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- Analesis of the final comarorise fexd with g view fo agreerment

Delegations will find in Anvex the final coraprordse text of the Fegulation laying down Undon
procedure s for the authorization and supervision of medicinal peoducts for huran use and
establishing rales govemming the Enropean e dicines Ageney.
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ANNEX

Proposal for a

REGULATION
OF THE EUR OPEAN PARLIAMENT AND OF THE COUNCIL

of

laying down Unionprocedures for the authorisation and supervision of medivinal produe is

for human use and estahbishing rules governing the Ewropean Medicines Agency, amend ing

Regulation (EC) Mo 139422007 and Regulation ET) No 536/2014 and rep ealing Rezulation
(EC) Mo 726/2004, Regulation (EC) Mo 1412000 and Regulation (EC) Mo 19012006

(Text with EE& relevance)

THE EUROFELN PARTIANENT ANMD THE COUMCIL OF THE EUROFPE &1 THIOH,

Haring regard to the Treaty on the Funetioning of the Buropean Urdon, and in partieular &rticle 114
and &rticle 16204, point (c), thereof,

Having regard to the proposal fror the Furopean Comrnission,

After transrnission of the draft legislatre act to the national parliarments,

Having regard fo the opindon of the Ewropean Econorde and Social Commrdttes?,
Having regard to the opinion of the Coramittes of the Regions?,

Leting inaccordance with the ordinarylegislative procedure,

1 1 R
z orc,,p..
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Whereas:

(1)

i)

(2a)

The Urion phartnaceutical frarneworl has enabled the authorisation of safe, efficacions
and high-quality redicines in the Urndon, contributing toa high level of public health and a
stnooth functioning of the internal market of these products.

The Fharrnacentical 5 trategy for Enrope marks a twrning point with the addition of forther
keyobjecttves and byesseimaaiming to create an altrachve environment for research,
development and production of medicinal products in the Union, along with a modem
fraremork that makes mnrvative and established medicinal peoducts svailable to patients
atd healtheare systems at affordable prices, while strengthe ning the fight against
shortages of medicinal products and enswring security of supply and addressing

e rraronrne ital conce mms.

Ensuring that patients receive e medicines they nead, when they need them, regardless
af where they Bve in the Dhion, is a central objectve of the Furopean Health Union,
Ernzuring the compeltibveness of the Furope an pharseee eubic ol industy, whilst providing
better availability of medicines and more egual and timely access for patients, iz a key

objective of the Union pharmaceudical reform.
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(zh)

Published on 24 October 2023, the communication of the Comumission entitled
Addressing medicine shortages in the ELF outlined key measures qimed at aims b0
addressing crifical shortages of medicines and stren gthening securily of supply in the
Linion in anticipation of the measures included in $he pharmacendical re milakon.
Among other things, this Compmunicabion foresaw a firgt informal ion Bt of crifical
medicines and the launch of @ Furopean voluntary solidarily mechanisn for medicines
allowing Member States to reguest support from another Member Sote and
redigtibution of available stocks in the event of shortage.

(3 Lddressing unecual patient access of medicinal products has hecome a ke oty of the
Fharrnacentical 5 trategy for Europe as has been highlizhted by the Conveil and the
European Patliaraent. IWermber States and the Furopean Parlioment have called for
revized mecharisns and ince nive s for developenent of medicinal products tailored to the
lewvel of uranet medical need, while enswing that Bre process is ransparent, patient access
and availability as we [ as affordabilify of medicinal products in all Ileraber States.
G306,26 4
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Previous amendraents to the Undon pharmace uhical legislation have addre ssed access o
medicinal products by providing for acc elerate d asse ssrne nt for marketing anthorisation
applications or by allowing conditional marketing authorization for redicinal products for
urrnet medical need. While these measures accelerated the authorisation of innovative and
protaising the rapies in some areas, these medicinal peoducts do not alwaye reach the
patient and patients in the Urdon still have different levels of access to rmedicines.
addition, wanp unaddressed public health prioskies remain.

The COVID-12 pande roic hes-mpetbiakdediiriie r wederine d critical issues, which require
a reforn of the Union pharnace uticals framework fo strengthen its resilience, while
improving the availebilily of me dicina! products and fo ensare that it condeibates to public
heclth needs and serves the people under all cirowrnstances.
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i) For the sake of clarity, it 15 necessary o replace Regulation (BC) Mo 72652004 of the
Ewopean Parliament and of the Counc il with a new Fegulation.

0 Weternary medicinal products are govermed by Begulation (E1T) Ho 2001906 of the
Ewropean Parliament and of the Council?. These medicinal products are outside the
scope of this Begulation, even if certain provisions regarding the govermance and general
tasks of the Lgency set out in this Fegulation apply to these medicinal products. The
specifle tasks of the Agencwin respect to ve terinary medicinal peoducts ate laid down
Begulation 20196 and Regulation 47072009 of the Enropean Parliament and of the

Conricil®,

: Begulation (EC) Mo T26/2004 of the European Parliament and of the Couneil of 31 Tvhrch
2004 lavire down Corrourd ty proce duares for the anthorisation and supersion of medicinal
products for hrean and e terinary use and establishing a Furopean Medicines Ageney
(DT L 136, 3042004, p. 1)

4 Begulation (E1T) 20196 of the Enropean Parliament and of the Couneil of 11 Decermber
2018 onweterinaryimedicinal products and re pealing Dirvec tove 2001/22/EC (0T L 4,
7.1.2019, 1 43).

i R.eg1.1la1:'u:|1{:I (EC) Mo 47072009 of the European Parliarnent and of the Couneil of & May 2009
laving down Coraraanity procedure s for the establishiment of residue lidts of
phiarmacologically ac e substances in foodstaffs of ardral orgin, repealing Council
Regulation (EEC) Mo 237700 and atne nding Directree 2001E2EC of the Ewropean
Patliament and of the Couneil and Begulation (EC) Mo 72602004 of the Enropean
Parliawent and of the Couneil (OF L 152, 16.6.2002, 1. 13
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The scope of centrally authorised redicinal products has been adapted to the realities of
the market and tec hmological developrient as well as the need to enswre a centralised
assesgment for certain categories of medicinal produets. In the lizht of the Coraradssion's
report® on the experience gained, it has proved nece ssaryto improve the operation of the
tnarketing anthorisation peocedure s fior the placing of medicinal produsts on the Urdon
tnarket and o avend certain adininistratiee aspects of the Enrope an Medicines Agency In
addifior, the re gulatory fratne work should be adapted o the cwrent market conditions and
ecobornie reality, while continning to safeguard a high leseel of protec ion of public health
atd the errdrorene nt. The conclusions of that re port call for corrections to sorme of the
operating procedures and require adaptations to take account of scientific and
technological dese loperent. It also emerges from the report that the gereral principles
previously established which gosern the centralised marke ting anthorisation proce dure
(‘centralized procedure™) should be maintained.

Lz to the scope of this Fegulation, the authorisation of antirnicrobials is-isnjpeineipda in the
interest of patients’ health at nion lewvel and therefore it shonld be made possile to

authorse therm at Tmon lewel.

Beport frorn the Cormmission to the European Parliament and the Council on the experence
acguired with the peocedures for anthorising and superdsing medicinal products for karnan
use, in accordance with the requirements setout in the EU legislation on medicinal products
for horean nse, COR 20210497 final .
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(103

With a wiew to maintain a hagh-level of scientific evaluation for new rmedicinal products
and medicinal products that will serve the entive Union population, the centralised
procedure shonld be rnandatory for high-technological medicinal products, particulalsy
those resulting frorn bictechnological processes, for edvanced Hrerapy me dicinal
products, priority antivdcrobials, orphan e dicinal produe ts, geediatdaastn edic inal
products appling for peediatric use markeng cuthorsetion and any medicinal product
that include s ang new actire pubstanceenotauthoncsd before tha lact i portant chanas 4o
weubstance. In addition, He mandaton scope of the centralised procedure i
BB onl e e flect Bhe scope provided for by Fegulation (EC) 7262004 and showld
therefore combfinue bo apply to medicinal products quthorised bebween 2000y 2004 and
the date of entsy into application of this Fegulafion, which contained a new achve
subgtance and for the indications bsted in Awnex I,

366,26 2
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(113

&3 regards medicinal products for huran use, optional access to the centralissd procedure
shonld alzo be foreseen in cases where use of a single procedure produces added walue for
the patient. The centralised procedure shold rvernain optioral for ree dicinal produc t
which, although notbelonging 4o the categories of peoducts tobe authorised by the Union,
ate nevertheless therape utically inmoeative. [t iz also appeopeiate o allow access to this
procedure for redicinal products whick, althoush not tmoseattee ) mayrbe of'berefit to
societyor to patients, including paediatric patients, if they ave authorized from the outset at
Union lewel, such as certain medicinal products which canbe supplied withont 2 reedical
prescription. This option mayhbe extended to generic and biosimilar rmedicinal products
authorized by the Urion, provided that this in no wayundemmines either the harmonisation
achieved when the reference medicinal penduct was evaluated or the results of that
evaluation. &t the satee time, to enmwre wide svailability of generic medicinal products,
those medicinal products may be authorsed in any case by the competent authorities of the
Dlermber States, even if thew are based on a centrally authorized refere nee edic inal
product.
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(Ila) The Courtof Juskee of the European Thion (hereafler "the Court”) has on numerous
vecasions held that the health and [ife of humans rank foremost among the assets and
interests protected by the Trealy. According to the Charter of Fundamental Richts, o
high level of Buman health protechon shell be ensmired in the dafinition aud
implementation of all the Lhion s policies and activitios. The centralised procedure
ersures a high standard of sciensific assessment and delivers fouificant bens fils to the
Iinion's patient population, paricularly regarding mnov abve me dicines that can
improve diagnosis, prevention and treahnent of diseases and patients’ lves. In addifion
to it objechive of guarantesing a high level of profecon of public heclth af Thion level
the cenbralised procedure also brings greater clariy and efficiency to the Union's
auithorisation spstew. This allows applicants of such products to benefit from easior and
harmonised access to the Buropean Ukion market. However, rege innovabve medicinal
products are gffen unevenly availeble across the Union; this resulls in different levels of
patient access depending on the Member State in which patients Bve. While fully
respecting fundamental rights and without prejudice to the provisions of the Treaties,
incfuding provisions on e free movement of goods and competiion, i i essenbial that
marke ing authorisation holders who obtain a centralise dmarkefing authorisaion for
such medicinal products male eveny effortto place them on the market in all Member

Shates.
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In Gght of the fact that medicingl products are key for @ broad and good therapentic
affer to patients in the EI thisis necessary to maintain @ high level of public health
profechion across the ELL rewmeove obstacles within the internal market and bo shrengthen
Lnion-wide access bo these producks. Markeling authorisahion holiers should, in
addifion to established national legislation and proce dures aiming ot making available
and supplping medicing products at nebonal level, also malie Hoely hestefforts in
cowmpling with new me chawians provided by the revized Direchye that allow Member
Shates bo signal direct to companies thelr inberest o Rove supply of a specific new
medicinal product Aceordingly, @ marlebng authoriaztion holder for o medicinal
product quthorized through the cenlralised proce dure which is subjectto re mdatory
protection or intelectual properly rights should ensure that the medicinal product is
made available and supplied i cocordance with the needs of patient populations across
il Member States. This obligation, however, showld neither compromise the flnancial
vighiliy of the company nor be congidered breached where exdernal factors beyond the
company's control make supply in oll Member Shates impossible.

366,26 11
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 12

LIFE.5

EN



112} The stucture and operation of the varions bodies raking up the &z ency should be
designed in such a wayas to take into account the need to constantly rene w scientific
expertise, the need for coope ration between Tnion and national bhodies, the need for
adecuate rnolverne nt of civil societs; and the future exlargerent of the Urdon. The
warions bodies of the Lgeney should establish and develop appropeiate contacts with the
parties concetned, in particular with re presentatrve s of patie nts, congurzers and healtheare
professionals.

113} The chief task of the &gencyshowld be to provide Urndon institations and Wk mber States
with the best possible scientific opinions to enable them to exercize the powers of
anthorsation and supervision of medicinal products conferred on thern by Union legal acts
in the field of medicinal products. Marketing authorsation should be granted by the
Corraizsion ondyafter a single seientific evaluation procedure addressing the guality,
safety and efficacy of high-technology medicinal products hasbeen condusted by the
Lgency applving the highest possible standards.

(L3a)  Hhen axmessing the marketing authonisation epplication of the medicinal product, the
Agency should draw up the Furopean asessment report on the gualily, safely, efficacy,
and e exvironmental risk assesswent of the medicinal product and e reasons for is
opirdon. The Agency showld make publicly available a summan of e Enropean
arsesnent report and @ sumamary of the enyirommental risk agsessment, after the
deletion of any wnformation of @ comme reially confidentiol notere and wrllenina

manner that is understandable to the public.
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(14 Toensare close cooperation be taeen the Agencyand scientists operating in Ivk raber
States, the coraposition of the Ivhnagement Board should be such as to guarantee that the
corapetent authorities of the vk raber States ave closely ivvoleed in the owverall
managernent of the Union systern for authorsng medicina] products,

(Tda)  Topresenve the scientific inke grily of the worll and activ ifes of the European Medicines
Agency, the independence and impartiality of the members of the Management Board,
the comunittees, rapportenss and experts, who parfeoipate in meetings or working
growps of the Agency, is crucial o qvoid anp conflict of interest In implementing thes
objective, the Agency faces the challenge of balancing the need for specific expert input
within fght ime lnes with the necessiyy of safe guarding the credibility of is de cisions
From being comprowised by conflicls of interest. In certain fields, such as rare diseases,
special populations, niche therapeubic indic abons and Righly innovative fechnologies,
the pool of experts iz lmited, and many are involved in clinical research on me dicinal
products. In situakions where specific experfse is reguired and can be provide d ondy Iy
individials with competing interests, which would normally disgualify or limit their
iy olvement in the Agenop's activilies as a member or experd, ibmap s8I be in the
inderest of public health bo allow Fese individuals o provide observations before a
scientific assessment in finalised, while exeluding them from direct involvement in

dige ussions of decision-maeking
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115} The &gency's budget should be transperend and composed of fees and charge s paid by the
private sector and contributions from the Union budget fo goplerment Urion policies and
contributions paid frora third countries and i accordance, where applicable, with
Fegulabon 20245568, Although the majority of is funding comes from fees, the Agency
iga public authorily. Itis of ubnost impostance o safeouard ite ink grily and impartialiy
in order bo mainkain public rustin its work aud e Uion regulatory frame work,

(I5g)  The staff of the Acency, mcluding the Executive Divector and the Depuly Executive
Director of the Agency, as officicls or offer servants of the nion, as are bound by
independence , imparfialily, integrity and other obligations provided for in the Skaff
Fe milations and the Condifions of Emplopment of Crher Servants and the rules adopled
by agreement between the insbhudions of the Ui, which include obligaions afler
Teaving the service such as engaging in lobbying or advocacy vis-dvis saff of their
Former inshiiution for Yheir bumness, cliends or employers on matters for which ey were
respongible. The Raff Regulafions also lay down rules for Hose inkending to engage in
ar occupational qctiiyy, whether goinful or nob affer leaving the service and provides
JFor the possibiliy for the Agency, having regard bo the interests of the senvice, either
Forbid them from undertaling i or mive s approval subject to ary condifions it thinks

fit
366,26 14
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116y Exclustre responsbility for preparing the Azency's opirdons on all questions conce rming
medicinal products for hurnan use should be vested in the Coruaittes for Medic inal

Pradurcts for Human Use.

(173 The creation of the Lgency through Council Regulation (EEC) Mo 23020933 which was
replaced by Begulation (EC) Mo 72602004 has mads it posable to reinforee the scientific
evaluation and raonitoring of me dicinal products in the Urdor, in partienlar through its
scientific bodies and cormmittess for which cornpe tent authorities of the Mlerber States
provide experts and expertise, ensaring a high quality and inde pendent asse ssment. Fhes
Reaulationdoss-natastabliohanon-teeneThohaonermentonsdinds this Regulation
wweplaces Regulation 7262004, the Bgency, previously established by Regulation (EC)
Ho 726052004, shouwld conbnue s functioning i accordance with His Fegulahion.

(18} The fleld of actrvity of the srientific coramittess should be endarged and their operating
methods and cormposition modermized. In this regard it is iraportant to ensure patient and
healtheare professional re presentation in the Corarnittee for Huraan Diedicival Products as
itis the roain evaluation corenittes of the Lzencyior medicinal products for huaroan use.

fory
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(16a)

The Commussion showld select, based on a public call for expression of inlerest,
representatives of patients and he altheare professionals to the Conmitlee for Medicinal
Products for Human Lse and the Phamacovigilance Fisk Assessment Commiliee.
Healtheare professionals can be represente d By doctors and pharmmacists, The
appointment of such representatives should engure there is a well-balanced
representation of medical speciallies and diseases amongst appointe d members and
alternales, and there are robust meles on e prevention of confRicks of interests including
Firnancial or other inkerests in the pharmaceutical or medical devices indushy which
cowld gffect thelr Enpartialiy.

(19 Scientific acwice for fuhure applic ants seeking a rmarketing anthorisation shoald be
provvided more generally and i greater depth and should be adapled to e specificibes of
the medicinal product concerned. Sividlarly stue tares allowing the developene nt of
adhice for corpardes, in particular srall and wedinme-sized enterprises ("SMEs™) and not-
For-profit entifies, shovld be put in place. The Asency should also promote open and
public exchanges about latest sciendific developrments aed updates of sciendific
guide Gnes.

G306,26 16
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203 Proraising medicinal products that have the potential o sigrificantly addre ss patie nts”
wrenet medical needs and are expected to be of major interest from the point of view of
public health, in parBenlay asregards thevapenticalinnovation, or are priority
arimicrobials or are kel to target a neglecled bropical disease, should be nefit fror
early and enhanced scientific support. Such support will wltiroatel vhelp patie nte benefit
from new therapies as eatly as possible.

(Ae)  Ttisimportantio recogiise thet wammet medical needs aloo exdst in e area of menial
heclth, and that promising medicingl products to address such wamet medicel needs
showld also benefit from early and enhanced scientific support

(213 In order to allow for advice that is more indormatiee and an exchange of inforroation
betwreen different bodies, scientific advice provided by the Szency should some tirnes take
place in paralle] 4o scientific advice prosided byrother bodies. This should be the case for
the joint scientific consultation carried outbyrthe Mewber State Coordination Group on
Health Technolo gy bissesament foreseen in Begulation (ETT) 202172282 of the European
Parliament and of the Council® and, in cases of medicinal products irsobving a medical
device, the consultation of the expert panels as descrbed in Article 106 of Regulation (ETT)
Mo 2017745 of the European Parliare nt and of the Council’. Where parallel scientific
adwice consultation rechardsms are establishe d under other relevant Union legal acts, a
sitnilar rec havdsrn should apply.

B Begulation (ETT) 2021722582 of the Euwropean Patliarment and of the Conrcil of 15 Decernber
2021 on health technologywassessine nt and arnending Divectiee 201 IZAETT (O L 458,
22122041, o 1),

d Begulation (E1T) 200177745 of the Enropean Parliarment and of the Courecil of 5 &pril 2017
on medical devices, atne nding Direc trve 200183/EC, Begulation (EC) Mo 17252002 and
Regulation (EC) Mo 122372009 and repealing Couneil Direc tives U3ZSEFEC and
O3MAEEC (OTL 117, 552017, p. 1.
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(44

(23]

It is also recessary to reinforce the role of the scientific corrrdttees in such a wasas to
enable the Lgencywio participate actbrely in international sclentific dialogue and fo
dewelop certain acttvitie s that will be necessary, in parficular vegarding international
scientific harrordsation and techrdcal cooperation with the World Health Orzanization.

Furtherraore, without prejudice to the provisions laid down i Fegulation (ETT) 201948,
which remain applicable for ve terirary me dicinal products, @ order to create greater lagal
certainty;, it iz necessary to define the responsbilities regarding the transparenc yrules for
the Agency's work, to set certain conditions for the marketing of medicinal products
anthorsed b the Unior, to confer on the P:.genc_f,.rp:wers to reonitor the distribution of
medicinal products authorised by the Urio i
Berabercatesin-Sord counbiss; and to specify the sanctions and the procedures for
lrople rrenting thern in the event of failure to oheerve the provisions of this Begulation and
the conditions contained in the rmarke ting authorsations granted under the procedures it
establishes.

A36626
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(24

Beperposterit it iont prejudice to e powers of e nabonal competent authorifes and
withowt undermining their national inspection resources, the Bgenc ywshould be
ernppemossd-atdgmmanethenr vided with the tergebed inspection capacity to sessrant
e bonewherslaeiecontribule to e strenghiening of the supervision of the
manufacturing of the medicinal products worldwide, in the nterest of the Hadesmasd

Thallzion. The nterest of the Tnion mayconcetn situations where, to ensure faster access

to medicinal products, challengzes with inspe cions capacifies at national lesel have to e
addressed in a time Iy marmer or where a response to a public health emergenc yvor a major
event requires nrmediate action. Presading The re fore, the Boeneysath-appeogaiats.
wepesbershiowld be empowered and g en the capac ity satlele—a-the-bderaatlo support
Member States with regard to inspecions in third coundries. In parficular, where the

ﬂﬂmpé‘té‘nt ﬂuﬁlﬂﬁﬁ.ﬂ.ﬁ‘ I:If"t]:'I.E [Lraonfacihtatethe-diecarminationof baetmrac Bose—Lno

Eelemasethed lember Sates reque st Sesarupport in carring out Heir tasks under
reviged Directive 200183/ EC of the European Parliament and of the Council the
Ageney showld be able to participale in nspechons. Hhere fe compete nt authontsyof
o Ivlerabier State cannot caryy owt an inspechon, the boency-etieoms-disss-tos—a
showld facilitate the delegation of the inspection to another competent auihority of a
Memmber State. As a lastresort, where no other compelent authorly of @ Member Sake is
ahle tn acce pt 4o pthay rocmade et 4o the dymem el ome of eiten Toastadl 19 the TTago
eathe dele gafion to carry ot sepestens
the compelont quthorily concerned should be able do reguest the Agency to carry out the

inspeciion.

bRaann inspec o,
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(23]

Hhoss-ahelloxaaain the Union, hanorniss d inspection standards should be ensured through
the establishwe nt of a joint andit prograrere within the &zeneyw-This joint andit
programime will also firther harraonise the interpretation of good marmfacturing and

distribution practice s on the basis of Union legislattve requivernents. Az regards to is
implementation, i tales inly aocount he specific consfitbonal and adminifratue
shruckires of eack Member Shate pussuand bo Arkicle 4(2) TEINwhile engusing the
effechiveness of uch implemeniobion, i accordance with Article 4(3) of TEL Morecer,
1t will sapport farther routaal recognition of inspe chion outeorees between Ienber 5 tates
and with strategic partners. Within the joint audit prograreae, the corpetent authorities are
subject to regular audits conducte d by other Ileraber States to maintain an equrealent and
harmorised qualitysysten and to ensure an appropriate implerentation of relevant good
manufacturing and distribution prac tices into national laws and e qurvalence with other

ERb-imapestasatedfomber Sates.

1267 Len The inspechon working axeuperoups, which presadeeprovide inpart and
recormrnerdations on all matters relating, divee tly or indivectls; to good elinieal prackee,
good mannfacturing practice-sses good distibation practice erd good
pharmacovigilance practice, inespectve of the marketing authorsation procedure through
different reporting lines, showld be established within the Agency. In particular, Satthe
working group in charge of good mamfactring and good distribubion practices should
be responsible for the establishevnent, deve loprae nt and overall supe rvision of the joint andit

FroZrarnine .
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(26a)  Pharmaceutical research plaps q decisive role in the contingng mprovement in public
health and in ensuring the Thion's compelitiveness. Medicinal products, in parBeular
those that are the result of long, costly research will not confnue to be developed in the
Linion unless they are covered by favourable rules that provide for sufficient protection
to encourage such research. While such rmules can contribute bo the allracliveness of the
Iinion wmarket, they are however agnoshie to the medicines’ geographical orgin and
medicines from third countries qudhorized i the Dhion are egually eBgible to recewe

Iinion incentives.

(27 Topromote innovation and the dese lopene nt of new e dicinal products by SIVEs within
the meaning of Commission Recorme ndation 2003/361/ECY, and to reduce the cost of
the placing on the rarket of medicinal products for harnan use anthorised sia the
centralized procedure, these undertakings should bene fit fromm a support scherne frora the
dgency

(287 The support scherne shonld be cormposed of regulatory; procedural and adwministrative
support, and of a reduc tion, deferral or wabrer of fees. The scherme should cover the
warions steps rvobeed in pre-authorisation proce dures, such as scientific advice, the
subrnission of the marketing anthorizsation applicatior, and post-anthorsation procedures.

u Corarnission Recornemendation of 6 ey 2003 concerning the definition of micro, small and
medinm-sized enterprises (O L 124, 20.5 2003, p. 36).
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(297 bemabNot-for profit entitie s
wrdversities, public hodies, research centres or not-for-profit organizations, re present an

immportant somrce of Msemssbesrese arel in the areq of wnmet medical needs, research in
different subpopulations, repurposing and dreabment optimisation and should also benefit
from this support scherne. Whereas it should be posaible to take account of the particular
situation of these entities on an indradual basis, such support can best e achizved by
means of a dedicated support sche e, including adrairdstrative support and through the
reduction, deferral and watver of fees.

(307 The Lgency should be ermpowered to ghve scilentiflc recomrnendations on whether a
product under dewelopeaent, which conld potentially fall arnder the mandatory scope of the
centralized procedure, reets the scientific critenia to be a medicina produst, Such an
achizory e hanisrn would address, as earlyas pogsible, gquestions related to borderline
cases with othe r aveas such as substances of harean origing, cosme tics or rnedical devices,
which mayatise as srience develops. To ensure that recorminendations given by the
Lgencytake info account the views of ecquivalent advizsory ec hanistns in other legal
fravaeworks, the &gency should consult the relesant advisory or regulatorybodies.

(317 Toincrease transparency of scientific assessments and all other activities, a European
medicines web-portal showd be created and maintaine d by the Lzency.
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(3la) The lhion Register of medicingl products Bats dl medicind products for human wse as
well as orphan medicing products that have received a marketing authorisaon by the
Comamission throegh the centralized procedure. The information provided in the Union
Fe gister can be used to search for perbinentinformation on the medicinal product in
guesfon, including the active substance, and any post-authorisafion reguirements ag

well 2z applicable prolongations bo re gulatory profecion periods.

138 Experience with the fune iorang of the regulatory system has showm that the existing
European MWedicines Lzencymulti-scierntific comrmities stuchre often creates complexity
in the scientific assessmment process among conenittees, duplication of work and non-
optitrised nse of expertise and resomrces. In additior, the Ageney and the corpete nt
authorities of the IWkrber States are confronted with challenges related to lirnited capacity
and appeopriate experize o deal with increasing number of procedures related to existing
tnedicinal products and assessinent of new ones, in particular cutting edze invivative and
coraplex medicinal products.

133)  Tooptiraise the fanctorning and e fficiency of the regulatorysystern, the structure of the
Lgency's sclentfic corrittees is sirplified and reduced fo tao main Cornittees for
tedicinal products for harman nse, the Corraittee for e dicinal Products for Hurman Use
(CHIVIF) and Fharroac ovigilance Risk Segesament Cornrittes (PRAC),
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(33a)

The Agency and #s commitiees should where necessary, eslablish the appropricte
working parfies to ensure the ade quate expertise for the evaluation of medicines,
including an Environmental Risk Acsesemment worling party. Thet worling pary should
have the sclentific experfse necessany do characie ise and assess e exvironmerndal
righs, and the mitigalon measures for such risks, related to the uge and dsposal of
medicinal products.

134 The simplification of procedures should not hasee an tapact on standards or the gquality of
scientific evaluation of the medicinal products o guarantee the quality, safetvrand efficacy
of medicinal products. It should also allow for the reduetion of the scientific evaluation
period frorw 210 daye to 180 days.

1350 The Ageney’s scientific cormmittes s should be sbledo-deleatesorasclrupported, in
relaion fo their evalnation duties, hye working parties wlach should be open fo experts
from the scierdific world and appointed for this parposes whilst retaining cormplete
te sponsibility for the scientific opivdons ismed by thern,

G306,26 24

LHNEX LIFE.5 LIMITE EN

7424/26 ADD 2 25

LIFE.5

EN



(36 The expertise of the Corunittes for Ldvanced The rapies (CAT), the Corrnittes for Orphan
Iledicinal Products (COWE), the Paediatic Cormanittes (PDCOY and Corrattes for Hethal
Lledicival Products (HIVIPC) iz retained through working sroupe, working parties, ediison
growps, and a pool of experts who are crganised based on differert dozssineare as of
experise and who are giving ingnt to the CHIWFP and FR AT, This struchire gives the
possibilidy for CHMP and PRAC b call upon addifonal sclentific experts bo provide
specific nput and advice onspecific aspecls rawed duning e evaluation. In addifion,
patients and healtheare professionals can be part of the pool of experts based on their
experize. The CHNP and PRAC consists of experts fiom all Merber States while
working partes ard expe#t groups consist in majorty of ex perts appointed by the Ieraber
States, based on their expertizse | and, if necessary, of extemal experts. The model of
rapporteurs remains ancharged The efficiency gain nvob emend of adeguale scienkfic
experiize and broad geograpiic represendation of experts i the scienkfic commilices,
working parfies and worling groups will be ensured ag part of the strategy for the
or gantsahonel management and internal control spstewms . Pepresentation of patients and
health care professionals, with expertiss in ela wide rarnge of areas, including rare and
paediatric diseases, iz essessdassured at the CHMWE and PRAC, in addition to the
dedicated wiorking groupe representing patients and health care professionals. Tnfornakon
regarding the composiion and work of the conmitle s, working parfies and working
groups, should be publich available.
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f3oa)  JTtiscrucial i dhe experkse of experts is not only preserved within working groups,
working parfies, and a pool of experts, but also that the relevant experfise is expanded bo
cover emerging bechnolpgies, incorporates experfize from a broader range of Member
Shates, and encbles the Agency to continue fulfilling ils obligations of the highest
sciendific level. It is also essential that experts can share knowledge, expand their skills
through braining programs, sech as those offered by the EIT Metwork Training Cenlker
(EUNTC), and engage in on-the-job learning ackvities, meluding shadowing
rapporkeurs, mentoring, and parficipating in discussions on topics of inderest in working
parkes, Furopean Scienkific Expert Groups (ESE ), and other relevant fora

(37 Scienfific cormmittees, suek ae-dile the CAT have been instnumental to ensure expertise
and capacitybuilding in an ermerging technological field. Howeser, after more than 15
weats, advanced the mpor e dicinal peoduc ts ave now more cotiraot. ThesPall= integration
of their assesstrent in the work of the CHIVP will facilitate the assessment of medicinal
products within the same therapeutic class, independent of the technology on which they
are based [tdllaleo sneuss that all hiclomicalinedicinal mroductes are assscsad brrthe
B

(38 To allow fior raore inforrmative advice on clinical trial applications and thevefore a more
integrated developraent advice inview of future data reqpuirerne nis for marketing
anthorsation applications, the Sgenctyean engage in consultation with repre sentatives
from IvErober States with clinical trial expertize. Newvertheless, decisions on elinical tial
applications should rerain within the cormpete nee of the Wernber States, in accordance
with Regulation (E1T) Mo 5362014 of the Eumope an Parliame nt and of the Councill?,

12 Begulation (E1T) Mo 53672014 of the European Parliament and of the Couneil of 16 & pel
2014 on clinical trials on medicinal products for barnan use, and repealing Directne
200120/EC (0T L 158, 2752014, p. 1)
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(35

To allow for a raore indormattee decision making and for exchange of mforrmation and
pooling of knowledge on general issues of scientific or techxdeal nature related fo the tasks
of the Ageney regarding raedicinal products for harean use, in particnlar to scientifie

guide lines on unriet medical needs and the desigi of clincal tials, or other stodies and the
generation of evidence along the life cyele of medicinal produet, the Sgency shonld be
ahble to have recourse to a consultation process of authorities or bodie s active along the life
ctle of medicinal products. These authorities could be, as appropriate, 1e presentatives
fromw Heads of Wedicines Sgencies, the Clinical Trial Coordination and &dvisory

Group, the 50HO Coordivation Board, the Coordination Group on Health Technologsy
Lgsesarent, Wedical Devices Coordina tion Group, medical device s national cormpetent
anthonties, national corpetent anthorities for pricing and reimburse went of medicine s,
national insurance funds or healtheare pasers. The Agencyshonld also be able to externd
the consultation rechanis to consurners, patients, healthoare professionals, industry,
associations re preserding pavers, or other stakeholders, as relesant.
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)

(41}

i)

Lilermber States should ensure adegquate funding of cormpetent anthorities to carry ot their
tasks under this Regulation and under [revised Divective 2001E3EC]. In addition, in line
with the Joint Statement of the Enropean Parliaraent, the Council of the ETT and the
Ewopean Comimission on decentralised agencies™, Merber States should e nsure adequate
resoutces ate assighed by the corapetent authorities of the IvEraber States for the parpose
of their contibutions to the worl of the Agency, taking into account the cost-hased
ternuneration they receme from the Bgency.

In the context of cooperation with inte mational organisations to support global pablic
hiealth, it is irportant to leverage the scientific assessrnent perforrmed by the Urdon and to
protaots velianee by thivd comntry regulatory anthorities based on the we of certificates of
medicinal products for authorised roedicinal products in the Urdon, Anapplicant may
recuest inde pendently or as part of an application under the centralized procedure a
scientific opivdon frorn the Agency for the use of the medicinal produet for madiets ountside
the Union. The Agency should cooperate with the Woild Health Organization and re levant
third country regulatory authorities and hodie s to issue such scientific opivions.

The Agency ray cooperate with corpete nt authorities of third countries in the context of
peribrrning its tasks. Such regulatory cooperation shonld be coherent with the broadey
econordc relabionship of the Urion with the third coantry concemed, taking account of the
televant nternational agree rents betareen the rdon and that thivd coantry,

1 hitpe: ife wropa ewlewropean-
unionfsitesle mropaenifile sfdocshodyfoint_staternent and corenon apgroach 2012 en pdf
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(43 In the interest of public health, marke ing authorisation decisions under the centralised
procedure shonld be taken on the basis of the objective sclenbfic criteria of quality, safety
and efficacy of the medicinal product cotcerned, to the exclusion of econonic and other
considerations. However, Werber States should be able, exceptionally and bemporandy, to
probibit the use in their teritory of medicinal peoducts for huvar use. Adember Shates
should provide jushification for such prohibifion of use to the Comppasion and e

Ageney.

(23z)  The kion is reguired, pursuant to Arlicle 208 of the Trealy on the Functioning of the
European Union (TFELD, to tale account of development objectives in policies that are
Lilely to have an impact on low- aid middle-income countries. Dnion pharsaceutical
legislation has a role to play in the reclisation of global public health ofjechives by
prowmoting the development of efficacious, safe, accessible, and affordable innovafions
For antimicrobial resigtance, povertp-related, emerging and re-emerging health Hireats,
and neglected diseases, and other condifions of global public health inderest For
example, a5 part of ils Prioriy Medicines scheme, the Agency will offer dedicated
support to we dicine developments in the area of neglecld tropical diseqses. The
Commigsion showld continue to encourage researcly development and innovation in

areas of major global health interest, in line with it international commitments.
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it The quality, safety and e fficacy criteria of [revised Directrve 2001723/FCT should apply to
medicinal products authorised by the Urdon under the centralised procedure . The be nefit-
tsk balance of all medicinal produc ts will be azsessed when theryrare placed on the market,
and at aryr other firee the corapetent authorty deems appropeiate,

(45 Ivlarketing authorisation applications, like anyother application subradtted to the Agzeney,
shionld followr the digital by default principle and hence be sent to the Azencyin electronic
form. Applications should be assessed based on the file subtnitied bythe applicant in
accordance with the different legal basis provvided by [revised Directive 2001/E3/EC] . At
the sarne time, the bgencyand the relesant coramittees taay take nfo account ary
information that is in its possession. Applicants shall be regue sted to generally subrit rawr
data, in particular with regard to the clinical trials perforred by the applicant in order to
ersure a full asseastnent of the quality, safety and efficacwof the medicinal product.
However, this obligafion to submit raw data shold not be congtrued as obliging e
Ageney and e relevant commitiees to examine or malke use of all such data during
their scienfific asgessment They shouwld retain the discrefon o determine in which cases

such data are relevant and necessany for the purpozses of axsessing the applicakion.

(i) In the contexd of me dicines development and cuthorisafion, i i crucial that pasticuler
atenkon is gven bo the composition of clinical triaks, bo engure comprehensive clinical

data and, where appropriate, gender-based equiy.
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rddy Darective 200100830/ED of the Ewropean Parliarnent and of the Council on the protection of
anirnals used for scientific purpose#* lays down provisions on the protection of andmals
nsed for seientific parposes hased on the prineiples of ®placerne nt, reducion and
refinerent. Lny study reolving the use of Ive andrals, which provides essential
information on the guality, safetsy and efficac v of a me dicival product, showld take into
account those principle s of replacerme nt, redue ion and refinerent, where thes concem the
care and use of 1ive ardmals for scientific purposes, and should be optiraized in order to
provide the most satisfactorsy re sults whilst using the mivdromn warher of anrals, The
procedures of such testing should be ondy wsed where necessarny and be desizhed to aoid
cansing pain, suffering, distress or lasting harm to ardrnals and should follow the svailable
Lgencyand the Intermational Comeaittee for Havraorisation (ICH) guidelines. In particnlar,
the marketing authorisation applicant and the marketing anthorisation holder shondd take
into acconnt the prine iples laid dowr in Divective 2010/63/ED, wludins—mdwas—pansiola
aes-oboiving prioridy o new approach e thodologies in place of ardmal testing. These can
include but ave not liredted to: invitro rodels, such as microphisiological swetems
including organ-on-chips, (20 and 300 cell culbure models, organoids and hurman stera
cells-hased ruodels, in silico tools in chemico technologes and any combination thereof
ot read-across rodels. Dikmate 3y efforts showld be made o fully replace proceduyes on

lwe arimals for scienbific purposes.

-
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(46a)

Thiz Fe gulation conlrilrides to the mplementation of te One Health Approcch,
stressing the well-established interconnectedness betwe en human, animal and ecospstem
Realth, and the need to inelude those three dimensions when addressing public health
threats. Environmental stress and degradation, including biodiversily logs, contribule to
the transmiseion of diseases between, and e disease burden of, humans and animals.
In addibon, pollubon from active pharmacentical ingrediens we galvely affects the
gualily of waters and ecoqpstens, causes animicrobial remighance o increase rapidly,
posing risks to public health globally.

LIFE.5

(47 Procedures shonld be in place to facilitate joint ardrnal testing, whe rever possiole, in order
to avodd unne cessarveduwplioatiossed testing nsing live animals covered by Directive
2010063EN. Ivlarketing authorisation applicants and marke ting authonsation holders
shionld rake all efforts o reuse anitnal stody results and make the results obtained frorn
arimal stodie s publicly available. For dhndze d applications marke ting anthorisation
applicants shold refer to the relevant studies conducted for the reference medic inal
product.
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)

45)

The swrarvary of product charac teristics and the package leaflet should reflect the
assesgrent of the Lgencyand be part of its scientific opizaon. The opirdon may
recornetd certain conditions that should be part of the mearketing authorisation, for
exartple on the safe and efficacions use of the medicina] prodact or on post-authorisation
obligations that have to be cornplied with by the marke ting authorisation holder. Those
conditions may ine lode the requirernent to conduet post-authorization safe ty or efficacy
studies or other stodies that are considered necessary to optiriss the treatment, for
exaraple where the proposed dose schere by the applicant, whilst acceptabls and
Justifying a positeee benefit-risk balance, could be further optitnised post-authorzation.
Whete the applicant disazrees with parts of the opindon, the applicant rmavy recuest its re-

& Xarinaton.

D to the need fo reduce overall approseal titnes for medicival products, the titoe betaeen
the opirdon of the Corarattes for Ivkedicinal Produets for Hurean Use (CHWP) and the
final decision on the application for a marke ting authorisation should in prineiple be no
longer than 46 days.

A36626
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(503 Omthe basis of the opinion of the Szency the Cornission should adopt a decision on the
application bymeans of irmple menting acts. In justified cazes the Corission mayre han
the opinion for firther e xamination or deviate in ite decision from the opinion of the
&gency Taking into account the need to make medicinal products swiftly svailable to
patients, it should be acknowledged that the chairperson of the Standing Comrdttes on
Mledicinal Products for burnan nse will use the svailable rnecharizms nnder Begulation
{E1N 12272011 of the Enropean Parliaraent and of the Couneil® and notably the possibility
to obtain the coraredttes’s opinion byrwritten procedure and within e rpeditions deadlines
which, in peineiple, will not exceed 10 calendar days.

(317 fsageneral mle a marketing anthorisation shonld be granted for an unlimited fime;
howrever, one renewal mayhe decided ondy on justified grounds related to the safe ty of the
tnedicinal product.

(52 There is a need to provide for the ethical requirerne nts of Fegulation (ETT) Mo 53672014 1o
apply to redicinal products authorsed by the Undor. In perticulary, with respect to clinical
trials conducte d outside the Union on roedicinal products destined 4o be anthorised within
the Union, at the tirne of the evaluation of the application for anthorisation, it showld be
werified that these trials were conducted in aceordance with the principles equiralent fo
these of Fegulation (E1T) Mo 53672014 as regards the rzhits and safetsy of the subject and
the relidhilityand robustness of the data generated in the clindcal trial.

13 Begulation (E1T) Mo 182/2011 of the European Parliament and of the Couneil of 16
February 2011 laying dovwr the rales and general principles concetning mecharisms for
control by vk raber States of the Coratrission’s exercise of irpleme nling poarers (OT L 55,
2822011, p 13,
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153 Environmerntal risks may ariss fiom medicinal products containing or consisting of
geneticall v rmodified organistas. Itis thus necessary to subject such me dicinal products to
an ervirorraental risk-assessment procedure similar to the procednre under Direc trve
2001/12/BC of the European Parliament and of the Council™, to be conduc ted in parallel
with the evaluation, under a single Urdon procedure, of the quality, safetvand efficacyof
the rnedicival product concerved. The errdrorrnental risk-assesstent shonld be conducted
in accordance with the requirements set out in this Regulation and i [revised Diectve
2001r23/FEC] which are based on the principles setout in Divectiee 2001712EC bt taking
into account the specificities of medicinal products.

1 Dhirectre 200151 2/EC of the European Patliaraent and of the Couneil of 12 Ivfareh 2001 on
the deliberate release into the ersaronment of genetically rmodified orgardsis and repealing
Couneil Directive S0F220EEC (OTL 106, 17.4.2001, p. 13
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(54 [revised Directrve 20015E3EC] perruits Ivlerobe r States to ternporarilyallow the use and
supply of unauthorised medicinal products for public health reasons or indirvidual patie ot
hieeds and that inelodes e dieinal products 1o be anthorised onder this Regnlation. Itizalso
necessaty, that Mleraber States are allowed under this Regulation to make a me dicinal
product availdble for corapassiotate use prior to its marketivg anthorisation. In those
exceptional and urgent situations, where there is a lack of & snitahle anthorised roedicinal
product, the need to protect pablic health or the health of indmvidual patients moust prevail
orver other considerations, in particular the need to obtain a marketing authonsation and
conseguently, to have available corplete irdormation dbout the nisks posed by the
medicinal product, including arcy risks o the erniroreaent from medicinal products
cortaining or consisting of geretically moditie d organtsras (GIIDs). To avold delaysin
making these products available or uncertainties as regards their statos in certain Ileraber
States, it 15 appropeiate, in those exceptional and wrgent situations, that for a redicinal
produet cortaining or consisting of GIvCe, an e redrorane ntal risk assessment or consent in
accordance with Directree 2001/ 15/EC or Directive 2009/41/EC of the European
Parliament and of the Coune % should notbe a prerequisite. Mewertheless, in these cases,
Lileraber States should rnpletnent appropriate raeamires in [ine with the precanfonary
principle to winirnise foresseable negattve ersirontrental irnpacts resulting frorm the
intended or urinte nded release of the e dicinal produc ts containing or consisting of GLIDs

into the ervironment.

=
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(55 Formedicinal products, the period for protecion of data relating to non-clindcal tests and
clirdcal trials should be the satne as that provided for in [revised Divec tive 2001/E35ECT.

(567 Inorder to meet, in particular, the legitimate expectations of patents and to take aceount of
the increagingly rapid progress of science and therapies, accelerated aszessment procedures
shold be st up, reserved for medicinal products of major therape utie interest, and
procedures for obtaining condiional marketing authorisations subject to certain regularly
reviewrable conditions.

157 Compsssionate nse progrararnes allow for an eatly access to medicinal products. Existing
provvisions should be reindorced to ensare that a corarmon approach s followed, whe never
possible, regarding the criteria and conditions for the compassionate use of new roedicinal
produe ts under Merber Stated legislation. Wbreower, it i3 raportant to allow for data on
such uses o be collected to inform decisions regarding the be nefit-risk balance of the
medicinal products concemed.

(57a)  Ttshouwld be recognised that wnmet medic 2l veeds also exagt in the areq of mendal health.
Promizing medicinal products b0 address serious mental health condibons should
therefore also be congidered for compassionate uae.

=

G306,26 3T

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 2 38

LIFE.5

EN



158} There is the possbility under certain circurnstances for marketing authorisations to be
gratted, subject to specific obligations or condiions, on & conditional basis or under
exceptional cirewnstances. The legislation should allow under sivailay cive mnstances for
medicinal products with a standard rarketing anthorisation for newr indications o be
anthorsed on a conditional bagis or under exceptional ciremastance s, The wedicinal
produe ts authorized on a conditional basis or under exceptional eivcurmstances shonld in
principle satisfy the requirerne nts for a standard marke ting authorisation with the e xception
of the specific derogations or condiions outlined in the relevant condiional or exceptional
matketing authorisation and shall be subject fo specific resdiew of the fulfilme nt of the
irposed specific condiions or oblizations. It is also understood that the grounds fior re fusal
of'a marketing authorsation shall applyrantatis roatandis for mch cases.

(390 Inpeineiple, ondy one toarketing anthorsation mayhe granted to an applicant fora
tedicinal product. Duplicate marketing authorisations should onlybe granted in
exceptional circwrstances. Whet those exce ptional cirewrnstances arve no longer present,
hiotabley as vegards the protection by a patent or a supplerentary protec ion certificate in
ore or more Mleraber States, any pote nhially ne gative effects on markets from the existence
of duplicate marketing authorisations should be rinirnised through a withdrawal of the
initial or the duplicate raarketing anthorisation.
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aly Regulatorydecision-making on the developroent, authorisation and sape rvision of
medicinal products mavbe supported byaccess and aralyeis of health data, incloding real
world dats, where appropriate, e health data generated ontside of clinical stodies, and
dizta generated via in silico me hods, such as computational mode ling and simalakion,
di gital mole cular representation and mec hanistic modelling, doital win technology and
arkficial inke Beence (AI). The Azency should be able to use such data, including wia the
Diata Aralyeis and Feal World Inte rrogation MNetwork (DU EWIHY and the Enropean
Health Diats Space interoperable infrastcture . Through the se capabilifie s the Szency may
take advantage of all the potential of supe reoaputing, atificial mtelligence and big data
science, to fulfil its randate, without corpromising pemeacy rights. The Agenep showld
putin place sufficient, effective and specific technical and organisational measures to
safeguard the fundamental vighls and inlereste of data suljects in Bre with Union Law.
Where necessary the bgency may cooperate with the competert authorities of the Ileraber
States towards this objectne.

(617 The handling of health data requives a high level of protection against cyber attacks. It 1s
hecessaty for the Agency o be equipped with a high level of secwrity controls and
processes against o yber attac ks to ensure that the Bzeneyoperates notrmallyat all imes. To
that end, the &geney shonld establish a plan to prevent, detect, raitizate and re spond to
cyber attacks a0 that its operations are secure at all tirnes, whale peesenting anyillezal
access o docurnentation beld by the Agency.
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(62 Duoe to the sensitive nature of health data, the Sgencyshodld safeguard its processing
operations and ensure that the wrespect the data protection prineiples of lawfulness,
fairress and transparency, parpose livdtation, data rmirdmisation, accuracy, storage
lizni tation, mtegrity and cordidertiality, Where the processing of personal data is necessary
fior the parposes of this Fegulation, such processing shnldd be doze in accordarce with
Urdon lawr on the protection of personal data. Avyprocessing of personal data nnder this
Regulation should take place in accordance with Begulation (ETT) 2016/57928 and
Regulation (E1T) 2018/1725* of the Ewropean Parliarent and of the Council.

(63 Lccess to mdividual patient data from clinical studies in structured format allowing for
statistical analyses isvwaluable to assist regulators in understanding the subraitte d evide nee
and to inforrn regulatory decision-reaking on the benefitrisk balance of a roedicinal
product. The ntrodue tion of such possibilityin the legislation is raportant to Sessafiother
erchle data-dimee n henefit-risk assesaments at all stages of the life cyrle of a medicinal
product. This Regulation the refore empowers the Agenc v to wequestreceive and use such
data as part of the assesswment of indtial and post-authorisation applications.

18 Begulation (E1T) 20167679 of the Enropean Parliarment and of the Coureil of 27 April 2016
oh the peotection of ratuaral persons with regard to the processing of personal data and on the
free movernent of such data, and re pealing Divective P546/EC (General Data Protection
Fegulation) (OJ L 119, 4.5 2016, 1. 17,

18 Begulation (E1T) 201871725 of the Emropean Parliament and of the Couneil of 23 October
2012 on the protection of natoral persons with regard to the processing of personal data by
the Urdon institutions, bodies, offices and agencies and on the free rmoverne nt of such data,
and repealing Fegulation (EC) Mo 4572001 and Decision Mo 124720020EC (O L 295,
21.11.2018, p. 39).
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Gy For generic and biosiredlar redicinal products, as a general rule, risk management plans
shionld not be deseeloped and subiitted, also considering that the reference medicinal
product bas such a plan; howeswet, n specific cases, 4 risk ranagement plan for generie
and biosirnilar medicinal products should be dewveloped and subroitted to the corpetent

anuthorities.

(657 Inthe preparation of scientific advice and in duly justified cases, the Sgeney should also
be able to consult anthorities established in other releseant Undon legal acts or other poblic
bodies established in the Union, as applicable. These may include experts in clindc al traals,
medical devices, substances of huwan origin or anyother as requived for the provision of
the scientific advice in guestion.

6y Through the Priovity Wedicines (PRIVE) scherne, the Ageney has zained experience of the
provision of early srientific and regulatorysupport to deselopers of certain medicinal
products that, based on prelivad nary evidence, ave likely to addre ss an unrnet medical need
and ate considered prornising at an eatly stage nf'dmln:npm&nt Itis appri:upnate 1o
recogrise this early support e hanism-is
sopagegad For roedicinal products et have the pﬂienmi to significantly address
patients’ unmet medicol needs and are expected to be of major interest from the point of

view of public heallly inparfenlar as re gards therapenlic imnovalon, or are
antimicrobials addressing antimicrobial resistance or target a neglected tropical dise ase
wher thesy fulfil the criteria for the scherne~esedadbass The Szency in consultation with
the Merber States and the Cornrission, deehowld establish selection criteria for prodsing

tnedicinal products.
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(a7 The &gency, in consultation with the Ivleraber States and the Corenissior, should set the
seientific selection criteria for medicinal products that rece e pre -anthorisation sapport
with priority to be given o the most promising dewe lopents in the rapies. In the case of
medicinal products for nneoet roe dical needs, based on the sclentific selection criteria set
by the Agency, any interested dewelopet can subrnit pmlumna.t;r evidence to dernobstrate
that the e dicinal product has the potential to peenada—ases
weth reepecttotheaddre s an Wentified uranet e dical need and be r.:lf major pubizc health
interest parBenlarly regarding its therapeutic mnovation.

(6% Before amedicinal product for harnan use is anthorised for placing on the market of one or
more hernber States, it generally has o underzo extersive studie s to enswe that it iz safe,
of bigh quality and effecttre for use in the target popudation. Howevver, in the case of
cerain categories of medicinal products for korvan use, v ordet to e et uniet medical
teeds of patients and in the infere st of public healfl, it waybe necessaryto grant
marketing anthorisation on the basis of less coraplete data than is norraally the case. Such
tnarketing anthorisation should be granted subject to specific chlizgations. The categories of
medicinal products for hurwan use concerned shoadd be the e dicinal produe ts, sedhadise
e sneeiasnepadstathat atrn at the treatrne i, preve nbion or redical diaghosis of
seriouslydebilitating or life-threatening diseases, or that are infended fo be nsedin
ernergency sitlations in response to public health threats.
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()] The Urion should bave the means to carryout a scientific assessmment of the rmedicinal
products presented in accordance with the decentralised marketing authorisation
procedures. Ivloveorer, with aview to ensuring the effectve havrnonisation of
adrninistrative decizions taken by Merber States with regard o medicinal products
presented in accordance with decentralised warketing anthorization procedures, it is
tecessaty o endowr the Union with the means to resobee dizagree ments be tareen herber
States concerming the guality, safe ty and e fficacy of e dicinal products.

IOy Inthe event of a risk to public health, the roarke ting authorisation holder or the corgpetend
authonties showld be able to make wrgent safe ty or efficac w restric ions on their own
initiative to ensure a swift adaption of the marketing authorisation to maintain the safe arnd
efficarions use of the medicinal product by healtheare professionals and patients. Ifa
review is launched on the sare safety or e fficacy cotcermn addre ssed by urge nt restictions

initiated by a corapetent anthority, any writte n obserrations bythe rmarketing anthorization
holder should be considered in that review to avoid doplication of assesstnent.

(713 The terns of a marketing anthorisation for a medicinal product for hurman use mayhe
waried. While the core elements of a wariation are laid down in this Regulation, the
Corizsion should be e mpowered to cormplere nt the se elementsbiylaying down further
necessaryelernents, to adapt the systern to technical and scientific progress, and to exnploy
digitalisation mweasures to ensare that unme cessary administrative burden is avoided for
tnarketing authorisation holders and competent anthorities.
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(7la)  Compelent quthorities shonld have the power to evaliate addifional evidence Yot may
affect the bene fit-risk balance of medicinal products, beyond what is provided by
markeing authorisetion holders When justfied, competent authoribies map recommend
that the marketing authorisation holdervaries the erms of ils marketing authorisalion,

T Toasoid anne cessary adminstrattee and fivancial burden hoth for the phanmaceutical
industry and the corapetent authorities, certain strearnlining measures should be
introduced. Electronie applications for marketing anthorisations and for varations o the
terras of the marke ting authorisation should be rmade possible.

13 Tooptiraise the use of resorces for both applicants for marketing authorisations and
corpetent authonties assessing such applications, a single assesstoent of an achive
substance master file should be introduced. The outeome of the assessraent should be
ssued through a certificate. To awoid duplication of assessrment, the nse of an actoee
substance master file certificate shonld be mandatory for sodbsecque nt applications or
tarketing anthorisations for medicinal products for karnan use containing that active
substance frorm an achive substance master file certification holder. The Cormrassion
shonld be ermpowrered to establish the procedure for the single assessment of an arthve
substance master file. To further optirnise the use of resources, the Corunizssion should be
ernpowered to extend the certification sche e to additional quality raster files, 2. in case
of nowvel exciple nts, adjrants, radiopharmac entical precursors and ac five mibstance
intermediates, when the interrnediate is 4 chemical active substance by itself or used in

corjugation with a biological substanee.

an
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)

(78]

Ina situation of public health emergency, it is of major interest for the Urdon that safe and
efficacions e dicinal products can be developed and rade available within the Union as
soot a3 possible. Agile, fastand streawlined processes ave of the sssence . & range of
megasures already exists at Union level 4o facilitate, support and speed up the deseloprment
of and granfing marke fing authorisations for treatre nis and vac cine s during a pablic health

e TOETIENCY.

It is considered appeopeiate to alzo have the possbilityfor the Comrnission o grant
terporary erne rgency marketing authorisations to address public health emergencies.
Terporary etnergency marketing anthorisations maybe granted provided that, having
regard fo the circumstances of the public health emergency, the benefit of the iramediate
availability on the roarket of the medicinal product concerned outweighs the risk inberent
to the fact that additional comprebe nive gualityy, non-clinical, clinical data meary still be
reguired. & terporary emerzeney matketing authonsation showld be walid onlyduring the
public health ewergency. The Corrnission should be given the possibiityto wary, suspend
ot revvoke such rarketing anthorisations in order to protect pablic he alth or when the
matketing authorisation holder has not coraplied with the conditions and obligations set oat
in the teraporary erne rgency marketing authorisation.
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(7o) Itisappropriale to have in place transparency me aswres and standards re ganding the
Agency's re gulatory activilies in relalion to medicingl products, in parbicular those that
recede @ tempora) emergency marketing authorizaion. Those measures showld inelude
the Bmely publicetion of all relevant information on cenbrally approved medicinal
products.

(77 The developrent of antitnicrobial resistance isa growing concern and the pipeline of
effective antirnicrobials is chstructed due to a market failure wherelp anlimicrobial
regearch and development (R&D) is kampered by the low commercialvalie of the
antimic robial medicinal product market Tt is therefore necessary to mainioin the efficacy
af exdshing anfmicrobials for as long as possible and to consider @ number of newr
megasures o proracts the deve lopeae nt of prionity antindcrobials that are effecttee against
attiraicrobial resistance and to support undertakings, often SWEs, and not-for-profit
erdifies which choose to irevest in this avea. JHis equally necessery to support research and
development of novel anlimicrobials including Rrough the establishment of subscriphon
models, Such models delink the volume of anbimicrobial sales from the reward received,
in parbeular through voluntary joint procurement and can help overcome suck market
Failures Such measures showld facilitele the development of alte makive treahnends such
ar hacteriophages, which can be effechve againgt mulhi-dreg resistant bacteria and can
be wsed as an allemabtive brechnent or together with antibiotics.
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(77a)  Reluclance bo wvest in e development of anlmicrobicls exdsls i part because the
development of animicrobials is costly and many developers, often SMEs, cannot afford
to proceed to the nextsiage of deve lopment. Addifionally, when an anfimmicrobial is
develope d, the markel is noerally Bmided by virte of the need to wse anfimicrobials
prudently. Therefore, it iz neceszan to consider further Lhion level qelion to support the
development of antimicrobials and address exdshingwmarket failures Accordingdy, a
volurdany subscriphon model for the joint procurement of mtimicrobials showld he
developed o ensure ot @ market exdsts for developers that de inlis volumes sold from

papment recew ed,

(T8) Tobe considered a “priovityantimicrobial’, a medicina] product shonild represent a real
advance ment against ardimicrobial resistance and shoald therefore bring forward non-
clirdcal and clindcal data that underpin a significant clinical benefit with respect to
antirnicrobial resistance. When assessing the conditions for ardibiotics, the Sgencyshall
take into account the priovitisation of pathogens as regards the risk of antiraierobial
tesistance provided for in the “WHO priorty pathogens list for B8 asageeD) of newr
anthiotics’, specifically those listed as priority 1 {eritical) or prionts? Chigh) or in cass
there 18 an equiralent list of prionty pathogens adopted at Union level, the Ageney shoald

take such Urion list nto account as a priomts
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(7%

i30)

(81}

The creation of a vouche r rewarding the dewe loprne nt of priority ardiraicrobials throagh an
addifional year of regulatory data protection has the capacity to provide the needed
financial supgport to developers of priority antiraerobials. However, in order to enswe that
the financial reward which is witiznatel vhorne by health systems 15 mostly absorbed by the
developerof the priovty antiricrobial and not the bager of the voucher, the nuraber of
awvailable wouchers on the market should be ke pt o & mingeonrn. It is the refore necessary o
establish strict conditions of granting, transfer and use of the voucher and to firther ghve
the possibility to the Coranission to revoke the voucher under ceriain clreum stance s,

& transferable data exclusivity woucher should onlybe available fo thoss anfiracrobial
products that bring a significant clinical benefit with respect to antimicrobial re sistance,
and which have the chiarac teristics described in this Fegulation. It is also necessary to
erure that an undertaking which recetves this incentive iz in torn capable to supgply the
tnedicinal product to patients across the Urion in sufticient quantities and to proside
information on all funding received for reseatch related to its developenent in order to
provide a full accont of the dive ot financial support given to the medicinal product.

To ensure a high level of ransparency and corplete informmation on the econoraic effect of
the transferable dats exclusivityvoucher, notably as regards the risk of overe ompersation
of irvestruent, a developer of & priorty antiradcrobial is required to provide mforaation on
all divect financial sapgport rece fved for vesearch related to the developrne nt of the priorits
antirnicrobial. The declaration should inclode divect financial support recerved frorm any

gonrce worldwide.
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(B2 & transter of avoucher for a prionty antirdcrobial maybe conducted bysale and may only
be transforred once. The value of the transaction which mavhe monetary or othenaize
agreed between the buyer and the seller, shallbe made public so as o inform regulators
and the pblic. The identity of the holder of a voucher that has been sranted and not w1
uzed should be public Iy known at all titne s 2o as to ensire a maiaon level of
travsparene v and tust.

(237 The provisions related fo transferable data exclusivityvouchers shallbe applicable fora
specifled period from the entyinto force of this Begulation or until & max i nuraber of
wione hers are granted by the Corunission in order to Lt the total cost of the measne fo
Llernber State health systerns. The lirated application of the e asure will also prodde the
possibilityto assess the effect of the measare in addressing the market failure in the
developenent of new antirnicrobiale addve sping antivnicrobial resistance and assess the cost

on natiorial health systerns. Such assessient will provide the necessarylnowledze to
decide whether to exterd the application of the rmeasure.

(24 The period of application of the provisions on transferable exclusivitywouc hers for priority
artiraicrobials and the total nunber of wouche rs mavbe extended by the Parliavaent and
the Couneil upon proposal by the Corarnission on the basis of the experience aceuived.
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(23 Where the Cormeaission corsiders that there are reasons to believe that a redicinal product
conld present a potential serious sk to hunan health, a sclentific evaluation of the
tnedicinal product shonld be undertaken b the Sgency, leading to a decision whether o
rnaintain, vary, suspend or revoke the marke ing authorization, and taken on the bagis of an
orverall benefit-risk assessnent. The Coranission tnayalso act on a centralised marketing
authorization where the conditions attached to it are not corplied with.

236 Iledicinal products for rare diseases and for claldren shonld be subiject to the same
provisions as anyother medicinal product concermang their quality, safety, and efficacy, for
exaraple for what concerns the marke ing authorisation proce duares, the pharmac ovigilance
ewd, quality; and environmental risk axessment reguirerments. Howewer, specific
reguireroe nbs also apply to thero, Such requirernents, which are cwrre ntlyde fined in
separate legislations, should be integrated in this Fegulation in order to ersure claityand
coherericyof all the measures applicable to these medicinal products.

(27 Sowe orphan conditions ocour 20 infrequently that the cost of developing and bringing to
the rmatket a medicinal product to diagnose, prevent or treat the condition carmot be
recovered bythe expected sales of the medicinal produet. Howeser, patients suffering from
rare condifions should be entitled to the same gualityof treatment as other patients, it is
therefore necessary to stivnulate the research, developrnent and placing on the market of
appropriate roedications by the pharreacentical industry
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(5E)

(55

(90}

Regulation (EC) Mo 14152000 of the Europe an Parliame nt and of the Council® has proved
to be successiil in boosting dewe lopane nts of orphan e dicinal produc ts in the Urdon,
although more progress is needed, a5 @ majorily of rare diseases are s8I without an
authorised trecbment; therefore an action at Urdon level memains preferable to
uncoordinated measures by the Dletnber 5 tates whick may result in distorfons of
cornpetiion and harriers o intra-Trdon trade.

The oper and transpare nt Urdon proce dure for the designation of potential medic inal
produc ts as orphan e dicinal products established by Begulation (EC) He 14172000
shonld be maintaived. To increase legal clarity and simplification, the specific legal
provisions applicable to these medicinal products shonld be inte grated in this Fegulation.

Oibje ctive criteria for the orphan desighation based on the prevalenee of the life-threatering
ot chronically debilitating condition for which diagnosis, prevention or treatme nt is sought
and the existence of no satisfactory rethod of diaghosis, prevention or teatrnent of the
condifion in guestion that has been authorized in the Trdon should be maintained; o
prevvalence of not more than five affected persons per 10 000 is gererally regarded as the
appropriate threshold. The orphan designation criterion on the basis of rvetum on

irnestioe nt has heen aholished, since it has nesrer beeh nzed.

a Begulation (EC) HNo 14152000 of the European Parliament and of the Couneil of 16
Cecermber 1999 on orphan medicinal products (O L 15, 22.1 2000, . 1)
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(213

(5]

The criterion for orphan desiznation bassd on prevvalence of a diseass may however, not
be appeopriate to identify rare diseases in all cases. For e xarple, for conditions which hase
a short duration and high mortality measaring the wrnher of people that acguived the
dizease during a specific fre perod would better reflect it is rare withdn the meaning of

this Regulation thay measawing the waber of people who are “affected borit in a specific

rouotnett I:lf'ti_'tne_ LFEETEPERCET T O ST ST Tt el

With the aim to be tter identifyr ordy those diseases which ave rave, the Comraission should
be erapowered to supplerment the designation crteriabya delegated act if the v are not
appropriate for certain conditions due to scientific reasors and on the recorenendation of
the Ageney. In addition, the designation criteria repuive taplerne nfing measures o be
adopted by the Conenission.
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193y If'asatistactory rethod of diagnosis, prevention or teatrne nt of the condition in guestion
has already been authorized in the Unior, the orphan medicinal product will have to be of
significant hene fit to those affected borthat condition. In this context, a re dieinal product
authorized in one Ilezaber State is generally deerosd as being anthorised in the Urdon. It is
tiot hece ssary for it to have Urion authorisation or o be authorized in all Merber States to
be considered as a satisfactory method. In addiion, corareonly nsed e thods of diaghnsis,
prevention or treatne nt that are not subject fo & marke ting authorisation mayhbe considered
satisfactory if theve iz seientific evidence of their efficac wand safety In certain cases,
medicinal products prepared for an indradual patient in a phamae ywace ording o a medical
prescription, or according to the preseriptions of a pharrnacopoeia and intended to be
supplied directlyto patients served by the pharmacy, maybe considered as satsfactory
treatrment if the vware well known and safe and this is a general practice for the relevant
patent popadation in the Undon,

(9dy The competence to designate a medicinal peoduct as an orphan medicinal peoduct, in the
forn of a decision, is accorded to the Agencwy. This is expected to farilitate and expedite
the designation procedure, while ensaring tagh lewel of scie ntific expertise .

=y In order to ineite faster anthorisation of desighated orphan medicinal products, the validity
of orphan designation bias been set at seven wears, with the possibilityof extension by the
Lgeneyunder certain specified conditions; the orphan designation maybe withdrawn at
the request of the orphan medicine sponsor, who provides @ reasoned juskfication for e
withdrawal reguest. The Agency males the reasoned jushification for the withdrawal
reguest when provided by the sponsor, publicl available.
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(98]

ey

(9]

(95

The Egencyis responsible for designation of an orphar e dicinal product as well as for
the setting up and managernent of a register of designated crphan medicinal products. That
register should be pablic Iy available and the minivira data which shonld be included in
the register havve been specifled i this Begulation with the eropowernent for the
Corraizsion to arwend or supplement this data by a delegated act.

Spongors of orphan medicinal products de sighated under thas Fegulation shoald be entitled
to the full bene fit of incentrves grarted by the Undon or by the Ilember States to support
the research and desvelopenent of medicinal products for the diagnosis, presenfion or
treatrnent of such conditions, imcluding rarve diseases.

Patients suffering fiorn orphan condiions dess rve me dicinal products of the satue gquality;
safetyand efficacy as other patients; des grated orphan medicinal products should
therefore be subrnitted to the norrnal evaluation process cartied outbey the Conenittes of
Lledicinal Products for Hutnar Use for the applicant fo obtain e marketing authorisation
for those indications which fulfil the criteria for orphan medieielpeaduntden mmation,
while a separate roarke ing anthorisation maybe granted for indications not fulfilling the
criteria of an orphan medicinal product. Those marlieting authorisations showld be
conside ved s belonging to the same global marleing quihorization.

& wast percentage of rare diseases rervaing without treatrment with research and
developenent clustered in the areas where peofitisbetter assured. Therefore, there 15 a need
to target those areas where research is mostly needed and where rsrestments are rost
tisksr
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(1007 Cirphan medicinal products eddssasmea—tbiah ey e CORSdered g

breakthrough orphan medic mﬂipm:iur:ts when thep prevent, diagnosge or teat conditions
where-sithes 1o other method of prevention, diagnosis or treatinent eiabsar—itmat

mafalyrdat and result in o clinically relevant reduction in

dize ase mnfmd.ltj,r ar mn:urbahtj,rfi:ur the relessant patient p:pulatamhaald—emm—t-hﬂ-eﬂf

(101} Experience since the adoption of Regulation (EC) Mo 14102000 shows that the strongest
incertrve for industry o eeest in the developroent and making available of orphan
tnedicinal products is where there iz a prospect of obtaining watket exclushity for a certain
rrnber of years daring which part of the ireestine nt might be recovered. In addition to the
periods of marke t exe lnstvity, orphan toe dicinal produe ts will benefit frora the periods of
regulatory protec ion set out in [revized Divec tive 2001/533/EC], ineluding the
prolorsations of regulatory data protec ion. Howeser, whete an orphan medicinal product
obtains an addiional therapeutic indication it will bene fit only from the prolongation of

market exclusivity,
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(102)  Inoorder to incerdivise research and developroent of breakihroungh orphan e dicinal
i3y da, 10 ensure market predic tdbility and to enswe a faiy
distribution of incentives, a modulation of rmarket exelusivityhas heen introduced,
breakihrough orphan medicinal productseddrees g Taah ical peeds benefit
from the longest market exclustrity, while market exclustaty for well-established use

orphan rmedicinal products, requiring less irsestment, 1s the shortest. I order o ensure

increased predictability for developers, the possibilityto revie w the elizhility criteria for
tnarket exclusivity after six wars after the rarketing anthorisation has been aholished.

108y Tomuodmise the potential benefit of chnical rese arely continued exploration of new
indications for orphan medicingl products showld be encouraged. To reward research
into and developraent of tew therapeutic indications, an additional period of ore year of
market exclusivity is provided for a new therapeutic indication (with a racinon of o
indications).

1105y This Regulation include s sevveral provisions aimed to avoid not-justifie d benefits being
dermed from the market exclusivityand fo impeove accesshbilityof medicinal products by
ensuting faster entryof generics and biosirnilars, and sirnilar medicinal products on the
matket. It also clarifies the conswrenee of market exclusivitywith data peotection and
defines sitnations when a sirailar medicinal product rmasybe gravded a marketing
authorisation, despite the ongoing rarket exclustity.
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(1035)

1 106)

In addibion, the EDNs strale gie objective for rare diseases is to improve palient gecess to
diagnosis, information, and care. EU achions build on o supporive policy frame work
that encowrages nobonal plans and collaborative efforts among Member Sates. Tt has
established Furopean Reference Nebworks connecting healthe ave providers qoross
Europe to share expertize and provide consultabons for pabents suffeving from rare
dizeases Funding is provided Yhrough programs ke Horizon Europe bo support
regeareh on rare diseages Moreover, efforts are made to enbance pokient e gistries and
data collection o support research and improve knowledge on rare diseqses.

Adeli Bonally, the Furopean Health Dala Space iz set to have q brangformatve inpact on
regearek, parficularly for rare diseqses IEwill draw on the work of the European
Platform on Fare Diseases Fegistraion, Yo address the isque of fragmentation of patient
dita geroas Furope. In 2024 the Commission launched @ new Ty ar research
perlnership, the European Fare Diseases Research Allance for beBer prevention, betler
diagnosis, and better reatment of rare diseqses. With these comprehengive set of acions
the Ellaims to improve dingnosis, treabnent, and gualily of Bfe and to betler me et the
unmet needs of people ing with rare diseqses and their carers.

Before a medicinal produet for harnar use is placed on the market in one or more Member
States, it has to have undergone extensiee studies, including nor-clivdcal tests and clindeal
trials, to ensure that it is safe, of high quality and effective for use in the target population.
It is irnportant that such stodies are unde rake n also esén the paediatric population in order
to ensure that redicinal peoduc ts ave approptiately authorised for uze in the paediatric
population, and to ixnprosee the information available on the ns of rmedicinal products in
the warious paediatiic popalation. Itisalso raportant that rmedicinal peoducts are presented
indosages and forlations adecuate for the use in children.
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(107)

1 10%)

1 109)

Therefore, the developraent of medicinal products that could potentiallybe used for the
paediatric poprlation should becoe an integral part of the deselopene nt of e dicinal
products, inte grated into the developene nt prograraroe for adnlts. Thus, paediatic
irvestization plans should be submitted earlyduring medicinal product developrment, in
tire for studies to be conducted in the pae distvic popalation, where appropriate, before
mnarketing authorsation applications are submitted.

&3 the developrnent of medicinal products is a dymamic process dependerd on the result of
ongoing studies, in certain cases, for exarmple when lirdted inforraation on the medicinal
products are availdhle becanse the medicinal products ave tested for the fizst ime in the
paediatric popnlation, a specific procedure allowing to progressivelybuild up a pae diatric
rvestization plan shoald be pat in place,

Dhring public health ernereencies, in order not to delay a prorapt authorisation of'a
medicinal product intended for the treatment or the prevention of a condition related to the
prblic health ewerzency, there showld be a possbility to teruporaril ywaive the

reguirerne nls conceming paediatric studies o be subrnitted at the moraent of warke ting

authorisation.
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(110)  Inoorder to not endanger the health of children and avoid fo expose thern to annecessary
clirdcal tials, the obligation to agree and conduct pardiatiic studies in children should be
waived when the medicinal product is like Iy to be iveffective or unsafe in part or all of the
paediatic popalatior, the specific medicinal product does not e present a sigraficant
therapeutic benefit over existing methods of dagnosis, prevenfion or teatrnents for
children or the diszase for which the e dicinal produet is mtended o curs ondy in adult
populations. Mevertheless, iscthe last cageif on the basis of existing scientific evide nee,
the roe dicinal product due to its-ssedessbe roechanistn of action -spested-tete.
efebreasamtt relovant for a different disease or condifon in the seng Rerepeuke
@req in childrery, the chlization showld be maintained.

(111} Toensure that research in the paediatie population i only conducted to meet thewr
therapeutic needs, the Lgeney should agree and make pdblic lists of wabrers for medicinal
produe ts and for specific medicinal products or for classe s or part of classe s of medicinal
products. Be knowledge of science and medicing evolves over titne, provision should be
made for the lists of waivers to be atende d. Howeseer, if a waiwer is revoked, that
reguirerne it should not apply for a gren period in order to allow tirne for at least a
paediatic irsestigation plan to be agreed and stodies in the paediabic population o be
initiated hefore an application for marketing authornsstion 1s subiitted.

366,26 59
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 60

LIFE.5 EN



ey

1113)

1114)

1115)

(116}

With a wiew to enmuing that research is conducted onlvwhen safe and ethical and that the
re quirerne nt for study data in the paediatric popalation does not block or delay the
anthorsation of me dicinal peoduc ts for other populations, the &zencyimay defer, based on
scientific or kehnical grownds or considerations related to public health, the imitation or
coraple ion of sore or all of the measares cottaitied in & paediatric e stization play fora
lirnited period of tire. Such deferral shonld be exterded ordyin dulyjustified cases.

The possibility to rodifsy an agreed paediatric restization plan should be foreseen when
the applicant encounters such difficulties with its raplernentation as to render the plan
wroworkable or no longer appropriate.

The Bgency, after consultation of the Corarrdssion and of interested partes, should drawr
up the details of the cortent of an application for agreement of a pasdiatic eestization
plan, for its raodification, for warets and for de ferral requests.

For raedicinal produc ts inte nded to be developed for use ordyin children which would be
developed mdepe ndextly frorm the current provisions, sirplified details of the peediatric
rvestzation plan should be recpuived.

To ensure that the data supporting the marke ing authorisation concerning the use of a
medicinal product in children fo be authorized under this Begulation have been correctly
developed, the Comtnittes for Ik dicinal Products for Hurnan Use should check
corapliance with the agreed paediatric irestization plan and anyrwatvers and deferrals at
the walidation step for matketing authonsation applications.
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(I16a) Member Rates and marbeling quthorisalon holders showld operate a
pharmacovigilance spstem to collect information that is useful for the monitoring of
medicingl products, inelnding information m suspected adverse reqelons arising from
wse of @ medicingl product within the ferms of the marketing anthorisation aswell ag
From wge oulside the terme of the markeing authorisation, inchuding off-label uze,
overdoge, misuge, abuse and medication errors by pabenls and healthcare professionals.
Mistakes in the prescribing, dispenaing, storing, preparaion and administration of a
medicine are common ypes of medicalion errors. Swspected adverse reactions showld be
recorded and reporked by Member Shates andmarke ing authorisahions holders to the
Fudravigilance database for the monidonng of safely of me dicinal products. The reports
showld be part of the continuouws evaluation of the benefit-risk balance of the medicinal
products. Smenaries of data relevant to e benefit-risk belance shouwld be included in
perodic safely updale reporks. Marleing authorisaion holders showld also record and
report information on adverse reactions occwrring in the conlexd of post-authorization
shedies, including post authorisaion studies in specific populefions such as children, for
evaliaion of the benefid-risk balance.

(117 Free scientific advice should be prosdded by the Bzency as an incentrve to sponsors
deweloping rmedicinal peoducts for the pee diatrie population.
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11128} Toprovide healtheare professionals and patients with infornation on the safe and e ffectove
nze of medicinal products in the pee diatric population, the reslts of the stodies conducted
in accordance with a paediatric ivvestigation plan, independentlyfror the fact that they
support or not the use of the medicinal product in childrer, shonld be included in the
surarriary of peoduct charactenstics and, if appropeiate, in the package leaflet.

(1197 Tosustain the development of novel, paediatric only mdications frorn anthorised e dicinal
products no longer covered by intellec tual property rights, it is necessary to establish a
speciflc type of arketing authorisation, the Paediatric Use larketing Suthorisation. &
Paediatric Uze Warketing Luthorisation showld be granted theough existing matketing
anthorsation proce dures bt should apply spe cifically for redicinal products deve loped
exchisve Iy for use in the peediatic population. It should be possible for the narme of the
tnedicinal product that hasbeen granted a Paediatyic Use Ifarketing Authorisation to retain
the existing brand natne of the corresponding rredicinal product authorized for adults, in
order to capitalise on existing brarnd recogritior, while bene fiting frozn the regulatory

protection associated with a rew marketing anthorisation.

(1207 Lnapplication for a Paediatric Use Ilarke ing Authorisation should include the subrission
of data concerting nse of the rmedicinal product in the paediatric popmlation, collected in
accordance with an agreed paediatric ovestization plan. Thess data mavybe dermved frorm
the published literature or fror new studies. Sn application for a Pasdiatric Use Warketing
Luthorisation should also be able to refer to data contained in the dossier of a wedicinal
produet which 1s or hasbeen authorised in the Uniox. This is it nded to provide an
addifional incentve to enconrage SMEs, including geretic cormpanies, to desvelop off-
patert medicinal products for the e diatrie population.
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1121}

(1220

1123)

Sorne paediatric irestization plans maybe discontinued due to warons reasons despite
possible positre results for the freatment of children ob tained frorn the studies already
conducted. The inforation of such discontinuations and their reasons shonld be collected
by the Lgency and made public in order to infor evertual third pacties who maybe
interested in cortirming the above-toe ntione d studies,

To increase the transpare ney on clindeal trials conducted in children ix thitd countries and
referred to in a paediatric ivestigation plan or conducted frorn a rarketing authonsation
holder mde pendertly frorm a paediatiic e stigation plan, rdormation on these clindcal
trials should be included in the Enropean clirdcal trial database created by Regulation (ETT)
Mo 53602014

The surereaty of the results of all the paediatric elirdeal trials ineluded in the European
clirical tial database created by Begulation (E1T) No 53672014 should be made pabliclsy
available within & months after the end of the clinical trials unless this is not possile for

justified seientific reasons.

(1247 To disenss prionity in medicinal peoduct developrment, v parbcular in areas of unmet
medical need for children and to coordinate studies relating to peediatric medicinal
products, the &zency should set upa Enropean network cormpossd of patient
e presentative s, acadermics, medicines developers, tvestizators and research centres based
in the Urdon or in the European Econorie Area.
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(125 Urdon funding shoald be provided to cover all aspects of the work of the Agency resulting
from paediatric related activities, such as the assessment of pae diatric irsrestigation plans,
fee watves for scientific advice, and information and transperene vineasures, ineloding the
database of paediatic studies and the network.

(126)  Ttisnecessaryto take measwes for the supervision of medicinal products authonsed by the
Union, and in particular for the inte nsive supervision of uwndesirable effects of these
medicinal products, erd e collection of real-world date within the framework of TTnion
planvacovigilance actrvities, so as to ensure the rapid withdrawal from the market of any
medicinal product presenting a negative benefit-risk balance under nomwal conditions of

15E.

(127 The main tasks of the Azencyin the area of pharmacovdzilance laid down in Regulation
(EC) Mo 72672004 shindd be maintaived. This includes the managerne nt of the Union
pharmacovigilance datdbase and data-processing network (the “Endravigilance databasze ™),
the coordination of safetyannouncernents by the Weriber States and the prosdsion o the
public of inforrmation regarding safety issues. The Endravigilance database should be the
single point of rece ipt of pharnac ovigilance inforrmation. Ilerber States should the refore
hiot irapose aty additional reporting recpaive wenits on warketing authorisation holders. The
database should be fullyand permanently accessible to the Merwber States, the Lgency and
the Corenission, and accessible to an appropriate extent to rarketing authorisation holders

and the public.
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1128)  Toenbance the efficienc v of marke t surveillance, the Bzency should be responsible for
coordinating Ivletaber States’ phatmacovigilance activities. & raraber of provisions are
regquired to put in place stringent and efficient phavrnacovigilance pocedures, to allow the
cornpetent authontsy of the Ivleraber State to take provisional e rgency measares,
including the introduction of atnendments to the matke ting authorisation and, finally, to
perit a reassesstnent to be made at anytitne of the risk-benefit halance of a medicinal

product.

(129 Scientific and echnological progresses in data analytics and data irfrastoae hure are
essential for the developanent, anthorisation and supervision of medicinal products. The
digital transformation has affec ted re gulatory decision-making, making it more data-driven
and mmltiplying the possibiliies fo access evide nce ard real-world dote, across the Life
ciele of a medicinal product. This Fegulation recogrizses the Bgenev's experienee and
capacity to access and analyee data submitted inde perdently from the marketing
anthorsation applicant or arketing authorisation holder. On thisbass, the Agency shold
take initiative o updaterec omene nd the marleting authorization holder tovay the
surnrnaty of product characte nstics in case newefficacy or safety dats has an impact on the
bernefit-risk balanes of a medicinal product, without excluding other actions that the
competent authon may hake .

(1307 Itisalso appropeiate to entiost the Corarndssion, in close coope ration with the Sgeneyrand
after consultations with the Ve wber States, with the task of coordinating the execution of
the warions supervisory e sponsibilitie s vested in the Iember States, and in particular with
the tasks of providing infbrrnation on medicinal products and of checking the observance
of good mannfae toring, laboratorsy and clinieal practices.
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1131}

11334)

It is necessary o provide for the coordinated roplere ndation of Urdon proce dures for the
marketing anthorisation of medicinal products, and of the marketing anthorisation
procedures of Tlernber States which have alreadybecn harnmorized to a considerable
degree by [revized Directnee J001E3EC].

The Urion and Mermber States have developed a sclentific evidence -based process that
allows corape tent authorities to deterraine the relative e ffectivene s of new or existing
medicinal products. This process focuse s specifically on the added walue of & medicinal
product in coraparison with other new or existing he alth techrologies However, this
evaluation should not be condueted in the context of the marketing anthorsation, for which
itis agreed that the fondarmental criteria should be retained. It is nsefil in this respect to
allowr for the possibility of gathe ing inforrnation on the methods ueed by the Meniber
States to deterrning the the rapentic be nefit obtained by each new e dicinal product.
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1133)

apergekioton—Raaialad wlaaeass provide a stuetured cortext for
experimentation under @ can#oﬁedﬁamewor& to enable where apperopnate ina real-
world ervivorene nt the testing of mnoeatiee techriologies, products, services or appeoaches
—at the moment especially in the context of digitalisation or the nse of artificial
intellize nce and machine leatrdng in the Iife eyele of me dicinal products from dmg

disr oversy, developrae nt to the adiainistration of medicmal products — for a hrnited time
atd ina liredted part of a sector or area under regu]atnrj,rmpewlsmn ensuting that

appropriate safeguards are mpleu:e I 11 Heae

.s't.:zr!ups showld keve the pu.-mbaiai_:,.' to pammpﬂ&? in regulatory sandboxes ervasaesbi

el e by dhey cany g relevant
contribute with their knowhow and experience.
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(133a) The Commission should be empowered to establish a regulatory sandbox, based on the
recommendation of the Agency, when the development and authorisation of an
innovative medicinal product or category of medicinal products cannot be achieved
under the requirements applicable o medicingl producks, die lo methods relate d to those
medicingl products or thelr inherent sclentific or echnical characterisics. A regulatory
sandbox facilibates the development, validaion aud teshng of the innovatyve element of
the medicinal products under the supervision of e Agency and nabonal regulators
while allowing, where necessayy and jusEfled, the adaplon of the requlatory
reguirements for those medicinal products. However, such adaplations should ensure
that the principles of gualily, safely and efficacy of medicinagl products sel in e Union
legislation are respected. Regulatory sandboxes can also benefit paients’ aecess o
groundbrealing new therapies without compromising the skandards of gualidy, safely
and efficeey. The owlcome of regulatory sandboxes showld guide he Commnission in
arsesming if an adapted frame work for the medicingl products in gquestion is appropriake
and should be pursued

1134y Inthe area of medicinal products, a high lesel of protec ion of inter alia citizens,
consurmers, health, as well as legal certainty, a level plaving fi21d and fair eorope tition
always need o be ensured and exising levels of protection need o be respected.
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1135)

The establistene nt of a regulatory sandbozx should be based on a Cormmission
implementing Decision, following a recorore ndation of the Agency. Such decision shold
be hased on a detailed and comprehengive plan ouflining the partienlarities of the sandbox
as well as describing the products to be covered. & regulatory sandbor should be limited in
duration and ssesw ould be terrninated at anyrtivee based on podlic health considerations.
The Jemsanalearnings sterming from a regulatorysandbor ekesddidomsre capable of
inforrang future changes to the legal framework to fully inde grate the particular innovative
aspects into the medicinal product regulation. Where appropriate, adapted fravaewnorks
serronhd be developed by the Corarvission on the basis of the results of a regulatory
satdbox. Marketing authorisahios wnder 2 sandbox showld ensure that the principles of
gualiyy, safely and efficacy are respected under this Fegulation and [revised Direchive [
The regulatory sandbox showld nd affect the supervison and correclive powess of the
competent quthonties and e Lability of e parkicipants, such a5 clinical frial sponsors,
marke ing authorisation holders, applicants for marleting authorization, or any entifies
inpolved in the Bfecpele of the medicinal product.
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(136)  Shortages of medicinal products represent a growing threat to pablic health, with potential
serious rigks to the smooth funcioning of the internal market, as well az the health of
patients in the Tnion and i pacts on Sedfelr rightefpsdiends to access approptiate
medical treatrnerd, mcleding longer delays or intersuptions in care or therapy, longer
penods of hospitalisabion, increased rishs of exposure to falsified me dicinal products,
medic ahon errors, adverse effects resulling from the subsbhbion of unav ailahle
medicingl products with alternalue ones significant pspohologieal diskress for patients
and increased costs for healtheare spstewes. The root canse s of shortages are
rultifactorial, with challenges identifled along the entive phartnacentical walue chain, from
gualityand marufactoring problems. In particular, shortages of me dicinal produc ts can
result from supgply chain dismptions and wvolve rabilities affecting the supplyof key
ingredients and cornponents. Aember Rdes, depending on Freir situation, have
eiddressed this i differend waps, Dhe to @ lack of coordination of me amures falen @t
national level these offorts remulted in a fragmented responae jeopardizng the

availability of me dicines across the Furopean Uhion. Increased coordination is

thﬂmf‘l:lre, ol pepepimpinlein) . 2 e = 1%
plaso—ta-paomdahertenes reguired at ElN[evel
plasa-
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(136z) More gffen than in the pash Member Shates experience crifical shortages of various
medicingl products, mclnding certain antimicrobials, endan gering the Realth of palients
and risling e development of antimicrobial resistance. Those eritical shorkages of
arbmicrobials are the resull of @ mallipliclly of fackors, weluding changing infecion
patterng, which skrongly increases demand. On the supply side, the long lead fimes
needed b boost produckon makes & difficult o respond guickly. This experience
underlnes e need for a dedicated effort from all actors to address the issue of crifical
shortages.

(137 Toachieve a better security of supply for medicial products n the nternal market and to
cortribute thereborto a high lewel of pablic he alth protec ion, it is appeopriate o
approxiinate the rles on mentberngand reporting of supply disruptions and monitoring
af expected or arhial-espedesdial shortages of me dicinal products, including the
procedures and the respectrve roles and obligations of concemed entities in thiz
FEegulation. It iz irmportant to ensare contirmed supply of toe dicinal produets, which is
often taken for granted across Furope . This iz especially tue for the most critical me dicinal
produe ts which are essertial fo ensure the contirmity of care, the prosdsion of quality
healtheare and guarantes a high level of pablic health protechoressEasepe within the

Ihion.
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(137a)

(1378)

Abldember Sate showld be able o decide to exempt @ marke ng quihorisation Rolder
From complying with cevtain obligations under Chapter X where the medicinal product is
authorised by that Mewber Shake based on public health prounds.

Hithout affe ching the rules laid down @ Yhis RHegulation, Member Shales reviain the so0le
respongible for their own nalmal securily. Thep are respongible for defending their
exgenbalshate functions, ine buding ensuring teir terrtorial integrity andsafecuarding
national secunly. In particular, undey Arficle 34a TFEL no Member Shate is obliced to
supply information e disclosure of which it considers contrany Yo the essential inlerests
af its securiy. For this reason, Member Shates should be able to wawe some of the
obligations applicable to marbeting authorisation holders and other relevant actors only
when e medicingl products are suppled for valitany and defence purposes and insofar
ar the application of such reguirewents mply a rish b nafonal securiy and defonce.
For medicingl products that are mupplied for mililary and defence pusposes but alao to
cover e needs of patients, such exexmeplons showld only target the specific balches that
are supple d for military and defence purposes. Furthermnore, Member Shales map also
exempt national auihonfes from communicating wformation where such q reguirement

would implr a fisk to nabionel securidy and defence.
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(137c) Toprevent or mitigate fubere shorlages of medicines, markeling authorisation holders
showld notifiy the concerned competent authorities and, where applicabls, the Agency of
any fubire withdrawal of @ marlieting authorizsafion, permanent cessation o temporary
suspengion of the markeling of @ medicinal prodict and anp sipply dismplon exceeding
two weels. Spply disruptions should be nofifled ag soon as the marke ing authorisation
holder becowmes aware of the ftuahon, and at the ladest Gmondhs in adeanee of the
interruphon, wnless there are duly jushified exceptional circumstances, o allow
competent authorifies to engage with relevant stake holders and take the necessary
mikigating actions. Furthermore, shorlage prevention plans are ey bools for Hhe
prevention of shortages given that they reguire marlebng authorisahon holders fo
identifiy risks in their supply chaing and fake the necessany mitigation measures to avoid
shortages. Therefore, marleting authorizaion holders showld have shorkage prevention
plang in place for medicingl producks subject Yo prescriphion and, where applicable,
addifonal medicinal products identified by the Commission, taking into account
recommendations from the Exeeutive Skeering Group on Shortages and Safey of
medicingl products MSSG), to prevent or mikgale shortages. The Agency showld
provide quidance to marleting authorization holders on approaches to streamling the
implementation of those plans. Adocumented vish azsesanent of supply chain risks
showld be reguired for other medicingl products. The Comuiszion should be able to
reguest the information of the shortage prevention plans of medical countermeanires in

the conbext of orisis prepare dness.
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(137d) Toensure conkruiy of supply end avalebildy of medicingl products identified as
eritical at naional level and other specific medicinal products on the market of any
Member Stale where the medicinal prodict is quthorised, rules for the transfer of the
marke ing authorsation or for ¥he offer of a lefler of cocess prior to the withdrawal of
the markefing authorisaion or the permanent marlet cessation, respechively, in Member
Shates whevre the marketing authorization isvalid showld be laid down. Sech ansfer
showld vot be considered to be q variahion. Rules on wholesale digtniution of medicinal
products, marketed as @ result of @ marketing authorisaion, whose data have been
sharedvia a letter of aocess, do not affect e contrackheal errangements betwesn the

markeing quthoraction holders or wholesalers concemed,
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(132} The national corpetent anthorities shoald be ernpowered to mordtor shortages of
medicinal products that arve authorized fheongh hoth national and centralised procedures,
based on notifications of marke ting authorisation holders. The &zene yshould be
ernpowered to raonitor shortages of me dicinal prodncts that are authorissd through the
centralized procedure, alzo based on notifications of rearketing authorizsation holders.
When critical shortages of Lhion concesn are identified, both national cormpetent
authonties and the Lgency should work ina coordinated ranner to manage those critical
shortages, whether the mwedicinal product cone ermed bythe critical shortage is covered bya
centralized marketing anthorisation or 4 national marke ing authorization end
commnicate the necesazry information bo patients, consumers and healthcare
professionals. Warketing anthorsation holders and other relevant enbities zaasteh o ld
provide the relesant infommation to infore the mordtoring. Wholesale distribartors and
other persons or legal entifies, including patient orgardsations or health care professionals,
rnay also report a shortage of a given medicinal product marketed in the WEmber State
concerned to the cormpetent anthonty. The Execuipes stesning Croupon =l

I SN TP sl () e Emenpey [ m POV PR VLT Y PP () P P ek o o oo o NPT [T Em},
2 3L B LK ek T SHai ] e e s e "

with the support of MEST already e stablished within the Agencyprsuant to Regulation
(E1T) 20227123 of the European Parliaraent and of the Council®, should adeptestablish
and, when neceszan, update a list of critical shortages of ssedistnedpradasia-and fnion
conceri. The Agency, in coordination with the competent authoriy ofthe Member Shate
cone erng d showld ensure rordtoring of those shortagesbrthe forerey-The BASSG-sheuld

+=+
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(1362) Parallel trade of medicingl products concerns medicinal products traded from one
Member Stake to another Member Stake. Parallel trade facilitates the Free movement of
medicingl products due to the fact hat the medicinel products are authorised in more
Member States on the bagis of the Urion legislaion. This siwaion is differend from
export, where the harmonised spstemy of authorising and maling medicinagl products
arailable on the market does not exdst While ¥he Court of Justice has ruled trat parallel
trade fosters the free movement of medicinal producks and is therefore beneficial to the
internal marlel it has alao recognized Hie need bo ensure that @ countyy has reliable
supples for easenbal medical purposes, in particular @ supply of medicingl products to
the public that is reliable and of good gualily. Therefore, i showld be possible for a
Member Btake to reguire, for certain medicinal products, to be informed by wholpsale
digtrbutors whenever one of these products leaves the Member Shale in guestion o be
digtributed in another Member State. Onthe basis of his information and other
information at itz disposal, including shortage prevention plans, the Member Stake
showld be able to take measures to prevent or mifigate shortages and should notifi to the
Agency. These measures should also be appropriak and proporkionate o suckh objechives
and take indo account that the principles of the free movement of goods are restricted
only for the purpose of safeguarding public heallh, thus respeching the case law of the
Courtof Justice of the Enropean Union and the Treafies, notably the provisions on free
moverent and compe BHon. The information reguirements set outin this Fe guelation do
not affect exising obligations under Union law for the noficalon of technical
regulations and ke chnical barriers o the indernal market, including thoze set outin
Direchre 20151535 Itis imporkant bo recogrise that parallel import can condribule o

the objectve of access to medicines, nokebly in sneller or vilnerable markels.

366,26 T
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 78

LIFE.5 EN



(138c) The voluntery mechamsn can foster solidaridy between b mber Skates in the contesd of
eritical shortages that reguire urgent collective acion. The Furopean Volunbary
Solidan Mechanizn, can be activated as a last resort me chanizm, should aim at
supporting Member States experiencing cribical shorlages thaet cannol be resolved at
national level degpile exhaustive shost-term measures. Activation of such a mechanisn
should be conEngent upon specific condiBons, meluding the lack of the rapetic
alternabyes and ingufficient quanklies to cover critical indications and an wuninent risk
af stockowt which wnderline Hie wrgency of e situation. The Ageney shounld facilitat
commmnication and coondinale support responses, Hereby alao offerin g assiskance in
Ligiging with marbeting authorizaion holders when necessary. The MESGshowld be
responsible for extablishing procedural rules to ensure the efficient operabionalisation of

the mechanism.
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(1360 Based on @ common Dhion methodology, national competend authorities should idenkfi
medicingl products they congider as critical at nafional level The resulting lstof criical
medicinal products idenfified by Mewber Shates ("Tidon long list) should be adople d
and published by the Commission. The MISGshonld also propose o Union st of
eritical medicingl products authorised in aecordance with [revised Dire chive
2001785 ECT or this Hegulakion to ensure mowitoning of e supply of those products, bo
be adopted by the Commismion. The MESG mupported by the Agency, showld wndedale
the vulnerabilily evaliation of crifical me dicinal products on the Thion Iat followine a
defined prioribaation. The Commiszion should gradually, teking into account the
outcome of the vulnerabiliy evaluahion, specifi the crifical medicinal product for which
@ vulnerability is establishe d Among these medicines the Commission showld also
specifiy Hroge crifical wee dicinal products, e liding their aotive substances which are
vidnerable due to @ high level of dependency on a single or Bmited number of counlries
outside the Dnion. The MISCEmay provide recommendaions on measures to be taken
by marlefing authorisotion holders, the Member Shates, the Corvenission and other
erdifies o resole any crifical shortage or bo engure the secunly of suppl of those
eritical medicinal products to the market. Where approprigte, those secundy of supply

measures should also comprise He use of regulatory fleozbilities such s on packaging
and labe ling requirements. However, such flexability should not undermine the gualiyy,
safedy, and effic oy standards.
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(13%)

Monitoring and prevention ackvifes, logether wilh targeted achons at nahonal lpvel
have at Emes proven to be insufficient to prevent disruplion of supply within the Union
af cxibeal me dicingl products. Experience has shown Hat difficnllies in the supply chain
have led to uncoordineled approaches gt company and govermmendal level such as
impoging conbingency stocks requirements on actoys in the supply chain, which led to
restriclons in the inkemal markel Such restrickons are aloo Lkely o resulting
subopbmal level of availabilily of crifical me dicines, due Yo the fact that @ frogmented
approach i jeopardising the availabiliy throughout the Furopean Dnion. 1t is necessasy
to engure Hrattools for @ Union approach are available to addvess such stuchons which
are Lkely bo lead to such restrickons, inapecific circumslances to ensure the free
moverent of medicines by safe suarding securily of @ safe and stable supply of them at
Iinion level The Cornunission showld therefore be empowered to draw

up recommendaiions on national meanires, after having duly idenkfled q serious rsk of

disruplions, to improve securily of supply within the Union.
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(140y  Ttisrecogrised that impeoved access to information contibutes to pblic awareness and
increases public frust, gives the pablic the oppomturdty fo expre ss its observations and
etiable s anthorities to take due account of those obeervations. The general public shold
therefore have access o indommation in the Urnon Begister of medicinal poducts, the
Eudravigilance datdbase and the marofae tiing and wholegale distibation database, after
the deletion of any comnercially condidential inforrmation by the corape tent anthoritys
unless there is an overriding public interestin disclpsure, in accordance with Fegulation
{EC) Mo 104952001 of the Ewropean Parliament and of the Councill®™ Regulation (EC)
Mg 10292007 gives the fullest possible effect to the rght of public ancess to documents
atd laye dowm the general principles and litdts on such access. The Agencyshonld
therefiore give the widest possible access to the docurments while carefull yhalancing the
right for information with existing data protection requirerments. Certain prblic and proeate
interests, such as personal data and corene reially confidential mforrnatior, shonld be
protected by way of exception i ancordance with Fegulation (EC) Mo 104952001

i Begulation (EC) HNo 104972001 of the European Parliament and of the Couneil of 20 Ivkhy
2001 regarding pablic access to Enropean Parhare nt, Couneil and Cornteassion docarnents
(7L 145, 31.5.2001, p. 43).
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141}

To ensure the enforcerment of certain obligations relating to the marketing authorsation for
medicinal products for hurnan use granted in accordance with this Fegulation, the
Cotrrmizsion should be able to irposze fivnavcial penalties. When assessing the
responsibility for failures to coraplsy with those oblizations and irposing such penallies, it
iz irmportant that means exist to address the fact that warketing anthorisation holdes could
be part of @ wider econowic entity. Otherwise, there 1z a clear and 1dentifishle risk that the
re sponsibility for a failure to corply with those oblizations could be evaded, which might
hiave an inpact on the abilityto inpose e ffective, proportional and dissuasive penalties.
The penalties rapozed shndd be effec e, proportionate and dissuasive, having regard to
the cirenrestances of the specific cass. For the parposes of enswring legal certaintyin the
conduct of the infringeme nt procedure, it 13 nece ssary to set maxivanmm araounts for
penalties. Those rmaitrn arnounts should notbe inked o the homoser of a particular
medicinal product bt the econoric entity irnrobed.
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114y Tosoppleraent or araend certain non-esse rtial elerne nts of this Regulation, the power to
adopt arts in accordance with Article 290 of the Treaty on the Functinrdng of the European
Union {“TFEU) should be delegated to the Comrnission in respect of dete rining the
situations in which post-authorsation efficas yetadies mayhe reouived, specifying the
categories of wedicinal products to which a marke ing authorisation subject to specific
oblizations conld be granted and specifying the procedure s and require rents forgranting
such a marketing authorsation and for its renewal ; specifying exe mptions to variation and
the categories in which watiations should be classified and establishing procedures for the
exarrinhation of applications forvariations to the ferrns of marke ting anthorisations as well
as specifying conditions and procedure s for cooperation with third countries and
international orgarisations for exaraivation of applications for such wariations; establishing
procedures for the exarnivation of applications for the transfer of marketing anthorisations;
laying down the procedure and rules for the rnposiion of fines or periodic penalty
parents for a failure o corply with the oblizations under thiz Regulation as well as the
conditions and methods for their collection. The Corardssion showld be ergonered to
adopt supplernentary meamme s laying down the Atuations in which post-authorization
efficacy studie s rmayhbe recuired. It iz of particular inportance that the Cormtaission caties
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
Inte rinstitotional &ereement betaeen the European Parliament, the Counecil of the
European Union and the European Cormmission of 13 &pril 2016 on Better Lawhlaking®.
In parteular, to ensure equal participation in the preparation of delegated acts, the
Europear Parliament and the Council receive all documients at the sarae fitne as Iember
States” experts, and their experts syetematicall vhave access o meetings of Coranission
expert gronps dealing with the pre paration of delegated acts.

. OrL 1233, 1252016, p. 1.
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1143)

To ensure urdforr conditions for the imple rnentation of this Begulation in relation to
matketing anthorisations for medicinal products for boarnan use, inplermenting powers
shonld be conferred on the Corraission. The raplerae nting poneers related to the granting
of centralised marketing anthorisations and for suspending, revoking or withdrawing thoss
anthorsations, for granting wouchers, establishing and modifiing regulatory sandboxes and
decisions on the regulatory status of medicinal products should be exercized in accordance
with Fegulation (ETT) 13272011,

(140 Arficle 91 of Begulation (ETT) Mo 53672014 cwrrendl v stipnlates, arnongst others, that it
applies without prejudice to Directrees 2001712EC and 2009/41/EC,
1145y Experience shows that, in clindcal trials with irvestizational me dicinal produc ts corntaining
ot consisting of GIvIOs, the procedure to achieve compliance with the require ments of
Directives 2001/18EC and 20041TEC as regards the ervdronmental risk assessrnent and
corsentby the cornpe tent anthority of a Merber State is coraplex and can take a
significant arount of tirme.
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(14a)

The complexity of that proce dure increases greatly in the case of wulti-centre clirdcal trials
conducted in several Memmber States, as sponsors of clinical trials need to sub it ranltiple
reuests for authorisation to ranltiple competent anthorities in different Ierber States in
parallel. In addition, national requirements and procedures for the erndronrnental nsk
assessrnent (ERL) and written consent by cornpe tent anthorities under GO legislation
wary greatly frorn one MEwber State to another as sorne Mlember State s apply Direc tree
20011 8/EC, others apply Divective 200M41SEC and there are Ilerber States that apply
either Divective 2009/41/EC or 2001/ 12/EC de pending on the specific ciioumstances of a
clirdcal tial It is therefore not posaible to dete rraine a peion the national proce duare that is
to be followed.

(147 Consequently, it is particularly difficult to conduct mualti-centre clindcal trials with
lrvestigational roe dicinal peoducts that cortain or consist of GIIOe fvvolving several
Llernber States.
(142} Ome of the objectives of Fegulation (E1T) Ho 33672014 iz that there willbe a single
coordirated and harraomnised assessment of the clinical trial application be baeen the
irvobred Member States, with one country leading the coordination of the assessment (the
Beporting Mernber State]).
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(1449

1 150)

1151)

Y

It is there fore approjpriate fo ersisage a centralised assessmment of the ERL irvobding
experts from the national compe tent authorities and where relevant the Environmental
Fisk Assesmment working pasty.

&rticle 5 of Directmee 200101 5EC provides that the anthorisation procedures for the
delberate release mto the ervronment of GIVIDs and their related miles described in its
Lrticles & to 11 do not apply for medicinal substance s and corpounds for hornan use if
authorized by Urdon legal acts that fulfll the criteria hsted in that Srhicls

The requirerne nt for the holding of anthonsation of manufactuing and irmport off
irevestizational medicinal peoducts in the Uniorn in accordance with Artiele 61020, point (a),
of Begulation (ET) Ho 53672014 should be extended to tpeestizational medicinal produc ts
cortaining of consisting of GOIDs in Directrve 2009/41/FC.

It iz thus judicions, in order to ensare an efficient fane ioning of Regulation (ETT)

Ho 53652014, to define a specific anthorisation procedure for the deliberate release of
medicinal substances and corgpounds for hatean use contaiving or consisting of GIVOs
fulfilling the recuive ments of Srticle 5 of Directree 2001/12EC and taking into account the
specifle charactenstics of medicinal substances and cormpounds.
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1153)

Detailed rules concerring financial penaltes for failure to corply with certain obligations
laid down in this Regulation are specified in Cormaission Regulation (EC) Mo 652720073,
Thoze rules should be raaintained, bt it is appropriate to consolidate ther by raoving their
core elerents and the list specifying those oblizgations into fhis Regulation, while
taintaining a delegation of powers that allows the Comcnizssion to supplerne nt this
Begulation by laying down procedure s for itaposing such financial penalbes. Ttis
appropriate, in order to provide for legal certainty, o clarify that Coraridssion e gnlation
{EC) Mo 2141196% remains in force and continue s to apply unless and until repealsd. For
the sarme reason, it should be clarified that Begulations (EC) Ho 204972005%,

Mo 507720068, Mo 65872007 and (EC) Mo 12341200228 rernain in force and continue o
apply unless and until repealed.

d

15

8

7

1B

Corenizsion Fegulation (EC) Mo 63272007 of 14 Jare 2007 coneetning financial penalties
for infringe rent of certain obligations in cornection with arketing authorisations granted
undler Begulation (EC) Mo 7262004 of the Furope an Parliavae nt and of the Couneil (OJ L
155, 1562007, p. 10.

Corunission Fegulation (EC) Mo 2141796 of 7 Novezaber 1996 concerning the examination
of an application for the transfer of & marketing authorzation for a medicinal peoduct falling
within the scope of Counell Fegulation (EC) Ho 2309793 (OF L 286, 2.11.1994, p. 6.
Corrnission Begulation (EC) Ho 204972005 of 15 Decersber 2005 laying dowr, parsuant to
Begulation (EC) HNo 72652004 of the European Parliament and of the Conneil, rules
regarding the pavment of fees to, and the receipt of admirdstrative assistance fror, the
European Medicines Sgencyby micro, swall and medinn-sized ente rprises (O L 329,
16.12.2003, . 4).

Cornission Fegulation (EC) Mo 5072006 of 29 Iarch 2006 on the conditional rarketing
anthorisation for medicival products for buraan use falling within the scope of Begulation
(B2 Mo 72602004 of the European Parliament and of the Council (07 L 22, 30,3 2006,
pf)

Corrnission Begulation (EC) Mo 123472005 of 24 Movernber 2005 concemming the
exatrination of watiations to the terms of marketing anthorisations for medicinal products for
hoarnan use and wete rivary raedicinal products (OF L 334, 12122008, 5. 7).
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1154)

(1550

This Begulation isbased on the dotble legal basis of &rticle 114 and Arhicle 165(4), poiut
{e), TFEN. It airns at achieving an internal market as recards medicinal products for ooman
use, taking asa bage a kigh lewel of protection of health. &t the same tire, thiz Regnlation
sets high standards of quality and safety for medicinal products in order fo meet comenon
safety concerns as regards these products. Both objectimes are being parsued
simultanecusly. These two chjectrve s are insepardhlylinked and one 15 not secondary to
another. Fegarding Article 114 TFEU, this Fegulation establishes a Enropean Wedic ines
Lgencyand peovides specific provision with regard to the certral authorization of
medicinal products, the refore enmring the furctioning of the indernal market and the free
rnorverne it of medicinal products. Begarding Brtiele 16304), point (), TFEL, this
BEegulation sets high standards of gualityand safe fyr for medicinal products.

This Fegulation respects the findarae ntal rights and observes the prineiples recognised in
partic ular by the Charter of Furidarne ntal Rights of the Furopean Tiion and notably barnan
digrity, the integrityof the person, the rghts of the child, respect for prrvate and farndly
life, the protection of persoral data and the freedorn of art and science . Senilard this
regulation mtegrates a high level of protection of the environment
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1156)

The obijective of this Begulation is to ensure the anthorisation of Tagh quality roe dicinal
products, including for pae diatric patients and patients suffering from rave diseases
thronghout the Union. Where this objective carmotbe sufficisntly achieved by the Tlermber
States but can rather, by reason of its scale, be better ackuesved at Union level, the Undon
tnay adopt measres, in accordance with the principle of subsidiarity as set ot in Srtiele 5
of the Treaty orn Ewropean Union. In accordarce with the principle of proporionality, as
set out in that Article, this Fegulation does not go beyond what is nece ssary in order to
achieve that ohjective.

HAVE &DOFTED THIS REGULATICHN:
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CHAPTERI
SUBJECT MATTER, SCOPE AND DEFINITIONS

Arficle I
Subject matter and scope

Thiz Fegulation late down Union procedures for the authorization, superision and
pharrnacoragilance of medicinal peoducts for human nse at Urndon level, establishes miles and
procedures at Union and at Mlerber State level relating to the monitorieg and management of
shortages and critical shortages and the secwrity of supplyof medicinal products and lays down
the governance provisions of the European Mledicines Sgency (“the Agency) established by
Begulation (EC) Mo T2652004 which shall carryront the tasks relating o medicinal products for
hurnan nse that are laid down in this Regulation, Begulation (E1T) Mo 201906 and other relesant
Urdon legal acts.

Thiz Regulation shall not affect the powers of Member States’ authonties as regards setting the
prices of rmedicinal peoducts or the ir inelusion in the scope of the national health systern or social

gz curity scherne s on the basis of health, econowde and social condiions. W taher States may choose
frorn the particulars showm in the marketing authorisation those therapeutic indications and pack
gizes which will be covered bartheir social secwityhodies.
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Arficle 2
Defmitions

For the porpoges of this Fegulation, the de finitions laid down m &rticle 4 of [tevised Divec tive
2001/23/ECH] shall apply.
The following defiritions shall also apply

(13 e terinary e dicinal product” rae ans a medicinal product as defined in Srticle 4, point (10,
of Fegulation (ETT) 201906,

i ‘designated orphan medicinal product’ means a redicinal product under deseloprient
which has been granted an orphan designation by a decision referred to in Article 4id);

3 ‘orphan medicing] products” means a medicinal product which has been granted an orphan
marketing authonsation referred to in Arficle 69,

4 ‘orphar seeddsimernedicinal prodict sponsor’ mears any legal or natural person,
established in the Urdon, who subrrdtted an application for or hasheen granted an orphan
desigration for @ medicingl product by a decision referred to in Arbele 64040,

" Marne of revized Dirvective 2001083/EC, date (OJ L 250, XX EE 3G p 2]
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()

*sirnilar medicinal product” meansa medicinal product containng a sirmdlar actve
substance or substances as contained in a currently authorised orphan medicinal product,
and which is intended for the sarme therapentic indication,

()] “aitnilar actrve substance” means an ide ntical actisve subhstance, or an actie suhstance with
the same principal molecular stre toral features (bt vot necessanlywall of the same
molecular stuctural features) and which acts via the sarae mechanisa . In the case of
advanced theraprmedicinal products, for which the prineipal rmolecular stroctural fratures
cannot be filly defined, the sirdlaritybetween two active substances shall be assessed on
the basiz of the biological and functional characte rstics,

0 siznificant bene fit” means a clinically relesant advantagze or a major contribubon to
patient care of an orphan medicinal product i such an adseantage or contrbution berefits a
pakesebtadee lep ard part of the target popualation,

ey ‘o lirdeally superior” means that a redicinal product 1s showr to provide a sigraficant
therapeutic or diagrniostic advantage above that peovided by an orphan medicinal product
ore ot raore of the following ways:
fa) greater efficar v than an authorize dessdisimed orphan medicingl product in e

eabedenbaklie relovant part of the target popadation,
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by greater safetythan an authorised orplan medicinal product in e-mketesbedile
relevant part of the target population;

) inexceptonal cases, where neither greater safety nior greater efficacy hasbeen
shonery, dernorstration that the medicinal product othersize makes a major
contribution to diagnosis or to patent care.

m ‘paediatyic use marke ting authorsation” means a marketing authonsation granted in respect
of a medicinal peoduct for harear nse which is not protecte d by a supple rmentary prote cion
cerfificate under Fegulation (EC) Mo 44972009 of the Enropean Parliavaent and of the
Couneil concerning the supple mentary prote ction certificate for medicinal products™ [OF
please replace reference bynew instnurne nt when adopted], or by a patent which qualifies
for the granting of the suppletne ntary protection certificate, covering exclusmvely
therapeutic indications which are relesant for use in the pae diatric population, or subsets
thereof, including the appeopeiate strength, phatmacentical form or route of adrnirdstration
fior that product.

(10 “regulatorysandbox’ meansa regulatory frammework danng which 1t iz possible to
develop, walidate and test in a controlled exrirorenent inmoneative or adapted regulatory
solutions that facilitate the development and authorisation of inmoattve products whach are
likelyfo fall in the scope of this Regulation, parsuant to a specific plan and for a limited
tirne under regulatory supervision.

i Begulation (EC) HNo 4692002 of the European Parliament and of the Conneil of & Iay 2009
concetring the supplerne ntaryprotection certificate for me dicinal produets (OJ L 152,
1662002, p. 17,
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(113

‘critical medicinal product” mearsa medicinal product for which insufficient supply
results in serious harm or risk of serions har to patients and identified using the
methodology parsuant to Article 13001}, point (a).

ey ‘shortage” means a situation in which the supply of @ medicinal product that is authonsed
abd placed on the market ina Memwber State does not meet the demand for that medicinal
product in that hember 5 tate whatever the cause.

(137 Ceritical shortage in the Ileraber State” means a shortage of a e dicinal productwhich
map resultin a significant impact on the healthcare spsteme of @ Member State or resulls
in harm or wak of harm b peliends and for which there 1s no appropeiate allemmatoee
medicinal product available in safficient guantifies on the market in that Merber States

(14)  Ceritical shortage of Dnion concern” weansa critical shortage in the Wletnber State oot
cannot be resolved at Member Shate level and for which coordinated Union level action is
eetrddered necessaty to resolve that shortage in accordance with this Regulation,
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(1da)

(14d)

Wemand' means the request for @ medicingl product by heallhcare professionals or
patignts in responge to @ clinical need, the demand is satisfactorily met when the
medicingl product is aeguired in approprigte e ond in sufficient guanbly to allow
covdinuily of provison of the best care do pakienis,

Suppl! means the total volume of stock of @ given medicingl product et is placed on
the market by o marketing authorisabion holder or @ manufachirer,

Article 3
Cenirally authorised medicinal products

& e dicinal product listed in Lnmex Ishall onlybe placed on the Union marketif a
matketing authorisation for that medieinal product has been granted bythe Union in
accordance with this Begulation (“centralised marke ting anthorisation™.

&nyrmedicinal product not listed in Annex [ maybe granted a centralised marketing
authorisation in accordance with this Regulation, if the product meets at least one of the
following requirerne nts:

fa)  the applicant shows that the redicinal peoduct constitates a sigrificant therapentic,
seientifle or technical innoreation or that the granting of marketing authorisation in
accordance with thiz Regulation is in the interest of patients' health at Undon lewel,
meluding as regards antimicrobial ve sistarce and me dicinal products for public
health ernergencies,

by itiza redicinal product inke nded solely for paediatric use.
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i)

the eppleoant refers in e marketing quiionsation applicabion to q reference
medicingl product that has been authorised through the centralised procedure,

i) the medicingl product condaing @ new ackve substance, which on 20 Moy 2004 was
not quthorised in the Thion.
3. Horme opathic edicinal peoduc ts shall not be granted a marketing anthorsation in
accordance with this Begulation.
4. The Corenission shall grant and supervise centralised marke ting authorsations for

medicinal products for huroan use in accordance with Chapter I1.

o The Corenission is exapowered to adopt delegated acts in aceordarce with Sricls 175 to
araend Lrmex L in order 10 adapt it 1o tesledsad-andacientific and technological progress,.
This ewmpowerment shall be subject to the following conditions.

fiz)

(B)

The Copunission shall justifly, on the basis of scientific and technologic al evidence,
the appropricteness of updating the descriphon of the Folecknologieal processes
in point I of Annex I The delegated acshall also be based on an up-to date
scientific lterature review as regards the hpes and exdent of developments that
have geeurred, including, where applicable indernabonal suide ines and
comparative standar ds.

Hhere applicable, the Commission shall take inbo account any relevant new or

updated scientific opinions from the WHO or medicines agencies
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Arficla 4
Member State authorisation of-gesesiss-ef medicinalproducts referring to centrally
authoried medivinal products

eathmareedbn iy derogation b Arkcle 3 the competerd authoribes of the Ivleraber States in
accordance with [revised Directive SRRHREREE2001R5] muy authorize @ medicinal product that
refers to a reference medicinal product quthorized by the Thion under the following conditions:

) the application for marketing authorsation is submitted v accordanes with Srtiele @ or 11
or, i jushfied cases, in accordance with Arkele 10or 12 of [revised Direc trve
2001723/EC],

1Y) the swrarnaryof product charvac teristics and the packagze leaflet ave in all relevant respects
consistert with that of the medicinal product authorised byrthe Urdon-ineleding i
indicaions;

fe) the reference medicinal product is not a medicinal product referved o Annex I, poinks |

ar 2

Hhere the application is submitted in accordance with Arkicles 100r 12 of frevised
Direcpe 20003 ECT the applicant shall demonstrate that all e indications covered
by the applicekon have been aulhorized by e Union for Bie ackwe substance concerned

Foint (b)Festeubyseamraph shall not apply to thoss parts of swrarmary of product charac te ristics
and package leaflet re ferring to indications, posologies, pharmaceutical forms, methods or routes of

adroirdetration or any other way in which the medicinal product rmaybe wed which were still
covered by a patent or a supplemme nbary protection certificate for medicinal products at the time
when the sesese-tnedicinal product for which o marketing authorisation have been regquested
wnder i Arficle, was marketed and where the applicant for She-sesesiat iz medicinal product has
requested not to include this indormation in their marketing anthorisation.
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CHAPTER IT
GENERATL PROVISIONS AND RULES ON APPLICATIONS
Section 1
Application for ceniralised marketing authorisations

Arficla 3
Sub mission of app lications for marketing authorisations
L. The matketing authorisation holder for mwe dicival products covere d by this Fegulation shall
be established in the Undon, The marke ing authonization holder shall be responsible for the
placing on the ratket of those medicina products, whether done by that madieting
anthorsation holder or via one or more persons designated to that effect.

2. Ly applicant shall agree with the Sgeney the submizssion date of an application for a
marketing anthorisation.
3. L&y applivant shall subrnit an application for a marketing authorsation electrorndcally to the

dgencyand in the formats made available by the Azency

4. The applicant shall be responsible for the acouracy end completeness of the information
and docurne ntation subrdtted with respect to its application.
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o Within 20 days of receipt of an application, the &zency shall check whether all the
information and docwmentation required in accordance with Srticle 6 hawve been subrnitted,
that the application does not contain critical deficiencies that masrprevent the evaluation of
the roedicinal product and decide whether the application 1z+valid.

f. Whete the Agency considers that the application is incomplete, or contains critizal
deficiencies that may prevent the evaluation of the medicinal product, it shall it the
applicant according v and set a irne lixndt for submiting the missing inforration and
docwrnentation. That tirae it ayhbe extended once by the Agency.

Upon receipt of the responses from the applicant to the request to subrat the rissing
inforrmation and documentation, the &gency will deterraine whether the application can be
considered walid. Where the Agencyrefuses to walidate an application, it shall notifyrthe
applicant and state the reasons for such refusal

If the applicant fails to prosade the missing information and docurmentation within the tme
lirnit, the application shall be considered to hase been withdrawm,

1. The Egency shall draw up scientfic guide live s for the identification of critical deficiencies
that rmary prevent the evaluation of a medicinal product, in corsltation with the Enropean
Comrmizsion and the DMerber States.
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Article Sa
Oh higation to supply for cenirally authorised medicinal producis

L Fith aview to faciliteling acceas to @ medicinal product authorised under this

Fe gulabon and where such prodict is subject, az applicable, to re gulalory prokecion
purswant to Arkcle 80 of He [revised Direckve | markel exclusivily in accordance with
Article 72 patent or @ supplementary profection certificate, o Member Sale may reguest
the marlebng quthorisalon holder of that medicingl product io place i o the market
and supply on the market of that Member State, either pursuant to the mechanism set
outin Arfele Soq of frevised Direchive ] ncluding the achions referved to in paragraph 2
af that Arkele, or independently. The marketing authorisation holder shall ensure, upon
agreewment with the respective Mewmber Shate and within the limils of is responsiBilihy,
that such medicinal product is placed on e market ond supplied so that the needs of

putiends in the Member Sate in question are covered.

The arrangements bo inplement the above obligalions shall be proportionate to e

objective pursue d and in complicnee with Thion law

Marketing authorisafion holders shall comply with the obligakons set out in this Arkcle,
unless there are exveptional and unforeseeable circumatances, including thoge related to
disruphions of supply, or dildy jushfied circumstances fully outside the morketing
authorisafion holder's control the conseguences of which could not kave been avoided
even if all best and reasonable measures had been taken. In el a cage the marketing
authorisahion holder shafl provide an explanabon of the case and circumstances and

jushfy the reasons for non-compliance.
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I case @ Member Shate considers that @ marke bng authorsation holder referredioin
paragraph I has consistently failed o place a product on the market and supply it 20 that
the meeds of patients in the Member State in question are covered. i may inform the
Commigsion. The Mereber Shate shall provide the Commission will o detailed
description of the facts of the case and substantiale the marketing outhorisafion holdeys'
Failure do place on the market and supply.

Prior to informing e Commission, the Member Shate shall nolify the marketing
cuthorisaiion holder concermed and invile # o provide written observalions within four
weeks from the notification. This period may be prolonged once. The wrilken
observabions shall be alached bo the information in accordance with the flrst
subparagraph. When informing the Commission, the Member Sate shall duly consider
the explanations provided by the marleling authorisation holder in ite wrillen

aobservations.

Hhenever more tran one Member Stake invokes paragraph 2 firstsubparagraph, with
regards do the sawme medicingl product the Commizion shall reguire the markefing
authorisation holder to enter into negobaions in good faith and make best efforts to
ensure suppd 20 that the needs of pebents in the Member States in guestion are covered,
within the wme aning of paragraph 1
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By [OF pleage insert the date = dyears from the dake of application ] the Commission
shall present a report to the European Farliament and e Council on the application of
this Arficle. The reportshall be baged, among othess, on information provided by
Member States, and i shall include an assessment on whether the nules provided for in
thiz Arficle enmure that the medicinal products concerned are placed on the market and
suppled for use in palents in all Member Shates that have applied this Article. The
Commizsion shell, if appropriale, present legislabve proposals based on that evaluakon
notebly with regard to remedial achions in the case of non-complianee, icluding the
possibiliy to impose penallies in accordance with Arbicle 172

Article &
Ceniralised marketing authorisation app Beation

Each application for a certralised marketing authorisation ofa medicinal product for
bonrnan uge shall specifically and corple tely include the particulars and docure rtation as
referred to in Chapter IT of [revised Directive 20015530FEC] . In the case of applications in
accordance with Article 602), Article 10 and &rticle 12 of [revised Directre 20015230EC],
this shall include the electronic subtnission of rawr data, in accordance with Anvex Ilof
that Dhire ctive.

A36626

102
LNNEX LIFE.5 LIMITE EN

7424/26 ADD 2

LIFE.5

103
EN



The docuarnentation shall include a declaration to the e ffect that clinical tials camed out
outgide the Urdon meet the ethical requive ments of Fegulation (E1T Mo 336/2014. Those
particulars and documentation shall take account of the unigne, TTnion natore of the
authorization reque sted and, otheradze than in exceptional cases relating to the application
of the law on tradernarks parsant to Fegulation (ETT) 201771001 of the Enropean
Patliarnent and of the Couneil®, shall include the use of'a single nawae for the e dicinal
product. The use of a single narae does not exclude the use of addibonal qualifiers whe e
hiecessaty to identifyr differe nt presertations of the wedicinal product concerzed.

andchronievondibor-in-the Urderes. The Lgeney mav-following theadacsof the

o =) o] r I W =

sedatod-bo-tha-demmelogrned o ffer to the applicant a phased review of complete data
packages for indrvidual modules of pariculars and docure ntation as referred 1o in
paragraph 1 for medicingl products which:

@ are Ghely to address an unmet medical need as referred to in Arficle 83(1) of
frevised Directive 200083 E CT and are expected to be of major inderest from the
point of view of public ke alth, in parkculer as regards erapeutic novation, or

i Begulation (E1T) 2001771001 of the European Patliament and of the Coureil of 14 June 2017
on the European Union trade rark (OJ L 154, 1662017, p. 1),
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(B are antimicrobials with ary of the characke ristics mentioned in Arkele 40(3) or
provided for in the "WHOpriorily pathogens lst for R&D of new antibiofics’,
specifically those Usted ag priovily T (evitical) or priorily 2 (Righ), or taking into
qecount as @ priovily any eguivelent st of priovily pathogens edopted at Union
level; or

c)  are inkended to be used in relation Yo a polential or recognized public health
EREFgEREY
The Agency shall appl subparagraph 1 following the advice of the Comumiliee for
Medicinal Products for Human LEe regarding the fulfibnent of these criteria and
the maturity of the data related to the development.

The Ageneymayat any stage suspend or cancel the phased review, where the Comrnitiee for
Iledicinal Products for Humnan Use considers that the subrmitted data are not of sutficient
mahuity or where it is considered that the medicinal product no longer fulfils aseesesegdisred
therapeutieadvareerentille condiions referred to in Hre first subparagraph. The LAgency
shall inforrn the applicant accordingly.

3. & fee shall apply for a marketing authonsation application and shallbe payable to the
dgencyior the exarmdnation of the application.
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4. Where approjpriate, the application mavinclude esesbme-sakatansmmmmery docume s,

t!é'?’i;‘;ﬁﬂﬂté.ﬁ:, Prﬂiﬂﬁolﬁ' or master Sle-seriiieato-nr-armaiel ot haeatmaatEsamaia el

defiles in accordance with Chapler IT sechon 4 and Annex I of [revised Directnee
2001723/EC].

A The marketing authorisation applicant shall deraonstrate that the principle of replace ment,
reduction and refineme nt of anitnal testing for scientific purposes hasbeen applied in
corpliance with Directre 2010083E T with regard to angy ardrmal studsy conducted in
support of the application.

The marketing authorisation applicant shall not carry ot andrnal tests in case sclentifically
satisfactory nor-anitnal testing rmethods are available.

a. The &gency shall ensure that the opinion of the Corarrdttee for Iedicinal Products for
Human Use is given within 180 davs afler receipt of 4 walid application. In the case of' a
medicinal product for hurnan use containing or consisting of gernetically rodified
organisms, the opinion of that Coraaittes shall take imto account the evaluation of the

erraronrme ital nsk assessment in accordance with Srticle 2.

On the bagiz of a dulyreasored request, the Cormmittee for Dedicinal Products for Human
Use may call for the duwration of the analweis of the scientific data in the file concerning the
application for rarke ting anthorisation to be extended.
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1. When an application is submitted for a marketing authorisation in respect of toe dicinal
products for baraan use which arve of major interest from the point of view of public health
and in particular fro the wiewpoint of the rapentic innoation, the applicant may recque st
an accelerated asse ssine nt proce dure. The sarme shall apply for products referred to in
Lrticle 60, The recuest shall be duly substantiated.

If the Comanittes for Medicinal Products for Human Use accepts the recuest, the titne-lirait
laid devwen in Article 6(6), first subparagraph, shall be reduced to 150 davs.

g The adapled frome works established in aecordance with Art 28 of [revized Divechye
001783 ey apply also for the for the purposes of obtaining a centralized markeling
cuthorisation in qecondance with this Regulation.

Arficle 7
Environmental risk assessment for medic inal products c ontaining or conskting of genetic ally
modified organisms
l. Withoat prejudice to Lrticle 22 of [revised Directrve 2001/83EC], the marketing

anthorsation application of a medicinal product for karean use containing or corsisting of
genetically rmodified organisins as defined in Article 2020 of Directive 200151 5/EC shall be
accorpanied by an ervirorenental sk assessmment identifying and evaluating potential

ackeerse effects of the genetically modified organising onelumar or erimal health, and the

& TOITOTEe It
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2. The ervironmmental risk assessmnent for the medicinal products referred to in paragraph |
shall be conducted in accordance with the elements described in Arficle & and the specific
reuirerne nis set out in Annex IT to [revised Divectree 2001E3/EC] based on the principles
set out in Armex O to Directive 20017 12EC taking into acconnt the specificities of
tnedicinal products.

3. Lrticles 15 to 24 of Directiee 200151 8/EC shall not apply fo moedicinal products for haman
use containing or consisting of genetically modified orgardsms.

4. Articlesfto 11 of [revised Divective 20011 2/EC] as well as Articles 4 10 13 of Direc frre
2009741 BT shall not apply to operations related to the supply and clindeal us, meluding
the packaging and labelirng, distibution, storage, transport, pre paration for adrairdstration,
adrministratior, destroction or disposal of medicinal products contairing or consisting of
genetically rmodified organisins, with the excephion of their manofae ture, in anyrof the
following cases:

fa)  where such medicinal products have beer exclnded frorm the provisions of [revised
Directive 2001723/FC] byra e mber State parsnant fo Srticle 3(1) of that Divective,

by where the wse and distibution of such medicinal products havee been ternporarily
authorized by a Mereber State pursuant to Srticle 300 of [revised Directive
200LE3ET]; or

c)  where such medicinal products are made available by a Merber State parsuant to

Article 26017
366,26 107
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 108

LIFE.5 EN



o In the cases referred to in paragraph 4, Mleraber States shall irnplernerndt a ppropriate
measures to minimise foreseedble negative ervirotrne ntal npacts resulting from the
intended or uninte nded release of the medicinal products containing or consisting of

genetically modified organisms nfo the ervironzuent.

The competent anthorities of the Merber States shall exsnre that infommation related to the
nze of medicinal products referred to in paragraph 4, is available and prosaded to the
copetent authonties established by Dire ctise 2000041/EC, when necessary and in
particular in the evert of an acciderdt referred o in Article 14 and Arficle 15 of Directive

20097 417EC.
Arficle &
Conient of the environmental risk assessment for medicinal p roducts containing or consisting
of genetically modified organims

The erritorrne ntal Hsk assessrent referred to 1in Arhicle W2 shall contain the following elements:

) descniption of the genetically modified orgardsmm and the modificatio ns introduced as well
a5 characterization of the finished product;
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(k) identification and characte Hesation of hazards for the ercdronment, anitrals and for human
health;

) exposure charactensation, assessing the likelihood or probabilitythat the identified hazards
mate rialise;

id) tisk chavacterisation taking into account the magritode of each possible hazard and the
likelihood or probability of that adeerse e ffect ocomrring;

el tsk minitnisation erd il geion stategies proposed to address idextified nisks including
speciflc containene nt measures to rat- contact sathof the medicinal product wilh Euman
beings other than He intended pafient and il dizsemination i e ervironment,

(il overall visk evalnation and conclugions.

Arficle 9
Procedure for the environmental risk assessment for medicinal prodw is ¢ ontaining or

conskting of genetically mod ified organiems
1. The applicant shall subinit an ervironmmental risk assessment referred to in Arhicl: (1) to
the Agency.

The Committes for Idedicinal Products for Hurnan Use shall assess the ersdronmental nsk

assessinent.
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Incase of first-in-class medicinal products or when a novel gquestion is raised daring the
assessment of the submitted ervaronmental risk assessment, the Comrmittes for Idedicinal
Froduets for Human Use, or the rapportenr, shall-sesssrant, o necessary, carry out
consltations with bodies Mleraber States have set up in accordance with Directnee

20010 2/EC. Thevrsmesehall ag necesaary also consult with relesant Union bodies. Details
ot the consultation procedure shallbe published by the Szencyat the latest by [OI:12
motths after the date of entry into force of this Fegulation].

Article 10
Commitiee asgessment of an app lication for marketing authorisation

When preparing its opinion, the Coranittee for Dedicinal Products for Hurman Use shall
werify that the parficulars and docurmentation subiitted in accordance with Article &
coraply with the requirernents of [revised Divectree 2001723/EC], and shall examine
whether the conditions specified in this Regulation for grarting a marke ting authorisation
are satisfied. When preparing its opirdon, the Comraittes for IWEdicinal Products for
Hurnan Use may make the following reguests:

fa)  that an Official Wedicine s Control Laboratoryror a laboratory that a Werber State
has desighated for that parpose tests the medicinal produet for laman use, its starting
materials, ingredients and, where necessary, its intermediate products or other
constituents in order to ensure that the control e thods exployed by the
roatmfactarer and described in the application docwraents are satisfactorsy,
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by that the applicant suppleents the particulars acc ompanying the application within a
specific ime period. In case of such a request, the tine-lirt st out in Article 6(6),
first subparagraph, shall be mspended untl the supple mentary inforrmation requested
15 provvided. Likewise, this tirne-lredt shall be suspended for the time allowed for the
applicart to prepare oral or writh h explanations.

2. Where within 90 daye of the date of validation of the rarketing authorisafion application
atd during the assessraent the Cormenattes for ledicinal Products for Hornan Use considers
that the subratted data are not of sufficient quality or rmatantsy to complete the ass: ssment,
the assessment can be terrinated. Prior to the fermination, the Committes for edicinal
Froducts for Human Use shall surommarise the deficiencies in writing. On thisbasis, the
dgencyshall infoma the applicant accordinglyand st a tirne Lot to address the
deficiencies. The application shall be suspended unt] the applic ant addresse s the
deficiencies. If the applicant fails to address those deficiencies within the tirne lirit s2thy
the Lgency, the examination shall be terminated and the application shall be considered

az withdrawm.

2D, The Committee for Medicinal Products for Human LEe may consider and decide upon
addiBonal evidence that is available to the Agency, independently from e data
subwibied by the marketing authorization applic@d.
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Arficle 11
Certification of manufac turer

L. pon receipt of a written reque st from the Corenittee for Iedicinal Products for Hurman
Usze, a Iletnber State shall foreard the indommation dernonstrating that the manafactorer of
a medicinal product or the irmporter from a third country is able o manafacture the
tnedicinal product concerned or carvyrout the ne cessary cotdrol tests, or both in accordance
with the particulars and docwnents supplied by the applicant pursuant to Srticle &,

2 The Corenittes for Medicinal Products for Hurman Use may, if it considers it necessaryin
order to complete the assessment, require the applicant to undergo a specific inspection of
the manufactaring site of the medicinal product concerted.

The inspection shall be carried out withiz the tiree-lirit 22t ot in Srticle &(6), first
subparagtaph, by inspec tors frorn the Dk raber State holding the approptiate qualifications.
Those inspectors maybe accor parded by a rapportear or an expert appointed by the
Comaittee, or by one of more inspectors of the Agency The inspections mavyhbe carried

ot unannounced.

For rarufacturing sites located in third countries, the inspection mayhbe caied ont by the
&geney, following a requestbythe Merber States and based on the proce dure set out in

Article 52.
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Arficle 12
Commitier Op inion
L. The &gency shall withot wndue delay inforra the applicant 1 the opindon of the
Comrmttes for e dicinal Products for Hurnan Use iz that:

fa)  the application does niot satisfy the criteria for marketing anthorization s=tout in fhas
Begulation;

by the application satisfies the criteria set out in this Regulation subject to changes
required bythe Lgencyto the sumrmary of product characteristies ave made;

fe)  the application satisfles the criteria set out in this Fegulation provided that changes
required bythe Sgency to the labeling or package leaflet of the medicinal product,
are rade to ensure cormpliance with Chapter V1 of [revised Directree 2001550EC]

(d)  where applicable, the application satisfies the eriteria set out in Articles 15 and 19
subiject o specific conditions therein.

2 Within 12 days of receipt of the opirdon referred to in paragraph 1, the applicant may
reuest by written notice to the Ageneya re-examination of the opindon. I that case, the
applicant shall provide the Agene vy with the detailed grounds for the reque st within 60 daye
after receipt of the opinion.
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The re-gxamination procedure maydeal only with the points of the opinion ndtially
identified biythe applicant and maybe based only on the scientific data available when the
Comittee for I dieinal Products for Human Use adopted the inifial opinion.

Within 60 days following receipt of the grounds for the request, the Cornrmittes for
Iledicinal Products for Hurman Use shall re-examine its opirdon. The reasons for the

conclusion reached shall be anmexed to the final opinion.

3. Within 12 davs after ite adoption, the Agency shall send the final opivdon of the Coranittes
for Iledicinal Products for Human Tae to the Coranission, to the Idember States and o
the applicant, toge ther with a report describing the assessment of the medicinal productby
the Coramittes for Ivledicinal Products for Huarran Use and stating the reasons for its

conclusions.

4. If an opindon is favourable fo the granting of the relevant marketing authorisation, the
following docutnents shall be annexed to the opinion:

fa)  asumenaryof product charac teristies referred fo in Srticle 62 of [revizsed Dhirectrve
20001E3EC] and corresponding to the assessroent of the medicinal product;

by arecormmendation on the frequenc yof subrnission of periodic safetyupdate reports;
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(d)

(e)

&3

(gl

details of ang condiions or restrictions to be irmposed on the sopply or use of the
medicinal product concemed, including the conditio ns nnder which the medicinal
product raybe mwade available fo patients, in sccordance with the criteria laid down
in Chapter 11 of [revised Directive 20010E3/EC];

details of vy recornmended conditions or e strictions with regard to the safe and
effectrve nse of the medicinal product,

details of a1y moonmnended meamres for ersurnng the safeuse of the medicmal product to
be inchided in the risk management systam,

whe re appeopriate, details of anyrecorraended oblization fo conduct post-
anthorization safe ty studie s or to cornply with cbligations on the recording or
reporing of muepected adverse reactions which are stricter than those referred fo in
Chapter WIII,

whe re appeopriate, details of anyrecorraended oblization fo conduct post-
authorisation e fficacy studie s where conce s relating to some aspects of the efficacy
of the medicinal product are ide ntified and canbe resolved onlyafier the me dicinal
product hasbeen rarketed. Such an chligation to conduct such stodies shall be based
on the delegated acts adopted parsuant to Lrticle 21 while taking into account the
soientific guidance referred to in Srticle 123 of [revised Divective 2001 723/ECT ,
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(h)

(1)

gl

(k)

4y

whe e appropriate, details of anyreconzaended obligation to conduct any other post-
anthorisation stadies o nproe the safe and effective nse of the medicinal product,
inchuding reatment optimisation shudies,

inecas of medicinal products for whick there is substantial uncertainty as to the
smrrogate end point relation o the expected health cuteorne, where appropriate and
relevant for the bene fit-risk balance, a post-anthorisation oblization to substantiate
the clinical henefit;

where appropriate, details of anyrecormmmended oblization to condoet additional
post-anthorisation ersirorene ntal nsk assessmwent studies, collection of monitoring
data or information on use, or fo implement appropricle risk mitigaiion measures,
whe re conce s about risks to the ersdronment or public health, including
anfirnicrobial resistance need o be further fove stizated or mitigated after the
medicinal product has been marketed,

the texrt of the labelling and packaze leatlet, presented in accordance with Chapter V1
of [resized Dive ctive 20018E3/EC];

the assessrment report as regards the reslts of the phatnacentical and non-clindcal
teats and of the clinical trials, and as regards the risk managetne nt systern and the
pharrnacovigilance systern for the e dicinal product cone erned;
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fre)  where appropeiate, debails of arp recomamended obligabions o carry ont rmedic inal
product-specific validation studies to re place andtnal-based control we thods with
non-anitnal-baged control raethods.

(b)) where applicable, recsoning oz bo whether the me dicingl product salisfies the
criteria af Article 83 of [revised Direclive 2001783/ ECT regar ding me dicinel
products addressing an unmet medical need.

. Wher adopting its opinion, the Coreredttes for Idedicinal Products fior Hotoan e shall
include the criteria for the prescripton or use of the e dicinal produe ts in accordance with
Srtiele 5001} of [revised Directive 2001/23/ECT.

Section 2
Marleting authorkation decisions

Arficle I3
Commission devision on the marketing awthorisation

l. Within 12 days of receipt of the opirdon of the Cormmittee for Ivl dicinal products for
Human Use the Corenission shall subrnit to the Standing Corarittes on Medicinal
Products for Hurman Use referred to in Artcls 173(1% a draft of the decision on the

application.
In duly justified cazes, the Comraission may rehun the opivdon to the Sgeney for farthe
corsideration.
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Where a draft decision ervisages the granting of a marketing authorisation, it shall include
or rnake reference to the documents referred to 1n Srticle 1204,

Where a draft decision ervisages the granting of a marketing authorsation subject to the
conditions referred to in Arficle 1204), points (o) to (), it shall lay down deadlines for the
fulfiltnert of the conditions, whers necessary.

Where the draft decision differs fror the opirdon of the Ageney, the Corrndssion shall
provide a detailed explanation of the reasons for the differerices.

The Corenission shall send the draft decision to the Mewber States and the applicant.

2 The Corenission shall, by means of implernenting acts, take a final decision within 12
davs after chtaining the opindon of the Standing Corarndttee on I dicinal Products for
Human Use. Thoss trepleme nhing acts shall be adopted in accordance with the examination
procedure referred to in Arhcle 173, paragraphs 2 and 3.
3. Where a Wember State raises important new questions of a scientifie or trchnical nature
that have notbeen addressed in the opinion delreered by the Agency, the Cormission may
refer the application back fo the Azency for furthe r consideration. In that case, the
procedures set out in paragraphs 1 and 2, shall start again upon reception of the replyof the
Lgency
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The Bgency shall disserrinate the docwnents referred to in Srticle 12(4), points (a) to (2],
and, where relovant, the documents referred bo in Article 12{), pants (f) o (ma),
together with any deadlines laid dovwn parsuant to peragraph 1, fist subparagraph.

Arficle 14
Withdrawal of a marketing authoriation applicaiion

If an applicant withdraws an application for 2 warketing anthorisation sdbraitted to the Sgeney
before an opindon hasheen ghven on the application, the applhicant shall eorenunicate itz reasons for
doing so fo the Azeney. The Ageneyshall make thas inforration publicly available and shall
publish the assesstoent report, if available, after deletion of all inforraation of a corame reially
contide ntial nature.

After the opinion Ras been given on the applicalon, the applicant is no longer in the posilion to
withdraw an applicalon on ils own nihahe.

Arficle 13
Refugal of a centraliced marketing awthorisation

The marketing authorisation shall be refuse d if, after verification of the particnlars and
documentation subraitted in accordance with Article 6, the wiew is taken that:

fa)  the berefit-risk balanee of the wedicinal product is not fasourable
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by that the applicant has not propelyor sufficiently dernorstrated the quality, safetsy or
efficacy of the medicinal product;

e its gqualitative and quantitateee corposition is not as declared,

f(d)  the errironne ntal visk assesswnent is ncoraple te or inenfficie nil weubstantia tedbarthe
apppliaed, OF if the risks identified in the e reironmmental risk agse ssrent have not
been sufficiently addressed by the applicantsirne idin g terough risk satication
measures wnless e applicant g duly juskfied and substanbated the reasons for
the meomplete or inmufficiently substanticted environmental nisk ossesament, and
the compelent quthorities consider that te markeling quthorisabon can be granded
sebjectto the conditions referred to in Article 12(4)() to conduct post-
authorizaion exnyirormmental visk assessment shudies or o implement rislh

mitigaRon measures.

(e)  particulams or docwrmentation peovdded bythe applicant in aceordance with Srhicle &,
paragraphs 1 to 4, are incorrect,

() the labelling and package leaflet proposed by the applicant are not in accordance
with Chapter VI of [tevised Directise 2001E3/EC].

2. The refusal of a Union marketing anthorisation shall constitate a prohibiton on the placing
on the market of the medicinal product coneerned throughout the Urdon.

3. Inforrnation about all refissls and the reasons for then shallbe made publicly available.
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Arficle TG
Marketing authorisations
L. Withot prejudice to Srticle 1, paragraphe 8 and 9 of [revised Divective 2001/E3ECT, a
matketing authonsation which has been granted in accordance with this Regulation shall
be walid thronghout the Tndon. [t shall conder the sarne rizhts and oblizations in each of the

Lletaber States as a marketing authorisation granted byrthat Ieriber State in aceordance
with Article 5 of [revised Directrve 20017830EC].

The Corenission shall ensure that authonsed medicinal peoducts for hurman nse are added
to the Urdon Begister of edicinal Products and that theyrare goven a rraber, which shall

appear on the packaging.

2. Notification of raarketing anthorisation shall be pablished in the Official Jowmnal of the
European Urdon, gquoting the date of marke ting authorization and the registration narber
in the Urdon Begister of Wedicinal Products, anyIntermatioral Mor-peoprietarsy Hare
{IMH; of the active substance of the medicinal product, its phatracentical forw, and any
& natordeal Therapeutic Cherndeal Code (ATC).

3. The Agency shall imrnediate Iy pablish the assesament ®port on the wedicinal peoduct for
hurnan use and the reasons for its opindon in fasour of granting marke ting authorization,
after deletion of ary inforrnation of a cornree roially corfidential natare . The fustification
Jor q marketing authorisabon izseed under Aricles 18 19 and 30shall be reluded in

the amessment report
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The Enropean public assessiaent report (EPAR) shall include

- a surateaty of the assessment report written in a marmer that s understandable o the
puablic. The swranary shall contain in particilar a ssction relating to the conditions of
use of the rmedicinal peoduct,

- a surirnary of eredronriental risk assesament stadies and their results as subrnitted by
the mmarketing anthorisation holder and the assessment of the eredrorenental risk
agse ssne nt and the imfornmation referred to in Article 2205 of [revized Dire chvwe
2001/B3EC] by the Sgency

- For anbimicrobials, the information referred to in Article I7 (1), point () and
Annex I, 2] paragraph, pointia)to frevised Directive 200183 C] as well ag any
other obligations imposed on the markelting authorisation holder.

4. &ftera marketing anthorisation hasbeen granted, the roarke ing anthorisation holder shall
inforrn the Agencryof the dates of actual marketing of the medicina product for barnan se
in the Ivlemmber States, taking nto account the varons presentations anthorised.
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Upon recpuest byrthe Agency; partcularlyin the context of pharrnac ovigilance, the marketing
authorsation holder shall provide the Lgency with all data relating to the voluoe of sales of
the medicinal product at Tnion level, broken down by Ivk raber State, and any data in the
tarketing authorization holder's possession relating to the soluoe of prescptions in the
Urion and its Wk reber 5 tates.

Arficle I7
Validity and renewal of marketing authorisations

l. Withont prejudice to paragraph 3, a marketing authornisation for a medicinal peoduct shall
be walid for an unlirated period.
2. B way of derogation fromm paragraph 1, the Corarnission may decide when granting an

anthorsation, on the basis of a scientific opirdon by the &gencweoneerning the safetyof
the rnedicinal product, to litedt the walidityof the marketing authorisation to five wears.

Where the walidity of the marketing anthorisation 1s lirated to five years, the marketing
authorization holder shall apply to the Lzencvfor a renewal of the marke ing authorisation

atleast nine months before the marketing authorization ceases to be valid.

Where a renewal application has been submitted in accordance with the second
subparagraplh, the rarke ing authorization shall rernain walid until a decision is adopted by
the Cormmission in accordance with Arficle 15
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The marke tirg authorisation rmavybe rene wed on the basis of a re-evalnation bythe Azencyof
the benefit-risk balance . Onee renewed, the marke ting authorsation shall be valid for an
unliraited period.

Arficle 18
Marheting authorkation granted in exceptional circumstances

L. In exceptional circwrnstances where, in an application wnder Srticle & of [revised Divective
20017830/ for a rnarke ting anthonsation of a redieinal product or a newr the mpeutic
indication of an existing rarke ting authorisation under this Begulation, an applicant is
urahle to provide corgprehe neive data on the efficacywand safetyrof the e dicinal product
urder noral conditions of use, the Commrnission may, by derogation to Article 6, grant an
authorization under Lrticle 13, subject to specific conditions, where the following

te quiretne nis are met:

fa)  the applicant has demonstrated, in the application file, that there are objectise and
verifiahle reasons not to be able to subedt corpre henstve data on the efficacsy and
safety of the e dicinal product under normal conditions of use based on one of the
grounds set ot in Annex 11 to [revised Directive 2001783/EC],

by except for the data referred to in point (a), the application file is coraple te and
satisfles all the requirerne nts of this Fegulation,
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) specific conditions are included in the decision of the Corraissior, in particular to
ensure the safety of the e dicinal product as well to ensure that the marketing
anthorisation holder notifies to the cormpete nt authorities arsr ineident relating to its
use and takes appropriate action where necessary,

The mwaintenance of the authorized new therapeutic mdication and the sealidity of the
matketing anthorisation granted in accordance with paragraph 1 shallbe linked to the
reassesarne it by the Agencyof the conditions referred o in paragraph 1 after bao vears or
a2t an earlier Bme as set out in the markeling quthorisation, from the date when the new
therapeutic indication was authorised or the marketing authorisation was granted, and
thereafler at a risk-based frequency to be deterrained by the &gencyand specified by the

Comrnssion in the marketing anthorization.

This reassessrnent shallbe conducted on the basis of an application by the marketing
anthorsation holder to maintain the authorised new therapeutic indication or rene w the
tarketing anthorisation under exceptional circurmstance s,

A36626
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Arficle 19

Cond itional marketing awthorisation
In dul_f,.rjushﬂed cages, to meet an unrnet medic al need of patients—as-refarsd-ta-inmterbale
. a condibonal matketing authonsation
or a new conditional therapeutic indication fo an exising matke ing aunthorisation
anthorsed under this Regulation maybe granted by the Cornmission to a medicinal
produet that is likely to address the wenet medical need in aceordance with Brticle 2301,
g0 [revized Directive 2001783EC], prior o the subrission of corprehensne
clirdcal data provided that the bene fit of the rnrediate availability on the rarket of that
medicinal product cutweighs the sk inberent in the fact that additional data are s21

te juived.

In ernergency situations, a condiional marketing authorisation or a nevw conditional
therapeutic indication referred to in the first subparagraph maybe granted also where
cornpirehe nalve non-clinical or phartnaceutical data hasee not been supgplied.

2 Conditional marketing authornsations or a kew conditional therape utic indication referned
to in paragraph 1 maybe granted ondyif the benefit-risk balance of the redicinal product
iz favourable and the applicant is like Iy to be able to peovide corpre henstve data,

3. Conditional warketing authorizations or a new conditional therapeutic indication granted
parsuant to this Lrticle shallbe subject fo specific oblizations. Those specific oblizations
and, where appeopriate, the tire lirait for compliance shallbe specified in the condiions to
the marketing authorisation. Those spem.ﬁc Dbhgah-:uns shallbe wviewed arrmally by the
dgeneyis
Ehesoafiox.
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4. &3 part of the specific cblizgations referred o in paragraph 3, the marketing authonsation
holder of a conditional marketing anthorisation granted parsnant to this Article shallbe

reguired to complete ongoing stadies, or to conduct rew studies, with & view to confirming
that the bene fit-nsk balance 15 favourable.

o The swrereaty of product ¢ havac teristics and the package leatlet shall cleatly rention that
the conditional marketing authorisation for the medicinal product has bee n granted subject
to specific obligations as referred to in paragraph 3.

f. B way of derogation fromm Arhicle 171), an initial conditional markehng authorisation
granted pursuart to this Article shallbe alid for one yeats ona renewable hasis-Feafe
1. Wher the specific chligations referred to in paragraph 3 have been fulfilled for a

condifional marketing authorisation granted porsnant to this Srbiele, the Comraission may,
following an application by the matketing authorisation holde, and after having received a

frvourdble opirdon frorn the Agency, grant a matheting authorsation parsuant fo Arficle
13

. The Cornission is etapoweted to adopt delegated acts in accordance with Srficle 175 1o
supplernent this Fegulation by establishing the following:

fa)  the categories of medicinal products to which paragraph 1 applies;

by the procedures and reguirerents for granting a condiional marketing authorsation,
for its renewal, and for adding a new conditional therapeutic indication to an existing

rarke ing authorisation.
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Arficle 21
Imposed post-authorisation stedies

Lfterthe granting of a marke ting authorisation, the Ageney may consider that it is
hecessaty that the rnarke ing authorisation holder:

f(a) conducts a post-anthorization safe ty studsy if there are concemms about the risks of an
authorized medicinal product. If the sarae concerns applyto mote than one medic inal
product, the &geney shall, following consultation with the Fharmacovigilance Fisk
basesarnent Corrnittes, encourage the marke ing anthorisation holders concermed 4o

conduct a joint post-authorsation safetystady,

by conducts a post-anthorisation efficacy stody when the understanding of the disease or
the clirdeal rethodology indicate that presvions efficacy evaluations mwight hawve to e
revised sigrificantly The obligation to conduct the post-anthorization efficacy study
shallbe based on the delegated acts adopted parsuant to Arficls 21 while taking into
account the scientific guidance referred o in Lrticle 123 of [revized Directive
2001ESEC];
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) conducts a post-anthorisation ersdronee ntal nisk assessent stady to farther
lrvestigate the risks to the ersdrorenent or public health, inebuding antimicrobial
resistance, due to the releasze of the medicinal product in the e rvironeme nt, if new
concerns ernerge on the authonsed redicingl product, oz other medicinal products
cottairdng the same actfve substance.

IFthiz obligation applies o several medicinal producis, the Agency shall encourage
the marketing authorisaion holders concerned to conduct o joint post

quthorisabon ervirormental sk assessment shudy.

(W) conducl any ofher post-authorsahion shudies o improve e safe and offe chive use
of the medicinal prodiect, incleding trectment oplimisation based on clinical

experignce.

Where the Szencyeonsders that anyof the post-authorsations stadies referred fo in points
{a) to feid) 15 necessary, it shall inforn the raade ting authorisation holder there of in
wiiting, stating the grounds for its assesstnent and shall include the objectives and

tiree frarme for sdbrmission and conduct of the studsy.
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2. The Egency shall provide the marketing autho risation holder with an opportanity o
present written observations in response to its letter within a tirme Lirodt which it shall
specify, if the rmarketing anthorisation holder so requests within 30 days of receipt of the

letter.
3 O the bagis of the written observations the Agency shall review 1t opirdon.
4 Where the opinion of the Agenc v confitms the need for any of the post-authorsation

studies referred to in paragraph 1, points (a) to Gefd), tobe carried ont, the Corgnission
shallwvarsy the marketing authorisation, by mears of implermenting acts, adopte d pormant to
&rticle 13 to inelode the chlization as a condition of the marketing authorisation unless the
Comrmssion rehrns the opirdon o the Agency for further consideration. For oblizations
under parasraph 1, poirds (a),azd (b)) and (), the marketing anthorisation holder shall
update the nisk manazement systerm accordingly

Avficle 21
Post auwthorisation efficac v siudies

The Comrnission is empowe ted to adopt delegated acts in accordance with Article 175, 1o
supplernent this Fegulation by deterrnining the situations in which post-authorisation e fficacy
studies maybe requived under Srticle 1204, point (g), and Article 2001), point (b).
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Arficle 22
Rk management system
The marketing anthorisation holder shall incorporate anyeondition of authorisation reflecting the
elernents referred to in Artele 1204), points (d) fo Geyt), or in Artiele 202001 poieds (@), (B) and
{cf), or in &rticle 12(1) and Brticle 19 i their risk management systern.

Arficle 23
Liahility of the marketing authorisation holder

The granting of a marke ting authorisation shall not affect the civil or cririnal Lability of the

roanufacturer or of the marketing anthorisation holder parmiant to the applicable national law in
NEmher States.

Arficle 24
Susp ension of marketing, withdrawal from the market of 2 med i inal p rodue i, withd rawal of
a marketing authorisation b y the marketing authorisation helder

6-The matketing anthorisation
hiolder shall notify the Szency without undue delay of any action the v take to suspend the
matketing of a medicinal product, to withdravw a redicinal product fromm the rarket, to
recuest the withdrawal of a marketing authorisation or not to apply for the renewal of a
matketing authonisatior, together with ee-seeaem de tailed reasoning forsuch action.
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The marke tirg authorisation holder shall declare if such action is based on the following

grounds:

(a)
()
()
(d)

(&)

()

ifi2)

the rmedicinal product is harmful,

it lacks the rapeutic efficacy,

the he nefit-risk halanee is not favourahle;

its qualitatree and cuantitatiee coraposition is not as declared,

the controls on the medicinal product or on the ingredie nts and the controls atan
interrnediate stage of the marnfacturing proce s have notheen carded out or if some
other requirernent or oblization relating fo the grant of the marnfacturing
authorization has not been ful filled; or

a serions 1isk to the exsirorenent or to public health +da the ervirorznent has been
dentifizd and not sufticiently addre ssed by the marketing authorisation holder.

congmercial feasons.

Where the action referred fo in the first sobparastaph is o withdrawa medicinal product from
the market, the roarke ting authorisation holder shall provide information on the npact of
such withdrawal on patients who are alreadybeing treated.
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The marketing cuthorisaion holider shall make the nofication eleckonically and in the
Formats made available by the Agency. The Agency shall consult the Member Shates
when drawing up e formats.

2. The marketing authorisation holder shall make the notification parsiant fo paragraph 1 if
the action iz taken ina third countryand sach action ishased onany of the srounds set out
111 bbbl o e bl HH b redfimre] ﬂrﬂg}f’ﬂphffﬂ} o |sf:|

3. In the cases referved to in paragraphs 1 and 2, the Sgeney shall forvard the information to

the cornpete nt anthorties of the MWernber States without undue delay

Ja. In the cages referved to in paragraph I, second subparagraph, point (), the Agency shall
e diake i inform the Comenizsion, and e Markebng Authorisation Holder shall
inform the relevand national and Dion quthorifies without delay.

i
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Arficle 23
Dhup licate marketing authorisations
L. Cinly one marketing authorization raybe granted to an applicant for a specific medicinal
product.

Braay of derogation from the first subparagraph, the Corernission shall authorse the
satrie applicant to submmit more than one application to the Szenevior that medicinal
product in either of the following cazes:

fa)  if one of its indications or pharraaceutical forrs, posologes, methods or roukes of
administraion or any other wap in which e medicinal product may be vsed 1
protected byra patent or a supple mentary protection certificate in one or more
hEmber States;

(b for reasons of co-rnarketing with a different undertaking notbelonging to the sarae
gromp as the marketing anthorisation holder of the medicinal product for which 2
duplicate is requested.

&3 soom as the relevant pate nt or supple mentary protection certificate referred o in point
{a) expires, the marketing authorisation holder shall withdraw the initial or duplicate

tarketing authorisation as soor e possible.
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2 Lz regards e dicinal products for hrnan use, Srticle 137(3) of [revised Directive
2001783EC] shall apply to medicinal produc ts antho rised ander this Regulation,

3. Withont prejudice to the wrigue Urdon nature of the content of the docurme nds referred fo in
&rticle 1204, points (a) to (1), this Begulation shall not peokibit the use of two or more
cornrmerelal desizns for a given medicinal product for hurman uss eovered b a single
marketing anthorisation.

Arficle 26
Medicinal products for compassionate use

1. i A i o b by e TnTetnbie v State s
tnay make available for corpassionate ue a medicinal product for haraan uee belonging to
the categories referred to in Brficle 3, paragraphs 1 and 2. This may inclade new
therapeutic uses of an authorised medicinal product.
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2. For the parposes of this Article, ‘compassionate use ™ shall mean mmaking a medicinal
productbelonging to the categories referred to in Article 3, paragraphs 1 and 2 available
fior cornpassionate reasons o a sngle pafient or gronp of patients with a chrordeally or
seriouslydebilitating disease or whose disease 15 considered to be Lfe-threate ning, or
impacting theiy mental Realth with severe paychological or emobtional distress, leading to
worsening of chnical symplows and severelp compromising the abilihy bo funchon in
daily Iife, and who carmotbe treated satisfactorilyhyan authorized medicinal product. The
tnedicinal product cotcerne d swaedehall either be the subject of an application for a
matketing authorisation in accordance with Artiele 6 or the subrission of such application
1z irrrdnent, or 1t seebeis undergoing clivdcal tials in the sarne indication.

3. When applying paragraph 1, the Merhber State shall notiftyr the Lzency;, which shall make
the notificaion publicl available.

4, Wher compassionate e iz ervisaged by a Merber State, the Coraradttee for Iledicinal
Froducts for Hurnan Use, after conmlting the manofactarer or the apgplicant, mawy
adopt opirdons on the conditions for use, the conditions for distibution azed, the patients
targeted and the conditions of monitoring. The opinions shall be updated where necessary.

In the preparation of the opindon, the Coreaittes for Medicinal Products for Hurnan Use
rnay recuest indormation and data from marketing authorisation holders and frorm
developers and mavengage with ther in peelirainay discussions. The Corrdttes may
aleo rnake use of health data generated outside of clindeal studie s, including real world
date, where svailable, taking into account the relishility of those data.
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The Bgency may alao liaise with the third counbry agencies for medicinal products with
respect to additional inforrmation and dats exchanges.

In the preparation of its opindor, the Coraredttes for Iedicing] Products for Huarean Uss
tnay consult the Ileaber State concermed and request it to prodde any available
inforrmation or data that the vk rmber State has in its possession relating to the medicinal

product concermed.

. Hhen appling paragraph 1, Wk raber States shall take account of any available opinion
and notifyr the &zencyof the malking available of products on the basis of the opimon in
their tEI‘ﬂtDrj,F IEwher States shall ensure that pharrnacorigilance requirernents e

as regards the recording and

reporting of suspected adverse reactions and the subrnission of peaicdiesa fetrupdads.
b applied for those products.

f. The Agency shall keep an up-to-date list of the opindons adopted in accordance with
paragraph 4 and shall publish it on its website.

1. The opirions referred fo in paragraph 4 shall not affect the civil or crirdnal lisbility of the
tannfacturer or of the applicant for marketing authorization.

B. Whete a cormpassionate use prograrrne has been set wp in accordance with paragraphs 1

atd 5, the applicant shall ensure thalhe suppl of e meaﬁamaipmdwt o patents taling
s, if
necessary for q period bedwsesaftor the markeling authorisation fag been granted and
unhl e medicine 1o made availnbleesdgplasing on the market of e Menher Stake

part do such programeme-als

concerngd.
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9. This &rticle shall be without prejudice to Regulation (EU) Mo 53652014 and to &rticle 3 of
[revised Directree 2001E3/EC].

10. The bgency seashall adopt detailed puidelines lasang down forroat and content of
notifleations referred to in paragraphs 3 and 5, and data exchange wnder this Srticle.

Avficle 27
Eeyuest for opinion on sciendife matters

&t the request of the Executmee Director of the Azeney or the Cornmission, the Coraittes for
IEdicinal Products for Hurnan Use shall draw up an opinion on any scientifle matter concerning
the evaluation of wedicinal products for harman use. That Corenittes shall take due aceount of any
requests by Merber States for an opixdon.

The Lgencyshall publish the opirdon after deletion of arny rforrmation of a cormmereially
contide ntial nature.

Arficle 248
Eegulatory deckions on marketing authorkations

Lin authorisation to place a rredicinal peoduct e overed by this Regulation on the market shall nothe
granted, refused, varied, suspe nded, withdrawn or revoked except fhrongh the procedures and on
the grounds set out in this Regulation,
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Arficle 29
Regulatory p rotection periods
Without prejudice to the law on the protec tion of industial and coroe reial property, mmedicinal

products for human use which hasee been authorized in accordance with this Begulation shall bene it
frozn the periods of regulatory protection set ot in Chapter VII of [revised Directres 2001 1B3EC].

Section 3
Temporary emergency marketing authorisation

Arficle 30
Temp orary emergency marketing authorisation

Dhiring a public health e reergency, the Cornendssion may grant a terporary e mergency marketing
authorisation “TEWLLT) for medicinal products intended for the treatrnent, presention or rnedical
disgnosis of a serious or life threatening disease or condifion which are divec flyrelated to the pablic
health errerzene v, prior to the subrassion of the complete quality, non-clinieal, clindeal data and

erritontmental data and information.

Where redicinal products containing or consisting of geneticallymodifie d orgardsms in the sense
of Article 202 of Divec tive 200171 8/EC are conce tned, Articles 13 to 24 of that Divective shall nat

applsr.
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L application for a temporaryemerge ney marketing authorisation shall be sbritted in accordance
with Articles 5 and 6.

Arficle 31
Criteria for granting a temporary emergent v marketing avthsrisation

& terporary erne rgenc yinatketing anthorisation mavyhbe granted orlyafler the recogrition of' a
public health exnergenc wat Urdon level inaccordance with Article 23 of Regulation (E1T)
202202371 of the Enropean Parliarnent and of the Council®? and where the following ve quirernents

are met:

() there iz no other satisfactorymethod of treatraent, presention or diagnosis anthorised or
sufficiently available in the Union oz, if such method is alveady available, the temporary
ernergency natketing anthorisation of the medicinal product will contribate to address the
public health e rzencyr,

1Y) based on the scientific evidence available, the Lgencyissues an opindon cotcluding that
the e dicinal product conld be effective in treating, preventing or diagnosing the disease
or condition direc i related 4o the public health emergency, and the knowr and potential
berefits of the peoduct oubareigh the krown and potential risks of the peoduct, taking into
consideration the threat posed by the public health emergency.

i Begulation (E1T) 202272371 of the Enropean Patliament and of the Conricil of 23 Fove rber
2022 on s rious cross-border threats fo health and repealing Decision Mo 108202013/EDT
(COTL 314, 6122022, p. 26).
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Arficle 32
Scientific op inion
The &gency shall ensure that the scientific opirdon of the Cormrnittes for e dicinal
Froduets for Hurnan Use is given without andue delay, taking into accourd, the
recorrnendation of the Ermergency Task Force referred to i Article 35017, second
subparagraph. For the parpose of issuing its opivdon, the &gene winay consider any
televvant data on the medicinal product conee med.

2 The Agency shall withowt wndie delay resview any new evidence provided by the
dewveloper, the Iernber States or the Corardssion, or anyother evidence that comes to its
attention, in particular evidence that might indfluence the benefit-risk balance of the
medicinal product corcerned.
The Agency shall npdate its seientific opinion as necessary.
3. The &gency shall transmit withont undne delayto the Corarnission the scientific opinion
and its updates and any recorenendations on the teruporary eme rgene ymarketing
authorization.
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Arficle 33
Commission decision for a temporary emergency marketing authorisation

L. O the basis of the scientific opindon of the &geney or ite wpdates referred o in Saticle 32,
paragraphs 1 and 2, the Corunission shall, byneans of mnplerenting acts, take a decision
without undue delay on the terporary e merge ney rarketing anthorisation of the medicina
product subject to the specific conditions set in accordance with parasraphs 2,3 and 4.
Those trrplere niing acts shall be adopted in accordance with the examination procedure
referred o in Article 173020

2. O the basis of the scientific opinion of the Lzeney referred to in paragraph 1, the
Corraizsion shall set specific conditions with respect 1o the temporany etnergenc ¥
matketing authonsatior, in particular the conditions for marmfactuing, wse, supply and
safety mondtoring and the compliance with related good marafacturing, and
pharmacovigilance practices. If necessary, the conditinns mayspec ifiy the bate hes of the
medicinal product corcernad byrthe ternporaty ernergeney marketing anthorisation.

3. Specifie conditions ravhe set o reguire the cormpletion of orngoing stodies or to conduet
nevw stodies to ensure the safk and effectte use of the medicinal product or mindrse its
lrpact on the erpivonroent. & firae livait for the submission of those stodies shallbe set.
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4. Those specific condifions and, where appropriate, the fitne lirnit for cormpliance shall be
specified in the conditions o the marke ting anthorisation and shallbe resie wed arvmually
by the Agency

da. The Agency shall ivane dictely publish the assessment report on e medicingl product
For human wae and He reasons for ds opinion in favowr of granting markeling

auithorisation, after deletion of any information of @ comme relally confidential nature.

Arficle 34
Validity of a temp orary emergens y marketing awthorisaiion

The teraporary erme rgency marketing authorisation shall cease to be valid when the Corenission
tertninates the recogration of'a public health ermergenc yin accordance with Article 2300 and (4) of
Regulation (E1T) 202272371,

Arficle 33
Variation, suspension or revoc ation of a tetip orary emergency marketing authorkation

The Comrnission may sespend, revoke or varythe terporary emergency marketing authorsation by
tneans of irmple rnenting arts at ary e in avy of the following cases:

(a) the criteria laid dowrn in Article 31 are no longer met,
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ity 1t is appropeiate to protect pablic health,

oy the rmarketing anthorisation holder of a terporary exne rzene winarketing authorisation has
not cornplied with conditions and cbligations set out in the ternporary etne rgency
matketing authorisation;

id) the marketing anthorisation holder of a ternporary eme rgenc winarke ting anthorisation has
niot coraplied with the specifle conditions st i accordance with Srticle 33,

Those implernenting acts shall be adopted in aceordarce with the examination procedure referred to
in Aricle 17302).

Arficle 36
Granting of a marketing autherieation or ¢ ond itional marketing authorisation after a
temporary emergency marketing awthorizsation

Aszoon ar ufficient data has been generated, the marketing anthorisation holder of an
anthorisation in accordance with Article 33 sesghal submit an application in accordarce with

Lrticles 5 and 6 in order to skeedwweplace the temporary emergency markebing authorisahion by an
anthorisation in accordance with Artcles 13, J&T8 or 19

For the porpose of regulatoryrdata protection, the teraporary ermergenc v imarketing anthorization and
aty subee quent rarketing authorizatior, as referred to in sdbparagraph 1, shallbe considered as part
of the satne global marketing anthorisation.
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Arficle 37
Transitional period

When the teraporar vinarketing authorisation of a medicina] product iz suspended or revoked for
reasons other than the safety of the medicinal peoduct, or if that tergorary emerzenc ymarketing
anthorisation ceases tobe valid, Ik raber States may;, o excephional cirenrastances, allow for a
trarsitional perind, the supply of the redicinal product to patients who are alreadybeing treated
with it. I such cases, the Member Shate shall inform the Agency about the application of e
trangitional period. Conditions for mamfacturing, wee, supply and safety monitoring and the
complianee with the related good manufackuring and pharmacovigilance practices shall continue
o apply during that period

Arficle 38
Reltion with Article 18 of Regultion (ETT) 20227123

L. For medicinal produc te for which a termporary emergenc vinarketing anthorisation mavhe
considered by the Agency, Article 18{1) and (2) of Regulation (E1T) 2022/123% shall

apply.

The Erergenc v Task Foree shall peovide a recorens ndation for a terporary e merge oy
tarketing anthorisation to the Corenittee for IMedicinal Products for Hurnan Use for an
opinion it accordance with Srticle 32, To this parpose, the Emergency Task Force st
up pursuant to Srticle 15 of Regulation (E1) 20220123 mary, whete appropeate, perform
the activities referred to in Article 18(2) of that Fegulation prior fo the recognition of a
public health erne rzency

A Begulation (ETT) 202271123 of the Enropean Parliarment and of the Courecil of 25 January
2022 on a reinforeed role for the European Medicines Agencyin crisis preparedness and
mahagerre ht for me dicinal products and medical devices (O L 20, 31.1 2022, o 13
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2. 2. Where a request referred to in Srticle 18(3) of Begulation (E1T) 20220123 for a
recoranetidation has been made and there is an application for a erporar e merge ney
marketing anthorisation for the wedicinal product concerned, the procedure for a
recorrnendation under &rticle 12(3) of Regulation (EU 20227123 shallbe stopped and the
procedure for a ternporary eriergenc v marke ing authorisation shall prevail. by available
data shall e considered under the terporary eme reeney marketing anthonsation

application.
Arficla 39
Withd raw al of autherisations granded in ac cord ance with Article 32) of [revised Direciive
2001783 EC]

When the Corenission has granted a termporarye me rgeney matketing authonsation in aceordance
with Article 33, Iernber States shall, where possible and within @ reasonable me Breid, withdraw
arny authorisation granted in accordance with Lrticle 302 of [revised Directive 2001723/EC] for the
sz of medicinal products cordaiving the sarme active substance for any indications that ave subject
to the teroporary marketing anthorisation.
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CHAPTER III
INCENTIVES FOR THE DEVELOPMENT OF SRR
ANTIMICROBIALS-

Section 1
T ransferable exclusivity veuchers for prigrity antimgcrobials

Arficle 410
Granting the richt to a transferable data exclusirity voucher

Following a reuest byrthe applicart when applying for a rmarke ing aunthorisation, the
Comrmssion may, by rmeans of irple menting acts, granta transferable data excloavity
woucher to a “priontsy anbirde robial” referred to in paragraph 3, under the conditions
referred to in paragraph 4 based on a sclentific assessment by the Ageney.

The woucher referred to in paragraph 1 shall gove the right to its holder to an additional 12
tnotths of data protec tion within the meaning of Article 30 paragraph I of [revizsed
Directye 2001/837E CF for one authorised e dicinal product.

L&y antiricrobial shall be considered @ “priority antiricrobial’ if # addresses o multi-drug
resistant or ganism and if the preclindcal and clinical data ssebeagasademonstrate a
significant clinical benefit with respect to antimicrobial resistance and if it hasat least one
of the following characte ristics:

by its roechanisrn of action iz distinetly differe nt from that of any authorised

antircrobial in the Tnion,
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(o] it contains e Rew actTe suhstance #
avtho-thaenthatthal when wsed either alone or in combination with other actve
mubstances addre sses asenli-diaa-resistant-arsadmr—sna sotions or life threate ning
infec tion.

In the scientific assessrnent of the criteria referred to i the first subparagraph, and in the
case of antibiotics, the Agency shall take into account the “WHO priomty pathogens list for
BfarepeD of newanthiotics”, or an equralent list established at Trdon level

4. Tobe granted the woucher by the Coramission, the applicant shall:

fa)  dernonstrate capacity to mapply the priorityantivicrobial in sufficie nt quantities for
the expected needs of the Urion market,

by peovide information on all divect finaneial support recelved for research related fo the
developraent of the priority ardiraicrobial

() demonstrate that Be application for grankng q marketing cuthorization of the
prionl anlimicrobial has been first submiled to the Agency or has been submited
no later than 180 days after the submizsion of the applicalion for the first
marbelng quthorisalon oulside Yhe European Union.

Within 30 daye after the marketing anthorisation is granted, the marketing authorsation
hiolder shall wiake the inforreation referred to in point (byaccessible to the pablic viaa
dedicated webpagze and shall cornrnrdcate, v a tirve Iy rrannet the electronie link to that

webpage to the Lgency.
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3 Chce the markeling authorisalion is granted, the Agency shall inform withowt undue
delay the MISS in accordance with Asticle 131 paragraph 2 with aview to propose q
potenal inclusion of the prioviy antimicrobial on the Ihion list of crifical medicinal
products,

a A priority anlimicrobial shall be reserved for exelugive wse for the rechnent of humans
For a period of I0years to presene the efficacy of those anlimicrobials.

The period referred to in the previous subparagraph may be prolonged based on an
evaluchon by the Agency on the bans of the criernia setin the Coanmassion Delegated

Fe mulakion (EL] 20211740,

s The Commussion shall imform the Member Sabes of the granting of the markeling
authorisahion and melude @ recovenendation imvikeg Member Shales o make wse of the
possibiliy of @ voluntary subsceription model for joint procurement reforred to in Arficle

43z
Avticle 41
Transfer and use of the voucher
l. & wouchet maybe wsed to essbessdacd 12 months b the data profecion feseperiod

referred to in Article 30 paragraph 1 of [reviged Direchive 2001785 E ot assandhe of
the priority antirnderobial or of another e dicinal product authorised in accordance with
this Fegulation of the same or different marketing authorisstion holder,
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& wouche r sbeeesdsrrzy be used once and in relation to a single centrallyauthorised
medll:mﬂl pIDduCt o . 1 Joiimintelaieis) . 5 '..' ; = " e A = T i T R

In case of @ medicingl product other Fran e priovily antimicrobial concerned, the wse
af the voucher shall take place only in the fifth or sbdkyear of the regulatory data
profechion period and only if the markeling authorization holder demonstrates that the
annuel groes seles of that medicingl product in the Union during any of the flest four
years after the granting of the marketing authorisation have not exceaded 490 million

E YOS,

Iz The markeling cuthorsation holder shall demonstrale hat information ebowt e

annual gross sales referved to in paragraph (1) is aecwrale and complete and that it has
been qudited by an independent external qudior.

& woucher may orlvbe used if the marketing anthorisation of the pricrityantirnicrobial for
which the right was nitially granted has not been withdraws.

2. To = the wvoucher, its owner shall apply for a varlation of the marketing authorisation
concerned v arcordance with Brficle 47 to extend the data protection.

366,26 150
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 151

LIFE.5 EN



3. & woucher maybe transferred to another marketing authorisation holder and shall not be
tramsferred further.

4. & marketing anthorisation holder to whorn a voucher is transferred shall notify the Sgency
of the transfer within 30 dave, stating the walue of the transae ion be tareen the tao parties.
The Bgency shall rake thiz indormation pablicly available o ils webpage .

Arficle 42
Valid ity of the voucher

l. & woucher shall cease to be walid in the following cases:

fa)  where the Conenission adopts a decision in accordance with Axticle 47 to extend the
data protection of the recemving medicinal peoduct;

(bl where it is not used within 5 years fror the date it was granted.

2. The Corenission mavyrevoke the woucher prior to its transfer as referred to in Srticle 41(3)
if a vecpuest for supply By ang Member Shale or the Conmpnission, procurernent or pare hase
of the priority antirnierobial in the Tnion has notbeer fulfilled.
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3. Without prejudice to patent rizhts, or supple rentary protection certificates™, if a priority
artiraicrobial is withdrawn from the Undon market prior to expiryof the periods of rarket
and dats pentection laid dowr in Articles B0 and 81 of [revised Divective 2001E3ECT,
those periods shall not preve nt the validatior, anthorisation and placing on the market of a
tnedicinal product using the priority antitaicrobial az a refevence medicina product in
accordance with Chapter IL Section 2 of [revized Directive 2001/23].

Arficle 43
Duration of app bic ation of Section I of Chap ter ITI

Pesrkmptos=tection I shall apply; faking into accound the oulcome of tee evaluaon referred to
i Arbicle 170 paragraph Sa, until [Hote to OF: insert the date of 15 years after the date of entry

into foree of this Regulation] or until the date when the Corundssion has sranted a fotal of 365
vouchers in accordance with fhis Chapter, whichewer date is the earliest.

M Begulation (EC) HNo 46952009 of the European Parliament and of the Counedl, (OT L 152,
1662002, p. 17,
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Sertion 2
Velunitary subscription moedel for andmicrobials

Article 430
Voluntary sub se rip ion mod el for the joint procurement of antimicrohialk

1 Contracting authorities from different Member States may cotjointds in the award of
public contracts pursiant to Arficle 39 of Direchve 201424 F T with a view fo

purchasing aniinicrobial.

2 For the purposes of paragraph 1, i addifion to the elements in Arlicle 304 of Direclive
SOIL2EELT the agreement between e paries shall determine the practical
arrangements goverming e condiBons for @ mubscriphon model systewm and other
procedures, imneluding, length of the subscriphion contract and the possibility of parallel

procurement.

3 The contractio be awarded shall tale the form of @ muliyear subscription and inc e
@t lpast the following condifons

@ delinkage or parfal delinkage of funding Fom He volume of sales of the

antimierobial;

(B)  arrangements regarding criteria o support confinpous and sufficient supply in
pre-agreed guantifes,
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& For the purpose of paragraphs 2 and 3, the Commission shall, in consullabon with
Member Bates and relevant parties, draw wp guidelines to idenbifir the relevant
components for @ subscripfon model spystemy |, eluding the methodology for valuing and
remunerahng producks Yo ensure economic viahiliy of their supply, and mcenbves o
eRcOurage inyestment in prioal animicrobial product development. The Commizsion
shallupon reguest support Member Sabtes in the application of this Arfele. Member
Shates muay bake such guidelines into cecount when they egtablisk a mubseriphon model
spstere under thiz Arfele.

A Member Sates may, where necessary, reguest the Conpnission to organise jouwt
meetings between the compebent authorifes of the Member Bates, the Agency, and awy
other relevand pares, as appropricte, ncluding bodies responaible for pricing and
reimbursement, to discuss isques related to the practical application of thiz Asticle.
Member States shall nokfy the Corunission when applying this Arkele.
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CHAPTERIV
POST-MAREETING AUTHORISATIGON MEASURES

Arficle 34
Urgent safety or efficacy resiri thons
L. If, in the event of a risk to public health, the marketing authorization holder takes wrgent
safety or efficac yrestric ions on the it own initiattve, the marketing antho sation holder
shall ireraediately inform the Agencyand the competent qutliorities of the Member Rales
where the medicingl product is placed on the market.

If the &gencyvhas not raised objections within 24 hours following receipt of the
information, the urgent safety or efficac v restric ions shall be deered terporarily
acce pted.

The marketing authorisation holder shall subenit the corre spornding application for variation
within 512 dase following ratiation of that restriction in aceordance with Lrticle 47,

2 In the eswent of a risk to public health, the Coraenission may varythe marketing
anthorsation to irpose wrgent safety or efficacy restrictions o the marketing anthorisation
holder.

The Cornission shall take the decision to armend the marketing authorisation by means of
1reple menting acts.
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Where the Corrnission decision in acc ordance with this &rticle imposs s restrictions with
regard fo the safe and effective use of the medicinal product, 1t mawy also adopt & decision
addre szed to the Mernber States pursuant to Srticle 57

Where the matketing authorisation holder disagree s with the Corrnission decision, they may
provvide to the &geney written observations on the ariation withind=s 12 days of their
receipt of the Corardssion decision. The Ageney shall, based on the written cheervation, issue

an opinion whether an arnendment of the variation is required.

If ar amendraent of the wariation 1s required, the Cormrission shall take a final decision 1n
accordance with the examination peocedure referred to n Artiele 173(2).

If a referral under Article 55 of this Regulation or under Article 95 or 114 of [revised
Diirec tive 2001E3EC] is launched on the same safety or efficac v conce i cove red by thas
wariation, any writter ohservation provided by the marke ting anthorization holder shall be

considered in that re ferral.
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Arficle 43

Upd ate of a marketing authorisation related to scientific and technological develop menis

Lftera marketing authorisation hasbeen granted in accordance with this Femlation, the
marketing authorisation holder shall, m respeet of the methods of rmarntfacture and control
provvided for in Bnmex L points (6) and (10, to [revised Direc tree 20015557EC], take
account of solentific and technical progress and introduce any changes that mazrhe
reguired o enable the medicival product to be mannfae tored arnd checked by means of
generally accepted scientific wethods. The marketing authorisation holder shall apply for
approreal of corresponding wariations in acc ordance with Article 47 of this Regulation.

The marketing authorization holder shall without undue delaty provide the Bgency; the
Comrssion and the Ierber State s with any newr indbrmation which might ental the
arnendraent of the particulars or docurme ntation referred o in Arwex I, Articles 11, 25, 41
() or 2 of [tevised Directire 200183EC], in Annex IT to that Directive, or in Article
12{4) of thiz Fegulation.
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The marketing authorisation holder shall without andue delay inforem the Agenc e, the
Cornission and e competent authorifies of the Member Shates of any protabition or
restriction itnposed o the marketing anthorization holder or avy entity in contractal

re lationship with the marketing authornization holder by the competent authorties of any
country in which the redicinal peoduct is marketed and of any othe r new information
which might influe nee the evaluation of the bene fits and risks of the medicinal product
concerned. The information shall inelude both positee and negative results of clindcal
trialz or other stadie s in all indications and popalations, whether or not ineInded in the
matketing authorisatior, as well as data on the use of the medicinal product where such ase
1z ontside the terms of the rarketing anthorisation.

3. The watketing authorsation holder shall ersure thatdepeedustindomaationand the terns
of the marketing authorization including the swrernary of product characte ristics, the
labelling and package leaflet ave kept up to date with the ewrent scientific knowledge
including the conclusions of the assessrent and recorenendations made public by means
of the Enrope an e dicines web-portal s t-up in aceordanee with Article 104,

4, The Agency ray at any irne reguest the marke ting authorization holder to subrait data
dernonstrating that the henefit-risk balance rernaing favoursble. The marketing
authorization holder shall answer fiully and peosapllsavithin the time Emitsel for anyauch
tecuest. The raarke ting authorsation holder shall also respond fllyvand within the time
lirnit set de-anyrsuc k request of & corapetent authority regarding the iraple rmentation of any

measures previouslyirposed, including risk mirdroisation rmeasares.
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The Bgency rmay at ary firoe ask the marketing authorisation holder to subrit a copyrof

the pharmacovigilance systern master file. The marketing anthorisation holder shall subrmdt
that copry at the latest seven days after receipt of the eguest.

The marketing authorisation holder shall alzo respond fully and within the tire Lt st o
aty request of a corpe tent anthority re garding the implernentation of any meamures
previously irnpose d with vegard to risks to the errdronmment or public health, ine lnding

antirnicrobial resistance .

da. The Agency, through its scienbific conunitle es, map consider addiBonal avidence
arailable, independently from the date subnited iy the markeling authorischion holder.
O Hrat basis, if the addibonel evidence has an impact on the benefit-risk balance of a
medicingl product, the Agency may recommend that the summan of product
characterishes shall be updated, withowt excluding other aokons tatmay be taken In
thiz case the marketing authorisafion holder shall submitio the Agency an appropriak
application for avaration, eluding an updebed sunenany of product characleristics.
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Arficle 406
Up date of risk management p ks
The marketing authorisation holder of a tnedicinal peoduct referred to in Lrticles 92and 11
af freviged Directive 200185 ECT who did not subsed a riskmanegement plan in
gecordance with Article 27 of [Fevised Directive 2001023EC] shall subinit to the Agency
a risk management plan and a surernary the veof, where the markefing authorisation for the

reference medicinal product is withdrawn bt the marketing anthorisation for the medicinal
product referred to in Articles 9 and 11 of [revised Dhrective 2001553/FC] is maintained.

The 1isk raragerent plan and the surenary thereof shall be subritted to the Lgency
within 60 daye of the withdraweal of the marketing anthorisation for the reference medicinal
product by reans of avariation in accordance with Srhicle 47.

The Agency rmay rnpose an obligation on a marketing authorisation holder for a medic inal
produet referred to in Articles SdBHamddat and 1T of [revised Directmee 20015220EC]
to subrnit a risk managerne nt plan and sureenary there of where:

fa)  additional risk rdndrdsation measares have been tnpose d conce roing the refere nee

tnedicinal product;, or

(b itizjustified on pharmacovigilance groamds.
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3. In the case mentioned referred to in peessspbperaoraphs 1 end 2, point (a), the sk
managerrent plan shallbe aligned with the risk managernent plan for the reference
tedicinal product.

4 The tnposition of the chligation referred to i paragraph 22, shallbe duly justified in
wiiting, notified to the marketing authorisation holder and shall inelude the deadline for

subrnission of the risk ranagemment plan and the surarnaryby means of a wariation in
accordance with Article 47.

Arficle 47
Variation of marketing authorisation
L. Ly application for variation of a centralised warke ting authorization by the marke ting
anthorsation holder shallbe made electrordcallyin the formate made available by the
&gency unless the varation iz an update by the marketing anthorisation holder of their
information held in a database .

2. Variations shall be classified in diffe rent categories depending on the level of risk to public
hiealth and the potertial irapact on the quality; safe ty and e fficacy of the medicinal product
concerried. Those categores shall range frorn changes to the terms of the rnarke ing
anthorsation that have the highest potertial ropact on the gquality, safetwor efficacy of the
medicinal product, to changes that have xo or minitnal irpact there on and fo

adrninistrative changes.
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The proce dures for examination of applications for variations shall be proporbonate to the

tisk and ftapact ivvoked. Those procedure s shall range fiom proce dures that allowr

irnple rrentation only after approreal based on a complete acientific asse ssrment o
procedures that allow irarmediate irople mentation and subseguent notific ation by the

tnarketing anthorisation holder to the Agenew. Such procedure s rag alan include updates
by the marketing authonsation holder of the ir inforreation held in a database.

The Corenission is exapowered to adopt delegated acts in aceordance with &rticle 175 to
supplernent this Regulation by establishing the following:

(a)
(b

()

(d)

the categories referred to in paragraph 2 in which wariations shall be classified;

procechire s for the exarnnation of applic ations for variations to the terms of
ratke ting authorsations, imcluding procedures for update s through & database

the conditions for subrission of a single application for rmore than one change to the
terrns of the same marke ting authorisation and for the same change to the terus of
several marketing anthorisations,

specifying exernphions to the variation procedures where the update of indormation in
the mmarketing anthorisation referred to in Brmex [ of ¥he frevised Direchve 20017837
ray be divectly irple rented,
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f(e)  the condiions and procedure s for cooperation with competent authorities of third
countries of intermational organisations on exarnination of applications for variations

to the tertns of marketing anthorisation.

Arficle 44
Scientific opinion on data submitted from noi-for-p rofit entities for repurp osing of authoriseld
medicinal producis

s not-for-pro £it extit ™ oy subrodt fo the
Lgencyor to a corapetent authority of the Dlerber 5 tate substantive non-clindcal or
clirdcal evidence for a new therapentic indication that is expected fo fulfil an wreaet
medical need.

The Bgency rnay, at the recuest of a Member State, the Corenissior, or on its own
initiative and on the basis of all available evidence, including anp additional evidence that
wmap be submitted by the markeing authorisation holders for the medicinal products
concerned, make a scientfic evaluation of the hene fit-risk of the use of a medicinal

product with a new therapentic indication-thed-a vk TToe
Agency shall draw up muidance on the consullation process.
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The opirion of the &gencyshallbe made pdblicly svailable and the competent authorities
of the Mlerher States and the marleting authorisation holder shall be inforrmed.

2. Incases where the opinion is favourable and the new Ferapenkc indicalion addresses an
unmet medical need, on the reguest of the Ageney, e marketing anthorization holders of
the rnedicinal products concermed shall sabrnit a wardation to update the prodnct
information with the new the rapeutic indication.

3 Lrticle B peint e 81 (2] and Article 34(7) of [revised Directive 2001/23EC] shall
hiot apply for varations under fhas Srhicle.

Arficle 49
Transfer of marketing authorisation

l. & rnarketing anthorisation mashe transferred to a new marketing anthorisation holder.
Such a transfer shall nothe considered to be a variation. The transfer shallbe subject to
prior approieal by the Corrnissior, by means of impletnenting acts, following the
subrnission of an application for the transfer to the Lgency

2. The Cornission is etapoweted to adopt delegated acts in accordance with Srficle 175 1o
supplernent this Regulation by establishing procedures for the exarnination of applications
to the Bgency for the transfer of marketing authorisations.
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Arficle 30
Sup ervisory auwthority
L. In the case of medicinal peoducts warmfae aved withan the Urnion, the superdisory
authorities for ranufacturing shall be the competent authorties of the Mernber State or
Iilernber States which granted the rarodachoing authonsation referred to in Lrticle 14201)
of [revized Directtve 2001/83EC] in respect of the mediciva] produet concermed.

2 In the case of rmedicinal peoducts iraported frora third counbries, the superisorranthonties
for imports shall be the cornpe tent authorities of the Member State or e rber States that

crantedhe e manufacturing authorisation sefesed-te-rimtotisbotddds-crfrmmond
M thﬂ ." Juliemjeginpie) 0 pufufjupejeisjeiutenjujmele ) ::'.: injenia) E;':: 22l T T S 1 T T 11

performs the cerficaion.

& Merwher State ravrequest assistance from another Member State or from the SLgency.

3. The supervisorsy authority for pharraae ovigilance shallbe the corpetent anthority of the
Dlermber State in which the pharmacovigilance syetem master file is located.
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Arficle 31
Eespongih ilities of the superviory authorities

L. The supervisory authorities for marmfachiing and ivports shallbe responsible for
werifying onbe half of the Urndon that the marke ting authorization holder for the medicinal
product or the ranufacheer or mporter established within the Traon satisfies the
te guiretne ns cone erning marnfacturing and iraports laid docsm in Chapters X[ and XV of
[revised Directree 2001EZEC].

When carrying out the werification referred to in the first subparagraph, the soperasory
authorities may request to be accormparded bya rapportenr or expert appointed by the
Coraittee for W dicinal Products for Huran Use or by an inepector of the Bze ey,

The supervisory authorities for phatmacovigilance shall be responsible for verifying on
behalf of the Union that the marke ting authonsation holder for the rmedicinal product
satisfies the pharrnacovigilance requirernents laid down in Chapters B and XV of [revised
Directive 2001E3EC].

The supervisory authorities for phatmacovigilance raay, if necessary, conduct pre-
authorizatinn mepec tiors to werify the aceuras yand mccessfil implernentation of the
phanmac ovigilance syetern as it has been deserbed bythe applicant in support of their

application.
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Where, in accordance with Srticle 202 of [revised Divectiee 2001230EC], the Conunission
1z informed of serions differences of opirion between Ieraber States as to whether the
marketing anthorisation holder for the e dicinal product fior ran use or a mannfae tovey
or irporter established within the Urdon satisfies the recpuire raents e ferred o n

paragraph 1, the Corgenission may, after conmiltation with the Merder States concerned,
request an inspe ctor from the supervisoryanthomty to undertake a new inspection of the
matketing anthorisation holder, the manufacturer or the aporter,

The mspector in question shebray be accomparded by up fo two inspectors frorm Merber
States which are not party to the dispute or by beo expe ris nordnated by the Coranittes for
Lledicival Products for Huotnan Use.

Taliwa idoscecuntWithout prejudice to anyagre erne nts which rnay have been concluded
hetaeen the Union and thivd countries-seessesdansemitk-todtiste—mt the Cormmission
may, following a reasoned request frorn a Ilereber State or from the Coneaittes for
Liledicinal Products for Hutnan Use, or on its owr indtative, requive a rnanfactrer
established in a third country to subroit fo an inspection.

The inspechion shall be requested to the supenisony authority referred bo in Arkele 50
(). The msypec tion shall be unde rtake n by inspectors for the Wember States who possess
the apperopriate qualifications. The v mayrequest to be accormparded by a rapportear or
expert appointed by the Comnittes for Medicinal Products for Huarnan Use or by an
inspector of the Agencw The report of the inspe ctors shall be made available electrorically
to the Corrrdssion, the Iletaber States and the Lgency
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Arficle 32
Inspesiinn-sapasity-ef Cooperation b etween national comp etent authorities and the Agency
for insp ec tons in third coimiries
l. Hithout prejudice o the responsibilities of the competent quthorifies ag defined in
Article 188 (1) of frevised Direchve 200183/ EC] when an nspe chote-sedsbed-ssethe
Bt mpaasaniesesediaad-a-in ic neoded as per Article 1EE(1), point (a) of [revized
Directive 2001S83/EC] 48 or requested, as referred to in Article 1104}, for a site located in

a ﬂu.tdn::uunt}r the mational campetenhwauﬂmntymwm
atieeroncrned ey

==
fa) reguestihe Agency bo participele in the inspection. The Agencp map-e lend its
asslstance by participating in a joint inspe chion with the-sseesdsess regueshing
authorityof the site. In that case tkwﬂﬂ-peﬁ&saﬁ reqmm.rg aut‘mntj.r leads the
mspectunandﬂm fnllnwupﬂlereuf' e aHe rirpaee-Hor—the
(@) reguest the Agency do facilitate the cooperation among the conpetent quthorities
when @ competend qutforidy intends o dele pode the inspechon to another competent
quthorily as referred to in Article 189 (8) of [revised Direclive 20017835 ECT, and
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(b)) ifno netionel competent quikorily accepls e delegation to conduct the inspeckion
as referred to under point (aa), request the Agency 1o carry out the inspection and
the follow up there of esdbekalf, JF the mapechon iz in the interest of the supsesdacesy
asutheribr Wnion de fined in Annex I, e dgengy shell accepl the delegakon and
conduct the ingpection. After corple ion of the inspection the Ageney grants the
relevant G certificate and enters the certificate i the Union database referred to
in brticle 1221 5) of [revised Directie 200153/EC].

Where the bzenc rdessdestomsarsdy ¢arries out the inspection, the &zency may request
other hernber States to parficipate in the inspection. To anysuch reguest, the provisions on
joint inspections of Article 189 of [revised Divective 2001E3/EC] shall apply Toeaasa-the

The Agency rnay also reguest to be accormpanied by a rapportenr or e xpert appointed by
the Corenittes for Idedicinal Products for Hurnan Use.

Where a follow-up inspec tion 12 vecuired inview of & GdP non-compliance Shil
seriBaatewlotement saued by the Soency, the espmsasesrArenoy shall zocept a reguest

gfthg Gﬂmpeiﬂni auﬂ:mﬁ‘l},r T et e i o gy i
perriospete--the-to perform et follow up inspe el ot-es-be-telw-ere-thopertonanac—of
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4. &rticle 128, paracraph 6, and parasraphs B to 17 of [revissd Directie 2001053/EC] shall
apply matatis matendis to the mspections referred fo in parazraph 2105,
o Following a recuest by a Iernber State, the inspectors of the Ageney mav provide support
to saekdhat erber State when it performs inspections e referred to indabsleFEof
R.Eg'l.'ll&ﬁl:ln I:ET_T:I 53852014, Fhet STttt GBS b B T =
f. The Agency shall ensure that
fa)  appropeiate resomrces are made availsble for the perfortaance of mspection tasks in
accordance with the paragraphs 2 and 5,

by the inspectors of the Sgeney possess expertse, technical knowledge, and formal
gpualifications ecuivalent to those of the national inspectors as detailed in the
corapilatior, published by the Corarassior, on Union peocedures on mwspec ions and
exchange of irdormation.
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() itshel implement @ gualily spstem in aocordance with e principles as referred bo
i Article 19071 a) of freviged Direchive 2001783 EC] to the exdent applicable and
participates as an inspectorate in the Joint Audit Prograwene and be subjected to
periodic audits,

() the Agency shall review ils inspectorate regularly to ensure Hat ils resources are
providing appropriate addiional capacity o national competent authoritios
without undenmining the nationel competent quihorily gpecion resources.

Hhere needed, the Agency shouwld dale the necessary aokons for improverent,

The cooperation bebtween nabonal compelent quthorities and the Agency for the
tnspecons of the inkerest of the Union shall be facilitaled by the inspection working
groups reforred to in Aricle 142 point (k).

Arficle 53
International Inspections

The Egency shall in consaltation with the Coranission and helember Shates, coordinate a
st tared cooperation on imspec ions i third countries betaeen Ilerber States, and as
telewant the Enropean Directorate or the Ouality of Medicine s and Healtheare of the
Council of Europe, the World Health Orgarization and tisted international anthorities, by

means of international inspection prograraines.
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2. Beseepesstiesrrathe] he Aoency in parficuler Brough s inspechon working
group referred to in Arficle 1421, in agreement with the Corenission-seesradeqst, shall
draw up detailed guidelines laying down the prineiples applicable to those nternational

inspecton progratatnes.
Arficle 54
Joint Audit Programme
1. The nepection working group referred to v Arhicle 142, point (k), shall ensure the
following:

fa)  establish and develop the joint audit prograraree (CTAFP) and supe rise it

by mordtor any reasure takern by the WEmber State ard the Agerep pursuant and
lirnited fo paragraph 4 and in cooperation with the concerned Member Shate or the

Agency,

() ensure cooperation with relevant intermational and Urndon level bodies to facilitate the
work of the joint andit programrne and to fecilitade the recogrifion by indernakional
parners of the inspections carried oul by the compelent @ithorities.

For the parposes of the first subparagraph, the inspection working group may establish an

operational subgrong.
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2. For the parposes of paragraph 1, point (a), each Iermber State shall:
f(a)  peovide traimed auditors,

by accept that the compete nt sshestsnuiioridies in charge of the implermentation of
good rarafacturing and good distribution practice and related surveillance and
enforce went activities applicable to medicina] products and acttve substances ave
audited, regularly and whe re appeopriate, according to the joint audit prograrrne .

3 The joint audit progratarne shall be considered an integral part of the guality systern of the
inspectorates of competent quthorities in accordance with the principles a5 referred to in
Article SafCassasion] 90 (1) () of revized Direc the~RR-seH-tSM (E11])
2001783 EC and ensure that adequate and equrvalent guality standards are maintained
within the Union netaork of wationsl cormpe tent authorites.

4. Under the joint andit prograraree, the auditors shall issue an andit report after each audit.
The andit report shall include, whe te relesrant, appropriate vecorarnendations on meames
that the herrber State concerned or He Ageney shall consider to take to ensure that it
relevvant quality systern and its e nforcernent activities are consistent with Union quality
standards.

Lt the request of the Merber State, the Corunission or the Lgenc v may support that
Dlermber State in taking the appeopriate measures pursaant to the first subparagraph,

A5
366,26 173
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 174

LIFE.5 EN



o For the parposes of paragraph 4, the Agencyin particular through ids inspection working
group referred to in Arficle 142(T), shall:

fa)  enswre ie Rermonisalion of e assessnent dering e joind audit programme’s

qudits and the gqualityand corsistenc 7 of feqeintsudilpoorareee’e audit reports,

(bl establish the criteria for the provision of the joint andit prograraoe"s

recomrnendations.

f. The Agency, in parbeular through s inspection working group referved to in Aricle
I42(%), shall update the compilation of TUnion procedure s on inspections and exchange of
inforrnation referred to in Article 301) of Directive 201771572 shatoosspdadd-arthe
dezamaarto covet rles applicable to the fune torang, strochare, and tasks of the joint audit

progratnrne .
1. The Urion shall provide the financing for activities that support the work of the joint audit
progratnine .
Arficle 33
Referral procedure
1. Where the supervizory authorities or the comgpetent anthorties of avgrother Dlerhber State

are of the opirdon that the rmanufacturer or irmporter established within the Urdon territory
iz 1o longer fulfilling the oblizationes laid down in Chapter ZT of [revizsed Divec frve
20017230EC], they shall without undue delay indorrn the Sgencyand the Corenission,
statirg their reasons in detail and indicating the courss of action projosed.
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Siruilarly, where a Ik raber State or the Conenission considers that one ofthe measures
errvisaged in Chapters [Z, IV and XV of [revised Direcinee 2001753EC] is 1o be applied
in respect of the redicinal product concerned or where the Corenittee for hedicinal
Froducts for Hurnan Use has delivered an opindon to that effect, the vshall without arduae
delayinform each othet, as well as the Coreaittes for Iedicinal Froducts of Hurnan Use,
stativg their reasons in detail and indicating the course of action proposed.

2 In each of the sitnations described in paragzraph 1, the Comrussion shall reguest the
opindon of the Lgency within a ime-lirait which it shall deterrane having rezard o the
wrgency of the matter, in order to exarine the reasons advanced. Whe never practicable, the
marketing anthorisation holder for placing the medicinal product for buraan use on the
market shall be wroated to provide oral or wiitken explanations.

3 &tanystage of the procedure laid down in this Article, following appeopriate consultation
of the Agency, the Congnission matytake teraporary measares, bymeans of Dnplernenting
acts. Those terporary meamure s shall be applied renediately.

Without undne delay, the Corenission shall, bymmeans of impletnenting acts, adopt a final
decision concerning the measures to be taken in respect of the medicinal product
concerred. Those implernenting acts shall be adopted in accordance with the examination
procedure referred to in Arhcle 17302,

The Corrnission matyralso, parsant to Srficle 37, adopt a decision addre ssed to the

Ivlernber States.
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4. Where urgent action 15 essential to protect public health or the ervirorene nt, a Ilember
State may, on its own initative or at the Conenission's request, suspend the use in its

territory of a me dicinal product for baraan nse whick has been anthorised in accordance
with this Fegulation.

When it does 0 on its own initiatree, it shall mfore the Corneaission and the Ageneyof

the reasons for its action at the latest on the next working day following the suspension.
The Agency shall informm the other Dleraber States without delay. The Corenission shall
irerne diatelyinitate the procedure provided for in paragraphs 2 and 3.

) In cases referred to in paragraph 4, the Meraber State shall ensure that healtheare
professionals are rapidly inforrned of its action and the reasons for the action. Networks sst
up by professional associations mayhe used to this effect The Mewher States shall inform
the Coramission and the &gency of actions taken for this parpose.

f. The suspe naive measures referred to in paragraph 4 maybe maintained i force untl such
tirne as a final decision has been adopted by the Cornmission in accordanee with
paragraph 3.

1. The &gency shall, upon recuest, infore any person concermed of the final decision and

tnake the decision publicly available rronediately after it hasbeer taken.
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3. Where the procedure is initiated as a result of the evaluation of data relating to
pharmacovigilance, the opindon of the Bgency, in accordance with paragraph 2, shall be
adopted by the Coreaittee for Medicinal Products for Huran Use on the basis of'a
recorrnendation from the Pharmacovigilance Risk Sesessment Comanittes and Srticle
11502) of [revized Directive 2001E3EC] shall applsy.

9. B way of derogation from paragraphs 1 10 7, where a procedure under Srficle 95 or
&rticles 114, 115 and 116 of [revised Directive 200183/EC] concerns a range of redicinal
products or a the rapeutic class, medicinal products that are anthorised in accordance with
this Regulation and that belong to that range or class shall ondybe ineluded in the
procedure under Article 95, or Srticles 114, 115 and 116 of that Divective.

Arficle 30
Action on conditional marketing autherisation, marketing under excep tional ¢ irc umstances
Where the &gency concludes that a holder of a marketing anthorisation granted in accordance with
Srticlsdriicleg 18 and 19, including a new therapeutic indication granted referred to AebeleArkeles
18 and 19, failed to cormply with the condifions or chligations laid dowr in the marketing
anthorisation, the &gency shall inform the Coramission accordingly:.

The Comnission shall adopt a decision to varyg suspend or revoke that rarketing authorization in
accordance with the procedure setoutin Article 13,
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Arficle 37
Memher State imp lementation of conditions or resirictions sna Union marketing
awthorisation
When the Coranittes for Iedicinal Produets for Human Use inits opirdon refers to recormended
conditions or restric ions as provided for in &rticle 1204, points (d) to (2], the Comrnission may
adopt & decision addressed to the Mletaber States, in accordance with Srticl: 13 for the

ireyplerne ntation of those condiions or e strictions.
CHAPTER YV
PRE-AUTHORISATION REGULATORY SUPPORT
Arficle 38
Scientific advice

l. Undertakings or, as relevant, not-for-profit entifies may reque st solentific advice as
teferred to in Article 138(1), second subparagraph, point (p) , from the Agencoyw

Such adwvice can also be requested for medicinal products referred to in Srticles 23 and 24
of [revised Directrve 2001/E23/EC].

2 In the preparation of the scientific advice referred to in paragraph 1 and npon regquesthy
unide rtakings or, as relevant, not-for-profit entities that requested the scierntific advice, the
Lgene yraay conmlt experts of the Mermber 5 tates with clindeal trial or medical desdce
expertize ot the expert panels desiznated in ace ordavce with &rticle 10601) of Begulation

(ETN 20171745,
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3. In the preparaion ofthe scientific advice referred fo in paragraph 1 eseedalapastiied
saseaf this Article the Agency may consult authorities established in other Urdon legal
acts as relevant forthe provision of the scientifie advice in gnestior-es other public bodies
established in the Urdon, as applicable, gnd i duly justfied cases public bodies
established in hird couniries.

4, The &gency shall include in the Enropean public assessinent report the ke jrareas of the
scientific advice once the correspording rnarke ing authorisation decision has been taken
in relation to the medicinal product, after deletion of anyinforrmation of a cormercially
cordfidential nature . For priority me dicinal products the Furopean public assessment
reportshall inelnde the kep areas of enhanced scientific and regulntony support provided
by the Agency i aocordance with Arbicle 80, together wilh explanations how the
condifions for the enhaced support have been fulfilled and, if applicable, the reasons
why the enhanced mupport was stopped prior to the grankng of the marleling

authorisation.

da. Tomupport undevtckings o, as relevant, nod-for-profit entities, the Agency shall
develoy guidelines on the design of shudies in support of marketing authorisalion
applications. When developing such guidelines, it shalluse, where relovant, the

consuliation mechanism referred o i Article 1a2
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Arficle 39
Paralle] scientific advice
Undertakings or, as relevant, not-for-profit entifie s @ stablishe d in the Union mayre quest
that the scierdific advice referred to i Srticle 5801 takes place in paralle] to the joint
scientific consaltation carried out by the Meraber State Coordination Group on Health
Technology Assesament, in live with Article 1605) of Fegulation (E1N 2021072252,

2 In case of medicinal products teobing a mwedical deviee, unde akings o, as velevant,
not-for profilaetforpeofit e ntities may request scientific advice as referred to in Article
58010 in parallel with the consultation of the expert panels referred to in Arficle 6102) of
Femlation (E1T) 2017745 and Arkcle 48 (a) of Fegulafion (ELN 200774,

3. In the case of paragraph 2, the scientific advice, as referred to in Article 52(1, shall
irevoke exchange s of irdormation between the respecttre aunthorities or bodies and, where
applicable, have symeheonized timing, whils preserving the separation of their respective
re rnits.
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Arficle G0

Enhanced scientific and regulatory support for priority medicinalproducts ('PRIME?)

The &gency raay offer enhanced scientific and regulatory support, including as applicable
consultation with other bodies as referred to in Arficles 58 and 52 and accelerated
asgessiment mechanising, for certain medicinal products that, bassd on preliranary
evidence sibraitted by the developer flfll o least one of the following conditions:

fa) are likelyto address an nrrnet medical need as referred fo in Srticle 23010 of [revnsed
Directive 20010E83EC] ; and are expected bo be of s or interest from e point of
view of public heallh, in parbicular ag regards the rapentic innovalion, faling inko

account the early stage of development, or

derealopensntor antivic robials with arver of the characte ristics mentoned in Lrticle
003k or provided for in the "WHO priorily pathogens list for R&D of new
artibiotics’, specifioally thoge liste d as prioridy 1 (crifioal) or prioridy 2 (Righ), or
taking inlo cecount as @ priovidy any equivelent list of prioridy pathogens adopled

at Dion level, or
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() are Lhely to dargel @ neglected tropic ol disease (NTD).

2 The Agency, at the regquest of the Cornission and after consulting the EWA Emergency
Task Force, mayoifer enbianced scientific and regalatory support fo developersof a
medicinal product preventing, diagnosing or treating a disease resulting from serious cross
biorder threats to health 1f access to such products is considered necessary o ensure high
lewve]l of Union preparedness and response 1o health threats.

3. The &gency raay stop the enhanced support if it is established that the wedicinal product
will not address the ide ntified unre t medical need or does not have e potenbal o
erbance preparedness and response ko serious cross border heqlth trreats to the
anticipated extent.

4, The compliance of a redicinal product with the criteria set out in Article 83 of [revised
Diirective 2001/230/EC] shall be assessed on the basis of the relevant criteria, indepe ndently
of whether it has rece rved priority rmedicinal produet support under this Arhicle.
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Arficle GI
5S¢ ientific recommend ation on regulatory status

L. For products under developrent whick mary fall within the categones of e dicinal
produe ts to be authorised by the Urdon listed in Annex [ a developer e a corape et
authorityof the Mermber States or the Commission on s own indlichve may subdt a duly
substantiated request to the Bgency for a selentific recoruendation with 4 view to
detertnining on scientiflc grounds whether the concermed product iz potentiallya
‘medicinal product’, including an ‘advanced theraper medicinal product” as de fined in
&rticle 2 of Fegulation (EC) Mo 139472007 of the European Parliarnent and of the
Counc il . The Agency map rely on the relevant expertize of working parties and pools of
experis when maling ds recommendaion.

The &gency shall delieer its recorarmendation within 60 daws of recering such a request,
which shallbe extended by an additional 30 daye whete a consultation in accordance with
paragraph 4 is reguired.

2 When forming the recomenendation referred to in paragraph 1, the Agenc v shall consult,
where appropriate and where Here is a dowbt as to the regulatory shatus of @ product
under development, relevant advisory or regulatory bodie s e stablished in other Tnion legal
acts in related flelds. Jo parficwdar, in the case of products which are based on substance s
of barnan orgin, the &gencyshall consalt the Substances of Hurnan Origin (5oHOY)
Coorditation Board as established in Regulation (ETT) Me-frefasnaatato-sddadaior
adbaqpbiasma oA B () e T 0367

3 Begulation (EC) Mo 139472007 of the European Parliament and of the Couneil of 13
Mo rrber 2007 on adwance d theraper rae dicinal produc ts and araending Dive ctive
2001E3MEZ and Regulation (EC) Mo 72602004 (0F L 324, 10.12.2007, p. 1217,

= 1y Fegulafion (ELD) No [20240938 of the European Parliamend and of the Council
af 13 June 2024 on standards of gualily and safely for substances of human origin
intended for human applicalon and repealing Direchyes 200208 F C and 2004237 C

(Teot with FEA relevance)
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The advisoryor regulatorybodies consulted shall replyto the consultation within 30 days
of receipt of the request.

The bgencyshell annex do ils scientific recommnendation e opinions recewved from the
relevant advison or regulatory bodies referved to i the first subparacraph and shall
publish sarnmanes of the recornmendations delivered in aceordance with paragraph 1, after
deletion of all information of a corrnerc ially confidential natire,

Arficle &2
Dex sion on regulatory status

l. In the caze of duly substantiate d disagree ment with the Seeney’s scientific
recorenetdation, in accordance with Article 61020, a Wember State maw veguest the
Cotrraizsion to decide whe ther the product is a product referred to in Arficle 6101

The Cornission mayinitiate the procedure veferred to in the firet subparag raph on its own
initiative.

2. The Corenission mayask the Lgeney for clarifications or refer the recomrmendation back
to the Agency for further consideration where a Weraber State's substantiated request raises

hiew gjue stions of a scientific or techrical nature or on its own irdtiative.
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3. The decision of the Corwnssion referred to in paragraph 1 shall be adopted by roeans of
lmple renting acts, in accordance with the exaraination procedure referred to in Arficle
17300, taking into acconnt the scientific recorame ndation of the Szency.

CHAPTER VI
ORPHAN MEDICINAL PRODUCTS

Arficle 63
Criteria for orphan designation

L. & redicinal product that is ntended for the diagnosis, prevention or teatne nt of a life-
threaterang or chronieally debilitating condition shall be desarsiadssmranded an orphan

designation where the orphan medicinal productsdezsths-crphanreedicing SpOnsor can
dernonstrate that the following recuiternents ate et

fa)  the condibon affects not raore than five in 10 000 persons in the Union when the
application for an orphan desiznation is subraitted and,;

(b} there exists no sabsfactory method of diagnosis, prevention or treatrent of the
condition it gquestion that has been anthorised in the Urdon or, where such method
exists, that the medicinal product would be of significant benefit to those affected by

that condition.
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2 e bana e et 1L the basis of a re cormendation
from the Agenc b concliding that the requirermnents specified in paragraph 1, point
{a), are not appeopeiate bo ddenkfir an orplan condition within the scope of rarity in
peragraph I point (@) due to the specific charac teristic s of certain conditions or any other
soientific reasons, the Corarnission is erpowereds to adopt delegated acts in accordance
with Article 175 in order to suppleraent paragraph 1, point (a), by setting specific eriteria
for certain conditions.

3. The Coreanission shall adopt the nece ssaryprovisions for irple menting this Srticle by
means of Inplernenting acts in accordance with the procedure laid doem in Article 173(2)
in ovder to farther specifiyrthe vequirerments referred to in pavagraph 1.

Arficle o4
Granting an orphan designation
L. The orphan wmedisesnedicing] product sporsor shall subinit an application for grankng
ar orphan-he desiznation of the-sepban- e dicinal product to the Lgency at any stage of
the developrne nt of the medicinal peoduct before the application for marketing
anthorisation referred o in Articles 5 and & is subraitted.

2. The application-edthe for oranting an orphan sedicinssponecrdaricnation shall be
accorpatied by the following particulars and docwrnerdation:

fa) name or corporate natne and permanent address of the orphan sedicinal product

FriebiaEe SPONSOL,
G306,26 136
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 2 187

LIFE.5 EN



by actmve substances of the medicinal product,
() peroposed condition for which it is indended or the proposed the rapeutic indication;

(d)  justfication that the criteria laid down in Axticle 63010 or in the relevant delegated
acts adopted in accordance with Aricle 63020 are fulfilled avd a description of the
stage of developrnent, including the expected therapentic indication.

The orphan sesdisssenedicingl product sporsor shall be responsible for the ancuracy of
the particulars and domrmentation.

3. The Agency shall in consaltation with the Dletaber States, the Cormmission and interested
parties, draw up detailed suidelines on the reguived procedure, format and content of
applications for designation and for the transfer of the orphan desighation parsuant to
Lricle 63

4 The Agency shall adopt a decision granting or refusing the orphan de siznation based on the
critetia referred to in Article 63(1) or in the relevant delegated acts adopted in accordance
with &rticle 6302) within 90 days of the receipt of a valid application. The Agency shall
verifir e valdiy of the appleation. The application iz considered walid if it include s all
the particulars and domuraentation re ferred to in paragraph 2.

Hihen establishing whether Yhe orphan designation criteria are mel, e Agency may ast
the orphan me dicingl product spongor to submit edditional parfculars and documends,
within the deadline zet By the Agency.
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For the parpose of establishing whe ther the orphan designation criteria ave fulfilled, the
Lgene yawassshall consult the Cornittee for Iedicinal Products for Hurman Tise-se-cse-sd
da- The Commibtee for Medicingl Products for Human Use shall ensure the appropriak
mvolverment of the relevant scienbific experise throngh the working parties referned o in
Lurticle 3500 -Husbmkpaseasanle] S0 or may delegate this kaek fo one of iose working
parkes. The outeore of such consultations, meluding infornekon on the involvement of
relevant scientific experfise, shall be annexed to the decision, as part of the sclentific

oot lusions of the Agencwwhick justify the decision.

The decision together with the Lnmexes referred to in this paragraph shall be notified to the
applicant.

By way of derogation from the second subparagraph, the Commitiee for Medicinal
Producks for Human Use shall establish scienbific principles to dete rnine the sithuations

where consullation is not reguired.
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.

Hhen the sciendific conclugions referred to in paragraph 4 shate et the application does
notsatisf the criteria et out in Asticle 83(1), they shall be transmitted without de lay by
the Agency to the orphan medicinal product sponsor before the adoption of the decision
referved to in paragraph 4 Wihin 15 days following receipt of ¥re scientific conclusions,
the orphan medicinal product spongoy may reguest by writien nofice o the Agency a re-
examinakon of the scignfific conelusions bogether with the debailed crounds on which i
iz baged, Following receipt of the grounds of the request the Agency shall reexamine ds
sciendific conclusions within 30 daps The reagons for the conclusion veached shall be
pertof the finglscienkific concluzions The Eme Brat referved in paragraph dshall be
suspends d unkl e scienkfic concluzions becmne defimbye. For e purpose of this
paragraph, the Agency shall involve the Corunitiee for Human Medicinal Product.

If the orphan medicinal product sponsoy does not submit a writken justified reguest for
re-exanination within 15 doys following the receipt of scienkfic conclumions, they shall
become definitive.

o Decisions of the &gency on granting or refusing the orpharn desiznation shall be roade
public after deletion of any indfonmation of a corene reiallye onfidential natore .
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Arficle 63
Transfer of orp han designation

L. The orphan designhation maybe transferred from a cwrent orphan medicinal product
resdicine sponsor 1o a new orphan medicinal prodici-eedieine sponsor. The trarnsfer shall
be mabject to prior appeorcal by the Agency, following the submission of an application for
the transfer to the Bzency.

2 The application of the ourrent orphan medie ol productzesdicins. sponsor shall he
accorpatied by the following particnlars and docwrnerdation:

{a) name or corporate namwe and perenanent addre ss of the cwrent and newr orphan

medicine sponsor;
by decision on granting an orphan designation as referred to in Article 64{4),
) designation noreber as referred to i Srticle 703, point (e).
(el recsons for the Wansfer of the orphan designation.

3. The &gency shall adopt a decision granting or refusing the transfer of the orphan
desigration within 30 davs of the receipt of a walid application brthe carrent orphan
medicinal produc tesedisise sponsor. The application is considered walid if' it includes all
the particulars and docuraentation referred to i paragraph 2. The Agency shall address its
decizion to the cwrrent and rew orphan me dicinal produe tresdicine sponsor.
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Arficle G0

Vals ity of oxp han designation
L. Ly orphan designation shallbe walid for sever years, During this period, the orphan
medic el produe bresdisine sponsor shall be eligible forincenttres referred to in Lrticle
B,
2 B way of derogation from paragraph 1, on the basis of a justifizd regquest of the orphan

weadicimeredicinal product sponsor, the Bgene yimay extend the waliditsy where the
orphan wesdicimemadicine] product sponsor can provide evidence that the relesant studies
supporting the use of the desigrated orpharn medicinal product in the applied condifions are
ongoing and prowdsing with regard to the filing of a fubore application. Such an extension
shallbe lirited in tirae, taking into account the expected reraining firme needed to file an
application for marke ting aunthorisation,

3 By way of derogation from paragraph 1, where an orphan desigration isvalid at the time
when a matke ting anthorisation application for an orphan medicinal poduct hasbeern
subrratted in accordance with Article 5, the orphan desighation shall rerain walid until a
decision is adopted by the Corenission in accordance with Srticle 1302).

4. &n orphar designation ceases to be valid onee an orphar meedic el produchseedisise
sporsor has obtained a marketing anthorisation for @ Hrerapeuntic indicalion covered under

the orphan designation Se-selemssadssedisimal-pradust-in accordance with Article 13020
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o &tanytitee, an orphan desigration maybe withdrawn at the request of the orphan
swadiasnern odic inal product sponeor. The orphan me dicinal product sponsor shall provide

the Agency with the reasons for such action. The Agency shell male this information
publich avalable,

Arficle 67
Regisier of desienated oxp han medicinal p roducis

1. The register of designated orphan reedicinal peoducts shall list all desizrated orphan
medicinal products. It shall be set up and mwanaged bythe Szency and be pablicly
availahle.

2. Where an orphan designation ceases to be valid or is withdrawn pursnant to Srticle 66, the

Lgencyshall make an entryrin the register of designated orphan e dieinal prodocts.

3. The inforraation on the designated orphan roe dicinal product entered in the register of
desighated orphan e dicinal products shall include at least the following:

(a) the inforrmation on the actie substance;
(b} the nare and address of the orphan sesdiaseene dicinel product sponsor,
fe)  the condifion for which it iz interded or the proposed thempeutic indication,

(d)  the designation date;
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(e)  the designation nurher;
(f)  the decision on granting the orphan designatiorns,
(g} the decision on transfer of the orphan designation.

(B whetre applicable, the decizion extending the validily of the orphan designation in
aceordarce with Article a2

4. The Corenission shall be ermpowered to adopt delegated acts in accordance with Articls
175 in order to arnend the inforraation tobe included in the register of designated orphan
medicinal products referred to in paragraph 3 o ensure appropiate inforrmation of the
users of that register.

Arficle 68
Protocol assistane e and researc h support for oxp han med & inal p rod ucis

l. The orphian seedisdwenedic el produet sponsor may, priot to the subrnission of an
application for marke ting anthorisation, request advice frorn the Agencyorn the following:

fa)  the conduct of the various tests and trials necessary to dernonstrate the quality, safety
and efficacyrof the medicinal product, as referred to Srticle 138(1), second
subparagraph, point (p);
ar) e conduct of the various tests and tricls necessany for the environmental risk

asgessment of the medicinal product.
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by the dernonstration of significant bernefit withan the scope of the-desseseteds orphan
sdieatencoridiion a5 set out in Arlele a3(l);

) the deraonstration of simdlarity o or clindcal supe riority over othet medicinal
products, which have market exclusmity for the same indication.

Lledicinal products de sighated as orphan ree dirinal produc ts ander the provisions of this
BEegulation shall be elizible for incertives made available by the Tnion and by the Merber
States to support research into, and the deve lopene nt and availsbilityof, orphan e dicinal
products and n parte ular aid for research for swall- and medira-sized undertakings ared
erdifes not engaged in economic aokvity provided for in fraraewo prograrrnes for
research and tectmiological developrnent.

Arficle 69
Orp han mar ke ting authorisation
Lpplications for an orphan rmarketing authorisation shallbe submitted in accordanee with

Lrticles 5 and 6 and the related marketing anthorsation shallbe obfained i aceordarce
with Articles 13(2).

A36626
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2. Inaddition, the applicant shall demonstrate that the medicinal product has been granted an
orphan desighation and that the criteria set out in Article 53017 or in the relevant delegated
acts adopted in accordance with Brticle 63020 are fulfilled for the the rapentic indication
sought.

Where appropriate, the applicant shall provide relessant evidence to dernonstrate that the
roedic inal Pltldul:t e e b e gt 5 Hha condiRoOns
ot out in Article 70017

3. The Corarnittes for Medicinal Products for Hurman Use shall asse ss whether the medicinal
produet fulfils the reguirements set out in Article 63(1) or in the relevant delegated acts
adopted in accordance with Srticle 6302). In the situation referred in paragraph 2,
subparagraph 2, that Corarittes shall also assess whether the me dicinal product sddeecess
etaekrwransbanedisalaeodis @ brealitirough orphan medicingl product as specified in
Lrticle T0(1). The Committee for Medicinal Products for Human Use shall ensure the
appropriok mvolement of sclentific experfise regarding orphan medicinagl products.

Surch assessrnent shallbe subject to the sare timelines as the application for the rmarketing
authorization itself and detailed corclusions of such assessment shall be part of the

scientific opirdon of the Coraaittes for Iedicinal Products for Hurean Use in accordance
with Article 12{1).

The assesstaent and its conelugions shall be part of the opindon referred to in Article 12(1)
atd, where relesvant, the opitdon referred to in Srticle 12(3).
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4. The orphian raarketing authorsation shall cover onlythose therapeutic mdications, which
fulfil the requirerne nts set ot in Article 63(1) or in the relevant delegated arts adopted in
accordance with Article 63020 at the titne when the orphan marke ting anthorisation is
granted.

o If after the b raission of an application for the orphan rarke ing authorisation and prior to
the opirdon of the Corarrittes for Ivkedicinal Produets for Huoan Use the orphan
designation is withdrawr in accordanes with Srtiele 66(5), the application for the orphan
marketing authorsation shall be treated as the application for a marke ting authornstion in
accordance with Article 6.

f. &n applicant may subruit an application for a separate marke ting authorisation for other
indications which do not fulfil the requiremments set out in Artiele 63017 orin the relesant

delegated acts adopted in accordance with Article 6302

Arficle 70
Brealdhrough orp han med icinal p rod ucts addeassing-a-hizh

1. £ orphan medicinal product shall be considered as addsesmama-hiakanm
#eehz Breakifrouch orphan medicinal product where it fulfils the fn:ullnwmg

teguirete nis:

fa)  there is no medicinal product anthorised in the Uhion for eusk-sesndiioreemmdss
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by the use of the orphan medicinal product reslts in a seesdwfee Bnic el relovant
reduction in disease morhidityor mortality for the relesant patient populatione

2. & medicinal product for which an application has been submitted in accordance with
&rticle 13 of [revised Divective 2001830EC] shall notbe considered acaddrsesazaliak
wrrerrediealneodio mect the conditions set outin paregraph I

Arficle 71
Marlet exclusirity

l. Where an orpharn marketing anthorisation iz granted and without peejudice to inte e choal
prope tty law, the Tnion and the Ieraber States shall not grant a marketing authonsation or
extend an existing rnarke ting authorsation, for the sarne therapeutic indicatior, in respect
of a sivedlar me dicival product for the duration of marke t exclusiity set out in paragraph 2.

2 The duration of market exclusnity shall be as follows:

fa) nine years for orphan wedicinal products other than those referred to in points (b)
and (cj,

(b demeleven years for breckfhrowgh orphan medicinal products-sddressnz o taoh
et madical nesd- as referred to in Article 70,
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) Feefour years for orphan redicinal products which have been authorsed in
accordance with Article 13 of [revised Directre 2001E3EC].

3. Where a rnarke ing authorisation holder holds more fhan one orphian madeting
anthonzations for the same actie sthatance, those authorisations shall not bene fit from
separate mmarket exclustvity periods. The dwration of the market exclusivityshall start from
the date when the first orphan marketing authorisation was granted in the Union.

4, Borway of derogation fror paragraph 1, and without prejudice to intellectual property Ly,
the marketing anthorisation maybe granted, for the sawe therapentic mdication, to a
sitilar rmedicinal produet if!
fa)  the matketing authonsation holder for the onginal orphan redicinal peoduct has

given consent to the second applicant, or

by the marketing authorsation holder for the orginal orphan redicinal product is
unable to supply sufficient quardities of the medicinal product, or

) the second applicant can establish in the application that the second redicinal
product, although sirailar 4o the orphan mmedicinal product alread yauthonsed, 1s
safer, more effecttee or otheradse clindeally superior,
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The subraission, validation and assessmnent of the application for the rarke ting
anthorsation and granting the marketing anthorisation for a generic or biosiralar product

to the reference medicinal produe teesssddokesadied-caalamsdihaaospied, shall not be
prevented biythe market exclusivityrof a similar product to the refere nce raedic inal

product.

a. The market exclusiity of the orphan e dicinal product shall not preve nt the subraission,
walidation and asseastne nt of an application fore @ markeing authorisation, nelwding to
exdend an exising marketing anthorisation for @ wew Berapenkc indication, of a Airular
medicinal product, including generics and biosirnilars, where the rerainder of the duration
of the market exclushrity is less than tovo years. This map nclude $ie adophon of the
corresponding decision provided Bt the decimon granng or exdending the marleting
auithorisation does not enter inko force prior to e expiry of the market exe lusivity
period.

1. Where the Szency adopts scientific guidelines for the application of paragraphs 1 and 4, it
shall consult the Coraruission.
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Arficle 72

Probngation of market exclus#r ity
4

2. The period of rarket exelnsmaty shall be prolonged byan additional 12 months for orphan
medicinal products referred to in Artiele T102), points (a) and (b), if' at least two years
befomwe the end of the exclusvityperiod, the orphay marketivg authorization holder chtains
a matketing authorisation for one or rmore new the rapeutic indications for a different
orphan condition.

Such a prolongation maybe granted twice, if the new therapeutic indications are each time
fior different orphan conditions.

3. The orphan medicinal products which benefit from the prolongation of market exelusivity
teferred to in the paragraph 2 shall not benefit from the addiional period of detamarket
protection referred o in Srticle SHpednt L 81 (a) of [revised Directive 200178 3EC] -

4. &rticle 713 ecpually applies to the prolongations of market exclusraty referred fo in
persasraphe-tasa g aph 2.
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Arficle 73
Union firancial contribution related o oxphan med rinal producis

The working arrangements referred to in Article & of peesfeaRamadebantRomilaion (EL])
20245 65% shall set out total or partial reductions for the applicable fees and charges patable to the

Faropean Medicines &gencyas laid down in [new fee Regulation]. Such reductions shall be
covered by the ndon contribution provided for in Arficle 15403, point (a) of this Fegulation.

CHAPTER VII
PAEDIATRIC MEDICINAL PRODUCTS

Article 74
Paediatric imvestigation plan

l. & paediatric irvrestization plan shall specifythe tirdng and all the measures proposed to
assess the quality; safety and efficacy of the mwedicival product in all subsets of the
paediatic population that ravbe concerned. In addiior, it shall describe anymeasures to
adapt the pharrnaceutical forza, the strength, the route of adimirdstration and the eventual
adrnivdstration device of the medicinal product a0 as to make its use more aceeptable,
easier, safer or more effecte for different subsets of the e diatric popalation.

% Fegulation [XXX] of the Eunropean Parliarent and of the Clouncil on fees and charges
pasable to the Euaropean Medicines Lgencw, amending Begulation (E1T) 200177745 of the
European Parliaraent and of the Couneil and repealing Couneil Begulation (EC) Mo 20705
and Fegulation (BT 65202014 of the Buropean Parliarne nt and of the Couneil [OJ L X
HEEEEE p E]
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2. B derogation from paragraph 1, in the following cases an applicant may submdt ondyan
initial pmediatric restization plan as referred to in the s cond subparagraph,

()  when the active substance concermed is not 5et authonsed in any medicinal product
in the EUT and 1z irdended to diagrose, prevent or treat a novel paediabric condition
oF diagnoge, prevent or reat an exdsting peedialric condiion via @ new mechanism

of action, o

by following the acceptance by the Sgencyof a dudy justified request frorn an applic ant
i arcordance with paragraph 3.

Ly initial paediatie freee stization plan shall contain ondy the details and the tiving of the

e asures proposed to assess the quality, safetyand efficacy of the medicinal product in all
subeets of the paediatric poprlation that raybe concerned, that are known at the moment of
the subraission of the request for agreerns nt wentoned in Srticle T6(1).

This indtial paediatric trestigation plan shall also peovide a precize tining of when npdated
versions of the paediatric investigation plan are to be subrmitted and when a final paediatie
e stigation plan corplying with all the particulars described in paragraph 1, is expected to

be subrdtted to the Azeney.
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3. When it is not possible, on the basis of scienbfically justified reasons, to have a cornplete
paediatric deweleganesdinvestigation plan in accordance with the titning given in Article
TE(1) ar applicant rnay subraita dafy justified vecquest to the Ageney to ntilise the
procedure mentioned in paragraph 2. The Agencyhas 20 days to accept or refuse the
recuest and shall imrnediate Iy inforen the applicant and state the reasons fior ve fusal.

4, Oin the basis of the experience acquired as a vesult of the operation of this Aricle or of
scientific knowledge, the Corgnission is erapowered fo adopt delezated acts in accordance
with &rticle 175 fo arnend the grounds for granting the posshilityto utilise the adapted
procedure foreseer in paragraph 2.

Arficle 73

Wanrers

L. In accordance with the procedure set out in Article 72, the Agency mavdecide that the
production of the inforraation referred to in, Arficle 6050, point (a), of [revizsed Dire ctive
2001723], shall be wanved for products or for classes of medicinal products, if there is
evidence showing anyof the following:

fa) that the specific medicinal product or class of medicinal products 15 lkely to be
neftective or unsafe in part or all of the peediatric popalation,
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by that the diszase or condition for which the specific medicinal product or class is
intended ocowrs only in adlt populations, wsbeesccept when the product deplays
a meehanism of aotion, eluding where ile achon is directed ataspecific molecunlar
tarzet or Biological pathway, that on the basis of existing scientific data, 1=
seapenatile rolevant for a different disease or condition in the sarne therapentic area
in childrer than the ore for which the specific medicinal product or class of
medicinal products 1s intende d for in the adult popdatios;

() that the specific medicinal product is likelsy to not represent a significant therapeutic
berefit over existing methods of dingnosis, prevention or treatrnents for paediatric
patients, except when e product disploys a mechanian of aclon, ineliding where
s qetion i directed at a specific mole cular barget or biologic al pathway, that on
the basis of exdsfing scientific data, is relevant for a different dizeqse or condition
i the same therapeutic area in children than e one for which the specific
medicinal product or elass of medicinal prodects is inkended for in the adull
population.

2. The warver provided for in paragraph 1 mavyhe issued with reference either to one or more
specified sbsets of the paediatric popilation, or to one or more specified therape utic
irdications, or to a combination of both,

3 O the basgis of the experience acquired as a result of the operation of fhas Srtiels or of
seientific knowledge the Comenizsionis erapowered to adopt delegated acts in accordance
with Article 175 to amend the grounds for sranfing a wanker detailed in paragraph 1.
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Ja. The Agency shall in consullalion with the Conmission, e competent authorifes of the
Member Bates and relevant interested parties, draw wp guidelines for the application of

this Arfick.
Arficle 74
Valid ation of a paediatric investigation plan or of 3 wakrer
l. & paediathic irvrestization plan or an application for watver shall be submitted 1o the

Lgencywith a request for agreeme nt, except in duly justified cases, before the indbation of
safety and e fficacy clinical studies 20 as to ensure that a decision on use in the paediatic
population of the rmedicinal product concetned canbe given at the tirme of the marke ting

authorization or other application cone etmed.

2 Within 30 days following receipt of the request referred to in paragraph 1, the Agzency shall
werify the walidity of the request and comrunicate the result to the applicant.

3 Whenever appropeiate, the Agency may ask the applicant fo subrt additional particulars
and docurne nts, i which case the tirne-lirit of 30 daye shall be suspended unhl the

supple rentary irdormation requeste d has been provaded.

4 In consltation with the Conenission, e compelent quihorifies of the Member Shabes and
with interested parties, the Agency shall draw up and publish guideline s for the practical
application of thiz Article.
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Arficle 77

Agreement on a paediviric investigationplan
L fter the walidation of the proposed pae diatric itnestization plan referred to in Article
T4 iwdaekdewealid in accordance with the provisions of Ariele 76020, the Bgenc v shall
adopt within 90 days a decision as to whether or not the proposed studie s will ensare the
generation of the necessary data deterrniving the conditions in which the medicinal product
mnaybe used to treat the pmediatric population or subsets thereof, and as to whether or not
the expected therapeutic bere fite, where appropriate also over existing treatments, jusiify
the studie s propoged. When adopting its decisior, the Sgencyshall consider whethe r or not
the rneasures proposed to adapt the pharmaceutieal forrm, the strength, the roule of
adrpivdstration and the eventual adraivdstration device of the medicinal product for wse in

different subsets of the pae diatyic popmlation are appropriate.

& fter the walidation of the prc:p:sed initial pae diatyic irsvestization plan peepessd-is
pe-refierred to in Arficle TAD) fivst subparazraph,
wehdehdesealid in accordance with the provisions of Bricle 76020, the Agency shall adopta
decizion within 70 davs az fo whether or not the paediatric irvestigation plan iz expected to

ensute the gereration of the necessary data deterrnining the conditions in which the
tnedicinal product rmavbe used to treat the peediabic population or subsets thereof, and as
to whe ther or not the expected the rapentic benefits, where appropriate also over existing
treatments, justify the studies ervasaged.
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&fterreceiving an updated version of the peediatric rpestization plan referred to in Article
T2, third subparagraph, the Agene v shall review it within 2840 days.

&fter the tire frarne Jaid dowr in the first subparazraph, without ansrrecuest frorm the
&gency in accordance with paragraph 5, the updated wersion of the paediatric reestigation
plan shall be considered as agreed.

4 When the final paediabric ireestization plan referred to in Arficle 7402}, third
subparagraph, is recelved, the Lzenc v shall adopt within 60 days a decision on the
paediatie ivvestigation plan considering all the updated reviewrs eventually condueted ard
of the initial decision in accordanes with parazraphs 4 and 3.

5 Within titne periods referred to in paragraphs 1, 2, 3 or 4 the Sgenc v mavrequest the
applicant to propose modifications to the plan or ask for additional inforration, in which
case the tire-liraits referred to in paragraphs 1, 2, 3 and 4 shall be extended fora
maxirnurn of the same number of dave. Thess titne-limits shallbe mspended untl the
supple rentaty irdormation requested has been proaded.

f. The proce dare laid dovr in Arbcle 57 shall apply for the adoption of decisions by the
Lgency
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Arficle 78

Granting of a wakrer
L. Ly applicant way, o the grounds set out in Srticls 73010, apply to the Agencyiora
produe t-specific warrer.
2. Following the receipt of a walid application in accordance with the provisions of Article

T, the Agency shall within 90 daye adopt a decision as to whether or nota product-
specific warver shall be granted.

Wherever appropriate, the Lgene wenay recuest the applicant to sapplernent the particulars
and docurne nts submitted. Whete the Agency avails itself of this option, the 90-daytirme -
lirnit shall be suspended until such tirme as the supple mentary information reguested has

been provided.

3. Wher approptiate, the Bgeney may of ite own motion adopt de cisions, on the basis of the
grounds set out in Brticle 75017, to the effect that a class ora product-spe cific wabeer, as
referred to in Axtiele 75020, should be granted.

4. The Agency rnay, at any e adopt a decision reviewing an already sranted warver.

) If a particular product-spec ific or class wabeet is revoked, the requiremment set out in Article
6 5) of [revised Directmee 2001/23/EC] shall not apgplyrfor 36 morths fror the date of its
reruorval frorn the list of waivers.
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f. The proce dare laid dovr in Arhicle 87 shall apply for the adoption of decisions by the
Lgency

1. In consultation with the Conenission, e competend quihonties of the Member Stales,
atd with interested parties, the Agencyshall draw up and pablish snidelines for the
practical application of this &rticle.

Arficle 79

List of wakrers

The Lgencyshall rmaintain a list of all warvers granted. The list shall be npdated regularly and made
available o the pablic,

Arficle 20
Waivers granied following a negatire decision ona paediatric investigation plan

If, having considered a paediatic irrestization plan, the Bgeney concludes that Srhicle 75010,
points (&), (b or (o), applies o the medicinal product concemed, 1t shall adopt @ negattves
decizion under Article 77, parasraphs 1, 2 or 4.

Insuch cases, the Lgency shall adopt a decision in favowr of a watve r under Srticle TE(3). The two
decisions shall be adopted at the same titne by the Sgency.

The procedure laid down in Lrticle 87 shall apply for the adoption of decisions by the Lzeney
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Arficle 81
Deferrak

L. Lt the satne firne as the application for a peediatic teestization plan iz submitted under
&rticle 761 or during the assessment for a paediatiic rrvestigation plan, the applicant may
also make a request for deferral of the nitiation or corapletion of somme or all of the
tneasures s tout in that plan. Such deferral shall be justified on sciertific-ased or techrdeal
grounds or on grounds related to public health.

In anyevent, a deferral shall be granted when it is appropeiate o conduct studies in adults
prior to initiating stodies in the paediatic popalation or when studies in the e diatie
population will take longer to conduct thar stodie s in adults.

2. The &gency shall adopt a decision on the request referred to in paragraph 1 and inform the
applicant therect. The Sgency shall adopt sach decision at the sarne tirne as the adoption of
the positive decision under Article 77, paragraphs 1 or 2.

& decision in favour of a deferral shall sypecifiy the fire-lirdts for initiating or corapleting

the measures conce rhed.

3. The length of the deferral shall be specified in a decision of the Agency and shall be
substankiate d by scientific or technical grounds or by congiderations pertaining bo public
hecli and not exceed fove years.

4. O the basgis of the experience acquired as a result of the operation of fhas Lrbele, the
Comrmssion 15 ermpowered to adopt delegated acts in accordance with &rticle 175 o
atnend the grounds for granting a deferral veferred to in paragraph 1.

366,26 210
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 211

LIFE.5 EN



Arficle 52
Probongation of deferrals

L. In dulyrjustified cases, a request for a prolongation of the deferral, raaybe subrdtted, at
least & months before the expiryof the deferral period. & prolongation of the desegafion
deferral shall ot exceed the duration of the deferral period ziven under Srticle 5103).

The Agency shall decide on the prolongation within 60 dass.

2. Whenever appropriate, the Agency may ask the applicant o subredt, withie the deadline
set by the Agency, additional particulars and docurents, in which case the tivee-lnit of 60
dae shall be suspended until the supplementaty inforration reguested hasbeen prosdded.

3. The proce duare laid down in Article 27 shall apply for the adoption of decisions by the
bgency

Arficle 53
Wairers during a pubbic health emergency
1. The decision by the Azency referred to 1n Srticle 603, point () of [revised Directnee
20017283/EZ] shall concem only medicinal products intended for the treatient, prevention

ot medical disgnosis of a serions or life-threate ning disease or condition which are divectly
telated fo the public health emergency.
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2. The decision mentoned under paragraph 1 shall include the grounds for providing such
derogation and its duration.

3. &1 the latest at the date of expiry of the derogation referred to in paragraph 2, the applicant
shall subrt to the Azencya paediatic irvestigation plan or an application for a waiwer
with a request for agreernent in accordance with the provisione of Srticle T6(1).

Arficle 54
Modification of a paediairic investigation plan

L. If, following the decision agreeing the paediatric ivnestization plan, the applic ant
encountets such diffioultie s with its nplernentation as to render the plan nneorkable or no
longer appropeiate, the applicant ray propose changes or request the Agencywio isse a
deferral in accordance with Brficle 81 or a watvet in accordance with Article 75, The
&gencyshall adopt within 90 days a decision on the basis of the procedure laid dowm in
&rticle B7. Wher approgpriate, the Sgency may request the applicant to supplerns nt the
particulars and docurments submatted. Where the Szeney avails iteelf of fhis option, the
tirne -lirnit shall be suspended until such tire as the supple mentary information requested

hasbeen provided.

1a-

2. If, following the decision agreeing the paediatric e stigation plan referred o in Arficle
TT, paragraphe 1, 2 and 4, or on the basis of the updated peediatic e stization plan
tecerved in accordance with frticle TI3), the Lgency, on the base of new sciendific
inforroation svallable, considers that the agreed plan or any of its elerents are no longer
appropriate, it shall reguest, based on scientific grounds, that the applicant4e propose
changes o the paediatie ireestization plan.
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The applicant shall submit the changes requested within 60 days.

Within 30 days, the Szene s shall review thess changes and adopt a decision on their

refusal or acceptance .

3. Within the tirme period referred to in paragraph 2, thivd subparagraph, the hgencwrmay
recuest the applicant for additional rmodifications to the subratted chavges or fo subrnit
additional inforrmatior, in those cases the firne-lirats referred to in paragraph 2, third
subparagraph, shall be exterided byranother 30 daye. This tirne-livat shall be suspended
uritil the supplernentary rdonma tion reguested or the additional modifica tons have been

provvided.
4 The procedare laid doar in Arhicle 87 shall apply for the adoption of decisions by the
Lgency
Arficle 53
Detailed arrangements for applications in relation to p aediatric inestigation plans, waiers
and deferrale
l. In consultation with the Iletnber States, the Comanission and interested parties, the Agency

shiall draw up the detailed arvange ments concemming the format and content which
applications for agreement or rodification of a pae diatyie irsestigation plan, and requests
for warve rs or deferrals are to follow m order o be considered valid and conce rrang the
operation of the cotapliance check referred to in Lrticles 48, 4902 ) —semand RO of
[revised Dirvectrve 2001E3EC], and Aticles &4 aud 2002).
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The detailed arrangere nt concerning the forrmat and cortent of applications for agree ment
of a paediatric irvvestigation plan mentioned in paragraph | shall:

fa)  specify which rformation showld be included in an application for agreerent or
rodification of & paediatric teestigation plan or recuests for a warver in the cases
referred to in Bricle 73(10;

by be adapted to take indo account the specificities of!

(1) adapted procedurs for pmediatric trestization plats as referred to in Arhicle
L),

(i)  jproducts intended tobe desreloped only for use in claldren,

(i) jroducts intended tobe submitted under the procedure referred to in Article 92

Arficle 20
Comp liance with the p aediatric imvestizgation plan

Where the application for marketing authorisalion or varighion 1s subrmitted in accordane e with the
procedures set ot in in this Begulation, the Compnitiee for Medicinal Products for Hurnan Use shall

verfywhether ethe application e Cottplies with the

require rents laid down in Srficle @030 of [revised Directive 2001E35ECT.
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Arficle &7

Procedure for adop ting a decision in relation to paediairic investigation plans, awaiver or a

deferral

Decisions referred to in Articles 77, T8, 20, 21, 83 and 54 adoptz d by the Ageney shall be
supported byscientific conclusions which shallbe annexed to the decision.

2 Y hwewe The Agencg.r-e-emdam—rt—n&eﬂmeﬁ—rt-m&y shall consult the Corunittes for
Lledicival Products for Huray Use-s iag- when preparing the
abiorve e ntioned sclentific conclusions The Cbmmziieefﬂr Medicinel Products for
Human Use shall ensure, a5 necessary, e appropriate imvolvement of the relevant
sciendific expertize through at least one the working parfies established under Arficle 150
or muzy dele gate thistaskto one of rose working parties. The outeorne of such
coreltations shallbe anmexed to the decision.

a2 By derogation from paragraph 2, the CormmiBlee for Medicinagl Products for Human The
shall establish scientific principles to determine the sitiaions when consuliation is not
reguired,
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2h, The scientific conclusions mendioned in paragraph I shall be branswiBed withoud de Ly
by the Agency o the applicant before the adoption of the decisions referred to in Articles
A 78 &0 81, 32 and 84 Within 15 days following receipt of the seienbific conelisions,
the applicant may reguest iy wiidten nokee to e Agengy @ re-examinabon of the
sciendific conclusions together with the detailed grounds on which it is baged. Following
receipt of the grousuds of e request e Agency shall reccmmine iis sclentific
cone lumons within 30 days The reasons for the conclesion reached shall be part of fingl
sciendific conclusions. The Bme lnit referved bo in Articles 77, 75 52 and 84 will be
suspends d unbl e seienfic conclusions becone defimabye. For the purpose of this
peragraphy, the Agencey shall conmult e Committee for Human Medicinal Products.

Ifthe applicant does notsubemit a writen justified request for re-examination within 15
daps following the receipt of scientific conclusions, they shall become definitive.

3. Decigions of the &gency shall be made public affer dele tion of any inforation of a
corarne roially confidential nabore.

Arficle 858
Discontinuation of a p aed fairic investigationplan

Where a paediatric irvestigation plar, agreed in accordanee with the provisions of Article 77,
paragraphs 1, 2 and 4, is discontivmed, the applicant shall notifyr the Sgency of its inte nbon to
discontinme the conduct of the paediatic investigation plan and provide the reasons for such
discontinmation without undue delay and in ey case no less than sin months before the

discontinnation.
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The Lgzencyshall publish fhas information after removing personel or coremercialy sensifive

nformation.

Arficle 59
Sciendific advice for paediatric dev elpments

Arylezal or nataral person developing a medicinal product e nded for paediatie use or intended
for in utero treatment maty, priot to the subrdssion of & peediatic o stization plan and during its
rplerns ntation, request advice fromm the Sgencyon the design and condnet of the warions fests and
studies necessary to dernonstrate the quality, safetyand efficacy of the medicinal prodoet in the
paediatric popalation in accordance with Srticle 138(1), point (za).

The Agenewshall provide advice under this Srticle free of charge.

Arficle 20
Data deriving from a paediatric investigation plan

l. Whete a rnarke ing authorisation or a wariation of a marketing authorsation, 1s granted in
accordance with this Begulation:

fa)  the results of all-ebsssed studies conducte d in coropliance with an agreed paediatic
vestigation plan as referred to in Aricles 605), point (a), of [revised Direc five
2001E3EC] shall be ivcluded in the suramary of product characteristics and, if

appropriate, in the packaze leaflet; or
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by anyagreed waner as referred to in Articles 6(5), points (b) and (c) of [revised
Directive 2001723/EC], shall be recorded in the sunroary of product characte ristics
and, if appropriate, in the packaze leaflet of the medicinal product coneerned.

If the application cormplies with all the measures contained in the azreed completed
paediatic irsestigation plan and if the summaryof product charactenstics reflects the
results of studies conducted in corpliance with that agreed paediatiic rvestigation plar,
the Coramizsion shall inclade within the marketing authonsation a state ment ndicating
compliance of the application with the agreed cormpleted prediatric noe stization plan.

Arficle 91
Variation of marketing authorisations on the hasis of paediairic studies
&y elinieal study which irsrobees the wse in the paediatric popalation of a medicinal
product covered by a marketing anthorisation and is sponsore d by the marketing

anthorsation holder, whe ther or not it is conducted in corapliance with an agreed
paediatric irrestigation plan, shall be submitted o the Azencyor to the Ivleraber States in
wrhic hdwrsapresmonslasthoriaads the medicinal product sexessed-s quthorised within

six raonths of corapletion of the studies conce med.

Paragraph 1 shall apply independe rd of whether or not the marke ting authonsation holder
intends to apgply for a marketing authorisation of a pae diatric indication.
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3. When products are anthorised in accordance with the provisions of this Fegulation, the
Cornraission may update the surenary of product characteristics and package leaflet, and
mayvary the marketing authorization accordingly.

Arficle 82
Paediatric use marketing authorisation

L. Ly application for a peediatiic use marketing anthorisation shallbe subiaitt=d in
accordance with Articles 5 and 6 and shall be accormpanied by the parbiclars and
docurnenits necessaty to establish quality, safety and effican win the paediatric popnidation,
incloding anyspecific data needed to support an appropriate formalation, pharmaceutical
form, strength, route of adrnivistration and eventual adwinistration device for the produet,
in accordarnce with an agreed paediatric rrestization plan. The application shall also
include the decision of the Agency agreeing the paediatric restigation plan concerned.

2 Where a rmedicinal product iz or has been authorised in a Ieaber State or in the Uniorn,
data contained in the dossier on that produet rmasy where appropeiate, be referred to,
accordance with Article 29 of this Regulakon or Article @ of [revised Direcime
2001723EC], in an application for a paediatiic use rmarketing authorisation.
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3. The medicina product in respect of which a paediatric use marketing anthorisation is
gratifed may retain the name of any medicinal product which contains the same active
substance and in respect of which the sarme marketivg anthorization holder hasheen

granted authorization for use in adults.

4. Subrnission of an application for a paediatric use marke ing authorisation shall in no way
preclude the right to apply for a marketing anthorisation for other therape utic wdications.

Arficle 93
Rewards for products authorised under the paediatric use marketing authorisation proced ure

Where a paediatric use marketing authorisation refered to in Article 92 is granted and veludes the
results of all studie s condurte d in compliance with an agreed paediatric irvestigation plar, the
product shall bene £it frorn inde perdent data and marketing protection periods referred to in Articles
20 and 21 of [revized Directiee 2001723EC] .

Arficle 24
Paediatric clinical irialks

1. The EIT databasge created by Lirticle 21 of Fegulation (E1T) Mo 53602014 shall ine lude
clinical trials carried out in third countne s which are:

f(a) contaired in an agreed pae diatric ivvestization plan,
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(h)

subruitted following the provisions of Lrticle 21

2 For the clirdcal tials mentioned in parasraph 1 which are condocted in thind countries, the
description of the following elerme s shall be entered into the EX database prior to the
start of the trial by the clirdeal trial sponsor, the addressee of the Sgency's decisionona
paediatic irsestigation plan referred to i Article 77, or bythe marketing authornsation

holder as appropriate

(a)

(k)

()

(d)

the clirdeal fial peotocol,
the irvvestizational me dicinal produc ts wsed,
the therapeutic indications eovered,

details of the tial popalation.

Irrespectrve of the outeomme of a clivdeal trial within 6 ronths from the end of the tial the
clirdcal trial sponsor, the addressee of the Agenctts decision on a peediabric investigation plan
ot the marke ting authorisation holder as appropriate, shall svbrait to the ETT databage a
surnrnaty of the results of the trial whick shall be nploaded in the datdbase.

If for justified scientific reasons it 1s not possible to subrait the swnrnary of the result of the
trial within & months 1t shall be submitied fo the EIT database at the latest within taebe
taonths after the tial hasended. The justification for the delay reeds alao to be subritted in

the EIT database.
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3. In consultation with the Coneaissior, Werber States and intere sted parties, the Agency
shiall draw up gmidance on the nature of the inforration referred to in paragraph 2.

4. O the basis of the experience acquired as a result of the operation of fhas Lrticle, the
Comrdssion rmayadopt implernenting acts in accordance with the examination procedure
referred to in Axtiele 173020 to amend the details coneetming cliracal tiials conducted in
third countries o be submitted to the ETT database and referred to in paragraph 2.

Arficle 23
Ewropean network

l. The Agency shall develop a Enropean ne taork of patient re presertatrre s, academics,
medicines dewelopers, rore stizators and centres with expertise in the perfonmance of
studies i the paediatric popolation.

2. The ohijectives of the Enropean ne taork shall be, inter alia, to discuss priorities in the
cliracal dewelopavent of medicines for ehildren, m particular in aveas of nnnet raedic al
need, to coordinate studies relating to paediatiic medicinal products, to baald ap the
hecessary scientific and adwinistrative corapetehoes at European level, and to avoid
urre cessaty duplication of stodies and testing in the paediabric popalation.
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Arficle 20
Incentires for researc hin medicinal preduweis for ¢ hildren

Paediatric medicinal peoducts shallbe eligible for incentves made available bythe Union and by
the Ivlexaber States to support research into, and the deseloprment and avalabilityof, paediatie

medicinal products,

Arficle 97
Fees and Union coniribubion for paediairk actirities

l. Where an application for a paediatric use marke ting authorisation is subrtted in
accordanc e with the procedure laid down in Srticle 92, the arnount of the reduced fees for
the exarination of the application and the mairtenance of the marketing authorisation shall
be fixed in accordance with Article 6 of [new fee Regulation®].

2 Lgsesaments of the following by the Szeney shall be free of charge:
fa)  applications for walvers,
by applications for deferrals;
) applications for paediabric ireestization plans,

() corapliance with the agreed pae diatye irestization plan.

E Begulation B ELD 20247568 of the Enropean Parlisvnent and of the Coureil of 7
Fobruany 2024 on fees and charges paymble to the Ewope an Iedicines Agenc v, arnending
Bomalabesle oulafons (E1T) 201707045 ard (ELD 20224123 of the Enropean Parliare nt and
of the Couneil and repealing Grermwe-Fesadees-rB-RlathS-sxd -H e o lation (E1T)
S LN 582014 of the Entopean Parliatee vt and of the Couneil and Counedd

FRegulation (EC) Mp 2007005 (O L 5488, 14 02 2024, p. roofoil e e e e e eeoberle] =
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The Urion contribution provided for in Article 154 shall cover the work of the Lgency,
including the assessment of paediatric ivestigation plans, scientific advice and anyr fee
waivers provided for in this Chapter, and shall support the Szencys activities under
Lrficles P4 and 95

Arficle 28
Yearly reporting o npaediatric ac thrities

Lt Jeast on an avrmal basis, the Sgency shall make public:

(i)

a list of the-sessgpemies entifier and of the products that have benefited frora anyrof the
rewards and incentrves in fhis Chapter of the Regulation,

iy the-corapaniee enbifies that have failed fo comply with any of the oblizations in thas
Chapler of the Regulation,

ey the rareber of pasdiatic teestization plans agreed 1n accordance with &rticle 74,

iy the rareber of waners agreed, providing also a swrnanaty of their reasons;

(e} a list of deferrals agreed,
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i)

ig)

(b

the raraber of pasdiatic irorestization plans corogple ted,

the sssemadeprolongations of the deferrals bevond five wears and the detailed reasons
provided as mentioned in Arhicle 82,

the scientific advice provided for the developraent of medicinal products addressed to
clildrer, reguested in qecordance with Aricle §9.

CHAPTER VII
VIO PHARMACOVIGILANCE
Arficle 99
Pharmacovigilance

The ohligations of rnarketing authorsation holders laid down in Srticles 99 and 100013 of
[revised Divectrve 2001EZECT shall apply to marketing anthorisation holders for
medicinal products for hurman use authorised in accordance with this Regulation.

2 The Agency rmay irnpose an obligation on a holder of a centralised rarketing authorization
to operate a risk management syetery, as referred to in Article 9904, point (o) of [revised
Diivective 2001/830EC], if there ate concerns dhout the risks affecting the bene fit-risk
balance of an authorsed medicinal produet. In that context, the Azencyshall alsa oblige
the marketing authorisation holder to subridt a nsk management plan for the sk
tanagerient systen that the v intend to ntroduce for the e dicinal peoduct cone erned.
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The obligatioresedmed-te-epesmsrepbed= shall be duly justified, notified in writing, and
shall incInde the timefrare for subtuission of the rsk-management plan.

The Bgency shall provide the rarketing authorisation holder with an opportadty to subroat
wiitten chservations in response to the imposiion of the oblization referred to in
peragraph 2 within a tiree teit which it shall specify, if the marketing authonsation
holder so requests within 30 daye of receipt of the written notification of the oblization.

O the basie of the written oheervations subraitted byrthe marketing authorisation holder,
the & zencyshall review its opinion.

Where the opirdon of the Ageney confirins the obligation s ferred to i paragraph 2 and
urless the Cormnission rehuns the opirdon to the Agene v for futher consideration, the
matketing anthorisation shallbe warled accordinglybythe Corunission in accordance with
the procedure set out in Bricle 13, to:

fa)  include the oblization asa condition of the marketing authorisation and the sk
ratagerre ht systern shall be updated accordingly.

by include the meammes to be taken as part of the risk manage rent s3ete m as conditions
of the rmarketing authorization referred o in Arlicle 12(4), point (e).
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Arficle 100

Safety announ ements

The oblizations of marke tivg anthorization holders laid down in Srticle HEC0-T (4, paragrap he I
ard 2 of [revised Directive 2001/83/EC], and the obligations of the Iiember States, the Agency
atd the Coraredssion lad down in paragraphs-s= 3 and 4 of that Article shall apply to the safety
armonce tnents referred to in Article 132(1), point (f), of thiz Regulation concerrang medicinal
products for human use anthorised in accordance with this Fegulation.

Arficle 10J
Ewlravigilance datah ase

L. The &gency shall, in collaboration with the IWErber States and the Corrnission, set
up and maintain a database and data processing network (“Eudravigilance database™ to
collate pharrmacovigilance rforrmation regarding medicinal products authorsed in the
Union and to allow cornpe tent authorites to access that informa tion siranlta neonsly and to
share it.

btuatificdaaaas: The Eudravigilance database-swsass shall include phartnacovigilanes
inforrnation with regard to medicinal products wsed under corapassiotate wse referred to in
Lrticle 26 or early access schermes.

The Endravigilance database shall contain inforrnation on saspe cted adwerse reactions in
hnrnan beings avisivg frora use of the medicinal produet within the terras of the marketing
authorization as well as from uses outside the ferms of the marketing authorsation, and on
those ocowring in the comrse of post-anthorisation stadie s with the wedicinal product or
associated with ocoupational exposure.
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2. The Bgency shall in collaboration with the Wermber States and the Coronission, draw
up the functional specifications for the Eudrasigilance database, together with a tirnefrarme
fior their iraple mentation.

The Agency shall prepare an arrnal re port on the Eudradgilance datdbase and send it 4o
the Furopean Patliarne nt, the Couneil and the Coreisaon,

&y substantial change to the Eudrasdgilanee database and the funetional specificabions
shall take into account the recormtnendations of the Pharmac ovigilance Fisk Begessiaent

Comtttee.

The Endravigilance databagze shall be fully accessible to the cormpetent anthorties of the
Dlermber States and to the Agencyand the Comrnission. It shall also be accessible to
matketing anthorisation holde s and marketing authorisalon applicants to the extent
hecessary for thewm to complywith their pharmaeorvizilanee ohligations.

The &gency shall ensure that healtheare professionals and the public have appeopeiate
lewvels of access to the Endrawigilance database, and that personal data iz protected i
gecordance with Union law, The Agency shall work together with all stakeholde s,
including research institutions, he altheare professionals, and patient and corsarner

organisations, in order to define the “appeopriate lewel of access® for healthe are
professionals and the public to the Endravigilance database.

The data held on the Endravigilance database shallbe made pablicly available inoan
aggresated and anonpmised forraat toge ther with an ex planation of hoowr to interpeet the

data.
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3. The Bgency shall, in collaboration either with the marketing authorsation holder or with
the Ivleraber State that subraitted an indmvidual suspected adverse reaction report to the
Eudravigilance datdbase, be responsible for operating procedure s that exsare the quality
and integrity of the informmation collected in the Endravigilance database.

4. Indradual suspec ted adwerse reacion reports and follow-ups subrnitted to the
Eudravigilance datdbase by marketing authorisation holders and marLeting authonisation
applicants shall be tranamitted electrordcall wupon receipt to the cornpetent authontsy of the
Llernber State where the reaction ocourred.

Arficle 102
Forms for rep orting susp er ted adverse reactions

The Agereyshall in colldboration with the Merber States, develop standard web-haszed strochured
forras for the reporting of suspected adverse reantions by healthoare peofe ssionals and patients in
accordance with the provisions referred to in Srticle 106 of [revissd Directree 2000583/EC] .
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Arficle 103

Perindi safety update reporis repository
The Ageviewshall in colldboration with the cormpetent anthonties of the WEwber States and the
Coratedssion, set up and maintain a repositony for periodic safety update reports { “repositor ) and
the coresponding assessrent ®ports regarding e dicinal products authorized in the Union so that
ther are fully and perrnanently accessible to the Corarrdssion, the competent anthorities of the
NEmber States, the Pharmacovigilance Bisk Assesstnent Conenittee, the Comanittes for Wedicinal
Products for Hurnan e and the coordination group referred to in Article 37 of [revised Directive
2001/23EC] (“roordivation group’).

The Ageviewshall in colldboration with the cormpetent anthorties of the Merber States and the
Cioratedssion, and after consultation with the Pharmacovigilance Risk Assessnent Cornrrattes, draw
up the fune tional specifications for the repository,

Ly substantial change to the repositoryand the functional specifications shall always tabe into
account the recommendations of the Pharmar ovigilance Fisk Assessment Coruenittee.

Arficie I

Europ ean med icines web -p orial and-sesisies-o

l. The Bgency shall, in collaboration with the Ikrber States and the Comrnission, set
up and maintain a Europe an wedicines web-portal for the disse roination of indorwation on
medicinal products anthorised or to be authorised in the Union. That we b-portal shall be
easly cocessible and user-friendl. Bymeans of that portal the Szency shall make pblic
the following:

fa)  the names of merabers of the Corenittees referred to in Article 142, points {d) and
(e}, and the merbers of the coordivatinn group, together with their professional
gualifications and with the declarations referred to in Article 1470200,
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by agendas and rairtes frorm each meeting of the Comrnittees referred to in Lrhicle 142,
points (d) and (e}, and of the coordination group as regards pharrnacovigilance

acthities;

) semessrredthe risk management plans for e dicinal produets authonsed in
accordance with this Begulation,

fe)  information about how o report to cormpete nt authorities of the Meriber States
sspected adverse reactions to medicinal products and the standard stroctured forms
referred to in Arficle 102 for their web-based reporting by patients and healtheare
professionals, ineluding links to national websites,

i(fi  Union reference dates and frecuency of submdssion of periodic safetvupdate reports
eatahlished in aceordance with Axticle 108 of [revized Dhrectre 2001783/EC]

(z)  peotocols and public sbstracts of results of the post-authorisation safetystudies
referred to in Brficlesdde I1&and 120 of [revised Directive 2001182/EC] ;

(b the irdtation of the procedure prosided for i Srtiele SHERIT of this Regulation, and
Brticles 95 114, 115 and 116 of [revised Directree 2001783/EC], the active
substances or wedicinal produsts concermed and the izsue being addressed, any
puablic hearings parsuant to that proce dure and irdormation on how to subrat
inforreation and o perticipate in poblic hearings,

366,26 231
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 232

LIFE.5 EN



(1) conclusons of assessments,~ recorarnendations, opinions, approvals and decisions
taken by the Agencywand its Commraittee s under this Fegnlation and [revized Divectie
QDDIEEIEC], TTo T TS rwor ee e Y PRSP ENE - POC TR 1 METOR S WY U P OF T O S O TCE T
barotherpneans,

73 conclusons of assessmments, recorenerndations, opirions, approvals and decisions
take n by the coordination group, the corape tent authorities of the Meber States and
the Cornredssion in the frareework of the procedures set out in Arhicles 16, 104, 107
and 108 of this Regulation and of Chapter T, Sections 3 and 7 of [revised Directnes
200123EC].

2 In the developraent and review of the web portal, the Sgene yshall consult relevant
stakeholders, including patient and consumer groups, healtheare professionals, nod-for-
profit enblies and industry representatives.

Article T0da

Furopean register of studies for emvironmental sish assessnent

3. The Agency shall, in collaboration with the Ik rnber States and the Comrnission, set
up and raintain a register of reswlls of erviroranental risk assessment studies condusted
fior the parpose of supporing an ervirorzaental risk assessraent for medicinal peoducts
anthonsed in the Urnion, urless suebemdsssmeiosrolovant date 15 made public in Seteas

berdiffrent eaneac cordance with Fegulahion 20250/ 24557,

40 Regulation (E1T) 202572455 of the Europe an Parliatre nt and of the Coaneil of 26 Nosvernbey
2025 establishing a cormron data platform on chernicals, laying down niles to ensure that the
data contained in it are findable, accessible, interoperable and reusable and establishing a
ronitoring and cutlook framework for cherncals (Text with EES relevance) (OJ L,
202572455, 12122025
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Inforrration in such register shall be publicly available, unless restrictions are necessary o protect
cornrnercially confide ntial indforation. For the parpose of setting up such register, the Lgene vinay
reguest marketing authorisation holde rs and corape tent authorities to sabenit results of any such
studsy alre adsy corapleted for products authorised in the Urdon withan [OF please add the date =24
toonths after the date of application of this Regulation].

Ardicly 103
Literature monitoring

l. The Agency shall rorndtor selected medical Literature for reports of suspected adsrerss
reactions to medicinal products containing certain actiee sbstances. It shall pablish the list
of active sub stance s being monitored and the medical lite rature subject to this morndtoring.

2 The &gency shall enter into the Eudravigilance database relevant information from the
selected medical literabure.
3. The &gency shall, in conmltation with the Comwassion, herber States and inte rested

parties, draw up a detailed gwde regarding the mondtoring of medical lite rature and the
ety of velevant indoration into the Endravigilance database.
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Lurticle 106
Mondtoring of safety of medi inalp roduc is

L. The chligations of rnarketing authorsation holders and of Ilerber States laid down in
Lricle 105 and &rticle 106 of [revised Directrve 2001053EC] shall apply fo the recording
and reporting of suspected adverse reactions for medicinal products for hurman use
authorsed in accordance with this Fegulation.

2 The chligations of rarketing authorsation holders laid down in Srfiele 107 of [revised
Directive 200123/ECT and the procedures ander Artieles 107 and 105 of that Directive
shall applyto the sbrnission of periodic safety update reports, the establishenent of Union
teference dates and changes to the frequene v of subrission of periodic safety update
reports for medicinal products for harnan use authorised in accordance with fhis
Begulation.

The provizions applicable to the submission of periodic safetyupdate reports laid down in
the of Article 108(2), second subparagraph, of that Divective shall applyto marke ing
authorization holde rs of marketing authorisations which were granted before 2 July 2012
and for which the frecuenc wand dates of subraission of the periodic safety update reports
are not laid down as a condifion to the marketing anthorizsation until such tire as another
fre quenc wor other dates of submission of the reports are laid down in the marketing
anthonsation or are determined in aceordance with Srhcle 108 of that Directre.
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3. The assesstaent of the periodic safetyupdate reports shall be conducte d by a rapportenr
appointed byrthe Phanmacovigilance Risk Bsse ssrme nt Comrodttes . The rapporteur shall
closely collaborate with the rapporte ar appointed by the Crorarndtize for Iledicinal Products
for Hurnan Use or the Beference Ikrber State for the me dicinal products conce med.

The rapportenr shall prepare an assesstnent report within 60 days of receipt of the periodic
safe ty update report and send it to the Lgencyand fo the memmbers of the
Fharmacovigilanee Bisk Sssessrne nt Comrnittes . The Sgencyshall send the report to the
marketing authorisation holder.

Within 30 daye of receipt of the assesarnent report, the marketing authorisation holder and
the e rabers of the Phanmacovigilance Bisk bssessment Corenitles maysabrnt
cornrmehts 1o the Seenoyand to the rapporteur.

Following the receipt of the coraments referred to in the third subparagraph, the rapportear
shall withirn 15 days update the assessirent report taking into account any cornments
subrratted, and forward it to the Pharrnacovigilance Risk Assessment Coravittze. The
Pharrnacovigilance Risk Sesessrnent Corarmattes shall adopt the asse ssme nt report with or
without frther changes at its next meeting and 1ssue a recornmendation. The
recorrnendation shall mention the divergent positions with the grounds on which the yare
based. The Agencyshall inclode the adopted asse ssrae nt report and the recormrmendation in
the repository st up under Article 103, and foreard both o the marke ting authorsation

holder.
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4. In the case of an assessment re port that rec ororne nds aroy action conceming the marketing
authonsation, the Cornittee for Iedicinal Products for Hurman Use shall within 30 dasws
of receipt of the reportbor the Pharraacovigilance Risk & s ssrne nt Corarittes, consider
the report and adopt an opindon on the mairdenans &, varlation, suspension or revocation of
the marketing anthorisation concerned, ivclading a tivee table for fhe iwplermertation of the
opinint. Where thiz opitdon of the Coronittee for Iedicinal Products for Hurman Use
differs from the recormrnendation of the Pharrnacovigilance Fisk Assessment Cormities,
the Corenittes for hMedicinal Produets for Huran Use shall attach to its opinion a detailed
explaration of the scierdific grounds for the differences together with the recormmendation.

Where the opinion states that regulatory action cone erning the marketing anthorsation is
necessary, the Cormrnission shall adopt a decision, by means of i plerenting acts, to wary,
suspend or revoke the rnarketing authorisation iv accordarce with Article 13, Wheze the
Comrnission adopts sucha decisior, it mayalso adopt a decision addressed to the Ilember
States prrsuant to Article 57,

o In the case of a single assessment of periodic safe by update reports concerning more than
ore marketing authorisation in accordatce with Avticle 110(17 of [revized Directive
20017283/FC] which includes at least ore marke ting anthorization granted in accordance
with this Regulation, the procedure laid down in &rticle 1097 7@ and Article 109712 of that
Dire ctive shall apply.

a. The final recorore ndations, opitdons and decisions referred to in paragraphs 3, 4 and 5
shallbe rnade public by means of the European medicines web -portal referred to in Brficle
104,
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Arficle 107
Agency plarmacovigilinee related ac tirities

L. FEegarding medicinal products for barnan wse authorizsed in accordance with this
Begulation, the Lgencyshall, in collaboration with the Iletmber States, take the following

INEAsIIes;

fa)  mordtor the ontcorne of risk mirdrdss tion rweasures contained in risk managerne nt
plans and of conditions referred to in Arhicle 12, parazraph 4, points (d) o fadi), or
I &rficle 20, paragraph 1, points (a), (0 and (dleanddad, and in Articles 1301, T4,
and in Article 33(2) and (3] el

by assess updates to the rsk maragermes nt systern;

() mordtor the data in the Eudravigilance database to deterroane whe ther there are new
risks or whether risks have changed and whe ther those risks irngact on the bene fit-
sk balance.

2. The Pharrnacovigilavee Fisk Assessinent Cornittes shall perform the initial analyeis and
prioritisation of siznals of rew risks or risks that havee changed or changes to the benefit-
tisk balance. Where it considers that follow-up action mavhe necessary; the assessment of
those signals and agreernent oh ahy sbsecuent action concernitg the marke ting
anthonsation shall be conducted in a tirmescale comrensirate with the extent and
serioustiess of the isee. Where appropriate, the assessrnent of those signals mayhe
included in a pending assessrnent of & periodic safety update report or & pending procedure
in accordance with Srticles 95 and 114 to ITaof [revised Directive 2001 582/FC] or
foticle Articles 47 and 55 of this Begulation.
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3. The Egency and cormpetent authorities of the Mleraber States and the marketing
authorization holder shall inforrm each other in the event of new risks or neks that have
charged or changes to the bene fit-risk balance being detected.

Arficle 108
Non-interventional posi-authorisation safety stud ies

L. For non-interventional post-anthorisation safe ty studies concerning redicinal prodacts for
hnrnan uge authonsed in accordance with this Regulation which have been ftapozed in
accordance with Articles 13 and 20, the peocedure peovided for in Article 117, paragraphs
3107, Articles 118, 119, 120 and 12101} of [revised Directree 2001053EC] shall apply.

2. Where, in accordance with the procedure referred to in paragraph 1, the Pharnacovigilance
Risk fAseesorme nt Coraittes issues recormmendations for the wariation, suspe nsion or
revoration of the matketing authorsation, the Corendttes on Ivledic inal Products for
Human Use shall adopt an opimion taking into account the recormenendation, and the
Cotrraizsion shall adopt a decision in accordanc e with Brhicle 13,

Where the opirdon of the Coranittee for Iedicinal Products for Huraan Use differs from
the recoraree ndation of the Phatmacovigilance Bisk Assessine nt Comattes, the
Corraittee for Wk dicinal Products for Huan Use shall attach to its opirdon a detailed
explanation of the scierdific grounds for the differences, together with the

recomrnendation.
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Arficle 109
Exclange of information with other orzanisations
L. The &gency shall collahorate with the World Health Orgarvization it matters of
phanmacovigilance and shall take the necessary stepe to submit to it prowptly, appeo priate
and adecuate indorraation regarding the meamire s taken in the Tndon which could have a
hearing ot public health profec tion in thivd countries.

The &gency shall make available promptlvall mispected adverse reachon reports occming
in the Urdon to the Woild Health Orgarization.

2. The Agencyand the Europear besstesimatendsadorl Tion [hugs exd-Dhas
frdeiobesedme oy shall exchange inforrmation that the ywrecetse on the dbuse of e dicinal
products including rfonmation related to Micit dimgs.

Arficle 110
International collab oration

Lt the vecuest of the Coranission, the Sgencyshall participate in collahoration with the Iviber
States in infe mational harmonisation and standardisation of techracal measares in relation to

phatrnacovigilance.
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Arficle 111
Coop eration with Member States

The Agerewand the WErder States shall cooperate to cortinuomsly develop pharraacosigilance
sytems capable of acldeving high standards of pablic health protection for all medicinal products,
regardless of the routes of marketing authorization, neluding the use of collsboratse approaches, to

maxirnise e of resources available within the Union.

Arficle 112
Eeporis onpharmacovigilan: e tasks

The Lgencyshall perfomm regular inde perdent andits of its pharmacovigilance tasks and report the
results fo its Ilanagerent Board on a 2-yeatlybasis. The results shall be subsecuertly poblished.
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CHAPTERIX
REGULATORY SANDEOX

Article 113
Eegulatory sandhox

l. The Corenission mayset wpon @ case -Pp-case basis a regulatory sandhox paresard-bo-s

el = TR NN IO TN N LR L T X S DR AR T Eeoes LT ERCr T =

following conditions are et

fa) itisnot possible to desvelop and quikorise the medicinal product or categoryof
medicinagl products in fiell corapliance with the require ments applicable to e dicinal
products set out in this Fegulation and frevised Divecive 2001/33/FC] due to
sraentifieor remulator cha lengee-anei Brom charaeteebesor methods related 1o
the medicinal product or due to the scientific or technical charack ristics inherent
o the medicinal product, for which certain targeted and technical adaplafions to
the requirements laid down in this Fegulabion and [revised Directive 2001785/ CF

are congidered indispensable |

by the characteristics or methods referred to in point (&) ere Bkely bo, based on available
seientific evidence, positivelvand distine five by cordribate to the gquality, safety or
efficacy of the medicinal product or category of medicingl products s provided for
in this Fegulaion and [revised Divective for provide a rnajor-adseandags. contribution

to patient access to prevention, diagnosis, treattnent, or patient care.
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The regulatory sandbox shall set out a condrolled re gulato ryfrarnework-eehadiss
petestife congishng of specific require rmenta=fes and technical adaptaions necessary
during the developruent endshes-apprapiotmalizisalbialank oz, authoriantion and
placing on the raarket of a product referred fo in paragraph 1 under the conditions s¢tout in
this Chapter . The regulatorysandbox may allowr targete d deraseticnaden daptalions to
certain reguirements of this Begulation, [resised Directive 200123/EC] or Begulation
(EC 139402007 ander-thaconditions eet cut-braehic b are necesaary for e purposes of
arsesmng whether an quthorization can be granted for a product referred bo in
peragraph I and its fe cpele management in gocordance with Srticle 114 and which
ersure Huat the principles of gualily, safely and efficacy set out By this Regulation and
frevised Divective 2001783/ F Cf are respected.

& regulatory satidbox shall sede-efieatope rate under divec t supervision of the corapete nt
authorities of the IWernber States concemmed with a view to enswring compliance with the
requirernents of this Fegulation and, where relevant, other Urion and MWe mber State
legislation concerne d by the savdbo for gefvities that bake place on Breir tervitony | Ay
wiolation of the conditions set out in the decision referred to in paragraph 6 and the
identification of any risks to health and to errironinent shall be iramediatel y notified to the
Corraizsion and fo the Sgency.

The &gency shall monitor the fleld of emerging medicinal produc ts and roay reguest
inforrnation and data from e natioal competent authorifies of the Member Shates,
marketing authonsation holders, developers, inde pendent experts and researchers, and
tepresentative s of healtheare professionals and of patients and waw engage with theta in
e litninary diss ussions.
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4. Where, based on available scienkfr evidence the Agency considers it appropriate to set
up a regulatory sandbox for medicinal produc ts which are lkely to fall under the scope of
this Regulation and seeet the condifons set mut in paragraph I, it shall peesadam baeit a
recormrnendation to the Cortarission, following appropriale consulinbons, ncluding
consuliation with the competent authoribies of the Mlomber States or, where appropriate,
othey competent auihonBes responsible for the seting up of regulatory sandboes undey
other relevant regulatony frameworks. The recommendation ofthe Lzency shall list

gheedhric iniclnde S

eligihle products or category of products et
recopane nded sandbox plan referred to in paragraph 15 .

The &gency shall not recorarnend to set up a regulatorysandbox for a mwediciza] product
that is already advanced in its developraent prograrare.

) The &gency shall bosemeenadads
subrnitted bydevelopers of eligible products-ase
The sondbox plan shall set ot clivdeal, scientific and regulab:l:q.r Justification for e
necesmily to establish 2 regulato s sandbozx, incloding the identification of the
re guirerne nts of this Regulatmn, [mqsed DChirectee 2001F23EC] and Begulation (EC)
1302007 Heesteaasety hose adaptations are considered
tndispe neable frowe o leehnical and scientific viewpoind for the development and
authorisation of such medicinal product while ensuring that the principles of gualily,
safety and efflcaey set out in His Hegulabion aed frevised Divechve 2001/83F Cf are
respected . The sandbox plan shall also provide recovumendations for altematree or

mitigation meamres, where appropriate. The sendbozx plan shall also include a proposed
tirne line for the duration of the sandboz, Where approjpeiate, the Sgencyshall also
Frepeaer coome nd tneasures h ordet to ratizate any possible distortion of rarket
condiions as a consequence of establishing a regulatory sardbox. The Agency shall lvy o
Jee for achvities under thiz Article.
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The Coreanission shall, by means of implerenting acts, sedwedopd a decision es-theeset
wpeafr gtabliching a regulatory sandbox for the el gmble medicinal products or cate goyy of
medicinal products taking into account the recorenendation of the &gencyrand the
satudboz plan parsuant to parazraph 4. Those raple renting acts shall be adopted in
accordanc e with the exarination procedure referred to in Arficle 17302,

Decisions establishing a regulatory sandbox under paragraph Sa shallbe liwdted in time
atd shall set out detailed conditions for its itaplernettation. These Decisions shall aelede:

fa)  ameludetheseopcedihe fnol savdbox plan, feking do aecount the recommendead
sendbox plan of the Ageney, specifiing e specific requirements and the targeted

oo hmic ol adaphelions, in accordance with paragraphs 2 and 5, to the requirements
of this Fegulaion and of frevised Divective 2001783 E CTand, Requlation (EC)
13042007,

by ssebade-the duration of the regulatory sandbox and its expiry baliing indo account the
durabon for development, and if applicable, for obkgining o wmarketing
authorizaon and placing on the market of Hre medicingl products concerned,
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) ebadesspatiie parficipants of the re qulatory sandbox plesrthe-sapasromii-ad

The Corenission may, by mears of dnplernenting acts, suspend or revole a regulatory
sandbox at any tire . in ary of the following cases:

fa)  the recuirernents and condiions laid down in paragraphe 6 and 7 are o longer met,

by itisappropeiate to protect pablic healtho o b0 avoid seriows risks for the

eRviroR et

Those irplere nting acts shall be adopted in accordance with the examination procedure
teferred to in Artiele 17302).

Where the Agencyreceives infortmation that one of the cases referred fo in the first
subparagtaph rayhe fulfilled, it shall inforn the Corarrission accordingly.

Where after the decision to establish the regulatory sandboz in accordance with
paragraph &, risks to health ave iderdified bt these risks canbe fully ritigated by the
adoption of supple rmentary condifions, the Corenission ray, after consultation of the
Sgency armend ity decision referred do in paragraph & and, where applicable, revoke a

suspension decision adopled under paragraph fhyweans of implere nting acts. The

Comrndssion mayalso prolong the duration of a regulatory sandbox by e ans of
reple menting acts. Those implementing acts shall be adopted in ace ordance with the

exarrdnation procedure referred to in Srtcle 17302
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Arficle 114
Prodw ts developed under a sandhox

L. Wher authorising a clivdcal tial application for products covered byra regulator weandho,
Iilermber States shall take the sandbox plan referred to in Ariiele 113(1) into consideration.

2. & nedicival product developed as part of a re gulatory sandbox seesz el be placed on the
tnatket only when autho tised in accordanes with Arficle 15, 18 or 19 of this Regulation
Such authorizaion may be granted only if the bene fit-risk balance of the medicinal
product is fav ourable . The inital walidity of such authorisation shall not exceed the
duration of the regulatory sandbox e specified in the implementng act referred o in
Article 173(8) and (7). The authorization ravhe peedesedse newed at the recuest of the
marketing authonsation holder in cecordance with Article 17 The marketing
authorisabion holder shall submit Yhe reguest for q renewal do the Agency ab least nine
months before the warkeling authoriseion ceases to be valid

3. brdulsriustified-eeseaFhere nocessary the marketing authorisation adopted in
gecordance with Arfiele 15, 18 or 19 of a medicinal product devveloped under the

regu]atmj,rsa_m:{hnx ST et et et

bosrahall specifj in il condilions
the adeplations Yeat cpply bo the specific medicinal product purswant o Arkele 113 (7).
Each adaptation shallbe limited to what iz apt and stric iy ne cessary to attain the
ohjectres pursued, duly justified and specified 7 shall not exceed the adaptabions
Spé'ciﬁeri in the sondibione tothe tnarkeing authoreabionds cision ?’Efé‘?’?’é‘ri foin Arhicle
11378 and (7) establishing the ve gulatory sandbox concerned.
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4. For raedicinal produc ts developed as part of a regulatorysandbox for which a marketing
authorsation has been granted in accordance with paragraph 2 and where appropiate
paragraph 3, the surarnary of product characteristics and the package leaflet shall indicate
that the roedicinal product has been developed as pert of 2 regulatoryzandbox . This
condifion shall apply for the duration of the regulatory sandbox.

A Withoat prejudice to Lrticle 195 of [revised Directrve 2001E3EC], the Comtaission shall
suspend o revolie a marke ting anthorisation granted i accordance with paragraph 2,
where the regulatorysandbox bias been suspended or rewoked in accordance with Articls

BRI 1305

f. The Corenission shall iraroe diately wary the marketing authorisation to take account of the
mitization meamwres taken in accordance with Srtiele 115,

aa. In addiion to Aticles 55 and 58 where the Agency coneludes that a holder of o
markeing quthorisetion granted under q regulaton sandbox, failed bo comply with the
specific condibons id down in the marleling @uiborisalion i accordance wilh
paragraph 3, the Agency shall inform the Commission accondingly. The Chmmission
shell adopt q decigon o vany suspend or revolie thal marketing authorisabion in
gecordance with the procedure setoutin Arficke 13
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Arficle 115
General sandh ox provisions

L. The regulatory sandboxes shall not affect the supervisory and corrective powers of the
competent authonties. In case of identification of risks to public health or safety conce s
asgociated with the use of products covered by a sandboz, coraps tent anthoritie s shall take
Lroave diate and adecuate termporary reasutes it order to suspend or restict their use and
inforn the Coranission axd e Agerep inaccordance with Article 113(2),

Where such mitigation is not possible or proves to be ineffectree, the developmment and
testing process shall be suspended without delay urdil an effectve mitization takes place.
Ifno effective mifgation plan can be provided, the Agency shall recommend o the
Comamission do suspend or revolie @ regulatory sandbox in aecordane e with Article
T13(8) If applicable, the marketing authorisation provided for in ecordance with
Article 114 shall be suspended or revolied aecondingly.

2. Participants in the regulatory sandbox, srperteslarincluding the marketing anthorisation
holder of the medicinal product corcened, shall rermain hable under applicdbls Trion and
Ilernber States lability legislation for ansyharm inflicted on third parties as a result from
the testing taking place in the savdbox. They shall inforn the Sgencywwithout undue delas
of ary mforrmation which rizht entail the arnendrme nt of the regulatory sandbox or
concerns the quality, safetvor efficacy of products developed as part of & regulatory

gandbhox.
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3. The modalities and the conditions of the operation of the regulatory sandboxes, including
the elighilitycriteria and the procedure for the application, 2= lecion, participation and
exiting fror the sandboo, and the rights and oblizations of the parficipants shall be set out
in iroplerne nting acts. Those irple menting acts shallbe adopted inac cordance with the
exarnination proceduare referred to in Arficle 173(2).

4, The Agency with ingt from e rber States shall subrait annual ve ports to the
Comrssion, e Furopean Parliament and the Councid, on the reslts from the
ireple mentation of a regulatory sandboz, including @ breckdown on the rumber of
sandboxes granted, trends on me dicingl products eligible for a regulatony sandbox, good
practices, difficulfes encountered, lessoms learnt, reflechons on possible futire
adeptations o e regulatony framework and recorenendations on their setup and, where
televant, on the application of this Fegulation and other Urdon legal acts supervised within
the sandboz. Thess reports as well ag lay swmmaries shall be made publiclyasailable by

the Corornission.

o The Coreanission shall review the reports and put forward, as appeopeiate, legislatre
proposals with a wiew to update the regulatory frarne work referred to in Article 11302} or
delegated acts in accordance with Srticle 28 of [revised Divective 2001723/ECT.
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CHAPTER X
AVAILABILITY AND SECURITY OF SUPFLY OF MEDICINAL FRODUCTS

Section 1
Monitoring and management of shortages ad critical shortages

Article 115a
Derogations on the provisions of this Chap ter

I Mernber Sates wmay wawe e application of Articles 11a(3a), 11771h), Articles 120(2)
121 (5a), T2, 129 130(2) point (5), 130(4) point (o) when: (@) the batches of
medicingl products concerned are suppliad for military and defence purposes; or (b)
when the medicinal products are manufechired for military and defence use only; and
(c) maofar as the apploation of such reguirements for Wese medicinal prodicls mply a

rigk b0 national securily and defence.

2 Member Sates may exempt auihorifies within their territory of the obligation to
commmunicate information for the medicinal producks referved to in paragraph 1in
gecordance with Articles 121 and 127 ingofar assuch requirements imply e rish o

national securily and defence.
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3 Member States may exempt @ marketing aulhonisation holder i possession of @
marke ing authorisation for @ medicinal product authorised in that Member Sate in
aecordance with arlcle 205 of frevised DivecBue 2003 ECT from complping with the
obligehons set oulin the articles 114 117 119 1235, 120 and 133,
Member Bates shall notifiy the Covunission of the use of the derogafions referred o in
paragraph I, 2 and 3 without undue delay.

Arficle 116
Marketing authorisation holMer notifications

l. Hathout prejudice to the rules on nobfication referred to in Arficle 24 of this Regulation
ard Arficle 203 of fthe revised Directve 2001783/EC] the marke ting authorization holder
of a medicinal product in possession of a centralised marke ting authorisation or a national
marketing anthorisation (Shese are referred o in this chapter as the marketing
anthorsation holde =) shall notifsr end explain the reasons o the compete nt authority of
the Merber State where the medicinal product hias been placed on the market and, in
addifior, the Lgency for a medicinal product covered byra centralized marketing
anthorsation (these ave referred to in this Chapter as “the competent anthority concemed ™)
of the following:

fa)  its decision to perrnarentlyeease the rmarketing of a me dicinal product in that
IErober State no less than twelve tonths before the last supplyof that redic inal
product into the rarket of a given Ileraber State by the marketing anthorisation

holder;
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(h)

()

(d)

its request to perrnanently withdraw the marketing authorisation for that redic inal
product authorised in that I ber State no less than teelve months before the last
supplyof that medicinal product into the market of a siven Wember State by the
roarke ting authorization holder,

its decizion to terporarily suspend the marke ting of & medicinal product i that
LErober State ag soon ag possible and no less than six months before the start of the
ternporary suspe nslon of supply of that redicival product into the market of'a given
LErher State by the marketing authonsation holder,

a termporary distuption in supplyof a medicinal product ina given Merher Sate, of
an expected duration of in excess of two weeksese based on the demand forecast of
the marketing anthorisation holdet, as soon @g possible and in any event no less than
s mmonths before the start of such termporar v disrophion of supply-sa-H-Ses-ienet

By way of derogation o paragraph 1, point (d), the markefng aubhoriaztion holder
shall notify the temporany disruphion insupply of @ medicinal product in a gven
Mlemmber Shabe assoon as thep become aware of such bemporary disrupfon where
exceptional circumstances directly relate d to the supply disruphon, whichshall be
duly ide ntifie d and substantiated bo the compelont quihorily concerned, prevented
the marketing authorisefon holder from complping with the deadlines laid down

therein.
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The marketing authorisation holder shall make the notificalion electronically and
i the formats made available by the Agency. The Agency shall consult the
Mlewmber Shates when drawing up the formats.

2. For the parposes of the notification rade in accordance with paragraph 1, points (a), (b)
antd (e), the marketing anthorisation holder shall promads the nformaton set outin Part T of
Linmex IV,

For the parpose of notifications rade in aceordance with the pavagraph 1, point (d), the
marketing anthorisation holder shall proside the mforraation set ont v Part IIT of Srme
IV,

The marketing authorisation holder shall nmediately notifyrthe compete nt authonty
concerned, as appropriate, of vy relevant changes to the infornmation provided according

to this paragraph.

3. The Cornission is erapoweted to adopt delegated acts, in accordance with Article 175 in
order to armend Brwex IV as regards the mitrmation to be provided i caze of a teraporary
dizruption of supply, inforrnation to be provided in case of a suspension or cessation of
tarketing of a medicingl product or withdrawal of the marketing authorizsation of' a
medicinal product, or the content of the shortage presention plan referred to in Soticle 117
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Ja. Hhere the markeing authorization holder inlends Yo withdraw the markeling
authorisation or permanently cease to market in one or more Mewmber Shates where the
markeing authorisation is valid for g edficol medicinal product identifie d by the
competent quthonyy of @ Member Sale pursiant o Ariicle 12771), medicingl products
identifled in qecordance with 12672b) or a priorily animicrobial pursuwant to Arbicle 40
(3, the markebng authorisahon holder shall prior bo the nokificalion referved o in
Arficle 11801, pointa or by s applicable:

(@) publish a declarabon of ils intendion to offer to trangfer e markeling
authorization or its intention toisswe a letter of access as referved to in Arlicle 14
af frevised Divectye 2001/83Tvia @ dedicated webpage on itz website and
corprunicate the elechronie Tnk fo such webpage to e compelent authorly of e
Mlemmber Shabte and the Agency. The Agency shall publish and comple a list of such
eleckronic links

(B) affer, on reagonable terms, to trangfer the markefing authorisalon or the lefer of
qecess o g Hind parly that has declared il intention to place Ruat medicinal
product or to allow the use of the pharmacentical non-clinical and clinical
documentation contained in the file of that medicingl product for the pusposes of
subriting an applicakon in accordance with Arkicle 14 of [revised Direchve

2001A83ECT
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©)  inform the compelent quthority concermed on e ouloome of the negobakons with
the third parly or parfies.

For the purpose of this paragraph, the marke bing euthoris@ion kolder shall provide
as part of the nobificckon referved o inarkele 116 (1) point (@) and () informaion
proving et they Rave taken sleps to make the markebng authorisabon availabls to

third parties on reasonable torms.

Avficle 157
The shortage prevention plan

l. The marketing authorisation holder-se-defned-m-trdbialelLa shall have in place and

keepup to date a shortage prevertion planfeeans for medicinal productplaced on the
saakeedprrodiicts subject to preseription and for me dicinal products identified in
gecordance with Article 128 (Zh). To put in place the shortage preserdion plan, the
matketing authorisation holder shall inclnde the ranirmore set of inforrmation set out in Part
WV oof Arwex IV and take into account the guidance drawr upbiyr the SLgency according to

paragraph J.

Iz, The Agency, in colleboration with the working parly referved bo in Article 121(1), point
(e} shall draw up guidance for marketing aulhionsation kolders to put in place He
shortage prevention plan. The guidance shall, in parbiculny, indicate the relovant
type and debail of information for the shortage prevenkon plaw according bo the different
level of rigk, including descriptions of the relevand shorlage management measures.
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Ih Hhenever @ medicingl product is subject bo @ shorlage prevenbion plan in accordance
with this Article, the national competent @ithoridy, the Agency at any fme or the
Commission i aecordance with Article 126 (Za) mayp reguestthe markeling
authorisahion holder to submit that shortage prevenfion plan ab any Bme. The markebing
authorization holder shall submit that copy at the lakest two days after receipt of such
reguest

&

3 Where relevant, the matke ting authonsation holde res-defmd-irmtrtietetbat shall
update the shortage prevention plan to elude addibional rdormation, beesdesdaking into
gecowrd recormmendations of the Executre Stesring Group on Shortages and Safety of
Lledicinal Products {also referred to as the Iledicine Shortages Steering Group - TWIS5G7,
established in Article 301) of Regulation (E1T) 20227123, in accordance with Articles
123(4) and 132(1}.
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Arficle 118
Shortage monitoring by the competent awthority of the Memwher State or the Agency

1. Baged on the reports referred to in Srticles 120017 and 12101}, point (e}, inforraation
referred to in Artieles 119, 12002) and 121 and the notification rmade pursuant to Article
11601}, points (&) to (d) erd L20{T2), the corape te nt authority concerme d es-seforsd-bai
deedetbicehall o ontinuomns] v rnordtor anpedessatenpe cted o1 actual shortage of those
medicinal products. [ eddifion, e compelent quihorily concerned map wse informabion
contained in the repositories in Arfele 8772), second subparagraph, point (&), of frevised
Direcre 20003 ECT or in a national repogitory.

The &gency shall carry ot that raoritoring in collaboration with the relesant compete nt
authority of the Mermber State whesrlere those medicinal products are authorised urnder
this Fegulation or when coordingled EDackon is required.

2 For the parposes of paragraph 1, the compete nt authonts e oncerned es-defaed-eLobals
et may recue st anaddifened information from the marke ting authorisation holder-es
defined da-tatisle LHECH. In partienlar, it mayreguest the marketing authorisation holder
to subruit a shortage mitigation plan in accordance with Sriicle 119(2), a sk assessment
of irapact of suspensior, cessation or withdrawal in accordance with Article 119(3), or the
shortage prevertion plan referred fo in Axticle 117, The corapetent antho rity cone erned
#eeElall seta deadline for the subrdssion of the dormation requested.
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Arficle 119
Oh Bz ations on the marketing authorisation holder

1. The marketing authorisation holder se-defsed-metocgalomtba et 1l

fa)

(b

()

(d)

(&)

subiznit the information requested i accovdarce with Erticle 118(2es Lrticle
12400, poird (b, or Arkiele ITA7Th )40 the corape tent authority cone erned eedefaed
sderiiede-HHeE without undue delasy; using the tools, methods of and crtenia for
the mordtoring and reporting established porenant to Brhiele 122040 point (b, by the
deadline set by that cornpe tent authority,

provide updates to the information provided in accordance with point (&), whete

NECESSALY,
Justify arey failure o provide any of the requested information,

whe re necessaty, mibinit a request to the cormpetent authoritsy conee med-as-de-faed-in
debiabetbbtds for an extension of the deadline s tbey that cormpete nt authorntsyin
accordance with point (a), and

indicate whe ther the information provided in accordance with point (a) contains any
cornrn ercially confide ntial mforrnation, identify the relevant parts of that irforrmation
having a coranercially confide ntial natare and explain whythat information is of
such natare .
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2. To prepare the shortage mitization plan referred o in Axticle 118(2), the marketing
authorisation holde r-ee-emeea-inmtuadamttimts shall 1nclade the roinimum set of
information set ot in Part IV of Annex IV and take into accomnt the guidance drawm up by
the Agencyaccording to &rticle 122(4), point (o).

3 To prepare a risk assesstnent of 1rnpact of suspe nsion, cessation or withdrawal referred to
in Article 112(2), the marke ting authorization holde mes-defedm-tortadebees shall
include the mirdrmur set of inforration set out in Part ITof Anwex IV and take into
account the guidance drawn upby the Lgencyaccording to Article 122040, point (o).

Ja. In case of me dicingl producls Yhat are notsebject o the obligabon of preparing a
shortage preverdion plan the markebing quthorisalon holder shall carn owt @ regular
documented risk assessment of potential supply ¢ hain rislks and, where necessary, take

mikigaling meamures.

The national conpetent quliondy of the Member Shale or the Agency may reguest e
marleling aquthorisaion holder to subrul that document at any Eme. The marketing
authorisation holder shall subwt that copy at the latest two days after receipt of such

reguest

4 The marketing authorsation holder-ss-defwed-mmtntiale—lLa shall be responsible for
providing comect, not misleading, and corplete nforrmation as requested byrthe competent

anthorityconee rhed.
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o The marketing authorisation holder-es-defase-smtrtatetbity shall cooperate with that
corapetent authority and disclose, on their own motion, sy relevant information to that
anthortyand npdate the inforrmation as soon as new irdbrmation hecormes available.

Arficle 121
Ohligations onother actors

L. Wholesale distibutors and other persons or legal entities that arve authorised or entifled to
supply medicinal products authonsed to be placed on the market ofa Member State
parsuant to Article 5 of [revised Directiee 2001E3EC] to the public mayre port 4 shortage
of a given medicinal product marketed in the Ivleraber State concerned fo the corpetent
authorityin that Meraber State.

Ia. Member States may reguire for centrally or nationelly muithorised medicinagl products,
that @ wholesale distibutor il is not the marlieing authorisztion holder who intends to
digtribute e medicingl product o another Mewmber Shate informs the conpelent
auithoridy of the source Member State of thiz intention. This information shall include

@ The name of the medicinal product and authorisafon number;
(B)  Achve substance(s);

©)  FPharmaceniical form;
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) Strength,
(e)  Packsize;

) The guankly of the medicinal product which shall be token out from the source
Sederrber Shate.

Based on e informalion provided by Whe wlholesaler and on the information available
purspant to this Chapter, the source Momber Shate vy talie me amires to prevent or o
miigate shortages i the source Member Shate. The Member Shabe shell notifiy Hre
Agency of the meagures referred bo in Hhis subperagraph.

The informabion reguirement referved bo in the first subparagraph and we asires
referred to in the third subparagraph shall, moreover, be justified on grounds of public
health protection and be proportionale in relabion to the objectyve of such prokeclon, in
compliance with the Trealy nules

2 For the parposes of &rticle 113(1), where relevant, upon request from the corpetent
authorityconce med-as-dofned-mmirsbetetiets, entities including other marketing
authorization holde rese-defiredin-baticla 11&: irnporters and manufacturers of
medicinal products or active substances and relevant suppliers of these, wholesale
digtributors, stake holder re presentative associations or other persons or legal entities that
ate anthorised or entitled to supplyinedicinal peoducts to the public shall provdde any
inforrmation reque sted detrelrreasmmewithin e bime frame specified by e compelent
auithorily concerned.
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Arficle 121
Eole of the comp etent authority of the Memher State

L. The cormpetent authority of the Dlewhber State shall:

-a)  collect and assess information recelved in aocordance with Articles 116(1), poinks
fi2) da (&), 119 120 order o coninuously monitor any expected or aebual
shortages pursuand to ariele 118(1)

fa)  assess the ments of each confide ntiality claiin made bythe marketing authonsaton
hiolder-se-dafined in-Laticla 1A in accordance with frticle 119017, point (), and
shall protect information which that corpe tent authority considers fo be
cornetcially confide ntial against wrgustified diseclosure;

by publish indforraation erdprovide reguler wpdales on actoal shortages of me dicinal
products Ssesases-ierddads that corapetent anthorty has assessed the shortagesona
public Iy available and wses-friendly website and enmere such information,
ncluding regarding available allernatives, has been achy el communicated to
represevdatives of healtheare professionals and patients,

{c)  reportto the Agency, through the single point of contact working partyre ferred to in
Lrticle 3(8) of Regulation (E1T) 20227123, avy shortage of a medicinal product that it
Wentifies as a crtical shortage in that Ierber State do-the-Logenerrmithout undue
delay.

(ch) consider the uge of appropriate regulaton measures o mitigate the shorlage.
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Following the reporting referred to in paragraph 1, point (o), and to facilitate the
moritoring referred to in Arficles 11213, the compete nt authontyof the Lleraber State
shall, through the working party referred fo in paragraph 1, point (o)

(a)

(h)

(el

(d)

(e)

()

subruit to the Szeney the information referred to in Srticles 122010 or 124(2), point
(), using the tools, e thods of and criteria for the mordtoring and reporting
established parsuant to Article 122¢4), point (b), by the deadline setbythe Sgency,

where necessary, provide wpdates fo the nformation peovided in accordance with
point (a) fo the Lgency,

Justifyr vy failure to peovide any of the rdonmation referred to in point (a) to the
gency,

whe re necessaty, mibinit a request to the Agency to extend the deadline set by the
Leency refered o in point (a);

indicate whe ther the marketing authorisation holder-ss-dedfmed-ir-frbeleHaCH has
indicated the existence of any corane reially confidential inforration and peovide the
rarke ing authorization holder’s explanation of why that nformation is of a

cormn erclally confide ntial nature, in accordance with Article 11901}, point (&),

inforrn the Agency of anyactions foreseen or taben by that Member State to mitigate
the shortage at national level without undue delay.
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aa. After the expansion of tee ESMFP referred o in Arficle 122(8) and for He purpose of
Article T18(1) and Article 12172), point (), competent authorities of the Momber Shates
shall make reasonable efforts that thely nafonal IT spsterns are oradually made
interoperable with the ESMP and allow for the quiomaked exchange of information with
the ESMP while avoiding duplication of reporting.

3. Where the cormpetent authority of the Merber State has any information in addition to the
inforrmation to be provided parsuant o this Article, it shall immediate Iy prordde such
inforroation to the Lgency throngh the working party referred to in paragraph 1, point (c).

4. Following the addition of a raedicinal product on the list of eritical shortages of medicinal
products referred to in Srticle dada ! 22720, the cormpetent authortsy of the Ivkraber State
shall, through the working party referred to in paragraph 1, point (), provide any
inforrnation reque sted pursuant to Srticle 12402, point (a), to the Lgency

5 Following arey VIS5 G recomrnerndations provided in accordance with Article 12304), the
cornpetent authontsy of the Ivleraber State shall, through the working partyreferred to in

paragraph 1, point(c):

fa) reportto the Agencoyon any information recetved from the marketing authorisation

hiolder-eemde-fimedtrfatislel bt of the medicinal product conee med or fror
other actors pursuant to Article 120607 20(Ta) and (2],
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(b sessplaeemdcoordinate with anyrelevant measures taken by the Conenission
prarPiari-tamtrrielelobr—jpeini-ta,
) take into account any WSSO recornmmendations referred to 1n Srticle 123040,

(dy  inform the Agency of anyactions foreseen or taken by that Iermber State in
accordance with points (b) and () and report on angy other actions taken to mitigate
ot resobve the crifical shortage in the Merber State, as well as the results of these
actions, without undue delay.

) Where Member States fake an allernabive course of action which i not in Ene with
the recommendations of the MSSF at nationel level, they shall compmunicate the
reagons for doing so to the MES T in q Bmely manner,

Sa. The competent quthorily of the Member Shate may reguive wholesale diztibutors and
other persons or e gal entibies Yhat are quthorse dor enblled to supply to e public
medicingl products authorised to be placed on the market of a Member Shate pussuant to
Article 5 of frevised Diveckye 200183 ECTha report o shorlage of @ medicingl product
marketed in the hember Shake concerned.

f. The Ileraber State s may request that the MESEG provide forther recornmendations —sedesed
b prquand bo Lrticle 12504).
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Article 121a
Mational wehsites on med ic ines shoriages

The website referred to in Article 121(1), point (B), shall inchide af lrast the following

formaion:

fcz) trade name of the medicingl product and inke mabonal non-proprictary name, for
interoperabilily purposes;

() the Bherapenke indication for the medicingl product of which there is a shortage;

f:) reagong for the shortages and miligalion measures falien to address the shortages, afler
the delefion of any commercially confidential information

fcd) the start and expected end dabes of the shorkage,

fe) where relevant, other informabion for ke altheare professionels and patients, ncluding
information abowt available alternafye medicinal products.

Arficle 122
Eole of the Agens vy concerning shortages

l. For the parposes of Srticle 113(1), the Agenc v rmavy request additional indormation from
the compete nt authority of the Ilerober State, through the working partyre ferred to in
&rticle 12101}, poird (o). The Azenevmayset a deadline for the subrrdssion of the
inforrnation recue sted.
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3.

O the basis of &rticle 11B(1), the Azency, in collaboration with the wotding party
referred to in Article 12101}, point (c), shall establish end update q bst of critical
shortages of Uhion concern whenever a Member Shale reguests to do 50 forSdeadidy the
medicinal products for which the shortage carnot be resolved without BT coordira tion.

The Agency shall informm the WISSG of the shortages of the medicinal products that have
beer ddesifadligted prsuant to paragraph 2.

The Agency shall establish within itz web-portal referred to in Article 104 ¢ publicl
available and user-friendly webpage that provides information on aetual evitical
shortages of Uhion concerm of medicingl products. This webpage shall also provide
references ko the lists of achial shorlages published by the compelent cuthoribes of e
Member Bates pursuant to Article 121(1), point (b).

For the parposzes of fulfilling the tasks referred to in Srficles 112013, 125 and 124, the
&gencyshall ensure the following, in consultation with the worlang party referred fo in
Lrficle 121017, point (o)

(bl specifiy the tools, incloding the Enropean Shortages Whnitoring Platfomm ("ESIVIP T,
established by Fegulation (EU) 2020123, once the scope 13 expanded pursuant to
paragraph €, the methods of and criteria for the ronitoring and reporting provided
for in Articles 119(1), point (&), and 12102, point (a);
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) draw upgudance to allow marketing authorization holders-es-defsedrmbrrbele
L& to put in plare the risk assesswment of mpact of mspension, cessation or
withdrawral and the shortage mitigation plan as referred to in Srficls 11E(2);

(d)  specify the methods for the provision of recoramendations referred to in Article
123043,

(e)  publish inforrmation covered by points (a) to (d) on a dedicated webpage onits weh-
portal referred o in Article 104

For the duration of the crifical shortage andaumbl tha

Linion concern the Bgency shall re gularly report on the results of the monitoring referred
to in Article 124 to the Cornvission-ssd-thee-Rdieec and in particular, it shall report any
ewert that iz likely to lead to a major event, as defined in Lrticle 2 of Fegulation (ETT)
20221133, Where a pablic health eraerge ney is recognised in accordance with Eegulation
(ELN 202252371 or an esent is recognised as 4 major event, in accordance with Begulation
(ETT 20227123, that Fegulation epplies rov ails.

For the parposes of iraple menting this Begulation, the Azency shall expand the scope of
the ESIVIE by one vear after the entry into force, including the informaon exchange for
the purpoze of the valnerabillly evaluahon. The Agency shall ensure that, where relesant,
data iz inferoperable between the ESIE, Member States” IT systeins and other relevant [T
systerns and databases, while avoidin ssstheast duplication of reporting.
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Arficle 123

+=

Iz The MESY following consullahon of the working parly referred to in Article 121(1),
point (o), shall review the status of the crifical shortage of Dhion concern whenever
necessary and shall recommend the Agency to updele e lst in aecordance wilth Arkicle
122 paragraph 2.

&+

3. BeeadditiareThe IS 50G shall armend its males of procedure, and the rules of proce dure of
the working perty referred to i Article 121010, point (), in accordance with the roles set
ont in thiz Regulation.

G306,26 260

LHNEX LIFE.5 LIMITE EN

7424/26 ADD 2 270

LIFE.5

EN



4. The W55 G roay provide recorene ndations on measures 1o resolve or to mitizate the
critical shortage of heion concern, it accordance with the me thods referred fo in Baticle
1204, point (d), to relevant marketing authorisation holders, the MWermber States, the
Comrdssion, the Agency, the representatives of healthcare professionals or other entities.
The MYSEmay recommend Member Sates to forecast and monitor demand for
medicinal products on the st of cxibeal shortages of Ukion concern, taking into qecount
the demand forecast from the marketing authorisation holder

da. The MESGEshall provide recommendations to e Commission regarding e possibiliyy,
pursnant to Arlicle 117 paragraph 1, to reguire a shortage prevention plan for a
medicinal product thatis not subject bo preseription. In doing 20, the MINE shall take
indo aooount the criteria set owt i Arbicle 124 paragraph 25,

Arficle 124
Management of the critic al shortage of Union concern

1. Following the addiion of a wedicinal product to the st of entical shorages of Dhion

coneern parsuant fo Aricls I persmrapbetwd 1 2272 and based on the continuous
monitoring carried out in accordance with Srhicle 113013, the Agency; in coordination with
the corpete nt authority of the Ilernber State concerned, shall contirmonsly mordtor the
critical shortage of Diion soncern of that medicinal produet.
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For the parposes of paragraph 1, wdesetie Agercy may, if that information is not already
available to the Agency, dw—temenesmsmesereuest relevant wfonmation on that critical
shortage of Dhion concern from:

fa)  the corapetent authority of the Mlember State coneerned through the worling party
referred to in Article 12101, point (c),

by the marketing authorsation holder-ssdefued-in-tatalet ol

(e} the other actors listed in Article 120(2).

For the parposes of this paragraphy, the Agencvasasshall sota deadline for the submission

of the information requested.
3
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Arficle 125

Oh lizations on the marketing autherisation holer in case of a critic al shortage of Union

COMCETTL

l. Following the addition of a raedicinal produet to the list of cntical shortages of Dhion
concern of medicinal products in accordance with Article deb=pesessehe-t-amel] 22,
paragraph 2, or recornrnendations peovided in accordance with Srticle 12304), the

matketing authonisation holder se-defneddn-fatisle THE D and subject 1o those
recorenetdations shall:

(a)

(h)

(el

(d)

(&)

(1)

provide arey additional indormation that the Lzencymayrequest, including reguler
information on the available stocks of the conce med medicinal product,

provide addiional relevant information to the &gencrr,

take into account the recommendations referred to in Article 123(d);

eemplﬁuﬁq-ﬂb&wmke indo qocount the achons taken by the Cornmission
puarsnant fo Lrticle

do-Lorbiola TS sooind LAVT 26 (1)

inforr the Agency of any rmeasure s talen parsuant to points (e} and (d) and the

report on results of such rmeasues,

inform the Agency and the competent authorily of the Member Shate of the end date
of the crifical shortage of Lion corcern without undie delay.
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Article 125
Voluntary Selidavity Mechanism for Medicinalproducis
1 In ordey to mitigate critical shortages of me dicinal products, Member Sates map, on a
volurndany basis aud a5 @ last resord, reguestto the MESGERe cohivation ofthe Volundany
Solidardy Mechanisn for Medicinal products. The Volundary Solidarily Mechanism for
Medicinal products shall be coordinated by the MESE and supported by the Agency.

2 The Voluntany Solidariy Mechanism for Medicinal products referved to in paragraph 1
may be qobyaled by the MESE on behialf of @ requeskng Member Stale where e

Jollowing condifions are met:

(@) The Ageray has beew notified of the criferl shortage i qecordance with Arficle
121{1){c), and the shortage has been brought do the atlention of the single point of
condact working party referred to in Arficle 309 of Regulation (EIT) 20224123,

(b)) There are no or insufficient the rapeutic alternaives available in the Member Shake

CORCErREd,

) There are msufficient guankifes of the medicinal product aeailable in the Member

Sate concerned o treat crifical ndications;
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W) Import of stocks from third coundries or ofher shorblerm me anures donot provide

a solution in a Bmely manner or in sufficient guantifies;

() Thereis qrisk of sockout in the Member Siate concerned within one month or

fogs.

3 The MYSE shall establish rules of procedire to facilibate the use of The Voluntasy
Solidariy Mechanisn in accordance with Hhis arbicle.

o Hihere any Member Shate is ready to provide assistance, e Agency shall put the
reguesting Member Slate in contact with the volundeering Member Shates,

3 The Agency shall facilibate $e exchange of information between Member Shates,
coordinate requests for support, and, where necessary, Baise with marketing
authorisation kolde s,

Arficle 126
Eole of the Commission

L. The Cornission shall, where it considers it appeopriate and ne cessaty
(a]l take into account the WIS S0 rec orrrne nidat ons-cd-iemdasmnsd-so-tomsm
(@) ke any aclions, within the linils of the powers conferred on the Commission;
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by indorea the WSS G of those seessesicions taken karthoesmeismenn s ant o
letter (qa).

2. The Coreanission mayregquest the WE3 G to peovide recormendations refered to in Article
12304).

2. The Commission may request the information gathered By the Agency in accordance
with Sechon 2 of Chapler X and, where relovantin the context of erisis preparedness,
may reguest e Marbeling Anthorisation holder o submit relevant information,
tncluding the Shortage Prevention Plan referved to in Avtiele 117 The Commizsion
shell protect any information thal iz commereially confidential against unjustified
dise losure.

2h, The Commassion is empowered bo adopt @ dele gale d actaupplementng this Regulation bo
idenffy addifonal medicinal products Hhat reguire q shortage prevenon plan, in
gecordance with the reguirements set out in Aicle 117

Thoge dele gated aete shall be adopled taling due aecount of the Bhelihood of shortages,
relevance for public health and pebent needs relabing to such medicingl products. To this end,
the following criteria shall guide the identifleation of these medicinal products:

i) The number and freqguency of past crifical shortages reported to the MESG

(f) The specific characke ngtics of the medicing] products concerned and e exdstence of
arailable alternative authorised medicinal products;
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fc) The therapeutic relevance of the medicingl product and Hre conditions intended to be
tre qled,

fcd) Potenbial risks to public health, including crisis preparedness,

Hhen the Commission adopts a dele gated act pursuant o this paragraph, # shall take
into qecount MESE recovumendaions adopted in aecordance with Asticle 123(da).

Section 2
Security of supply

Arficle 127
Identific ation and managenent of eritical medicinal produtsb y the competent awhority of
the Memher State

l. The competent anthority of the Merber State shell consuldl, where relevant with
healtheare professionals and pafient or gawisations, and shall ide vtifyeritical medicinal
products in that Merber State, using the wethodology set ont in Atiele 130010, point (a).

Iz, The Commission shall adopt and updele e st of crifical medicingl products identified
by the competent authoritios of the Member Shales qecording to paragraph I ("Union
fong list!) by means of an implementing act and commaunicaty the adoption of the list
and ary updates to the Agency and e MESE Those implementing aots shell be adopted
in qecordance with the examinalion procedure referred o in Arlicle 173(2).
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2. The competent anthority of the Mlerhber State acting through the working party referred to
in &rticle 121(1%, point {c), shall report to the Agency the critical medicinal products in
that Iereber State identified prarsuant to Swraragraph 1, firzst subparagraph, and all
araileble datz relevant for Bee vulnerebilily eveliction referred to in Article 132
paragraph Ia, as well as the inforrmation received frorn the marketing authorisation holder.
The Agency shall inform the Commiasion on the critical me dicinal products idenbified as
eritical by Member Sates pursuant o paragraph I-ecdefined inbaticls T1EY

3. For the pespeeespurpose of the 1dentification of critical medicinal prodncts referred to in
paragraph 1, fsstsubparagraph, using the methodology pursuant bo Ardicle 130(T), point
(@), and for the purpose of the vulnerabilily evaliation referred o in Arficle 132
paragraph Ia, using the methodology pursuantto Article 130(1), point (aa), the
corapetent authority of the hlember S tate raw reguest relevant inforrati onm-ise-dadisathe

et e retosod-ta-inmbatiole from the marketing anthorsation

holder ss-defined in-dabicls 11801

4. For the parposes of the identification of critical medicinal products referred 1o in
paragraph 1, using the methodology pursuant to Arfcle 130(1), point a, and of the
vulnerability evaluation referred o in Article 132 paragraph Ia, using the methodology
purswant o Arkcle 130(1), point aq, the corpetent authonty of the Meraber State may
request relevant nforrmation from other entities e luding other marketing anthorisation
holders, raporters and mannfacturers of medicinal products or active substances and
televvant suppliers of these, wholesale distribmtors, stakeholder repre serdattee associations
ot other persons or legal entities that ave authorised or entitled to supgply redicinal
products to the puablic.

366,26 a7
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 278

LIFE.5 EN



o The competent anthority of the Merber State shall assess the merits of each cordidentiality
clairn made by the marke ting authorisation holder parsnant to Article 128(1), point (e}, and
shall peote ot ary infiormation that is cormemerciallye onflde rtial against unjustified

dizs losure.

f. For the parposes of the adoption of the Urdon list of extical wedicinal products parsaant 4o
Lrticle 131, each W rober State shall through the cormpete nt anthorityof the Ileraber

State concerned:

fa)  subraitto the Bgeney the information referred to in Svticle 13002, point (a), nsing
the tools, methods of and criteria for the rmondtoring and reporting established
parsuant to Srticle 130010, point (¢, by the deadline set by the Lgency,

by provide aroy relewant inforrmation to the Agencw including inforrmation on eamires
that hawe been taken by the Tk rhber State to strengthen the supplyof that medic ival
product;

fe) provide updates fo the mformation provaded in accordanee with points (a) and (b) to
the Agency where necessary,

(d)  justfyrany failure o provide angr of the requested nforrmation;
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(e)

indicate the existence of any cororme relally confidential rdorrmation reported as such
brrthe marketing authorsation holder parsuant to Lrticle 128013, point &), and
provvide the marketing anthorisation holder’s explanation of whorthat informa tion is
of'a corarmercially confldential natore.

Where necessary, the corpe tent authority of the Ierbe r State may request an extension
of the deadline sethythe Agencyio coraplywith the request for information in accordance
with point (a) of the first subparagraph.

Following the addition of a e dicinal product to the Tron st of ertical medicinal

produets in accordance with Arficle 131 or any recorane hdations prosided in aceordance
with &rticle 132(1), the e mber States shall:

fa)

(h)

()

(d)

(e)

provide ary additional inforration that the Agene vinay request;
provide addifional relevant information to the Lzency,

sespbrandcoordinate with anvewasssesactions taken by the Cornrdssion
parsuant to Article 134(1), point fewaa);

take into account any WSSG recomrnendations referred to in Axticle 132017,

inforrn the Agency of anyactions foreseen or taken in accordance with point (5) and
{d) by that Ik reber State, as well as the results of thess artions.

Iilernber States that take an altermatie course of action in respect of paragraph 7, points (o)

atd (d), shall share the reasons for doing a0 with the &Lzency in a titnely rmanner.
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Arficle 128

Oh bigations of the marketing authorkation holer with regard to critical medicinalproducis

L. For the parposes of Article 127, paragraphes 1 and 3, and Article 13101}, the marketing
anthorisation holder asdefned a Srbela 11l ghall:

(a)

(h)

(el

(d)

(&)

subrit the mformation requested in accordance with Srticles 127(3), 13002}, point
(h, and 13004), point (), to the corge tent authority cone erme d-ss-defined-rmbobode
11L&, without undue delay, nsing the tools, methods of and criteria for the
raonitoring and reporting established pursuant o Srticle 13001, point (c), by the
deadline set by that corape tent authority concermed,

provide updates to the inforrmation provided in accordance with point (a) where

HECessary,
Justifyr aroy failure to peoside any of the requested mforrmation,

whe e necessary, sbinit a request to the competent authoritsy conce med-ss-defed-a
Latialatbal for an extension of the deadlive s=thoyrthat cormpetent authortyin
accordarnce with point (a), and

indicate whe ther the information provided in accordance with point (a) contain ansy
cornn ercially confide ntial mforrnation, identify the relesant parts of that irforrmation
biaving a corrnercially confide nhial nature and explain whoythat inforvation is of
such natare .
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2. The marketing authorisation ee-defed whiolder shall be
responsible for providing correct, not misleading, and corgple te information as recue sted

by the cornpete nt authority coneerme deas-dofsediesiale-tLact and shall have the duty
to cooperate and to disclose on their owr motion any relevant nforima tion without adae

delay to that corape tent authority and to update the information as soon as that irdorms ton
becore s available.

Arficle 129
Ohligations onother actors

For the parposes of Brticle 12704 and Article 130(Z), point (c), and Article 13004, point (c), where
relevrant, upon reguest from the cormpete nt authonts e oncerne deae-dafinadn-boabcls LI entities
mcluding other rmarke ing authorisation holders-se-defmed--fotsle-L b, npotters and
rnanufacturers of medicinal products or active substances and relevant suppliers of thess, wholesale
distribtors, stakeholder representative associations or other persons or legal entifies that are
anthorised or entitled to supply roe dicinal products to the public shall provide any wforrmation
sogestead-ieatinalrrmesans Within the Emeframe specified by the compelent authority

corcerned and provide updaotes whenever necessan .
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Arficle 130
Role of the Agency

L. The &gency shall, in collaboration with e MESE and the working party ve ferred 1o in
&rticle 121010, poird (o), ensare the following:

fa)  developa corarmon me thodolog wio identifyr eritical rmedicinal products, Sxebedisathe
rredresef ekl Bearathroepeat-to-the-mapprekats  on the basis of their
Herapeube relovance and availahilly of approprick alternatives of thos
wwdicimeenedicingl products in consaltation, where appropriate, with relesant
stakeholderss

(@) develop q common methodology o evaluate e vulne rabilifies with respect to the
sepply choains of critical me dicingl products listed on the Thion bt of Crtical
Medicinal Products as referved to in Article 131 including, but not Gmited to the
lack of supply ¢ hain dversification or ¥he level of dependency on countries oulside
the Linion with respect to these critical me dicingl products or their aclve
substances or ok, in conmultaBon, where appropriate, with relevant stakehioldess;

by  specify the procedures and criteria for establishing and resie wing the Union list of
critical medicinal products referred to in Article 131, and e procedures and
criveria for priovitising the vulnerabilily evaluakion of such medicinal products;

fe)  specifiyythe tools ineluding the European Shortages Monitoring Flatform (ESAF),
ectablished by Reguletion (ETN2022/123, once the scope is expanded purspant to
Article 124(8), methods of and criteria for the monitoring and re poring peoreided for
in brtcles 127060, point (a), and 12817, point (a);
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(d)  specify the methods for the provision and review of WSSO recormendations
referred to in Arficle 132, paragraphs 1 and 3.

The Bgency shall pablish the irdormation referred to 1 points (b, (c) and (d) ona
dedicated webpage on its web-portal.

2 Following the reports and information provided by the Ivlerder 5tates and marketing
authorization holde rs in accordance with Article 127, parasraphs 2 and 6, and Sriicle
128017, the Agency, roay request the relevant information frora:

fa)  the corapetent authority of the Mermber State cone erned,

by the matketing authonsation holder of the redicinal produet, including the shortage
prevention and the shortage mitigaion plan, respectively referred to in Brficle 117
ard Arkele 118720,

) other entities including other rmarketing anthorization holders, rgporters and
raroafa chare s of medicinal products or acteee substatices and relevant suppliers of
these, whiolesale distribmtors, stake holder re presertatiee associations or other persons
ot legal entities that are authorised or entitled to supply medicinal produets to the
pubilic.

The Agency, in consultation with the working party referred to in Srticle 12101), point (),
shall report the information referred fo in Seticle 127, paragraphs 2 and 6, and Brticle

128013 to the MSSG.
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For the parposes of Lrticle 12706), point (e ), and Brticle 12501, point (g), the Agency
shall agzess the merte of each confidentiality claim and prote ot coreae reiallye onfidential

information against unjustified diselosure.

Following the adoption of the Urndon list of eritical roedicinal produets esescrdancamath
frvbale—tat—the boene v may recuest additional mforraation froza:

fa)  the corapetent authority of the Mlember State coneerned,

by the marketing authorsation holder-se-defxedin-Lobisle LA

) other entities including other rmarketing authorization holders, importers and
rnaroafa chare s of medicinal products or acteee substatices and relevant suppliers of
these, wholesale distribators, stake holder re presentative associations or other persons
ot legal entities that are authorised or entitled to supply medicinal produe ts to the
pblic.

Following the adoption of the Urdon list of eritical e dicinal products in aceordanee with

&rticle 131, the Bzency shall sepestba-the-tdmmesninge 25 any relevant information
recerved frorn the marketing authorisation holder parsuant to Article 133 and the

cornpetent authonts of the Ileraber State in accordance with Brticle 127, paragraphs 7 and
& and report on that informaion to the MESZ
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The Egency shall rake publicly available wia the web-portal referred to in &rticle 104 the
WSS recomme ndations referred to in Srticle 132010,

Articie 131
The Union List of Critical Medi inai Frod ucis

Following the reporting referred to in Article 130, paragraph 2, second subparagraph, and
Lrticle 130057, the WIS5G shall consult the working party referred to in Arficle 12101],
pointic). Based on fhas consultation, the IS 55 shall propose a Union st of critical
medicinal products authorised to be placed on the market of a Mermber State pursuant to
Article 5 of [revised Directive 200123/EC] and for which $he coordinated TTnion lewel
action foregeen in this chapler 13 necessary (“the Urdon list of critical mwedicinal

products™).

The WIE5G ssssmball propose updates to the Union list of critical seediesearmadic el
products to the Coraruission, where necessary @ parfewlar taling inbe account the
outcome of vulne rability evaluations referred to in Arficle 132{Ta)

The first revision of the Lnion st of eriical medicingl products shall take place no later
than one year after the date of entry into force of this Fegulakion. Hhere the resulls of
the vulnerabilily evaluakon are available i Gne with the priovifisahon criteria referred
to in Arkicle 130, paragraph I(D), the revision shall include an update of the Lot eking
into aecount the resulls of the valne rabiliy evalualion.
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3. The Coreanissior, taking into account the proposal of the IWIS5G, shall adopt and update
the Union list of critical me dicinal products by means of an irplerne nting act and
corarmmicate the adoption of the list and ary updates to the Agenoyand the WS5G. On
the Thion Lt of crifical medicingl products, bo e exdent possible, the Commission shall
specify the crifical medicinagl products for which @ vulnerability in the supply chaing iz
established taling into account the vulnerabilily evaluchon referved bo in Aricle
132(1a) and priorifiaztion critenia referred to in Arficle 130 (1h). Among these e dicines
the Commuission shall also specifiy those critical medicinal products, incbidine thely
ek e substances, which are valnerable due to a high level of dependency on e sngle or
linited number of coundries oulside the Uhion-Those implerns nting acts shall be adopted
in accordance with the examination proce dure referred fo in Srtiele 17302).

4, Following the adoption of the Urdon list of critical reedicinal peoducts in accordance with
paragraph 3, the &zeney shall nmediate Iy publish this list and argy updates o this list on
its web-portal referred to in Article 104

Arficle 132
Role of the MSSG

l. Following the adoption of the Uraon list of critical e dicinal products parsuant to Article
1313}, in consultation with the Lzencyand the worling partyreferred to in Article
121017, point {c), the WISSG mayprovide rec ore ndations, in accordance with the
tnethods referred fo in Srticle 130013, point (d), on appropriate secwrityof supplymeasres
to roatke ing authorisation holde rsse-dsfnsd-ia-baticla 1LEL0), the Ilemmber States, the
Comnission, Hre Agency or other entities. Such measures mavy include, inder alia,
recormmetdations on diversification of supplie re-ssd, itme rtory rmanhagerent awd

regulatony flexdbilifies.
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Iz The MESY relying on e informaion referred to Arficle 130, paragraph 2 and on e
basiz of methodology set out in Article 130(1) point (na), shall evaluate the vulne rabiliy
with respect to the supply chaing of the medicinal products Usted on the Lhion st of
erifical medicinagl products and cecording to prionifisation crileria referred o in Arficle

13001

2. The W53 shall amend its miles of procedure, and the mles of procedure of the working
party referred fo in Article 12101), pomt (o), in accordance with the tasks setout in this
secton.

3. Following the report parsuant to Srticle 13005), the IWESG shall revie its

recorrnendations in accordance with the methods referred to in Arficle 13001}, point (d).

4, The W53 may recuest the bgency o request further inforration from the hlsmber States

o marketing authorization holder of the medicinal produs t es-defned-snmtatislatbacmatd
included on the Union list of critical redicinal produets or othe r relesant entities referred

to in Arhele 129

Arficle 133
Oh Ligations on the marketing authoriation holder after the MSSG rec ommendations

Following the addition of a rnedicinal product to the Urdon list of crifical medicinal peoducts in
accordance with Article 13103) or following any recommendations provided in accordance with

Lrticle 132013, the marketing authorization holder as-deSsmd-nmtaaletbidof 3 me dicinal
product on that list or subject to those recommendations shall:

) provade ary addiional indormation that the Sgeney may request,
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(b

provvide additional relesant inforrmation to the Agency,

(] take into account the recommendations referved to in &rticle 122010;
iy sesgplntheansrameares falie into qocount the cohons taken by the Cornrission in
accordance with Article 13401 gm0t L ihe Dl rpber Sfate poueuant o orhicls
A
(el inforra the Bgenery of any measares taken and report on the resulis of such measmres.
Arficle 134
Eole of the Commission
1.
fa)  shal tabke ndo accourdt the WS 5G recornme ndations snd-zaplernendt the-relonmant
FEEEEORS
(el shall take if appropricte, any neceasary ackions within the limits of the powers
conferred on the Covunission, including the development of guidelines to improve
the securiy of supply
(@b} map foster coordinabion of Member Shale measures @imed b ensuring securiy of
sepply within Beir terrifories.
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by shell inform the MSSG of-heeesseasses aclons taken by the Corrnission.

() ey reguest the WESG to peovide information or an opirdon or forther
recorntrendations referred o in Briicle 132017

2. If necessary o ensure the smooth funchoning of the internal market, the Commission
may, taking into consideration the &Fem&ha*a—ﬂw—e-pauwemmndaiwm referred to
in paragraph 1, eebdeetadraw up recoranetda Hons et PR
&thor national measures to 1mprwe secunt;rnfsupply#he—un-pla-rmm%&ﬁ-rm{;
medicinal producls melided in the Uhion Bst of crifeal medicinagl products.

2. The adopfon of trese reconpnendations shall be lmmited to cases where the Conunizsion
idendifies @ Righly Bkely disvuphion of the intemal market which strongl and ne gabvely
affects e secwrity of supply of cribical medicincl products. They shall take into aecount:
(@) theseverily of the disruption of the internal market, or the risk thereof;

(B the couses of e disruption o securdy of supply;
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c)  the exdstence of obher available measures under this Fegulahion o miigake or
resplve the disruption;

(i) the gravity and scope of rishis Yo public healih.

) The recommendafions shall be based on objective, factual measurable aud
sbstanBated date, inchuding from the Agency and it preparatory bodies, national

competent quthorifies and relevant economic operalors

CHAPTERXI
EUROPEAN MEDICINES AGENCY

Section 1
Tasks of the Agency

Arficla 133
Estah ishment

Tha-fanadesdna—ed=The European Iedicines ngnn:;rzs .‘zereé[p estabhslwdby—ﬁegﬂa-ma-@g-}
o FAA004 (e “ the Lo ney”)ehall con

The funchoning of the Ageney, a3 previousy established in Re gulation (EC) 7262004 2hall

conknue in qocordance with the provisions set ouwt in this Regulation.
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The Lgzencyshall be responsible for coordinating the existing scientific resources put at its disposal
by Wk mber States for the evaluation, supe rvision and pharmacovigilance of medicinal products for
hrnan nse and of vete rinaryrmedic inal products.

Arficle 136
Legal status
L. The &gency shall have legal personality.
2. In each of the Member States, the Lgency shall engoy the rost extensive legal capacity

accorded to legal persons under their laws. It may in parionlar, acguire or dispoze of
toeable and rnmoreable property, and be party to legal proceedings.

3. The Agency shall be represented by an Execubive Director.

Arficle 137
Seat

The seat of the Lgeneyshall be established in Srvsterdarn, the Metherlands,
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Arficle 1348
Ohjectives and tasks of the Agency

L. The &gency shall peoride the Ileraber States and the nstitutions of the Trdon with the
best possible scientifie opirdon on any gquestion relating to the evaluation of the guality
safety and efficacy of e dicinal products for oarman use, ve terinary medicingl products,
which iz referred to it in accordance with the Union legal acts relating to wedicinal
produe ts for hatran use or ve terinaty me dicinal products.

The Agency, acting partiealarly through its Coranittess, shall carry out the following
tasks:

f(a)  coordinativg the scientific evaluation of the quality, safety and efficac v of medicinal
products for hrnan nse, which arve subject to Union rarketing anthorisation
procedhres,

(b}  coordinating the scientific evalnation of the quality, safetsy and efficac v of wete vinary
medicinal produets, which are subject to Undon matke ting authorsation proce dures
in arcordanc e with Bemlation (E1T) 201906 and the performance of other tasks set
out in Begulation (E1T) 201906 and Regulation (EC) 47072002,

fo)  tansmwitting on request and waking publicly available assesstoent reports, sutirnarie s
of product ¢ harac teristics, labels-and, package leaflets and AMER awareness cards,
where applicabls, for the medicinal produete for hoorman wee;
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) coordingling e environmental risk assessment and where relevant providing

(d)

(&)

()

(g

scientfic opimions related bo medicingl products for human wse which are subject
b ion markefing authonisalon procedures in gecordance with this Regulafion
or invesgational medicingl products for kuman wse containing or consisiing of
genelically modified or ganisms (G 0g),

coordinating the mordtoring of medicinal products for burman use which hivee bheen
authorized in the Union and providing advice on the measares necessary to ensure
the safe and effective use of those products, in particular by coordinating the

evaluation and irmplernentation of phatnac ovigilance oblizations and systerns and

the monitoring of such iraplerne xtation,

enswing the collation and dissernination of information on suspected adverse
reactions to medicinal products for hiarean use authornssd in the Urdon by means of
databases that are permane nfly accessible to all Idember States;

asgisting Mlereber States with the rapid corraunication of information on
pharrnacovigilanee concerrs relating to medicina] products for kuraan use to
healtheare professionals and coordinating the safety announce rnents of the cormpete nt
authorities of the Iiernber States;

distributing appropriate fonmation on pharmae ovigilance concerns relating fo
redicinal products for hurran nse to the general prblie, in particular by se tting
up and mwaintainng a Enropean medicines web-poral;
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(h)

(1)
gl

(k)

coordinating, as regards medicinal products for bornan use and e ferinary me dicinal
products, the verification of compliance with the principles of good mannfacturing
practice, good ldboratory practice, good clivdc sl practice, good pharrmacovigilatce
practice and, as regards medicinal products for harman use, the venfication of
cotapliance with pharmae ovigilance obligations,

enswring the secretariat of the Joint Sudit Progravare referred to in Article 54,

upon reguest, providing techrdeal and sclentific support i order to iropeove
cooperation between the Union, its Member States, inte mational crganisations and
third countries on scientific and technical issues relating to the evaluation and
raonitoring of e diciral products for hurwan use and of wete rinar v medic inal
products, in particular in the frarework of the Irdermational Couneil for
Harrnordsation of Technical Reguirernents for Pharrnacenticals for Human Use and

the Veterinary International Confere nee on Harrmonization,

coordinating as referred to in Arhicle 53 a strochired cooperation on inspections in
third countrie s be bareen Iletaber States, the European Divectorate for the Ouality of
LEdicines and Healtheare of the Council of Earope, the Woild Health Crzarazation
or trusted indernational authorities, by means of infermational inspec ion progrannes,
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(1) conducting or participating in inspectons with WE mber States fssessfarfe

:zc

fre)  recording the status of marke ting authorisations for medicinal produets for hoarnan
use granted in accordance with Urndon marketing authorisation procedures,

(n)  creating end meindtaining @ wer-friendpedatabaze on medicinal products for
boarnar use, to be accessible to the general public, and ensuring that it is updated, and
ranaged inde pendertly of pharrnace utical companies;- the database 13 to facilitate
the search for product indormat orrebeedwaathorsedfoy ineluding e electronic
vergion of the package leedledaly afled; 1t 1= f0 include a section on medicinal produosts
for harnan use anthorized for the treatrent of children, the inforration provided to
the general pablic 15 o be worded in an appropeiate and comprehensible rmanner,

(o) assisting the Unicon and its Member States in the provision of inforreation to health-
cate professionals and the general public about reedicinal products for huran use
and ahout weterinary redicinal products esvaluated by the Szency,
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()

()

(1)

(s}

(t)

peendivs oordinating e provision of scientific advice to undertakings or, as
relevant, not-for-profit entities on the conduct of the various tests and trials necessary
to detnonstrate the guality; safetyand efficacy of medicinal produets for kuman use

suppotting, through e nhance d scientific and regulatory adsdee, the developement of
redicinal produets which are of rmajor interest frorn the point of saew of public
health, including antireicrobial vesistance, and in particlar from the viewpoint of
therapeutic innovation ewd wrmet medical nee ds (priority me dicines);

checking that the conditions laid down in Union legal acts on reedicinal products for
boarnar use and onvete inar ymedicinal products and i the matketing anthonsations
are et in the case of parallel distibotion of mediciral products for hurman use and
ot wete rinary medicinal products authorised in accordanece with this Begulation oz, as
applicable, Regulation (EIT) 20190,

drawing up, at the Comrnission’s request, any other scientific opindon concerang the
evaluation of medicinal products for harnan use and of ve terinary e dicinal products
ot the starting mate vials nsed in the raanufae tore of medicival products for baraan

5

2

with aview to the protection of public health, compiling seientific indormation
concetning pathogenic agents which might be used in biological warfare, including
the existerice of waccine s and other redicinal products for harman use and other

vete rinary redicinal products available to present or treat the effects of such agents;
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() coordinating the supervision of the qualityof redicinal products for haroan use and
of wete Hrary medicinal products placed on the market by requesting testing of
corapliance with their authorised specifications to the Enropean Directorate for the
Chiality of Ivk dicines and Healtheare that coordinate s with the Official Medicines
Control Laboratorsy or b a laboratory that a ereber State has designated for that
prarpoze . The Szeneyrand the Buropean Divectorate for the CQualityof Llzdicines and
Healtheare shall enter into a written contract for the provizion of services 1o the
Lgencyunder this slbparagraph;

w1 forwarding arrmally to the budge taryr authority aggre gated information on proce dures
for medicinal products for hatran use and ve terinary medicinal produc ts;

(@) taking decisions as referred to in Article 6(5) of [revized Directrve 2001EZEC],

{x)  conbibuting to the joint ve porting with the Enropean Food Safety Suthority and
Ewropean Centre for Dhisease Prevention and Control on the sales and use of
anfirnicrobials in huran and vete rinaryraedicine as well as on the situation as
regards antirnicrobial resistance in the Urdon based on contibutions recetwed by
LErber States, taking into aceount the reporting requirernents and periodicity in
Lrticle 57 of Begulation (E1T) 201906, Such joint reporting shall be carried ot at
least every three years;

(1 adopting a decision granting, refusing-se= travsferring or exdending the validify of an

orphan desiznation,
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(z)

(za)

(zh)

(zc)

(zd)

adopting decisions on paediatic investigation plang their modificalions, watvers
and defertals in relation to medicinal products,

providing regulatory support and coordinating e provision of scientific advice for
the dewelopenent of orphan and pae diatrie medicinal produets;

coordinating assesstoent of and cerifing guality master files for medicinal products
for hoatran use as well as, where necessary, coordinating inspections of
roatmfactore e applving for or holding a cerfificate for a gualify master file;

establishing a mechanisin of consultation of authorities or bodies active along the life
cyele of medicinal products for barnan use for exchange of inforrmation and pooling
of krowdedze on gereral ismes of scientific or technical nature related to the tasks of
the Lgency, notabl where relevant with the SoHO Coordination Board Medical
Devices Coordination Group, the Member Stale Coordinghion Group on Health
JTechnology Asessment and nofional pricing and reimbursement cuthoribes,

developing coherent seientific assesstnent methodologies in the fields falling within

it mission,
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(ze) () cooperating with EU dece ntralised age ncles and other scientific authorities and

(zf)

(zg)

(zhy

bodies established under Union law, notably the Burapean Cherndcals Agency, the
European Food Safe ty Suthority, the Enropean Centre for Disease Prevention and
Control and the European Ervdroroane nt Szencyas regards the scientific assessment
of relevant substances, exchange of data including submission of data to the
Comanon Data Platform on Chemicals pursuant to fodd fingl OF reference for
CORA2023) 779 finalTand information and developene nt of coherent scientific
methodologies, including replacing, reducing or refining avdial testing, and, where
possible, prioviisng replocement strade mies such a5 novn-animal in vilro and in
slico approqehes taking into account the specificibies of the assessment of
medieinal products;

coordinating the mornitoring and managere it of critical shortages of medicinal
products imeluded in the list referred to in Srticle 123(1);

coordinating the identification and marage ment of the Undon list of crifical medicinal

products referred to in Article 131,

supporting e Commiasion and Member Shates in relafion to eniboal shorlages and

criical medicinal products through the working party referred fo in &rticle 12101},
pjj_n‘t {C}, and the Il 55 arthe i dacke - relabiondo-crtical shortamas-and-ariboal
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(zl)  peoviding regulatory support and scientific advice for, and facilitate the developrnent,
validation and regulatory uptake of new-approach methodologies that replace the use
of anitnals in testing and report regularly on best practices and key obse rrations on
the replecemend, reduckon and refinement of animal leshng subnited by
applic ants,

fzjy facilitating joint non-clivdcal stodie s be baeen applicants and holders o avoid
unrecessaty duplication of tests nang e andtnals;

(zk) facilitating dats sharing of results from non-clinical stadies on lee animals;

(zly  drawing up scientific guidelive s to facilitate the iraple mettation of the de firdions
established in this Regulation and in [revizsed Divectrve 2001723], and for the
errvironnettal rsk assesament of medicinal products for baraan use, in consltation
with the Commission and the hember States,

(zha) support regulatory decision making m the development, @uthorisaion and
spervimon of medicinal produck by aecessing and analpsing health dala,
ncluding real world data, where appropricle,

(zlh) where scienkific suidelines are provided, the Agency shall ensure that much
guidelines are keptup-to-date and based on the latest scientific developments.
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The database provided for in paragraph 1, point (n), shall include all redicinal products for
hornan uge authorised in the Union toge ther with the surrnanes of product characteristics,
the package leaflet and the inforrmation shows on the labelling. Where relevant, it shall
inclode the electrordc links to the dedicated webyazes where the marketing authorsation

holders hawe re ported the infonmation pursiant to-feseled0idt e adtetand- Article 57
of [revizsed Directive 200 1/E3EC] and to drficle 40{4), point (b)),

For the parposes of the database, the SAzencyshall set up and rmaintain a list of all
medicinal products for hurean use authorised in the Union. To this effect:

fa)  the Agencyshall make public a format for the electronic submission of indormation

on redicinal products for barnarn use;

(bl rarke ting authorsation holders shall electronicallysubinit to the Lgency
information on all medicinal peoducts for human nee authorised in the Trion and
shall inforn the Ageneyof any tew or varied marketing authorisations granted in the
Union, nsing the format referred to in point (a).

(ha) markeling authorizoion kolders of cenlrally authorised medicingl products shall
electronicall submit to e Agency informabon concerning the Member Shates in
which the medicinal prodicts hove been placed on e market.
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If @ competent quthoridy of @ Member Slate idendifies incorrect data in the database against
the data they keep regarding medicinal products authorised qecording to frevised Divectve
20018378 C] i shall inform the Agency.

Whe re appeopetateaailebly | the datdbase shall also include reference s to clinieal trials
currettl ywhe ing caried out or alteadsy completed, contained in the chinical trials database
provided for in Article 21 of Regulation (E1T) Mo 53652014,

The Comnussion is empow ered to adopt dele pated qels i aocordance with Arkcle 175 4o
supplement this Regulation by adding further information contained in e dotabase, ar
well @z by specifiing the rules of updabing and maintaining e data in the database. When
adopkng e delegate d acl, the Conmission shall fake o cecount nternationally
recognized shandards.

Arficle 139
Coherence of scientific opinions with other Unionbod ies

l. The Lgency shall take the nece ssary and appropelate measures to rmonitor and identifyy at
at eatlystage anypotential sowrce of dive rgence between its scientific opinions and the
scientific opirdons issued by other Union bodies-exd, agencies or de pendent scienbific

commiitees carrying out sirilar tasks in relation to ssues of coranon concetn.

2. Where the Szency identifies a potential source of divergence, it shall contact the Dnion
body kedsres agenc y or inde pendent scientific commitiee in question to ensure thatall
televant soientific or techmical information is shaved and in order to identify poterdially

contentious srientific or techoical 1ssues.
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3. Where a substanttve divergence over sclentific or techedeal issues 15 identified and the
body concerned iz a Trdon Body or Agencyor a sclentific conenittes, the Bgencyand the
body or independent seienfific conenittee concerne d shall cooperate to resolve the
diverzence, and infomn the Coraredssion without undue delay and the Cormumission shall
Facilitate to resolee the diver gence in guesiion.

4, The Cornission mavyask the Agency to conduct an assessrent as regards specifically the
use of the substance concermed in rmedicinal products ered e veteringry me dicinel
products. The bgency shall make public its assessraent stating clearly the reasons for is

specific scientific conclusions.

o To enable cohe rence bebween scientific opinions and to avold duplication of tests, the
&gencyshall make arrangerments with other bodie s or agencies established or designated
urder Urdon law for coope ration on selentific assessments and methodologies. The Sgency
shall also make arrangerments for the exchange of data and inforrmation on relesant
substances with the Corenission, Iletaber States” authorities and other Union Sgencies, in
particular for errrirontoe ntal risk assessioe s, non-clinical stadies and, when applic able,

maimnn residue lmits.

These arrangerents shall seek to ensure that e xchanges of data and inforraation are made
awvailable n electronie formats and shall protect the cormereially confidential natare of the
inforrnation exchanzed and be withont prejudice to the provisions on regulatory protec on.
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Arficle 141
Scientific opinions in the context of inter national collab oration

L. The Agency rnay give a sclentific opinior, in particilar in the context of cooperation with
the World Health Crzanization, for the evaluation of eertain redicinal products for huran
use intende d for rmarke ts oatsade the Urdon, For thas puposs, an application shall be
subrnitted to the Sgeney in accordance with the peovisions of &rticle 6. Such application
tnaybe subrratted and assessed together with a rarke ing authorization application or any
subsecuent wariation for the EU. The Agency may, after consulting the World Health
Crgardzation, and as appropriate other relevant orgarizsations, draw up a scientific opirdon
in accordance with Arficles 6, 10 and 12, The provisions of Article 13 shall not apply

2 The Agency shall establish specific procedural rules for the raplernes rdation of
paragraph 1, as well as for the provision of scientific advice.

Arficle 141
International regulatory coop eration

l. In so far as iz necessary in ovder fo ackiewve the objectmres set out in this Regulation, and
without prejudice fo the respecttre competerce s of the Member States and the institubions
of the Urion, the Agency may cooperate with the corapetent authorities of third countries

andior with infernational organisations.
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To thas end, the Beency may, subject to prior appecval bythe Comrdssion, establish working
arrangernets with the authorities of third countries and inte mmational organisations, with
regard fo

fa)  the exchange of information, ineluding non-pablic nforrnation, where relevant

joirtly with the Cormnission,

by  sharing of seientific resurces and expertise, with a view to faeilitating collaboration,
while raintaining indepe ndent assessrment v full corapliance with the provisions of
this Regulation and [revised Divectree 2001723/EC] and under conditions de termined
beforehand by the Ddanageme nt Boatd, in agreement with the Cornission;

() the parbicipation in certain aspects of the Agency's worl, under conditions
dete rrined beforehand by the Ianagement Board, in agree ment with the

Clotrntmn asion.

Thesze arrangernents shall not create legal oblizations incurabent on the Union avd its
Dlermber States.

2. The arrangements and cooperation carsied ol by the Agencyshall sseusethad e nad
pesramLod amowrd b repre s nhing S Union position to an outside audience or as b
corarrdting the Union to ntermational cooperation.

366,26 305
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 306

LIFE.5 EN



3. The Corenission mway, in agreernent with the Manazernent Board and the releswant
cornrndthes, vite e presentative s of international organizations with an interest in the
harraonisation of technical reguireraents applicable to medicinal products for hmar use
and to veterinary medicinal products to participate as obeervers in the work of the Agency.
The conditions for participsation shall be detervine d mn advance brrthe Coranission.

Section 2
Structure and operation

Article 142
Administratire and management structure

The Lgencyshall comgrise:

(a) a Mlnagerment Board, which shall exercize the functions set out in Brficles 143, 144 and
154,

k) an Fxecutive Director, who shall exercizse the responsibilities set out in Srficle 145,

oy a Deputy Executive Director who shall exercize the responsibilities set out in Arficle
14577,

(d) the Corarnittes for Medicinal Produets for Hurnan TTae;
(e} the Pharmacoigilanee Risk Assesstnent Corernities,

() the Coramittee for Veterinary WEdicinal Produets set wp pursuant to Srticle 139010 of

Begulation (E1T) 2019i8;
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ig)

the Hetbal e dicinal Products working group set up pursuant to Srticle 141 of [resised
Directive 2001E3EC];

ik the Frnergenc v task force st up parsuant to Article 15 of Begulation (E1T) 20220123,

(L the WSS0 set up pursuant to Article 3 of Begulation (ETT) 2022/123;

) the Medical Device Shortages Steering Group, set up parsuant to &rficle 21 of Eegulation
(ETN 20227123,

(k) the inspec ion working grong;

i a Secretariat, which shall peovide fechedeal scientific and adreirdstrative support to all
bodies of the &geteyand ensure appropriate coordination hetaree n ther, and which shall
pronide techrieal and adrinistrative support for the coordination group refened to in
rticle 37 of [revised Divective 200123/EC] and for the coordinalion group referved to in
Arfele 142 of Fegulabon (EL) 201978 and enaure appropriate coorditation between it and
the Coramittees. [t shall alao undertake the work required of the Sgency under the
procedures for the asssssrnent and pre parations of decisions for paediatric trvrestigation
plans, waners, deferrals or orphan designations.

Arficle 143
Managenent Board

L. The Management Board shall be cornposed of one repre se rtatiee from each e raber State,
two representative s of the Corgenission and two repre sentatives of the European
Parliament, all with voting rights.
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Inaddition, teo representatives of patients' organisations, one representative of

deadesariio altheare professionals ' organisations and one repeesentative of ve terinarians
organizations, all with voting rights, shallbe appointed by the Conneil in consaltation with
the Earopean Parliarae nt on the basis of a st drawn up by the Coreoission which includes
appreciably more nares than there are posts to be filled. The list drawm upbyrthe
Comrnission shall be forerarded to the Euwropean Parliament, together with the relesant
background docwnents. As quicklyas possible, and at the latest withan theee months of
tiotification, the European Parliavent roay subradt itsviews for corsideration to the
Couneil, which shall then appoint these representatrees to the Managetnent Board.

The members of the IWhnagement Board shallbe appointed in such a way as o guarantee
the highest levels of speclalist qualifications, a broad spectnma of relevant expertise and
the broade st possible geographic spread within the Europear Trdon.

2. Lilerabers of the Managerne nt Board and their altermates shall be appointed on the basis of
their knowledge, recognised experience and coreanitrne nt in the field of me dicinal produc ts
for harean or veterinary use, taking into account relevant manage rial, adeed nistratvee and
budgetary ex pertise [which are to be used to further the objectives of this Fegulation].

&1 parties represented in the Mlanagze roent Board shall make efforts to lrnit tarmoseer of
their re presentatrve s, in order to ensure continmity of the work of the bnagerment Board,
&1 parties shall airn to achieve a gender balanced represents tiorJeebreesrmesrasd-meses
o the Management Board.
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3. Each IWlernber State and the Conenission shall appoint their rmernbe rs of the Manage ment
Board as well as an altermate who will replace the mernber in their absence and wote on
their behalf.

4 The tern of oftice for e rwbers and their alternate s shall be four wears. That tern shallbe
extendable.

5. The Managernent Board shall elect a chairperson and a Degty ¢ hatrpe rson from

araong its merkers.

The chairperson and the Degraty chatrperson shall be elected by a majority of teo-thirds of
the roembers of the Managerient Board with woting rights.

The Deputyc hairperson shall autoraaticallyre place the chairperson if the ware prevented
from attending to their duties.

The term of oftice of the chairperson and the deputyebairpe raon shallbe four wears. The
terrn of office rmaybe renewed once | If howeser, thelr menbership of the Managerment
Board ends at anytirae during their term of office, their terrn of office shall autornaticall v
expire ot that date.

f. Withot prejudice to paragraph 5 and Srticle 144, points (e} and (), the Ianage rnent
Board shall take decisions by absolute majority of its meabers with wvoting rights.

1. The Ilanaze rment Board shall adopt its rules of procedure.
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3. The Ilanaze rment Board mavy irete the chairpersons of the scientfic comrmtiees to attend
its meetings, but they shall not hawve the rght to vote.

9. The Ilanage rent Board ma v iredte any person whose opinion mayhe of interest o attend

its meetings as an chserver.

10. The hlanagement Board shall approre the anvmal work prograrane of the Bz eney
prograrntee and foreard it to the European Parliament, the Couneil, the Cormrission and
the Wlereber States.

11. The Ilanage rment Board shall adopt the anamal report on the &gencv's actrities and
forweard ithy L3 Tune of eack year at the latest to the Ewopean Parliament, the Couneil
the Cormmission, the European Econorae and Social Comrnitles, the Cowrt of Anditors and

the Iernber States.
Article J4d
Tasks of the Mamagement Board
The Management Board shall:
Ll grve the general orientations for the Agenev's achivities,

1Y) adopt an opinion on the niles of procedures of the Corarvdttee for Ivledicinal Products for
Human Use (Lrticle 148} and the Corareittes for Veterinarvhedicinagl Produets (Articls
139 of Regulation (E1T) 20126,
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fc)

adopt procedures for the pedformance of scientific services regarding redicinal products
for howrran use (& ricle 1523

iy appoint the Foecwtve Direchor and the Depuly Executre Director, and where relevant
extend their term of office or reracve them from office, in accordance with Aricle 145;

(el adopt wearly the Boency’s draft single programrning docuraent before its shinission to the
Comrssion for its opinion, and the Agencys single prograraming docurnent by a majonty
of two-thirds of mernbers entitled to wote and in accordance with Article 154

i) asgess and adopt a consolidated aramal actrvity report on the Lgenc oz activities and send it
by 1 July of each wear to the Europe an Parliarne nt, the Couneil, the Corenission and the
Conart of &uditors. The consolidated annual ae ety report shall be rade public;

iz adopt the annual budgzet of the Agencybya majorityof two-thirds of the members entifled
towote and in accordance with Srticle 154,

ik adopt the financial nules applicable to the Agencyin accordance with Article 155,

(hal  adopt procedures for the reimbursement by the Agency of expenses of members of bodies
af the Agenap incleding cwil sociely representatives;

G306,26 31

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 2 312

LIFE.5 EN



(1)

()

(k)

il

(xee)

(n)

exercise, with respect fo the staff of the Bzency, the powers conferred by Begulation
Mo 31 by the Couned of the Ewropean Econornic Corarnunity; and Begulation Mo 11 and
by the Comneil of the Emropean Stornic Energ wCororonrdty §“5taff Beg nlations” and
“‘Conditions of Employreent of Other Servants "y on the Lppointing Authority and on the
Luthority Erapowe red to Cotclode a Contract of Eraplovroe nt *the appointing anthority

powers’);

adopt implernenting rules for grving effect o the 5taff Begulations and the Conditions of
Employraent of Other Servants in accordance with Article 110 of the Staff Regulations,

dewvelop contac ts with stabe holders and stipulate the conditions applicable as mentioned in
Lricle 163,

adopt an ant-frand strategw, proportionate to risks of fraud taking into account the costs
and henefits of the measures to be iraplerne nted;

erure adecuate follow-up to findings and recornie ndations sterandng fioz the internal or
external andit reports and evaluations, as well as from mvestigations of the Furope an fnh-
frand Office ("OLAEF") and the Earopean Public Progecutor’s Office ("EPPO7;

adopt rules to ensure the availability to the public of information concerrang the
anthorsation or supervision of medicinal products for haran use ee-ssesBesned-mlatiode
18,

L]

d1

Begulation Mo 31 (EEC), 11 (EAEC) by the Couneil of the Emtopean Beonomic Corgaanity
and by the Couneil of the Buropean Storaic Enerey Cornrannity;, laying dovwm the Staft
Begulations of Officials and the Conditions of Erployruent of Other Servants of the
Ewropean Eeonomic Cormrrardty and the Entopean Stornic Enersy Conenunity (O 45,
1461962, p. 1385).
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oy adopt an efficiency gains and symergies strategy,

) adopt a strategy for coo peration with third courdries or international orgarisations witkiz
the Imils of the Agency's mandale

)] adopt and implement a strategy for the orgardsational ranageme nt and intermal control
systerns-ine iding on the operation of the Commitiees, scientific working parties and
scientific advisory groups in relafion to efficiency as well as scientific experfise and
geographic repregentakion of experis;

{2l  agsess and adopt @ report regarding the performance of $re shrale gy referred in point ¢
Four and ten pears following e enbry into application of this Fegulation and send it b
the Furopean Porlament, the Council and the Comgnission. The reportshall, amongst
othe s, conbain guantitehye dala on the involement of scientific expertize related bo
markeing authorisation applicafion assessnent and e provision of regulatory and
scientific advice for paediatric and orphan medicinal products, ATMPs and evaluation
af ervironmmental risks assessment as well as on e work-share and task distribubon
between experts nominated by the national competent authoritios and external experts,
Swbse guent reports shall be prepared do support the evaluchon referred to in Article

AT
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The Managerme nt Board shall adopt, in accordance with &rticle 110 of the Staff Regulations, a
decision baged on Lirticle 2017 of the Staff Regulations and on Arficle & of the Conditions of
Employreent of Other Servants, delegating relewant appointing anthority poarers to the Executrve
Director and Depuly Fxecubve Director and definng the conditions under which that delegation of
powets canbe susperded. The Executive Director shallbe authorizsed to suli-delasate those powers.

Where exceptional circumstances so require, the Ianagerne nt Board roay, by weayr of a decision,
teraporarily suspend the delegation of the appointing authonts powers to the Executre Director and
those sub-dele gated by the latter and exercise thern itself or delegate them to one of its merabers or
1o a staff meraber other than the Executive Director,

Arficle 145
Executire Direc tor

l. The Executive Director shall be engaged as a teraporaryagent of the Sgene v under Article
2, point (a), of the Conditions of Eraployraent of Cther Servants.

2. The Executive Director shall be appointed by the Dlanazernent Board fromm a st of
candidates proposed by the Corarnd szion following an open and transparent selection
procedure,

For the parpose of concluding the contract with the Executve Director, the Agencyshall
be represented by the Chairpe rson of the Ianageroe nt Board.
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Before appointment, the candidate noranated bythe Ianagernent Board shall be
Lroae diatelyiredted to make a staternent to the Ewropean Farliament and to answer any
guestions put by its Members.

3. The term of oftice of the Executrwe Director shallbe five sears. By the end of that period
the Coramission shall unde rtake an assessrnent that takes into ace ount an evaluation of the
Executrve Director's performance and the Lgeney's fubure tasks and challenges.

4, The Managerment Board, acting on a proposal frorw the Cornission that take s into ar oot
the assesament referred to in paragraph 3, mavy extend the termn of of fice of the Executnee

Director once, for no more than fisve wears.

&n Fxecutive Director whose terrn of office has been extended maynot participate in
another selection proce dure for the sarme post at the end of the overall period.

o The Executive Director maybe reroved from office only uporn a decision of the
Llanagernent Board acting on a proposal frora the Corarrdssion.

f. The Ilanaze rment Board shall reach decisions on appointaent, extension of the term of
office or rernoseal frorm office of the Executie Dhirector on the basis of a two-thirds

majority of its merbers with voting nghts.

7. The Executive Director will be assisted byra Deputy Execuive Director. If the Executrve
Diirector is abeent or indisposed, the Deputy Executive Divector shall take their place.
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3. The Executive Director shall manage the &zency. The Executrre Director shall be
accourtable o the Managerent Board. Without prejudice io the powers of the
Cotrraizsion and of the Ilavage raent Board, the Executive Director shall be independent in
the performance of their dulies and shall reither s ek nor take instroctons from any

goverrrnent o fror any other bodsy,

9. The Executive Director shall report to the Eropean Parliaraent on the perfommnance of their
tasks when irveited 1o do so. The Coureil may itevite the Executive Director to report on the
perforuance of those tasks.

10. The Executive Director shall be the lezal representattee of the Agency The Frecubive
Director shall be responsible for:

fa)  the davto-day adrdrdstration of the Agencr,
by irapleroe rting decisions adopted by the Wanazernent Board,

) managing all the Ageney resource s necessary for condue ting the actmdtes of the
Corrrdttees referred to in Article 142, including roaking svailable approgpriate
soientifle and technical support to those Congnittees, and for making availdble
appropriate techedeal support to the coordivation group referred o in Arfele 37 of
frevised Directive 2001783 E Cf and to the coordinaion group referred to in Article

142 of Regulabon (EL) 201974,
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(d)

(e)

()

(gl

(h)

(1)

gl
(k)

ensuring that the tirae-limits laid down in Urdonlegal acts for the adoption of
opirdons by the Agencyare cormplied with,

ensuring appropriate coordivafion bebween the Cornmittees referred fo in Article 142
and, where necessary, between those Comnitiees, #re coordinabion group referred
o in Arfele 37 of frevised Directive 2001785 FCTand the coordination gronp
reforred to in Article 142 of Fe gulation (ELT) 201948, or other working sroupe of
the Agency,

the pre paration of the draft staternent of estirnates of the Agency's reve nne and
expenditure, and execution of its budget;

the pre paration of the draft single programming docurment and the subrnission it to
the Ilanagernent Board after consulting the Corenission,

iroplerme nting the single prograreaing docurnent and report to the Wanazement
Board on its irgple rmentation,

preparing the Aeenc s consolidated arrmal actoaty report on the Lgency's actrvities
and preserding it to the Mhnagernent Board for asse ssment and adopdon,

all staff matters;

providing the secretariat for the hanage rment Board,
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(1) without prejodice to the cormpetenees of OLAF and EPPO, protecting the financial
interests of the Union by applying preventive measres against frand, cormuption and
aryy other legal activities, by effe ctive checks and, if iregularities are detected, by
recovering amounts wrongly paid and, where appropriate, by mposing effectne,
proporionate and dissagive adwinistrative and financial penalties;

{m) reporing, on the basis of ke v performance indicators agreed by the Ianageme nt
board, on the IT irdrastructure developed by the Ageneyby means of implerns ntation
of legislatior, in e 1n of frning, budgze tary corgpliance and guality

11. Each wear the Executtve Director shall submit a draft report covering the actiities of the
Lgencyin the previous year and a draft work prograrane for the corming year to the
Dlanagernent Board for apypeonal, making a distine ioh be baeen the Lgenc s activities
concerring rmedicinal products for human use, those concerring herbal medicinal products
and those coneerming ve terinary medicinal produrts.

The draft report covering the antmities of the Agenevin the presious year shall inchode
information about the noraber of applications evaluated byrthe &zency, the fire taken for
cornple Hon of the evaluation, and the medicinal products for human use and weterinary
medicinal products authorised, rejected or withdrawn,
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Article Idia
Dep uty Executive Direcior

Ch the propozal of the Ececutive Director, the Management Board shall appoint the Depuly
Execubye Director. The Depudy Execulve Director shall be appointed on the grounds of merid
and appropricte administrative and management skills, imchuding relovant professonal
experience. The Execubve Director shall following consultation with e Commission, propose
two candidates for e post of Depady Eoecutive Divector. The Managerment Board shall lale it
decision by a bwo-thinds majosily of its members with a right o vote. The Managemend Boarnd
shall have the power ko diswmiss the Depudy Execulive Director by means of q decision adopted by
2 to-thinds majorly of its members with a rght tovole.

The berm of office of the Depuly Execubve Director shall be fwve pears. The Monagement Board
may exdend that term once, for q period of no more an five years. The Management Board shall
edoptsuch @ decision by a two-thirds majority of s members with the right o vok.

Arficle 146
S ientific Commitiees — General provisions

l. The scientific cornittes s shall be responsible for prosiding the scientific opinions or
recorenetdations of the Agency, each within their own spheres of competence, and shall
hiave the possihility, where necessaryof orgarising public hearings.

2 The membership of the scientific comnittees shallbe made pablic. When each
appointrrent iz pablished, the professional gqualifications of each mewber shall be
specified.
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3. The Executive Director of the Lgency or their repre sentattve and represerdatives of the
Corraizsion shall be ertitled to attend all meetings of the scientific cornittess referred to
in frticle 142, working parties and scientific advisory gronges and all other mee tings

corrvened by the Sgency or ity solentific coranittess.

4. Lilermbers of the scientific corenitees and experts responstble for evaluating medicinal
products and nordnated by IvE rber States shall relvon the scienific evaluation and
resmuces avallable fo national competent anthorities responsible for rmarketing
authorisation, and on exterral expe s propossd by e mber States or selected by the
Lgency Each cormpetent national authority shall mondtor the scientific level and
independence of the evalnation caried out and facilitate the actiities of norwinated
merebers of the Conenittess and experts. Ivleraber States shall refrain frorn giving thoss
tnernbers and experts any imstaction which iz incormpatible with their own indridual tasks
ot with the tasks and responsibilities of'the SAgeney.

. The merbers of the sclentific cormittees rmaybe accormpanded byre xperts in specific
scientific or technical fi=lds.
f. When preparing any opinion or rec orirns hdatior, the scientific cornmittees shall use their

hest endeavonrs to reach a scientific consensus. If mach a consensus cannot be reached, the
opinion shall eorsist of the position of the majority of mermbers and divergent positions,
with the grounds or which they are based.
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7. The Gonauities

pocie niific commitioes may, if they
corsider it appropriate, seek guidance on Inportant questions of a general scientfic or
ethical natore.

3. The scientific corenittee s and angyrseientific working parties and scientific advisory
groupe established in accordance with $ds-Lrticle 150 shall in gene ral matters establish
contacts, on an advisorybasis, with parties concerned with the use of me dicinal produe ts
for hutean use, in parboular patie nt and corsarer organsations and healthears
professionals” assoclations. For that parpose working groups of patient and consarmer
organisations and healtheare professionals’ associations shall be establishe d by the
Lgency They shall ensure a fair represertation of he altheare professionals, patients and
consumers covering a wide range of experience and disease areas, ncluding orphan,
paediatric and geriatric diseases and acheaniced the raper e dicinal products, and abroad
geographical range.

Fapportenrs appointed by the scientific comnmitte es maw, on an advisorybasis, establish

contacts with represertattves of patient orgarisations and healtheare professionals’
associations relevant to the therapeutic indication of the medicinal product for buran use.

9. The Corenittes for Veterinary W dicinal Products shall operate in accordance with
Begulation (E1T) Mo 20108 and parasraphs 1, 2 and 3.
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Arficle 147
Imp artiality and conflic t of interest

L. Llerabers of the hanagerne nt Board, metabers of the cornradttees, rapporenrs-ssd, expetts
and mspectors of the Agency shall not have fivancial or other interests in the
phanvaceutical gud medical devices industiywhich counld affect the i nparhiality, They
shall undertale to act in the poblic interest and in an nde perdent manmner, and shall make
ah arral declaration of their financial and offer intereste— 8l ineluding inditect interests
which could relate to this ndustry The annual declarafions shall be ssdessd timaeraaieios
heddinade publicly araiiablz by the Azene rrddsk-isasssasieltothoprllio o doas dis
Hebrzanario-cdhse-

The Agency's code of conduet shall peovide for the roplementation of this Article with
particular re ference to the acceptance of zifis.

2 Llermbers of the Management Board, merabers of the comnittee s, rapportears and experts
who participate in meetings or working groups of the Sgency shall declare, ateach
meeting, any specific inderests which could be considered to be prejudicial o their
indeperdence or imparticly with respect to the terns on the agenda. These declarations
shallbe rnade available to the public.

3 Hhere a declared interest is congidered by the Agencp o be prefudicial to the
inde pendence or nparbialiy wilth respect to an thew on the agenda, Bre member of the
MManagement Board, member of the commities or expert concerned shall not have any
iy olvement and not take part in the discussions or decision-maling with respect to that

Lt
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By wap of derogafion from paragraphs I and 3, experls who declare an interest that
would prevent them from participating in the work of the Agency’s scientific conunittees
and other bodies map in excepional and justified cases be called upon, in the interest of
public healthy to provide writter or oral observations. These observaRons shall be

separated from the discussion or decision-maling with respectto the concemed itom.

) The Agency shall establish procedures with regard to the applcation of e provisions
on conflict of interest and imparEality, to be adopted by ity Management Board,

a The Foeeutive Divector shall after leaving the service continue to be bound by the nules
af the Saff Regulabons as regards the aeceplance of certain appoinbnents or benefils
and engaging in an occupalional achvily for the period referred to in the slaff
regulations. Prior to engaging in awy such activily, the former executive director shall
inform the Ageney and s Managemend Board bo verifyy whether Yhose qebons are in line
with the Shaff Regulations and s implementing rules adopted in accordance with Article
I44.
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Arficle 148
Commitiee for Med kinal Products for Human UTse actwribies

The Coranittes for Medicinal Products for Hurnan [se shall be responsible for drawing
up the opinion of the Agenc v on any mattet conceming the adrdssihility of the files
subrratted in accordance with the centralised proce dure, the granfing, variation, suspension
ot resvocation of an authorization to place a wedicinal product for harvan nse on the market
in accordance with the provisions of this Chapter,-and- phavrmacovizilance end scienific
advice. For the fulfilwe nt of its pharmar ovigilance tasks, including the approal of nisk
managerient systens and ronitoring their effecttvens ss provided for under this
Begulation, the Comunittee for Mledicinal Products for Hurnan Use shall relyon the
soientific assessment and recorirne ndations of the Phanvacovigilance Risk b ssessment
Comraittee referred to in Srhcle 142, pomtie).

2. In addition to their tagk of providing objective scientific opirdons to the Urndon and
Lilermber States on the questions which are referred to them, the mernbers of the Corrrittes
for hedicival Products for Hurnan Use shall ensuare that the re is appropriate coordination
betaeen the tashks of the Ageney and the work of compe tent national authoritie s, including
the consultative bodie s concerne d with the rnarke ing authorisation.

3 The Corenittes for Wedicinal Products for Hurman Use shall be compossd of the
following:
fa)  one meraber and one alternate meraber appointed by each Ilember State, in

accordance with paragraph &;
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by Feesdwo merbers and esedno alternate merbers appointed by the Cornrdssion, on
the basiz of a pablic call for expre ssions of nterest, after conmlting the European
Parliarnent, in order to represent healtheare professionals’ organiselons;

(o) fermhwo members and foustwo alternate e mbers appointed bythe Comrission, on
the basis of a public call for expressions of interest, afler consulting the European
Parliarnent, in order to represent patient organisations.

4, The Coranittes for Iedicinal Products for Hurean Use raay co-opt 2 mazxiranm of fee
seven additional mermbers chiosen on the basis of their specific scienbfic competence.
Those members shall be appointed for a terrn of three sears, which mayhe renewed, and
shall not have altermates.

With awiew to the co-opting of such metobe s, the Coreaittes for hedicinal Products for
Hurnan Use shall ide ntifyr the specific corplere ntary scientific corpetence of the
additional rmerwber or rmetabers. Co-opted mermbers shall be chosen among experts
nornivated by Merber States or the Agency

da Members appointed under paragraph 3, point (b), shall joindly be entitled to one vole,
and members appointed under paragraph 3, point (c) shall jointly be entitled o one

1o,
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o The alternates shall represent and wole for the merbers in their absence and ray also be
appointed to act as rapporteurs in accordance with Article 152

Ilernbers and alterrates shall be chosen for their role and experience in the evaluation of
medicinal products for hurman use as appropriate and shall re present the competent
anthonties of the Merrber States.

f. The merbers and altermate mernbers of the Committee for Medicinal Products for Human
ze shall be appointed on the basis of theiv relesant expertize in the assesmuent of
medicinal products which should cowver all types of medicinal products covered by [revised
Directive 2001/837ECT and this Fegulation and which include medicinal prodocts for rare
and paediatric diseases, edeswedvanced therapy rmedicinal products, biological and
biotec hnologieal produc ts, it order to guarantes the highest levels of specialist
gualifications and abroad spectrurn of relevant expertise. This experfise shall also cover
the environmental risk asessment. The Dlerwhber States shall cooperate in order to ersure
that the final coraposition of the Corareittes for IWEdicinal Products for Hurnan Use
provides appropriate and balanced coverage of all scientific areas relevant to its fasks
taking into account seientfic developrents and ne v types of medicinal products. For this
parpose, Mlewrber States shall lisise with the Management Board esd-the-tassasiamas:.

1. The merbers and altermate mernbers of the Committee for Medicinal Products for Human
Usze shall be appointed for a ferm of Swedhiree vears, which mavbe renewed following the
procedures referred to in paragraph 6. The Comiittee shall elect its chairperson and vice-
chairpe raom from araong it merabers for a tern of 3 years, which mayhe prolonged once.
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3. The Commaittes for Idedicinal Froducts for Hurman Use shall establish its own mles of
procedure,

These mles shall, in particular, lay down:
fa)  procedures for appointing and replacing the chanrpe raom,
by procedures relating to working parties and scientifle advisory gronges;, and

() aprocedure for the wrgent adoption of opindons, particudarly i relation to the
provisions of this Fegulation ot marke t surveillanee and pharrac ovigilance.

Ther shall enter into force after recelving a fivourable opindon frora the Corenission and
the Ivlaviage rment Board.

Arficle 149
Plarmacovigilance Rk Assessmend Commiittee activities

L. The mandate of the Phartnacovigilanee Fisk &zsessment Comnittee shall cover all aspects
of the risk managernent of the use of medicinal produc ts for irean wse including the
detection, assesstaent, minirnisation and corenunication relating o the risk of adwerse
reactions, having due regard to the therapeutic effect of the medicinal product for hurman
use, the design and evaluation of post-authorisation safety stodies and pharrmacovigilanee

andit,
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2. The Pharrnacovigilance Risk &ssessment Corumittes shall be compossd of the following:

(a)

()

()

(d)

ote metrber and one afermate merber appointed by each Ilsraber State, in
accordance with paragraph 3;

six merrbers appointed by the Corrnission, with a view to ensuring that the relesant
expertize is available within the Cornittee, ineInding elinical pharmacology and
pharmacoepideriology, on the basis of a public call for expressions of intere st

taro merebers and two alternate merbers appointed by the Cornrdssion, on the basis
of'a public call for expressions of interest, after consulting the European Parliament,
in order to represent healtheare professionals,

two mernbers and two alternate merbers appointed by the Coraradssion, on the basis
of'a public call for expressions of interest, affer consulting the European Parliament,
in order to represent patient organisations.

Members appointed under paragraph 2 () shall jointly be enbitled to one vole and

members appointed under paragraph 2 (d) shall joinlly be enditled bo one vole

The alternate merabers shall represe nt and wote for the mebers in their shsence. The
alternate rmermbers referred to i point () maybe appointed fo act as rapporenrs i
accordance with Article 152,
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Ja.

& Mlerher State mav delegate its tasks in the Pharmacovigilance Bisk &ssessmerdt
Comaittes to another Mermber State. Each IWerhber State mav represent no more than one
other hernber S tate.

The mwerobers and alternate members of the Phartnacorigilance Fislk basessment
Comrmittes shallbe appointed on the basis of their relevant expertize in pharmacovigilance
matters and risk assessraent of medicinal products for hurnan use, in order to guarantee the
highest levels of specialist gqualifications and a broad spectnurn of relesvant expertise. For
this purpose, WErmber States shall liaise with the Ianage rient Board-sw-te-easssmgiss
in ovder to ensure that the final comwposition of the Corarittes covers the scientific areas
televant o its tasks.

The mwerobers and alternate members of the Phartnacovigilance Fisk fssessment
Comrmittes shallbe appointed for a terrn of 3 sears, which maybe renewed fellemtssthe
prasadias-saforsed-a-rpeasassaplet. The Cormmittes shall elect its c hairpe reon and vice-
chairpe raom from araong it merabers for a tern of three years, which mayhbe prolonged

Once.

The Pharmacovigilance Fisk Amsessment Committee shall establish ite own rules of
procedure, lging dovwn i perkicalar

(@) procedures for appoinbing and replacing the chalrperson,
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(B procedures relabng bo working parkes and scienffic advisory groups;
() @ procedure for the wrgent adopon of recommendabions.

They shall enter into force after recewing o favourable opivion from the Commission
and the Management Board,

Lurticle 150
Scientific working p arties and scientifc advisory groups

The scientific corenittee s referred to in Arhicle 146 may establish scie ntific working
parties and srientific advisory grongs in conne ction with the performance of their tasks.

The scientific corrnittes s rnay rely on sclentific working parties for the performance of
certain tagks. The scientific comenittees shall retain the final responsibility for the

assesstnent or any scientific opirdon related to these tasks.

Working parties established bythe Coranittee for Weterinary Iedicinal Products ave
govethed by Begulation (E1T) 20197,
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The Corzaittes for Hurman e dicinal Products shall establish for the evaluation of specific
types of medicinal products or treatrnents, working partie s with scientific expertise in the
fields of pharmace utical gquality, rmethodologies, non-clinical and clinieal evalnations.

For the provision of seientific advice the Coranittee for Hurnan Medicinal Products shall
establish a sclentific advice worling party.

The Corenittee sessmhall where necessary, establish an Eraronmental Fisk Sasessment
working party, working parfies with scientific expertize on paediatric medicinal products
and orphan medicingl products and other soientific working parhies—se-necsssarzy

The cormposition of the working party and the selection of metabers shallbe based on the
following criferia:

f(a)  ahigh level of srientific expertise;

(h)  meeting the needs for the specific mulb-diseiplinarye xpertise of the working party to
which the 7 will be appointed.

The mwajority of the retebers of the working parties shall consist of experts from the
corapetent authorities of the vk raber States by ensuring the broadest possible
geographical distibubion. Where appropriate, the Comaittee for Human Ivk dicinal
Froducts ray, following consaltation with the Whragerment Board, sata mindrnum mmaber
of experts fromw the cormpete nt authorities v a working party. Fhere q specific area for
experfize can be fulfilled by an expert nomineled by @ competernd authondy of a Member
Shate, Hhis expert shall have priovily over external experis
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Ja.

Fepresentabves of pabents, healthoare professionals and academia map o5 appropricle
and based on thelr expertise be included as members of the worling parties.

4. Competent anthorities of the Weriber States that are not represented in a working party
may eeqpaeetto-attend meetings of working parties as an observer.
A The &gency shall make docurents discussed in working partesaccessible to all
competent authonties of the Ivkmber States.
Sa. The scientific compuiBlees may seel advice from scienkific advisory groups in connechon
with the evaluahon of specific medicinal products and treabnends,
f. When establishirg working parties and scientifie advisory grouge, the scientific
corarrdttess shall in their miles of procedures provide for:
fa)  the appointment of metabers of these working parties and scientific advisony
srouye on the basis of the lists of experts referred fo in Arhicle 15102); and
by  consultation of these working parties and scientific advisory grope.
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Arficle 131
Scientific exp erts
The Agency or aryof the corarndttees referred to in Article 142 mayse the services of

experts and service providers for the discharge of specific tasks for which the v are
responsible.

Dilermber States shall transrrat to the Agency the names of national experts with prosen
experiehee in the evaluation of medicinal products for horman e and veterinary medicinal
produe ts who, taking into account corflicts of inte rest parsuant to Srticle 147, would be
available to serve on working partes or scientific advisory sroups of any of the conenittess
teferred to in Article 142, together with an indication of their qualifications and specific
areas of experhise.

Where sesessmsizppropriate, for the nomination of other experts the Ageney sesghall
publish a eall for expression of interest after endorsernent by the Manage ment Board of the
hecessaly criteria and flelds of expertise, in parficular to ensure a high level of public
health and araral protec ion.

The Mlavazerwent Board shall adopt the appropeiate sele con procedures on a proposal

from the Executre Dhirector.

The Bgency shall establish and raaintain a pool of-sssesdidsd experts. That expert pool
shiall ineInde the national experts referred to in paragraph 2 and any other experts
appointed byrthe Brency or the Commission, and shallbe updated.
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o draeeditodtFrpe s shall have access to training provided by the Lgency, as appropriate.

f. Bapportenrs of any of the corrnittes s referred to i Article 142 may use the services of
eeesetrbed experts for the fulfilment of their tasks inaccordance with Axticle 152, Lny
rereareration of such-seeeditsd- expert shall be deducted from the retnurneration due to the
rapporteurs. The wae of the services of nebonal experts referved bo in paragraph 2 by
rapporteurs shall be subject to the agreement of the relevant competent authorities. The
Arency may facilitate those agreements in qecordance with Arcle 152(2).

1. The rermne ration of experts and service providers for services used by the Lz eneyunder
paragraph 1 shall be financed fheough the &geney’s badget, in accordance with the
financial mles applicable to the SLzency.

Avticle 132
Eapp orteurship

1. Where, in accordance with thiz Regulation, anyof the Comnittes s veferred to in Srticle
142 iz regpuired to evaluate a medicinal product for orvan wse, it shall appoint, wilh He
excepion of members representing healtficare professionals’ organiselons and pabents
organisekons, one of its merwhbers to act as rapportenr, taking info account existing
expertise in the DErber State. The Comanittee concemed mavappoint a second roe mbet to

act as co-rapparteur.

366,26 334
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 335

LIFE.5 EN



& rneraber of a Corarittes shall not be appointed rapporteur for a particular case if thew
declare, in accordance with Aricle 147 any interest that mightbe, or might be percered as,
prejudicial to the iwpartial assessment of that caze . The Committee concermed may replace
the rapporter or co-rapportenr by another merber at anytime, i the v are unable to fulfil
their duties within the prescribed tiwe limite, or if an actual or potential peejudicial nterest is
detected.

&y rapporte ur appointed for that parpose by the Pharmac ovigilance Bisk Assessoent
Cornittes shall closely collaborate with the rapportear appointed by the Corarmittes for
Llediciral Products for Human Use or the Reference Merber State for the reedicinal product

for hnroan use conce thed.

When consulting the scierntific adsisory groups referred to in Arhicle 150, the Cormittes shall
forward to thern the draft assesstnent report or reports drawn up by the rapporteur or the co-
rapportenr. The opindon issued bythe scientific advisorygronp shallbe forwarded to the
chairperson of the relevant corardttes in such a wayas to ensure that the deadlines laid down
in Arhicle 6 are met.

The mbstance of the opinion shall be included in the assesstnent report pablished parsuant to

Lrticle 16(3).
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Withoat prejudice to Lrticle 15107, the provision of services by rapporte s or experts
shallbe governed by a written contract between the fgencyand the person concerred, or
where appropriate betaeen the Soeney and its employer.

The person concerned, or their ergploser, shallbe rermerate d vscecedancetath faeoals

a-ilf&ﬂﬂ-ta-be-l-ml-ude-el-agmrmﬂni o the financial anangerrm tits eatablished by the
ekfoard in accordance with

Femulation (EU) 20247588 of the European ParBament and of the Council®

The first and second subparagraphs shall also apply

fa)  tothe services provided by the chairpersons of the scientific cormdttess of the
geney, and

by o the worl of rapporiears in the coordination group referred do in Arficke 37 of
frevised Direchye 200183/ ECT as regards the fulfilrment of its tasks in acco rdance
with Articles 108, 110, 112, 116 and 121 of [revised Directree 2001/83/EC].

«3

Fegulation (EID 20245558 of the European Parliamend and of the Council of 7 Februay
2024 on fees and charges papable to e European Medicines Agency, amending
Fegulations (EL) 20075745 and (ELD) 20227123 of the European Parlament and of e
Counedd and repealing Fegulation (EU) No 8382014 of the Ewropean Parkanent and of
the Council and Council Regulafon (EC) No 20705 (0T L, 20247568, 14.2 2024, ELT:
hiby Adaba. europa. ensb e g 202475 88/ 0).
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Arficle 153
Meihods to determine added therapeuiic vahue

Lt the vecuest of the Cormnission, the Sgencyshall in respect of authorized medicingl products for
hurnan use, collect any svaildble inforrvation on methods that Werber States’ cormpete nt authorties
us fo deterrodne the added therape utic wvalue that arsy new e dicinal product for human ase

provides.
Section 3
Financial provisions
Arficle 154
Adoption of the budget of the Agency
L. Estimates of all the reverme and expenditore of the Lgency shall be prepared for each
financial year, corresponding to the calendar wear, and shall e shown in the budget of the
bgency
2 The reverme and expenditure shown in the budgzet shall be v balance.
3. The Agencys revenue shall consist of:

(a]l acontnbution from the Thion,
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by  acontrbution from flard countries participating in the work of the Lgency with
which the Urdon has concluded international agree ments for that porpose;

) fees paid by undertakings and entities not engaged in an econormis actvity

(i  forobtainng and maintainng Trdon marketing anthorisations for medicinal
products for huraan use and for veterinary e dicinal products and for other
services peovided biythe Agency as prosaded for in flas Bezulation and in
Eegulation (E1T) 2019/&; and

(i) forservices provided bythe coordination gronp referred bo in Arkicle 37 of
frevised Divechive 20007835 E CTas vegards the fulfilwent of its tasks in
accordance with Artieles 108, 110, 112, 116 and 121 of [revised Directire
20017E3/EC];

(d)  charges for other services provided by the Agency,

(e)  Urnion funding in the fore of cortribubon agresments or grants for participation in
research and assistance projects, in accordance with the &gencv's financial rles
referred to in Article 155(11) and with the provisions of the relevant instuments
supporting the policies of the Union.

The Enropean Parliatee nt and the Couneil (*the budgetary authonty®) shall re-exarnne,
when necessaty, the level of the Trdon cortribution, referred to in the first subparagraph,
point {a), on the basis of an evaluation of needs and by taking account of the lesel of
revenue provided by the sources referred to in the first subparagraph, points (o), (d) and

(e).
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4. &etrvities relating to the assesstoent of marketing anthorisation applications, subsequent
wariations, pharracovigilance, to the operation of corenunications nebworks and to market
surveillance shall be under the perraane nt badgebary control of the Dlanagerme nt Board in
order to guarantes the independence of the Agency. This shall not peeclude the Szency
from charging fees to marketing anthorisation holders for perforrning the se acfivitie sbiy the
dgencyon the condiion that its inde pendence is stictlyguaranteed.

) The experditore of the Agencyshall inclode staff remureratior, adrministratie and
infrastructare costs, and ope rational expenditure. In respect of operational ex penditure,
budgetary corand e nts for actions which extend over more than one financial wear may

be hroken down over several wears into annmal instalime nte, as nece ssary

The Agency rmay award grants related to the fulfilbnent of the tasks nearebent wpon it
urder this Begulation or other relevant Urndon legal acts or related to the folfiline rt of other
entusted tasks.

f. Each wear the Mlanagerne nt Board, onthe basisof'a draft drawn upbythe Executre
Diirector, shall peoduce an estirate of rewerne and expenditure for the Agency for the
following financial year. That estirnate, whick shall include a draft establishene nt plar,
shall be forwarded by the Dlanagerne nt Board to the Corardssion by 31 Dlarch at the latest.

1. The estirnate shall be forwarded by the Corenission to the badgetary authority togethe
with the e lirainary draft gene ral budee t of the Faropean Tnion,
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O the basis of the estimate, the Cormission shall enterin the preliminary draft zeneral
budget of the Enropean Union the estitnates it deetns necessary for the establisheme nt plan
and the arnount of the subsidy o be charged to the zeneral hmdget which it shall place
befor the budzetary authority in accordance with Srticle 272 of the Treaty.

Q. The budgetary authority shall anthorise the appropriations for the sthsidyio the Lgency.
The budgetarsy anthontyshall adopt the establishrment plan for the Lgency.

10. The budget shallbe adopted by the Mlanagerne nt Board. It shall becorae final following
final adoption of the general budzet of the European Undon, Whe re appropriate, it shall be
adjusted accordingly.

11. Loy modification of the establishrae nt plan and of the budget shallbe the subject of an
arnending budget, which is forearded for the porposes of inforration to the budzetary
anthorty

12. The Ilanazerment Board shall, as soon as possible, notifythe budgetary authortyof its
infention to 1raple rment any project which ray have significant fivarncial roplications for
the funding of its budget, in particnlar arny projects relating to propertysach as the rental or
parc hase of buwldings. It shall inforn the Corenission thereof.
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Where a branch of the budgetary authority has notified its intertion to delmver an opirdorn, it
shall forward ite opinion to the Ilanagernent Board within a perind of six weeks from the date
of notification of the project.

Arficle 133
Imp lementation of the Agency’s bud get

L. The Executive Director shall irgplerns nt the badget of the Lgencyin accordance with
Regulation (EU, Eunratora) 2018/1046 of the Ewopean Parliament and of the Conneil®.

2. Bl March of financial wear ntl, the Agency’s accounting officer shall send the
provisional accounts for wear nto the Cormission’s accounting officer and to the Cowrt of
Luditors,

3. B 31 Wiarch of financial wear ntl, the Executtve Director shall send the report on the

budgetary and financial maragernent for wear nto the Emropean Parliament, to the Counedl,
to the Cornrvission and to the Court of Auditors.

4 By 31 Mlarch of finaneial year ntl, the Comprdssion’s accounting officer shall send the
Lgency's provisional aceonts for wear n, consolidated with the Coratedssion’s provisional
accounts, to the Court of Auditors,

42 Begulation (EU, Ewratora) 201271046 of the Enrope an Parliavae nt and of the Council of 12
Tuly 2018 on the financial miles applicable to the general budget of the Urdon, arnending
Begulations (EIT) Mo 1296/2013, (E1T) Mo 130152013, (EU) Mo 13035201 3, (E1T)

Mo 120472013, (BT Mo 130902013, (EIT Mo 131652013, (E1T) Fo 22352014, (E1N
Ho 28372014, and Decision Ho 541201 4FET and repealing Begulation (EU, Euratorm)
Mo D66/2012 (0T L 193, 30.7.201%, p. 1.
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On receipt of the Court of &uditors™ chservations on the Lgencv's provisional accounts
parsuant to Srticle 248 of Begulation (EU, Eurator ) 201251048, the Lgency’s accounting
officer shall draar up the Sreney’s fival acconrts and the Frecutte Director shall subimit
thern to the Managerae nt Board for an opinion.

o The Ilanaze rment Board shall deliver an opirdon on the Seenes’s final accounts for year n.

f. The Agencys acconnting officer shall, by 1 July of finaneial year nt1, send the final
accounts, together with the Ibnagernent Board’s opinior, to the European Parliarent to
the Couneil, o the Court of &uditors and to the Cormmission’s acconnbing officer.

1. The final arcounts for year nshallbe poblished in the Official Jownal of the European
Urdon by 15 Hoveraber of financial vear nHl.

3. The Executive Director shall send to the Court of Auditors a reply o its cheerationsbhy30
Septeraber of financial year ntl. The Executree Director shall also send that replyfo the
Llanagernent Board.

9. The Executive Director shall subrait to the European Patliaraernt, at the latter’s request, any

inforrmation required for the smooth application of the discharge procedure for the financial
yeat concethed, as laid dowr in Article 26103) of Begulation (ET, Eurator) 2012/1046.
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10.

11.

The Enropean Parliatee nt, uporn a recorareendation frorm the Council, shall, before 15 Way
of financial year n+2, give a discharge to the Executrve Director in respect of the
irple rnentation of the budge t for year n.

The finaneial niles applicable to the Azeney shall be adopted by the Managernent Board
after the Cormission has been conmulted. They shall not depart frorn Cornrission
Delegated Regulation (E1T) 20197154 unless spec ifically required for the Lgencv's

operation and with the Corenission’s pror consent.

Luticle 156
Fraud prevention

In order to corbat frand, corruption and other undawtiol activities, the Regulation (E1T,
Euratorm) Mo 823/2013 of the European Parliarent and of the Council® shall apply
without restriction.

The Agency shall accede to the Interinstitutional Bereetnent of 25 Ilay 1999 betweern the
Europear Parliament, the Couneil of the Enropean Union and the Corareission of the
Ewopean Communities* and shall adopt, without delay, the appropriate provisions
applicable to all the employess of the Agency using the termplate set out in the Armex to
that &zreernent.

44

d5

df

Corrnission Delegated Begulation (E1T) 2019711 5 of 18 Deceraber 2013 on the frarme worl
firiamcial regulation for the bodies set up under the TFEU and Euratorn Treaty and re ferred
to in &rficle 70 of Begulation (EU, Euratorn) 201251046 of the Buropean Patliare nt and of
the Conneil (OF L 122, 1052019, 1. 1.

Begulation (EU, Ewratora) Mo 22302013 of the European Parliament and of the Couneil of
11 Septeraber 2013 concerning investiz ations conducted biythe European Anb-Fraud Cffice
(CLAF) and re pealing Regulation (EC) Mo 107301999 thhe Europear Parliarnent and of
the Conneil and Couneil Fegalation (Eurator) Mo 107471999 (O L 248, 12.9.2013, p. 1).
Interinstitutional &greernent of 25 Ilay 1999 between the Europe an Parliaraent, the Council
of the Europear Trion and the Coratedssion of the Baropean Corenunities cotce rrang
intermal ixnrestizations by the Entopean Snbi-fraud Office (OLAF) (QF L 136, 31 .5.1509,

p. 15).
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3. The Enropean Court of &uditors shall bawve the power of andit, on the basis of docurments
and on the spot, over all grant be neficiaries, contractors and subcontractors who have
tecemved UTnion finds fromm the Bzeney.

4 OLAF may carry out irpestizations, inclnding on- the-spot checks and inspeclions with a
wiew to establishing whether there has been frand, corruption or anyrother illegal actvity
affecting the financial interests of the nion in conmec tion with a grant or a contract
fanded by the Agency, in accordance with the provisions and procedures laid dowr in
Begulation (EU, Euratorn) Mo 82302013 and Council Regulation (Ewratora, EC)

Mo 218509647,

o Working agreemments with thind countries and international orgarndsations, contracts, grant
agreernents and grant decisions of the &Agency shall contain peovisions expressly
ernpowenng the Buropean Conrt of Auditors and OLAF to conduet such audits and

livestigations, according to their respective competence s,

f. In accordance with Council Regulation (EU) 2017/19394€ the EPPO may irvestigate and
prosecute frand and other llegal actreties affecting the financial intere sts of the Urdon as
provided for in Directive (EUTY 201711371 of the European Parliament and of the Council#

47 Council Begulation (Furatorn, EC) Mo 21859 of 11 Hovernber 1996 concerning on-the-
spot checks and inspections carried outbyrthe Comimission in order to protect the European
Corgaurdties' finaneial interests against frand and other rve gularities (O L 202,
15.11.1996, . 2.

4B Couneil Fegulation (ETT) 20171939 of 12 Oetober 2017 irapletne nting & nhanced
cooperation on the establishiment of the European Public Prosecutor’s Office (“the EPPO7
(O7 L 285, 31102017, p. 1.

4 Dhirectre (E1T) 200701371 of the European Parliament and of the Coaneil of 5 July 2017 on
the fight azainst frand to the Urdon's finatcial interestsbymeans of crirnal law (O L 198,
2872017, o 290,
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section 4
General provisions governing the Agency
Arficle 157
Liah ility
The contractual liability of the Agency shallbe govermed bythe law applicable to the
contract in gquestion. The Court of Tustice of the Ewropean Union shall have jurisdic tion
prarsuant o ary arbitration clause contained in a contract conclude d by the Szeney.

2. In the case of not-contractual liability, the Sgency shall in accordatce with the general
principles corarnon to the laws of the Ileraber States, make good any darnase cavsed by it
ot by its staff in the perforrnance of their duties.

The Conrt of Tustice shall have jurisdiction in ary dispute relating to corape nsation for angy
such darage.

3. The personal liability of its staff fowards the Lgency shallbe govverned byrthe provisions
laid down in the 5taff Regulations or Conditions of Erplosauent of Other Setvants
applicable to them.
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Arficle 158

Access to documents

Regulation (EC) Mo 104972001 shall apply to docwree nts held by the Bgency,

The Ageviey shall set up a register prarsuant to Srticle 204) of Fegulation (2 Mo 104202001 to
tnake availdble all docarnents that ave publicly asvailable porsuant o this Begulation.

The Mlanagere nt Board shall adopt the srrangerments for iraple menting Resulation (EC)
Mo 104972001,

Decizions taken by the Bzeney parsuant to Article ¥ of Begulation (EC) Ho 104972001 meayv e
tise to the lodging of a complaint with the Owdbndsian or forr the subject of an action be fore the
Court of Justice, under the conditions laid dowm in Srtiele 222 and Lrticle 263 of the Treaty
respectively.

Arficle 159
Privileges

Protocol Ho 7 on the Privileges and Irarnunities of the Enropean Union avnexed to the Treatyon the
Funetioning of the European Union shall apply to the Agzeneyrand its staff,
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Arficle Io0
Siaff

The Staff Regulations and the rules adopted by agreernent be taeen the institotions of the Urdon for
grving effect o those Staff Begulations and Condiions of Eraployraent of Other Servants shall
apply to the staff of the Lgency.

The Lgenc v maymake use of seconded national experts or other staft not erployed by the Ageney.

The Management Board, in agree ment with the Corunission, shall adopt the nece ssarsyr
iraplerne nhing provisions.

Arficle 161
Security rules om the protection of classified and sensitire non-classifiesd mformation

The Lgencyshall adopt own security riles egurealent to the Cormdssion's security miles for

protec ing Ewropean Urdon Classified Information (EUCT) and sensitive non-classified information,
as set out in Corarission Decisions (EU, Eurator) 201 5/443% and 2015/444%1 . The securityrules
of the Agenc v shall cover, inter alia, provisions for the excharnge, processing and storage of such
mnformation.

a0 Cornission Decision (EU, Eurator) 2015445 of 13 Warch 2015 on Secwityin the
Comganission (OF L72, 1732015, p. 410

1 Corrnission Decizion (EU, Euratom) 201 57444 of 13 MWarch 2015 on the security rles for
protecting ET classified information (OF L 72, 1732015, p. 53).
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NEmbers of the Ihnagement Board, the Executree Divector, merbers of the comrnitiees, external
experts participating in ad hoe worlking groups, and me ribers of the staff of the &Lgency shall
cornply with the cordide ntiality requirerne nts under Srticle 339 TEFETT, even after their duties have

ceased.

The Lgenc v maytake the necessary measures to facilitate the exchange of information relevant to
its tasks with the Cornrdssion and the Ivleraber States and, whe re appropriate, the relevant Urdon
mstitutions, bodies, offices and agencies. Anyadiinistratiee arangetne nts concluded to that end
with regard to the sharing of EU clasafied indorraation (EUCT) or, in the abssncs of such

arrange ments, any exce ptional ad hoe release of EUCL, shall have recenved the Comrission’s prior

approal .
Arficle 162
Consultation process
l. The Agency shall establish a consaltation process with relevvant national authorities or

bodies for the excharge of mforraation and pooling of knowledge on general 1ssues of
scientific or technical nature related to the tasks of the Agencyr in paricular suidelines on
urrnet medical needs and the desizn of clinical trials, other studies and the generation of
eviderice along the life cyele of medicinal products.
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The consultation process shall include bodies responsible for health technologyassessme nt
as referred to in Regulation (ETT) 202172282 and national bodies responsible for pricing

atid relrobnrse oent.

The conditions of participation shall be sethy the Managernent Board in agreement with

the Comtrission.

2. The Agency seaghall where appropriak, extend the consultation process to patients,
tnedicine developers, healtheare professionals, industries or other stakeholders; as relesant.

Arficle 163
Condacts with civil society representatives

The Ianagement Board shall, in agreernent with the Corandssion, develop appropriate contacts
between the Bgencyand the representatives of the industry, consurners and patients and the
healthrare professions. These contacts mawinclude the participation of cheervers in certain aspects
of the &zency's work, mnder conditions dete renive d beforehand by the Managerne nt Board, in

agreernert with the Corrudssion.
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Arficle 164
Support to SMEs and io not-for profil entities

L. The &gency shall ensure that ricro, stnall and edivrn-sized enterprizses (SIEs") and

not-for-profit entities are offered 2 support scherne.

2. The support schetne shall be cormprized of regulatory, procedural and admministra toe
support and reduction, deferral or waneers of fees.

3. The scherne shall cover the warious ste ps irsobred i pre-authonsaton proce dures, and in
particnlar seientific advice, the subtuission of the marketing authorization application, and
the post-authorsation procedures.

4, SIvIEs shall benefit frora the e ntiees laid down in C orarvission Be galation (EC)
Mo 20492005 and [revised Council Regulation (EC) Mo 29719513

) For niot-for-profit entiies; the Corardssion shall adopt specific provisions clanfying the
defirdtions, establishing warvers, reductions or deferrals of fees, as appropeiate, in
accordanc e with the procedure referred to in Srticle 3817 and brticle 3213 and Annex 17
of [revized Regulation (EC) Mo 2007195

a2 Council Begulation (EC) Ho 20005 of 10 Februaty 1995 on fees payable to the European
Lgeney for the Evaluation of TWedicinal Products (O L33, 152.1995, p. 1),
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Arficle 163
Transparency
To ensure ah appropriate level of transparency, the Mlanagerient Poard shall, on the basis of a
proposal by the Bxecuttee Director and in agreetnent with the Corarrission, adopt rales to ensure
the availabilitsto the public of regulatory, sclerndific or tecbodeal information conce ming the
authorization or supervision of medicinal products for harnan use which iz not of a confidential
nature .

The internal niles and procedures of the Agency its cormrittes s and its worldng sroups shall be
toade availdhle fo the public at the Szencyand on the Intermet.

The Lgenc v mayehZage in cornrmunication activities on its own initative within its field of
cornpe terce. The allocation of resource s to corraunication activities shall notbe de trirnental to the
effecitve exercise of the tasks of the Agencv. Congnunication actrvities shallbe carried out in
accordance with relesant coramurdeation and disss rmina tion plans adopte d by the Blanagerne nd

Board.
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Arficle 167
Protection against cyher atiac ks

The Ageriewshall e iy itee I with a high lewvel of seowrity controls and processes against ovber
attacks, cvber esplonage and other data breaches o ensure the protection of health data and the
normal functioring of the Agencyat all times, especially during public health ererzeneles or major

events at Urion lewvel.

For the porposes of the first subparagraph, the Sgencyshall actrve by iderdifirancd weplarnandtofe
measures ko ensure ils complance with a lgh common level of cybersecwritywbastpeantices

adopted within Trion institotions, bodies, offices and agencies, and idensfi and mplement wp-to-
date epbersecuridy best prachices for preventing, detecting, mitigating, and responding to cvber

attacks.
Arficly 168
Confid entiality
L. Unless otherwize provided for in this Regulation and without prejudice to Fegulation (EC)

Mo 104272001 and Directre (B 201971937 of the Enropean Parlistnent and of the
Couneil®, and existing national provisions and exdsting national legal practices in the
Lleraber States on cordlde ntiality, all parties ivvobed in the application of this Fegulation
shall respect the confide ntialityo f inforrnation and data obtained v carrying out their tasks
in order to protect the coraene rolally confidential mformation and trade secrets of natural or
legal persons in accordance with Divective (E1T) 2016943 of the Europear Parliawe nt ard
of the Council®, including inte llectual propertyrights.

EE DChirectnee (E1T) 201901937 of the BEuropear Parliament and of the Couneil of 23 Cetober
2019 on the yaotection of persons who report breache s of Urdon law (O L 305, 26.11 2019,
p 17

34 Dhirectre (E1T) 20165943 of the European Patliament and of the Couneil of 2 June 2016 on
the protection of undisclozed know-how and business inforrnation (trade secrets) against
their unlawful acouisition, nse and disclosure (OJ L 157, 1562016, p. 1)
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Withont prejudice to paragraph 1, all perties isobeed in the application of flas Begulation
shall ensure that no corare reiallyeordidertial nformation is shared in a way which has
the potential to enable undertakings to restrict or distort cormpetition within the meaning of
Lricle 101 TFET.

3 Withont prejudice to paragraph 1, inforrmation exehanged on a confidential basis betaeen
corapetent authorities of the vk raber States and be tareen covipetent authorntie s of the
Dlermber States and the Coraredssion and the Agencyshall not be disclossd without the
prior agreernent of the authortsy from which that inforration onginates.

4. Paragraphs 1, 2 and 3 do not affect the rights and oblizgations of the Corenission, the
Sgency; Wember States or other actors identified in this Begulation with regard to the
exchange of information and the dissernivation of warnings, nor do the v atfect the
oblizations of the persons concerred to provide ixformation ander criminal law.

5 The Corenissior, the Agency, and Member States may exchange corme reially
corfidential irnformation with regulatory authorities of thivd countries with whach thesy have
conclude d bilateral or ranltilate ral confidentialityarrangerments.
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Arficle 109
Processing of personal data
L. To support its public health tasks and in parfenlar the evaluation and monitoring of
medicinal products or Yhe preparation of regulator) de cisions and scienfic opinions, the
Agenc T IOAY PO ess I:ers:unal d&#e,—m-l-&éwm-l—lwalth data, F-e-paabommasma-od

om clinical brials and other sourees

including real world data for the parpose of nproving the robusthess of its scientific
assesgrent or verifying claims of the applicant or marke ing authorisation holder in the
cortext of the evaluation or supervision of medicinal productss

Ldditionally, the Sgency may process such data for the perfonmance of regulatory science
activities, as defined in paragraph 2, provided that the processing of those personal data:

fa)  is strictly required and duly justified to achkiewe the objecttves of the project or of the
hiorizon scanning activities concerned,

(b} as regards special categories of personal data, is strietly necessaryand subject fo
appropriate safe guards, whichweasrincludaand profect the rights of data subjects in
qecordance with Dhion Law, including beelmical and organisehonel meamires

sech qs peeudonyrdsation.

2. For the poarpose of this Article, “regulatory science activities” shall mean scientific projects
to coraplere nt available scientific evidetce with regard 1o diseases or horizontal gue stions
telated to redicinal products, to fill evidence gape that cannotbe fully addressed through
data in the possession of the Agency, or to support horzon scareang activities.
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3. The proce ssing of personal data by the Agency in the context of this &rticle shall be guided
by the prineiples of transparenc y, explainability, fairness, and accountabiity.

4. The Ilanage rent Board shall estadblish the general scope for the regulatory science
activities in consultation with the Cornission and the Furopean Data Protection
Supervisor.

5 The Agency shall keep docure ntation containing a detailed description of the process and

of the rationale behind the training, testing and walidation of algonthins to ensuee
transparency of the process and the alzorthins, meluding the ir corapliance with the
safeguards provaded for in this Article, and to allow for verification of the accuras of the
remults based on the use of such alzorithms. Upon request, the Szencvshall rmake relevant
docurnentation awailable to interested parties, inclnding Mernber States.

a. If the persomal data fo be processed fior the regulatory science activities have heen divectly
provided bara Member State, a Urdon body a third country or an international
organisation, the Lzency shall recuest authonsation frorn that provider of data, unless the
provider of data has granted its prior anthorsation to such processing for the parpose of
regulatoryscience activities, either in general terrns or subject to specifie conditions.

1. Frocessing of personal data under this Fegulation shall be subject to Begulations (E1T)
20165679 and (E1T) 2018/1725, asapplicable . The Agency shall adopt adeguate data
governance practices and the reguired standards to ensure the appropriake use and

profeclon of personel health data i qecordance with Union Law.
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Arficle 170
Eraluation

Five years after the dale of endry inlo application], and every 10 vears thereafter, the
Comrission shall cormission an evaluation of the Ageney's performance in relation fo its
ohjectrves, mandate, tasks, goverrance and location(s) in aceordance with Cormmission's
guidelines. The evaluakon shall include, amongst others, based on the reporis referred to
in Arficles I44 point ¢ and ga, @ guanElabve assesswent of the efficiency gain, the
approprick mvolvemend of seientific experkize in parficular regarding orphan, pediatsic
medicingl products and ATMPs @ well az the broad geographical representation of
national experts in e work of Hre scientfic commibiees, advisory groups and working

parkes.

2 The evvalnation shall, in particular, address the possible need to rodifiy the mandate of the
dgency; and the financial implications of anysuch modification.

3 On the oceasion of every second evaluatior, there shall be an assesament of the results
achieved by the Agency having regard to its objectives, mandate, governance and tashs,
including an assessment of whether the contirmation of the &geneyis shll justified with
regard to these objectives, mandate, governance and tasks. This assessrment shall also
include the experience acquired as a result of the operation of the procedures laid down in
this Fegulation and in Chapter II1, Sections 4 and 5 of [revised Directre 2001753EC] on
the bagis of inpart frorm Mleraber States and the Coordination group referred to in Lrticle 37

of [revized Directiee 200183EC].
366,26 357
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 358

LIFE.5 EN



Ja.

The Coreaissiorn shall report to the Europe an Parliament, the Counel and the Whnazerment
Board on the evaluation findings. The findings of the evaluation shallbe made pablic.

B 10 years following the entering into application, the Comnenission shall assess the
application of this Fegulation and produce an evaluation report on the progress towards
achieverne nt of the objectmes contaned herein incloding an assesement of the resomces

required to irplerie nt this Regulation.

The Comwission shall following the use of the flrst two vouchers pursuant bo Arkiele 41,
paragraph 2 or fwe pears afler Yhe dale of application of this Regulation, whichever iz
the earliest, and every Jpears Yhereafler, carry out an evaluckion of Arfeles 40 b 43 and
presenta report on the main findings of that evaluation fo the Evropean Parbament and
the Council The evaluahion shallinclede an assessment of the effectyeness of the
voucher 25 @ wee amire, faking into qecount also other exdsting Union level markel
incentves for authorised priovily autimicriobials, to address the marlet failure in the
developrent of prioridy anmicrobinls addressing antimicrobial resistance and asgess
the aehial and expecked costs, ag well a5 an asseasment of whether e value of the
annual gross sales referred to in Aricle 41{1) showld be adjusted bo inflafion and
whether itis appropaiak to increase the number of vouchers granted referved o in
Arlicle 43 The Commismion shall, if appropricte, present 2 legislative proposal, based on
the evaluation, in order to amend this Fe gulation.
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b, The Commassion shall fve years afler the dale of application of this Regulation | cary
outan evaluation of the voluntary subscription model referred to in Arficle 432 and
present @ reporton the main findings of that evalicion to the Furopean ParBament and
the Council Thateveliaion shall cover at least the following:

(@ the implemendation and uptake of e voluntary subscriphon model by Member
Sbates;

(B the impact of the voluntary subseription model on the development and supply of

antimicrobials;

c)  the effeciveness and appropricleness of the voluntary subscription model set outin
Article 43q, including @ assessment of whether Bt wmodel could be Snproved by
introducing qvolunkay Union level subscriphon wmode I for the purchage of

antimicrobials

The evaluation shall be based on informabion provide d by Member Sates related to the
prachical applicabion of Arfele 430 The Coppniznion shall, if appropricle, present o
legislative proposal, based on the evaluation, i order to amend this Fe gulation.

366,26 359
ENNEX LIFE.5 LIMITE EN
7424/26 ADD 2 360

LIFE.5 EN



CHAPTER XII

GENERAL PROVISIONS

Arficle 171
Penalties at national level

L. By amonths before the dake of application of this Regulafion, Wewber State s shall lay
doem the rules on penalties applicable to infhingements of this Bezulation and shall take all
neasures necessary to ensure that they are mplernented. The peraliies provided for shall
be effective, proportionate and dissuasive. Ileraber States shall, withont delay, notifvibe
Comrnssion of those niles and of those measures and shall notify it, without delay;, of any
subseguent arne ndinent affecting thern.

2. Iilernber States shall inforrn the Coneaission rarne diatel yof any itigation institated for
infringerment of this Fegulation regarding centrally authorised medicingl products.

Avdicle 172
Union penalties

l. The Corenission mayitmpose financial penaltes in the form of fines or peniodic pernalty
pastnents on the marketing authorizations holder grante d under this Fegulation if ther fail
to cornply with any of the obligations laid down in Arnxex I in connec ion with the

matketing authonsations.
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2. The Coreanission may, insofar as specifically provided for in the delegated acts referred to
in paragraph 10, point (b, impose the financial penalties referred to in paragraph 1 ona
legal enfityor legal extities other than the marketivg anthorization holder provided that
such entities forr part of the same econoric entityas the marketing authorization holder
atid that mch other legal entities:

fa) exerted a decismee influence over the marketing authorization holder, or

(bl were rrvolved in, or cowld have addressed, such failure to coraply with the ohligation
brrthe marketing anthorsation holder.

3. Where the Bgencyor a corape tert authority of a Ileraber State is of the opinion that a
matketing authorisation holder has failed to comply with any of the obligations, referred to
in paragraph 1, it may request the Cormrnission to investigate whether fo irmpose financial
peralties pursuant to that paragraph.

4, In deterreining whether to irapose a financial pe nalty and in deterrmining ite appropeiate
araount, the Corarnission shall be guided bythe peinciples of effective ness, proportionality
and dissnasiveness and take into consideration, where relevant, the seriousness and the
efffcts of the failure to cornply with the ohlizations.
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o For the parposes of paragraph 1, the Corarission shall take indo account:

f(a)  anyindbingerent proce dure intated byra Wernber State against the sare marke ting
authorisation holder on the basis of the same legal grounds and the same facts,

(b} arysanctions, including penalties, already nposed on the sarme marketing
anthorisation holder on the basis of the sare legal groumds and the same facts.

(ha) the nature, gravily and duralion of the infringement and s conseguences;
(Bh) the inkentional or negligent character of fe infringemend;
(he)  any ackion taken by the infringing park bo mitigate the damage cansed by the
mfrngement;
(bd)  the risk o public health.
a. Where the Cornission finds that the marketing authorisation holder has failed,
intentionally or neglizently, o complywith its obligations, as referred to in paragraph 1, it

rnay adopt a decision irmposng a fine not exceeding 5 %% of the marketing authonsation
holder’s Urdon tomower in the busine ss year preceding the date of that decision.

Where the marketing authorizsation holder contitmes to fail to coraply with ite obligations
referred to in paragraph 1, the Corenission mayadopt a decision imposing periodic
penalty payrne nts per dav not exceeding 2.5 ™ of the marketing anthorisation holder™s
average daily Urdon tarnover in the business year preceding the date of that decision,
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Periodic penalty payroents maybe tnposed for a period runedng frora the date of
niotification of the relevant Corrnission's decision untl the failure to corply with the
obligation by the rarketing authorisation holder, as referred to in paragraph 1, has heen
brought to an end.

1. When condue ting the irrestization on a fatlure to coraply with e of the chlizations
referred to in paragraph 1, the Corpndssion may cooperate with compete nt anthorities of
the Merber States and rely on resowrees provided byrthe Agency

. Where the Corenission adopts a decision imposing a finaneial peraltsy, it shall ynblish a
concise surnmmaty of the case, including the narnes of the matketing authonsation holders
irevokeed and the araounts of and reasons for the financial penalties roposed, having regard
to the legitirnate interest of the marketing anthorisation holders for the protec ion of their
busine sz secrets.

. The Conrt of Tustice of the Furopear Union shall have unlirated jarisdiction to resiew
decisions whereby the Corenission has irnjosed financial peralties. The Coart of Justice
of the Enropean Union rnay cancel, reduce or increase the fine or periodic penalty paynent
1mpozed by the Corornd ssion.
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10. The Coreanissiorn is exapowered to adopt delegated acts in acc ordance with &rticle 175 in
order to supplernent this Regulation bylaying down:

fa)  procedures to be applied by the Corenission when nposing fines or periodic peralty
paynetts, including rules on the initiation of the proce dure, rmeasnres of uiry
vights of the defence, access fo file, legal representation and confide nhality,

by further detailed niles on the irwgposition by the Cormission of finaneial penalties on
legal entities other than the marke ting authorisation holder,

() rules on duration of procedure and lirni tation peods,

(d)  elerments to be taken into account by the Corenission when setting the level of and
tnposing fines and periodic pe nalty payine nis, as well as the conditions and methods

for their collection.
CHAPTER XIII
DELEGATED AND IMPLEMENTING ACTS
Arficla 173

Standing Committee on Medicinal Products for Human Use and examination proced ure

l. The Corenission shall be assisted by the Standing Cormmittee on Medicinal Products for
Hurnan Use established by Lrticle 214 of [revizsed Directive 2001/83/EC] . That cornittes
shallbe a comgnittes within the reanivg of Begulation (ETT) Mo 12272011,
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Where reference 15 rmade to this perasraph, Lrticle 5 of Begulation (E1T) Ho 15252011 shall
apply.
Where the opinion of the Corraittes 15 o be obtained by written proce dure and reference

1z made to this paragraphy, that procedure shall be terrninated withont result ondsy wher,
within the tirae-limit for delivery of the opiriory the chair of the Corarittes so decides.

The Standing Cornrmittee on Medicinal Products for Hurnan Use shall ensare that its rles
of proce dure are adapted to the need to make medicinal products swifflyavalable to
patients.

Articie 174

Inp lementing measures related to authorkation and p harmacovigilance ac i ities

In order to harrnonise electroric transrdssions peovided for in this Regulation, the
Corrnrizsion ray adopt iraple menting measures covering the fornmat and content of

electronie travsraissions by marketing anthorisation holders.

Those measres shall take account of the work on international harrnoniss ion caried out
in the area and shall, where necessary, be revised to take account of technical and seientific

progress. Those measures shall be adopted in aceordarce with the exarnination procedure
teferred to in Artiele 17302).
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2. In order to harrononise the performance of the pharrnacovigilance activities provided for in
this Regulation, the Corenission shall adopt irgple renting roe asures as provided for in
Lrticle 24522 of [revized Directive 2001230FC] covering the following areas:

(a)

(b

(c)

(d)

(&)

()

the content and mainte nanece of the phanmac ovizilance systern master file kept by the
rarke ing authorization holder,

the mminimurn requiterne nts for the gquality systern for the performance of
pharrnacovigilance activites by the boeney,

the use of interma tionally agreed terrinology, fommats and standards for the

perforrnance of pharmac ovigilance actiities,

the miniraurn requirerne nts for the mordtoring of data included in the Endravigilance
database to deterrnine whether there are new risks or whether risks have changed;

the forrnat and conte nt of electronic transmission of suspected adverse reantinns by
LEmber States and marketing authorization holders;

the forrnat and content of electronic periodic safety update reports and nsk

ratagere it plans,
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(z)  the format of protocols, abstracts and final studyrre ports of the post-authorisation
safety stodies.

Those measares shall take account of the work on international harrnordsation carried out
in the area of pharrmacovigilance and shall, where necessary, be revised to take account of
techrdcal and scientific progress. Those measures shall be adopted in aceordance with the
exarnination procedure referred to in Arficle 173(2).

Avéicle 175
Exerxcise of the delegation
l. The power to adopt delegated acts is corferred on the Comndssion subject to the
condiions laid down in this Srticle.
2. The power to adopt delegated acts referred fo in Arhicles 3050, 19(8), 21, 47(4), 4902,

B30, AT, P, 503, BL(A), Tiais), 126(2h), 138020 and 172010% shall be conferred on
the Corenizssion for a period of five wears from [date of entry indo force] . The Comenission
shall draw up a re port in respect of the delegation of power not later than nine months
befomwe the end of the five-wear period. The delegation of power shallbe taciflyextended for
petiods of an idenhical duration, unless the European Parliament or the Couneil opposes
such extersion not later than fheee months before the end of each period.
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3. The delegation of power refered to in Articles 3(5), 19(2), 21, 7048, 49020, 63020, 6704,
), 1503, 8104y, IIa(3), 12a2h), 138020 and 1720100 mavhe mvoked at angrtime by
the Enropean Parliarnent or by the Coneil. & decision to revoke shall pot an end to the
delegation of the power specified in that decision. Tt shall take effect the day following the
prblication of the decision in the Official Jornal of the European Union or ata later date
specified therein. It shall not affect the walidity of any delezated acts alveadyrin force.

4. Before adopting a delegated act, the Cornmizssion shall consult experts desiznated by each
Iilernber State in accordance with the principles laid dovwn in the Interinsti b onal
Lgreernent of 13 April 2016 on Better Law-Ivkking.

o &3 soon as itadopts a delegated act, the Cornrussion shall notifirit simultanecnsly to the
European Patliaraent and to the Couneil.

6. & delegated act adopted pursuant to Articles 303)=Hs 19020, 21, 4704, 49020, 2302, o7,
), T503), EIE), T1a(3), 12a(2b), 13802 and 17271 0HS=shall enterinto force only if
nio objection has been expressed either bythe European Patliarme nt or by the Couneil
within a period of two months of notification of that act to the Enropean Parliavie nt and to
the Council or if, be fore the expiry of that period, the Earopearn Parliarment and the Couneil
hiave both inforred the Corrnission that the wwill not object. That period shallbe
exterded by theee raonths at the iratiative of the Buropean Parliarnent or of the Couneil.
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CHAPTER XIV

AMENDMENTS TO OTHER LEGATL ACTS
Arficle 176
Amendmenis to Regulation (EC) Mo 139472007

Begulation (EC) Mo 139402007 13 arnended as follows:
(1} Lricles 5, 8, 17 and 20 to 23 are deleted,
i in &rticle 330, the fourth subparazraph is replaced bythe following:

If the application does not include the results of the assessment, the &gency shall seek an
opindon on the condorraty of the desvice part with Snnex T to Regulation (B 2017745 of the
Enropean Parliarae nt and of the Couneil* frorn a notified hody identified in conjune ion with
the applicant, unless the Corvittee for Ifedic ingl Products for Human Us advised byits
expe s for rmedical devices decides that irerolverne nt of a notifled bodsy is not required.

* Begulation (ETT) 200177745 of the Enropean Parliarment and of the Council of 5 &pril
2017 o wedical devices, arne nding Divectrve 200183/EC, Regulation (EC)
Mo 17272002 and Fegulation (FC) Ho 12232009 and repealing Couneil Divectives
POEESEEC and S3MAEEC (OTL 117, 5.5.2017, . 1),
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(3 the following Article 7a is inserted:

Arkicle o Adapted frameworks for ATMPs The adapted frameworks established in
gecovdance with Article 26 of frevised Directve 20017858 Clmay apply also for e
purposes of obtaining o centralised markebing authorisahon in arcordance with frevised
Fegulaton 72620040ECT

Article 177
Amendmenis to Regulation (ET) Mo 536/2014

Regulation (E1T) Mo 53652014 15 arne nded as follows:
(1 the following Axticle 5a is inss ried:
‘hrhcle 5a

Errirorenental risk assesstment for irme stizational medicinal produets for horoan use

containing or consisting of geretically modified organisins

1. Where the application according to Srticle 5 of this Regulation concems ¢lindeal
trials with e stigational redicinal products for ooran use containing or consisting
of genetically rmodified orgardsins (GIIDs) within the meardng of frticle 2 of
Dhirective 20017 12EC of the European Parliarae nt and of the Couneil®, the sponsor
shall subrrit an ersironene ntal risk assessrnent (ERLA) in the BT portal (CTIS ).
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2. The EBRA& referred to in paragraph 1 shall be conducted in accordance with the
principles set out in Lnmex IT to Directive 20011 2/EC and the scientific guidelines
developed b the &gencyr in coordination with the corpete nt anthorities of the
L rmber States, established according to Diectrve 200101 57EC for fhas pupose and
the delegated act referred to in paragraph &

3. Laticles 6 fo 11 of Direc tive 200171 8/EC shall not applyto nrestizaionsl medicinal
products for hatean use eontairing or conssting of gene tically rodified organisms.

4. The Comrnittee for Medicinal Products for Human Use (CHWE) s ferred fo in
Article 148 freviged Regulation No (EC) 728°2004 shall assess the EFA referred to
In paragraph 1 i the form of a scientific opindon. The CHWE shall subroit its opinion
to the corpetent authority of the Reporting e rmber State within 45 davys frorm the
validation date referred to in Article 503). Where appropriate, the opirdon shall
imclude risk witigation measures. The sponsor shall provide evidence o the
Beporting WErmber State and the hember States Concermed that the se measure s will
be irnplernentad.

5. The CHIVIP ray recjue st, with justified reasons, wia the EU portal (CTIS) additional
inforreation from the sponsor regarding the assessment referred o in paragraph 1,
which shall be proraded only within the penod referred to in Aréicle & paragraph 5.
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To obtain and review the additional rdorrastion referred to in paragraph &5, the
Lgency rmayextend the perod referred to in paragraph 5 by a maximum of 31 days.
The sponsor shall submit the reguested additinnal information within the period s=t
byrthe Lgency Where the sponsor does not provide additional information within the
period set by the Bgency, the application referred to in paragraph 1 shallbe deerned
to hivee expired in all Ieraber States concermed. The Agercy shall inform the
reporting Mewmber Shate via the CTIS and the Member Shates concemed about the
extengion of the period referved bo in paragraph 5in gecordance with this
paragraph as well ag the period set for the sponsor to subri} the reguested

information.

In case of first-in-class products or when a novel gquestion arises during the

asge sorne it of the subraitted ERA as referred to in paragraph 1, the Agency shall, if
necezsayy, consult with bodies that Meweber State s havee set up in accordance with
Directive 2001718/EC or Divective 20090417EC of the Enropean Parliarent and of
the Couneil**. If a consultation is tecessary, the techrnical dossier addressing in
sufficient detail the inforrnation specified in Arwex 11T o Divectiee 200101E7EC
shold be included to support the ER L where appeopiate.

The Comraission shall be erpowered to adopt 2 delegated act in accordanc e with
Lrticle 29 10 amend the Srnexes to this Fegulation in order to specify the procedure
for the subrnission and the harrnorized assesament of the ERL for irnrestizational
medicinal produets containing or corsisting of GhDs a5 et out in paragraphs 1to 5.

The delegated act referred to in the first subparagraph shall establish that the ERA is an

independent part of the application.
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The delegated act referred to 1n the first subparagraph shall specifi the content of the
EF.A taking into aceount the corenon application forms and Good Practice Docwmerts
for genetically rmodified haraan cells and for aderc-associate d wival wectors that were

published by the Loency.

The delegated act referred to in the first subparagraph shall contain a prosdsion to
update the ERA requirernents for ireve stizational medicinal products contairing or
conssting of GhIDs following seientific developrnents and changes of (Directive
2001118EC)T

* Directrve 200111 2EC of the Entopean Parliament and of the Couneil of 12 Tvlarch
2001 or the deliberate releass into the erpiroreane nt of gere tically modified organiss
and repealing Couneil Divective Q0A20EET - Cornmission Declartion (O L 106,
17.42001, p. 17

i Divectiee 00N A1EC of the Enropean Parliament and of the Couneil of & Ila2009
ot the contained use of geneticall v rmodified micro-organisins (Fecasf) (O L 125,
21.5.2009, p. 75077

(fa)  in ArBele ofl) pointcisreplaced by the following:

o) Compliance with the requirements concerming the manufackeing and import of

imeshgaiona medeanal prodic s and @oaliary medioinal products set owt in Chapter IE

If reguested by an applicant, whether the mvestioational medicingl product can be
mumafachired throwgh decentralise d manufachuning.
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Hhen assessing o reguest o wse decentralised manufackiring, the principles expressed in
paragraph I of Arlicle 260 [of the revised Direclive [ apply nutdatis mudandis. The
Comumission map specify by means of ant implementing ook, the detailed orrangemenss for the
appliicabon of these principles. This implanenting act shall be adgpied in zccordance with the

examinaion procedire referved o in Arficle BO2)"
(2 in &rticle 25013, point {d), is replaced by the following:
Td)  roeamires to protect subjects, third persons and the ervdrornent;;
3 &rticle 26 15 replaced by the following:

hrticle 26
Language requirernents

The language of the application dossier, or parts thereof, shallbe deterruine d by the Wlember

State concerned.
The language for the erpironrental rsk assessnent (ERA) shall pee ferablybe English,

Lleraber States, in applying the fivst subparagraph, shall consider accepting, for the
docarrentation not addressed to the subjeet, a cormenonly understood language in the medical

field.;”
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ey in &rticle 3N, the following subparagraph is inserted after the first subparagraph:

Tr the case of a clindeal trial which itsrolwes the use of 2 medicinal product in the paediatic
popalatior, the firneline referred to in the first subperagraph to subat o the ET database a
surnrnaty of the results of the clindcal frial shall be 6 months ”;

(5 in Article G102, point (a), is replaced by the following:

a) it shall have atite disposal, for reanoafacture or koport, switable and suffieient
prereises, technical equipraent and control facilities complying with the requiremments
setoutin this Regulation and, where appropriate, in case of e stigational e dicinal
products contaiving or consisting of GIIDe, in Divective 2009/41/EC; 7

(i), in Lrticle 66013, point (o), is replaced by the following:

‘o) inforreation to identify the medicina] produet, including, where appropriate, “This
MVIP containg gene tically modified orgavdams;”;

oy in &rticle 76, paragraph (1) is replaced by the following:

‘1. NEmber States shall ensure that systerns for compensation for any darnage suffered
byra subject resulting frorn the participation in a clinical-bialorcauesd-de-thizd
Beiaa-ha-arnareadnni-daina-gaak trial conducted on their territoryare in place
in the forea of insurance, a guarantee, of a sitailar arvangerent that i equivalent as
regards its parpose and which iz appeopriate to the naboe and the extent of the

nsk.’;
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7zl in Arkcl 8] paragraph Iis replaced By the following:

"I The manufeckering and import of mveshigetionel me dicingl products in the Union
shall be subject to the holding of an quthorisekon.

The manufacturing authorisaiion shall not be reguired for decentralised sites carming out
manufachiving or testing skeps, in accordance with Arfele &(1){e) under the responsibiliy
of the gualified person of a central sile referred to in Article aI{2)h).

The holder afthe manufochring authorisafion for o central ke responsible for
decentralised manafachuning of the veshgationel medicinal producits shall ensure that e
aetivifes of the cenbral site and decentralised sites are compliant with the good
mumufachiring prackee for imveskgabonal medicingl products referred bo in Arkele

53{1 ) .lll..l
(7B} in Arkick 8] in paregraph e is added:

"3z, The Comunission shall adopt delegate d acle supplementing this Regulation by
specifiing the parkewlars reguived in an eppleahion for @ manwfacturing
authorizaion for a central fite responsible for decentralise d manufacturing of the
mvesfgabonal medicinal products, in accordance with Arfele 61 and Arkicle §
paragraph I, point (v), as well ag the modalities of the registration process for
these decentralised sites and clarifiing the arrangements of the maufacturing
authorsabon holder for q condral sile as well ag spongors as regards the

re gistrabion and oversight of the decentralised manufocturing sites ')
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{7c) in Arficle 81 paragraph dis replaced By the following:

M Ariele 14201, (2) () (3) ArBcles Idd to 148 Arkele I471) poinks (@) to (0], (D) to
(£ Article 14878 & (11) of fevised Directive 200183/ E Clshall apply mautaks
matandis bo the quthorizaiion referred bo i paragraph 1)

(Y] Lrticle 29 iz replaced by the following:

“Article 29
Exercise of the delegation

1. The power to adopt delegated acts is corderred on the Comenission subject to the
corditions laid down in this Srticle.

2. The power to adopt delegated acts referred to in Srticles 5a, 27, 39, 45, 63015 and 70
shallbe corferred on the Cormdssion for a period of five years from the date
referred to in Srticle 99020 The Cormission shall drawe up a re port in respect of the
delegated ponaers not later than rane rmonths before the end of the fve wear period.
The delegation of powers shall be tacitly extended for periods of an identical
duration, unless the European Parliament or the Conneil opposes such extension not
later than fhree rmonths before the end of each perind.

3. The delegation of power referred o in Arbieles 5a, 27, 39, 45, 6301 ), and 70 mavhe
revoked at anyr tivee barthe European Parliament or by the Couneil. & decision to
tevoke shall pat an end to the delegation of the power specified in that decision. Tt
shall take effect the davy following the pablication of the decision in the Offieial
Jormal of the European Urdon or at a later date specified therein. It shall not affect
the wralidity of ary delegated acts already in force.
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4. Before adopting a delegated act, the Comrnission shall consult experts designated by
each Ileraber State in accordance with the principles laid down in the
Interinstitational Aereerment of 13 Spedl 2016 on Betier Law-Tulaking.

5. Assoonas it adopts a delegated act, the Comudssion shall notity it sinultaneously o
the European Parliarnent and to the Coureil.

B Adelegated act adopted prrsuant to Srtieles 5a, 27, 39, 45 63010, and 70 shall exder
into force onlyif no objection hasbeen expre ssed either by the European Parliament
ot the Conneil within a period of tao rmonths of notification of that act fo the
European Parliarnent and the Couneil or if, before the expiry of that period, the
European Parliaraent and the Couneil have both indorme d the Corardssion that they
will not object. That period shall be exte nded by twro months at the mitiatnee of the
European Parliarnent or the Council.;,’

m &rticle 91 iz replaced by the following:

“&rticle 91
Belation with other Undon legal acts

“This Regulation shall be without prejudice to Couneil Directive 97/ 43/E uratorm?, Couneil
Diirective 96120/ Ewratora®, Direc tove 2004023/EC of the European Parlisrment and of the
Council?, Directive 2002092/EC of the European Parliament and of the Council* and Directive
2010/53/EN of the European Parliament and of the Council®.
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In the context of inspections referred under Lrticles 52(5) of [revised Regulation 72672004
and Article 78 of this Fegulation and the criteria set out in Arnex IIT of [revizsed Fegulation
T2E2004] apply rntatis rantandis.

1 Couneil Divectrie 9143 Eurator of 30 June 1997 on health profection of indraiduals
azainst the dangers of lonizing radiation in relation to medical ex posure, and
repealing Directive 24466 Eratorn (OF L 150, 371997, o 220,

z Council Directve P6529 Earatorn of 13 Iay 1996 laying down basic safetystandards
for the protection of the health of workers and the general pblic against the dangers
arizing from ionizing radiation (OF L 159, 2061994, p. 1)

3 Directive 2004 23EC of the European Parliarae nt and of the Couneil of 31 Iach
2004 on s thng standards of qualityand safetyfor the donation, procwerment, testing,
processing, preservation, storage and distrlution of haran tisse s and cells (07 L
102, 742004, p. 458).

¢ Dhirective 2002M8EC of the European Parliarae nt and of the Couneil of 27 Tannarsy
2003 zething standards of gqualityand satetyfor the collection, testing, processing,
storage and distribution of hurnan blood and blood corapone nts and araending
Directive 2001723EC (OJ L 033, 2.2.2003, p. 30).

i Dhirective 2010053/ED of the European Parliament and of the Couneil of 7 July 2010
ot stahdards of guality and safety of brnan organs intended for travsplantation
(CT L 207, 682010, p. 14)7
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(10 In Awnex ] point B, anew paragraph 82 i added:

"The cover leler shall indicate whether, and if pes why, e decentralized manfackuring
of investigalonal me dicinal prodiects has been proposed By the sponsor. !

Arficle 175
Amendments to Regulation (E1T) 2022/12%F

Begulation (E1T) Mo 20225123 15 arne nded as follows:
l. In &rticle 13, the following paragraph (7) iz added:

7 Where arequest has beer made in accordance with Srhele 18(3) of e gulation (E1T)
20221123 and there is an application for a teraporaty etne rgenc vinarketing
anthorisation for the medicinal produet concerried in accordance with &rticle 30 of
Begulation [Mote 4o OF: Flease fill in with the nuwhber of this Begulation]*, the
procechure nitiated under that Begulation shall presail”

#[OP: Insert the full title of that Begulation and the OT reference, please]’

2. &riicles 33 and 34 are deleted.
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CHAPTER XV

FINAL PROVISIOMNS
Arficle 179
Repeak

L. BEegulations (EC) Mo 14172000, (EC) Mo 7262004 and (EC) Mo 19012006 are repealed.

Beferences o the repealed Regulations shallbe corstroed as references to this Regulation
and shallbe read in accordance with the comelation table in Srmex V.

2. Comruission Impleme nting Regulation (EU) Mo 19872013 is repealed.
Arficle 180
Tramsitional provisions
l. The provizions of Artiele 117T-sfHas-Roaalebon-shall also apply to marke ting

authorizations of medicinal products for hatran use granted in accordanes with Begulation
(ECT Mo 72652004 and in accordanee with Directree 2001583/EC hefore [Mote to the OF:
Flease msert the date = date of entry into application of this Reguolation].

5 Corurnission Ieplementing Fegulation (E1T) Mo 19872013 of 7 Iarch 2013 on the selechon
of a gyrabol for the papose of e nbifsang medicinal produc ts for horean use that are subject
to additional monitoring (O L &5, 832013, p 17).
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2. The procedures concerming the applications for marke ting authorisations for redicinal
products for baraan use that have bee n ssedidededa, b it d -eaoserdassa-srithmfotialomsad
Eomalataamiiom-blari g he fore [Mote to the OF: Please insert the date = date of
entry into application of this Regulation] and that were pending on [FMote to the OF: Please
insert the date = the davhefore the date of application of thiz Regulatior] shall be
corapleted in accordance with Srticle 10 of Begulation (ECY Mo 72672004,

3. Frocedures conece ming imposed post-authorisstion studies that were iratated in accordance
with &rticle 10a of Regulation (EC) Mo 72652004, be fore [Hote to the OF: Please insert the
date = date of entry into application of this Fegulation] and that were pending on [Mote fo
the OF: Please insert the date = the dayhefore the date of application of this Fezulation]
shallbe completed in accordance with Arhcle 20 of this Regualation,

Ja. For medicingl products authorised before [OF: Please insert the date = e day before
the date of application of this Fegulafion and for which the validity expires after that
date, Hre renewal of the marketing authosisation shall follow the procedures referved tp
in Arficle 17

4. By wayof derogation, the periods of regulatory protection referred to in Article 29 shall
not apply to reference medicinal products for which an application for marketing
anthorzation has been submitted before [Maote to the OF: Flease insert the date of
application of this Begulation]. &aticle 14{11) of Regulation (BT o 7262004 shall
cortirme to applyto therm.
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By wap of derogation, the reporting obligations & referved do in Article 57 of [the revised
Direcive 200133 ECT shall not apply with regards to medicinal products auihorised in
gecordance with frevised Regulation 72620046F ] before [OF please ingert the daote =
S8 months after the dale of endering into force of Yhis Regulabon]

Orphian designations granted before [Mote to the OF: Pleass insert the date of application
of this Fegulatior], entered in and not reracved fror the Coronurdby Register of Orphan
Iledicinal Products in aceordance with Srticle 5, paragraphs 2 and 13, respec e Iy, of
Begulation (EC) Ho 14172000 and not granted a marketing authorisation m accordance
with Article 7(3) of Begulation (EC) Mo 1412000 corre sponding to the orphan desizgnation
shallbe considered to corply with this Fegulation and shall be extered in the Begister of
Desizrated Orphian Iedicinal Products.

Orphan designations granted before [Mote to the OF: Please insert the date of application
of this Regulatior] which are either retacved from the Congounity Register of Crphan
Liledicinal Products in accordance with Srticle 50123 of Fegulation (EC) Mo 14172000 or
granted a marketing authorisation in accordance with Article 7(3) of Regulation (EC)

Mo 14152000 shall notbe considered as orphan designations and shall notbe entered in the
Register of Designated Orphan Dledicinal Products.
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The T-year validity of an orphan designation referred to in Arficle 66 of this Begulation for
orphan medicinal products granted before [Mote to the OF: Please insert the date of
application of this Regulation], entered it and not reracved fror the ComrannityRegister
of Orphian Iledicinal Products in accordance with Srticle 5 (2) and (12), respectively, of
Fegulation (EC) Mo 14172000 and not granted a raarketing anthorsation in accordance
with those Article 7(3) of Reglation (EC) Mo 14152000 corresponding to the orphan
designation shall begin to ran from [Mote to the OF: Please insert the date of application of
thiz Regulation].

7a. By way of derogation, the periods of marlet excclusiily referved to in Article 71(2) shall
notapply for orphan medicinal products for whick an application for marleing
quthorisahion has been submitted before [Noke to the OF: Pleage insert the date of
application of this Fegulation] Those orphan medicinagl products shall benefit from the
perod referred toin Arfiele 8(1) of He gulation (EC) Np 1412000 This derogation shall
only cppl to the niial marketing authorisation.
However, anp other application for an orphan wme dicinal product conbaining the same
aelve substance submitled before [Node to the OF: Flease insert the date of eppleation
af this Fe gulation | shall be subject to the provisions of this Regulation with regard bo
the market exclusivily periods in particular Arficles 71(3) and 72

2
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9. When a paediatric irvestigation plan, a walver or a deferral has been granted in accordance
with Fegulation (EC) Mo 190172006 before [Mote to the OF: Flease insert the date of
application of this Regulatiox], it shallbe considered to coraply with this Begulation.

The procedures concerming the application for a paediatrie restigation plan, & warerora
deferral mbrnitted before [date of entryinto application], shallbe comgleted i ancordance
with Fegulation (EC) Ho 190152006,

1. Fegulations (ECY Mo 2141096, (EC) Mo 204502003, (EC) Ho 3072006 and (EC)
Mo @5252007 shall rernain in force and continue to apply unless and unfil repealed.

11. Fegulation (EC) Ho 123472002 shall contivme to applyunless and urt] repesled as regards
medicinal products for hurean use that are covered by Begulation (EC) Ho 72652004 and
Diirective 2001/83/EC and that are not excluded fror the scope of Begulation (EC)

Mo 12342008 pursuant to Article 23b, parsgraphs 4 and 5 of Directive 2001/83/EC,

12. Comruission Regulation (EC) Mo 247/2000% shall continue to applyunless and until
tepealed as regards orphan medicimal products that ave cove red by thiz Begulation.

3 Comrnission Regulation (EC) Mo 24772000 of 27 Lpeil 2000 laying dowrn the provisions for
iraplementation of the criteria for desiznation of a medicinal produet as an orphar medic inal
product and defivitions of the concepts "sirdlar redicinal product’ and 'clivdcal superiortst
(T L 103, 2842000, p. 3).
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13. B way of derogation fror Lrticle [Charation of application of Chapter IIT] wouchers
gratifed until [Mote to OF: insert the date of 15 years after the date of entry into force of
this Regulation] or until the date when the Corenizsion has sranted a fotal of 38 Sronchers
in accordance with Chapter II1, whichesrer date 15 the eatliest, shall continue to be salid
according to the conditions =t out in Chapter IT1

14 Markeling authorisaiong of human medicing products authorised in accordance with
Article a(1) of Direchive 2001785/ C shall be deemed to Rave been issuedin accordanee
with Arkicle 5(1) frevised Direcve 200185 E CJ irrespective of whe ther ¥hose products
are covered by Annex T io [Revised Fe gulation (EC) No 7252004,

Arvticle 1581
Entry into force

Thiz Regulation shall enter into foree on the twentieth day following that of its puoblication in the
Cificial Jornal of the Evropean Urdon.

It shall applyitomm [Mote to the OF: Please insert the date of 1e2 monthes after its entryinto force.
The date should be identical to the date for the application of the Directive] .

Howrenver, Article &7 shall applyfrom [Mote to the OF: Please insert the date of 3=messd months
after the date of adepbonisrdrizdo-forendapplicatiorapplic abon of this Regulation].
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Articles 400 43q, Arficles 1130 1135, Article I13q, Arkicles 127t 134 and Arfcles 141 and
154(5), shall apply from ils entry indo force and Articles 11640 120 shall apply from [Note o the
OF: Please insert the dale of amonths after the date of enbry into force of this Regulation ]

This Regulation shall be binding in its e rtivetsy and dizvectly applicable in the Iember States in
accordance with the Treaties.

Dorne at Brissels,
For the European Parliament For the Couneil
The President The President
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ANNEX T

MEDICIMNAL PRODUCTS TO BE AUTHORISED BY THE UNION

L. Lledicinal products developed by means of one of the following bistechnological

processes:
- recormbinant rucleic acid technology,

- controlled expression of genes coding for biologically actmee profeins in prokaryol:s
and eukaryotes inclnding transformed matirnalian cells.

2. & braniced the rapry e dicinal products as defined in Arhcle 2 of Begulation (EC)
o 13242007,
3. Iledicinal products for boaroan use contairing e mew aciore substance which on se-Rdasy

0 date of applicakon of this Regulation Jwas not aunthorised in the Undon, excloding
allerzen medicinel products or herbal redicinal products—whisk-shel-r-arraasesed-be

3a. Medicinal producks for luman use containing @ new active subslance, which on 20 Moy
2004 was not authorised in the Union and which is not covered By point 3, for which the
therapeutic indication s the reatment of any of e following dise ages:

geguired imwmune deficiency androme,

- CaRCer,
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- newrodege ne rakwve disorder,
- diabetes,

- quto-immune dizeases and otier bnmune dysfunchons,

- viral dise ases
4 Iledicinal products that are designated as orphan redicinal peoducts pursuant 4o this
Begulation.
5 Iledicinal products authorized in accordance with a paediatric use marke ting aunthorisation.
f. Priority antiraicrobials as referred to in Article 40.
G306,26 380
LHNEX T LIFE.5 LIMITE EN
7424/26 ADD 2 390

LIFE.5

EN



(1)

()

(3

()

(5]

ANNMNEX IT

LIST OF THE OBLIGATIONS REFERRED TOIN ARTICLE 172

the obligation to subrit cormplete and aceurate partionlars and docuraentation in an
application for marke ting aunthorisation subrdtted to the Lgency or in response to
obligations laid down in this Regulation to the extent that the failure to coraplyrwith the
obligation cotcerns a waterial paricular,

the obligation to comply with conditions or restrictions included in the marketing
authorization and coneetnirg the supplyor wse of the medicinal peoduct for harman ase, as
referred to in Article 12 (4, point (o) and v Arficle 13017 fourth sub paragraphy

the cbligation to corply with conditions or restrictions included in the marketing
authorization with re gard to the safe and effectnee use of the rmedicinal product for harran
nse as referred to in Article 12(4), points (b, (d), (&), (f) and (g} and in Article 13(1};

the cbligation to introduce any nece ssaryvatiation to the terms of the marketing
authorization to take account of technical and scientific progress and enable the redicinal
products for haraan use to be marnfactured and checked by means of gernerally accepted
scientific methods, as peovdded for in Article 45(1);

the obligation to supply any vew information which may entail awariation to the terws of
the marketing authorsatior, to notifyany prohdoition or restiction iraposed by the
corapetent authorities of ary coantry in which the wedicinal produet for lorman use iz
matketed, or to supply any indormation that may influence the evaluation of the nsks and
benefits of the product, as prosdided for in Article 4502,
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(6

the cbligation to keep product inforration up to date with cwrrent scientific knowledge,
including the conclusions of the assessrent and recoren endations made public on the
Europear medicines web-portal, as provide d for in Sorticle 45037

e the obligation to provade, at the request of the Agency, any data demonstrating that the
bernefit-risk balanes rermains fourable, as provided for in Saticle 4504,

ey the ohligation to place the redicinal product for kurnan uee on the market in accordance
with the content of the swrrnary of product characte ristics and the ladhelling and package
leaflet as cortained in the rarketing anthorisation,

)] the obligation to coraply with the conditions referred to in Article 1210 and faficle 19,

(107 the obligation to notify the Sgencyof the dates of actual marketing and of the date when
the rnedicinal product for hatean use ceasss to be on the market, and to proside o the
dgencydata relating to the wolurme of sales and the wolurne of prescriptions of the
tnedicinal product for haraan use, as provided in Brticle TE(4);

(113 the obligation to operate a corgee henstre pharrnacovigilance syt for the fulfilrent of
phanmacovigilance tasks, including the operation of a quality syetery, mainterance ofa
phanmacovigilance systern master file and performance of regular audits, in accordance
with Article 99 in conjunction with Srticle 99 of [revised Dire ctive 200102 30EC];

(127 the obligation to subrndt, at the request of the Bgency, a copyrof the pharraac ovigilance
systern rnaster file, as peondded for in Avticle 45(4);

(137 the obligation to operate a sk maragerne nt systern as provided for in Srficle 22 and
Lrficle 9902 in conqunction with Aricle 29(4) of [revised Directive 2001E3EC];
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(1)

the ohligation to record and report suspected adverse reactions for medicinal products for
hornan use, in accordance with Article 106 (1) v conjunction with Article 105 of [revised
Drire ctivee 2001E3EC];

1157 the obligation to subrit periodic safety update reports, in aceordance with fxticle 1062
in corgune tor with of [revised Divective 2001/83/EC],

(16} the obligation to conduct post-matketing studies, including post-authorisation safe ty
studiesand, post-anthorisation efficacy shedies and post-authorisalion environmental risk
arsesmnent studies, and to subrnit the rn for review, as provided for in Artiele 20;

(17 the obligation to ensure that public announcetaents relating to infornation on
phanmacovigilance concetns are presented objectively and are not wisleading and to notify
thern to the Lgency, as provided for in Lrticles 104 of [revised Dive ctive 20010E37EC],

(18} the obligation to coraply with the time lixnits for irdtiating or corpleting measures
specified in the Agency's decision on deferral following the initial marketing authorisation
of the medicinal product for harman e concermed and 1n aceordarce with the defiv free
opirnion referred to in Article 21(2);

(1% the obligation to subtnit o the Ageneyan updated version of the paediatric e stization
plan in accordance with the agreed titning as provided for in Article 74020 and Brticle
A3,

(207 the obligation to place the medicinal product for haman use on the market withan beo wars
of the date on which the paediatrie indication is authorised, as provided for in faticle 59 of
[revised Directrve 2001EZEC];
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(21}

the ohligation to notifi the Agzencywthe intention to discontirme the placing on the market
of the product no less than ssel 2 months before the discontinnation as provided for in
Lrticle 60 of [revised Dire ctive 2001/830EC],

(2 the obligation to transter the marketing authorsation or to allow a fard partyto use
docwrnentation contained in the file of the medicinal product, as prosaded for in Arlicle 60
of [revised Directrve 2001/23/EC];

(237 the obligation to notifiy the Lgencyof the intention to diseontinue the conduct of an agreed
paediatrie investigation plan and provide the reasoms for such discontinuation no less than
six months before the discontinmation as provided in Article 5%,

124y the obligation to subrnit peediatic studies to the Azencyror fo the Mlernber States,
including the oblization to enter inforrmation on third conntryelindcal tials into the
Europear database, as provided for in LeddelesldArfic o 04

(237 the obligation to subrit to the Lgencya paediatic vestization plan witha request for
agreerrent or an application for a waiver frorn 1t, %
harnan-phasrasco-kinedebefore the iniiation of safely and efficacy clinic el studies in
eabalien, except in duly justified cases, as provided for in Article TE(1 )

2a the obligations in accordance with Aicle 114 paragraph I, points (@), (), (&) and (&),
Article 117 Article 119, Arficle 125, Article 128, Arficle 133

(238)  the obligations to report on financial support and research and development cosks az laid
down i Arkele 57 of [revised Directve 200183 EC]
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ANNEX IT1

BRRO-CEDHR AN C R TR R TGO RN - TINSPE C'TT OM SRR DO BT .

ACERIEA TN THE INTEREST (A THE TTATCN
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Aninspechion iz in e interest of the Uniok when there is a need to engure fasler or condinuous

Recess o medicines for patients and when e napechon is justified based on at least one of the
Ffollowing grounds:

(@) toprevent mikgak or address shortages of medicinal products, or heir aotive substances

oF oker supply issues, of

(h)  toprevent mikzak or addyess q possible reatto public health, o peblic Realth emergency

or @ major event which reguires immediale achon, or
f:) o address a suspicion of non-compliance of the manufeckiring site, or

(i) o enable Bie process of grankeg the marleting qulfiorisaion for centrally authonised
productsimergency wse quthorisahon and for Yhely achve substance masker files,
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ANNEX IV
AVATLABILITY

Part I

Information to be peovided in case of a suspension or cessation of markefing of a medicinal peoduct
ot withdrawal of the marketing anthorisation of a medicinal peoduct

For the parpose of the notification in accordance with &rticle 116010, points (a), () and (e, the
rnarke ing anthorisation holder shall notify the following mirdrnum set of information:

(1 FProduct details:

(a)
(b)
(c)
(d)
(&)
(f)
()

Product narne;

L tre substancels) and active substance suppliens);
Finished product manufacturer,

dmatordcal Therapeutic Chernical (AT code ;
Therapentic indicatinngs);

Pharnacentical form,

Strengthis);
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()

(h)
(1)
gl

(k)

(1

Boutels) of adiministration;

&ffected pack sizels);

Slternative, pharrnacentical forwy, strength, ronte of adrirdstration or pack size, not

affec ted by the suspension, cessation or withdraweal,

Details of anthorisation: procedure fype (tational (including Ilember Statels)
rvobvedyf centralised marketing authorisation) and ssdesmesnarioing
authorisation number

LErmber States in wlhich the product iz placed on the market.

Dietails of action (suspension, cessation or withdraweal):

(a)
(bl
(el

(d)

(&)

Cate gory of action (suspe neior, cessation or withdrawal),
Lvailable stock np to start date of action,
Start date of action, per Ivataber State;

Beason for action and inforrmation on altermative me dicinal produc tz), where

televant;

hnpaeted EJF EE& contres,
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ify  Reference to pending regulatory actior, Fapid Slert (cualitvf safety) or Cality
Defect Report related to the action, if relevant;

() Other corapetent authorities notfied,

(hy  Lnyactons cormpleted or planmed based on a request of the competent authoritie s of
the Wleraber State coneerned.

(3 Contact details
fa) DNhrketing authorisation holder natne and address;
(b} Mame and contact details of person notifang.
Part II
Risk assessment of rnpact of suspension, cessation or withdrawal

For the parpose of the request made bythe competert authority concemed in accordance with
Lurtiele 112(2), the raarhketing anthorisation holder shall notifty at least the following infornation:

(1) Bigk assessrent of mpact of suspension, cessation or withdrawal, including:;
fa)  Potential alterrative medicinal products,
by Estimated market shave per Merber State in previous 12 months,
() Chanbities deltvered per ronth per Wernber State in previous 12 rmonths;

(d)  Mhrufsetonng capacity globally per mannfacturing site;
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(e)  Forecast of supply per month and per Iermber State until suspe nsion, cessation or
withdrawal ocours;

(fy  Porecastof dernand per rmonth and per Ierchber State in next & months;

fg)  Dopacton the supply of ofher medicinal products from the same marketing
anthorization holder;

(k) Potential irpact on the conswraption of or dernand for other rmedicinal products.

2 Ly risk-itigating measures taken by the marke ting authorisation holder to addrvese fhe
shortage.

Part 11

Inforraation to be provided in case of a ternporary disnption of supply Se-sesdbesgpedondiol-cs
actusl ehortama

For the parpose of the notification in accordance with &rticle 116010, point (d) the marketing
anthorisation holder shall notifyrthe following information:

(13 Product details
(a)l Product narne;
b1 Actie substance(s) and active substance marnfachne ws);

i) Firdshed product mavfactorer,
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(d)
(e)
(f)
()
(k)
(i)
()

(k)

4y

Therapentic indication(s),
&TC code,
Pharmacentical form,
Strengthis);

Route(s) of administration;

Lffected pack size,

Llternatove, pharmaceutical form, strength, route of adrirdstration or pack size, not

affected by the supply disnphion,

Details of anthorsation: procedure fype (tational (including Mlerber State(s)
rweokve ) centralised rarketing anthorization) and sefssrssnerboebing
authorization number,

LErober States in which the product is placed on the market.

2y Dietails of supply disniption

(a)
(k)

()

Shortage statns (actual, expected or potential),
Lorailable stock per month

Expected start date of shortagze by Ik raber State;
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(d)  Expected end date of shortage by Ilernber State;
(e)  Reason for shovtazes providing informmabion on:
(3} Marufactunng e eleding, butnot Bmited b
- Dravailalliy of achive pharmeceudioal ingredient
- Eravailailiy of excipients
- Unavailabiliy of other raw makerials
- Teques with the equipment,
- Delap in e release of the finished prodact,
- GhiP non—complianee,
- Menufackering ste bransfer
- Capaeifies issues
- Chher manufachuring ssues
() Chealidy issues;

() Diskribubonissues, mcluding but not Brited to.

- Export regtricionssbans
- Importinport de lays
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- Transportissues
- GOFP non-complianee
- Chher distribution issues
(a)  Iexpected increase in demand, including but not Gmited to:

- Changes in prescribing behaviouy

Drnavailabiliy from other MAHz
- Chher issues velated bo increased demand
i) Congmercial reasons; cluding bul not limited to!
- Change of the MAH Business strategy
- Insolency proceedings of the manufachrer or MAH
- Chher commereial reasons

fva)  Regulatory issues; including but not Bmited do: Pending variakon to the
terms of the marketing auithorisaion Other regulatory issues

fit) any ofher reasons.

ifi  Dhopacted EOF EEA countries and where available other inpacted countries;
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i(z)  Reference to pending regulatory actior, Fapid Slert (cualitvf safety) or Chality
Defect Report related to the action, if relevant;

(b Other corapetent authorities notfied,

1) Lnyactons cormpleted or planmed based on a reque st of cormpetent anthorties of
IvErober State concerned.

(3 Contact details
fa) DNhrketing authorisation holder natne and address;
(b} Mame and contact details of person notifang.
Part IV
The Shortage IWhtization Flan

For the parpose of the request made bythe competert authority concemed in accordance with
Lurtiele 112(2), the raarhketing anthorisation holder shall notifty at least the following infornation:

l. Shortage mitigation plan, detailing the risk assessrent of rnpact of shortage, including,
where available:

fa)  Potenfial alternative medicinal products;
(b} Estimated raarket shave by Wemmber State in previons 12 ronths,

fe)  Chanftities delivered per month per Merrber State, in previous 12 months,
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() Mhrufsctonng capacity globally per mannfacturing site;
(e} Porecast of supply per ronth and per Ierober State for the daration of the shortage,

(fy  Porecastof dernand per rmonth and per Ilernber State for the duration of the
shortage;

() Iapectorn the supply of other medicinal products from the sams macketing
authorization holder;

(k) Potential irmpact on the conswaption of or dernand for other rmedicinal peoducts;

(1) Lnyrisk-raitigating meamves taken or planned byrthe marketing authorzation holder
to addre sz the shortage.

Part V

The shortage presention plan

The Shortage Preseention Plan referred to i Srhicle 117 shall contain the following mirdromrn st of
information:

(1 FProduct details:
ta)l Product name;
(b1 Active substance(s) and active substance marnfachre ms);

() Firdshed product manafactorer,
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(d)
(e)
(f)
()
(k)
(i)
()

(k)

LT code;

Therapentic indication(s),
Pharmacentical form,
Strengthis);

Route(s) of administration;
Pack size(s);

Details of anthorisation: procedure fype (mational (incloding Wleraber State(s)
rweokve ) centralised rarketing anthorization) and sefeesnesnarboting
authorisation number

LErber States in wlhich the product iz placed on the market.

2y Shortage preve nhon measares and supplyc bain risk assessment:

(a)

Patient impact of potential supply disruptions comside ing the rapewdic indication
ard alte mmative marketed medicinal products and estimeted market share by

Mlemmber Shatesin the previous 12 months,
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(b} Supply chain sy

sk nesessmwent, to nolude:

3 Suppl chainmap, ncliding the List of maufackiring sites, their location
and share of produckon voliumes per manufachiring sbe ot Yhe differend
sheps of marwfackering process with parficalor allenfon to supply chain
vilnerabilities and dependencies;

(@) Arecord of root causes of resolved shortages and mitigalon measuwres taken

For those shorbages;

iha) Final risk classific afon (fow, medinm, kel covering both supply chain
vulnerabiliyy and prblic heallh snpact with separate risk clawification if

RE CESSaN!.
w2z Shortage management reasres, to include:

i) a risk control strateg win place, to include inforrnation on strategies to mininise
risks of shortages and how thess arve irgple rmented,

{iNb) aprocess for the detection and notification of supply disnoptions ard
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3 2h) Process for check of effectireness, review and update of the shortage prevention plan.
i2e) methodology for establishing the deveand forecast;
(3 Contact details

ray Ivbrketing authorisation holder narne and address;

by Marne and detaile of contact person.
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