dilution and potentization,

if the homeopathic medicinal product containg hiologic el substaices,

documentaiion on the meamures taken to ensure iy absence of pathogens,
the raavmfac taring anthorisation for the howmeopathic e dicinal product cone erned;

the coples edor reforences to identiff any registrations or authorisations obtained for
the same horneopathic medicinal product in other Meraber States;

ore of rote rmock-ups of the outer packaging and the imrnediate packaging of the
horoe opathic medicinal products to be registered,

the data concerning the stability of the hore opathic medicinal product-and she IF Efe
of the home opathic medicingl product,

rane of corporale name and permanend address of the applicant and, where

applicable, ofthe manufachirer.
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Arficle 128
Application of decentralised and mautual recognition proced ures
to homeopathic medicinal products

l. &rticle 3%, paracraphs 4 and &5, Articles 39 fo 42 and 95 shall not apply to the
horneopathic medicinal products referred to in Article 126,

2. Chapter IIL, Sections 3 1o 5, shall not apply to the hormeopathic roedicinal products referred
to in Article 133(2).

Arficle 129
Lahelling of homeop athi medicinal products

Horneopathic medicinal products, with the exeeption of those referred to i Article 126(1), shallbe
labelled in accordance with the provisions of Chapter V1 and shall be identified by a reference on
their labels, in clear and legible forr, fo the it howmeopathic nature.

Arficle 130
Specific requirements for lahelling of ¢ ertain homeop athic medicinal products

l. The labelling and, where appropriate, the package nsert for homeopathic rmedic inal
produets referred to in Srticle 126(1) in addition to the clear mention of the words
‘homeopathic medicinal product’, shallbear the following, and no other, infomvation:

fa)  the scientific namwe of the stock or stocks followed by the degree of dilation, waking
use of the syebols of the phartnacopoeia used in arcordance with Srtiele 4625,
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b}  naree and address of the registration holder and, whete appropriate, of the
rmanufactirer;

el rethod of adwinistration and, if nece ssary; ronte of advaindstration,

(d)  pharrnacentical form and e content by weight volume or nismber of doses af the
product,

(e)  expirydate, in clear terns (month, year),

() special storage precautions, if ansy,

(h)  aspecial warning if necessayy for the seedisdmed-product,

(1) marmfachirer'shatch nomber,

{jy  registration namber,

(k) “horeeopathic medicinal product without apgproseed the rapeatic indications ™

i s not o

(1) awaning advising the s
inderrupt any ongoing medical treatment presesibed or instructed by healtheare
professionals, when kaking the product.
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) for the paclage ingert: the date on which the paclage leaflet was last revised,

) the lst of those excipients known to have a recognizsed acion or effect and
nelided in the detailed cuidance published pursuant o Ariele 77

&3 regards the first subparagraphy, point (a), if the homeopathic medicinal product 1z
cornposed of tao o more stocks, the scientific narmes of the stocks on the labelling mavyhe

supple rented by an irente d nare .

2. Notwithstanding paragraph 1, Ieraber States mavrequire the wse of cerain types of
labelling in order to show:

fa)  the price of the horme opathic wedicinal produst,

iby  the reimbumsement conditions

Arficle 131
Advertising of homeop athic medicinal p roducts

L. Chapter 11T shall applyto homeopathic medicinal produc ts.

2. Byderogation frorm paragraph 1, Srticle 176(1) shall not apply to komeopatfic medicinal
produe ts referred to in Article 126010
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Howeneer, onlythe information specified in Article 130010 mavbe nsed in the adve riging of
such horne opathic medicinal products.

Arficle 132
Exchange of information on homeop ath medicinalproducts

NEmber States shall comraumnicate to each otherall the information necessary to guarantes the
cjuality and safety of hormeopathde e dicinal products rearodachored and markets d within the
Urdomn, and i particular the inforrnation referred to in Srticles 202 and 203,

Arficle 133
Other req uirements for homeopathic nved ic inal p rod we i=

l. Home opathic medicinal products other than those referved to v Arhicle 126(1) shall he
gratted a marke fing authorisation in accordance with Srticles 6 and 9 to 14 and labelled in
accordance with Chapter VI

2. & Tlerrber State mavwintroduce or retain in its teritory specific rales for the non-clinical

tests and clinical stodies of howeopathic medicinal products other than thoge referred to in
&rticle 12601}, in accordance with the principles and characteristics of homeopathsr as

practised in that hember State.
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In thiz case, the Merwber State cotcemed shall notifyrthe Comdssion of the specific mles

in force.

3. Chapter I shall applyto hotaeopathic medicinal peoducts, with the exce ption of those
referred to in Arhicle 126015, Chapter X1, Chapter ZI1, Section 1, and Chapter XTIV shall
apply to hormeopathic medicinal products.

SE CTION 2
SPECTFI C PROVI SIONS APPLI CABLE TO TRADIT IONAL HEREAL ME I CTMAL PRODUCT §

Arficle 134
Simp lified regisiration procedure for traditional herh al med i inal p rod ucits

l. Hethal medicinal yeoducts that satisfyrall of the following conditions taybe subject 40 a
sitnplified registration procedure (“traditional-use registration™):

fa)  thewhave the rapeutic indications exclustvelyappropiate to traditional herbal
medicinal products that, byviriee of their cormposition and parpose, are intended and
designed for nse without the sipe rvision of a redical practitioner for disgrostic
prrpaoses or for prescription or mordtoring of teatroent,

by theware exclusteely for adrdnistration in accordance with a specified stength and
posology,

fe)  theware an oral, external or inhalation preparation,
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f(d)  the period of traditional use as laid down in &rticle 136010, point (o), has elapeed;

{el  the data on the tradifional nse of the herbal e dicinal product referred to in
Lrticle 136013, point (o), are sufficient.

The data ox the use of 4 medicinal product referred to in the first subparasraph, point (2],
shallbe considered sufficient where the herbal e dicinal produet prosees not to be harenfinl
in the specified conditions of use and the pharrnacological effects or efficacyrof the herbal
medicinal product are plausible on the basis of longstanding use and experiencs.

2. Notwithstanding Srficle 41, point (64), the presence in the hetbal medicinal product of
witarning or minerals for the safetsof which there iz well-docurme nted evide nee shall not
prevent the herbal raedicinal product fror being eligible for registration in accordance
with paragraph 1, peovided that the action of the vitarnine or mive rals iz ane ilavy o that of
the hetbal active substances regarding the specified claitned therapeutic indication(s).

3. Howrerver, in cases whete the cornpete nt authorties judge that a herbal e dicinal product
that fulfils the conditions laid dowr in paragraph 1 (“raditional he thal medicinal product™
fulfils the criteria for a national rearke ting authorisation in accordance with &aticle 5 or for
a sirnplified registration in accordance with Artiele 126, the provisions of this Section shall

not apply
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Arficle 133
Submission of dossier for trad iional herhal meed ic inal prod uet

L. The applicant and the sedidesel-sasiolder of the iraditional herbal medicinal product
sizmplified registraion-beldsr shall be established in the Urndorn.

2 Inorder to obtain a traditional-use registration, the applicant shall subrat an application to
the compete nt authorityof the Ilermber State concemed.

Arficle 136
App lication reqguirements for traditional use registration
L. Ly application for traditioral-use registration shallbe accorparded by
fa)  the particulars and docwmentation:

(L) referred to in poinds (1), €2, (30, (50 to £S00TT), 0160 and (17) and (35) of

Armex I,

(i)  the results of the phatmacentical tests referved to in point 12() of Lunex I,

(i)  the swenrmaryof product characteristics, without the-sksdeal-peabasdass
phamacologioal properties as specifled in Armex W, unless necessary for the

safe use of the product,
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() incase of combinations, as referred to in Arficle (1), point (B4, or in
&rtiele 13402), the mformation referred to in Article 134017, first subparagraph,
point (e), relating o the corabitation as such; if the indradual ac tee
substance s ave not sufficiently kyown, the data shall also relate to the
indivAadual actre substances,

(b} arg national rarketing anthorisation or registration obtained b the applicant n
another e rber State, or in a third country; to place the herbal medicinal peoduet on
the market, and details of ary decision to refise to grant a national marketing
authorization or registratior, whethe in the Tnion ot a third conntry; and the reasons

for angy such decision;

c)  bibliographical or expert evidence o the effect that the herbal redicinal produst in
guestiorg, or a correspohding seesddisdned product has been in redicinal wse thronghont
a period of at least 30 years preceding the date of the application, mecluding at least
15 gars within the Urdon;

(d)  ahbibliographic review of safety data together with an expert re port, and where
required by the corpetent authority of the Member State, upon additional re quest,
data necessary for assessing the safety of the hethal medicina product.
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For the parposes of the first subparagraph, point (o), at the recuest of the competent
quthoridy of @ herber State where the application for taditional-use re gistration has been
subrratted, the herbal medicinal products working groap shall draw up an o pindon on the
adermacy of the evidence of the long-stavding uge refered o in the fivst sbparazraph,
point (), of the herbal medicinagl product, or of the comespondine heedelsmediained
product. The competent authordty of @ Werber State shall subrit relesrant docaroe ntation
supporting the referral.

For the parposes of the first subparagraph, point (d), i case of combinations, if the
indradual active substances are not sufficiently known, the 2afely date dedesedomad-tain

He-Frotbrdbperasreph—paan-taiFoohall also relate to the indrddual actore substances.

&rmex [ shall applwbarasabony mahelis mucandis o the partioulars and docurne ntations
specified in the firet subparagraph, point (a).

2. The recpuirerne it to showr e dicinal use throughout the period of at least 30 vears, set out
in parazraph 1, fivst subparagraph, point (), is satisfied ever where the marke ing of the
hesbal sedicimaleorrespo nding product has notbeen based on a specificsarketing
authonsation. It iz likewise satisfled where the number or quantity of ingredients of the
haadsalasadiaimede oy oo nding product has been reduced during that period.
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Where the heskwedsmedisinadrorresponding product has been used in the Undon for less
than 15 yearsbut is otherwise eligible for a tradifional-nse e gistration in accordance with
paragraph 1, the compete nt authorityof the Ilember State where the application for
traditional-use registration hasbeen submditted shall refer the application for the traditional
hethal medicinal produet to the herbal medicinal products working gronp and sodbrnit
relevant docurmentation supporiing this referral.

The hetbal e dicinal produc ts working group shall consider whether the criteria other than
the period of-eesedtemed b 2dition el nse for a traditional-use registration as yeferred to in
&rticle 134 are corgplied with. I the hethal me dicinal products working sronp considers it
possible, it shall establish a Union he thal monograph as referred to in Srbels 14103) which
shallbe taken into accountbythe cormpete nt authority of Tk rber State when taking its
final decision on the application for the tradiional use registration.
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Arficle 137
Applic ation of decendralised or mutual recognition to trad iHonal herhal medicinal producis

L. Chapter ITI, Sections 3 1o 5, shall applwleseasedasss mutatic puibendis 1o traditional -use
registrations granted in accordance with Arficle 134 seenadsd that:

2. For traditional he thal medicinal products not covered by paragraph 1, the corapetent
authority of each e rber State shall, when evaluating an application for radibonal-nse
registration, take due account of registrations granted by the corape et anthority of
another Tlerober State in accordance with this Section.

Arficle 134
Refusal of regictration of trad itional herb al med & inal producis

l. Traditioral-use registration shall be refused if the application does not comgply with
&rticles 134, 135 or 136 or if at least one of the following condiions is fulfilled:

fa)  the qualitative or guantitative corposition is not as declared;

(b the therapeutic indirations do not cornply with the conditions laid down in

Brticle 134,
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fe)  the traditional herbal medicinal product conld be harraful mder norenal conditions of

e

2

Ay the data on traditional s ave ineofficient, especially if phannacological effects or
efficacy are not plansible on the basis of long-standing s and experience;

(e)  the pharrnacentical gquality is not satistactorilyde monstrated or nadeguate .

2. The competent anthorities of the Dermber States shall notifiy the applicant, the Coruanission
atd any compete nt authorityof the hember State that requests it, of aner de cision thewy take
to refuse tradifional-use vegistration and the reasons for the refusal.

Arficle 139
List of herhal sub stances, herhal preparations and comb inatio ns thereof

l. The Corenission shall adopt ixnple menting acts to establish a list of hetbal substances,
e parations and cormbinations thereof for use in traditional herbal medicinal products,
taking into account the draft st prepared byrthe hetbal roedicinal products working
gronp. Those irplere rting acts shall be adopted in accordance with the examination
procedure referred to in Arbcle 214020, The list shall contaiz, with regard to each herbal
substance, the therapeutic indication, the specified strength and the posology, the wute of
adrministration and anyother inforrmation nece ssaryfor the safe use of the hethal substance
asa traditional herbal medicinal product.
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2. If an application for traditional-nse registration relates to a herbal substance, preparation or
a corabiration thereof cortained in the list referred to in parasraph 1, the data specified in
Lricle 136017, points (b, () and (d), shall not be required and Sriicle 138(1), points (o)
and (d}, shall not apglsy

3. If a herhal mabstance, pre paration or a corbination 1s no longer ineluded in the list referred
to in paragraph 1, registrafions pursuant o paragraph 2 for he thal medicinal prodacts
containing this substance shall be revoked urdess the particulars and doc e ntations
referred to in Article 13601 are subroite d within three months.

Arficle 140
Other redq uirements for traditonal herh al medicinal products

l. Srticle 105}, points (a) and (h) and Article 1{10), point fedia), &rticles &5 to &, 29, 30, 44,
dp, 54 61, 89, 90 Q200155 Stadialed i —pesavepbatrd-t 158 Articles 19] HS—lHE
ele—tOoe, 02, 203 and 204 and 208 and Chapters JV, T KT and XTT and X1 smesd=t
of this Directrve as well as Cornraission Ditective ZR0SIESR(EIN 201 27157243 hall
apply, satadisretandiomat adis wadandis, 1o traditional-uss registrations granted under
this Section.

of 15 Reptember 2017 supplementing D,recuve EIZ'DIESREEC ufi.‘ae Furopean Parlament
:mri a_;l" tFae Cﬂunﬂi @5 regczrcis' the Imrm}:tles and guﬁﬂlmes of good manufacturing practice
palfoy predicinal products for

b use (OF L 262 1410.0003 5 32233, 169 2017, p. 44).
o 27 Commission Directive 200304/EC of & Chiober 2003 laping down the principles

and guidelines of good manufacturing prachice in respect of me dicinal products for
human wse and mveshoational medicinal products for human wse (CF L 262 1410 2003,

p. 22)
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Inaddition to the requireraents set out in Srticles 63 o 66, 70 to 79 and Lymex IV, any
labelling and package leaflet of a traditional herbal rredicinal produet shall contain a
staterment to the effect that:

fa)  the product is a traditional herbal roediciral product for use in specified therapeuhic
indications) & xelushe Iy based npon long-standing uge; and

by the user showld consalt a doctor or a qualified healthoare practitioner if the ssraptors
persist during the use of the traditional hetbal e dicinal product or if adverse effects
tiot rne ntiored in the package leaflet occur.

& Mlerwher State roayrecuuire that the labelling and the package leaflet shall also state the
nature of the tradiion in question.

Inaddition o the require rents set out in Chapter 211, anyadwertise ment for a traditional
hethal medicinal produet registers d under this Section shall contaiy the following
staterment: Traditional hetbal me dicinal product for use in specified the rapeutic
indication(s) exclustrel y based upon long-standing use.
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Arficie 141
Hexb al medicinal products worldng group

L. & hethal roedicinal products working gronp is established as referzed to in Srticle 142 of
[revised Fegulation (EC) Mo T2602004] . That working group shall be part of the Lgency
atid shall have the following corpetence

(a)

(h)

()

as regards tradiional-use registrations, fo;

(i) perforrn the tasks avising from Srticle 136, paragraphs 1 and 3,

(i) jrepare adraft list of herbal substances, preparations and cormbinations thereof,
as referred to in Article 1391,

(1) establish Union monographs for traditional herbal medicina] products, as
referred to in paragraph 3,

a8 regards marketing authorisations of herbal we dicinal products, to establish Tadon
hetbal ronographs for hetbal e dicinal products, as referred fo in paragraph 3,

as regards referrals fo the Agencyander Chapder ITT, Section 5, or Article 95, in
relation to tradifional herbal medicinal products as referred fo in Article 134, to
perforrn the tasks set out in Brficle 41,
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(d)  where a matter concerning seedisal-praduste—atheatha el NPT
snacbiaialpraduata—adkes e dicinal products contaiming hethal substances or Rerbal
preparations, obher than Waditional-use me dicinal prodichs 1s referred to the
Sgencyunder Chapter ITT, Section 5, or Ariicle 95, 10 ghe an opinion on the he thal
substance, where appropriate.

Lppeopriate coordination with the Comrattee for Huornan Medicinal Produets for Human
Uze shall be ensuwred biya procedure to be deterrnived bythe Executive Direc for of the
Lgeneyin accordance with Aricle 1450100 of [revised Regulation (ECY Mo T26r2004].

Each Wember State shall apgpoint, for a three-year terr which mayhbe renewed, one
tnernbet and ore alternate to the herbal wedicival working group.

The alternates shall represent and wote for the members in their absence. Ilermbers and
alternates shall be chosen for their role and experience in the evaluation of herbal
medicinal products and shall represent the corape tent anthorities of the Ierber States.

The mernbers of the hetbal medicinal peoducts working group maybe accorapsarded by
experts in specific svierdific or techrdcal fields.
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The hetbal e dicinal products working gronp shall establish Urndon hetbal monographs for
hethal medicinal products with regard to the application submitted in accordance with of
drticle 13 as well as traditional herbal medicinal products.

Where the Union hetbal monographs have bee n established, they shall be taken into
account by the cornpetent authoritie s of Mewker States when exarining an application.
Where no such Union hethal monograph has yet been established, other appropriate
monographs, publications or data maybe referred to.

When rew Urdon hetbal monographs are established, the taditional -use registration holder
shall consider whe ther it is necessary to tnodify the registration dossier accordingl v, The
traditional-use registration holder shall notifrarey such rmodification to the corgpetent
authority of the Merber State concerned.

The hetbal monographs shall be published.

Pronsions of Article 146, paragraphs 3 to 5 of the [revised Begulation (EC) No T2672004]

applying to the working party shall applFeressdassy mutahs madends 1o herbal medicinal
products working group.

The herbal redicinal produc te working gronp shall draft ite rules of procedure.
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Chapter X1

Manufacturing and import

SECTION]

MANUFACTURING AND IMPORT OF MEDICINAL PRODUCTS

Article 142
Manufacturing authorkation

l. Dlermber States shall take all appeopriate e asures to ensure that the rmanufacture of the
medicinal products within their territory is subject to authonsstion (the “manufacturing
anthorsation™. The marnufacturing authorisation shall be required also if the roedic inal
produe ts rnartachired are intended for export.

2. The warnfactunng anthorization referred o in parasraph 1 shallbe requived for both total
and partial manofactore, and for the wvanous processes of drading up, packaging or
presentation. The manafecturing euthorisation shall apply onldy to the categories of
medicingl products, phamaceutical forms, the manufacturing operations and the

premizes specified in the application.
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Bryrderogation frorm paragraph 2, the marmfactiring authorsation shall xot be regpuived for
the following:

fa) preparation, dividing up, changes in packaging or presentation where these processes
are carried out, solely for retail supply, by plarnacists in dispensing pharracies or
byrpersons legally authorised in the Ivleraber States to carryout such processes; or

i) decentralised sites carrving out mannfacturing or testing steps, in accordance with
Article 260 and Article 148, under the responsbilityof the qualified person of a
central aite referred to in Saticle 15103).

& marfacturing authorsation shall also be requuired for irmports of me dicinal products
corning from third courdries into a Wember State.

This Chapter and Lrticles 195(5) and 198 shall apply to nports of medicinal produe ts
from third countries.

Lleraber States shall enter the inforrnation relating to the marnafae hring anthorisation
referred to in paragraph 1 in the Tnion databage referred to in Srticle 122(15).
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Arficle 143
Eeguiremenis for a manufac hiring awthorisation

L. Inovder to obtain the marafacheing authorisation, the applicant shall subrnit an
application by electronic means to the corapetent authority of the Merober State concermed.
Member Shates may, unkl [OT please ingert 5 ypears after the date of applicaion ] provide
For the possibilily of a paper form submission.

That application shall include the following particulars:
-a)  name or corporate name and permarent address,

fa)  the medicinal products, the pharrnacentical forms and the manafactaring ope rations
that are to be mannfactured, rnported or carried ont and the place where the activity
will take place;

by peoof that the applicants have at their disposal, for the marnafactore or iraport of the
ghoe, suitable and sufficient prernises, techrdeal eguipreent and control facilities
coraplying with the legal recuirerments that the Member State concerned lays down
as regards both rarodae bare and control and the storage of medicinal products, in
aceordance with &rhcle &
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fe) proof that the applicarts hanee at their disposal the services of at least one gualified
persor within the meaning of Article 151,

Iz In the case of an application for q cenbral sile responsible for decendralised
manufackunng the particulars referred to i paragraph 1 shall also include:

(B deseriphon of the medicingl product(5) that are subject o manufachunng steps in
the decentrelised sites, meliding the manufechinng or ksting achvities ta be
performed for ¥hose medicinal products at the decentralised sites;

(e} proof that the applicants have at their disposal appropriate proce dures and
resources for the oversight of decentralise d sides i qecordance with Arficle 14771),
Firgt mebparacraph, point (Fl;

i) foreach decemtralised sife at the time of the application, @ whilten confirmabion by
the gualified person referred to in Artiele 151(3) that the applicant hasverified its

complignee with principles and guidslines of good manufachiring practice referred
toin Arbcle T80 By conducting an audit
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2. The applicant shall provide, brelectonic meats, particulars in support of the abose in
their application. Member Shates wap [OT pleage ingert [ years after e date of
application [ provide for e possibility of q submission in peper format.

Arficle 144
Granting of a manufacturing awtherization

l. The-edessd-yepeopestame-ad=the c ornpetent authonty of the Ik raber State concermed
shall carry out an inspection fo ensure the accuracy of the parbiculars ineluded 1 the

application submitted in accordance with Article 143,

Where the accurar v of the parficulars is confirmed in accordance with the first
subparagraph, oF &2 any evend=swed no later than 90 dase after the receipt of the application
subrratted in accordance with Article 143, the corpe tent authority of the Tk raber State

shall grant or refuse a rmarotae hring authorsation.

By wap of derogation from the second subparagraph, in justified cases, the inspeckion
may be carried out after the manufachurning quthorisehon has been granted

2. To engure that the pariculars referred to in Article 143 are dulysubmitted, the corgpe tent
anthority of the Ilember 5tate tnaygrant a marnfachring authorisatinn subject to
conditions.
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Arficle 143
Changes in a manufacturing awthoerisation

If the manfac toring anthorisation holder recuests a change in any of the particulars referred to in
Latiele 1431} second subparagraph and Arficle 143 (Ta) points (B) and (c), the corapetent
anthorityof the Wember State shall axssndialke o decision on the reguested amendnent of the
rnanufacturing anthorisation no later than 30 days from such request. In exce ptional cases this
perind of titee maybe extended to 20 davys.
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Arficle 146
Eeyjuest for additional information

The competent authority of the Iletaber State maw request the applicant to st addiioral
mforrmation on the particalars supplisd pasuant to Arhicle 120143 and on the gqualified person
referred to in Article 131, where the cormpetent anthorityof the Ieraber State makes such reguest,
the titne limits veferred fo in Srticles 144010, second subparagraph, and 145 shall be suspended until
the additional inforration has bee n sapplisd.

Arficle 147
Obligations of the manufacturing authorisation holer

l. Ilernber States shall ensure that marufactoring authorisation holders shall:

fa)  hawe at their dispogal the services of staft who coraply with the legal requirerne nts
existing in the IvErber State both as regards marnfacture and controls,

by dispose of the medicinal prodocts-e
ondy it accordarce with the legislation of the Tieraber States;

) give prior notice to the cornpete nt authortyof the Mermber State of anychanges they
oy wish o rake to any of the particalars prosdded inaccordance to Article 143,
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(d)

(el

b

(gl

(k)

ﬂnﬂ%@ﬁﬂiﬂ-ﬁfﬁm-ei&m corupetent auﬂv:lnty of the Ivleraber State

access to their prernize s awd

sentraloxthe-decerdralicad eitac-at any tire,

etighle the qualified pereons referred to in Axticle 151 to carvy out their duties, where
eppnepaiedtee applicable also in dece ntralised sites, for exaraple by placing at their
dispozal all the necessary resomces and ensuring thely access to the promiges,
neliding relevant eleckronic ystems and documentaion of He decentralized
site(5),

coraply, it any relevant site and at all tivaes with the peinciples of good
roaroatacharing practice for medicinal products;

use onlyacitve substances that have been marnufae tired in accordance with good
roaroafa charing practice for active substances and distributed in accordance with good
distribution practices for active substances,

mfiormn the cormpete nt anthomty of the IWernber State and the marke ting authorisation
hiolder ixnrne diately if they obtain information that medicinal products that come

under the scope of their manfacturing anthorisation are, or are suspected of being,
falsified irvespective of the way the medicingl products were distribarted;
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(1) werify that the marmfacturers, raporters or distribmtors frorm who the wobtain active
substances ate registered with the competent authositsrof the Metnber State in which
thesr are established; and

iy wertfy the authenticitsy and quality of the active sbstances and the exciplents.

&3 regards the first subperacraph, point (), the corape tent anthority of the e mber State
shall, in any event, be irnrne diate Iy inforreed if the gqualified person referned to in
&rticles 143(1), point (o), and 151 is replaced unexpectedly

For the parposes of points (£) and (g}, marnmtacturing anthorsation holde rs shall ve ity
comnpliance—sespestiadse by the rmartae harer or distibutors of active substance s with
good mannfacturing practice and good distibution peesessprackce respectively, by
conducting s gedar audits at the marnfacturing and distribution sites of the manofae torer
and distributors of active substance s Warnfaetoring authorisation holders shall venfyrsuch
cornpliance either by the rsebres or through an entityacting on their bebalf ander a
contract.

The mannfacturing anthorisation holder shall ensure that the excipients ave mitahle for use
in medicival products by ascertaining the appropriate good marufachring practice on the

hassof a formalised risk assessroent.

G366

362

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1

LIFE.5

363
EN



Ia.

The manufacturing authorization holder shall ensure that the appropriate good

manufac hiring practice ascertained in accordance with paragraph 2, isapplied. The
rnanufiac hirirg authorsation holder shall docuraent the treasre s taken in accordance with
paragraphs 1 and 2.

Arficle 144
Regisiration and Bedng-presessc:periinon of decentrabized sites

The mwanufacturing authorisation holderof the central site shall register all of its
decentralized sites i accordance with the provisions of this Aricls.

The registration of @ de centralize dmanufachuning site shall nclude, where applicable,
the registralon of the site a5 @ manufochiring sile for the active substance perlaining bo

the medicinal product it encompasses.

The manufacturing authorization holderof the central site shall request the corupetent
authority of the Idermber State it which the decentralizsed site is established, o register the
decentralized site.
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.

The marketing authorization holder seetracssonsothopatinatsminthon i 2ll enmire Hat oll
the qohvities at the central and decentralised] sdeds-saxasetongiios qre carried outin

ﬂﬂlmp.ﬁ.ﬂnﬂg with the sexdvad-mbe H b it e
dadsbasadele sated et referred to in Arficles Tall end Tal and the

authorisaiion referred o in Article S 3 F R R PR

The manufachering quthorisafion holdey may commence e aohidly in the decentralised
site in conneckon with the centralsite only when the use of decentralized manufocturing
has been approved pursiant to Arkicle 260 paragraph | and the marlieing authoriaztion
holder has ensured that:

(@ the central sile is quihorized by the competent authority of the Member State where
it iz locate &;

(B the decentralised site is registere d by the competent authoriy of the Member Shate
where s locake d; and
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) the registrafion of the decentralised site i referenced with the authorisalon of the
corresponding condral sibe by the compelent quthonly of the Member Shate where
the central site iz located in the Union database referred to in Ariicle 188(15)

4. The competent anthorityof the Mlereber State in whach the decentralised site 15 established,
iz responsible, in accordance with Lrticle 122, for the supervision of the manafacturing
and testing actreities caried out v the dece ntralised site.

) For the parpose of paragraph 2 the marnfae taring authorisation holder of the central site
shall subrrdt a registration fomm that shall inelude—atsast the following inforrmation:

fa)  name or corporate natne and perrmanent address of the dece ntralized site-cswd & procf’
of is establishene nt in the Union and e name and cordact debails of @ person
designated as the local contact for the decentralised site along with o written
conflrmation of the decentralized ite that it supporks e application for
re gistraiion

(b the pharmacentical forms and the medicinal products that are sabject to
manmfachring or testing steys in the decentralized site, ineInding the mannfachring
ot testing actmities o be perforred for those medicinal products and, as
appropriate, Bee reference bo the relovant marketing cuthorsation or te markebng
authorisahion application referred o in Arfele 260, paragraph I,
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fe)  parficulais regarding the prermises of the decentralizsed site and the technical
ejuipraent to carrsy ont the relevant actorities,

f(d)  the reference to the manufacturing authorization of the certral site,

(e)  the written cordirmation &y Fe gualified person refered to in Article 14400 sooxd
eabprrasapbe] 5 1 3that the sesafiebeeemanifzchiring cuthonsation holder of
the rmedicinal product bas verifled corapliance of the decenfralised site with
privciples of good manufacturing practice referred fo in Article 160 by condune ting
andite; and when reguested by the competent quthoridy of the Member Sale in
which the decentralised site is establiched, the latest audit report for the concerned
decentralised site;

) proof that the appropriate resources are available at the central site for the
gualified person referved bo in Arkele 151 b carry out the tasks referred o in
Article 153(d) regarding e supenvision of the decentralized site.

-3 Hhen manufackining achvifies at q decendralised sk iny olve steps pertained to e
manufacture of the active substance of the medicinal product subject to decentralised
manufacturing those steps shall be neluded in the nformation sulmibted wnder
poirds b ¢, e and f of paragraph 5.
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The competert authorityof the Dlewker State supervising the decentralized site parsuant to
paragraph 4 may decide to carryout an inspection as referred to in Arficle 122(1), first
subparagraph, point (). In such cases, that comgpetent authority shall cooperate with the
corapetent authority of the Wember State responsible for the supe rvision of the central site.
Ifthe outeowme of the ingpechon shows that e applicant does not comply with the

principles of good manufackiring praciices as referred to in Arkcle 160, e competend
authority shall na register that entily in the Union database referred o in

Arfele 188(15) or if that endily i qlready registered in the Union database referred bo in
Arficle 186(15) it shall remove the enkily from this database.

T
3 The competernt anthorityof the Dlewhber State supervising the decentralized site porsuant to
paragraph 4 shall cooperate with the relewant authorities resporsible for the supe rvision of
the manufacturing or testing activities under other Urdon acts as regards the following:
fa)  the medicinal products that were raannfac tared in a decentralised site, the testing or
ratmfacturing of which irrvolves wsing raw material, roe dicinal produets regulated
under other relevant Urdon law, or rmedicinal peoducts that are intended to be
cotnbited with medical desdices;
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by where specific rmarofae taing or testing activities are applied o the medicinal
products containing, consisting or derred from S0HO for which specific
marnfachiring or esting activities are applied within a decentralised site that is also
anthorise d nnderfeeHO Regulation] (EU) 20247938 Sueh co-operafion shall
nclude shanng informaion about any ackons in relabon to the decentralised site

resilting from Helr respective responsibilifies.

(ha) The respecte compelent quthorifies of the Member Sakes supervising the cendral
and de cendralized Stes shall cooperate and exchan ge information as regards e
authorisabion of the cenbral site, Yhe registration of the decentralised site(s) and

Hheir supe nision.

9. Where-selswasd appropricle, competent authorities of the Meribe r State-SRates supervising
the central and decentralised sites swasrbatasdthand the Agency or the corpetent
anthonty of the Tlermber 5tate responsthle for the supervision of the marketing
authorization shall coopercte and exchange information. Where e supenizony
cuthoribes delect anp deficiency in the central 2k or e decentralized sikes that may
impact e gually or safely of the medicinal product concerned, they shall inform e
relevant nebonal compelent authorities or the Agency withoul undue delay.
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I

&b,

In cage of any siteation having an impact on the qualily or safely of the medicinal
products that are manufactured or begted at the decentralised site, the marketing
quthorisahion holder and the guclified person of e cenbral ot shall inform the
competent authorifies mpervising the central and decentralised sifes, and the compelent
quthoribes supenizing the marketing authorizalion respechvely without undue delay, in
order bo take the appropricle ackons.

The competent quthoridy of the Member Sale where the decentralized sile is loeated may
suspend o revoke the registration of the decentralised site, fully or portially, as
approprick, if the condifons set oulin paragraph 2o 5 cease to be meel T such an
event the competent cuthioridy of e Member Sate shall withowt undue delay inform the
competent quthorifies referred to in paragraph 5.

Article 142
Conditions related to the safety foadumefoohires

The safety features referred fo in Lnmex IV shall nothe reracved or covered, either fullvor
partially, unless the following conditions are fulfilled:

fa)  the manofacturing anthorisation holderverifies, prior to partlyor fully rermoving or
covering those safetsy features, that the medicinal product conce rmed 15 anthentic and
that it has not been tarape red with,
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(h)

(el

(d)

the mannfacturing authorisation holder coraplies with Srnnex IV by replacing those
safety features with safety features that are equivalent as regards the possibility to
wverfy the authenticity, identification and to provide esddesnce of tampering of the
medicinal product. Such replacernent shall be conducte d without opening the
irernediate packaging.

Safety teatures shall be corsidered egurealent if the

(1) complywith the requirerents st out in the delegated acts adopted pursaant to
Lricle 67(2); and

(i)  are equally effective m enabling the verfication of authe nhcityand
e ntification of medicinal products and in providing evidence of tarmpering
with rmedicinal products;

the replacernent of the safety featire s iz condurte d in accordance with applicable
good matufacturing practice for medicinal products; and

the replacerent of the safety featores iz subject to supe rvision by the corape tent
authority of the vk rober State.
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2. Llarmfachuing authorisation holders, inelnding those performing the activities referred to
in paragraph 1, shallbe regarded as producers and therefore held liable for darnazes in the
cases and under the conditions set forth in Dire ctive 55/374FEC

Arficle 150
Potentially fakified medic inal prodw is

l. Byrderogation from Arhcle 102), and without pre jodice to Chapter ZIT, Section 1, Ivlember
States shall take the necessary measures in order to prevent medicinal products that are
introduced irdo the Urndon, bt are not intended fo be placed on the market v the Unioz,
from entering into circulation if there are sufficient grounds o suspect that those products
are falsified.

2. Ilernber States shall-eeman

& cornrraricate pablic
inforroation about the achions nndertaken in the area of presrertion and enforce ment to
corbat the falsification of medicinal products irvolving paients’ and consumers’

organisehons and, as necessary, Member Bates’ enforcement officers.

3. In order to establish what the necessary measure s referred to in paragraph 1 are the
Comrdssion 15 ermpowered to adopt delegated acts in accordance with Lrticle 215, to
supplerment parazraph 1 by specifane the critena to be corsidered and the werfications to
be made wher assessing the potental filsfied character ofrnedicinal produets introduce d
into the Unioz bt not intended to be placed on the mnarket.
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Arficle 131
Availahility of gualified person

Lleraber States shall take all appeopriate measares o ensure that the rmanufartoring
authorisation holder has perraanently and continuouslyat their disposal the services of at
least one qualified person residing and operating in the Uninty in accordatce with the
condiions laid down i Arhicle 152, responable v partienlar for carrying out the doties
specified in Arficle 133

& rarfacturing authorsation holder who iz a nabral person and pe rsonally falfils the
condiions laid down in Anmex I raay assurne the responsibility referred to in

paragraph 1.

Where the mannfacturing anthorisation is granted fo a central site specified in the
application parsuant to Articls FRERTLE the qualified person referred to in paragraph 1
shall alzo be responsible for carrying out the duties specified in Article 153(4) rezarding

the decentralized sites. For this purpose, the available resources for the services referred

to in paragraph T atq central zike shall be commensurate with e number of
decentralised sites and their achiviy.
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Arficle 132
Qualification of gualified persen

L. Lleraber States shall ensure that the gqualified person veferred fo in Article 151 fulfils the

conditions of qualification set out in Arnesx 111

2 The mwanafactuning anthorization holder and the qualified pe rson shall ensure that the
practical experience acquired is appropriate to the types of products to be certified,

3. The cormpetent anthorityof the Dlewhber State taaylay down appeopriate aded rdstrative
procedures fo werify that s gqualified person referred to i the paragraph 1 fulfils the
condiions set out in Arvex I11

Avficle 153
Besponshilities of the g ualified person

l. Iilernber States shall take all appeopeiate measures to ensure that the qualified person
referred to in Article 151, without prejudice to their relationshap with the marmofacturing
anthorsation holder, are responsible, subject to the procedures referred to in Article 154,

for secwring:

fa)  inthe case of medicinal products ranufactured withan the Member States concerned,
that each production batch of teedicinal produets has be en marnfactured and checked
in corpliatice with the laws in force in that Iermber State and in accordance with the
requirernents of the marketing anthorisation;
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by inthe case of medicinal products iinported from thivd countries, respectrve of
whe thet they have been marmfac tured in the Undon that each produe ion bateh has
undergone in a Wermber State a full qualitattes analwsis, a gnantitative analysis of at
least all the active substarcesand all the other tests or checks necessary to ensare the
guality of the medicinal products in accordance with the require ments of the
rarke ing authorisation.

The ualified person referred to in Arficle 151 shall in the case of medicinal products
intended to be placed on the Tnion rarket, ensare that the safety features referred o in
&nmex IV have been affived on the packaging,

The batches of tredicinal peoducts that have undergone the controls referred to in the first
subparagraph, point (b), in a Member State shall be exerapt frora those controls if they are
tnarketed in another Weraber State, arcorapatied byrthe control reports signe d by the
gualified person.

2. In the caze of redicinal peoducts iraported frora a thivd conntry, where approprate
arranzernents have been made byrthe Trdon with the exporting country to e nsare that the
mannfac torer applie s standards of good marufacturing practice at least equivalent to those
laid dowmn by the Undory, and to ensare that the controls referred to in paragraph 1, fivst
subparagraply, point (b)), have been carried out in the exporting country; the qualified
person maybe relieved of responsihility for carrying out those controls.
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Inall cages and partienlarlwwhere the medicinal products are released for sale, the
gualified person shall certifty in a register or equivalent forraat peovided for that papose,
that each produe ion batch satisfies the provasions of this &rhicls ; that register or equivale nt
forriat shall be ke pt up to date during the tire when operations are caried out and shall
rerrain at the disposal of Swe-efBeialspmessadetmosol the comye tent authority of the
Dilernber State for the period specified in the provisions of the IvEmber State concerned and

in awy event for at least fove wars.
For the parposes of Article 15103, the gualified person shall, in addition:

fa)  supervise that the manufachuing or testing actovities carried out at the decentralized
sites coraply with principles of sslessesdc ood marnfachiing practices referred to in
Lrticle 160 and conform to the rmarketing authorisation,

(b)) conductregelar qudils, including periodic on-gile visits ab e decentralised sites
ard provide a wiiten confirmation-es that e holder of e manufachining
authorization for the cenbral site hasverifie d complianee of the decentralised site
with principles of good manufactering practice referred to in Article 1440 eecond

Sdleperassaple] 401,
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fe)  notify anreall to the competent authority of the e mber State where the
decentralized sife is established, an ivserdoryof the changes that have taken place as

regards the information prosided in the registration fomm subrnitied parsaant to
Lrticle 148(5).

Lnycharges that rawhave an irpact on the quality or safety of the medicinal products
that are ranufactured or tested at the decentralised site raust be notifie d roaediately

The Corenissiorn is exapowered to adopt a delegated act in accordance wath Arlicls 215 to
supplernent the first subparazraph, point (o), specifying the notification made biythe
gualified person.

Arficle 154
Professional code of conduct

Lleraber States shall ensure that the dufies of qualified persons referred to in Article 151
are fulfilled, either by tnears of appropriate admirdstrative measures or by making such
peraons subject o a professional code of conduct.
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2. Lleraber States mavypeovide for the ternporary suspension of a gqualified person referred to
in &rticle 151 upon the cormence ment of admirdstrateee or disciplinary proc edures
agairst that qualified person for failure to fulfil s duties set out in &Arbcle 153, The

suspension of @ gualified person applies to all marufachuring cutiorisalions concerned.

3 In the case of decentralise d manufacturing, the supervizory quihorities of the central site
and of the decentralise d mbes, if different shall cooperate to implement for the measures
referved to paragraphs 1 and 2

Arficle 133
Certificaip for exportof Corfificates for a medicinal prodwet inbende d for expost

l. &1 the request of the rarfac harer, the exporter or the competent anthorities of an
irporting thivd country, bre compe bent quiioridy of e Wember Stadsettale shall issue @
cerliificate for export to certifvthat a mannfacturer of medicinal products iz in posse ssion
of a wannfacturing authorisation, or refer do the manufachiring quthorisabon and the

ChP certificate qrailable in the datebase referred to in Article 138(15). Werismsing

caribcatasDvlarans
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Ia.

alh

At the reguest of @ marketing quthorisation Rolder or an applicant for @ marleing
quthorisation, the competent aulhoridy of the Member Shate or the Agency shall ssue a
cerliificate for the medicinal prodict i complicres wilh Bie provailing administrative
areangemends of the World Health Or gavi mbion.

For the purposes of paragraph 2, the competent authorily of the Member Bale or e
Ageney shall, for wedicinal products irde nded for export that are already authorised in
their territory, supply the surmary of product characteristics as approseed by ther in
accordance with Brticle 43 o, as appropriate, refer to the sunpnany of product
characterishcs they made publicly available.

For the purpose of paragraph I, when the marfachirer is not in possession of a
marketing authorizatiorn it shall prosvide the corape tent authorities responsible for issuing

the certificate referred to in pavagraph 1, with a declaration explaining whera marketing
authorization is not available.
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SECTION 2

MANUFACT URING, IMPORT ANDDISTRIBUTION OF ACTIVE SUBSTANCES

Avficle 157
Registration of imp orters, manufac turers and dtributors of ac tire substances

l. [rmporters, mannfacturers and distribmtors of actove substances who are established in the
Union shall register the iv ac tovity with the competent anthorityof the Ieraber State in
which the yare established.

2

The registration fomn, 1o be submitted by electrondc teans, shall inelude, at least, the
following mformation:

fa)  name or corporate natne and permanent addre ss;
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(b the active substances that are fo be raported, mannfactured or distributed,
fc)  parficular regarding the premises and the teclmical equipement for their actovity.

Member Sates may, unkl [OF please insert 5 years after the date of epplication]provide
JFor the possibiliy of a paper form submission,

3. The persons referred to in paragraph 1 shall subrait, by electonic weans, the registration
form to the corpetent authority of the vk rber State at least 60 davs peior 1o the inte nded
corane hoetaent of their activity, Member Shates may, wntil [OF please insert 5 years after
the date of application Jprovide for the possibilily of o paper form submission.

4, The cormpetent anthorityof the Dlewhber State taay based on a risk asgesstaent, decide to
carry out an inspection. If the corgpetert authority of the IWermber State notifies the
applicant within 60 davs of the receipt of the registration forrm that an inspection will be
carried out, the artivity shall not beginbefore the corapetert authority of the DMerber State
has notifled the applicant that thesy may corareence the activity I within 60 dave of the
receipt of the registration form the competent authority of the Wember State has not
hiotified the applicant that an inspection will be carmed out, the applicant may cormmence

the actmdty.
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If the outeome of the ingpecion carvied out in accordance with paragraph 4 shows that
the applicant does not comply with the principles of sood manufachining practice oy
good digtnbution prachices for aobve subshances as referred bo in Arbicle 160 the
competent quthoriy shall not re gister that entiyy in e Union detabase referred o in
Arficly T38(13).

Lnmmally, the persoms referred to in paragraph 1 shall comrannicate, by ele ctvozie e ans,
to the competent authority of the Mlember State an wentoryof the changes that have taken
place as #e gards the infonmation provided in the registration fore. By chanzes that may
hiave an irnpact on the quality or safety of the active substances that are manfactured,
irported or distribrted roust be notified irarne diate Iy,

The seaspletende ompetent authortyof the Iember State shall enter the inforvation
provided in accordance with paragraph 2 in the Union databasge re ferred to in
Lrficle 122(15).

The competent authority of Hre Member Stake may suspend or revoke the re gistralion of
the site fully or parBally, as appropriate, if the conditions set oud in paragraph 2 and
Article 158(1) ceage to be met In such an event the competent authoriy of the Member
Shate shall without undue delay inforn the competent authoritios of other Member Jates
and the Agency.
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Arficle 138
Conditions for imp orting active substances

L. Lletaber States shall take appropriate measures to ersure that the mannfactare, rmport and
digtribution on their territory of actrve substances, including active substances that are
intended for export, coraplywith the principles of good marmfachring pracice and good
distribution practice s for active substavce s specified in the delagated acts adopted m
accordance with Article 160.

2 Aetve substance s shall onlyhe irgported if the following conditions are fulfilled:

fa)  the active substance s have been marofachored in accordance with the prineiples of
good marufachuing practices at least equivalent o those laid down byrthe Urdon
parsuant to Article 160; and

(b the active substances are ancorapanied biyva writte n confirmation issue d by the
cornpetent authority of the exporting third country stating that:

(I the principles of good rmanufacturing practices applicable to the mannfae tiving
site roanufachiring the exported active substance are at least e quiralent to those
laid dowm by the Urdon parsuant Srticle 160,
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(i)  the mavmfacheing site concerned is subject to remmlar, stict and transparent
controls and to the effective enforcement of good rmarntacturing practice,

e ludirg repeated and unannounced inspections, o as to ensure a protection of
prblic health at least equivalent to that in the Tnion; and

(i) in the event of findings relating to non-corapliance, information on sach
findirgs 1z supplied by the exporting thivd counbry to the nion withont andnoe
delay.

The conditions set out in paragraph 2, point (b), shall not apply if the exporting countryis
irec feded in the list referred to in Article 159(2).

The conditions set out in paragraph 2, point (b), mavybe watve d by ary cornpete nt
authority of a Mlermber State for a period not exceeding the walidity of the certificate of
good mannfactoring practice issued in accordance with Srticle 158(13) whee a site
rnanufac hiring an acttve substance for export has been inspe cted by the cozope tent
authorty of a Merber State or Hre Agency and was fourd to coraply with the prineiples of
good mannfae toring practice laid down parsuant to Article160.
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Arficle 139
Ag tire substances imported from third coundries

&t the request of a third country, the Comenizsion shall assess whether that country’s
regulatory frame work applicable to actree substances exported to the Union and the
tespective cortrol and enforcerient activities ensure a level of protection of public health
ecurvalent to that of the Trion.

The assesstaent shall take the foren of a review of relevant documentation subreatted by
electrorde mearsand, unless arravgernents as referred to m Article 15302) are in place that
cover thiz area of activity, that assessmment shall include an on-site review of the third
country’s regulatory systern and, if necessary, an observed inspection of one or raore of the
third country’s marmbac taring sites for actore substances.

Based on the assesstnerd referred to in paragraph 1, the Comraission may

adopt i pleraenting acts to inclode the third counbry in a listand to apply the recuire ments
set ot in the second subparagraph. Those irple rmenting acts shall be adopted in
accordance with the examination peocedure referred to in Arficle 2140).
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Whet aszessing the third country parsiant o paragraph 1, the Corarrission shall take

account of the following:

fa)
(hl
(el

(d)

the country's rules for good rmanufacturing practice,
the regulanity of inspec ions o venfy compliance with zood marnfacheing practice;
the effectmveness of enforeerne nt of good ranafacturing practice;

the regularity and rapidityof inforrnation provided by the thivd countiy relating io

nob-corpliant marnfacturers of active substances.

3. The Corenission shall wenfy regularly whether the conditions laid dowr in paragraph 1 are
fulfilled. The firstverification shall take place no later than 3 wears after the third country
hasbeen inclnded in the list referred to in paragraph 2.

4, The Cornission shall perforn the assessrnent referred fo in paegspbmaraoraph 1 and
werifleation referred to in paragraph 3 in cooperation with the Sgency and the cormpete nt
authorties of the Ikrber States.
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SECTION 3
PRINCIPLES OF GOOD MANUFACT URING AND GOOD DISTRIBUTION PRACTICES

Arficle 160
ERules applicahle to medicinal products and ac tive substances

The Comrnission seevehell adopt seplessessisde lo oated acts in accordance with Article 40215
to supplernent this Directore by spec ifyings:

() the principles of good raanufac tring and good distibution practices fior e dicizal
products cornplerne nted, where releveant, hyspecific measres applicable notably o
phanmaceutical forms, medicinal products or manmfae toing activities in line with good
roanutac huing principles;

(L), the principles of good ranufac tuing and good distribution practices for active substances.

The Agency, in parkiculer through ils inspeclion working group referred bo in Arlicle I42(E) of
fthe revised Regulation (EL) 7282004 in agreement with the Commission, shall draw

wp puidelines on good manufachiring and distibution practices, inchuding guide Bnes specific to
cdvanced therapy medicinal products.
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Where relevant, these privciples shallbe specified in coherence with anyrprivciples of good
practices establishe d under anyrother Union legal frarmeworlk.

Arvficle 161
Rules applicable to excipients

The Comrnission 1s erpowe ted to adopt delegated acts in accordance with Sxticle 215 to
supplernant this Dirve ctive on the forrmalized risk assesstoent for ascertaining the appropriate good
marfactung practice for excipients referred to in Artele 1472, Such risk assesstnent shall take
nto aceount requite rents under other appropiate qualitysysterns as well as the soares and
intended use of the excipients and previous instance s of quality defects.
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Chapter X1I

Wholesale distribution and sale at a distance

SECTION]

WHOLE SALE DISTRIBUT ION AND BROKE RING OF MEDICINAL PRODITCTS

Arficle Ti2
Wholesale distrib wiion of mediinal produe s

l. Without prejudice to Article 5, Member States shall take all appropriate action to ensure
that ondy medicinal products in respect of which a marketing authorisation has been
gratifed in accordance with Urnion law are distibuted on their tenitory.

2. In the caze of wholesale distibation including storage, medicinal products shall be covered
byreither a centralised rarketing anthorisation or bya national marketing anthorisation.

3. Hholesale distibutors who intend to-sepest obboin a redicinal product from @ sowree
b [lerrber State shall notifirthe marketing authonsation holder and the cormpetent
authority ofthe destineion Member 3 tateto-wdich-the snedicinal productic o be-dzagaorts
of their intention to-iseqpest distribate that medicinal product in the destinehion Member
Shate.
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Ja. Mdember States shall ensure that the wholeaale distributor demonsirates that the
medicinal product obtained from q Member Shate (Sovrce Mewmber Shate’) and
digtributed in another Member Shate (deshnation Member Stale ') is already covered By
@ marketing quthorisation in the destinaion Member State, including demonstrating
that the medicingl products share @ comenon ongn. AbMember Slate way set addibonal
reguirerments whose fulfilment i congiders necessary to demonstrate that the medicingl
product authorised in the source Member State and the medicinal product authorised in
the destination Member Shate muap be reasonably considered the same product.

The desknabon Member Rake shall refuse to permil e paralle Hivade of @ medicinal
product iy @ wholesale distribudor from the sowrce Mewmber Shade i case they consider

that permithng such parellel brade would circumvent the mubial recognition procedure
as referred bo in Chapter 1T

4. In the caze of medicinal products covered biyra national rearketing anthorisation, the
notifleation referved to in paragraph 3 to the competent authority of the e rber State shall
be without pre judice o addiional proceduares peovided for in the legislation of that
Dlermber State and to fees pasable to the competent anthority of the Ivkraber State for
exarrinirg the notification. Ahfember Sate may reguire Bt the imported medicingl
product is labelled in aocordance with Arcle 74 The Member State map also reguire
that the eleckronic product information is provided i cecordance with Ariicle 83(3).
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In the caze of medicinal peoducts covered hiya centralise d marke ting authorization, the
wholesale distributor shall submmit the sarve notification referred to in paragraph 3 to the
&gency whick will be in charge of checking that the conditions laid down in Union Las on
tedicinal products and in the marketing authorisations are cheerved. For this checl, a fee
shallbe payable to the Azency.

Avficle 163
Autherization for whelesale disirhbution of medicinal products

The competent anthorityof the Mereber State concerned shall take all appropriate
measures to enmure that the wholesale distribution of me dicinal products is sdject 1o an
anthorsation to engage in activity as a wholesaler in medicinal products “wholesale
distnihution authonsation™). The wholesale distribution authonsation shall indicate the
pretoises, the cabe gosies of medicinal products and the wholesale distibmtion operations
for which it izwald.

Where persons authorised or entitled to supplvinedicinal peoducts to the poblin rmasy also,
urder national law, engaze i wholesale business, such persons shall be subject to the

authonsation provided for in paragraph 1.
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3. & rnarmfacturing authorsation requived under Srticle 142 shall inclode an anthorisation to
distribute by wholesale the rmedicinal products that 1t comvers. & wholesale distribution
authorization shall not give dispersation frorm the oblization set ont in Article 144 40 hold a
tannfac tiving authorisation and to coraply with the conditions set out in that respect, even
where the raratac hring or irnport business is secondary,

4. The competent anthortyof the Ilerber State concerned shall enter the 1xdommation
telating to the wholesale distribmtion authorizations in the Union databaze referred to in
Lrtiele 188(15).

A The competent authorityof the Dlerwhber State that granted the wholesale distibution
anthorsation for pretnizes located in it territoryshall ensure that controls of the persons
authorised to erngage inactvity as a wholesaler in me dicinal produc ts, and inspec ions of
their pre wises, are carried out at an approptiate freque ney.

The competent anthorityof the Mlerober State that granted the wholesale distribution
anthorsation-shedt sy suspend or revoke it if the conditions for granting it set outin
&rticle 162 and ]84 cease tobe met or if the obligations set oud i Ardicle 188 are no
longer fulfilled. In such event the Mernber 5tate shall, without undue delay, infonn the
other Mlerrber States and the Coraraission thereof.
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a. Whete a cornpe tent anthority of a Merber State considers that the conditions for granting
a wholesale distnbution authorsation setout in Srticle 162, Tod ard Tadare not met with
respect to a wholesale distibution authorisation granted by the cormgpete nt authontsof
another hlernber State, it shall without uxdne delasy infortn the Corenission and the
cornpetent authonts of the other Merhber State thereaf. The corge tert aunthority of the
other Ilernber State shall take the measures it considers necessaryrand shall inform the
Comrnission and the corapete nt authorityof the first Dewber State of those measures and

the reasons for the .

Arficle 164
By uirements for a wholesale distrdh wtion authorisation

l. Inorder to obtain a wholesale distrbution authorisatior, applicants shiall subradt an
application by electrorde means to the corpetent anthority of the eraber State. Adombey
Shates may, unkl [O please ingert Sy ears after the dele of applicakion [ provide for the
possibilidy of @ paper form submissonecteared.

2 The application referred to in paragraph 1 shall melude the following particulars:

f(a)  aconfimmation and proof that the applicants kave @ permarent address in the
Mfember Shate and have at their disposal suitable and adequate pre mises,
installations and equipraent, to ensure propet conservation and distribation of the

redicinal products;
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(b} aconfinmation and proof that the applicants have at their disposal appropriately

trained staff, and in particu] seseadfedpeaasdomanatedas 2 responsble pesson,
meeting the guekficaiions and conditions prosided for by the legislation of the
IEmber 5 tate-soneamed;

fe)  an undertaking to fulfil the obligations inewrebent on thern urder the terus of
Lrticle 166,

Arficle 163
Granting of a wholesale ditrihution authorisation

l. Tl sepeosentatizesod [he competent anthority of the Ivkrober State concemed
shall carry out an inspechion o confirm the accuras yof the particulars peovided in
accordance with Article 164,

Where the accuracyof the partic wlars is conflrraed in accordance with the first
subparagraph and, or in any evend, o later than 90 dasg after the receipt of the application
subrratted in accordance with febeledéddrbels 154, the cormpete nt authortyof the
Llernber State shall grant or refuse a wholesale distribubion anthorisation.

By way of devogation from the second subparagraph, in justified cages, the inspechon
may be carried out qfter the wholesale digtribution quthorisation has been grantked.
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2. The competernt authorityof the Dlewker State concermed ray require the applicant to
supply byelectronic means, all necessary inforrnation conce ruing the partionlars for
granting the wholesale distibution anthorisation. In such cass, the period lad down in
paragraph 1 shallbe suspended until the requisite additional inforraation 1s supplied.

2a. Member Shates may, unkl [OT please ingert 5 ypears after the date of applicaion ] provide
For the possibiliy of submission of the informalion referved to in the flrst
subparagraph in paper format,

3 The competent anthorityof the Merber State tavgrant a wholesale distribution
authonsation subject to conditions.

4. The wholesale distribution authorisation shall applyonly o the wholesale diskribution
gebiifies, cate gories of me dicinal products and e premises specified in the

authonsation.

Arficle 166
Ch ligations of the wholesale disiri ution awthorisation hol ex

l. Ivlernber States shall ensure that wholesale distibution authorisation holders shall:

fa)  have at their disposal the services of staft who comply with the legal reguirements
existing in the IvErber State as regards wholesale distribution,

a3a7i2a 394
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 395

LIFE.5 EN



(h)

()

(d)

(&)

()

all rathemadHadel-sopannasdatisaamad the cormpetent authorty of the Wletaber State
access to their prervise s, installations and equipenent re ferred to in Article 164(2),

point (a), atall tires,

ebdwinprocure, including by financial transac tions, their supplies of medicinal
products only fromw persons who ave thernsebves in possession of 2 wholesale

distribution anthorisation in the Union or a marfactming authornsation refered to 1n
Lrticle 163(3);

supply, ineluding by fivancial transaction, medicinal products oy fo persons who
are themseblres wholesale distribution authorisation holders or who are anthorised or
entitled to supply roe dicinal products to the puablic;

werify that the e dicinal produets rece rred are not falsified by checking the safety
featares on the outer packaging, in accordance with the require rments laid dowr in
the delegated acts adopted pursuant to Srticle 6702, second subparagraph,

birve an ernergency plan that ensures effective oplermentation of any recall from the
ratke t ordered by the cormpetent anthorities or camied out v coope ration with the
rnaroafachare r or marke ting anthorisation holder for the medicinal product coneerne d,
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(z)

keep records giving, for anyraedicinal products recetved, dispatched or broke red, at
least the following information:

(i) the date of veceipt, dispatch or brokering of the e dicinal product,
(i) the narne of the medicmal product,
(i) the quantity of the redicinal product recetve d, supplied or hroke ved,

(1) the naree and address of the sapplier of the medicinal product o the consignee,
as appropriate,

(%) the batch roreber of the medicinal poduets, at least for medicinal products
bearng the safetvieatores referred to in Article 67,

(b keepthe records referred to in point (g) available to the cormpete nt authorities of the
LEroher States, for mepestorauperision paposes, for a period of {Tve wars;
{1y coraply with the principles of good distribution practices for redicinal products laid
doam in Article 160,
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gl

(k)

t

(ra)

(wecz)

raintain a gquality syetern seting out resporsbilities, processes and risk raanagernent

reasres in telation to their actrdties;

rrenediately inforrn the corpete nt anthorityof the Ivferaber State and, where
applicable, the marke ting aunthorisation holder, of medicinal products they recerve or
are offered that the videntifty as falsifled or suspect to be falsified,

continnonsly guarantes, within the Bmils of Hrelr responsibilily, the approjriate and
continmed supply of an sdegustesuibadle range of medicinal products to reet the
requirernents of a specific geographical area, and delmeer the supplies requested over
the whole of the area in gquestion, within a reasonable tivefrarne-dbek-ake e
defined in qecordance with e requirements of the national legislatiorn;

coopetate with rmarke ting anthorisation holde reaxd, compete nt authorties of the
LEmber States and the Agency on the secwrityol supplwmeasures referred bo in
Chapter X of [revised Fe gulation],

cooperate with moerleling quthoraahion holders and compelent qubhorities of the
Member Shates on monitoning and management of shortages and exitical shortages
referred bo in Chapler X of [revised Regulation ]
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Where the medicinal product is obtained frorn another wholesale distibutor, the wholesale
distrbution authorzation holders obtairning the product shall e rify compliance with the
principles of good distribution practices by the supplsing wholesale distibutor. This
include s verifying whether the supplying wholesale distybotor holds 2 wholesals
distrbution authorsation, or a wannfacting authorsation referred to n Arlicle 163(3).

Where the medicinal product iz obtained frora a manofacturer or mporter, wholesale
digtribution authorisation holders shall werifiy that the mannfactrer or importer holdsa
rnannfac huring anthorization.

Where the medicinal product is obtained throngh brokering of wedicinal products,
wholezale distribution authorisation holders shall werify that the person brokering the
medicinal product fulfils the require ments set out in Article 171,
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In regpectof @ medicingl product where the proteckion referred to in Arkele 50
peragraph (2 or the prolongation referred o in Arkele 72(Z) of [revised Re gulakion
P28 2004 does not apply in @ Member Stale puravantto Aticle 5 (5), e wholeaale
digtribubion holder or any person or enkly engaged insele at o distence of medicinal
products shall not make the generie, biosimilar, lybrid or Biohybrid me dicinal product
available on the market of another Member State where the protechion referred o in
Article 80 paragraph (2) and, if applicable, Article 72(2) of frevized Fegulafon
F2e200d [ applies, during the period of the prokection.

Hhere such a gererie, hiosiznilary, hybrid o Mokpbrid medicinal product is intended for
export to another Member Shate in which protection periods do not apply pursuant to
Article Saa(5), the wholesale distribubon quthorisehon holder shall heep specific records
arailable to Yhe compelent aulioridies of e Member Rates for @ period of eree pears.

G366

399

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1

LIFE.5

400
EN



Arficle 167
Ohlization of supply of medik inalproducts

With regard o the supplyof medicinal produsts o pharracists and persons authorised or
entitled to supply redicinal products to the public, Ierber States shall not irapose wpon
the wholesale distribution authorisation holder that has been granted by another Wi rber

State any obligation, in parbiculay pablic service obligations, raore stringent than those they

lmpoge on persons whorn the whave the mselve s authorised fo engaze i equivalent

actvities.

The wholesale distributors of a medicinal produet placed on the market in a Llermber State
shall, within the limits of the ir responsibiliies, ensure appeoptiate and continued supplies
of that medicinal product to pharmacies and persons authorised to supply medicinal
products so that the reeds of patients in the Mermber State in question are covered.

The arrangerne nts for irplerne nhing this Lrticle should, morecer, be justified on grounds
of public health protection and be proporionate in relation to the chjective of such
protection, in corpliance with the Treaty rules, particulad v those concerrdng the free
movernent of goods and competiion.
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Arficle 168
Documentation accomp anying supp lied medicinal produets

L. For all supplies of medicinal products to 2 person authorizad or enfitled to sapplsy
medicinal products o the pablic in the Meraber State concermed, the authorsed wholesaler
swastonatomeciiall provide a doowrme nt, whick meap be submitted in ele cironic format, that
makes it possible to ascerain the following:

(a)
(k)
(c)
(d)
(e)

the date of the supply,

the narne and pharmacentical forw of the e dicinal product;

the cuantity of the medicinal product supplied,

the narne and address of the supplier of the medicinal product and consighes;

the bateh raraber of the medicinal products at least for productsbearing the safety
featares referred fo in Arhicle 67

2. Lleraber States shall take all appeopriate mweasares o ensure that persons anthorized or
entitled to supply medicinal products to the public are dble to provide information that
makes it possible to trace the distrdbution path of every me dicinal product.
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Arficle 169
Mational requirements on whoelesale d sixdh ution

The provisions of this Chapter shall not prevent the application of more stringent recuive rents laid
down by Werber States in respect of the wholesale distibution of!

) natcotic or peychotopic substances,
k) medicinal products derived from blood,
(] irraunological redicinal produc ts; and
(d) radiopharmace uticals.

Arficle 170
Wholesale d isirihution to third couniries

In the case of wholesale distribution of rmedicinal products to thard countries, Articles 162
and 166013, point feHid), shall not apply.

Where wholesale distributors supplyinedicinal produets to persons in third countries, they shall
ensure that such supplies are onlymade to persons who are anthorised or entifled to receiwve
medicival products for wholesale distribution or supply to the pablic in ace ordance with the
applicable legzal and admirdstrative provisions of the third country conce med.
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Laticle 162 shall applyrto the supplywof redicinal products to persons in thivd countrie s anthorised
or entifled to supply wedicing products to the publie.

Arficle I7]
Brokering mediinal producis

l. Persons brokering redicinal products shall exsare that the brokered rnedicinal products are
covered byra valid marke ting authorisation granded in accordance with Dnion law.

Persons brokering medicingl products shall besee a permnanent address and contact details in
the Union, 20 as to ensure acourate identification, location, corarmmication and supervision

of their activities by coregpe tent anthorities of the Ierber 5 tates.

The requirerne nts gt out in Srticle 166(1), points Led-be-baf] b0 (), shall applymutatis
mutandis to the biokering of e dicinal products,

2. Persons may onlybroker me dicinal products if the v are registered with the cormpetent
anthority of the Dlember 5tate whete thewy hawve their perrarent address referred to in
paragraph 1, second subparagraph. Those persons shall subenit, by electroric raeans, at
least, their natae, corporate narne and permanent address to the cormpete nt authornty in
order to register. The v shall notifty, by electronde means, the corope tent authority of the
Dlember State of anyehangzes the reof without axdie delay
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Member Shates may, unkl [OT please ingert 5years after the date of applicaion]provide
Jor the possibilidy of submission of the informabon referved o in the flrst
subparagraph in paper format,

The competent anthorityof the Mlerehber State shall enter the inforrmation referred to in the
first subparagraph in a vegister that shall be pabliclyavailable.

The prineiples referred to in Arficle 160 shall inclode specific provisions for brokering.

Inspec ions referred to in Article 188 shall be caried ont under the responsibility of the
Lleraber State where the person brokering medicinal products is registe ved.

If a person brokering medicival products does not corply with the recuive e nts set outin
this frticle, the corapetent authorty of the e mwber State rnay decide to rerone that
person from the register referred to in paragraph 2. In such event, the coropetent anthority
of the Mlercher State shall notifyr that person the veof.
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SECTION 2
SALE AT A DIST ANCE TOTHE PUBLIC

Arficle 172
General re uirements for sale at distance

l. Without prejudice to national legislation prohibiting the offer for sale ata distance of
prescription medicinal products to the public byrrmeans of inforration socie By services,
Dlermber States shall ensure that medicinal products are offered for sale ata distance to the
public byreans of services as defined in Directve (BT 201571 535 of the Europe an
Parliament and of the Council* laying down a procedure for the provision of infonmation
in the field of technical regulations and of niles on Information 5ocie ty setvices under the
following conditions:

fa)  the natoral or legal person offering the medicinal products iz authorised or entitled to
supply medicinal products to the gblic, also ata distance, in accordance with
rational legislation of the Mlerber State in which that person is established,

4 DChrectiee (E1T) 201501535 of the European Parliament and of the Couneil of @ Se ptermber
2015 lavirge downa procedure for the provision of rdormation in the field of fec brdcal
regulations and of males on Information Socie ty services (CT L 241, 1722015, p. 1),
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(b the person referred to in point (a) has notified the Merober State in which that person
1z established of at least the following information:

(i)  narne or corporate naee and perraanent address of the place of actvity from
where those medicinal products are suppli=d,

(i) the starting date of the activityof offering medicinagl products for sale ata
distance to the public by means of indformation socie by services,

(i) the address of the website used for that parpose and all relesant infomnation
hecessary to idenbifythat website;

() ifapplicable, the prescription statns in accordance with Chapter IV of the
tnedicival peoducts offered for sale at a distance to the public by means of

inforrnation society services.
Where appropeiate, that infornation shall be updated;

() the medicinal products coraply with the national legislation of the Ilember State of
destination in accordance with Lrticle 3013,
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(d)  without prejudice to the infornation reguivernents set out in Divective 200003 1EC of
the European Parliament and of the Couneil4®, the website offering the medicinal
products contains at least:

(1) the contact details of the cormpetent anthority of the Merber State or the
authorty notified parsnant to point (b,

(1) ahyperdink to the webgite referred o in Arxticle 174 of the Ieraber State of
eatahlishroe nt;

(i) the cormmon logo referred to in Article 173 clearly displayed on everypage of
the website that relates to the offer for sale at a distance to the public of
mediciral products. The coneaon logo shall contain a hyperlink to the entyof
the person in the list referred to in Srtiele 174(1), point (o).

2. Lileraber States mwavyimpose conditions, justified on grounds of public health protec tion, for
the retail supgplsy on their tewitory of medicinal products for sale at a distance o the public

by meats of indormation socisty s rices.

4 DChrectiee 2000031/EC of the Enropean Parlisrnent and of the Courcil of  June 2000 on
certain legal aspects of informmation society services, in partic ular electroric corenerce, in
the Internal Ivlarket (Divectve on electronic corenerce (OF L 175, 17.7.2000, p. 1)
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Without prejudice to Directive 200003 1EC and the recpuire ments set out in this Sectior,
Dlemmber States shall take the necessary measures to ensure that other persons than thoss
referred to in paragraph 1 that offer medicinal products for sale at a distanee to the pablic
by means of inforrmation society service s and that operate on their territory ave subject to

effective, proportionate and dissuastee penalties.

Avficle 173
Beyuiremends for ¢ ommon logo

& cormrmon logo shall be established that is recograsable throughout the rdon, while
enabling the identification of the Iiember State where the person offering medicinal
products for sale at a distavce to the poablic is established. That logo shallbe clearly
displayed on websites offering medicinal products for sale at a distance to the public in
accordance with Article 172010, point (d).

2. In order to harrnonise the functoning of the corrnon logo, the Cormission shall
adopt rnplernenting acts regarding:
fa)  the technical electomic and cryplographic requirerne nts for verfication of the
authe rtieity of the cormmon logo,
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by the design of the coreanon logo.

Those irplere nting acts shall, whe re necessary, be arended to take account of techrical
and srientific progress. Those implerenting acts shall be adopted in accordance with the
procedure referred to in Arhcle 21402

Arficls 174
Information about the supply at distance to the pub lic

L. Each Wember 5tate shall set upa website providing at least the following:

fa)  information on the national legislaion applicable to the offering of medicinal
products for sale ata distavce to the pdblic by e ans of fonwation society setvices,
meluding information on the fact that there rayhe differences bebween We riber
States regarding classification of medicinal products and the conditions for their

supply,
(b} information on the parpose of the coreaon logo;

() the listof persons offering the medicinal products for sale at a distance o the public
bymeans of information socie ty services in accordance with Article 172 as well as
their wehaite addresses;

(d)  backeround information on the risks related to medicinal products supplied illegally
to the public by means of inforrmation socle ty services,
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This wehsite shall contain a hyperlink to the website referred to in paragraph 2.

The &gency shall set up a website providing the information referred o in paragraph 1,
first subparagraph, poirds (b and (d), inforrmation on the Union law applicable to falsified
medicinal products as well as hyperlinks to the websites of the Wember States referred to
inparagraph 1. The Lgency’s website shall explicitly mention that the Mernber 5 tates’
wehzites contain information on persons anthorized or exditled to supply e diciral
products by sales at a distance in the Iletaber State concerred.

The Corenission shall, in coope ration with the cornpe tent authonties, conduct or prormote
information carpaigns aired at the general public on the dangers of flsified rmedicinal
products. Those catapaigns shall raize conswinet awareness of the risks related 1o medicinal
produc ts supplied illegall by sales at a distance as well as of the functoning of the
corarnon logo and the websites referred o in paragraphs 1 and 2.
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Chapter X1IT

Advertising

Article 175
Definition of adv ertising of medic inal p rod wets

L. For the parposes of this Chapter, “adwertising of taedicinal products” shall include any
forn of deer-te-daasinto rrnat ore-eermessine actmvity or inducernent designed to proaots
the prescriphion, supply, sale or consarption of medicinal products.

It shall include in particular:

(a)
(h)

()

(d)

(el

the adwvertising of medicinal products to the general public;

advertising of e dicirnal products to persons qualified to prescribe, adrnirdster or
supply thern, referred o in this Chapler ag healtheare professionals,

visits by medical sales re presentattes to pessens-speealibied
peadasiahioalthe are professionals,

the supply of sarples of e dicinal products free of charge,

the provision of induce rments to prescribe or supply medicinal products byrthe gift,
offer or prordse of anybene fit or hons, whethe ¥ in rmotey or in kind—seeeegstamdes.
it i vl iea
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b

(z)

spotsorship of promotional mee tings attended by pesscns-paed
eapprediaaepradustehe althcare professionals,

sporsorship or awy o of financial contribution fored aolentific-sesaseases oo nlts,
attended by-pereons : Faccertbe it atd
peboales ie altheare professionals, inchiding papment to the organising entily and
paytne nt of Seedparbeipants ! travelling-eed accormmodation aud cabering expenses

in connecthon therewiths
(b advertising related to medicinal peoducts, that does not refer to specific rmedicinal
products,
2. The following are niot covered by this Chapter:

fa)

(h)

()

(d)

the labelling and package leaflets, which are subiject to the provisions of Chapter VI,

correspondence, possibly accorpanied by mate rial of a non-prorctional nature,

needed to answer a specific guestion abot a parficular wedicinal product, provided it

does not promote the preseripfion or consumpion of e medicingl product,

factal, infonnatiee annourcernents and reference material relating, for exarple, fo
pack changes, adve rae-reac ion warnings as part of general drug precautions, trade
catalogues and price lists, provided the winclude no peoduct claims;

inforation relating to hurran health or diseases, peovided that there iz no reference,
even indirect, to medicinal products.
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Arficle I76
General provisions on adv ertising of med i mal prod uets

L. Lleraber States shall prohibit avy adwertising of & medicinal product in respect of which a
marketing authorisation has notbeen granted.

2 &1 parts of the advertising of a redicinal product st cozaply with the particolars listed
in the surrnary of product characteristics.

3. The advertising of a medicinal product:

fa)  shall encouraze the rational nse of the medicinal peoduct, by presenting it objectoeely
and withoat exaggerating ite properties,

by  shallbe accurate, werifishle and nothe misleading.
(ha) shall no induce o an exvessive or abugive wse of e medicinal prodicet

4, Loy foren of advertising that airas to Jaghlisht negatre Iy another mediciral product shall
be peohibited. fobvertising that suggests that a medicinal product iz safer or more effe ctive
than another e diciral product shall also be prohibited, anle s dessesetaad
sndeomparison of gualily, safel and efficacy is supported objectivel byrthe
st ey ie s of product characteristics.
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Arficle I77
Eesiric tions on advertising of medicinal products

L. Lleraber States shall prohibit the adwertising to the gereral public of medicinal produc ts
that:

fa)  are available onmedical prescription only, in ace ordance with Chapter IV,

(b}  contain substances classified as pewehotropic or narcotic within the meaning of

infe rmational corrrerntions.

2. Iledicinal products raaybe advertized to the general pblic where, byrdrtoe of their
coraposition and parpose, theyare intende d and designed for wse withont the intervention

of & sedisalpaastibenmfioalthioare professional for diagnostic parposes or for the
prescription or ronitoring of teatrnent, with the advice of the phatmmacist, if necessary.

3.
- adverbaing to the general public of medicinal producls the cost of which may be
reimbursed,
- adverfsing related to medicinal products that does not refer to  specific medicinal
prodict.
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4. The prohibitinn contaived in paragraph 1 shall not apply tossaesdmetios catipaizns
promoting vaceinaions carmed out berhe-tndastarand-or appnoed by the-sessgsdent
esthensting-adthe: Ik rrber States.

o The probabition referred to in paragraph 1 shall apply without prejodice to Arhicle 21 of
Directivee 2010/13/ETT.

a. Ilernber States shall prohibat the direct distibution of e dicinal products to the pablic by
the imdustryfor promotional parposes.

2 Member Shates may suspend the advertising of @ wedicinal product in case of shorlages
or risk of shortage of this medicingl product The suspension shall be withdrawn as so0n
s the shorlage or risk of shorkage ceases.

& Mernber Shates may apply strickr measures with regard bo adv erfisement of me dicinal
products o healtheare professionals gualified o administer medicingl producks.
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Arficle 174
Advertising to the general pub bic

L. Without prejudice to Srticle 177, all adverfising to the general pablic of a medicinal
product shall:

fa)  be setout insuch a way that it i3 clear that the message is an adseertiseroent and that
the product iz clearlyidentified as a medicinagl product; end

by include the following miniranrn infornation:

(L) the naree of the medicinal product, as well as the comrmon naroe if the
toe dirinal peoduct containe onlyone active substatice,

(i)  the information necessary for correct use and disposal of the medicinal
product

(i) an express, legible indtation to read carefiull v the instuctions on the packaze
leaflet or on the outer packaging, as the case mavhe, and b consull @ medical

pracifioner or a pharmacist for additional informabon.

2. Lileraber States maydecide that the advertising of a medicinal product to the gene ral public
tay, hotwithstanding paragraph 1, inclode only the narae of the medicival product or its
active substance, or the tradernark if it is interded solely as a rerninder.
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Arficle 179
Eesiric tions on advertising to the general public

The advertising of a medicinal product to the general piblic shall not contain anr rnaterial

that:

(a)

(b

(el

(d)

(&)

gives the 1rnpre ssion that 4 medical consultation or surgieal operation s nnecessary,
in particular by offering a diagnosis or bysuggesting teatne nt by seebery means of
coRuRuRic alion

mgzgests that the effects of taking the medicinal product ave maranteed, are

uraccormpatied by adserse reactions or are better than, or equrvalent to, those of
another treatrme nt or roe dicinal product,

suzgests that the health of the subject canbe enhanced byrtaking the e dicinal
product;

mgzgests that the health of the subject conld be affected by not taking the medicinal
procduct;

1z directed exclustve Iy or prine ipallyat children;
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b

(g

(h)

refers directy or indirecHy to a recommendation by scientists, healtheare
professionals, healthe are facilibes or persons who are neither of the foregoing but
who, because of their celebrity or professional aebaiyy, could encourage the

corsuraption of medicinal products;
mgzgests that the wedicinal product iz 4 food, cosuetic or other consurner product,

suzzests that the safety or efficac yof the medicina product is dus to the fact that itis
af natural origin,

(1) could, bya description or detailed repre 22 ntation of a case hastorsy lead to erroneons
s f-diagnoss;

() refers, in improper, alaming or risleading fets, to claimes of recovery,

(k) uses in peoper, alanwing or misleading terms, pictorial epresentations of changes
in the hoarran bodsy caused by disease or injury, or of the action of a medicinal
product on the hanan bodsy or parts thereof.

2. The probibition set out in the paragraph 1, point (d), shall not apply to the promoton of

waccination carnpaizne referred to in Article 177040,
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Arficle 130

M‘rﬂ'tki]'[g I =i ..!.!!:.'.! bR !.!."..'!.."!'. Rl ".'.!..!!'.!. L miala- iy

hecltheare professonels

Lnyadvertising of a medicinal product to pereen
pappbrsnsk-panduatah saltic are professionals shall include both of the following:

fa)  essenbal mforraation compatible with the swrarary of product characteristics;
(b the-suppl pre e viption statns of the medicina] product,

Iilernber States mavalso require sach advertising to include the selling price or indicative
price of the warious prese ntatiohs and the cornditions for reirbursene nidsrsesial-aasaiss
Dlermber States mﬁ},rdﬂ cide that the adsertising of a e dicinal product to-perecns-qualifiad
b healthcare professionels may,
notwithstanding paragraph 1, inelude ordswthe narae of the e dicinal product, or its

international non-propeie taryharae, where this exists, or the tradernark, if it is intended
sole 1y as a rerander.
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Arficle 151

Supporting documentation for advertising to-pepsess—4

supp-med el predusis e althicore professionals

&y documentation relating o a medicinal produect that is transenitted as part of the
protaction of that medicival product to persons qualified to presciibe, administer or sapply
it shall include, as a miniraara, the particulars listed in Artiele 120017 and shall state the
date on which it was drawr up or last revised.

&1 the information contained in the documentation referred fo in paragraph | shall be
accurate, up-to-date, verifisble and sufficiently cotaplete to erable the recipient to form
their owr opindon of the therapeutic walue of the raedicinal product cotce med.

Cuotations as well as tdbles and other Mlustrative matter taken from medical jowmals or
other scientific works for use in the docwrnentation refered to in paragraph 1 shall be
faithfully reproduced and the precise sowces indicated.
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Arficle 132
Ch Ligations related to medical sales representatives

Iledical sales repre s ntatives shall be given adecprate training by she-tamdostodenathat
sraplose-thesadelr emploper and shall have safficient scientific knowledze to be able to
provide inforraation that is precize and as corplete as possible about the e dicinal
products that the wpromote . The mdormation prosaded byrmedical sales represe ntatives
shallbe inaccordance with Article 176,

Dhring eachvisit, roedical sales re presertatiee s shall give the persons visited, or have
available for themn, swmrnaries of the product characteristics of each medicinal product the yw
present toge ther, if the legislation of the Ietaber State so permdts, with details of the price
and conditions for reimbnrss rent referred to in Article 18001, second subparagzraph.

Iiledical sales repre s ntattes shall fransmit to the scierntific service referred to in
drticle 12710 arey indorraation about the use of the medicinal products the vadwvertise, with
particular reference to ary adverse reactions reported to thern b the persons theywisit.
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Arficle 133
Promotion of medic inal prodweis

Where medicinal products ave being proroted to-pessess-aedife

theae healthcare professionals, no gifls, }:ecuma:q.radvantages or benefits in kind maybe
supphed, offered or pri:unused to auch persons-esdase-thes-areing

Paragraph I zhall not prevent hospitality being affered at promotionalatealsspromcbor
events. Stek Rospitalily shall always be strictly lmited to Sedsthe main prpos: andof the

event, The Fwspzmizi}-' roust notbe extended to persons other thare-psesena-apeelibod-te
b R ealtheare professionals.

niot solicit or accept ary inducerme it prohdbited nnder paragraph 1 or contrary to
paragraph 2.

Existing rneasures or trade practices in Member States ®lating o prices, marging and
disrounts shall nothe affected by the rules set out in paragraphs 1, 2 and 3.
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Arficly 154
Hosp itality at scientific events

The provisions of &rticle 12310 shall not prevent hospitalitybeins offered, divectly or indivecfly, at
evvents for pare Iy professional and scientific purposes. Such hospitality shall sbssssbe strictly
liraited to the mwain scientific objective of the evert and must be inaxpensive. The hospitaliy-—H
romst notbe extended to persons other than pescsa-apelifad-tagaoaniba-nrsapplsmaradio el
produstehenlthe are professionals.

Arficle 183
Provision of samp les of medic inal products free of charge

l. Esee-Sarnples of medicinal products shall be provided free of charge on an exce ptional
basis only to persors qualified 4o prescribe them and on the following conditions:

fa)  the naraber of saraples for each medicinal produet each year on prescription shall be
lirnited;

(b ary supply of sarnples shallbe in response to a written request, signed and dated,
fromn the persons qualified to prescnbe or supplymedicinal products,

) the persons-smsdifiedte who supply saruples shall rmaintain an adequate systern of

control and accountability,
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(d)  each saraple shallbe nio lavger than the staallest presentation on the matket;

{el  eachsaraple shallbe marked “free medical sarayple — not for sale’ or shall show
sorne other wording having the sawe meaning,

if)y  eachzarnple shallbe accorapsarded by a coper of the surmrnary of prodact
charactenstics,

(z)  nosarmples of medicingl products cortaining substanees classified as peychotiopic or

narcofic within the mwearning of international corsentions or antibioke maybe

supplied.

Member Shates may decide that on an exceptional basis, free sarnples of medicinal
products rot subject to wedical prescription rmavalso be prosdded to persons gualified 1o
supplythern, subject to the conditions of paragraph 1.

Ilernber States mavalso place further restricions on the distibution of saraples of certain
tnedicinal products free of charge.
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Arficle 156
Imip lementation of advertking provisions by the Member States

Lileraber States shall ensure that there are adecuate and e ffectie methods to mondtor the
adwertising of medicinal products. Such rmethods, which mavhe based on a systerm of rior
wetting, shall iv any event include legal provisions wnder which persons or organisations
regarded urder national law as having a legitimate inferest in prohibiting any

acvertise ment nconsiste nt with this Chapter, may take legal action against such

arhvertise rment, or bring such adve risetnent be fore the cormpetent authonty of the Ierwber
State either to decide on comgplaints or to irdtiate appropeiate legal peocee dings.

Under the legal provisions referred to in paragraph 1, Ileraber States shall corder upon the
courts or corape tent authorties of the Merber States powers enabling thern, in casss
where theydeer such measures 1o be necessary taking into account all the interests
1rvobred, and m particnlar the public interest:

fa) toorder the cessation of, or to institute appropriate legal proceedings for an order for
the cessation of, misleading adwertising;, or

(b ifrisleading advertising has not vet been published but publication is imrainent, to
order the probibition of, or to institute appeopiate legal proceedings for an order for
the prolabition of, such pblication.
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Lleraber States shall confer upon the courts or corupetent anthorities of the IvErber States
the ponaers referred to in the first subparagraph, points (2) and (b), even without proof of
actual loss or damage or of intention or neglizence on the part of the adve rhiser.

Iilernber States shall rake provision for the measares referred to in paragraph 2 o be taken
urider an accelerated procedure, either with interim effect or with de finittve e ffect.

It shallbe for each Mk raber State to decide whach of the tero options 2t out in the first
subparagraph to select.

Lleraber States mayeonfer upon the courts or corpetent authorities of the vk rber States
powers enabling ther, with a viewto elitninating the conbinuing effects of sl ading
adwvertising the cessation of which has been ordered by a final decision:

fa) to require publication of that decision in full or in part and in such form as the v destn
adecjuate;

(b} to recuire in addition the publication of a cotrecttve staternent.
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. In the ahsence of nakonal sules governing the disclomure of transfers of value, Member
Shates shall establish and maintain on the national webportal referved o in Arfele 1022
publicl avmlable list of Bnls to the disclosure platforms operated by trade axocialons
or by marketing quthorisation holders for the reporting of ransfers of valiee related to
the adverfimng qchvities referred to in Arficles 18240 185, g applicable. Markeling
cuthorisation holders shall provide the necessary weblinks and shall remain responsible

For enguring the aecuracy and Smely publication of the disclosed informaion.

. The paragraphs 1 to 4 shall not exclude the voluntary control of advertising of medicinal
produe ts by s lf-regulatorybodies and recourse to such bodies, if procee dings before such
bodies are possible inaddition to the jodicial or adwinistrattve proceedings referred fo in
paragraph 1.

Article 1537
Imp lementation of advertising p rovisions by the marketing authorisation holder

L. The marketing authorization holders shall establish, within their sxdestaldsne orsed-for-
profitenbifesorganiastion a sclentific service it charge of information about the

medicinal products that the v place on the market.
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2. The marketing authorization holder shall:

fa)

(b

()

(d)

(e)

keep available for, or coreannicate to, the corapetent authorities of the Wember
States orbodies responsible for monitoring adwertising of e dicinal products, 2
sarnple of all advertiserne nts ernanating from its undertakang or not-for-profit entities
together with a staternent indicating the persons to whor it is addvessed, the method
of disse mination and the date of first disse mination;

ensure that adse rhising of medicinal products by their undertaking or not-for-profit
entities conforens to the require ments of this Chapter;

werify that medical sales representatives ergploved by the ir undertaking or not-for-
profit entities have been adequatelsy traine d and fulfil the obligations imposed apon
thern by Article 182, paragraphs 2 and 3;

supply the corapetent authorities of the Ivkraber States or bodies responsible for
ronitoring adve rtising of medicinal products with the infbreation and assistance
ther regumite to carryrout their responsibilities;

ensure that the decisions taker by the compete nt authornties of the IWember States or
bodies responsible for monitoring adve rising of medicinal products ave imreediate by
and fully coraplied with.
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3. The hlerober State s shall not prohibit the co-prormotion of a rmedicinal produc t by the
matketing authorisation holdets and one of rore cormpesnies nornitated by thera.

Chapter XTIV

Supervision and controls

SECTION 1
SUPEEYVISION

Arficle 158
Systemn of supervision and inspections

l. The competent anthorityof the Meweber State concerned shall, in cooperation with the
Lgeneyand where relevant, other IWEmber States, ensure compliance with the niles of this
Diive otivve —seseedszs e ledingg the principles of good manufachring practice and good
distrbution practices referred to in Articles 160 and 161.

For the parposes of the first subparagraph, the competent authority of the Mlerber State
shall have in place a syetern of supervision that shall inelnde the following measures:

fa)  announced and, where appropiate, unannounced on-site inspections;

by reote mepections, condecte d whete justified,
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fe)  corapliance control e asures,
f(dy  the effectmve follow-up of the reasures referred 1o in points (a), (b) and (o).

2. The competent anthorities of the Merber State concerned, and the Leeneoyshall exchange
inforrmation on the inspections referred fo in paragraph 1, second subparazraph, points (a)
and (), that are planmed or that have been conducted and shall cooperate in the
coordivation of such inspections.

3. The cormpetert anthorityof the Ilerber State shall ensure that the meamres referred o in
paragraph 1, second subparagraph, are caried out by the official repre sentattves of the
corpetent authontsy of the Ierber State concerned:

f(a) atanappropeiate frequencybased onnsk, at the premises or on the activities of
matmfactore s of medicinal peoducts, located in the Undon or in third countries,
including where appropriate at central or decentralised sites), and at the prernises or
ot the activities of wholesale distributors of medicinal produets located i the Union,

(b} atan appropriate frequency determined by @ risk based exesaleapproach, at the
prervises or on the activities of the marnfacturers of acttve substances located in the
Union or in third countries and at the prewises or on the acttvities of importe s, or
distrihntors of active suhstance s, located in the Tndon.
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to in paragraph Seesd-ted, the corpetent authority of the Ivle mber State may

fa)  relyon inspection reports fromw trosted non-Trdon e milator yanthorities,

(b1 take into account whe ther the marufacturer of actie shatanee iz located ina third
country included in the list referred to in Srtiels 150020

Whete the corapetent authorityof the Merber State considers it necessary -epesdkienla
ineluding whete there are grounds for suspecting nonh-cotapliance with the rules of this
Diirective, ine Inding with the prineiples of good marnfactinng practice and zood
distrbution practices, referred to in Articles 160 and 161, it may have it official

e presentative s carry ot the measures referred fo in paragraph 1, sscond subparagraph at

the premizses or on the activities of!

fa)

rruaronfa chariv g-egeead authorization or

wholesale distibution authorization of me dicieel prodacts,

(k)

arngapplicants for a registration exaf
I'I:'LEI'I.'I.'If&CtI_‘IIjI‘Lg SEOCEL N ETENE 2
distribubion of active subsances,
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iha) decentralized sites subject to request for a registralon and registered decentralised

(el
(o)

(&)

()

(gl
i)

Sitas;
roatke ting authorisation holders,
without prejudice o paragraph 3, manafechire s, wholesale distributors of

medicinal products, manufackirers and digributors of aotve substances loeated in

the Union or i third counlries and importers of medicinal products or acine
aihatatces located in thied counbaeethe [inion,

ratmfactore rs of e xciplents, fanctional exeiplents, starting materials or interraedia te
products located in its territory or in a third country,

tporters of excipients, funetonal excipients, starting materials or inte rmediate
products located in its territory,

persorns broke ring e dicinal products located in its territory

third parties, contracted by the markeling authorization holder or @ marlebng
quthorisabon applicant for the performance of cevain of i kasks or the
preparation of evidence or dota submitted in accordance with Annex IT.
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a. The measures referred to in paragraph 1, second subparagrapl, mwary also be carried out at
the request of a cornpete nt authontyof a e rber State, the Corarission or the Agencyin
the Urdon o in third counties or, where appropiate, by asking an Official Medicines
Control Laboratoryror a lsboratory that Weraber State has designated for that parpose to
carry out tests on saraples.

1. Earh Member 5tate shall ensuve that official repre sendattves of its comypetent authorties
are ernpowe red and reuired to carryout one o more of the following actvities:

fa)  inspect the ranufac hiing or corene roial establishene vts of marnfsctore rs of
redicinal products, of active substances or of excipients, and ary laboratories
eraploved by the marmfachiing authorisation holder to carry ot werifications and
controls pursuant to Article 8;

(@) examine any documents and records to verifi compliance with the parfenlars of
this Direchve, and oblain evidence, such ag copies of documents, pholographs or
vide o,

(bl take saraplesduring an mnspection or request sarnples as part of the measures referred
to in paragraph 1, second subparazraph, including arsy requived essential testing
rnaterial or reagent with a view to indeperdent tests being carried outby an Cfficial
LEdicines Control Laboratory or a laboratory that a Member States has designated

for that prarpos:
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10.

11.

1.

fe)  inspect the premmizes, records, docurwents and pharrnacovigilance systern master file
of the rmarketing anthorization holder or any undertaking employed byrthe marketing
authorization holder to e rfomm the activities described in Chapter T2

Inspections referred o in paragraph 1, second subparasraphy, points (a) and (b, shall be
carried out in accordance with the principles referred to in Article 190,

&fter every inspe cton carried out in accordance with paragraphs 3 and 5, the comge fent
authority of the Ierber State concerned shall issue a report on the corapliance of the
reradhoharing activities inspected with the good manafacthuring practice and zood
distribution practice s referred to in Articles 160 and 161, az applicable.

The competent anthorityof the Merber State that had its official representatove s carry ont
inspections in accordance with paragraphs 3 and 5, shall share its deaflrreliminary report
with the inspected exdity.

Before adopting the report, the cormpete nt authorityof the Wlermber State shall give the
inspected entity the opporhurity o subrmit cornments.

Without prejudice to any arrangerne nts that maybave been concluded be taeen the Trdon
atd third conntries, a Ivbraber State, the Cormpdssion or the Sgeney rnaty reguite a
rnanufac hirer of a redicival product or of an actiee substance established ina thivd counbry
to subrnit to an inspection as refered to in this Article.
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13 Within 90 days ed-e-sanshisiesadafler condicing anh inspection caried ot in
accordarce with paragraphs 3 and 5 the competent authortyrof the Merber State
concerried shall issue to the inspected entity a certificate of corpliance of good
mannfac tiving practice (GRAP) or good distrbution practices (GDF) if the onte orne of that
inspecton shows that the inspected extity complies with the principles of zood
ranufac huring practice or good distribution peactice s refeired to in Srticles 160 and 161,

14, If the outcorne of the nspec ion carvied out in accordance with paragraph 34 and 5 shows
that the inspected entity does not coraply with the principles of good wannfachring
practice or good distrbution practices as referred to in Articles 160 and 161, the cormpetent
authority of the Ierber State concerned shall issue a statervent of non-compliance, as
approprick and shall revoke e cerfificate of compliance with good manufackering
prachice or good distribution pracice fully or partially, as appropriate.

15 The competernt anthorityof the Mlerwber State shall enter the certificates of good
ranufac huvirg practice or good distribution practices in the relesant Urndon database
tnanaged by the Agencyorbehalf of the Undon. Pursuant to &aticle 157, paragraph 6 and
7 the compete nt authonty of the Ivletaber States shall also enter inforrmation in that
database regarding the registration of rmporters, marfacturers and distributors of actre
substances and decentralised sites performing decentralised marmfacturing actrrities,

piereforred do in Arkicle 148, paragraph 3, point b and paragraph 11
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1.

17

If the outcorne of the nspec ion carvied out in accordance with parasraph 3 and 5 iz that
the inspected entity does not cornply with the legal requirernents or the principles of good
rnanufac hirirg practice or good distribtion practice s as referred to in Articles 160 and 161
the information shallbe entered in the Union datsbase as referred to in paragraph 15, a9
appropriake

If the outeorne of the antrity cared out in accordance with paragraph 7, pomnt (o), i that
the marketing authorisation holder does not coraply with the pharmacovigilance systern as
described in the phatrnac ovigilavce systern master file and with Chapter I3, the competent
authority of the hdermber State concerned shall bring the deficiencies to the attention of the
matketing authonsation holder and gove the marketing anthorisation holder the opporhurdty

to subrndt comtuents.

It such case the M mber State concerted shall infori the other Ikember States, the
Lgencyand the Corpnission accordingly.

Where appropriate, the I mber State concerried shall take the necessary meames to
ensute that a marketing authorsation holder iz subject to effectre, proporionate and
disguasive penalties as laid down in Article 206,
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Arficle 159
Coop eration on inspections

L. Upon recue st by one o more cotape tent authorities of $he Aember Shabes, nspections
referred to in Article 155, paragraphs 3 and 5, mavybe carried oat by official
tepregentative s from tnore than one Ivleraber State, together with the nepectors of the
Lgency if specifically requeste d by the aforemenfioned competent audhorily n
accordance with Article SEpeintfa-52(1) of [revised Fegulation (EC) T26/2004] (*the

joint inspection”).

The competent authorityof the Tlerwhber State receving a request for a joint nspec fion,
shall make all reasomable efforts, beling into account heir available resources, to
accept such a reguest, and coordinate and support that joint mspectior, where:

fa)  itisdemonstrated, or there are reasonable ground for suspecting, that the actrvities
catried ot on the territory of the Ilember State rece iving the request pose a sk to
the safety and quality of e medicinal product in the IerberState of the
cornpetent authority requesting the joint inspection ard the competent authonties of
the concermmed Member Sates agree that an inspection is needed,

by competent anthorities of the Ierber State requesting the joint inspe clion reguire
speecialist technical expertise available in the Iermber State recering the joint

Inspection request,
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fe)  the corapetent authority of the Member State recerving the reguest agrees that there
are ofher reasonable grounds such as training of inspectors, shaving of zood practice,
for for conducting & joint inspection.

2. The competent anthorities participating in a joint inspection shall conclude an agreerme nt
priot to the inspection that defines at least the following:

fa)  the scope and objective of the joint nspection;

(b the roles of the participating nspectors during and following the ingpec ton,
meluding the desigration of an aunthority leading the mspection. Hhere e joit
mape chon is conducted on the lerritory of one of the Member Sales, e compelent
quthoridy of tat Member Sake shall et as the leading authorily for the joint
inmpechon, unless otherwise agreed bebween the Member Shates,

fe)  the powers and responsibilities of each of the compe tent authorities.

3. The competert authorities participating in the joint inepection shall corarit themselves in
that agreernent to jointly accept the results of the inspection.

4 Where the joint inspec tion 15 conducted in one of the Iletaber States, the competent
authorit ywleedinetheteid-snepeation of Hhet Member Shate shall ensare that the joint
inspection is carried out in accordance with the national legislation of the Ileraber State in
which the joint inspection takes place.
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. Lleraber States matyset up joint nspec ion progratatnes to facilitate wutine joint
inspections. IWletnber States mayoperate such progrararmes under an agreement as re ferred

to in paragraphs 2 and 3.

f. & cormpetent authorityof a Werber State may request another cormpeds nt authority to take
orver one of its ingpe ctons re ferred to in Lrticle 128, pavasraphs 5 and 5.

1. The other corpe tert anthority of the IWlernber State shall corrnurdcats to the requesting
cornpetent authonts whe ther 1t accepts the request 1o conduct the inspecion within 10
dave. Where it accepts, it shall be responsible as the competert authority to carry ont the
inspections prarsuant to this Section.

3. For the parposes of paragraph 6, and when the request is agreed, the requesting cormpete nt
authority shall, in a timely wanner, sabmmit the relevant inforration nece ssary to conduct
the inspection to the competent authority of the Ilermber State that accepted the request.

Arficle 190
bwpection-puidedimes 'y izciples applicable bo supesvizion and inspechons

l. The Corenission seesshall adopt zsplesasedingdelogate £ acts in accordance wilth
Arficle 215 to besmupplement this Direchve by Iying down the principles applicable to;

fa)  the systermn of supervision referred to in Article 128(1};
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(h)

(el

(d)

fe)

the joint inspe ctions referred to in Srticle 129013,

the exchange of inforrmation and cooperation in the coordivation of inspe ctions in the
systern of supervision be tareen the Ierber States and the Seencyreferred bo in
Arbicle 188(2);, and

trusted non-Union regulatory authonities: referred o in Article 1580 (),

the exchange of information and cooperation as regards decenbralised
manufachiring between the competent qudhoritios i charge of the supervision of
the central site and decentralised sites and of the marleting authorisation referred
o i Arficly 148

The-sspletereading dole cate d acts referred to in the frst subparagraph shallbe adopted in
accordance with the procedure referred to in brticle 2LAC0H2T5

Dilernber States shall, in cooperation with the &gency, establish the form and content of the
tnannfac hiring authorisation referred to in Srticle 14201 and of the wholesale distribution
anthorsation referred o in Lrticle 1631}, of the report referred to in Arficle 188 (9, of the
certificates of good ranufacturing practice and of the cerificates of compliance with good
distribution practice s referred to in Artiele 188(13) and the statement of non-compliance
referved to in Arkiele 188(14).

G366
LHNEX

LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

441
EN



SE CTION 2
CONTROLS

Arficle 191
Coniroks on medicinal producis

NEmber States shall take all approptiate reasares to ersare that the marketing authorization holder
for a e dicinal product and, where appeopeiate, the rmanufacturing authorisation holder, furrish
proof of the controls carried out on the medicinal product or the ingredients and of the controls
catried out at av interrnediate stage of the marmfaetonng process, in accordance with the methods
laid dowr in Sonex I

Arficle 192
Sub mission of conirel reporis for immamelogical medicinal products
and of medicinal products deriwed from huwman Hood or plasna

For the parpose of o plementing Srticle 191, blember States ray require manofae turers of
rnunological products and of medicinal producls derived from human blood or plasma o
subrnit to a cormpete nt authortyof the Iletaber States copies of all the control reports sizgne d by the
jualified person in accordance with Arhicle 153,
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Arficle 193
Batech condrol of specific medicinal product by Member States

Where it considers it necessary in the interests of pablic health, a Ilanber State may
require the marketing anthorisation holder of!

(a) Ime vaccines,

(b irmunclogical medicinal products used in the primary Earordsation of infmts or of
other groupe at risk,

) iroounological medicinal products used in gablic health romurdsation progranenes,

(d)  new rrennnological rmedicinal products or imraunological medicinal products
ratmfactore d using new or altered kinds of technology or new for a particular
raroafacharer, duting a transiional perod norally specified in the marke ting
anthorisation,
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to subrnit saraples frorn eack bateh of the belkeea=therne dicinal product and if reguired, from
the bulk, for exarnination by an Official Medicines Control Laboratoryor a laboratory thata
Dlereber State has desigrated for that parpose before release on to the market unless the
cornpete nt anthorityof another Tlerber State has presdonsly exarmined the batch in question
and declared it o be in conforr ty with the approsed specifications. In such a case the
declaration of conforrmity issued by another e raber States shall be disestirecognised The
marketing authorisation holder, in consultafion with the Cfficial M dicines Congral
Laboratory shall make reasonable efforis bo subnut samples for examinglion at the
beginning of their own controls. Weraber States shall ensure that arny such exarmination is
corapleted within 30 daye of the receipt both of the savples and docwmentation of the
condrols carried owl by the marlieting authoragtion holder in qocordance with Arkicle 191,
This period of fme shall be extended to 00 days if necessary o complete the examination.

a3a7i2a 443
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 444

LIFE.5 EN



Where, in the interests of pablic health, the laws of a Wletaber State 20 provide, the
corpetent authonties of the e mber State rmay recpuive the marketing anthorisation holder
for medicinal products derived frorn harnan blood or loman plasina to subiit saraples
from each bateh of the baull-cethammedicinal product eed if reguired, from the bulk, for
testirg byan Offieial Iledicivnes Control Laboratory or a laboratorsy fhat & Ivlerober State
has desigrated for that parpose before being released sdefoe-sisentebomon e markel,
urless the cormpete nt authorties of anothe r Mewber State havee previonsly exarmined the
bateh in guestion and declared it to be in cordorrmity with the appeced specifications. fn
such @ cage e declaralion of conformily issued by another Member State shall be
recogused. The marketing authorisation holder, in conmliation with the Cfficial
Medivines Control Laboralory, shall make reasonable ¢ fforts to submit samples for
examination at the beginning of their own controls. Ivkrober States shall ensure that any
such examination is corapleted withine-88 30 daye of the receipt both of the saraples and
documentabion of the controls carried out by the marleting quthorisalon holder in
aecordance with Arficle 191, This period of time shall be exdended to a0 daps if

necessary to complete the examination.
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Arficly 194
Processes for the preparation of medicival p rodw s
deried from humenbloed-epibstonces of human plasmentioin

l. Dilernber States shall take all recessary reasares to ensure that the rarmfac tuing and
parifiing processes used in the preparation of raedicinal produc ts dermeed frorn ke
edaadaan: brhances of hnrnar yleameemsscnnsi o are, wsofay @ the shate of teclnology
permits, propetly validated, attain batch-to-batch consiste ney and suarantee Snsofar aptha
pate-adoalmedaasrpanide. the dbeence of specific viral or offer advenfifons agent

contarnination.

2. To this end rmannfae tirers shall notifirthe cormpetent authomties of the Member States of
the zesthedmefiods nsed to reduce or elitninate pathogenic samssaires or oller
adventitions agents liahle to be transaitted by roe dicinal produc ts dertve d frorn beasseas
edaadean: bohances of nar beassnrimn . The compe tent anthonty of the Ivkraber State
rnay subredt saraple s of the kalloesthenedicinal product and from the bulk if reguired,
for testing bra State lahoratory or a laboratory designated for that parpose, either duting
the examwination of the application pursuant to Srhicle 29, or after a marke ting authorisation

hasheen granted.
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Chapter XV

Restrictions of marketing authorisations

Article 195
Suspending, revoking or varying the terms of marleting swharisations

The cormpetert authorities of the Member States oz, in the case of centralised marke ing
anthonsation, the Corrmission shall suspend, revoke or vary a matketing authonsation if
the wiew iz taken that the me dicinal product is harrofil or that it lacks therapeatic efficacy;
ot that the bere fit-rigk balance is not favourable, or that its cualitative and quantitative
cornposition i3 not as declared. Therapentic efficacy shall be considered o be lacking when
itis concluded that therapeutic results carmotbe obtaired frora the medicinal prodact.

The competent anthorities of the Merber States or, in the case of centralissd roarke ting
anthorsation, the Coreaission may suspe i, vewoke o varya marketing authorisation if' a
serions rigk to the ervironnent or pablic health has been 1dentified and not sufficiently
addressed by the marketing authorzation holder.
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& rarketing anthorisation mas also be suspended, revoked orvaried where the parficulars
supporting the application as provided for in Articles 6, O fo 14 or Anrexes] to ¥ oare
incorrect or have notbeen arne nded in accordanes with Article 90, or where any conditions
referred to in Articles 44, 45 and BT of this Direchive or Arficles 12 and 20 [of the revised
Fe gulabon Jhave notbeen fulfilled or where the controls referred to in Srticle 191 haee

not been carried ont.

Paragraphd 7 alan applies in cases where the marnufacture of the medicinal product iz not
carried out in corpliance with the pariculars peovided parsuant to Annex [, or where
controls are not carried out in compliance with the control methods deseribed parsuant to

&nmex L

The competent anthorities of the Merber State oz, in the case of centralised rarketing
anthorsation, the Coranission ekelnagy suspend or revoke the marketing authorisation for
a category of preparations or all pre parations where anyone of the requirerments laid down
in &rticle 143 iz no longer met.
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Arficle 1596

Prohih ition of supp by or withd rawal of a medic inal p rod wet from the market

Without prejudice to the raeasures provided for in Aricle 195, the corapetent anthorities of
the Merber States and, in the case of centralised marke ting anthorisation, the Conenission
shall take all appropriate stepe to ensure that the sapply of the e dicinal product 1s
probibited and the rnedicinal product withdrawm from the market, iF the view 1s taken that:

(a)
(k)
(c)
(d)
(e)

the rmedicinal product iz harmful,

it lacks the rapentic efficacy,

the he nefit-risk halanee is not faonrable;

itz gualitative and gquantitatrve coraposition is not as declared,

the controls on the medicinal product or on the ingredients and the controls at an
interediate stage of the manufacturing process have notheen carvied out or i sore
other requirernent or oblization relating to the grant of the manfacturing
anthorisation has not heen fiulfilled; or
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(i aserious risk to the ersirorrent or to pablic health wia the ervdronteent has heen
identified and not sufticiently addre ssed by the rarketing authorisation holder.

2. The competernt anthorityof the Dlerwhber State or, in the case of centralised marketing
authorisation, the Corrnission roay liredt the probibition to supplythe product, or its
withdraweal from the market, to those batches that ave the sbject of dispnte.

3. The competent anthorityof the Mlerhber State or, in the case of centralized marketing
authorization, the Cornrmission rmay, for a medicinal product for whdch the supply has been
prohibited or that has been withdrawn from the market in accordance with parasraphs 1
and 2, in exceptional cirowmstances during a transitional period allow the sapply of the
tnedicinal product to patients who are alreadybeing treated with the rmedicinal peoduct.

Arficle 197
Susperted fakified medicinal prodw s and medicinal products
with susp er ted quality defects

l. Lilermber States shall have a systern in place that airas at preventing medicinal products that
are suspected o present a davger to health from reaching the patient.

a3a7i2a 449
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 450

LIFE.5 EN



The systern referred to in pavagraph 1 shall cover the receipt and handling of notifications
of suspected falsified medicinal products as well as of medicinal products with suspected
guality defects. The system shall also cover recalls of medicinal products by marke ting
anthorsation holde rs or withdrawals of medicinal products from the mariet ordered by
competent authonties of the WEmber States or, in the case of centralised marketing
authorisation, the Coramission fiorn all relesant actors in the supply chain both during and
outside notwal working hours. The systern shall also make it possible to recall, where
hecessary with the assistance of health profe ssionals, medicinal peoducts from patients who

recelved such products,

If the e dicinal product in guestion is suspected of presenting a serious risk to pablic
health, the corpetent anthority of the Dlernber State in which that product was first
1dentified shall, without undue delay, transmit a rapid alert notification to all Ivkraber
States and all actors in the supply chain in that Werber State. In the esvent of such
tnedicinal products being deemed to have reached patients, urgent public announcernents
shallbe issued within 24 howrs in order to recall those medicinal products from the
patients. Those annonneernents shall cortain sufficient information on the suspec ted
guality defect or falzification and the nsks iroolved.
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Arficle 198
Susp ending or reveldng manufae hiwing suithorisation

In addition to the e asures specified in Article 196, the corapetent authority of the IEmber State
Ay suspend ranufacture or i ports of medicinal products coraing from third countries, or suspend
ot revoke the marmfacturing authorisation for a cate goryof pre parations or all preparations where
Lorticles 144, 147, 153 and 191 are not corplied with.

Arficle 199
Refusal, susp ension or revocation within the limits of the Directwve

l. feved marle g authorisaion de-sesdedof a medicinal produet shall not be refused,
suspended or revoked except on the grounds set ont in fhis Directive.

2. Mo decision conc erning suspension of marnfacture or of irmportation of medicinal products
corning fror thivd courdries, prohibition of supgply or withdrawal from the market of a
medicinal product raybe taken except on the grounds set outin Articles 195(5) and 196,
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Chapter XVI

General provisions

Arficle 200
Competent awthorities of the Member States

L. Lleraber States shall designate the corpetent anthorities to carry out tasks under this
Diare ctive.
2. Dlermber States shall ensure that adecuate finamncial rescurces are availdble o proedde the

staff and other resources necessary for the competent anthorities to carry out the activities
required hythis Directive and [revised Regulation (EC) Mo 72652004

3. The competent authorities of the DMerber States shall cooperate with each other and with
the Agencyand the Comrnission in the performance of their tasks under this Directree and
[revized Fegulation (BT Mo T2602004] to ersure proper application and due enforcernent.
The competent anthorities of the Mermber States shall sesmsesdcommunicade to each other
all seceeemzappropriate information within @ reasonable Emeframe.
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4. The cormpeternt anthorityof the Dlewhber State raayprocess personal he alth data fom
pesmsesetheathenclirdcal sbedieslrinls and other sources, Beluding real world data, to
support their pablic health tagks and, in partiealar, the evaluation and rmonitoring to
medicinal products, for the parpose of ipeorving the robustness of the sciendific
assesstnent or verifyng claitns of the applicant or madieting authoriza ion holder,

Processivg of personal data under this Directrve shallbe subject to Regulations
(BTN 20167679 and (E1T) 201211 725, as applicable.

Arficle 201
Cooperation with other authorities

l. Dilernber States, in applying this Directive, shall ensure that when questions arise with
regard to the regulatory statos of a medicinal product, in relation to theirlink to substanees
of karnan orgin as referred to in Begulation (ET) o [5o0HO Regulation], the corgpe fent
authorities of the IWkrber States shall consult the Agency and e relevant authoritie s
establishe d urnder that Begulation.

2 Llernber States, in applying this Divective, shall take the necessary measures o ensre
cooperation between corapetent authorties for e dicinal products and custorns authorities.
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2.

In ordey to improve regulatory certaindy and cross-sectoral cooperation, Member Sates
or the Agency map reguest the Commission, where necessary, to organise joint meetings
between the Agency and the relovant advisony and re glalory Dodies established under
other Inion le gislafon to awsess, for the purposes of this Direchive, emerging trevnds and
gueshons on the regulatory stetus of products or substances and lo find agreewment on
cowmon regulaton status principles. The summaries and concligions of those joint
meetings shall be made publicl available, including the opirions and conclusions of
ek gf the respective bodies. The Commrission may @lso organise joint meetings on ils

o tnitiatve.

Arficle 202

Membher States exc hange of information of manufac turing or wholesale distribution

authorkations of nedicinal products

Lleraber States shall take all apperopriate mweasures fo ensure that the competent anthonties
of the Ilerher States concerned corenuricate to each other such information asis
appropriate to guarantee that the require rents place d on the authorsations referned to in
&rticles 142 and 163, on the certificates referred to in Saticle 155(13) or on the marketing
anthorsations are fulfilled.

Upon reasoned request, Iernber States shall send elec trondc ally the re port referred to in
waith Article 1EE to the competent anthorities of another Ileraber State or to the Agency.
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3. The conelusions reached in aceordance with Articles 188013 or 188(14) shall e walid
throughioat the Urion.

4. Howrever, in exce piohal cases, if a Meraber State iz unable, for reasons relating to pablic
health, to accept the conclusions reached following an inspection under Srticle 18501, that
Lleraber State shall without andue delay ivdorn the Corarnission and the Agency. The
Lgency shall inforen the WEmmber States concerned.

) When the Corammission iz irdonmed of these divergence s of opindon, it may, after consulting
the Member States concerned, ask the inspector who perforned the original inspection to
perform a new inspection, the inspector taybe accormparded by tao other wspec fors frorm
Lletnber States that are not parties to the disagre emeant.

Arficle 208
Information on prohibition of supply or other action on a marketing authorisation

l. Each Ivlernber State shall take all the appeopeiate measures fo ensure that decisions
granting rmarketing authorisation, refusing or revoking a rarketing authorisation,
sanelling withdrewing a decision refusing or revoling a marketing anthorization,
prohibiting sopply, or withdrawing a product frorm the market, together with the reasons on
which such decisions are based, are brought to the attention of the &gzenc v without undue

delay
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e eBl The sy Leting cuthorizaion holder shall notifp the nationd competent
quthoridy without wndue delay of any aclion ey deke to suspend e markebng of a
medicinal product, to withdrew a medicinal product from the market, to reguest the

withdrawd of a marketing quthorisalion or nwotto apply for the renewal of @ markeling
cuthorisaiion, ogether with the reasons for such action. The marketing anthorisation
hiolder shall declare-ssathoutundusdalazy if such notifled action is based on avey of the
grounds set out in SArticles 195 or 196010 and specifi Hre grounds for such action.

2a The marketing cuthorisation holder shall make the nokfication eleckonically and in e
Formats made available by the Agency. The Agency shall consull the Member Shates
when drawing wp the formals.

3. The marketing authorization holder shall also rmake the notification pursuant to paragraph 2
in cases where the action 1s taken in a third countryand where such action is based on any
of the grounds setout Articles 195 or 196(1).

4. The marketing authorisation holder shall furthermore notifsr the Agene v where the action
teferred to in paragraphe 2 or 3 is based on anyof the grounds referred fo in Articles 195
or 196017,
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. The &gency shall forwrard notifications recetved in accordanc e with paragraph 4 to all
Dlermber States without undue delay.

a. Lleraber States shall ensure that appropriate inforraation about action taken parsuant o
paragraphs 1 and 2 that ray affect the protection of public health in thard countries is
without undue delaybrought o the attertion of the World Health Organization, with a

copy o the Lgency

7. Each sgar, the Szency shall make public a list of the medicinal prodocts for whach
matketing authonisations have been refused, revoked or suspended in the Urdon, whose
supplyhasbheen probubited or that have been withdrawn frora the market, including the

reasons for such action.

Arficle 2(d
Motific ation of decisions related to marketing authorksations

l. Exerydecision referred to in this Directrve that 15 taken by the competent authorityof a
Iilermber State shall state in detail the wasons on which it is based.

2. Such decizion shall be notified to the partyeoncerned, toge ther with inforrmation as to the
redress avvailable to them under the laws in foree and of the time liit allowed for access fo

such redress.

a3a7i2a 457
ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1 458
LIFE.5 EN



Decisions to grant or revoke a rarke ting anthorisation shallbe made publiclsy available .

Arficle 2035
Auihorisation of 2 medirinal produet onpublic health growunds

In the ahzence of a marketing anthorisation or of a pending application for a medicinal
produet authorized in another lember State in accordance with Chagpter ITT, a lermber
State may for justified public health reasons, such as e need b0 ensure access,

e ilability or secnnly of supply, authorize the placing on the market of the said medicina

product.

When a Ivletnber State avails itself of thas possibility; it shall adopt the necessary measures
in order to ensare that the reguirernents of this Directive are corplied with, i partcular
those referred to in Chapters IV, VI, I, ZIIT and ZIV, and Article 206, hember States
rnay decide that Article 74, paragraphs 1 to 3, shall not apply to redicinal peoducts
authorised under paragraph 1.
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Before granting such a marketing anthorisation, a Ieaber State:

fa)  shall notify the marke ting anthorisation holder, in the Ik rber State in which the
redicinal product conce med iz anthorised, of the proposal o srant a marketing
anthorisation under this &rhicle in respect of the medicinal product concerned,

by mayreguest the cormpetent authority in that Member State to subrdt cojies of the
asse serne nt report referred to in Lrticle 4305) and of the marketing authorisation in
force in resyect of the medicinal produet concerned. If so requested, the competent
authority in that Ivleraber State shall supply, withan 30 davs of receipt of the recuest,
a copy of the assesament re port and the marketing authorization in respect of the

redicinal product conce med.

The Cornission shall st up a pabliclyasailable register of medicinal produc ts authorized
under parasraph 1. Member States shall notifirthe Cormimission if ary medicinal product is
authorized, or ceages to be authorissd, under paragraph 1, incloding the narme or corporate
hatrne and penwarent address of the marketing authorisation holder. The Corenizssion shall
atnend the register of medicinal products accordinglyvand make fhas re gister svailable on
their website.
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Arficle 206
Penaliies

Lleraber States shall lay down the miles on penaltizs applicable to infringerients of national
provisions adopted parsuant fo this Directtve and shall take all measures necessaty to
ersure that the yare inplernented. The penalties must be effective, proporionate and
dissuastve . Member States shall, withont delayy notifyr the Cormmission of those nilesand
of those measures and shall notify without delay of any subse ouent arne ndemernt aftec ing
thero.

Those penalties shall not be inferior fo those applicable to indfingernents of national law of
sitnilar natare and importance.

The riles referred to in paragraph 1, first svbparagraph, shall address, inter alia, the

following:

fa)  the manofacturing, distrbution, brokering, irmport and export of falsified rne dicinal
products, as well as sale at distance of falsified e dicinal products to the pablic;

by non-cormpliance with the provisions laid down in this Directive on ranufac horing,
distribution, irmport and export of actie stbetances;
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fe)  non-corapliance with the provisions laid down in this Divective on the use of

exciplents,

(d)  non-corapliance with the provisions laid deem in this Divective on
phiarmacovigilance;

(e} non-cormpliance with the provisions laid down in this Directive onadvertising,

3. Whete relewant, the peralties shall take into accourt the risk to pablic health presente d by
the falsification of redicinal products.

Article 207
Collertion and maagement of unseld or expired mued i inal p rod ue ts

L mber States shall ensure that an appropriate and eecessible collectinn ssmtessmsmaasystem ig In
place for ediciral peoducts that are uwrused or have expired and that e collected me dicinal
products are managed properly in cecordance with the appliceble Union and national
environmental o gislabion, taking into aecount best available technigues.

a3a7i2a 4al
ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1
LIFE.5

462
EN



Article 207
Fedispensing bo the public of unused medicingl products

i Amedicinal product collected in accordance with Article 207 shallnot be re«fispensed bo
the paends

2 By wap of derogation from paragraph 1, Member Shates may, allow specific unuged
medicingl producks subject to prescriphion, after having been dispensed bo Hhe palionts,

Rove been collected By @ pharmacy to be re-dispensed bo theily pabents if all of the

Jollowing condifions are met:

(@) the medicingl product is re-dispensed by the same pharmacy that inibaly
dispensed i and e pharmacy &5, atils own reguesh authorised by the compelent
authority Mewmber Shate to re-dispense medicinal products;

(B the collecon of the unwsed medicinal product is ok prejudicial to e patient o
whom it was initially dispensed,

i) the collected medicinal product has not been already the subject of re-
dispensation,;
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i) e medicingl prodict was iniidly dispersed with o view of being potentially re-
dispense d and necessary safeguards were applied Iy the dispensing pharmag b
enaute Hatthiz medicinal product is not benpered with and il storage and

transport conditions will be respeched,;

e)  the re-dispensed medicinal product is intended for use of an individual named
patent;

] the patient referred o in point (o) has explicitl given their written congent bo be
seppled with a re-disperged medicingl products gfter being nformed By the
pharmacy of the use of a re-dispensed medicinal product and the rules concerning
re-dispensing laid out in appleable notional laws in accordance with this Arficle.

3 Member Shates shall ensure that before a pharmacy redispenses medicinal products b
their patients in gecordance with paragraph 2 sich phameasy

(@) verifies Yoot Bhe medicinal product concerne d is not @ falsifie d medicinal product,

(b)) verifies Hat e expiration date of the medicingl produet has not been excee ded
ard it has been store d and transported under the appropricle condifions,

() records the nawe and the bateh number of the medicingl produch the person from
whom the me dicinal product hag been collected, and the receiving patient for the

purpase of recall, mvestigations and supervizion.
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Member Shates may set additiongl restrictyve condifions under which medicinal products
may be re-dispensed o the patients in their berrtory.

Member Shates shall ensure that e collechon and re-dispensing of me dicinal products
will not be wsed for obtaining economic gaing and penetration of the re-dispensed

medicines to the supply ¢ hain.

Member States shall lay down rules on Babiliy for poltential demages resulting from the
uae of Hee medicinal producks et have been re-dispensed when such dormages are @
conseguence of @ failire b ensure appropriale slorage or Wransport condifions betwesn
the initially dispensing and returning o the pharmacy, or a failiure to ensure that the
product redispensed has not been falsified

The information on the safely feabires contained in the reposifories referred to in
Arfcle 822 point (v) shal not be modified upon collection and re«ispensing of a
medicinal product

Thiz Arkicle shall not apply Yo we dicinal products that are offered through sale at a
disharce.
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Q Member Shates shall notfy bo the Commiasion the nalonal rules they implement within
the scope of this Arlicle. Tn parficular, Member Sales shall nokfiy : o, The hpes of
medicinal producks for whick redispending s ellowed e accordance with this Arkicle; B,
the caote gories of pharmacies entifled to re-dispending, ¢ the addifional safely measures
and the addibmal restrichve conditions introduced @ aecordance with paragraph 2,
Ietter (i) and paragraph 4.

Arficle 208
Declaration of interests

L. Inorder to guarantee indepe ndence and transparenc i the Mlewber States shall e noare that
tnernbers of staff of the corpetent authority responsible for granting authorisations,
rapporteurs and e xperts concermed with the authorization and surveillance of medicinal
products have no dixect or indirect financial or other interests in the pharmace utical
industry that could affect their inpertiality and Sreir dependence. These persons shall
tnake an annnal declaration of their financial imtere sts and wpdate feem whenever

RECeqqar.

2. Inaddition, the Ivlember States shall exswe that the corape tent anthorty makes public Iy
available its rules of procedure and those of itz medicingl products’ authorisation
cormittees, agendas for its meetings and records of its eetings, accormpanied by

dE-'ClSll:II'IS t&k&m 2o :.. i EA i i il i e i I'I.C]J.'IJi'I.I'lg 1m'_r1|:|nt5r DFdIIiEIrlS.
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Chapter XVII

Specific provisions concernin g-=ypras—iretandSlalta-and
the United Kingdom in respect of Northern Ireland

Arficle 2049
Provisions relevant to the United Kingd om in resp ect of Noxthern Ireland
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Byrwayof devogation fromm Sricle &edsara), marke ting authorsations maybe granted by
the corpete nt authorities of the United Kingdom in respect of Horthern Ireland:

fa) toapplicants established in parts of the United Kingdor other than Morthern [reland;

by o marketing authorisation holders established in parts of the Urdted Kingdorn other
than Morthem Ireland, in accordance with the routual recognition or the decentralized
procedure laid down in Chapter IIL Sectons 3 and 4.

The cormpeternt authorities of the United Kingdom in respect of Morthern Ireland roay
extend marketing anthorisaions already gravted prior to 20 &pedl 2022 {0 rarketing
authorization holde rs established i patts of the United Kingdom other than Morthem
Ireland.
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Bryrwayof devogation fromm Aricle 33, paragraphs 1, 3 and 4 and Sorticle 35(1), if an
application for marke ting anthorisation iz subrdtted in one or rmore IWerber States and in
the United Kingdorn in respect of Morthe m Ireland, or i an application for matke ting
anthorsation is subritted in the Trdted Kingdorn in respect of Hortherm Ireland fora
medicinal product that is alreadybeing exatrined or has alread vheen authorised in a
Ilernber State, the application regarding the Urdted Fingdomm in respect of Horthem
[reland shall not have fo be submitted in accordance with Chapter II1, Sections 3 and 4,
provided that all of the following condiions are fulfilled:

fa)  the marketing authonsation for the United Kingdor in respect of Northern Ireland is
granted by the corpetent authorty for the United Kingdom in respect of Horthem
Ireland in complianee with Union law, and such corapliance with Trdon lar iz

ensured during the period of walidityof that marketing anthorisation,

(bl the medicinal products anthorised by the competent anthorty for the United
Eingdor in respect of Horthe i [reland are made available to patients or end-
cotsurners onlyin the teritory of Morthemm [reland, and thesy are not tnade aeailable
in any IWlernber State.
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(3z)  Arbele STINe) shall not apply o and in the United Kingdom in respect of Northern
Treland.

4. The marketing authorization holder of a tnedicinal product for which a marketing
authorisation has alreadvheen granted for the United Kingdom m respect of Horthem
Ireland in accordance with Chapter T, Sections 3 and 4, before 20 April 20232 shall be
allowed to withdrawr the raarke ting anthorsation for the Urited Eingdom in respect of
Morthe m Ireland from the mutual recognition or the decentralised procedure and to subrit
at application for a matketing anthorization for that medicinal peoduct fo the corpetent
authorities of the United Kingdom with respect to Northern Ireland i accordance with

paragraph H3.

o With regard to quality control testing referred to in Article 5 carried out in parts of the
United Kingdom other than Mortherm Ireland regarding e dicinal products iteluded in the
list referved to in Avticle 20N TN othey than those authorised by the Corenission, the
cornpetent authonties of the Urnited Kirgdorn in respect of Morthern Ireland may consider
that there is a justifisble case within the meanivg of Srticle 2, point (b)), without canving
out a case-by-case assesstnent provided that:

fa) eachbateh of the rmedicinal products concerried iz released by a gualified personon a
site in the Urdon or in Horthern Ireland or by a qualbified person on a site in pearts of
the United Kingdom other than Horthern Ireland applying quality standards that ave
euivalent to those lad down in Arhcle 153,
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(h)

()

the establishwient de signated by the thivd partsy conducting the guality control testing
1z supe rvized by the corape tent anthority of the United Kingdom, iweluding by
performing on-the-spot checks;

whe e the batch release is cared outbya qualified person who resides and operates
in parts of the United Kingdorn othet than Mortherm Treland, the raanofae hring
anthorisation holder declarve s that it does not hawe at its disposzal o gualified person
who sesdes-and eperateeresided and operated in the Trdon on 20 Byl 2022

Baay of derogation from Srtiels 142010, the cormpetent anthorities of the United
Eirgdom in respect of Morthern Ireland shall allow medicinal peoducts to be irmported
fromw parts of the United Kingdora other than Northern Ireland bya wholesale distribution
authorisation holde rs as referred to in Article 1630 1) that are niot in possession of a relewvant
tnannfac hiring authorsation provdded that all of the following conditions are fulfilled:

(a)

(b

the medicinal products have undergone quality control festing either in the Urndon, as
provided for in Article 153033, or in parts of the Trdted Kingdora other than Horthern
Ireland in corupliance with Article 2, point (b,

the rmedicinal products have been subject to bateh release by a qualified person in the
Union in accordance with &rticle 153010 oz, for medicinal products authorised by the
United Kingdom in respect of Morthern Ireland, in parts of the Urited Kingdorn other
than Morthe m Ireland appling quality standards that are equuivealznt to those laid
doown in Brticle 15301,
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fe)  the marketing anthorisation for the wedicinal product concerted has been granted in
accordarnce with Urdon law, by the corpete nt authorityof a Meber State orbyrthe
Corrrdssion o, as regards medicinal products placed on the market in Morthein
Ireland, byrthe competent anthority of the Trited FKingdora in respect of Morthem
Treland;

() mediemal products are onlyraade available to patients or end-consure rs in e

1. Forbatches of me dicinal products that are exported to parts of the United Kingdom other
than Morthern Ireland frorn a Wlernber State and subsecuently irgported mto Morthem
Ireland, the controls apon importation referred to in Leticle 153(1), first and sscond
subparagraphs, shall not be required, prorvided that those batches havee underzone such
controls v a Wewher State prior to being exported o parts of the Urndted Kingdorn other
than MNorthem Ireland and that the yare accorapanied berthe control reports referred to in
Lrticle 153017, thivd subyparasraph,
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10.

Where the marnfacturing anthorisation is granted by the corape fent authority of the United
Eingdorm in respect of Horthern [reland, the qualified person referned to in Srticle 15101)
tnay reside and operate in parts of the Urnated FKingdom other than Northern reland. This
paragraph shall not applsy where the manafacturing authorization holder alveads has at its
disposal a gqualified person whio sesdes-amdoperatear oside o end opereted i the Union on
20 Lprdl 2022,

Bywayof devogation fromm the Article 99(3), whete the marketing authorisation is granted
by the corpetent authorityof United Kingdor in respect of Morthern Treland, the gualified
person referred to in Article 99(4), point (a), mayreside and operate in parts of the Tnited
Eingdor ofher than Morthern Ireland. This paragraph shall not apgply where the roarke ting
anthorsation holder alve ady has at its disposal a gqualified person who zeeidas-and
epeatearaside d and operated in the Urdon on 20 Apedl 2022,

The competernt authorities of the United Kingdom in respect of Morthern Ireland shall
publish on their website a list of medicinal products to which the vhave applied or intend to
apply the derogations as setoutin thiz Article and shall ensure that the list is updated and
managed i an independe nt manner, at least ona ste-monthlybass.
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Arficle 210
Eegulatory fune ions c arried out in the United Kingdom

L. The Corenission shall contirmonslyronitor developrnents in the Urdted Kingdorn that
could aftect the level of protection regarding the regulatory functions referred to in Lrticle
PR, Srficle 151030, Article 211, paragraphs 1, 2, 5 and 6, Srficle 209, parazraphs 6 and
T, that are carred ot in parts of the Urted Eingdora other than Morthe mm Ireland taking
into account, in particular, the following elernents:

fa)  the rales governirng the granting of marketing authorisations, the chligations of the
ratke ting authorisation holder, the granting of manafar toring authonsations, the
ohligations of the manufachueing authorsation holder, the qualified persons and their
ohlizations, quality control testing, batch release and pharrmacovigilance as laid
down it United Fingdom law,

i) whether the cormpete nt authorities of the United Kingdom ensare the e ffecte
erdoree went within their teritory of the mles referred fo in point (a), byieans of,
inter alia, inspections and andits of rmarketing authorisation holders, marnfactoring
authorsation holders and wholesale distributors located in their teritories, and on-
the-spot checks at their prerise s regarding the exercise of the regulatoryfune tions

referred to in point (a).
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Where the Corenission finds that the level of protection of public health ensured by the
United Kingdom through rules gosrerring the productior, distibmation and use of medic inal
products as well as the effective enforcement of those rales is no longer essentially
ecurvalent to that guaranteed within the Unicn, or where sufficient inforration is ot
available to the Comndssion to enable it to establish whether an e ssentially ecpuiveale nt
lewvel of protection of public health is ensured by the United Kingdom, the Cornaission
shall inforrn the United Kingdorn through 4 written notification of that finding and of the
detailed reasons therefor.

Fora period of six months following the written notification rade parsuant fo the first
subparagrapl, the Cormrission shall enter into consultations with the Unated Kingdorm
with a wiew to remedying the sitnation ghving rise to that written notification. In justified
cases, the Corntrdssion rmay extend that period bythree months.

If the sitiation giving rise to the written notification made porsuant to paragraph 2, fivst
subparagtapl, 15 not remedied within the fite liwat referred to in paragraph 2, second
subparagraph, the Coratrission shallbe ernpowered to adopt a delegated act arending or
supplerenting the provisions arong those referned to in paragraph 1 whose application
shallbe suspended.
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Whete 2 delegated act parsnant to parazraph 3 has beer adopted, the provisions referred o
in the introductory s ndenee of paragraph 1 as specitied in the delegated act shall cease to
apply on the first dasrof the month following the enty into foree of the delegated act.

Where the situation giving rise to the adoption of the delegated act parsnant to paragraph 3
hasheen rermedied, the Comaission shall adopt a delegated act specifying those suspended
provisions that shall apply again. In that case, the provisions specifizd m the delsgated act
adopted pursuant to thiz paragraph shall apply again on the first day of the month
following the entryinto force of the delegated act veferred to in this paragraph,
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Q.
Arficla 212
Derogations for medicinal producis placed on the mesleeis-
of Morthern Ireland
The derogations set out in Arlicle 4

%%%@MM a ?ﬂmi ) sha]l ot affect the obligations of
the tnarketing anthorisation holderto ensure the guality, safetyr and e fiicac vof the medicinal

product placed on the seadude-efospeaataetandtdeliacarnarket of Horthern Ireland laid dovwem n

this Dhirec tre .
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Chapter XVIII

Final provisions

Arficle 213
Amendment to the 4 nnexes

The Corarndssion iz empowered to adopt delegated acts in accordance with frticle 215 amending
Lymexes [ o VI in order to adapt thern to seientific and techracal progress and arnend Srhels 22
with regard to the ERL requirements set out in parasraphs 2, 3, 4 and & of that Article.

Arficle 214
Standing Committes on Medicinal Prodw i for Human Use

L. The Cornission shall be assisted by the Standing Corpnittee on Ivledicinal Products for
Human Use. That Coraittee shallbe a coramdttes within the mearing of Regulation (E1T)
Mo 12202011,

2. Where referenice is made to this paragraph, Srticle 5 of Begulation (E1T) Mo 15272011 shall
apply.

3. Where the opinion of the Comeaittes 15 o be obtained by wiitten procedure and refe rence

iz made to this paragraph that procedure shall be terrainate d without vesalt onlwwher,
within the tirae lieat for deliveryrof the opindon, the chair of the Committes so decides.
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4. The rules of procedure of the Standing Corenittes on Ivledicinal Products shall be made
publicly available.

. The Standing Cornittes on Iledicinal Products fior Horan Use shall ensure that its miles
of procedure are adapted to the need to make medicing products switilyavailable to
patients and take account of the tasks inewrebent upon it under Chapter TTIT and the
procedure set outin Srhicle 42

Ardicle 215
Exercise of the delegations
l. The power to adopt delegated acts is conferred on the Corendssion subject to the
conditions laid down i this &rticle.
2. The power to adopt delegated acts referved to in Articles 4(2), 24053, 25(90, 2a(2a), 26(3),

28, paragraphs 2 and SpEseadise, 65 (20, 67020, BE(1), 204, 126013, 15003, 153(4),
Tal 161, T907T) HBLR-2 105 and 213 shallbe conferred on the Coranission for a period
of five years frora [OF please insert the date of the entryinto foree of this Directive]. The
Cotrraizsion shall drawr up a report in vespect of the delegation of power not Later than rane
rnonths before the end of the five-year period. The delegation of power shall be tacitly
externded for perinds of an identical duration, unless the European Parliaroent or the
Couneil opposes such exfersion not later than three months before the end of each period.

a3a7i2a 452
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 483

LIFE.5 EN



The power to adopt delegated acts veferved to in Article 210, paragraphs 3 and 5, shall be
conferred on the Coramission for an inde terrninate period of Hme frorn [OF please nsert
the date = the date of the entry into force of this Directive].

The delegation of power referred to in Articles 4020, 24050, 2505), 2a2a), 26032050, 28,
paragraphs 2 and 3-8sse, 6502, 67020, 821, 204y, 12601, 150030, 15304, Tai, 161,
T19071), HBCR=210(3) and 213 rayhe revoked at anyrtiime by the Enropean Parliament or
by the Couneil. & decision to revoke shall pat an end to the delegation of the power
specified in that decision. It shall take effect the day following the piblication of the
decision in the Official Jowrnal of the Furopearn Union or at a later date specified therein. It
shall riot affect the walidity of anydelegated acts alreadyrin force.

Before adopting a delegated act, the Cornmission shall consult e xperts desiznated by each
Llernber State in accordance with the principles laid dowm in the Interinet tatinnal
Lgreement of 13 Apnl 2016 on Better Lave-Tulaking.

Lz soon azitadopts a delegated act, the Corenission shall notifirit siraultanecusly to the
European Patliaraent and to the Couneil
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& delegated act adopted parsuant to Articles Sebemahed (2, 24050, 2577, 2a(aa), 2a(3),
28, paragraphs 2 and S-sRiER-adse, A5 (20, T, 2210 9204, 126017, 150033, 153(4),
Tal 161, T907T), 82 T0(5) and 213 shall enter into foree only if no objection hasheen
expressed either bar the European Parliawent or by the Couneil within a period of tuo
rnonths of notification of that act to the European Parliament and the Conneil or if, before
the expiry of that period, the Evropean Parliare nt and the Couneil have both indorroed the
Comrnission that they will not object. That period shall be extended by two months at the
initiative of the European Parliament or of the Couneil.

Arficie 216
Beport

By [OF please msert the date = 10 years following 1624 ronths after the date of entering
into force of this Directrve], the Corenission shall present a report to the Ewropean
Parliarnent and the Counell on the application of this Divec tiee, including an assessraent of
the fulfilreent of its cbjecttves and the resource s reguired to rnplernent it. The report shall

in parkcular wclude an assessment of:
@ the revised framework for regulatory protecion periods;

(B the provisions ko facilitale access o medicingl products laid down in Arkicle S6;
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) the appropricteness of the framework of home opathic medicingl producks.
i) the application of adapted frame worlis acconding to Article 28,
The report shall be based, among others, on informakon provided by Member Shates.

Hhere @ Member State has applied Article Saa, the information provided to the
Commission shall include an aggessment on whelther e rules provide d in that Article
ersure Emely arailahiliy and continuous supply of mefficient quaniitios in thet Member
Shate.

2 By [OP pleage insert the date = 10pears following the date of applicabon of this
Direcve] the Commission shall present a report to the European Parbament aud the
Counecil on the appleation of Chapter V1 The report shall be based, among others, on
information provide £ By Member Shates fand markeing authorisation holders] and it
shall inchide an assessment on whebher the level of digitalisafion provided for in that
Chapler remaing appropriate. The Commizsion shall, if appropriate, present legislatue
proposals based on ¥hat asseasment in order bo amend this Directive or make further

proposals, including on reguiving the provision of the awareness card in eleckronic

Format ondy.
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By Syears from the date of application of this Divecve, the Commizsion shall present q
reportio the Furopean Parligrment and the Councd on the application of Asticle 22 and
the tmpact of e Ewviranmental Fish Assessment of wme dicinal prodicts on the
profeciion of Ruman health and the exviromment The reportshall be based, among

othe s, on information provided by the Agency, the competent cuthoriies of the Member
States and He marketing authorisaion holders. I shall teclude an assessment on
whether the rules provided for in Article 22 appropriately contribute to risk va £ gation
for the ervirornent and prblic heallh. When carrping outthe assessment, the
Commizsion shall take indo aoccount existing obligations i Whe field of enaironmental
profechion to economic operators already set outin Union low. The Commisgion shall, if
appropriok, present gislabve proposals based on that asessment in onder to amend
thiz Direchve or male further proposals, inclhuding on expanding the scope of ERA o
the manufachuring phase for all medicinal products.
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Arficle 217
Eepeak

L. Diirective 2001/230EC iz repealed with effect frow [OF please insert the date = 3824
months after the date of entering into force of this Directive].

2 Directive 2009735/EC 1z repealed with effect from [OF please insert the date = &4
months after the date of entering into force of this Directive] .

3. Eeferences to the repealed Divectives 2001/23EC and 2000035EC shallbe constied as
teferences to this Divective. References to the repealed Divective 2001/23/EC shall be read
inaccordance with the corelation table in &nnex VIIL

Arficle 218
Tramsitional provisions

l. The procedures concerming the applications for marketing authorisations for ree dicinal
produc to seldasda hmifted in accordance with Leticle 19 of Divec tive 2001E3EC before
[OF please insert the date =824 months after the date of entering into foree of this
Diirective] and that were pending on [OF please insert the date = the daybefore 1824
tnotiths after the date of entering into force of this Divective] shall be cormpleted in
accordance with Ledtdelendlelirectie 200LENEC
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Frocedmres initiated on the basis of Srticles 29, 30, 31, and 1071 of Directrre 20015830EC
before [OF please insert the date = 18 months after the date ofentering into force of this
Diirective] and that were pending on [OF please insert the date = the daybefore 24
motths after the date of entering into force of this Directive] shallbe completed in
accordance with Articles 32 to 34 or &rticle 107k, as appropeiate, of that Directive as
applicable on [OF please msert the date = the daybefore 4224 rmonths after the date of
ettering into force of this Dive ctive].

This Directive shall alao apply to medicinal products authorised in accordance with
Directive 200183/EC before [OF please insert the date = 2 ronths afler the date of
entering into force of this Dive ctive].

This Directrve shiall also apply to registrations of horme opathic medicinal products and
traditional herbal redicinal products carried out in accordance with Divective 2001E3EC
before [OF please ingert the date = &2 mornths atter the date of extering mto force of this

Drire ctivee] .
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Byrway of devogation fromm Chapter VI, the redicinal products placed on the market in
accordance with Directree 2001/83EC before [OF please insert the date = 3824 raonths
after the date of entering into force of this Direc tree] maycontinme to be rmade available on
the market until [OF please insert the date = five years after 1824 months after the date of
ettering into force of this Divective], provided that the sreorgply with the provizion on
labelling and package leaflet set ont in Title ¥ of Directive 2001/E53/EC as applicable on
[OF please insert the date = the daybefore 1224 rmonths after the date of extering inta
force of this Directive].

Brway of derogation from Srticle 81, eference medicinal products for which the
application for marke ting anthorisation has been subtnitted befor [OF please insert the
date = 1224 months after the date of entering ivdo force of this Directive] shall be subject
to the provisions on data protection periods set out in Article 10 of Directivee 2001083/EC
asapplicable on [OF please msert the date = - : Fhprmipcimio e
LRWEYY, i i ate=T1a2d months after the date of entering

into force of this Directre] .

Braay of derogation from paragraph 3, the reporting obligations as referred to in
&rticle 57, shall not applywith regards to medicinal products authorised in acc ordance
with Directive 2001723/EC before [OF please insert the date = 1224 raonths after the date

of entering into force of this Directive].
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aa. For medicingl products authorised before [OF please ingert the date the dake of entering
into application of this Directive Jand for which the volididy expives after that date, e
renewal of e marke bng quihorsation shall follow the procedures referredo in
Article 44

ab. Medicinal products placed on the market prioy o [2d months after the date of enbering
into force of this Derective Jwhich do nob comply with the reguirements of this Divechve
may be marketed unklthe stocks of the medicingl products are exhausted

2 The reguivement to make the package leaflet available dlectronically, purswant to
Article 63 paragraph I shall apply as follows

@ formedicingl products for which the applicabon for marketing aublhorisaion was
sbmitted after [OP please insert the date of entering into application | it shall
apply iname dictely, provided that the mplementing qct referred do e Arlicle 8309
iy edopted;

(B for medicinal products authorised before [OF please insert the date e dale of
entering into force of this Directive ] and me dicinal products for which the
applic abon for marbebng quthorisahon was submitted before [OF plpase ingert the
date of entering into applicabon | #shell apply on [OF please insert the date = 3
years after the date of entering into application of this Directive | unless a
marbelng quthorisalion holder chooses to compl with the requirement earler

ard provided at the implementng act menbioned in Arkicle 43(4) 5 edopled
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& Medicinal products quihonsed before [OF ple ase insertthe date of entry into force of
thiz Direchuve Twhich do not comply with tre requirement bo male the package leaflet
arailable electronically, pusswant to Arlicle 85, paragraph Tway conbinue to be placed
on the market, distributed, dispensed, sold end wsed ungl stoels of those medicingl
products are exhausted.

g The competent quthorifies of Malln may maintain i force morleting authorisations that
were grankd edende d or mainbaine din qocordance with Artiele 128 of
Direcpe 2000835 EC and that are valid at the e of endering into force of this
Directve, until [OT please ingert the date = 3 years and amonths after the dake of
erbering inko application of this Direchve |

Article 219
Trarep osition

l. Iilernber States shall bring indo force the laws, regulations and admirndstrative provisions to
coraplywith this Divec tive by BE24 months after the date of entering into force of this
Diarective] . The vwshall irene diatelyeornraanicate the text of those measures fo the
Comreission. Member States shall apply those provisions from [ 24 months qfter the date
af endering inko force of this Direchve]
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Ia. However Member States may apply Article Soa as from [12 months after entering into
Jorce of this Direchve fin respect of medicingl producks authorized after te date of
erdering inko force of this Direchve. In cage of @ medicinal product which has been
granted @ marketing authorisabon i eecondance with Re gulefion 7262006 or the
Directve 2001783 bebween the endry indo force and e date of applicalion of this
Directve, the second subparagraph of Article 10 (1) of the Direchive 2001453 shall not
apply in the member stake that made a requestin accordance with Article 56a, if the
marleling quthorisaion holder has notmade Bie medicinal product available and huas
notsuppled i continumsl i that Member State in qecordance with that Arkcle.

2 When Wereber States adopt thoss measares, they shall contain a reference to this Directrre
orbe accorpanied by such reference on the occasion of their official publication. Ther
shall alao include a staterent that references in existing laws, regulations and
adrninistrative provisions to the Direc fove s re pealed by this Directtre shall be constred as
teferences to this Divective. herrber State s shall deterrnine how such reference 1s to be
tnade and howr that staternent 1 to be formulated.

3. Ivlernber States shall cormmunicate to the Cormission the text of the main measures of

national law that thewadopt in the field covered by this Dive ctive.
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Arficle 2210
Entry into force

Thiz Diivective shall exter into force on the twerdieth dayfollowine that of its publication in the
Cificial Jormal of the Evropean Urdon.

Arficle 221
Addressees

Thiz Divec frve 15 addressed to the Idethe ¥ States.

Done at Brussels,

For the European Parliament Forihe Council

The President The Prasident
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(1)

i)

(3

i

(5

ANNEX T
INFORMATION EEFERRED TOIN THE APPLICATION

Harme or corporate name and perrmanent address of the applicant and, where applicable, of

the manufacturer.
Warre of the reedicinal product.

Cualitatrve and quantitative particulars of all the constituents of the medicinal product,
including the reference to its international non-propietary navee (M) recorenendzd by
the World Health Crzarnization, where an INH for the medicinal peoduct exists, ora

reference to the relewant chemical narme.

&n ervvironrnental risk assessment (ERA) ih accordance with the requirernents laid down in
Arficles 22 and 23

For medicinal product for lonman e containing ot consisting of genetically miodified
organists, an errirorrnettal sk assessment identifying and characte rising possible
hazards for hrean health, animals and the ersdronment. The assessment shall be
conducted v accordance with the elere nts described in Arficle 2 of [revized Begulation
(EC) Mo 72672004] axnd the requite ments of Aunex I1to this Direc tive, based on the
principles st outin Annex I o Ditectrve 200101ESEC of the Earopean Parliarment and of
the Councild? taking into account the specificities of medicival products.

47

DChrectnee 2001N18EC of the Enropean Parliaraent and of the Couneil of 12 Ilarch 2001 on
the deliberate release into the ersaronment of geneticall v modified orgarasmms and repealing
Council Divectee FOF220EEC - Corateission Declaration (OT L 106, 17.4.2001, 1. 1)
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()
i

()

(%

(10

(113

Dezcription of the manufacturing me thod.
Therapeutic indications, contra-indications and adverss reactions.

FPosology, pharmmace utical form, method and route of adwdrdstration and expected shelf
life.

Feazsoms for any precantionaty and safety meamres to be taken for the storage of the
medicinal product, its adeministration to patients and for the disposal of waste products,
together with an indication of potertial nsks prese nted by the medicival prodact for the

e prvirorEne it
Dezcription of the control methods ermployed by the marmfacturer.

& written confirmmation that the marufacturer of the medicinal product has werified
cornpliance of the ranufac torer of the actie substance with principles of good

manufac hurirg practice by conducting audits, in accordance with Article 160, The written

confittnation shall contain a referenee to the date of the andit and a declaration that the

onteorne of the audit cordirrns that the marmfactoring corplies with the principles of good

roarufac huing practice,
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(12)

(13

(1)

Femults of:

fa) pharraceutical (physico-cherical, biological or micto biological) tests,
(b)) non-clirdeal (toxicological and pharmacological) fests,

(o] clinical trials.

Where relevant, evidence frorn other sources of clineal data (non-interve ntional clineal

studies, registies).

& surernary of the applicant’s pharmacovigilance systern which shall include the following

elements:

fa)  proof that the apglicant hasat their disposal & gualified person responsible for
pharmacovigilance,
by the IWeraber States in which the qualified person resides and carvies out their tashs,

) the cortact details of the qualified person,
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(13

(18]

(17

(18]

(d)  astaterent signed by the applicant to the effect that the applicant has the necessary
roeans to fulfil the tasks and responsibilitie s listed in Chapter W1,

{e) areference to the location where the pharmacovigilance sygte r raster file for the
medicinal product is kept.

The nisk marazerment plan describing the risk rmanagernent svetern which the applicant will
introduce for the roedicinal product concemed, toge ther with a surenary thereof.

& staternent to the effect that clivical trials carvied out outeide the Enrope an Tnion toe et
the ethical requirements of Begulation (E1T) Mo 536/2014.

& surernatry of product charar teristics in accordatce with Arficle 62, a mock-up of the
outer packaging, containing the details peondded for in Arwex IV, and of the tnmediate
packaging of the medicinal product, containing the details provided for in Arficle 68,
together with a packagze leaflet in accordance with Srticle A4

& docurnent showing that the marnfachirer iz authorised in their own convtry to produce
medicinal products.

G366
LHNEX

4a7
LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

498
EN



(15

200}

Copies of the following:

fa) arymarketing authorisation, obtained in another Ivleraber State or in a third country,
to place the medicival product on the market, a surormary of the safetydata including
the data contaired in the periodic safe ty npdate reports, where available, and
mspected adwerse reactions re ports, together with & lst of those W roher States in
which an application for marke ting anthorsation subrdtted v accordance with this

Dhrective 15 under examination,

by the suraemary of peoduct characte istics proposed byrthe applicant in accordance with
Lrticle 62 or approe d by the corpetent anthornties of the Ik rber State n
accordance with Srticle 43 and the package leaflet proposed in accordance with
Lrticle 64 or approved by the competent authorities of the Ierber State in
accordance with &rtcle Ta,

i) details of any decision to refase marketing authorization, whether in the Union orina
third country, and the reasons for such a decision.

& coprof any desigration of the medieimal product as an orphan medicinal product as
defined in Srticle 63 of [revised Beagulation (EC) Mo T26/2004], accormparied bya copyof
the relesvant Bzency opirdon.
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(217 Where the application concertis an attitnicrobial wedicinal produet, the application shall

also contain:
a)  an antiwdecrobial stewardship plan which shall in particnlar cutline:

(1) irforraation about risk mitization reeasares to lidt anbmicrobial resistance
dese lopene nt related fo the use, prescription and adwinistration of the
e diciral product,

(i)  how the marketing anthorisation holder intends to mordtor and report 1o the
cornpete nt anthoritythe resistance to the anbiricrobial medicina] product.

(@) information abowt measures to monitor effe chveness of stewardship,
b adeseription of the special information requirernents outlived in Article 58

£y details on the pack size which shall corvespond to the wmal posology and duration of
treatne nt.

(227 Where an application concerns the marketing anthorisation to market a radiorclide
gererator, i addition to the requiternerts set out v Articles fand 9, it shall also contain:

fa) ageneral description of the svstem together with a detailed description of the
cornporents of the systemm that mayatfect the composition or quality of the daughter
rucleid preparation; and

by gualitattee and quantitative partcalars of the eluate or the sublirnate.

(237 Good marnfacturing practices certificates
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ANNEX II

ANALYTICAL, PHARMACOT OXICOLOGICAL AND CLININCAL STANDARDS AND

PROTOCOLSIN RESPECT OF THE TESTING OF MEDICINAL PRODUCTS

TABLE OF CONTENTY

Introduction and general principles

PartI:

11

12

13

131.

132

133

134

1.4,

1.5.

1A

Standardised marketing anthorisation dossier requirernents
Llodule 1: &drivistratiee nformation

Tahle of contents

&pplication form

Surarnary of product characte risties, labelling and package leatlet
Surarnary of product characte risties

Lakelling and package leaflet

Ilock-ups and spec itne ne

Surernaties of product characteristics alveadwy approved in the IvEraber States
Information about the experts

Specific reqpuivements for different types of applications

Erraromme ntal sk assessment
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2.1.

22

2.3.

24,

2.5

28,

270

a3l

32

321

Ivlodule 2 5urararies
Cheerall table of contents
Introduction

Chalityrone rall srarnary
Mon-clivical orve riewr
Clindc al orve rview
Non-clivical surrenaty
Clindcal Surnrnary

Dlodule 3: Chemical, phartnace ubical and binlogical information for redicinal products
cortainirg chernical andfor biological active substarces

Forrrat and pre se ntation
Content: basic principles and requirerne nis

Acttve substances)

3211, General information and information related to the starting and raw materials

3213 Warufactaring process of the active substance(s)

3.2.13. Characterisation of the actfre substance(s)
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3214 Control of actiee substances)

3215 Beference standards or materials

3216, Container and closare swstemm of the active substance
3217 Stability of the active substance(s)

322 Firished medicinal product

3221, Description and cornposition of the finished medicinal prodact
3223, Phartnaceutical developrent

32235 Warufactaring process of the firashed e dicinal product
3224 Control of excipients

3225 Control of the firvished medicinal product

3224, Beference standards or materials

3227, Container avd closare of the finished rnedicinal peoduct
3228 Stability of the firished medicinal product

4. Ilodule 4 Non-clirdcal reports

4.1. Forrnat and Presentation

4.4 Content: basic principles and requirerne nis
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42.1.

422

423

51

52

521

522

523

524

525

5251

53254

524

5270

FPharrnacologsy

Pharmaco-kinetics

Toxicology

Llodule 5: Clinical stody reports

Forrnat and Presentation

Content: basic principles and requirerne nis

Beports of bio-phartnace utic s studies

Beports of studies pertinent to pharrnaco-kinetics using human bio-rmaterials
Beports of human pharwac o-kinetic stadies

Feports of harnan pharmae o-dymarnde stodie s

Beyports of efficary and safetystudies

StudyFeports of Controlled Clinical Studies Pertinent to the Claitae d Indication

Studyre ports of uncontrolled clindcal studie s reports of analyees of data from more than
ore studsyand other clinical stody reports

Beports of post-matke ting e xperience

Caze reports fonms and individual patient listings
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PartIl: Specific marketing anthorisation dossiers and requireroe nts

1. Well- establishied e dicizal use

2 Essentially sirailar medicinal products

3. Ldditional data recpuired in specific situations

4. Siruilar biological redicinal products

) Fixed corbination rmedicinal products

f. Docuraentation for applications in exce phonal circumstances
7. Il ed mathe tivg aunthorisation applications

Part III: Particular medicinal products

L. Biclogical medicinal products

11. Flasma-derived medicinal peoduct
1.2. Vaccines

2. Radio-pharmace nticals and precursors
21 Badio-pharmace uticals

22, Radio-pharmace ntical precursors for radio-labelling purposes

3. Home opathic redicinal products

4. Hetbal medicinal products

5 Orphian Medicinal Products
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PartIV:

1.

2.1.

22

3l

32

321

3211

3212

322

33,

331

332

3321

Ludvanced the raper toe dicinal produe ts

Introdustion

Definitions

Gene therapr redicinal peoduct

Sormatic cell the rapnr roe dicinal product

Specifie reqpurernents regarding Module 3

Specifie reqpurernents for all advanced therapor redicinal products
Specifie recpurernents for gene the raper e dicinal products
Introduction: finished product, active substance and starting materials

Gene theraper redicinal peoduct containing recormbinant rucleic acid sequencels) or

gernetically modified microorganistals) or virsies)
Tene therapy redicinal product containng ge netically rodifled cells
Specifie requirernents

Specific requivements for sormatic cell the raper medicival products and tissue enginee red
products

Introduction: finished product, active substanee and starting materials
Specifie requirernents

Starting materials
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3324

33235

3324

3325

3324

34,

341

342

4.1.

4.3,

421.

422

423,

4.3,

431,

Llarmfachuing process

Characterisation and control strate gy

Ezxcipients

Dievre loprae ntal studies

Beference materials

Specifie reqpurernents for advanced thera pry medicinal products containing devices

Sbeariced the rapry me dicinal product contaiting devices as referred to in Article 7 of
Fegulation (EC)Y Mo 139472007

Cormbined advance d theraper medicinal products as defined i Srhicle 2(1(d) of Regulation
(ECY Fao 139452007

Specific requirements regarding module 4

Specific requivemetts for all advanced therapo medicinal peoducts
Specific reqpurernents for gene the raper e dicinal produc ts
Fharmacology

Pharmacokinetics

Toxicology

Specifie reqpuirernents for somatic cell the rapy medicinal products and fissue engineered
products

Fharmmacology
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432

433

51,

52

521

522

5323

53,

531

532

233

54,

541

542

543

Pharmacokinetics

Tozxicology

Specifle reqpuirernents regarding module 5

Specific reqpuirements for all advanced therapo medicinal products
Specific reqpurernents for gene the raper e dicinal produc ts
Human pharmacokinetic studies

Human phartoacodymaraic stadies

Safe tystudie s

Specifie reqpurernents for somatic cell the rapy medicinal produc ts

Somatie cell the rapyr toe dicinal produe ts where the mode of action is based on the
produe tion of de fined active biomolecule(s)

Biodistribution, persistence and long-term engraftnent of the somatic cell therapy
medicinal product cornponents

Safe tystudie s

Specific reqpurernents for tissue engineered products
Pharracokinetic stadie s

Fharmacod shamic studies

Safety studies
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Introduction and general principles

(17 The particulars and docwraents accorapatying an application for marke ting anthorisation
parsuant to Srticles £ and 1001} shallbe presented in accordance with the recpuive ments set
out in this &nnex and shall follow the guidance published bythe Cormiission in The nies
governing e dicinal products in the European Corarnourdaty, Woloee 2 B, Mofice to
applicants, Pledicinal peoducts for horan nse, Presentation and cortent of the dossier,
Common Techmnical Docwnent (CTTH,

i The particulars and docurnents shall be presented as fove modules: Woduls 1 proades
Ewropean Coraraumity specific administrative data; Iodule 2 provides quality, non-clinical
abd clinical surarnaries, Tlodule 3 provides chernical, pharrmace utical and binlogical
inforroatior, Module 4 provides non-clirdcal reports and Iiodule 5 provades clivdcal study
reports. This presentation iraplerents a corrmon format for all ITHE regions (European
Correnrity, United States of Srnerica, Japan). These five Ilodules shall be presented in
strict accordance with the format, content and rorabering systern delineated in details in
Wohurne 2 B of the Hotice to Applicants referred to abose.

(3 The European Cornreunity CTD-presenta ion iz applicable for all types of marketing
anthorsation applications e spective of the procedure fo be applied (e, centralized
mutual recogrition or national) and of whether the v are based on a full or dhridged
application. It iz alao applicable for all fypes of products including new che ric al entities
(WCE), radin-pharriace nticals, plasna dervatives, waccines, herbal medicinal products,
ete.

48 Intermational Confere nee on Harmordsation of Techrdc al Reguirerments for Registration of

Pharmacenticals for Hurnan Use
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i)

i)

()

i

In assernbling the dossier for application for marketing anthorisation, applicants shall also
take into account the scientifie guide line s relating to the quality, safetyand efficacy of
medicinal products for human use as adopted by the Corordttes for Proprietary e dicinal
Froducts (CFIVIEY and prblishe d byrthe Enropean Iledicine Ewvaluation &gency (EWES)
atd the other pharrrace nhical Corenanity suidelines piblished by the Corenission i the
different wolume s of The riles gove mming medicinal products in the European Corarmurndty,

With respect to the quality part (chernical, pharrnacentical and biological) of the dossier,
all monographs including gereral monographs and gereral chapte s of the European
Fhartnacopoeia are applicable.

The manufacturing process shall coraply with the recuirernents of Conenission
Directive PLESGEEC laying down the principles and guidelines of Good Ianmfacturing
Practice (V) for me dicinal products for human use? and with the principles and
guidehires on GIVIP, publishe d barthe Comaission in The mles gove ming e dicinal
produe ts in the Faropean Congnunity, Volurne 4.

&1 inforreation, which is relevant to the evaluation of the medicinal product concerned,
shallbe included in the application, whether favourable or unfavoursble to the product. In
particular, all relevant details shallbe given of anyincomplete or shavdored pharmaco-
toxicological or clindcal test or trial relating to the raedicinal product andior cormpleted
trials concerning therapeutic indications not covered by the application.

4 OrL 193, 1771991, p. 30
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(Y] &1 clindeal tials, condue ted within the Enropean Corgnundty, ranst cormplywith the
reguiterments of Directrve 2001200FEC of the Entopean Parliament and of the Coureil on
the appeozimation of the laws, regulations and adwiristrative peosdsions of the Ilember
States relating to the irgplerne ntation of good clinical practice in the conduet of clindcal
trials on medicinal products for huran uze™ . To be taken into account during the
assesstnent of an application, clinical trials, conducted outside the European Coraroard by,
which relate to rmedicinal products intended to be used in the European Coreearafy, shall
be designed, ireple mented and re ported on what good clirdeal practice and ethical
principles ave concerned, on the basis of principles, which are equivalent o the provisions
of Directive 200120/EC. Thewshallbe carried out iv accordarce with the ethical
principles that ave reflected, for exarple, in the Declaration of Helsinki.

" Mon-clinical {pharrmac o-foxicological) studies shall be carried out in corformitywith the
provisions related to Good LaboratorsPractice laid down in Courcil Directives B11SEEC
ot the harreorization of regulations and admwinistrative provisions relating to the
application of the principles of good laboratory practice and the verification of their
application for tests in chernical substances™ and B2320/EEC on the inspec tion and
verification of good lsboratory practice (GLF)

5 CrL121,1.52001, p. 34
3 CIL 15 1711957 p. 29
i OFL 145 11 61955 p. 35
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(10 Ileaber States shall also ensure that all tests on anirnals are condueted in accordance with
Counieil Directive SGE0FEC of 24 Nove rber 1986 on the approxitaation of laws,
regulation and adwmird strative provisions of the Merwher States regarding the protection of
ardrnals for experimental and other scientific purposes.

(113 Inovder to mordtor the benefithisk assessrnent, any new informmation not in the orginal
application and all pharrnaco-wigilanee ixnformation shallbe subenitted to the corape tent
authonty. After marketing authorisation hasheen granted, any change to the data n the
dossier shall be subritted to the corpe tent anthorities in accordance with the requirerne nts
of Commission Regulations {(EC) Mo 10842003% and (EC) Mo 108572003 of the
Comdssion of, if relevant, in accordatce with national provisions, as well as the
reguirernents in Wolwne 9 of Comraission publication The miles governing medicinal

products in the Furopean Coraanity,
Thiz Linmex 15 divided in four different parts:

- Part I describe s the application forraat, the swrornary of product chavac teristics, the
labelling, the leaflet and presentation recquirerns nts for standard applications (Ivbdules 1
to 5.

- Part IT prorvides derogation for *Specific applications”, e, well-establishe d medicinal use,
esgeritially sivedlar products, ficed corbinations, similar biological products, exceptional
circwrnstances and rwived applications (part bibliographic and part own studies).

i See p. 1 of this Official Journal
E See p. 1 of this Official Journal
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- Part IIT deals with “Particular application requirernents” for biological medicinal products
(Plastna Mlaster File; Vaceine Sntigen Ilaster File), radic-pharrnacenticals, homeopathic
medicinal products, herbal e dicinal products and crphar medicinal products.

- Part IV deals with “Advanced the raper raedicinal prodocts” and concerns specific
tequiretnents for gene therapnr rnedicinal products (using hawan antolozons or allogeneic
systern, or xenogene e syster) and cell therapymedicinal products hoth of hatoay or
ardtnal ongin and xenogeneic transplantation me dicinal produe ts.

FARTI
STANDARDISED MAREKEETING AUTHORISATION DOSSIER REQUIREMENTS
l. LODULE 1: ADKWINISTRATIVE INFORIWETION
1.1. Tah ke of contents

& comprehe nsive table of contents of odules 1 to 5 of the dossier subrnitted for marketing
anthorisation application shall be presented.

1.2 Application form

The raedicinal product, which is the subject of the application, shall be iderdified by narne and natne
of the active substance(s), together with the pharroacentical for, the route of adrairistratior, the
strength and the final pre sentation, including packaging.
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The name and addvess of the applicant shallbe goven, together with the nare and addre sz of the
marifactorers and the sites seobeed in the different stages of the rmarmfaeture (including the
marfactorer of the findshed product and the manufacthirer(s) of the active substance(s)), and whete
relevant the narne and address of the importer.

The applicant shall ide rtifythe twpe of application and indicate what saraples, if any, are also
provided.

Armexed to the adwinistrative data shallbe copies of the manufactuing authorisation as defined in
Lrticle 40, together with a list of countries in which authorisation hasheen granted, copies of all the

surnrnaries of product charac teristics in accordance with Article 11 as approsed by Ierrbe 1 5 tates
and a list of conmtries iv which an application has been subirdtted.

Lz outlined in the application forrn, the applicants shall provide, inter alia, details of the rmedicinal
product subject of the application, the legal basis of the application, the proposed marketing
anthorisation holder and rrarnfac tareds), inforrnation on orphar redicinal product status, scientific
avice and paediatic developtnent prograra.

13 Summary of prodw t characieristic s, lahelling and package leaflet
131 Surenaryof product characts ristics

The applicant shall propose a swnrary of the peoduct characte ristics, in accordance with Srticle 11.
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132, Lahelling and package leaflet

& proposed labelling text for irene diate and outer packaging as well as for the package leaflet shall
be provided. These shallbe in aceordance with all randatory iteros listed in Title V on the labelling
of medicinal products for hurwan use (Arficle 63) and on package leaflet (Arhicl: 59).

133 Iock-upe and speeiime s

The applicant shall provade specitner andior rock-ups of the rnmediate and outer packasing, labels
and package leaflets for the medicinal product coneerred.

134 Suwrenaries of product characteristics already approved in the Ik rber States

Lymexed to the adwinistrative data of the application foren shall be copies of all the surarmaries of
product charae teristics v accordance with Articles 11 and 21 as appeoved by Wletaber States, where
applicable and a list of countries in which an application has been subrmitted.

1.4 Information about the exp erts

Inaccordance with Arficle 12 (2) experts st provide detailed reports of theiy obae reations on the
docutnents and particulars which constitute the rmarke ing authorization dossier and in particalar on
Wbdules 3, 4 and 5 (chernical, phatmacentical and biological docwrnentation, non-clindeal

docurne ntation and clinieal docurentation, respectively). The experts are reguived to address the
critical points related to the qualityof the medicinal product and of'the irsestizations carried out on
anirrals and hurnan beings and bring out all the data relevant for evaluation.
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These recuirernents shall be et by prosdding a gquality overall surarnary, a non-clinical overview
(data frorn stdies caried ont in ardrnals) and a clindcal oversde w that shall be located in vbdule 2
of the marketing authorisation application dossier. & declaration signed b the experts together with
brief information on the ir educational backgronnd, training and cccupational e xperienee shall be
presented in Ivlochle 1. The experts shall have suitable technical or professional gualifications. The
professional relationship of the expert to the applicant shall be declared.

1.5 Specific requirements for different types of app lications

Specific requirerne nts for different types of applications are addre ssed in Part IT of the present
Lme.

1.8, Enrironmental risk assessment

Where applicable, applications for marketing authorisations shall include a risk asse ssment
orverview evaluating possible risks to the erwironene nt due to the wee andior disposal of the
medicival product and make proposals for appropriate labeling prosisions. Ervdrorenental risk
contec ted with the release of medicinal products cortairing or consisting of GIVIDs (Genetically
Ibdified Organisens) within the mearang of &ricle 2 of Directrve 2001715/FC of the Enropean
Parliarment and of the Couneil of 12 Tlarch 2001 on the delberate release into the ersironmment of
modified orgarisms and repealing Council Directive 905220/EEC* shall be addressed.

Inforrnation pertaining to the ervironrnental risk shall appe ar as an appendix to Wbdule 1.

3 CrL 1046, 1742001, p. 1
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The inforrnation shall be presented in accordance with the provisions of Directive 200151 2/EC,
taking into account any guidance docwrnents b lished by the Corarnizsion in conne ction with the
reyplerne ntation of the said Divec e

The information shall consist of:
- ah introdue tion;

- a copy of any writter consent or consernts to the deliberate release into the ermaronment of
the GWID(s) for research and deve lopre nt parposes according to Part B of
Directive 2001/12/EC,

- the information requested in AvvexesIT to IV of the Divectrve 200171 2EC, ine luding
detection and identification methods as well as wigue code of the GO, plus ansy
addifional information on the GO or the product of relevance to evaluating the

e Trirontne htal risk;

- ab ervirotraent risk assessinent (ERA) report pre paved on basis of the information
specified in Srmexes ITT and IV of Directive 2001/127EC and in accordance with Srwex IT
of Directive 2001/157EC,
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- taking into account the above fonwaton and the ERL, a conclusion which proposes an
appropiate risk wanagement strateg wwhich includes, as relewant to the GO and product
in guestion, a post-mathet ronitoring plan and the iderdification of any special particnlars
which need to appear in the Smrarmaryof Product Charac te ristics, labelling and package
leaflet;

- appropriate reasures in order to infore the public.

& dated signatare of the author, inforrnation on the anthor's educational, training and occupational
experience, and a staternent of the author's relationship with the applicant, shallbe included.

2 LODULE 2: SULMARIES

Thiz Mlodule aims to sarvenarise the cheraical, phatmacentical and biological data, the non-clinieal
data and the clinical data presented in Wodules 3, 4 and 5 of the dossier for marke ting authorisation,
and to prosdde the reports/overviews described in Article 12 of this Divective

Critical points shall be addressed and analyeed. Factual sureaaries ineluding tabular forats shall
be provided. Those reports shall peondde cross-references o tabulay formats or to the information
contained in the main documentaion presented in Miodule 3 (chernical, pharroace atical and
biological docurne ntation), Ilodule 4 (non-clinical docureerntation) and Ivibdule 5 (clivdcal

doourae htation).
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Inforraation containe d in Wodule 2 shallbe presented in accordance with the format, content and
munbering sisterm delineated in the Volarne 2 of the Notice 1o Applicants. The oversdews and
sutnirnaties shall corgplyraith the basic prnciples and requirerne nts as laid down herewith:

2.1. Owerall tah Je of c omienis

Ibdule 2 shall contain a table of contents for the soientific docume ntation subruitted in Mlodules 2
o 5.

2.2, Inirodw tion

Inforration on the pharrnacological class, mode of action and proposed clinical use of the
tnedicinal product for which a marketing authorisation is regue sted shall be supplied.

23. Qualiiy overall summary

& review of the irdornation related to the cherdcal, pharrnaceutical and biological data shallbe
pronided in a qualityore rall sumrnary

Eearortical parareters and issues related to gquality aspects shall be erphasized az well as
Justification in cases where the relevant guidelines are not followed. This docurent shall followr the
srope and outline of the comesponding detailed data presented in Iibdule 3.
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2.4 Mon-clinical overview

Ln integrated and critical assessrnent of the non-clindcal evalnation of the medicinal product in
arnirgalsfin vitro shallbe required. Discuszion and justification of the testing strategw and of
dewviation from the relevant guideline s shall be included.

Euee pt for biological medicinal products, an assesament of the imparities and degradation products
shall be included along with their potential pharrnacological and toxicological e ffects. The
implications of anydifferences in the chirality, chemieal form, and gty profile betwsen the
coripound used in the non-elivdcal studies and the product tobe rmarke ted shall be disznssed.

Forbiological medicinal produets, eorapardhility of material used in non-clinieal stadies, clindeal
studies, and the redicinal product for marketing shall be asssssed.

Ly niove | exe 1pde nt shall be the subject of a specific safety assessment.

The clarac teristics of the medicinal product, as dernonstrate d by the non-clirdcal studies shallbe
defined and the iraplications of the findings for the safetyof the redicinal product for the interded

clirdcal nse in hmrnan shall be discussed.
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2.5 Clinical overview

The clinical overview is intended to provide a critical analweis of the clindcal data ineloded in the
clindcal surernary and Ilodule 5. The approach to the clivdcal developraent of the medicinal product,
mcluding critical studydesign, decisions related to and performmance of the studies shall be
provided.

& brief overview of the clindcal findings, including irportant hratations as well as an evaluation of
benefits and rsks based on the conelusions of the clinical studies shall be provdded. Ax
nterpretation of the way the efficacyand safetyfindings support the proposed dose and target
mdirations and an evaluation of how the swmrnary of product characteristics and other approaches
will optitnise the benefits and manage the risks is reguired.

FEfficacyror safety issues encountered in development and unresobeed issues shall be explained.
2.8, MNon-clinical summary

The results of phartnacolog v phatrmac o-kine ics and toxric ology studie s carrvied ot in ardrnalsiin
vitro shall be provided as factoal written and tabmlated surarnaries which shallbe presented in the
following order:

- Introduction

- Fharmacology Written Saromary

- Pharrnacology Tabulated Surarmary
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- Fharrnaco-kinetics Written Surirnatsy

- Fharrnaco-kinetics Tabulated Surenary
- Toxicology Written Surrnary

- Tozxicology Tabulate d Sunenary

27 Clinical Summary

& detailed, factual surnmmaty of the clindeal rdormation on the redicingl product included
Nbdule 5 shall be provided. This shall include the results of all bio-pharaceutics stodies, of
clinical phatraacology studies, and of clindcal efficacyand satetystudies. & synopsis of the
ndrridual studies is reguired.

Swrnmarised clindcal information shall be peesented in the following order:
- Surarnary of Bio-pharnnacentics and Associated Aralytieal Methods

- Suratnary of Clindeal Pharrnacolo gy s tudies

- Surrnaty of Clinical Efficacy

- Surernaty of Clinical 5afety

- Symopes of [ndradual Stodies
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3. WIODULE 3: CHERICAL, FHARWECEUTICAL AND BIOLOGICAL INFORMATION
FOR MEDICINAL PRCDUCTS CONTATNING CHEWICAL ANDIOR BIOLOGIC AT
LOTIVE SUBSTANCES

3.1, Format and p resentation
The gereral outline of Wodule 3 is as follows:
- Tahle of contents
- Bodyof data
- Aciive substance
General Information
- Momenclatare
- Struchoe
- Ceneral Properfies
Ilarmfachare
- Nhrfacturers)

- Descnption of Manufachoing Process and Process Controls
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- Control of Iaterials

- Controls of Critical Stepe and Interne diates
- Process Walidation andior Eraluation

- Nhrnfactwring Process Developraent
Characterisation

- Eluweidation of Structure and other Characteristics
- Impuorities

Control of Aeotive Substarce

- Specification

- Lmalytical Procedures

- Validation of Analyhical Proce dures

—  Batch Analyses

Tustification of Specification
Beference Standards or Ilaterials

Container Closure S yster
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Stability
- Stabdity 3 wrorrary and Cone lnsions
- Postapproval Stability Protocol and Stability Coreaitroent
- StabiityData
- Finizhed Medicingl Froduct
Description and Cormposition of the Iledicinal Produet
Fhartnace utical Deve lopere nt
- Comporents of the Iledicinal Product
- Letwe Substance
- Excipients
- NEdicinal Produst
- PForranlation Developraent
- Cwerages
- Phwicochernical and Biological Properties

- Ilarmfachuing Process Deve loprae nt
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- Container Closure S yster
- Llic robiclogical Lttdutes
- Compatibility
Ivlaronfacire
- Narmfacturer(s)
—  Batch Formula
- Desenption of Manufachoing Process and Process Controls
- Contols of Critical 5tepe and Interne diates
—  Process Validation andfor Fsraluation
Control of Ex ciplents
- Specifications
- Lmalytical Procedures
- Validation of Analyhical Proce dures
- Justification of Specifications
- Execipients of Hurman or Ardreal Origin

- HMovel Excipients
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Control of Firdshed Iedicinal Produst

- Specification)s)

- bLmalytical Procedures

- Validation of Analyhical Proce dures
- Bakch fnalyses

-  Chatarterisation of Trnparities

Tustification of 5 pec ification(s)
Beference 5tandards or Iatenals
Contairer Closure S5 ystem
Stability
- Stabiity S wnrary and Cone lusion
- Postapproval Stabdlity Protocol and 5 tability Coraraitnent
- StabiityData
- Appendices
- Facilifies and Equipenent (Biological Ivkdicinal Products only)

- Adventitions Agents SafetyEsaluation

- Excipients
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32

(1)

i)

(3

European Covmmunity Addifional Infirmation

- Process Validation Scheme for the Ik dicinal Product
- DNkdical Device

- Certificatels) of Suitability

- DNedicinal products containing or using in the manfae turing process matenals of
aritnal andior lrsan origin (TSE procedure)

Literature Beferences
Content: hasic principles and requiremenis

The chernical, pharraceutical and biological data that shall be provided shall mmclude for
the active substaticels) and for the finished wedicinal product all of relevant ivdorne ton
ot the developerent, the manufacturing process, the characterisation and properties, the
guality control operations and requirerne nts, the stabilityas well ag a descripion of the
coraposition and presentation of the firnished medicinal product.

Twn main sets of information shall be peovided, dealing with the active substance(s) and
with the fivished medicinal product, respec tree ly.

Thiz Wbdule shall in addiion sopplsyrde tailed information on the starting and raw raterials
used during the raatufac hiring ope rations of the active substanee(s) and on the excipients
incorporated in the forronlation of the firdashed redicimal product.
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4 &1 the procedures and methods used for manufacturing and controlling the ac e
substance and the finished medicing product shall be described in sufficient details to
etable thern o be repeated in control tests, carried out at the request of the competent
anthorty. A1 test procedure s shall corvegpond to the state of scientific progressat the tirne
atd shallbe walidated. Fesults of the walidation studie s shall be prosdded. In the case of test
procedures included in the Enropean Pharrnacopoeia, this description shall be replaced by
the appeopriate detailed reference to the monographis) and gene ral chapte n(s).

3 The monographs of the European Pharvacopoeia shall be applicable to all substances,
pre parations and pharmace uheal forms appearing in it In respect of other suhstances, each
Dilernber State roav regquire ohesrvance of its own national pharrnac opoeia.

Howerver, where a material in the European Pharmacopoeia or in the pharrnacopoeia of a
Lleraber State has been prepared by a e thod lable to leawe iraparities not controlled in
the pharrnacopoeia ronograph, these trgnritie s and the ir raaxivanrn tolerance limits monst
be declared and a suitable test proce dure must be described. In cases where a specification
cortained in a monograph of the European Phatmacopoeia or in the national

pharmac opoela of a etnber State raght be insufficient fo ensure the quality of the
substance, the cornpe tent authorities mavy request more appropeiate specifications frorm the
marketing authorisation holder. The cormpetent anthorities shall inforra the authorities
responsible for the phartnacopoeia in gquestion. The matke tivng authorsation holder shall
provide the authorites of that pharmacopoeia with the details of the alleged nsutficiency
and the additional specifications applied.
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In the caze of analytical procedures ineluded in the Ewropean Pharmaropoeia, this
descniption shallbe replaced in each relewant section brthe appropiate detailed reference
to the monographis) and general chapter(s).

()] In case where starting and raw materials, actie substancels) or exciplent(s) are described
tieither in the European Pharmac opoeia nor in the phatteacopoeia of a Iender State,
corapliance with the monograph of'a thivd conrdry pharrmacopoea canbe accepted. In sch
cases, the applicant shall submit a copey of the raonograph ac cormpanied by the validation
of the analytical procedures cottaired in the ronograph and by a translation where

approptiate.

(T Where the active substatice andior a rawrand starting reaterial or excipie nt(s) are the
subject of a monograph of the Europe an Pharmacopoeis, the applicant can apply fora
cerfificate of suitabilitythat, where granted by the Enropean Dirvectorate for the Omalityof
Lledicires, shallbe presented in the e lewant section of this Mbdule. Those certificates of
suitabilityof the ronograph of the European Pharmacopoeia ate deerned fo replace the
televant data of the conespording sections described in this Module. The marnnfacturer
shall gtve the assurance v writing to the applicant that the mandfieturng process has not
been rmodified since the granting of the certificate of suitabilitybywthe Enropean
Diirectorate for the Cmality of Tledicines.

(&) For a well-defined active substanice, the active substance roanafac tarer or the applicant
may arrange for the

(1) detailed description of the marmfaching process,
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(1) guality control during rnanafae tore, and
{i) process validation

to be supplied in a separate docwrnent directly to the compets nt authorities by the
ranufac turer of the actre abstance asan Aetvee Substance Dlastzr File.

In thiz case, the marnufacturer shall, howeser, peovide the apgplicant with all of the data,
which mavyhe necessaryior the latter fo take responsibility for the medicinal product. The
rnannfac tirer shall confirm in writing to the applicant that he shall ensure bateh to bateh
corsistene yand not modify the rmanofae toving proeess or specifie ations withont infbrraing
the applicant. Docurne rts and particulars supporting the application for such a change shall
be supplied to the competent authorities, these documents and particulars will be also
supplied to the applicart when the yconcen the open part of the active substance master
file.

m Specifie measutes concerrdng the preverntion of the transtaission of animal spongiform
encephalopathies (rmaterials frorm niminant origing ; at each step of the manufacturing
process, the applicant rmust de monstrate the compliance of the materials used with the Hote
for Gruidanee on Dlirdredsing the Bisk of Transmitting Sniraal 5 pongiforrn Ence phalopathsy
&gentsvia hledicinal Products and its update s, pablished by the Corernission in the
Offieial Journal of the European Undon. Dernonstration of comgpliance with the said Hote
for Gruidanee ean be done by subenitting either, preferably a certificate of suitability o the
relevant monograph of the Earopean Pharrmacopoeia that has been granted by the European
Diirectorate for the COmality of Iledicines or by the supply of arientific data to substantiate

this cormpliance.
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(100 For adwentitions agents, inforraation assessing the risk with respect to potertial
contarniration with adventiions agents, whether thev are non-siaral or+iral, as laid down in
relevvant guideline s as well as in relesant general monograph and zeneral chapter of the
Europear Fharmacopoeia, shall be provdded.

(117 Awyspecial apparatus and equiperent, which mavhe used at any stage of the
rannfac hiring process and control operations of the medicival product, shall be descrnbed
in adeguate details.

(1 Where, in accordance with the second subparagraph of &rticls 102) or the second
subparagraph of firticle 109 of Regulation (ETT) 20175745 of the Enropean Parlisment and
of the Council®, a produect is gove med by this Directive, the marke ting authorisation
dossier shall inclnde, where available, the results of the assesstnent of the condormity of the
device part with the relevant gene val safe ty and perfonmance requirernette set out in
Lnmex Tto that Begulation cortained in the raannfactorer's EIT declaration of conformity or

the relessant certificate issued by a notified bod yvallowing the rmarnfacturer to aftic a CF
tnarking to the medical devwice.

If the dossier does not include the results of the conforrdty assessrnent referred to in the
first subparagraph and where for the condorrdtr assessmment of the device, if nsed
separately, the reeobrernent of a notified bod yis reguired in accordance with Regalation
(ETN 20170745, the authority shall vecpoirve the applicant to prosdde an opinion on the
cordorrmty of the dewice part with the relevant general safe fyr and perforrance
reguirernents set out in Arnrex I o that Regulation issued by a notified body desighiated in
accordance with that Eegulation forthe type of device in gquestion.

5 Begulation (E1T) 20177745 of the Enropean Parliarent and of the Counedl of 5 Apeil 2017
on medical devices, ane nding Divec tive 2001E3/EC, Fegulation (EC) No 17852002 and
Fegulation (EC) No 122372009 and repealing Couneil Directives P0/385/EEC
and 93AXNEEC (DT L 117, 552017, p. 1)
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321 Acfive subsfance (3

3211 Generalinformationand information related to thestarting

and raw materials

a) Inforrnation on the nomenclatore of the active substance shallbe provdded, meluding
recorrnetded International Non-proprietary Marme (INH), Enropean Fharmacopoeia naroe

if relevvant, chernical narme(s).

The structural forvela, including relatiee and dheobate stereo-chetaisty, the molecular
forreonla, and the relatiwve molecular raass shall be provided. Forbiotechnological medicinal
products if approgpeiate, the schematic arning acid sequence and relatiee molecular mass shall
be provided.

& list shall e provided of physicoc herdcal and other relevant properties of the active
substance, mcluding biological activity for binlogical wedicinal products.

)] For the parposes of this Anvex, starting rnateriale shall meav all the materials fror which
the acttve substance is ranafae tired or extracted.

For biological medicina] products, starting matetials shall rean any substance of biologizal
origin sach as ricro-orgarisns, organs and tissues of either plant or avdmal orgin, cells or
fluids (including blood or plasimay of hurnan or ardeal orging, and biotechnological cell
construe ts (cell substrates, whether the v are recombinant or not, ineluding primaryeells).
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& hiological medicinal peoduct iz a product, the actbee substance of which iz a binlogical
substance . A biological substance 15 a substance that 1s produced by or extracted from a
biological soures and that reeds for its characte risation and the dete rroivation of its qualitya
corabination of physico  hemical-hiological festing, together with the produe tion process and
itscortrol. The following shall be considersd as biological e dicinal produsts:
imraunological mmedicinal products and e dicinal products derdeed fromm hurman hlood and
barnan plastea as defined, respectrelyin parasraphs (4 and (100 of &rticle 1; roedicinal
products fallivg within the scope of Part & of the Annex to Begulation (EEC) Mo 2309793
avanced therapymedicinal products as defined in Part IV of this &nnex.

Ly other substanc es nsed for manufacturing or extracting the active substanee(s) bt from
which this acttve substanee is not divectly derived, such as reagents, cultare media, foetal calf
senurn, additives, and buffers reolved in ehrornatographey, ete. are knowr as raw raterials,

3212 Manunfacturing process of the active substance(s)

a)  The description of the active substance manufachiing process represents the
applicant's corred tne nt for the maradfachore of the active substance. To ade quately
describe the marfac toring process and process controls, appropriate indormation as
laid down in guidelives publishe d by the Agencyshallbe provided.
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by All materials needed in order to manufacture the acttre substance(s) shall be listed,
Wentifying where each material is used in the process. Irdormation on the qualityand
control of these materials shall be provaded. Infommation deraonstrating that mate rials
ruee t standards appropriate for their intended nge shall be provided.

Faw mate rials shall be listed and their qualifyand controls shall also be docaree nted.

The narae, addre sz, and responabiity of each ranufacthirer, incloding contrac tors, and
gach proposed produc fion site or fac ity iseolved in ranufac hiring and e sting shall be

provided.
c)  Forbiclogical medicinal products, the following addiional wouirernents shall apgply
The onigin and historyof starting mate rials shall be descrbed and docarnented.

Begarding the specific measures for the presvention of the Transmission of andrnal
Spongiform Ence phalopathies, the applicant raust deraonstrate that the actoee substance
coraplies with the Mote for Guidance on IWiniwising the Risk of Transaitting Brdral
Spongiform Enee phalopathsy Agents via Wedicinal Produc ts and its updates, pablished
byrthe Comraission in the Cfficial Jowrnal of the Ewopean Tnion,

Whern cell banks are nsed, the cell characteristics shall be showm to have remained
unchanged at the passage level used for the production and beyond.
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Seed materialz, cellbanks, pools of seran or plastna and other materials of biological
origin and, whenewver possible, the matetials frorn which the ware dermeed shall be tested
for adventitions agents.

If the presence of potentallypathogenic advenhtions agents 15 inevitable, the
corresponding wmaterial shallbe nsed ondy when furthe r processing ensures their
e litnination andfar ihac trratior, and this shallbe walidated.

Whenever possible, vaccine production shall be based on a seed lot system and on
eatahlished cell hanks. For bacterial and wiral waccines, the charactenstios of the
infections agent shallbe dernonstrated on the seed. In addition, for Live waccine s, the
stability of the attermation characteristics shallbe deraonstrated on the seed; if’ this proof
1z not sufficient, the attermation characteristics shall also he demonstrated at the

produe ion stage.

For roedicinal products derdved frorm harnan blood or plastoa, the origin and the crteria
and procedures for collection, transportation and storage of the staning raaterial shallbe
descnbed and docareented in accordanee with prosisions lad down in Part 11T of fhas

Annex.

The mannfacturing facilities and equipraent shall be described.

a3a7i2a 535
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 536

LIFE.5 EN



dy  Tests and acceptance criteria caried ont at every critical step, rdorrvation on the
guality and control of intermediates and process validation andfior esaluation studies

shallbe provided as appropeiate.

g) I the presence of potentially pathoge nic adventitious agents is wevitable, the
correspondent material shall be used ondy when further proce ssing enaure s their
elimination andfior mactvation and this shall be validated in the secfion dealing with
viral safety esaluation.

i & descrphion and discussion of the sigrificant changes made to the rmanufie hring
process during deve loperne nt andior mannfachiing site of the active substance shall

be provided.
3213 Characterisation of the active subhstance(s)

Drata hishlizghting the stuetire and other characte ristics of the active sdbstance(s) shall be
provided.

Confirmmation of the strocture of the active substance(s)based on ary physico-chemical

andior ronreano-che e al andior biological e thods, as well as inforrmation on irgpoarities

shall be provided.
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3214 Controlofactivesubastance(s)

Dietailed inforrnation on the spec ifications wsed for routine control of active substance(s),
justification for the choice of these specifications, metho ds of analysis and their validation
shallbe provided.

The results of control carried out on individual batches manufachired daring devrelopenent
shallbe pressnted.

3215 Reference standardsor materials

Beference preparations and standards shall be ide ntified and described in detail. Where
televant, chernical and binlogical reference rmaterial of the Enropean Phartnacopoeia shall

b nsed.
3216 Containerandelosure system of the active substance

& dezeription of the contairer and the closure syster(s) and the ir specifications shall be
provvided.

3217 Stabilityof the active substance(s)

a)  The types of studies conducted, protocols used, and the results of the studies shallbe

s marised

bl Detailed results of the stability studie s, including inforrnation on the analytical
procedures used to generate the data and walidation of these procedures shall be

presented in an apgpropeiate format
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£} The post authorisation stability protocol and stdbility coraradtivent shall be prosvided
322  Finshed medicinal product

3221Descriptionand composition of the finishedmedicinal

product

& dearription of the finished medicinal productand its coraposition shallbe prordded. The
inforrwation shall inelude the description of the phatraace utical form and cormposition with all the
constituents of the firished rnedicinal product, their arount on a per-unit basis, the function of the

constituents of:

the acttve substance(s),

- the constituent(s) of the excipients, whatever their natare or the quantity used, including
colouring matter, preservatiees, adjmrants, stabilisers, thickeners, ermilaflers, flavouring

and aromatic suhstances, etc

- the constituents, intended fo be ingested or otheraise administered to the patient, of the
outer covering of the medicinal products Chard capsules, soft capsules, rectal capsules,
coated tahlets, films-coated tablets, eto),

- these particnlars shall be mpplerne nted by arey relevant data concerming the type of

cortainet and, where appropriate, its manner of closure, together with details of devices
with which the medicinal product willbe used or adwirdstered and which willbe delivered

with the medicinal product.
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The “uzual terminolog 7, tobe nsed in descrbing the constitients of medicinal produets, shall
rneat, notwithstanding the application of the other provizions i Arficle B 03 (e):

- in respect of substances which appear in the Enropean Pharinacopoeia or, failing this, in
the national pharreacopoeia of one of the Ileraber States, the main title at the head of the
tnotograph in question, with reference to the phartnacopoeia concerred

- in respect of other substances, the intermational non-propeietary namme (D) recozrmended
by the World Health Crzarisation, o, failing fhas, the exact scienhfic desgnation,
substances not having an mternational non-propee by natoe or an exact scierntific
designation shall e described by a staterne nt of howr and frorn what the yaere e pared,
supple mented, where appropriate, by any other relesant details,

- in respect of colowring matter, designation by the “E’ code assigned to thetn in Couneil
Directive TERSEEC of 12 Decernber 1977 on the approximation of the rules of the
Ivleraber States conce ming the colouring matters authorised for use in medicinal products™
andfor European Parliswent and Coune il Divective S4536FC of 30 June 1994 on colors
for uze in foodstuffe?

In order to give the ‘guarditattve corgosition” of the active substance(s) of the firdshed medicinal
products, it is necessary; depending on the pharrnace ubical form concermed, to specifiy the mass, or
the number of units of biological activity either per dosage -unit or per unit of mass or wolane, of

eac h actmre substance.

7 CIL 1L, 1411975, p 12
38 COIrL237, 1091994 p. 13
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Lptrve substances present in the forr of comporids or derveatives shallbe designated
juatttitatmeel by their total rnass, and if necessaryor relevant, by the mass of actove entityor
entities of the molecule.

For medicinal products containing an actie substance, which is the subject of an application for
tnarketing anthorisation v any W raber State for the fivst tivee, the gquantitative staternent of an
actrve substance, which 1za salt or hydrate shall be systernatically ex pressed in terrns of the mass of
the active entityor entities in the raolecule. AN subsequently authorised medicinal products i the
LEmber States shall have their gquantitative cormposition stated in the saree way for the sarme artioe
substance.

Units of biological actiity shallbe used for sabstances, which carmot be defined molecularlsy
Where an International Uit of biological activity has been de fined by the World Health
Croardsation, this shall be used. Where no Infervational Tnit has been defined, the units of
biological actraty shallbe expressed in mch a way as o provide unarabiguons mfbrraation on the
actrvty of the substances by using where applicable the Enropean Pharmacopoeia Units.

3222 Pharmaceutical development

Thiz chapter shall e devoted to rdorrmation on the developrnent studies condueted to establish that
the dosage form, the forroulation, manufac toring process, container closure systern, microbinlogizal
attrbute s and usage instroc ions are appropriate for the intended use specified in the rarketing

anthorisation application dossier.
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The stodies described in this chapter ave distinet fror routine contol tests conducted according to
specifications. Crifical paratneters of the forralation and peoce ss attributes that can influenee batch
reproducibility, medicinal product perforrance and medicinad product quality shall be identifled
and described. Addifional sopportiee data, where appeoptiate, shall be referenced to the relesant
chapters of bdule 4 (Mon Clirdeal 5tody Beports) and lodule 5 (Clirdeal study Reports) of the
roarke ting anthorisation application dossier.

a)

b

£)

d}

&)

The comypatibility of the active substance with excipients as well as ke physicochernical
charac teristics of the active substance that can influence the perforrnance of the finished
product or the cornpa tibility of different active substances with each other in the case of
cornbination products, shallbe docure nted.

The choice of excipients, in particular relatree to their respectnee fune ions and
concentration shall be docurne ned.

& deseription of the deve lopreent of the finished prodact shall be provided, taking into
corsideration the proposed route of adwinistration and nsage.

Loy overages 1n the forrulations) shall be warranted.

Lug far as the phomiochernical and biological prope rties ave concerned, avy parameter
televvant to the performance of finished product shall be addressed and docwrments=d.

The zelection and optirndsation of the marnfacturing process as well as differences betareen
the marndfacturing processies) used to produce prrotal clirdeal batches and the proce s nsed
fior raanmfae tiring the proposed finished medicina] produet shall be provided.
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zl The suitability of the cortainer and closure syetern used for the storage, shipping and use of
the firished product shall be docarented. & possible interaction between redicinal
produet and contairer rnav need to be considered.

ki The microhiological attrbutes of the dosage form in relation with non-sterile and sterile
products shallbe in accordance with and docuree nted as prescribed in the Entopean
Pharrnacopoeia.

I Inorder to provide apperopriate and sopportte ixdormation for the labelling the
cornpatibilityof the finished product with reconstitotion diluent(s) or dosage dewdces shall
be docurmented

3225 Manufacturing process of the finished medicinal product

a) The description of the rannfacturing e thod accompanying the application for Ivlarke ting
Luthorisation parsuant to Lrtiele £ (30 (d), shallbe draffed in sach a way as to give an
adeuate synopeis of the nature of the operations employed.

For this parpose it shall include at least:

- mention of the warions stages of ranufae ture 1ncluding process contols and
cortesponding acce ptatce criteria, so that an assesament can be made of whe ther the
processes ermployed in producing the phamacentical forn might have produced an

atverse change in the constituents,
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-  inthe case of continnons marmfacture, full details concerning precautions taken to

ensure the horaogene ityof the finished product,

- experimental stodies walidating the roanofar taing process, where a non-standard
raethod of manufachore is used or whete it is critical for the product,

- for sterile medicinal products, details of the sterilisation processes andfor aseptic
procedires used,

- a detailed hatch forronla.

The narne, addre sz, and responsibility of each raanufachirer, including contractors, and
each proposed peodue ion site or fac llity irpeolwed i rmarmfae toring and testing shall be

prervided.

)] Particulars relating to the peoduct control tests that rasybe carried out at an irderrnediate
stage of the marnufachuing process, with a view fo enswring the consiste ney of the
produc ion process shall be included.

These tests are essential for checking the corndoraty of the roedicinal product with the
formula when, exeeptionally, an applicant proposes an analwtical method for testing the
firdshed peoduct whach does not include the assavof all the actrve substances (or of all the
excipient constituette subject to the samme recuirernents as the active substances).
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The sarne applies where the quality control of the finished produet depends on in-proce ss
control tests, paricularly if the rne dicinal product iz e ssentially defined by its rnethod of

e paration.

) Description, docwmentatior, and results of the walida tion stadies for ciatical steps or critical
assats used in the marufacturing process shall be provided.

3224 Controlofexcipients

a) &1 the materials needed in order to marmfac tave the excipientis) shall be listed ide ntifving
where each material is uzed in the process. Irdonration on the gualityand control of the s
tnaterials shall be provaded. Information dernorstrating that materials meet standards
appropriate for their intended nse shall be provided.

Colowing matter shall, in all cases, satisfythe veguirerents of Divec tive s TE/25/EEC
andfor 9436/EC, In additior, colowing matter shall me et prodty criteria as laid down in
Directive 95045/EC, as arended.

)] For each excipient, the specifications and their justifications shall be detailed. The
arvalstical procedures shall be described and dulyvalidated.
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) Specific attention shallbe paid to excipients of harnan or animal origin,

FEegarding the specific measures for the presvention of the Transrdssion of ardmal
Spongiforr Fnce phalopathies, the applicant raust demorstrate also for excipients that the
medicinal product 15 rarafac hired in accordance with the Mots for Graidance on
Llinirising the Fisk of Transrnitting Ariroal 5pongiforen Ence phalopathy &oents via
Lledicival Products and its updates, published by the Corarnission in the Cfficial Tournal of
the Europear rdon.

Demonstration of corgplianc e with the aforementioned Hote for Guaidanes canbe done by
subrnitting either preferablya certificate of suitability to the relewant monograph on

Travstnissible Spongiformm Encephalopathies of the European Pharmacopoeia, or beyrthe
supplyof seientific data to substantiate this compliance.

d) Morvel excipients:

For excipient(s) used for the first fitne in a medicinal peoduct or by a new roate of
adruinistration, full details of manufactore, characterisation, and controls, with cross
teferences to supporting safe ty data, both non-clivacal and clinieal, shallbe provided
according to the acttre substance forrmat presdonsly described.

& docwrment containing the detailed chernical, phatrnacenbical and biological indormation
shallbe presented. This irdormation shall be formatted in the same order as the chapter
devated to Botree Substancels) of bladule 3.
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Information on nowel exciplent(s) raybe presented asa stand-alone docwrnent following
the forrmat described in the forrer paragraphs. Where the applicant differs frorn the noeel
exciplent mannfae turer the said stand-alone docwment shall be made available to the
applicant for subrmission to the corwpetent anthority

Ldditional indorrnation ot toxieity stodies with the novel excipient shall be provided in
Ilodule 4 of the dossier.

Clindcal stadies shall be peovided in Wodule 5.
3225 Controlofthe finished medicinal product

For the control of the finished medicinal poduct, a bateh of a we dicinal product is an
ety which comprizes all the units of a phartnace ntical forn which are made from the
sarne nitial quantityof material and have undergone the sarne series of marnfac hring
andfor sterilisation operations or, in the case of a confivmons production proce sz, all the
urits manufachred in a given period of time.

Unless there iz appropeiate justificatioz, the mairon acce ptable deviation in the antie
substance content of the finished product shall not exceed £ 5 % at the firee of
toannfac fure.

Dietailed inforrmation on the specifications, (1eleazse and shelf life ) justification for theiv
choice, rethods of analyeis and their walidation shall be provaded.
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3228 Reference standardsor materials

Beference preparations and standards used for testing of the findished medicinal product
shallbe identifled and described in detadl, if not previonsly provide d in the section related
to the active substance.

3227 Containerandelosure of the finished medicinal product

& deseription of the contairer and the closure systern(s) including the identitsrof each
Lroee diate packaging material and the ir specifications shall be provided. The specifications
shall ineInde description and ide ntification. Mon-pharracopoeial methods (eith walidation)
shallbe include d whe re appropriate

For nov-functional outer packaging materials only a brief description shall be prosdded.
For functional outer packaging materials additional inforrmation shall be prosdded.

3225 Stabilityof the finished medicinal product

a) The types of studies conducted, protoeols used, and the results of the studies shallbe

surnrratised,

L} Dietailed regults of the stability studies, ineluding inforrnation on the analytical procedures
used to generate the data and walidation of'these procedures shall be presented in an
appropriate format; in case of waccines, rformation on curalative stability shall be

provided where appropriate;

) The post authorsation stabilityprotocol and stabilitye oraniteent shall be prosided.
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4. KIODULE 4 MOW-CLINICAL REPORTS

4.1. The general outline of Mod ule 4 is as follows:
- Tahle of contents

- Stud e ports

- Pharmacology

Frirnary Pharrnac o-dymamics

Secondary Phartnano-dynaraies

Safety Pharrmacology

Fhartoaco-dyrarnic Interac ions
- Pharmaco-knefics
- Lnalytical Iethods and Walidation Beports
- dhaoption
- Distibution
- Iletabolisin
- Exrreton
—  Pharrnaco-kine tic Inferactions (hon-clinical)

- Crther Phartmaco-kinetic 5todies Interac ions
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- Thxicology
- Single-Dose Toxicity
- BepeatDose Toxicity Interactions
- Cenotoxicity
- Inwvito
- Inwivo (ineluding supportive toxico-kine ics evaluations) Inte ractions
- Carcinogenicity
-  Long-terrn studies
-  Short- or medium-termn studies
- Other stdies Interactions
- Bepoductive and Developnerntal Toxicity
—  Ferfilityand early erbryoric dewelopenent
- Embryo-fetal deve loprae nt
- Prenatal and postnatal developrment

- Studies in which the offspring (jrvenile anitnals) ave dosed andior frther

evalnated
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- Laorcal Tolerance Interactions

Ciher Toxicify Sudies

Lntigerdcity

- [mmno-toxicity

- Nkchanistic studies
- Dependerce

- DNktabolites

- Impuorities

- Other

Lite rature references
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4.2, Content: hasic principles and requiremenis
Special attention shall be paid to the following selected elernents.
i1y The pharrnacological and toxicological tests rmoust show:

a)  the potential toxicity of the product and any dangerons or undesivsble toxic effects
that rnawy ocewr urder the proposed conditions of nse i hotran beings, these should
ke evaluated in relation to the pathological condiion cotce med;

bl the pharracological properbes of the prodact, inboth gualitatie and quanditatzee
relationship to the proposed use in hurwan beings. &11 results roustbe relisble and of
gerieral applicability, Whe never appropriate, mathernatical and statistical proceduares
shallbe used in desigring the experimental re thods and in evaluating the results.

&dditionally, it 1z necessarvyfor clinicians to be given inforrmation about the the rapeutic
and toxicological potential of the product.

9 For biological raedicinal produc ts such as irenunological medicinal products and
medicinal products derived frorm raan blood or plastoa, the reqpurernents of this Tlodule
tnay have 1o be adapted for indradual produe ts; therefore the testing program carried out

shallbe justified by the applicant.
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In establishing the testing prograr, the following shallbe taken into consideration:

all tests requiring repeated admirdstration of the product shallbe designed to take account
of the possible induction of, and interferenice by antihodies;

exatrihation of reproductiee fane tior, of e tabryofoe tal and per-natal toxicity, of
mutaze nic potential and of carcinogerde potential shall be considered. Whare constituents
other than the active substance(s) are ncriranate d, validation of their reroal may replace
the studsy.

The foxicologyand pharnaco-kine fics of an excipient nsed for the first titee in the
phanmaceutical field shallbe trestizated.

Where there iz a possibility of significant de gradation dwring storage of the me dicinal
product, the toxicology of degradation products rust be considered.
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421, Pharmacology
Fharrnacology study shall follow taro distinet lines of approach.

-  Firstly, the actions relating to the proposed therapeutic use shall be adecuate by
irrestizated and deseribed. Where possible, ®cogrised and walidated assays, both in
oo atd invitko, shall be used. Nowvel experirmental tzobrdgues muastbe described
such detail az to allow ther to be reproduced. The results shall be expressed in
uantitatre terms using, for exarwgple, doss-effect curves, tirne-effect curves, etc.
Whereser possible, cornparisons shall be made with data wlating to a substance or
substances with a sirndlar therapentic action.

- Secondly the applicant shall irerestizate the potential undesirable pharrnaco-dynarmic
effects of the substance on phywiological functions. These ixvestigations shall be
performed at exposures in the anficipated therapeutic ratge and above. The
experiimental techricues, undess the v are standard procedures, mustbe descrbed in
such detail as to allowr thern to be reproduced, and the irvestizator ronst e stablish
their validity, Ary suspe cted modification of responses resulting from repeated
adrninistration of the substance shall be irvestigated.
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422

For the phavaco-dymatnic medicival product inte ractior, tests on cordbinations of an tive
substances maybe prorapted either by phartnacological prernises or by indications of
therapentic effect. In the first case, the pharrnaco-dynarmie stdy shall dernonstrate those
interactions, whick might raake the cormbination of walue in therapeufic use. In the second
case, where scientific justification for the corbination is sought theongh the rapentic
expermentation, the irorestization shall determine whe ther the effects expected from the
cornbination can be deraonstrated in animals, and the importance of any collateral effects
shall at least be e stigated.

Fharmaco-nefics

Fharrnaco-kinetics means the stdy of the fate of the active substance, and its metabolites,
within the orgarismy, and covers the study of the absorption, distnbution, metabolisn (bio-

travsformation) and exeretion of the ze shstances.

The stady of these differe nt phases rmavbe canled mainly by rmeans of plgical, chernical
ot pogsiblybybiological methods, and byrobse reation of the actial pharrnaco-d e e
activityof the substance itself.

Inforrnation on distribmation and elirnination shall be necessary in all cases where such data
are indispensable to determine the dosage for harmans, and in respect of chemo-the rapeutic
substances (axtbiotics, efe ) and substance s whose use depends on their non-pharoaco-
dymarne effects (g, nume rous diagnostic agents, ete.).
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Invito studies also canbe carded out with the advantage of using oaman material for
cornparison with avdmal material (1e. peotein binding, metsh olisr, drog-dimg inferaction).

Fharrnaco-kinetic ftne stization of all pharmacologicallvactive substance s is necessary. In
the caz of new corabinations of knowr substances, which heaee been restizated m
accordance with the provisions of this Divective, phattaac o-kive tie studies may nothe
recquived, 1f the toxicity tests and therapentic ex perivae ntation justify their oraission.

The phartnaco-kiretic prograr shallbe desizn to allowr comparison and exta polation
betreer animal and hutnan.

423 Toxeology
a)  Sirngle-dose toxicity

& sivgle-dose toxicity test shall mean a qualitattee and gquantitatiee studsy of the toxic
reac tions, which rnay result from a single administration of the actrve substance or
substances contained in the medicinal product, in the proporions and

phesico-che mical state in which the v are present in the actoal product.

The gingle-dosze toxicity test rmustbe carried out in accordance with the relevant

guidelines published by the Lgency.
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b Bepeat-dose toxicity

Bepeated doge toxicity tests are intended to reveal anwphisiological andior
anatorno-pathological changes indue ed by repe ated adwdnistreation of the ac fve
aihstance or comhination of actve suhstance s nnder examinatiorn, and to deterrine
b these changes ave related to dosage.

e nerally, it i desirable that two tests be performed: one short terrn, lasting taro to
for weeks, the other long-terrn. The duration of the latter shall depend on the
conditions of clinical use. Its parpose is to describe potential adwerse effects to wiach
attention should be paid in clivdeal stodies. The duration is defired in the relevant
guidelives published by the Agenc .

e}  Geno-toxieity

The parposes of the study of rtagenic and clastogende potertial is to reveal the
chatges which a substance masycause in the genetic material of individuals or cells.
Ifatagenic substances ray present a hazard 4o health sinee exposure to 2 ratagen
carries the risk of inducing germ-line rutation, with the possibality of mbe rite d
dizorders, and the risk of soratic rmoutations including those leading to caneer. These
studies are ohlizatory for anynew substance.
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dy  Carcino-gerdcity
Tests to reweal carcinogenic effects shall nonmallybe reguired:

1. These studies shall be perforrned for ansyrmedicinal product whose expected
clinical use iz for a prolonged period of a patient's life, either contirmonsly or

repeatedly in an inte reaittent marnrer.

2. These studies are recommetded for somme medicinal products if there is
cotcern ahont their carcinogenic potential e.g. from product of the satne class

ot sirmlar stuchire, or from evidence in repeated dose toxicitystudies.

3. Stdies with wrecuivocally geno-toxic cormponnds ave not needed, as the yware
preswrned fo be travs-species carcinogens, nplying a hazard to hamans, If
such a medicinal product is intended to be adenirndstere d cloonic ally to humans
a chromde studymaybe necessary to detect early tornorigenic effects.

&) Reproductive and developrae ntal toxicity

Irevestization of possible tropairme nt of male or fernale reproductve fmction as well
as harrefil effects on progeny shall be perforrned by appropiate tests.

These tests cormprize studies of effect on adult male or fernale reproductie fune ion,
studies of the toxic and teratoge rde effects at all stages of developenent from

cotce phion to sexual matueity as well as latent effects, when the e dicinal product
urder irvestization has been adrministered to the female durng pregnancy.
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Chreission of these tests ranstbe adecuatel yiustified.

Depending on the indicated use of the medicinal product, additional stadie s
addressing developrae nt when adrairdste ring the medicinal product of the offspring

s be warranted.

Erabrsoffoetal tox ieity studies shall norrnallybe conducted on beo marenalian
speecies, one of which shall be other than a rodent. Peri- and postnatal studies shall be
conducted in at least one species. If the e tabolism of a medicinal product in
particular species is known to be sirdlar to that in man, itis desirable to inelude this
species. It is also desirable that one of the species is the sarne asin the repeated dose
toxicitystudies.

The state of scientific knowledze at the time when the application is lodged shall be
taken into account when defe rraning the stud ydesizn,

fi Local folerance

The parpose of local folerance studies is to ascertain whether medicinal peoduc ts
(both actve sbstances and excipients) are tolerated at sites in the bodsy, which may
cotne ino cottact with the e dicinal product as 4 resalt of its adwinistration in
clitdeal use. The testing strate gy shallbe such that any rechanieal effects of
adrinistration or parely phsico-chetnical actions of the product can be
distingnizhed frorm toxicological or pharraco-dynarae ones.
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Loecal tolerarice testing shall be condue ted with the preparation being developed for
koarnar use, using the wehicle andior excipierds in freating the control group(s).
Positrve controls/reference substanees shall be included where necessary.

The design of local tolerance tests (choice of species, duration, frequenc wand route
of administration, doses) will depend wpon the problera to be vestigated and the
proposed conditinns of adwirdstration in clivical use. Beversibility of local lesions
shallbe performed where relevant.

Studies in arimals canbe substitoted byrvalidate d invitro tests provdded that the test
results are of corgparable quality and nsefulness for the parpose of safe by esaluation,

For chermcals applied to the skin (e.z. derrnal, rectal, waginal) the sensitising
potential shallbe evaluated in at least one of the test systerns currentl v available (the
guitea pig assay or the local Iynph node assaw).

5 WODULE 5: CLINICAL STUDY FEPORTS
3l Format and Presentation
The general outlive of Ivibdule 5 15 as follows:

—  Table of contents for clindeal studvyre ports

- Tabular lsting of all clivical stodies
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- Clindeal study reports

-  Reporis of Bio-pharmaceufical Sudies
- Bio-gvailability Study Reports
- Comparative Bio-aailshility and Bio-equivalence 5tady Beports
- Inwito — Invvo Corelation Study Beport
—  Reports of Bio-analytical and Analytical Methods

- Reporis of Studies Perfinent fo Pharmaco-lnefics Using Human Bio-materials
—  Plasmma Protein Binding StudyBeports
—  Beports of Hepatic Idetabolistn and Interaction 5 tudie s
- Hepors of Studies Using Other Hutman Bio-materials Iethods
- Heports of Honan Pharmaco-kinetic Stodies

- Healihy subjects Pharmaco-linefic s end kuifial Tolerabilifp Sudy Reporés
- Patient Pharmaco-kiretics and itial Tolersbility 5 tady Beports
- Intnnsic Factor Pharraco-kinetics Study Beports
- Extrinsic Factor Pharrnaco -kinetics 5 tady Feports

- Populabion Plarmraco -kinetics 5tudy Reports Methods
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- Reporis of Fiman Fharmaco-dnangc Sudies

- HealthySubject Pharrnaco -dwnaric and Pharmaco-kinetics/Pharaco-
drpiarais Study Beports

—  Patiert Pharraco-dymaraic and Pharroaeo -kineticsPharinaco-d smataie
Studies Stody Beports Ivlethods

- Reporisof Efficacy and Safely Sudie s

Stud v Reports of Controlled Clirdeal 5tadies Pertivent o the Claitmed
Indication

- StdyBejports of Uncontrolled Clinical 5 tudies

—  Beports of Aralyses of Data fom Iore than Ore Studsyrineluding any
forral infe grated avalwees, meta-avalyees and bridging avalyees

- Other Study Reports Methods

- Reporis of Posbmarkefing Experience

Literature references Ivlethods
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52 Content: hasic principles and requiremenis
Special attertion shallbe paid to the following selected elerments.

a)  The clinical particulars tobe provided parsnant to Articles 8 (3) (D and 10 (1) st
enable a sufficiently well-founded and scientificallyralid opinion tobe forrmed as 4o
whe thet the medicinal product satisfies the criteria goverring the granting of a
roarke ing authorization. Consecue ntly, an essental requirernent 15 that the results of
all clinizal talzs should e comrmmicated, both favourable and anfasonrahle

bl Clindeal trials ranst alwaysbe preceded by ade quate pharrnacological and
toxicological tests, cartied out on anitnals in accordance with the requirernents of
Wbdule 4 of this &nnex . The irvestizator roust acquaint hirass If with the conclusions
drawn from the pharmacological and toxicological stadies and hence the applicant
roust prosdide hirn at least with the ixvestizator's brochure, consisting of all the
relewant irdormation known prior to the onset of & clirdcal tial incloding che mical,
phatrnacentical and hiological data, toxicological pharrmaco -kivetic and phartoaco-
dymarrdc data in anirnals and the results of earlier clinical trials, with adecguate data to
Justifythe nature, scale and duration of the proposed trial; the comwplets
phatrnacological and toxicological reports shall be prosided on recuest. For mate rials
of huraan or anirnal origin, all available means shall be ernployed to ensare safetsy
from transnission of infectious agents peior to the comene neetnent of the trial
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e} Whrketing authorization holders ronst arange for essential clinieal trial docurents
(including case report forms) other than subjects medical files, to be kept by the
owners of the data:

- forat least 15 years after completion or discontinmation of the trial,

— ot forat least tao years after the granting of the last matketing authonsation in
the European Cornraunity and when there are no pending or conteraplated
marketing applications in the European Corarourd ty,

—  orforat least baro years after formal discortination of clinieal developrnent of
the irmestigational product.

Suhbject's medical files should be retained in accordance with applicable legislation
and in accordance with the maxiurn perod of time permitted by the hospital,
institution or peTvate practice.

The docwnents can be retained for a longer period, howeser, if vecpive d by the
applicable regulatoryre quirernents or by agreemme it with the sponsor. It is the
resporsibility of the sponsor to infor the hospital, nstitation or practice as to when
these docurnents no longer eed to be retained.
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The spomsor or other owner of the data shall retain all other docwrmertation
pertaining to the trial as long as the product 1s authozized. This documentation shall
inelude: the protocol inelnding the rationale, objectres and statistical design and
methodology of the tial, with conditions undey which it is perforned and managed,
and details of the e stizational product, the reference medicinal product andfor the
placebo used; standard operating procedures; all writte n opirdons on the protocol and
procechire s, the irvestizator's brockure ; case report forms on each trial subject; final
report; audit certificate(s), if available. The final report shallbe retained by the
sponsor or subss guent ownet, for five years after the medicinal product is no longer
anthiorized.

In addition for trials conducted within the Furope an Comreanity, the marketing
authorization holder shall rnale sy additional arangements for arclaving of
docurre rtation in aceordance with the provisions of Directive 2001720/EC and
ieplere nhing detailed guidelines.

Enyehangze of ownership of the data shall be docwretted.

L] data and docwrnents shallbe made available if ve quested by re levant authorities.
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d)  The parficulars of each clivdcal trial wost contain sufficient detail to allowr an
ohijec trve judgzervent to be rade:

- the protocol, including the rationale, objectives and statistical design and
e thodolog yof the tial with conditions under which it 15 pe roroed and
tnahaged, and details of the ireestizational reedicinal product weed

- audit certificate(s), iff available

- the list of reestigatons), and each itne stizator shall give his nare, address,
appointme nte, gualifications and clinical duties, state where the trial was
catried out and assernble the inforrmation in respect of each patient
mdividually, including case report forms on each trial subject

- final report signed by the ireestigator and for rmoulti-centre trials, by all the
irwe stizators or the co-ordinating (prineipal) investigator.

e}  The parficulars of clinical trials referred to above shall be forerarded to the corape tent
anthorities. Howesrer, in agree ment with the cormpete nt anthorities, the applicant may
oradt part of this rdormation. Comple te docwnentation shall be provided forthosith

1pon reguest.
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The ivwestizator shall, in his conelusions on the experirmental evidence, express an
opirdon o the safety of the produet under nornal conditions of use, its tolerance, its
efficacy and any usefil inforrmation relating to mdications and contra-indications,
dosage and average duration of treatment as well as any special pre cautions to be
taken during treatment and the clindcal ssaptorns of over dosage. [n reporting the
results of a mulbi-centre study, the principal itnestigator shall, in has conclusions,
express ah opinion on the safety and efficacy of the restizationsl rmedicinal product
onbehalf of all centres.

The clirdcal obserations shall be sutarnarised for each trial mdicatins:
17 the wraber and sex of mbjects treated,

41 the selection and age-distribution of the groups of patients being irvestigated
and the comparattve tests;

3y the naeber of patents withdraws prernatore Iy from the trials and the reasons
for auch withdrawal,
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whete conftrolled trials were cartied ont under the shovee conditions, whether
the control group:

received no freattnent

recelved a placebo

received another medicinal product of knowm effe ct

received treatment other than therapmr using rne dicinal peodue ts
the frecuenc v of cheerved adverse reactons;

details conceming patients who maybe at increased risk, e.g. elderlypeople,
children, woren darihg preghancy or menstroation, or whose physiological or
pathological condition requires special consideration,

parameters or evaluation criteria of efficac vand the results in terns of thess
parameters,

a statistical evaluation of the esults when this is called for by the desizn of the
trials and the variable factors isoled.
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gl Inaddition, the rerestigator shall alwaye indicate his ohservations o
1} anysigns of habituation, addiction or diffic ultyin weaning patients fror the
toe dicinal product;
24} anyinteractions that have been observed with other e dicinal products
adrrinistered coneormatanty,
3y the criteria deferrnining exclusion of certan patients from the tials;

41 any deaths which ccowrred during the trial or within the follow-ap perind.

k) Partieulars concerring a new corrbination of medicinal substance s moust be idertical
to those recquired for new medicinal products and st substantiate the safetyand

efficacy of the combiration.

1) Total or partial ordssion of data st be explained. Should unespe cted remlts occur
durirg the course of the trials, further pre clinieal toxicological and phareaacologic al
tests rustbe undertaken and revieaed.

17 Ifthe medicinal product is intended for long-tetr admwirdstration, particulars shallbe
given of any modification of the phanmacological action following repeated
adrninistration, as well as the establishwwent of long-te1rn dosage.
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522

523

Reporés of bio-pharmacen fic s sfudies

Bic-availahility study reports, cormparatie bio-availability, bio-equmvalence study reports,
teports on in vitro and in vivo comnelation study, and bic-analvhical and avalyical methods
shallbe provided.

In addition, av assessraent of bio-svaildbility shall be undertaken whete necessaryto
dermonstrate bio-equralence for the medicinal products re ferred to in Srbicle 10 (13 (a).

Reports of studies perfinent fo pharmaco-Tinefics uang huwam bio-maferials

For the parposes of this Annex, harman bio-roaterials shall mean any proteins, cells, issues
and related raate rials dertred frorn hurean sources that are wsed invitro or ex vivo to assess
phatmac o-kinetics properties of dig substances.

In this resyect, reports of plasma profein bindine study, hepatic metabolisn and actove
substance interaction studies and stodies wsing other huarnan bio-rate rials shall be
provvided.

Reporks of human pharmeeo-Fnefic sfudies

a)  The following pharraaco- kinetic characteristics shall be described:
- ahsorpion (rate and extent),
- distribution,
- metabolism,

- excretion.
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Clinieally significant features including the irmplication of the kivetic data for the
dosage regitmen especially for patients at risly, and differe nees between man and
anitnal species used in the pre clindcal studies, shall he descrbed.

In addition o standard b ple-saraple pharrnaco-kinetics stodie s, popalation
phatrnaco-kine tics aralwees based on sparse sarpling during clinical stodies can also
address guestions about the contributions of intrinsic and extrinsie factors to the
variability in the dose- phanmaco-kinetics response relationship, Reports of
phatrnaco-kine tic and initial tolersbility studie s in healthy sabjects and in patients,
reports of phatrnaco-kinetic stodies to assess e ffects of intrinsic and extrinsic factors,
and reports of population phartnaco-kinetic studie s shall be prosdided.

by Ifthe medicival product 15 nommally to be admindstered concorai tantly with other
redicinal products, particnlars shall be ghven of joint administration tests perfonmed
to detnonstrate possible modification of the pharmarological acton.

Pharrnaco-kinetic inferactions be tareen the active substance and other redicinal
products or substance s shall be irsestigated.

2324 Reporés of human pharmaco-dynange studics

a)  The phanmvaco-dymarde action correlated to the efficacy shall be de mionsteated
mcluding:

the dose-responss relationship and its tirne course,

Justification for the dosage and conditions of adnirdstra tior,

- the mode of action, if possible.
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The pharnaco-dyrareic action not related to efficacyshall be deseribed.

The de raonstration of pharaco-dynarnic effects n harnan beings shall not in itself
be sufficient to justifyeonclusions regarding aryparte ular potential therapentic
effect.

bl Ifthe medicinal product 1s nommally to be admirdstered concorai tantly with other
tedicinal products, particulars shall be gven of joint adrinistration tests performmed
to derronstrate possible modification of the pharrnacological action.

Pharrnac o-dymarnic interac ions between the active substance and other mwedic inal
products or substances shall be irsestigated.

5325 Reporis of efficqcy and sqfedy shudies

53251 5tudy Beportsof Controlled Clinical 5tudies Pertinent to

the Claimed indication

In generdl, clindcal trials shall be dote a5 ‘controlled clivdeal trials” if possible, randorised
and as appropelate versus placebo and versus an established redicinal product of proven
therapentic walue ; anyother desizn shall be justified. The treatment of the cordrol

groups will wary frorn case to case and also will depend on ethical considerations and
therapeutic area; thus it may; in sotne mstances, be more pertinent to corgpare the eficacy
of a new medicinal produet with that of an established e dicinal product of peosen
therapeutic value rather than with the effect of a placebo.
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(1) Lo faras possible, and perticularlyin tials where the effect of the product carmotbe
ohijec trve Iy e asured, steps shall be taken to avoid bias, ineluding methods of
randomization and blinding.

(2)  The protocol of the trial raust include a thorough description of the statistical
rethods to be ernployed, the warnber and reasone for ine lusion of patients (ncluding
calculations of the power of the tral), the lewel of significance tobe nsed and a
description of the statistical unit. I asures taken to awoid biag, parte ulard v methods
of ravdnraizatior, shallbe docuretted. Inclusion of a large woveber of subjects ina
trial remst not be regarded as an adecjuate substitute for a properly confrolled tial.

The safety data shallbe reviewsd taking into account guidelines publishe d by the
Comrndssion, with parficalar atention to events resulting in charge s of dose or need for
concornitant reedication, serions adverse events, events remulting in withdraweal, and
deaths. Bny patients or patient gronpe at increased risk shallbe identified and particular
attention paid fo potertall yulnerable patients who maybe present in small nowbers, ez,
claldrer, pregnant worety frail elderly; people with marked abnormalities of wetabolismm
ot excretion ete. The irgplication of the safety esaluation for the possible uses of the
medicinal product shallbe described.
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5252 5tudyreports of uncontrolled clinical studies reports of ana

2324

5270

lysesof datafrom more than one studyand otherclinical st

ndyreports
These reports shall be provided.
Reporks of post-markeling experience

If the medicinal product is alread wauthorsed in third countries, information shall be given
in respect of adverse reactions of the mediciral product concemed and medicimal prodocts
cortaining the sawme active substance(s), it relation to the nsage rates if posable.

Ciaze reporfs forms and individual pafiont lisfings

Wher subratted in accordance with the relevant Cideline published byrthe Bgency; case
report forms and indradual patient data listings shall be prosdded and presented in the
satrie order as the clinical stod yreports and inde xed by studsy.

G366
LHNEX

573
LIFE. LIMITE EN

7424/26 ADD 1

LIFE.5

574
EN



PARTII
SPECIFIC MAREETING AUTHORISATIONDOSSIER S AND REQUIREMENTS

Sorne rmedicinal products present specific features which are such that 21l the require rments of the
roarke ing anthorization application dossier as laid down in Part T of fhas Anmexr need tobe adapted.
To take account of these particular situations, ah appeopriate and adapted presentation of the dossier
shall be followed byapplicants.

1. WELL-ESTABLISHED WEDICINAL USE

For raedicinal produc ts the active substance (g) of which hasfhave a “well-established
toedicinal nee” as veferred to Article 10010a)(10), with recogrised efficac wand an
acceptable lewel of safety, the following specific rules shall apply

The applicant shall subinit Mbdules 1, 2 and 3 as described in part [ of this Srmes.

For hdodules 4 and 5, a detailed seientific bibliographyr shall address non-clinical and
cliracal characterstics.

The following specific niles shall apply in order to dernonstrate the well-established
rovedic il s

a)  Factors which havwe tohe taken into account in order to establish a well-established

redicinal nse of constituents of wedicinal products are:

—  the tirae over which a substance has been nsed,
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- guantitative aspects of the e of the sdbstance,

- the degree of scientifilc interestin the use of the substance (reflected in the
prblished srientific literatore) and

- the coherence of scientific assessments.

There fore different periods of tirne rmayhe necessary for establishing well-
established use of diffe rent substances. In any case, however, the period of tire
recquired for establishing a well established wedicinal use of a constitaznt of a
medieinal product rust nothe less than one decade fror the first systermatic and
docnrre rted use of that substance as a medicinal product in the Corarnard ty,

b} The docmmentation submitted by the applicant shonld cover all aspects of the safety
andior e fficacy assesament and st include or wfer to a review of the relevant
literature, taking into ancount pre- and post-tnarketing studies and poblished
soientifle literature coneerning expetiehoe in the form of epideminlogical stodies and
in particular of comparattve e pidermiological studies. A1 docurmentation, both
favronrable and urdasonrable, wusthe corrannicated. With vespect to the provisions
ot “well-established redicival nse” it iz in partieular necessary to clarifythat
‘bibliograptic reference” to other sources of evidence (post marketing studies,
epide rainlogical stodies, et and not just data related to tests and trials may serve as
avalid peoof of safety and efficac v of a product if an application explains and
Justifies the use of these sources of information satisfactorily.
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£l

d)

gl

Particular attention moust be paid o arymissing inforrmation and justification st be
grven why dernonstration of an acceptable lewel of safetyr andfor efficacy can be
suppotted althongh sore stadies are lacking.

The non-clinical andfior clirdcal overviews rst explain the relevance of any data
subraitted which concerr a product different frorn the peoduct inte nded for
matketing. & judgement mnstbe made whether the product studied can be
cotsidered as sirdlar to the product, for which application for a marketing
anthorisation hasbeen made in spite of the existing differences.

Post-marketing experience with other products containing the same constitnents is of
particulay iraportarce and applicants shonld put a special eraphasiz on this issue.

2 ESSENTIALLY SIMILAR MEDICINATL PRCODUCTS

a)

b

Lypplications based npon Sticle 10017 (a) (1) (esse ntially sirnilar products) shall
contain the data described in Modules 1, 2 and 3 of Part [ of this &nme peovdded the
applicant has been granted the consent of the holder of the onginal marketing
anthorisation to cross refer to the content of his hodules 4 and 5.

Lpplications based npon Brticle 10017 (a) (111} (e ssentially sivadlar products 1e.
generics) shall contain the data deseribed in Mbdules 1, 2 and 3 of Part T of this
Lnmex together with data showing bio-availdbility and bio-e quivalence with the
origiral ree dicinal produact provided the latter iz not abiological we dicival product
(e PartI1, 4 Similar biological redicinal products).
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For these products the non-clivdcaliclivical overviewsiamrenaries shall paricalarly
focuz on the following eleme nds:

- the grounds for clairing essential similarity,

- asurenary of Bnpurities present inbatehes of the active substance(s) as well as
thosze of the finished medicinal product (and where relevant decoraposition
products arsing during storage) as peoposed for use in the product fo be
marketed together with an evaluation of these irparites;

- anevaluation of the bioeguialence studies or a justfication whyrstudies were
not performed with respect to the guidelive on “Tnvestigation of Bio-
availability and Bio-equivalence’™;,

- anupdate of published literature relesrant to the substance and the present
application. It mayhe acceptable for articles in “peer review” jowrnals to be
anmotated for this parpose;

- everyclaim in the sunrnary of product characteristics not krown fror or
inferred from the properties of the medicinal produet andfor its the rapentic
gronp showld be discussed in the now clindealiclinical ovetvie wslsararmarie s and
subatantiated by published 1iterature andfor additional studies.

- fapplicable, additional data in order to demonstrate esddence on the
euivale nee of safe ty and e fficacy properties of different salts, esters or
detivatives of an authorised ac tive substanee should be peovide d by the
applicant when he clairns essential sivnilarity,
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LDDITICHAL DATA REQUIRED M SPECIFIC STTUATICONS

Where the active substance of an essentiallysitailar medicinal product contains the same
therapeutic rnoietyas the onginal authorised product associated with a diffe rent saltfe ster
cornple xfderivative evidence that there is no change in the phatrmaco-kinetics of the
tnoiety, phattnaco-dynaraics andfor in tocrieity which could change the safetwlk fficacy
profile shall be demonstrated. Should this notbe the case, this association shallbe

consldered as a newr active substance.

Whete a medicinal product 15 mtended for a different therapeutic use or presenkdina
different pharrnaceutical forrm or to be adimivdste red by diffe rent routes or in diffe rent
doses or with a different posology, the results of appropriate toxicological and
pharnmacological tests andlor of clirdcal tials shall be provided.

SINMILAR BICLOGICAL MEDICINAL PROTDOCTS

The provizions of Artiele 10010a) (i) rmaynot be sufficient in the case ofbiclogical
medicinal products. If the informmation requived in the case of essentially sirilar products
{zenenes) doesnot permit the dermonstration of the sirailar nature of two biological

medicinal products, additional dats, in pertienlar, the toxicological and elivdcal profile shall

be prorvided.

Wher a biological nedicinal product as defined in Part I, paragraph 3.2 of this Annex,
which refers to an original medicinal product having been granted a marketing
authorization in the Cormrurdtsy; is submmitted for a marketing anthorisation by an
indeperdent applicant after the expiryof data protection period, the following approach
shallbe applied.
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- Information to be sopplied shall not be lidted to Modales 1, 2 and 3
(pharrnacentical, chernical and biclogical data), supplemented with bio-equrralence
and bio-availabilitydata. The type and armount of additona! data (1.6, toxicological
and other non-clinical and appeopeiate clindcal data) shall be determined on a case by
case basls in accordance with relevant scientific snidelines.

- Dhe o the drersity of binlogical medicinal products, the need for idenbfied stodies
foreseer in Wbdules 4 and 5, shall be requived by the corape tent authority, taking
into account the specific characteristic of each indrvidual wedicinal product.

The general principles tobe applied are addressed in a guideline taking into accout the
charac teristics of the concemed biological e dicinal product puablished by the &gency. In
case the orginallyauthorised redicinal product has more than one indication, the efficacy
atid safety of the e dicinal product claimed to be sivdlar has to be justified or, if
hecessary, dernotstrate d se pavately for each of the clairned imdications.

3. FIXED CORBINATION MEDICINAL PRODUCTS

Lpplications based npon Arhicle 10 (1) (b) shall relate o rew medicinal podocts made of
at least two active substances not previously authorised as a fixed cormbination roedic inal
product.

For those applications a full dossiey vlodules 1 o 5) shall be provided for the fixed
corabination raedicinal product. Where applicable | information regarding the
ranufac hirirg sites and the adventiions agents, safety esaluation shall be prorided.
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f. DOCTUNMENTATION FOR AFFLICATIONS IN EXCEFTIONAL CIRCTULE TANCES

Wher, as provided for in Article 22, the applicant can show that he iz unable to provide
coraprehe naive data on the efficac wand safetyunder noral corditions of wse, because:

- the indications for which the product in question is intended are encountered a0
rately that the applicant carrot reasonablvbe expected o provide eorapre henstee
evide nee, or

- inthe present state of scientific knowledge, cotnprehenstve information cannot be
provvided, or

- itwouldbe contrary to generallyaccepted prineiple s of re dical ethics to collect sach
infiormmation,

matketing authonsation maybe granted subject to certain specific oblizations.

These chlizations rnay include the following:

—  the applicant shall cormplete an identified progravaeae of stodie s within a tive period
speecified by the corape tent anthority, the results of wlhich shall form the basis of a
reaggessenent of the benefitnisk profile,

- the medicinal product in gquestion maybe supplied on medical prescripion only and
roay it certain cages be adrainistered ondyunder strict wmedical supe rvision, possialy
i a hospital and in the case of a radio pharmacentical, by an authonsed person,
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- the package leaflet and anymedic al inforrnation shall draw the atte ntion of the
redical practiioner to the fact that the particulars available conceming the medicinal
product in question ate as yet inadecuate n cerfain specified respects.

LIEZED MARKETING AUTHORISATION APPLICATIONS

Ivlizr ed roathe tivg-anthorisation applications shall mean made i -authonsation
applicaion dossiers where Dbdule 4 andfor 5 consists of a combination of reports of
lirnited nom-clirdcal andior clinical studies carried outby the applicant and of
bibliographical references. AU other Module(s) are in accordance with the strochuwe
described in Part I of this Annex . The compete nt authorityshall acce pt the propossd forrmat
presented hiyrthe applicant on a case by case basis,

G366

381

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1

LIFE.5

582
EN



PART III
PARTICULAR MEDICINAL PR ODUCTS
This Part lays down specific recuuire raents related o the nature of ideniified medicing pooducts.
13 BIOLOGICAL MEDICINAL PRODUICTS
1.1 Plasma-derwed medicinal product

For raedicinal produc ts dermeed fromm human blood or plastna and by derogation frorm the
provisions of lodule 3, the dossier requirernents mentioned in “Information related to the
starting and rawr materials’, for starting materials made of Tornan bloodflasira maybe
replaced by a Plastra Ivlaster File certified v aceordance with this Part.

a) Principles
For the parposes of this Annex:

—  Plasma Ivhster File shall mean a stand-alone documentatior, which is separate
frorn the dossier for marketing authonsation which provides all relesmant
detailed information on the characteristics of the entive hurnan plasmma used as a
starting raaterial andfor a raw mate nial for the rarnfac e of subfinte roediate
fractions, constituents of the excipient and acttve substanceds), which are part
of e dicinal products or medical devices referred to in Directive 20000 70/EC
of the Enropean Parliaraent and of the Couneil of 16 Heveredber 2000 arae nding
Couneil Divec tive 33/42/EC as regards redical devices incorporating stable

derivatives of man blood or human plastma®,

i Or L 313, 13.12.2000, p. 22
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Everycentre or establishrne nt for frac ionatior/processing of harnan plastaa
shall prepare and keep updated the set of detailed relesant mforrnation re ferred
to in the Plastna Ilaster File.

The Flasrua Ifaster File shall be submitted to the Sgency or to the cormpetent
authortybrthe applicant for a marketing authorisation or the holder of the
marketing anthorisation. Where the applicant for a marketing authorsation or
the rarke ting authorisation holder differs frorn the holder of the Flasna Master
File, the Plastna Master File shall be made available to the applicant or
marketing authorization holder for subraission to the corapetent authortsy, In
anycase, the applicant or matke ting authorisation holder shall take
responsibilityfor the medicinal product.

The cornpetent authority that iz evaluating the marketing authorisation shall
aweait for the Bgencyto 1ssue the certificate before deciding on the application.

Loy marke ing authorisation dossier containing a karnan plasma-derived
constituent shall refer fo the Plastna Ivhster File corresponding to the plastna

nsed ag a startingSraw material.
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hi Content

In accordance with the provisions of Article 109, as arnended by

Divectne 2002/92/EC, which refers to the requirernents for donors and the testing of
dorations, the Plasma Iaster File shall include information on the plastna nsed as
starting frawr wmaterial in particular:

(1) Plasma ongin

{1y inforreation on centres or establishenents in which bloodiplastna
collection iz carried out, including mepection and approseal, and
epiderniological data onblood transtaissible nfections.

() inforreation on centres or establishenents in which festing of donations
and plastna pools 1s carried out, including inspection and appeoal status.

(i) selectionfexclusion criterda for bloodflastaa donors.

(m) aystern inplace which enables the path taken by each donation to be
trace d fromm the bloodflasina collection estab lishroent through to

firdshed products and vice versa.
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{21 Plasma guality and safety
{1y compliance with European Pharmacopoeia Ionographs.

(i) testing of bloodfplasrna donations and pools for infections agents,
incloding irdormation on test methods and, in the case of plasa pools,
validation data on the tests used.

(i) techmical characteristics of bags for blood and plasmma collection,
including ivformation on anticoagulants solotions used.

() condiions of storage and transport of plasaa.
i) procedures for anyirventoryhold andior quarardine period.
iwi) echaracterisation of the plastma pool.

(3 Syster in place between the plasta-dermeed e dicinal peoduct rarafacturer
andior plasmma fractionatoriproce ssor on the ore hand, and bloodiplastna
collection and testing centres or establishrrents on the other hand, whick
defities the condiions of theirinteraction and their agreed specifications.
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In additior, the Flasina Master File shall peoride a list of the medicinal products for
which the Flastna Mlaster File 1swalid, whether the e dicinal products have been
granted a warketing authorsation or are in the process of being granted such an
anthorisatior, including medicinal procduets veferved to in Article 2 of

Directree 20017200EC of the European Patliarnent and of the Couneil relating to the
replerne ntation of good clinical practice in the conduct of clirdcal tals on e dicinal

products for hotean use .
¢l Ewalunationand Certificatiaon

- Formedicinal products not wet authorised, the marketing authorization
applicant shall subinit a full dossier to a cornpetent authority, which shall be
accorpanied bya separate Plasina Ihster File where one does not already

exist.

—  The Flasroa MWaster File iz subject to a scienbific and techrical evaluation
carried out by the Sgency. & posittve evaluation shall result in a certificate of
corrpliance with Corrrrdty legislation for the Flasma Ilaster File, which
ghall be accompanied by the evaluation report. The certificate issued shall

apply thronghont the Coreaanity
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—  The Flasma Ivlaster File shallbe updated and re-certified on an annual hasis,

- Changes subsgequently introduced to the terras of a Flasmma Iaster File moust
folloowr evaluation procedure laid dows by Cornrnission Begulation
{EC) Mo 54219559 conceming the examination of variations to the terrs of a
tarketing authorisation falling within the scope of Counell regulation
(FEC) Mo 2309/93 of 22 July 1993 laying down Coreenrity proce duves for the
authonsation and supervision of medicinal products for hornan and weterinary
nze and establishing a Enropean Bgencyfor the Evaluation of Tvledicinal
Produrts® . Conditions for the assessment of thess changes are laid down by
Begulation (EC) Mo 102572003,

- bgasecond step to the provisions in the first, second, third and fourth indents,
the corapetent authority that will grant or has granted the marketing
authorization shall take into account the cerbification, re-certification ar
wariation of the Flasrna Master File on the concerned medicinal product|s).

- Byderogation from the provisions of the second indent of the pre sent point
{evaluation and certification), where a Plasina laster File corresponds only to
bloodiplasna-dertved roedicina peoducts the marketing authorisation of which
15 restricted to a single Ivleraber State, the scientific and technical evaluation of
the said Plaswva Ivbster File shallbe carried outbr the national corapete nt
anthontyof that Mermber State.

£ CFL 55 1131995 p. 15
£l CrL214, 2421993 o1
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1.2, Yaccines

Forvaccies for lonman use and byderogation frora the provisions of Module 3 on “fAetoe
substancels)’, the following requirerne nts whet based on the uze of 2 Waccine Lutizen
Ilaster File systern shall apply.

The marketing authorisation application dossier of avaceine other than human influenea
wvaccineg, shall be required o include a Vaccine &ntizen Iaster File for eversrirac cine
atfizen that is an antmee substance of this vaccine.

a) Principles
For the purposes of this S

- Waccine Antigen Master File shall mean a stand-alone part of the marketing
anthorization application dossier for avaceine, which contains all relevvant
nforrmation of biological, pharmaceutical and chernical natare conce ming each
of the acttve substances, which ave part of this mwedicital product. The stand-
alone part raayhe cornraon to one or more motovale nt andlor corbined
wac cing § prese nted by the sarme applicant or marke ting anthorisation holder.

— A -accing may contain one or several distinetaceine antigens. There are as

mahy artive substatcels) as vaccing antigen(s) present in a vaccine.

- & corobined vaccine containe at least two distivet waccine antigens aitaed at

preventing a gingle or several infections diseases.
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- & roonovalent waceine is avaceine, which contains one waccine antizen aired

at preventing a single irdectious dissase.
hi Content

The Vaccine Sntigen Mlaster File shall contain the following information extracted
fromn the relevant part (Active substance ) of Wbdule 3 on "Cuality Data” as
delireated in Part [ of this Bymex:

Artiee Substance

1. General Inforwation, including coraplianee with the relesrant monographis) of
the European Pharnacopoela.

2. Information on the marafacture of the active substance: this heading must
corvet the marmfae toring process, irdormation on the starting and rave rmaterials,
specific measures on ToEs and adventiions agents safetyevaluation and
facilities and equipraent.

3. Characterisation of the active substance

4, CQualitycontrol of the active substance

5. Beference standard and materials

6. Confainer and closure systerm of the active substance

7. Stdbility of the active substance
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¢l Ewalunationand Certificatiaon

- Fornovel vaccines, which contain a novel vaccine antigen, the applicant shall
subirnit to a cornpetent anthoritya full marke ting -anthorizsation application
dossier including all the Waccine Lntigen WMaster Files corresponding fo each
single vaccine antigen that iz part of the noeel vaccine whers o master file
alreads exists for the single vaccine antigen. & acizrdific and techrdcal
evaluation of each Waccine Sntigen Master File shall be carried out by the
Lgency & positive evaluation shall result in a certificate of compliance to the
BEuropean legislation for each Waceine Snhigen Master File, which shall be
accorepatied byrthe evaluation report. The certificate shall apply throazhoat
the Cormenunity.

- The prowvisions of the first indent shall also applyto everyvaccine, which
consists of a novee ] combination of waceine antigens, irve spective of whether or
niot one or raore of these waccine antizens ave part of waccines already

authorsed in the Corarrunity

- Changesto the content of a Vaccine Antigen Ilaster File for avaccine
authorsed in the Corarnunity shall be subject to a scientific and technical
evaluation carried out by the Lgency in accordance with the proce dure laid
down in Cornrrdssion Fegulation (EC) Mo 108502003, In the case of a positive
evaluation the Agency shall isaue a cerbificate of compliance with Corenuanity
legislation for the Vaceine Antizen Daster File. The certificate issued shall

apply thronghont the Coreaanity
GI67T/26 500
ANNEX LIFE.5 LIMITE EN
7424/26 ADD 1 591

LIFE.5 EN



By derogation frorn the provisions of the fist, second and third inde nts of the
present point (evaluation and certification), where a Waceine Sntizen Master
File corresponds only o a vaccine which is the subject of a marketing
anthorsation which has not beenfwill ot be granted according to a
Corareoraty proceduare, and, provided the authorised waccine includes sac cine
antizens which have notbeen evaluated through a Coreamity proce dure, the
scientific and technical evaluation of the said Vaccine Sntizen Master File and
its subsequent changes, shall be carried out by the national cormpe tent authority
that has granted the marketing authorisation.

&z a speond step to the provasions in the first, second, third and fourth indents,
the corapetent anthority that will grant or has granted the marketing
authorizsation shall take into account the certification, re-certification or
varlation of the Vaccine Artizen Ilaster File on the concerned medicinal
product (=),
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2.1.

FADIOPHARMACEUTICALS AND FRECTURSORS

Radio-p harmaceutic als

For the parposes of this chapter, applicatio nsbased npon Aeticles 6 () and 9 shall peosade
a full dossier in which the following specific details shall be inelnded:

Moduie 3

a)

In the context of a radio-pharrnacentical kit, which iz to be radic-labe e d after sopmaly
by the roanufac turer, the active substance iz considered to be that part of the
forrenlation which is infe nded to carrsy or bind the radio-rmelide. The descripton of
the mannfac tiing method of radio-pharnace ntical kite shall include details of the
rnaroafachore of the kit and details of its recorane nded final processing to produce the
radivactive e dicinal product. The necessaryspecifications of the radio-nuclide shall
be described in accordatce, where relewant, with the general monograph or specific
ronographs of the Buropean Pharrmacopoeia. [naddition, arsreompounds essential
for the radio-labelling shall be described. The strochire of the radio-labelled
coraponnd shall also be deseribed.

For radio-nuclides, the nuelear reactions irevolved shall be discussed.

Ina generator, both raother and danghter radio-rmeclides shall be considered as active
substances.
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b

£l

d)

e

g

k)

1)

Details of the nature of the radio-rnclide, the identityof the isotope, kel
ireprarities, the carrier, the use and the specifle actrityshall be provided.

Starting materials include rradiation target mateials,

Considerations on chernicaliradioche taical paritsy and its relationship to bio-
distribution shall be provided.

Badio-relide prity; radioche mical parityand specific antrdty shall be described.

For generators, details on the testing for mother and danghter radic-nuelides are
required. For generator-eluates, tests for mother radio-nowe lide s and for other
cotstituents of the gererator svetern shallbe provided.

The requirernent to express the content of actbre substances i tertns of the mass of
actrve entities shall onlyapply to radio-pharmace nhcal kits. For radio-nuclides,
radicactivity shall be expressed in Becoguerels at a given date and, if necessary; time
with reference o titne Zone. The fype of radiation shall be indicated.

For kits, the specifications of the finished product shall include tests on perforrnance
of products after radio-labelling. Appropriate controls on radiochetnical and radio-
rchidic purity of the radio-labelled cormpound shall be incloded. Ay raterial
esgential for radic-labe ling shallbe identified and assayed.

Informmation on stability shall be ghen for radio-nuclide generators, radio-nuclide kits
and radio-labeled products. The stabilitydurning use of radio-pharrnacenticals
roulti-dose vials shall be docurented.
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Moduie &

It iz appreciated that toxicity mavhe associated with & radiation doge. In diagnosis, thisiza
corseguetce of fie nee of rdio-pharmacenticals; in the rapey, it 1s the prope iy desired. The
evaluation of safe ty and e fficacy of radio-pharrnaceuticals shall, there fore, address
tequirernents for e dicinal products and radiation dosire by aspeets. Organfisoue
expoqure to radiation shall be documented. Absorbed radiation dose estirnates shallbe
caleulated according to a specified, infernatinnalyre cognised systern by a particular route
of admirdstration.

Module 5

The results of clinical trials shall be provided where applicable othe raise justified in the

clirdcal overvieas.
22. Radio-p harmaceutic al p rec ursors for radio-labhelling purposes

In the specific caze of & radio-pharraace utical precursor intended solely for radio-labe ling
parposes, the pritnary objecttve shallbe to present inforrnation which would addvess the
possible consecuences of poor radio-labeling efficiency or invivo dissociation of the
tadio-labelsd conjugate, i.e. questions related to the effects produced in the patient by free
tadin-nuclide. Inaddition, it is also necessaryvto present velevant inforration relating fo
occupational hazards, i.e. radiation exposwre to hospital staff and to the ernironent.

In particular, the following inforreation where applicable shall be provided:

a3a7i2a 594
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 595

LIFE.5 EN



Moduie 3

The provisions of Wodule 3 shall apply o the registration of radio-pharmaceutical
pre curzors as de fine abowe (indents a) to 1)), where applicable.

Module &

Concerning single dose and repeat dose toxicitsy the results of stodies carned out in
corformity with the provisions related to good ldboratory practice laid dow in Council
Diirectives 2T EEET and BREIVEEC shall be provided, urndess otherwise justified.

Iilntagenicitystadies on the radio-rmclide are not considered tobe nzefial in fhis particular

case,

Information relating to the cherndcal toxicityand disposition of the relevant ‘cold” nuclide
shallbe pressnted.

Moduie 3

Cliniral infonwation gene rated frora clindcal stodies using on the peecursor itse 1 is not
considered to be relevant in the specific case of a radio-pharmacentical precursor inte nded
sole Iy for radio-labe ling purposes.

Howerver, information dernonstrating the clindcal utilityof the radio-pharrnace utizal
precursor whet attache d to relevant carrier molecules shallbe preserded.
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3. HOWMEOP&THIC MEDICIMAL PRODIICTS

This section sets out specific provisions on the application of bdules 3 and 4 to
horneopathic medicinal products as defined in Srticls 1050

Moduie 3

The provisions of Wodule 3 shall apply to the docwrnents subrodtted in accordarce with
&rticle 15 in the siraplified registration of horae opsathic medicinal products referred fo in
Lrticle 14(1% az well as to the docwrents for anthorsation of othey horos opsthic roe dieinal
products referred to in Srticle 16010 with the following moditications.

a)  Terninology

The Latin narne of the homeopathic stock described in the marketing authorisa tion
application dossier rustbe inoaccordane e with the Latin title of the European
Phiarroac opoela or, in absence the reof, by an official pharmacopoeia of a Wernber
State . Where relevant the tradiional natnels) nged in each Ik mber State shallbe

prorvided.
bl Control of starting materals

The particulars and docurnents on the starting rnaterials, ie. all of the materials nsed
ineluding raw materials and inde rroediates up to the final dilution to be incorporated
into the finished medicinal product, accorpanting the application shall be

suppletne nted biyaddifional data on the horae opathic stock,
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The geteral guality reguirerne nts shall apply to all of the starting and raw materials
a8 well as intermediate stepe of the rmamifactaring process up to the final dilobion to
ke incorporated into the finished e dicinal product. IF possible, an assavis required
if foxic components ave present and if the gquality cannothe controlled on final
dilation tobe incorported because of the high dilntion degree. Everystep of the
raroafacharing process fror the stating roaterials up to the final dilution to be
meorporated into the findshed redicinal product ranstbe fidly desciibed.

In case dilufions ave itnolved, these dilution stepe showld be done in accordance with
the homeopathic manufachring methods laid dowr in the relevant rmonograph of the

European Pharmacopoeia o, in absence the reof, by an official phartnacopoeia of a
Ik raher State.

£} Control tests on the findshed roe dicinal product

The general quality requirerne nts shall apply to the horeopathic finished e dicinal
products, anyrexception needs to be dulyjustified by the applicant.

[dentification and assay of all the toxicologicallyrelevant constituents shall be
catried ont. If it car be justified that an identification andfor an assasy on all the
toxicologically relevant constituents is not possible & g, due o their dilubion in the
firdshed medicinal product the gqualityshall be demonstrated by corugple te walidation
of the rmarmfac hoine and dilution process.
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dy  Stabilitsrtests

The stability of the finished medicinal product rustbe demonstrated. Stabilitydata
from the horneopsthic stocks are generally transferable fo dilutions'titurations
ohtained thereof. If o ide nbification or assay of the active substance 1s possible due
to the degree of dilution, stability dats of the pharraceutical forn raaybe
cotsidered.

Module &

The provisions of Todule 4 shall apply o the simplified registration of homeopathic
medicingl products referred to in Axtiele 1410 with the following specifications.

&y misamg inforrration wust be justified, e g, justification raust be gien why
dernonstration of an acce ptable level of safe ty can be supported although some studie s are
lacking.

4. HERBAL MEDICINAL FRODTIC TS

&pplications for herbal roedicinal products shall provide a full dossier i which the
following speeific details shall be included.

Llodnle 3

The provisions of Wodule 3, including corapliatce with monographis) of the Enropean
Pharrnacopoeia, shall apply o the authorisation of hethal medicina] produets. The state of
scientific knowledge at the time when the application is lodged shallbe taken into account.
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The following aspects specific to herbal me dicinal products shall be considered:
(1} Herbalsubstances and herbal preparations

For the paurposes of this Snmex the terros hetbal sobstances and preparations” shall
ke considered equivale nt to the terrms herbal drigs and herbal drug preparations”, as
defired in the European Phartnacopoeda.

With respect to the nomenclature of the hetbal substanee, the binomial arienbfic
narne of plant (genns, species, variety and author), and che motwge (where
applicable), the parts of the plants, the defirdbion of the herbal substance, the othey
tarne s (synonyns e hhoned in other Phammacopoeias) and the ladhoratory code shall

be provided.

With respect to the nomenclature of the herbal preparation, the binomial scientific
narne of plant (genns, species, variety and anthor), and che motwge (where
applicable), the parts of the plants, the definition of the herbal preparation, the ratio
of the hethal substance o the herbal preparation, the extraction solvent(s), the other
narne s (eymonyins e hhone d i other Pharraacopoeias) and the laboratory code shall

ke provided.

Tao docurnent the section of the structire for herbal subatance(s) and hethal
preparations) where applicable, the phisical form, the description of the constituents
with knowr therapentic activity or markers (rmolecular forvanla, relative rolecular
tnass, strachoral forreala, ineluding relattve and absolute stereo -chernistry, the
tnolecular formula, and the relative molecular mass) as well as other constitue ni(s)

shallbe provided.
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Tao docurnent the section on the mannfactirer of the hethal substance, the narae,
address, and responsibilibty of each suppliet, ineluding corntractors, and each proposed
aite or facility irveoked in productionfcollee ion and festing of the hethal substance

shallbe provvided, where approgpeiate.

To docurnent the section on the rmanafactarer of the herbal preparation, the nare,
address, and responsthility of each marmfac tover, incloding contractors, and each
projpose d marnfachiring site or facilityimeobed in mannfachring and testing of the
hethal preparation shallbe provided, where appropriate.

With respect to the deseription of manufacturing process and process controls for the
hethal substance, information shall be provide d to adeguately descrdbe the plant
production and plant collection, ncluding the seograpbical soarce of the medicinal
plant and cultiation, harvesting, drwing and storage conditions.

With respect to the description of rmarmfactwing proce ss and process controls for the
hethal preparation, information shallbe provided to adecuatelsy de acribe the
rnaroafacharing process of the hetbal pre paration, ine lnding de scription of the
processing, sobvents and reagents, parification stages and standardiza tion.
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With respect to the marnfachiring process developenent, abiie f sormaryde scrdbing
the dewelopenent of the herbal substancels) and hetbal preparations) where
applicable shall be peovided, taking nto consideration the proposed route of
adrninistration and usage . Fesults cormparing the phoyto -chemnical coraposition of the
hethal substancels) and hetbal pre parationds) where applicable nsed in supporting
bibliographic data and the herbal substancels) and herbal preparations), where
applicable, contained as actmee substances) it the hethal medicinal product applied
for shallbe discussed, whe re appropeiate.

With respect to the elucidation of the structare and other charactenstics of the hethal
substance, information on the botardeal, rmacroscopical, mictoscopical, pharto-
chernical characterisation, and biological activityif nece ssary shallbe provided.

With respect to the elucidation of the stachure and other characteristics of the hehal
preparation, infbrrmation on the photo- and physicoche taical chavacterizsation, and
biological actrvity if necessary, shall be provided.

The specifications for the herbal substance(s) and herbal preparations) where
applicable shall be provided.

The analytical procedures used for testing the herbal substance(s) and herbal
preparation(s) where applicable shallbe provided.
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With respect to the validation of analytical procedures, analytical walidation
inforrration, incloding experimental data for the analytical procedures used for
testing the hethal substancels) and hetbal preparations) where applicable shallbe
prorvided.

With respect to batch analyses, description of batches and vesilts of bateh analvees
for the hethal substanceds) and hetbal preparation(s) where applicable shall be
provided, incloding those for pharmacopoe ial substances.

Tustification for the specifications of the herbal substarces) and herbal
preparations) where applicable shallbe provided.

Inforrnation on the reference standards or reference materials nsed for testing of the
hethal substancels) and herbal pre parations) where applicable shall be provided.

Where the hetbal substance or the hethal preparation iz the subject of a rnonograph,
the applicant can apply for a certificate of suitability that was granted by the
European Dhirectorate for the Chalityof Ivledicines.

(27 Herbal Medicinal Products

With respect to the forraalation deselo prnent, abrief suramary descrbing the
developenent of the herbal medicinal product should be provided, taking into
consideration the proposed route of adrirdstration and usage . Fesults cornparing the
plisto-che rrical coraposition of the products used in supporting bibliographac data
and the herbal medicina] product applied for shall be discussed, where appeopriate.
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5.

ORFHAN WMEDICINAL FRODIICTS

In the case of an orphan medicinal product i the mearangs of Regulation

(ECY Mo 14172000, general provisions of Part [I-6 (exceptional cirowrnstance s) can
be applied. The applicant shall then justifiy in the non-clineal and clivdcal surornarie s
the reasons for whick it is not possible to provide the coraplets wiforation and shall
provide a ustification of the benefitinsk balanee fior the orphan e dicinal produact

concermed.

When an applicant for an marketing authorisation for an orphan medicinal product
rovokes the provisions of Srticle 10 (13(ayii) and PartII-1 of this &nmes (well-
established e dicinal use), the systewatic and documented nse of the concemed
substance can refer — as way of derogation — to the use of that substance in
accordance with the provisions of Artele 5 of this Directive.
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PART IV
ADVANCED THERAPY MEDICINAL PRODTICTS
1. INTRODUCTIOHN

Ilarke ting authorisation applications for advanced therapy medicinal products, as defined
in point (a) of frticle 2013 of Regulation (EC) Mo 139472007, shall folloow the format
reguirernents (Modules 1, 2, 3, 4and 5) deseribed in Part I of this Seme

The technical requiternents for Modules 3, 4 and 5 for biological medicinal prodacts, as
descnbed in PartI of thiz Srmex, shall apply. The specific reqpuire merds for adwanced
therapyrnedininal products described in sections 3, 4 and 5 of this part explain how the
reguirerents i Part [ applyto advanced the rapeyr medicinal products. In additior, where
appropriate and taking into account the specificities offadvanced the raper medicinal
products, additional recpuire mwents have heen st

D to the specific natare of advanced the rapy rnedicinal peoducts, a visk-baged appeoach
tayhe applied to deterrnire the extent of guality, non-clinical and clinieal data to e
incloded in the rmarke ing authorisation application, in accordance with the scientific
guidelites relating to the gquality, safetyrand efficar vof medicinal products ve ferred to in
point 4 of the “Tutroduction and gereral principles’
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The risk analysis maycover the entive developrae nt. Bisk factors that mavhe considersd
inclode: the origin of the cells (autologous, allogeneic, xenogeneic), the abilityto
proliferate andior differentiate and to irdbiate an aroine response, the level of cell
manipnlatior, the corbination of cells with bicactive wolecules or stctural materials, the
nature of the gene therapy medicinal produets, the extent of replication corapete nee of
WIS § 0r micro-organistus used invivo, the level of integration of cleic acids sequences
ot genes into the genome, the long firme fonetionality, the risk of oncogenieityand the
tode of adwministration or use.

Belewant available non-clivdeal and cliracal data or experience with other, related advvanced
therapyrraedicingl products ray also be considered in the 1isk analyeis.

&y devviation from the require rents of this Srmex shall be scienbifically justified in
Lodnle 2 of the application dossier. The risk analeis dearribed above, when applied, shall
alzo be incInded and described v Ilodule 2. In this case, the e thodolo gy folloaed, the
nature of the ide ntified rsks and the implications of the nsk based approach for the
developenent and evaluation prograrm shallbe diseussed and arvy deviations from the
requirernents of thiz Armex resulting from the risk analyeis shall be described.
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21,

DEFINITIONS

For the parposes of this Anrex, inaddiion to the defindtions laid down in Regulation (EC)
Mo 139402007, the definitions st outin sections 2.1 and 2.2 shall apmlsy.

Gene therap y medic inal prod uet

Gene therapr redicinal peoduct means a biological redicinal product which has the
following characteristics:

(a] itcontainean acttee suhatanee which containg or congists of a recorahinant el eic

acid nzd in or administered fo horoan beings with a view to regulating, repairing,
replacing, adding or deleting a geretic sequence;

b it therapeutic, prophactic or diagnostic effect relates divectly to the recombinant
releie acid sequenice it contains, or to the peoduct of genetic expression of this

SeC{UeNCE .

Tene therapy redicinal peoducts shall not include waccines against infections diseases.
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22. Somatic cell therap y medic inal p roduct

Somatic cell the rapy rne dicinal product mears abiological medicinal product which has
the following characteristics:

i) contains or consists of cells or tissues that have been subject to substantal
mardpalation #o that biological characte ristics, physiological fune Hons or structural
properties relevant for the ntended clinical use have been altlered, or of cells or
tizsues that are not intended to be nsed for the same essential fimction=) in the
recipient and the donor;

by is presented as having properties for, or s used in or administered o hatoan beings
with a wiew to treating, preventing or diagnosing a disease through the
phatmacological, irnmanological or metabolic acton of its cells or tissues.

For the parposes of point (a), the manipnalations listed in &nmex I to Regulation
(EC) Mo 139452007, in particulat, shall notbe considered as substantial maripulaions.
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31,

32

321

SPECIFIC REQUIREMENTS FEGARDING MODIUTLE 3
Specific requirements for all advanced therap v medicinalp rod ucis

& description of the traceability systern that the marketing authornsation holder intends to
establish and maintain to ersure that the individual product and its starhng and raer
tnaterials, incloding all substances coming into contact with the cells or issues it may
contain, canbe traced through the sowcing, marfacturing, packaging, storage, fransport
and delivery o the hospital, institation or pervate practice where the product is wsed, shall
be prorvided.

The traceability systerm shall be complermentary fo, and corapatible with, the reguirerments
established in Directive 200423/EC of the European Parliament and of the Council®?, as
regards hrnan cells and fissues other than blood cells, and Directree 200L098/EC, as
regards hrnan blood cells.

Specific requiremends for gene therap y medi inal p rod ue s

Ifroduction: finished product, acfive subsfance and sfarfing materials

£ O L 102, 742004, p. 42
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3211, Gene therapy medicinal product containing recorabinant nacleic acid seque neels) or

gernetically rmodified rmicroorganistals) or virsies)

The finishe d medicinal product shall consist of nucleic acid sequence(s) or genetically
rodifled mwic roorgardstols) or vires(es) forrdated in their final 1zeene diate container for
the intended raedical nse. The fivished medicinal product mayhbe cowbined with a e dical
dewice or actrve irplantable medical device.

The actrve substance shall consist of welede acid sequencels) or genetically rodified

microorzarisrals) of vinsies).
3214 Gene therapy medicinal product cortaining genetically modified cells

The finished rmedicinal product shall consist of gene icallvrnodified cells forvnlated in the
final irornediate contaiver for the intended medical use . The firndshed roe dicival product
tnayhe combined with a redical devwice o active Dnplartable wedical dewice .

The active substance shall consist of cells genetically modified byrone of the produets
described in section 3.2.1.1 ahosee.

32135 Inthe case of products consisting of viruses or viral vectors, the starting mate rials shall be
the cormporents from which the sdral vector is obtained, 1e. the master virusvector seed or
the plasmids used to transfect the packaging cells and the master cell bank of the

packaging cell line.
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3214 Inthe caze of products consisting of plaswids, non-viral vectors and geretically modified
microorzarisrals) other than viruses or wiral wectors, the starfing materials shallbe the
cormponetits used to generate the producing cell, Le. the plaswad, the hostbactetia and the
tnaster cell hank of recormbinant microbial cells.

3215 Inthe case of geneticallyrnodified cells, the starting rnatetials shall be the comporents
nsed to obtan the genetically modified cells, 1.6, the starhing materials to produce the
wector, the vector and the harnan or aniraal cells. The minciples of good marnfachiring
practice shall appldr frorn the bank syster used to produce the vec tor omerards.

3220 Specific requirements

Inaddition o the requirernents set out insechions 321 and 3.2.2 of Part T of this Brmex,
the following recpuiternents shall apply

fa)  information shallbe provided on all the starting materials used for the marnfachore
of the active substance, including the products necessary for the genetic modification
of hurnan or anirnal eells and, as applicable, subsegquent culture and peeservation of
the genetically raodified cells, taking into consideration the possible dheence of

parification steps;

by for products containing a icroorganisn or a virus, data on the genetie modification,
seqjuence analyels, atheruation of virlence, tropisea for specific tissues and cell
types, cell cyele dependence of the microorganistn or vits, pathogendc ity and
chatacte nistic s of the parental strain shallbe prordded,
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3.3,

331

fe)  process-related irapnrities and produet-related roparities shall be described in the
relewant sections of the dossier, and in parficular replication corpete nt wims

contarnivants if the vector is desighed to be replication incorapetent,

(d)  for plastaids, quantification of the different plasrnid forms shall be undertaken
throughout the shelf 1ife of the product,

fe)  for genetically raodified cells, the characteristics of the cells before and after the
genetic modification, as well asbefore and after any subseque nt free mngfstorage
procechires, shall be tested.

For gereticall v rodified cells, in addiion to the specific requirerments for gere
therapyraedicinal products, the gquality requirernents for sormatic cell therapy medicinal
produe ts and tissue engineered products (zee section 3.3) shall apply.

Specific requirements for somatic cell therap y medicinal products and tissue
engineered products

Ifroduction: finished product, acfive subsfance and sfarfing materials

The finished redicinal produet shall consist of the active substance forrmulated in its
irarnediate containet for the intended raedical nse, and in its final cormbination for
coribingd advanced the rapy medicinal products.

The active substance shall be coraposed of the enginested cells andlor tismes.
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Ldditional substances (o2, scaffolds, matrices, device s, biomaterials, biowmo lecules andior
other coraponents) which are combined with manipulated cells of which they forr an
integral part shall be considered as stavhing rnaterials, even if not of biological ongin.

Ilaterials nsed during the marafactore of the active substance (eg. culbire media, growth
factors) and that ave not intended to forrn part of the active substance shall be conside red as

raw materials.
332 Specific requirements

Inaddition o the requireraents set outinsechons 321 and 332 of Part I of this formes,
the following recpuiternents shall apply

3321 Starbng materals

fa)  Suwmrearyinforration shall be provided on donation, procurernent and testing of the
boarar tissue and cells used as starting materialsand made in accordance with
Divectne 2004723/EC, I non-healthy cells or issues (g2, cancet tissue) ave used as
starting naterials, their nse shallbe justified.

by Ifalogeneic cell popmlations are beirng pooled, the pooling strategies and measures
to ensure tracedbilityshall be descrbed.

) The poterdial warability introduced theough the harnan or ardrnal tissues and cells
shallbe addressed as part of the walidation of the marufacthuing proce ss,
characterisation of the active substance and the finished product, deve loprment of
assa s, setting of specifications and stability.
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(d)

(&)

b

(gl

(k)

For xenogeneic cell-baszed products, inforrnation on the souree of ardraals (such as
geographical origin, anitnal husbandry, age), specific acceptance criteria, e asares to
preseert and monitor infections in the smuee fdonor animals, testing of the animals for
infections agents, including werticallytransruitted mic ro-organistns and virmses, and
evide nice of the suitability of the aniraal facilities shall be prosdded.

For cell-based products derrred from genetically modified animals, the specific
characteristics of the cells related to the genetic modification shallbe described. A
detailed description of the mwethod of creation and the characterisation of the
trategenic ardral shall be provided.

For the gene tic modification of the cells, the techrical requirerne nts specified in
section 3.2 shall apply.

The testing regitnen of anyradditional substance (seaffolds, matrices, devices,
biomaterials, biormolec wes or other corapone nts), which are cornbined with
engineered cells of which the wiorm an integral part, shall be described and justified.

For acaffolds, matrices and devices that fall under the definition of a medical desdce
ot actrve implantable medical desice, the rdormation required under section 3.4 for
the evaluation of the cormbined advanced therapy medicinal product shall be
provided.
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3322 larmfachwing process

fa)  The marufar toring process shall be validated to snsure batch and process
cotsistenc y, functional integrity of the cells thronghout rannfachring and transport
up to the roment of application or adrdnistrabion, and proper differentiation state.

by Ifcells are grown dive ctl v inside or on a matrix, seafiold or device, intommation shall
ke provided on the validation ofthe cell culture process with respect to cell-zrowdh,
funetion and integrity of the corbination.

3323, Chararterisation and control strate gy

fa)  Belevant information shall be provided on the charac terisation of the cell poplation
ot cell mixtare in terrns of identity, parity (e 2. adwentitions microbial azents and
cellular contaruinants), viability, potenc v, karyology tarnowrige ricity and suitability
for the infended rnedicinal use. The genetic stability of the cells shallbe
dernonstrated.

by Chalitative and, where possible, gquantitative inforraation on product- and process-
related imparities, as well as on any material capable of troducing de gradation
products dwring peoducior, shallbe prosvided. The extent of the deterrdnation of

ieprities shall be justified.
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fe)  If certain release tests carmotbe performed on the active substance or findshed
product, bt only on ke wintermediates andfor as in-proce ss testing, this shall be
Justified.

(d)  Where biologically active moleciles (such as growth fictors, otokines) are present
as corpotetts of the cell-based product, their npact and interaction with other
coraponents of the active substance shall be characterised.

() Where a three-dirnensional struetare is part of the indended function, the
differertiation state, stuetoral and Hunctional orgardsation of the cells and, where
applicable, the extracellular roatrix generated shallbe part of the characterisation for
these cell-based products. Where needed, non-clinical ivve stizations shall
cornplertent the physicoche mical charac terisation.

3324 Excipients

For excipient(s) nsed in cell or tissue -bagsed me dicinal products (e.g. the components of the
travsport medinen), the recpuirerne nts for novel exeipients, as laid down in Part T of fhis
Lnmex, shall apply, unless dats exists on the interactions betueen the cells or issues and
the excipients.

3325 Dewveloprnental studies

The description of the deve lopraent program shall address the choidee of materials and
processes. In particular, the integrity of the cell population as in the final formulation shall

he discussed.
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33268, Reference materials

& reference standard, relevant and specific for the active substance andior the finished
product, shall be docwrrents d and characterised.

34 Specifie reqpurernents for advanced therapry medicinal products contairang devices

Ldvanced the raper toe dicinal product containing devices as referred to in Article 7 of
Fegulation (EC) Mo 139472007

& deseription of the phywical characteristics and performance of the productand a
desrniption of the product desion methods shall be provided.

The iteracion and cormpatbilitybebhree n genes, cells andfor issues and the stuctural
coraponents shall be described.

342 Combined advanced therapy medicingl products as defined in Arficle 271){d) of Regulafion
(B C) o 13042007

For the cellular or tissue part of the corbined advanced the raper redicival product, the
specifle reuirerments for sornatic cell the raper nedicinal products and tissue engineered
products st out in section 3.3 shall apply and, in the case of genetically rodified cells, the
specific recuirerments for gene the raper redicinal products set out in section 3.2 ghall

apply.
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The medical device or the active irplantable medical device maybe an integral part of the
active substance . Where the medical device or acttve implantable rmedical device iz
cornbined with the cells at the time of the rmarfactire or application or adwdnistration of
the finished products, the wshallbe considered ag an mtegral part of the finished product.

Information related to the raedical device or the active oplartable e dical device (which
1z an inte gral part of the actrve substance or of the finished pooduct) which 1 relevant for
the evaluation of the combined advanced therapy redicinal product shallbe peovided. This
inforrmation shall include:

fa) information on the choice and interded function of the e dical deviee or irmplantable
redical device and de ronstration of cormpatibility of the device with other
cornporents of the product;

by evidence of conforratsy of the medical device part with the essential requirerne nts
laid dowm in Armex [ o Couneil Directive 93/2/EEC*® | or of conformity of the
actie iraplantsdble device part with the essential reguive rnents laid doven in Arnnex |
to Couneil Directree S0EESEECH,

) where applicable, evidence of compliance of the medical device or rmplartable
toedical desvice with the BSEITSE require renits laid down in Corarission
Diirectrve 2003/32/ECH,

£ CIL 169, 1271993, p. 1
o O L 159, 2071990, p. 17
£ OIL 105, 2642003, p. 12
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4.1.

(d)  where gvailable, the results of any asse sswent of the e dical device part or the actie
ireplantable medical device partbya notified bodsy in accordance with
Dhrectree 93/ 40EEC or Directree 0/325/EEC

The notified bodyarhich has carried out the assessent ®ferred to in poirnd (d) of this
gecton shall raake svailable on reguest of the cormpetent anthority assesaing the
application, awy mformation related to the remlts of the assesswoent in accordance with
Diire ctive 93MA/EEC or Ditective Q3ESEEC. This may include irdosmation and
docurnents contained in the conforraityassessinent application concerned, where necessary
for the evalnation of the corbined adanced therapey medicinal product as 2 whole,

SPECIFIC REQUIRERENTS FEGARDING MODULE 4
Specific requiremends for all advanced therap y medicinal p roduects

The requirerne nts of Part I, Ivlodule 4 of this Annex on the phamacological and
toxicological testing of e diciral products na v not alwass be appropeiate due o anigue
atd diverse structural and biologieal properties of advanced therapyrmedicinal products.
The technical reguirernents in sechions 4.1, 42 and 4.3 below explaim how the
requirernents i Part [ of this Annex apply to advvanced therapy medicinal products. Where
appropriate and taking into account the specificities of advanced the rapy medicina
produe ts, additional recpuire retits have been st.
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4.2,

The rationale for the non-clinical deve lopeae nt and the criteria used to choose the releswant
speries and raodels (invitto and in veo) shall be diseuszed and justified in the non-clindeal
orverviedr. The chosen ardmmal rmodel(s) ray include imenuno-compromised, knockout,
hnrnanized or transgenic avdrnals. The use of homologons rmodels (e 2. monse cells
atalyeed in mice) or diseass irnicking models shall be considerad, especially for

reraumoge raci ty and 1reeannotoxic ity stadies.

Inaddition to the require raents of Part I, the safety, suitability and biocompatibility of all
stme taral corpone nis (such as watrices, scaffolds and devices) and any addifional
substances (much as cellalar products, biomolecules, biomaterials, and chernical
substances), which ate present in the finshed product, shall be prosaded. Their plosical,
mechanical, chermdeal and binlogical properties shall be taken into account.

Specific requirements for gene therap y med i inal p rod ue ts

Inorder to determine the extent and type of non-clinical studies necessary to determine the
appropriate level of nor-clinical safetydata, the desizh and type of the gene
therapyrraedicingl product shallbe taben into aceoumt.
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421, Pharmacology

fa)  Inwito and invivo studies of actions relating to the proposed therapeutic use (ie.
pharrnacodymaric “proof of concept” studies) shall be pronvided nsing raodels and
televant anirnal species desigred to showw that the nucleic acid sequence reaches its
intended target (target organ or cells) and provides its intended fure tion (level of

expression and fone tioral activity). The duration of the nucle i acid seque nee
function and the proposed dosing regirmen in the clindcal studies shall be provided.

(b)) Targetselectvity When the gene therapy medicinal product is ntended to have 2
selecttve or targe t-restricted functionality, studies to confinm the specificity and
duration of functionality and activityin tavget cells and tissues shallbe prosdded.

422 Pharmacolinefics

fa) Biodistribution studies slall include ivvestizations on persistence, clearance and
robilisaion. Biodistrbution studies shall additionally address the risk of gerraline
trasrrd sslon.

by Irvestizations of shedding and risk of transrission to third parties shallbe provided

with the ersironrnental risk assesstaent, undess otherwize duly justified in the
application on the basis of the type of product concemed.
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423 Toxeology

fa)  Toxicitwof the finished gene therapy medicinal peoduet shall be assessed. In
addition, deperding on the type of panduct, indiddual testing of active substance and
exciplents shall be taken into corsideration, the invTvo effect of e rpresse d mocleic
arid seuence-related products which ave not intende d for the phomiological fction
shallbe evaluated.

by Sirgle-dose toxicity studies raybe combine d with safety pharrmacology and
pharmacokine tic studies, .z, to restigate persistence.

() Repeated dose toxicity studies shallbe provided when raaltiple dosing of Tourman
subjects isinterded. The raode and sche e of adrairastration shall closely reflect the
plarmed clindcal doging. For those cases where angle dosing may result in prolonged
functionality of the racleie acid sequence in harnans, repeated toxicitystudies shall
ke considered. The duration of the stodies mavybe longer than in standard toxicity
studies depending on the persistence of the gene therapy medicinal product and the
anticipated potertial risks. & justification for the duration shall be prosdded.

(d)  Genotoxicityshall be studied. Howeser, standard genotox icity studie s shall ondyvhe
conducted when the 7 are necessary for festing a specific ity ora coraponent of
the delrvery swstem.

{e)  Carcinogenicityshallbe studied. 5tandard lifetivae rodent carcinogenicity stodie s
shall ot be required. However, depending on the type of produet, the tornourigeric
potential shallbe evaluated in relesant invmeolin sito models.
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ifi  Beproductive and developrae ntal toxic ity Stadies on the effects on fertility and
general reproductive function shallbe provaded. Erbryo-foetal and perinatal toxicity
studies and germline transrrission studies shallbe prosaded, unless othe ratss duly
Justified it the application on the basis of the type of product concerned.

(g)  Addifional foxicify sfudies

- Integration studies: integration studies shall be provided for ansy gene
the ragprr rae dicinal product, unless the lack of these studies is sclentifically
Justified e 7. becans: nucleie acid sequences will not enter into the cell
tmclens. For gene the rapy medicinal products not expected to be capable of
integration, integration studies shall be performed, ifbiodistribution data
indicate a risk for germline transrission.

- Irmmurnogenicityand imroanotoxicity: potential mroinogenic and

inrmnotoric effects shall be stodied.

43, Specific requiremends for somatic cell therap ¥y medicinal products and tissue
engineered products

431, Pharmacology

fa)  The primarypharimacological stodies shallbe adequate to dernonstrate the proof of
concept. The inferaction of the cell-based products with the surrounding fissue shall

he studied.
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(b} The arnount of product nee ded to achiewe the desived effectithe effectiee dose, and,
depending on the type of product, the frecuenc yof dosing shall be deterrined.

fe)  Secondarypharmacological studies shallbe taker into account to ewaluate potential
phiysiological effects that are not related to the desired therapeutic effect of the
sornatic cell theraprrmedicinal product, of the issue engineered produst or of
additional substances, as biologicallvactive molecules beside s the protein(s) of
interest raght be secreted or the protein(s) of interest could have myowanted tarzet

sites.
432, Phaormacokinefics

f(a)  Comventional pharac okinetic studies to irvestizate absorption, distribution,
retabolism and exeretion shall nothe required. However, parameters such as
viahility, longesity, distibution, growth, differentiation and ragration shall be
iorestigated, urless otherwise duly justified in the application on the basiz of the
type of product concerred.

(b} For somatic cell the rapyr tnedicinal peoducts and tisse engineered products,
producing systernicallyactive biomolecles, the distribubion, duration and amount of
expression of these molecules shall be stodied.
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433

Toxicology

fa)

(h)

()

(d)

(e)

The toxicity of the finished product shall be assessed. Individual testing of active
substance(s), excipients, additional substances and arey process-related ignuritie s
shallbe taken into corsideration.

The duration of observations maybe longer than in standard toxicity studies and the
anticipated lifespan of the e dicinal product, together with its pharroas odynarde and
pharmacokine ic profile, shallbe taken into consideration. & justification of the
duration shall be prosdded.

Correntional carcinogerdeityand genotozicity studies shall notbe recuived,
exce it with regard to the tarourigerde poterdial of the product.

Potential irenunogeric and imraunotoxic effects shall be stodied.

In the case of cell-based products containing ardmal cells, the associated specific
safetyooncerns such as transaisgion to hnans of xenogeneic pathogens shall be
addressed.
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5. SPECIFIC REQUIREMENTS FEGARDING MODIUTLE 5
5l Specific requirements for all advanced therapy e dicinal produc ts

511, The specific requirernents in this section of Part IV are additional require rments to those set
inIvibdule 5 in Part [ of this &nmex.

512, Where the clinical application of adwanced the raprey e dicinal products requires specific
concordtant theraprrand ixsobe surgical proeedures, the therapeutic peoce dure 2z a whole
shall be irvestigated and described. Inforrnation on the standarvdisation and optizeisation of
those procedures daring clinical deve loprae nt shall be provided.

Where medical device s used during the suwrgical procedures for application, irmplantation or
adrninistration of the advanced theraprr toe diciral product may have an ropact on the
efficacy or safety of the advanced therapy product, rfornmation on these devices shall be

provided.
Specific expertize required to carvyout the application, implantation, adwdnistration or

followr-up actiities shall be defined. Whete necessary, the training plan of health care
professionals on the use, application, raplantation or adrdrdstration procedures of these

products shallbe provided.

513 Goven that, due fo the nature of advanced therapy medicina] products, their manafac tuing
process ray change daring clivical deselopment, additional studies to demonstrate

cornparability rayhe regquired.
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514

51E

Drring clinical developenent, risks arising fror potential infec ious agents or the use of
material dertved from armimal sources and measures taken o reduce such risk shall be
addressed.

Doge selection and schedule of use shall be defined by dose-finding stodies.

The efficacyof the proposed indications shall be supported byre lesant results fiom

clirdcal studies using clirdcall v rearing il endpoints for the intended use. In certain
clirical conditions, eviderce of long-term efficac v raybe recpured. The statezyto

evaluate long-terrn efficacy shall be provided.

& strategy for the long-te 1o follow-up of safety and efficary shall be included in the nsk
manage ment plan.

F.ior combine d advanced the raper e dicinal products, the safetyand efficacy studies shall
be desizred for and performed on the corabined product asa whole,
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52,

521

522

523

Specific requirements for gene therap y med i inal p rod ue ts

Human pharmacokinefic udies

Human pharwacokinetic studies shall include the following aspects:

fa) shedding studies to address the excretion of the gene therapy rmedicinal yroducts;
(b1 hiodistribution studies;

) pharrnacokine tic studies of the medicinal product and the gere expression moieties
(&g expressed proteins or genoric siznatores).

Human pharmacodynandc studies

Human phartoacodymaraic stadies shall address the expression and function of the macleic
acid seque e following adrmindstration of the gene theraper me dicinal produost,

Safefy Fudies

Safe ty studie s shall address the following aspects:
fa) emergence of replication corpete nt wector,

(b} emergence of new strains,

() reassortment of existing genornic seque nces;

(d)  neoplastic proliferation due o insertional mutagenicity
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53, Specific requirements for somatic cell therap ¥y medicinal products

532 JSomafic cell therapy medicinal products where the mode of acfion is based on the

production of defined acfive Momolecule(s)

For sornatic cell theraper e dicinal products whete the mode of action is based on the
produe tion of de fined active biomoleculs(s), the pharmacokinetic profils (in parbeular
distribution, duration and arount of ex pressior) of those molecules shall be addressed, if
feazihle.

5332 EBiodisfribufion, persizience and lomg-ferm engrafiment of the somafic cell

therapy medicing! product components

The bindistribntion, persiste nee and lorg-ferrn engrafhne nt of the somatic cell
therapyrmedicinal product cormponents shall be addressed during the clinical dewelopement.

5233 Jdgfeh Fudies
Safety studie s shall address the following aspects:
f(a)  distibution and engrathng following adranistration,
by ectopic engraftenent,

) oncogeric transformation and cellMissue lineage fide ity
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5.4,

541

542

543

Specific requirements for tissue engineered products
Pharmacokinefic studies

Where corvertional pharmacokinetic stadies are not relesrant for tissus engineered
products, the biodistibution, pesistence and degradation of the tisme engineered product
cornponetits shall be addressed daring the clirdeal deve logrne nt.

Pharmacodynandc studiss

Fharmacod smamic studies shall be desizned and tailoved to the specificities of tismie
engineered products, The evidence for the “proof of concept” and the kinetics of the
product to obtain the intended regeneratior, re pairing or teplacernent shall be provided.
Suitahle pharrmacodsyrarnie markers, related fo the inte nded furnetiogs) and stuetore shall
be taken into account.

aizfedy sSudies

Section 5.3.3 shall apply.
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ANNEX I
CONDITIONS FOR. QUATLIFICATION OF & QUATIFIED PERSCH

L. The ualified person shall keddbe in possession of evidence of formal gualifications
awarded on comple fon of a wiversity degmeescowrse of shedy, or @ couse recogrised as
eguivalent by the Member Sale concerned, extending over a period of at least four peass
af theorefeal and pracBeal shidy, inone or more of the following scientific disciplines:
pharoacy, medicing, vete rinarymedicine, cherstry, pharrnacentical che mistryand
technology, biolog w biome dical engineering and biotechnology, chemical engineering.

However, the minimum duration of the wniversily cowsse may be three and @ half pears
where the cousse is followe d By a period of theovetical and praceal training of a
mininum durakon of one year and eluding @ draining period of at least sicmonths in

@ pharmacy open to e public, corroborated by an exawination at univeraily level

Hhere hwo universily courses or two cousses recogrised by the Member Skate as
eguivalent co-exist in @ Member State and where one of these exdends over four pears
and e other over three years, the threeqear course lpading bo evidence of formal
gualifications awarded on completion of @ wniversily course or i recognised equavalent
shall be congidered to fulfil the condiion of duration referred to in the second
subparagraph i 30 far a2 evidence of formal gualficabons awarded on completion of

both courses are recognized as eguiv alent by the Member State in guestion.
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The course shall inchide Rreoretical and praclical shedy bearing upon af least the

Jollowing basic subjects:

(]
(®)
ic)
i)

fe)

i
(]
(2]
ir
(%)

Fhysics

Ceneral and inorganic Chemishy

Ck ganic o he mistsy

Analyfical cherigtsy

Fharmacentical che migtry, incliding analpsis of me dicinal producls
HBiochemistry

Fhysiology

Merobiology

Fhasmacology

Fharmacentical technology

Toxdeology.

Shudies in these subjects shall be so balanced as b enable the person concerned to fulfil
the obligabions specified i Arbiele 133
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T a0 far as evidence of formal gualificalons mentioned in the first ubparagraph do not
Julilthe criteria loid down in Hhis paragraph, the competent authorily of the Member
Shate shall ensure that Bee person concerned provides evidence of adeguale Erowledge of
the subjeck mvoled

The ualified person shall have acquived practical fill-tirne experience over at least two
years or eguivalent experience aeguired over proporfionally longer period of Hme, 1t one
ot more undertakings or entities not engaged in an economic achvity that ave anthorised
tnannfac tirers, obtaining sufficient knowledse of mannfacthore, esting, sapply chaits,
good mannfae toring practice and pharrnacentical gqualitysysterns as well as regulatory
processes and dossier content for ensuring the qualityof rmedicinal products. The durabion

of practical experience may be reduced by one year by the competent quthoridly of the
Memaber Shate where q unaersily cowrse lasts for at least fae pears.
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() deelrieal-shemenss
(el

a3a7i2a a33
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 634

LIFE.5 EN



a3a7i2a a3

ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 635
LIFE.5 EN



5. & person engaging in the actriities of the person referred to in Srticle 152 from the tirne of
the application of Second Council Directve 75/319EEC, ina Ierber State without
corapliing with the provisions of this Sumex shall e elisible to continne to engage in

those actraties within the Trmon.

a. The holder of a diplorna, certificate or other evidetice of formal qualifics tio ne awarded on
coraple ion of & untversity course — or a course recogrised as equivale nt by the vk rmber
State concerned — in a selentific discipline allowing then to engage in the activities of the
person referred to in Artiele 4% in accordance with the laws of that Dlerdber State rmay — if
theyrbezan their course prior to 21 Iy 1975 —be considered as qualified to carry out in
that Iereber State the duties of the person referred to in Snticle 152 provided that the v
have presdously engaged in the following activities for at least two e ars before 21 May
1985 following notifleation of this direc e i one o more undertakings or not-for-profit
ertities anthorized o mannfae torve: production mpervision or qualitative and guantitative
analysis of actrve substanees, and the necessary esting and checking under the direct
authority of the person referred to in &rbicle 152 to ensure the quality of the roedicinal
products.

5 Second Couneil Direc tive T3E319/EEC of 20 Ilay 1975 on the approximation of provisions
laid down by Law, Begulation or &drministratiee &cton relating to proprietary medicinal
products (0T L 147, 96,1975, p. 13). Ditectve 15 not in force anyroore,
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ANNEX IV

LABELLING PARTICULARS

The following particulars shall appear on the outer packasing of e dicinal products o, where there
iz no outer packaging, on the irmenediate packazing:

(a) the narne of the medicinal product, {inending in Braille), followed by its stre nzth, if
appropriok (meliding in Braille), and phavnmacentical fonn Gneleding e Braille, if
approprick ), and, if appeopriate, whether it is e nded for babies, children or adults;
where the medicinal product contains up o three actire sdbstances, the interrational non-
proprietary taree (TNH) shall be inclnded, wnless i is already part of the name of e

medicinal produch or, if one does not exist, the corrnon name

ity a staternent of the active substances expressed qualitatrve Iy and quantitateee Iy per
depagedose or unit or according to the forra of adwministration for & gven voluwne or

welght, using their cormrmon names,

(ol the pharrnace utical forra and the contents by weight, byvoluree or byanraber of doses of
the rnedicinal product,

iy a list of those excipients known to have a recogrised action or effect and included i the
detailed guidance pablished puorsuant to Article 62;
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(&)

if)

()
(k)
(i)
4l

(k)

i

ey

the raethod of administration and, if necessary, the route of adwinistration. Space shall be
provided for the preserbed dose to be indicated,

a special warrdng that the roe dicinal produet roast be stoved out of the reach and sight of
children;

egpecial warning, 1f-es-s necessary for the medicinal product;
the expiry date in clear terrns (raonthivear);
spercial storage precantions, ifany,

specifle precauntons relating fo the disposal of wrsed medicinal products or waste dermed

from medicinal products—rhese—spprepsass as well as reference fo anyappeopriate
collection systern in place

the narne and address of the marketing authorisation holder and, where applicable, the
tatne of the repee sentattee appointed by the holder to represent them,

the roarebe ¥ of the marketing authorization for placing the medicina peoduct on the market;

the manufacturer's batch nurmber;
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(1

(o)

in the case of non-prescription medicinal products, instrictions for use;

for redicinal products other than radiopharnace uticals referred to in Article 671, safety
feature s e nabling wholesale distdbutors and persons authorized orerditled to supply
medicinal products o the pablic to:

(1) wertfy the authenticitsy of the medicinal product, and
(1) identify mdividual packs,

as well as a device allowing venfication of whether the outer packaging has been tampered
with.
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ANNEX YV

CONTENTS OF SUMMMARY PRODUCT CHARACTERISTICS

The surnrmary of product characte nistics shall cortair, in the order indicated beloa: the following
inforrmation:

(1] tiatrne of the wedicinal produet followed by the strength and the phartoacentical forrn,

2y gualitative and gquantitative cormposition in fenns of the active substances and of the
excipient, knoaledze of which iz essential for proper administration of the medicinal
produet. The uwsual cominon natne or chernical description shall be used.

(3 phatnmaceutical fomm.

(e cliracal parbiculars:
fa)  therapeutic ndications,
(b} posologyand e thod of adeivdstration for adults and, where necessarvy for children,
(o] contra-indications,

(d)  special warnings and precantions for use and, in the case of orunological medicinal
products, anyspecial precautions to be fabken by persons handling such medicinal
products and adiiristering them to patients, together with any precautions to be

taken by the patient,
GI67T/26 39
ANNEX LIFE.5 LIMITE EN
7424/26 ADD 1 640

LIFE.5 EN



{e)  inferaction with other medicinal produc ts and other foras of interartions,

(i use duwring pregnancy; breasfeeding, during pesiods when people are tying to
conceive, and formation on efRcts on ferilily exdlechabior.

() effects on abilityto drmee and to use mackines,

(b undesivable effects including standardised texd expressly asking healtheare
professionals to report @up suspecte d adverse reqolion i aocordance with e
national reporiing systew referved bo in Arficle 108(1) and specifiing the different
ways of reporting availeble flectronic reporiing, postal address or o¥hers) in
comp lianee with Article 108(1), second subparagrapk;

(1) overdose (syraptorns, ernerge ney proce dures, antidotes).
L phanmacological prope es:

(a) pharmacodymarmic properies,

b)  pharmacokinetic properties,

{c)  non-clirdcal safety data.
(] pharmacentical parienlars:

fa) lstof exciplents,

(b)) major mcor patibilities,
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fe)  shelf life end, when necessary 2helf Gfe after reconstitition or difuEon of the
redicinal produet or when the irare diate packaging is opened for the first titae,

(d)  epesdelyirecantions for storage,
(el natre and contents of containe,

i) epesdelyrecantions for disposal of a<ssed redicinal product or waste materials
dermve d from such medicinal product, if appeogpriate. Incase of anfirnicrobaal
redicinal products in addition to the precantons a warning that inappeopeiate
dispozal of the rmedicinal product contribute s to antiraerobial resistance.

(T tnarketing anthorisation holder.

(&) marketing anthorisation nuabes.

[y date of the first marketing authorisation or renewal of the marketing authorization.
(100 date of revizion of the text.

(11 for radiophartnace uticals, full details of internal radiation dositaetiy

(1 for radiopharmace uhicals, additional detailed instructions for ex e poranecus preparation
and guality control of such preparation and, where appropeiate, mairantn storage tive
durirg which anyinterrmediate pre paration such as an eluate or the readwto-use

phanmaceutical will confiorm with its specifications.
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ANMNEX VI
CONTEWTS OF PACK &AGE LEAFLET
The packaze leaflet shall contain, in the order indicated below, the followine wfbrrmation:
(1 for the identification of the medicinal product:

fa)  the naree of the medicinal product followed by its stte ngth and pharrnaceutical form,
and, if appropriate, whether it is intended for babies, children or adults. The cominon
narne shallbe included where the medicinal product containg orlyone actoe

aihatance and if its name is an irsented name;

by the pharnaco-therapeutic group or type of actmaty in tertns easily comprehensible for
the patient,

(2 the the rapeutic indications,

3 a list of inforrnation that iz necessarybefore the medicinal product is taken:
(a]l contra-indications,
(b} appropeiate precantions for use;

e forems of interaction with other medicinal products and other forrns of rterac ion
(e.g. aleohol, tobaceo, food and ke rbal products) that may affect the action of the

medicinal product,
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(d)

special warnings;

4 the necessary and usual instroctions for proper use, and m particular:

(a)
()

(el

the desssedoseposology,

the method incliding any necessany step for preparation and wee of any required
device for me amurement or de v ery and, 1f necessary ronte of adainistration,

the frequency of adrwinistration, specifiing if necessary the appropiate e at which
the mmedicinal product ray or st be adred ristere d,

antd, as appeopriate, de pending on the nature of the e dicinal peoduct:

(d)

(el

(f)
{z)
(h)

the duration of treatment, where it shonuld be limited;

the action fo be taken in caze of an overdose (such as swraptorns, erergeney
procedhres),

what to do when one or more doses have notheen taken;
mdication, if necessary, of the rsk of withdrawal effects,

a gpecific recorrnendation to conslt the doctor or the pharmacist, as appropeiate, for
any clanfication on the use of the rmedicinal product;
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3 a description of the adverse reactions that may oo owr urder norraal use of the e dicinal
product and, if necessary; the acton to be taker in such 2 case, incleding shandardized texd

expreasly ashing patienis bo communicaly any suspecled adverse reachion to their doctor,

pharmacist, healtheare professional or directy to the nehional reporing system referred
to in Arficle 106(1), and specifiring the different waps of reporting cvailable (plectronic

reporiing, postal address or offiers) in complianee with Article 105(1), second

subparagraph,

(&) teferences to the following:

fa)

{h)
(el

(d)

(e)

the expiry date indicated on the label, with a warning against using the medicinal
product after that date;

whe re appeopriate spesial storage precautions,
if necessary, a warhing concerning certain visible signs of deterioration,

the full gqualitatrve coraposition (in active substance s and excipients) ad the
gjuanti tative cormposiion in active sihstanees, using coranoh harnes, for each
presentation of the medicinal product,

for each presentation of the medicinal product, the pharrnaceutical forrn and conte nd

in weight, wolurne or undts of dosage,
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ifi  information on where the leaflet iz available in formate accessible for persons with

disahilities;

fz)  the nare, address and o -wail-ewed addve sz of the marke fing authorization holder and,
whe re applicable, the name of their appointed e presentatiee s in the Mleraber States;

(k1 the name and address of the manufachirer.

(' the date on which the package leaflet was last revised,
£ for antiricrobials, a weeedne that e secliion that contains the
global antimicrobial resistance symbol, specific information abowt the medicinal product
sespdeataatancon oo med and information on antirmicrobial vesistance and the importance
af appropriak wse and disposal of anBmicrobials referred to in Arlicle 89 paragraph 2.
The list set out in point (3) shall:
) take into account the particular condition of certain cate gories of wsers (children, preghant
ot breastfeeding worner, sddesadubiselde ly, persons with specific pathological conditions
and persons with disabiliies);
ik mentior, iff appeopriate, possible effects on the abilityto dive vehicles or to operate
tnachinety,
(ol list those excipients the knowledge of which is important for the safe and effective use of
the medicinal product axe inebuded-da-the-detatled-mid e ettt
i
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ANNEX VII
LRELS FCOR ADAPTED FRANWEWORKS REFEERED TO [N ARTICLE 22

Phage-containing medicinal products, in cases whete the medicinal prodact has a variable
cornposition depe nding on the specific clinical context.
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ANNEX VI

CORBELATION TABLE [T RE UPDATEDS

Begulation (EC) Mo

Diirective 2001023 (EC) 190172006 Thiz Dhirectrre
At A1) Art, 1013 and (27
Art AN Art 1)
Art A3 Art 13 and 149010 second
sente noe
Art 3010, (2 and (3) Lyt 1050, point (a), (o) and (o)
At 3N At 2010 and ()
At A4 Art. 1010), point (a)
Art. 110 Art 10T
Art A3 Art (M
Lt 4(5) Art1(E)
Art 5010 A1t 5(1)
At S0 At 3N
At 503 Art. 5(3)
Art, 504 Art, 304
Art a1} Art 5
At Al Art 16013
Art T Art 1600
Art A1) At S(1)
Art B3 Art G0 and Arvex
Art 203, 2nd and 3xd Lt G030 and (4)
subpearazra phs
Lt Tand Lt B Art 6(5)
Lyt B Art GA)
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Begulation (EC) Mo

Diirective 2001023 (EC) 190173006 Tz Dhrectrve
At 12 Art T
Lyt 10713, 1st subparasraph At A1)
A1t 1002, point (b, 3th &t 93, second subparagraph
sentence
Lyt 1001, 3rd subperasraph Pt Y
Lyt 10020, point (b, 2nd Art, 204
sentence
Art. 1003) At 10
Art. 1004) At 11
Art 10a Lrt 13
Art 10c Lt 14
Art 17(1), 1st subparagraph &1t 30
Lt 1710, 2nd subparagraph Art 33010 and (29, Lt 35
Art 17020 Art 33(3)
At 1E Art 3304
Lrt 1901} Eﬁ:.;t 29¢1), points (a), (b) and
c
Lt 23017 At A2017 and (2
Lyt 2500, 1st subparagraph, | At 48(3)
introdurtory sentence and
points (2] and (b)
Bt 23020, Ind subparagraph | Lt SR
Bt 23030, Ind svbparagraph | At 48(5)
Lt 24 Art, 4508)
Lt 2E(1), Ind svbparagraph | At 49(1)
Lt 2800 Art 49070
Lt 2803), 1st sentence &t 4903
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Begulation (EC) Mo

Directive 200123 (EC) 190173006 Thiz Clirectre
Lyt 20, 5rd subparagraph Luxt, 4904
Lt 20, 1st subparagraph Lt 2
Lt d1 Lt 43
A1t Ma, 1st subparazraph Art 44710, points (a) to ()
Lt 21a, 2nd subparagraph Lurt. 4402
Lt 22 Lurt, 45017 and (2
Lurt 26010 Lt 4713, points (a), (b and
()
Lurt, 2602y and (3) Lt 402 and (3)
Lurt 6(la) Lurt. 56015
Art D3, 1st subparazraph Art 5602
At B(2) At S6(8)
Lt 23a, 3rd subparagraph Lt 605
Lt 25 Lt 6l
Lt 70 Lt 50
Lt TI(1) Lurt. 51017, points (a) fo (d)
Lt TICH Lurt 5103
Lt T103) Lurt 5104
Lot T1(4y and (5} Lrt 5105) and (&)
Luxt. T2 Lt 52
Lt 73 Lt 53
Lt 74 Lt 54
Lt Tda Lt 55
Lt 11, 1st subparagraph, Lt 62015
introducstorysentetice
Lrt 11, 2nd subparazraph Lt &30
Lt 11, 4th subparagraph Lt 6203
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Begulation (EC) Mo

Diirective 2001023 (EC) 190173006 Tz Dhrectrve
At 52 Art A3(1)
Lyt 63020, 1ot svbparagraph, At A3
lst serte nce
At 52 Art 6304
Lyt 39010, 1at subparasraph, &t G401
introductorysentence
Lt 3901, 3rd subparagraph Art, G4
At 39(3) Art 643
Lyt 54, introductor sy sentetice Art a1
Lrt 5da Lt 67
Lt 66 At GE(1), (2hand (3)
At 67 Art. BE()
Lt 56 Lt 70
At Sha Art. Tl
Ayt 57 LAt T2
Lt 62 Lrt T3
Art 63017, 1stand 2nd At TACLY and (20
subysracra phs
Lt 6302, 13t subparagraph, Art T3
2nd sents nce
At 6303, 2nd sentenee Art ALY
Art 6303, 15t sentence L&yt 75, mtroductorsy sentence
and points (a) and ()
At 6l At 76
Lt 60 Lt TR
Lt 64 Lt 79
Lt 65 Lrt. T
Lrt, 1005) Lt 21020, point (d)
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Dire ctive 2001/83 (EC) Reguaton (L) Ho This Directive

Art. 10(A) Art 25

Lrt 27 Lrt, 37

Lt 22010 Lt 3401 and (20, bt 3601)

and (2]

At 2800 &t 3A03) and ()

Art, 2503 Art. 3A(5)

Bt 2200 and (5) At 3AE0 and (7Y, Lrt 3605}

and (2]

At 29017, () and (3) Art ZEC1), (2 and (3

Art 2900 1st sentence Art 3R

Lt 290A) Art 3E(5)

Art 30017 Art 30

Lt 3002 Lt A0

Art 32010, (2 and (3) Art A1010, (2 and (3)

Lyt 3204, 1at svbparasraph, Lyt 4104, 1at svbparazraph,

introductorysentence and introductory sentence and

points (ay to (d) points (a) to (d)

Lrt, 3204, 2nd and 3rd Lrt, 4104, 2nd and 3rd

subysracraph subparacraph

At 3205) Art 4105)

Lt 33 Lt 42

Lt B1, 3rd subparagraph Bt 56030, 2nd subparagraph
Lrt33 At
Lyt 35 &1t 60
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Begulation (EC) Mo

Directive 200123 (EC) 190173006 Thiz Clirectre
Lt 34 Lurt, 42
Lt 3615 Lt BA(1Y
Lt 360 Lot BAC)
Lt 3603 Lurt BA(3)
Lt 365 Lurt, SA()
Lyt 23a, 1st subparagraph, Lt 87010, 1at svbparagraph,
introductorysentence and introductory sentence and
points (z) and (b) points {a) aud (&)
Lyt 223 2nd subparagraph &yt U1, 2nd subparasraph
Lt 22ald) and (3) Lt 8702 and (3)
Lt 2 Lt 88
Lt Lo Lt 29
Lot 23010, (2 and (30 Lt POC13, 2y and (3)
Art 2304, 1st subparagraph Art 900D, 1at sentence
Lt 25304, Ind subparagraph Lurt, Q05
Lt 25h(1) Lt 920
Lt 25k Lt 9203), 1stand 2nd
sentence
Lurt, 25 2a) Lt 920, introductory
sentence and points (a) and (b)
Lt 35 Lt 93
Lyt 45015 Lt D413
Lt 4603 Lurt, D43
Lot a0y Lt B4
Lt 605 Lurt, D5
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Directive 2001/3 (EC) Reguaton (L) Ho This Directive

A1t 31(1), 1st subparagraph &1t 95(1), 1st subparagraph,
Lt sente nee
Lrt. A5(17, 1at svbparagraph,
2nd sente nce

Lt 31(1), 2nd to 5th Lt 95013, 2nd to 5th

subparagraph subparagraph

Lt 31020, (30 and (4 Lurt, B30, (3 and (4

Lt 101 Lt 96

Lt 102, st subparagraph, Lt (1)

points (a) to (&)

Lrt. 102, 2nd subparag raph Lurt, S0

Lt 103 Lt 98

Lurt 104(1% and (2 Lot 99013, (2 and ()

Lyt 104030, 1ot subparagraph At 990

Lt 104033, 2nd subparagraph Luxt, D95

Lt 1044 Lurt, DOCE)

Lt 104 Lt 100

Lt 105 Lt 101

Lurt. 106 Lt 10201, introductory
sentence and points (a) ta (o),
()

Lt 1071 Lt 103

Lt 106a Lt 104

Lt 107 Lrt 10517 to (5}

Lurt, 107a(1), st Lrticle 106(1), 1st

subparacraph, 1st sentence subparacraph, 1st sentence

Lurt 107a(1), 1st Lrticle 10601}, 1st

subpsracraph, 2ud sentence subparasraph, 31l sentence
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Dire ctive 2001183 (EC) Rﬂgufgg'f}lzﬂn%g} Mo This Directive
At 107a(1), 2nd At 106(1), 2nd subparagraph
subparagraph
At 107a(2) to (6) Article 106(2) 1o ()
Art. 10Tk}, 15t subpearasraph &rt 107701, 1st subpatagraph
At 107b(1), 2nd and 31d Art 107()
subparasraph
At 107b(2) and (3) At 107(3) and (4)
At 107c At 108
At 1074 At 100
At 107s At 110
At 107F At 111
At 107g At 112
At 107k At 113
At 107 At 114
At 107 At 115
At 107k Lt 116
At 107m At 117
At 107n At 118
At 1070 At 119
At 107p At 120
At 107y Art 121
At 102 At 122
At 10%a At 123
At 10%h At 124
At 13 At 125
At 14 At 126
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Dire ctive 2001183 (EC) Rﬂgufgg'f}lzﬂn%g} Mo This Directive

At 15 Lt 127

At 39 bt 128

At 63 Akt 120

At 69 At 130

At 100 At 131

At 124 At 132

At 16(1) and (2) At 133

At 16(3), 53, 85, 119 Ant 133(3)

At 16a Lt 134

At 16k At 135

At 16c At 136

At 16d At 137

At 16e At 138

Ant 167 At 139

At 16z At 140

At 16K(1) At 141(1)

At 16H(2) Art 141(2), Lst and 2nd
subparagraph

At 16k(2), Sth subparagraph At 141(2), 3rd subparagraph

At 16h(3) and (4) At 141(3) and (4)

At 40(1) At 142(1)

At 40(2), st subparagragh At 142(2)

At 40(2), 2nd subparagraph At 142(3), introductory
sentence and point (a)
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Dire ctive 2001183 (EC) Rﬂgufgg'f}lzﬂn%g} Mo This Directive

At 40(3) At 142(4)

At 4004 Lt 142(5)

&1t A1, 1st subpsragraph &rt 14301, introductory
senterce and points (a), (b)
and (c)

At 41, 2nd sbparazraph At 143(2)

At 42 At 14401, 1st subparagraph,
144(2) amd (3)

At 43 Art 144(1), 2nd subparasraph

At 44 At 145

At 45 At 146

Lt 46 At 147(1) and (2)

Art 47a At 140

At STh(1) At 150(1)

At 118h At 150(2)

At STh(2) At 150(3)

At 43013 and (2) At 151(1) and (2)

At 49(1) At 152(1)

At 51 Art 153(1), (2) and (3)

At 52 At 154

Art 528 At 157

Art 47, 1 o dth subparagraph At 160

Art. 47, 5th subparagraph At 161

Art 127 At 155
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Dire ctive 2001183 (EC) Rﬂgufgg'f}lzﬂn%g} Mo This Directive
At 463 At 156
Art 528 bt 157
At 46h(1), (2) and (3) At 158(1), (2) and (3)
At 46h(4) At 158(4)
At 111b At 150
At 76 At 167
Art 77 At 163
Art TE Art 185017, 2nd sente noe
Lt 79 Lt 164
At 80 At 166(1) to (4)
Ant 81 At 167
At 82 At 162
At 83 ALt 160
Art 858 At 170
Lt 85h(1) At 171(1)
At 85h(2), Lst and 3rd At 171(2)
subysracraph
At B5h(3) and(4) At 1713) and (4)
At 85c(1) and (2) At 172(1) and (2)
At 850(6) Art 172(3)
At 850(3) At 173(1) and (2)
At 850(4) At 174(1)
At 850(5) At 174(2)
At 85d Art 1743)
At 86 At 175
At 87 At 176(1), (2) and (3)
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Dire ctive 2001183 (EC) Rﬂgufgg'f}lzﬂn%g} Mo This Directive
Lt 88 At 177
At 89 bt 172
At 90 At 170
Art 91 At 120
At 92 At 181
At 93 At 182
At 04 At 183
Art. 95 At 134
At 96(1) At 185(1)
At 96(2) At 185(3)
At 97 At 126
At 98 At 187
At 111(1) At 138(1), (2) and (6)
At 111018 At 138(3), point (2)
At 111¢1kY, 1st sibparagraph Art. 188(3), point (k)
At 111(1b), 2nd At 138(5), points (b, (d) and
subpsracraphs, points (&) and ()
ib)
At 111¢16) At 138(6)
At 111(1d) At 138(5), point (g)
At 11171g) At 138(7)
At 111(1R) At 138(2)
Art. 111¢3), fizst subparagraph At 138(9)
At 111¢3), 2nd subpaagraph At 138(10)
At 111(3), 3rd subparag raph At 138(11)
At 111(4) At 138(12)
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Dire ctive 2001/83 (EC) Reguaton (L) Ho This Directive
Lt 111(5), 1t subparagraph Ari. 1BE{13)
Lt 11106) Lt 1RECLS)
Lrt 11157 Lt 12E{1a)
Lrt 11108) Lt LEECLT)
Lt 111a, 1st subparagraph Lt 190617
Lrt 111a, 2nd subparagraph Lurt, 19052}
brt 112 brt. 191
LAt 113 Lt 192
Lrt 114 Lrt. 193
Lyt 115 Lt 194
Lyt 116, lat svbparagraph Lt 195(1)
Lt 116, 2nd and 3rd Lurt, 195(3) and ()
subpearacraph
Lrt 11E(1) brt. 19505)
Lrt 11710 Lt 196(1), introductony
sentence and points (a) to (g)
Lt 1172) and (3) Lurt. 196(2) and (3)
BArt. 117a{1) to {3) bt 197
Lt 118(2) Lt 198
Lrt 126 Lurt, 199
byt 118a Lurt. 206
Lurt. 118c) Lurt, 20102
Lt 122 Lurt, 202
Brt 123 Lurt. 203
Lt 125 Lt 204
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Dire ctive 2001183 (EC) Rﬂgufgg'f}lzﬂn%g} Mo This Directive
At 126a(1) to (4) At 205
At 126b At 202
At 127h Lt 207
At Sa At 209(1)
At 8(24), (2, Lst At 20062, 15t subparagraph
subparagraph
At 8(2h), 2nd subparagraph At 209(2), 2ud subperagraph
At 13a(1) and (2) At 200(3) and (4]
Art. 20, 2nd sbparagraph At 200(5)
Art A0(1a), 1st subyparasraph Art 2090A)
At 40{3a) At 209(7)
At 43(3) At 209(2)
At 104(3), 3rd subparagraph ALt 209(9)
At 127d(1) At 20910}
At 111e At 210
At 3(2b) At 211(1)
At 20, 2nd sbparazraph Art 211(2)
At 40{1a) Art 211(3)
At 40{3a) At 211(4)
At 1260 211(5)
At 1274 At 211(9)
At 127c At 212
At 120 At 213
Art 121(1) Art 2141
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Begulation (EC) Mo

Diirective 2001023 (EC) 190173006 Tz Dhrectrve
Bt 121020, 1st subparagraph Art. 214020
Lt 121030, 1st subparagraph Lt 21403)
Art 12104 At 21404)
Ayt 121a Byt 215
Lt B30, points (a) fo (o) Liymex [, points (13, (21 and (3)
Lt B30, points (d) to (1) Linmex I, points (6) to (123
Art 2(3), points (1a) fo (m) Armex I, points (14) to (20)
At 9 Lnmex [, point (22
Armex Armex [T
Bt 49070 Lnmex [V, point (1)
Bt 49070 Lonmex [V, point (4
Lurt, 49030, 1ot subparagraph Linmex [V, point (5
Art 30017 Lnmex [V, point (6)
Lyt 50020, 1st subparasraph Lnmex IV, point (7)
Lt 54 Art 65, bnmex W
Art 11 Armex V1
At 50 Lnmex VI points (13 to (7)
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