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This working document has been prepared to show the changes in Regulation (EU) 536/2014
on clinical trials on medicinal products for human use (‘CTR’) as proposed in the
Commission proposal COM(2025)1022 final of 16 December 2025. This document has no
legal effect.

This working document is based on the consolidated text of the CTR of 10 January 2025.
Deletions are shown in strikethrough; replacements and additions are shown in bold and
underlined.
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Annex I
Part 1

A. INTRODUCTION AND GENERAL PRINCIPLES

The sponsor shall, where appropriate, refer to any previous applications. If

these applications have been submitted by another sponsor, the written
agreement from that sponsor shall be submitted.

Where a clinical trial has more than one sponsor., detailed information of the

responsibilities of each of the sponsors shall be submitted in the application
dossier.

The application shall be sisned by the sponsor or a representative of the

sponsor. This signature confirms that the sponsor is satisfied that:

(a) the information provided is complete:

(b) the attached documents contain an accurate account of the information
available;

(c) _the clinical trial is to be conducted in accordancu,wich the protocol; and

(d) _the clinical trial is to be conducted in accerdanse with this Regulation.

The application dossier for an application linited to Part I of the assessment

report referred to in Article 11 shall be limiw:d to sections B to J and Q of this
Annex.

(deleted)

B. CGVERLETTER

The cover letter shall spsuify the EU trial number _and the universal trial

number _and shall draw aften‘ion to any features which are particular to the
clinical trial.

However, in_thewcaver letter it is not necessary to reproduce information

already contain.d 1i: the EU application form, with the following exceptions:

(a)__specific fe: .tures of the clinical trial population, such as subjects not able
to giveinformed consent, minors and pregnant or breastfeeding women;

(b) wheher the clinical trial involves the first administration of a new active
substance to humans;

(¢) whether scientific advice relating to the clinical trial or the
investigational medicinal product has been given by the Agency, a
Member State or a third country:

(d) _whether the clinical trial is part or is intended to be part of a Paediatric
Investigation Plan (PIP) as referred to in Title II, Chapter 3, of
Regulation (EC) No 1901/2006 (if the Agency has already issued a
decision on the PIP, the cover letter contains the link to the decision of
the Agency on its website);

(e) whether investigational medicinal products or auxiliary medicinal
products are a narcotic, psychotropic or radiopharmaceutical;

(f) whether the investigational medicinal products consist of or contain a
oenetically-modified organism or organisms:

(fbis) whether the investigational medicinal products consist or contain
genetically-modified organism(s) and, where applicable, whether they
fall within one or more of the categories listed in Article 4a(1), points (a)
to (d), of Regulation(EC) No 1394/2007;




(g¢) whether the sponsor has obtained an orphan designation for the
investigational medicinal product for an orphan condition;

(h) a comprehensive list, including the regulatory status, of all
investigational medicinal products and a list of all auxiliary medicinal

products; and

(i) _ a list of medical devices which are to be investigated in the clinical trial
but which are not part of the investigational medicinal product or
products, together with a statement as to whether the medical devices
are CE-marked for the intended use.

The cover letter shall indicate where the information listed in paragraph 7 is

contained in the application dossier.

The cover letter shall indicate if the clinical trial is considered by the sponsor

10.

to be a minimal or low-intervention clinical trial and shall contain a detailed
justification thereof.

11.

The cover letter shall indicate if the methodology of the'clinical trial requires
that groups of subjects rather than individual subjee's ate allocated to receive
different investigational medicinal products in{a" ciinical trial, and as a
consequence whether informed consent will be Gutained by simplified means.

The cover letter shall indicate the location ‘n vhe application dossier of the

12.

information necessary for assessing whether an adverse reaction is a
suspected unexpected serious advers’ reaction, that is the reference safety
information.

In the case of a resubmission, the cover letter shall specify the EU trial

12a.

number for the previous cliniva’ trial application, highlicht the changes as
compared to the previors ‘submission and, if applicable, specify how any
unresolved issues in tha<fiyatss)ibmission have been addressed.

-

The cover letter shailinclude a summary of the activities that are planned to

13.

conduct outside tu i Gitional trial sites, enabled by digital technologies, remote
procedures, anaalternative delivery models in clinical trials.

&. EU APPLICATION FORM

The £Y appiication form duly completed.

14.

D. PROTOCOL

The protocol shall describe the objective, design, methodology, statistical

15.

considerations, purpose and organisation of the clinical trial.

The protocol shall be identified by:

16.

(a) the title of the clinical trial;
(b) the EU trial number;

(c) the sponsor's protocol code number specific for all versions of it (if

relevant);

(d) the date and number of the version, to be updated when it is amended;

(e) a short title or name assigned to the protocol: and

(f) the name and address of the sponsor, as well as the name and function of
the representative or representatives of the sponsor authorised to sign
the protocol or any substantial modification to the protocol.

The protocol shall, when possible, be written in an easily accessible and

searchable format, rather than scanned images.




17.

The protocol shall at least include:

(a)

a statement that the clinical trial is to be conducted in compliance with

(b)

the protocol, with this Regulation and with the principles of good clinical
practice;
a comprehensive list of all investigational medicinal products and of all

(©)

auxiliary medicinal products;

a summary of findings from non-clinical studies that potentially have

(d)

clinical significance and from other clinical trials that are relevant to the
clinical trial;

a summary of the known and potential risks and benefits including an

(e)

evaluation of the anticipated benefits and risks to allow assessment in
accordance with Article 6; for subjects in a clinical trial in an emergency
situation, the scientific grounds for expecting that the participation of
the subjects has the potential to produce a direct clinically relevant
benefit shall be documented;

where patients were involved in the design oiwthe clinical trial, a

(4]

description of their involvement:

a description of, and justification for, th< dusage, the dosage regime, the

(2)

route and mode of administration,.and the treatment period for all
investigational medicinal products &nd puxiliary medicinal products;

a_statement of whether the investigational medicinal products and

(h)

auxiliary medicinal prodncts uscd in the clinical trial are authorised; if
authorised, whether thev are to be used in the clinical trial in accordance
with the terms of their marketing authorisations, and, if not authorised,
a justification for th¢ use of non-authorised auxiliary medicinal products
in _the clinical trizky

a_description oi tie groups and subgroups of the subjects participating

(i)

in_the clinica =¢rial, including, where relevant, groups of subjects with
specific_nveds, for example. age, gender, participation of healthy
voluatiers subjects with rare and ultra rare diseases:

reiere.ces to literature and data that are relevant to the clinical trial,

()]

anu that provide background for the clinical trial;

a discussion of the relevance of the clinical trial in order to allow

(k)

assessment in accordance with Article 6;

a description of the type of clinical trial to be conducted and a discussion

()]

of the trial design (including a schematic diagram of trial design,
procedures and stages, if relevant);

a specification of the primary end-points and the secondary endpoints, if

(m)

any, to be measured during the clinical trial;

a description of the measures taken to minimise bias, including, if

(n)

applicable, randomisation and blinding:

a description of the expected duration of subject participation and a

(0)

description of the sequence and duration of all clinical trial periods,
including follow-up, if relevant:

a clear and unambiguous definition of the end of the clinical trial in

question and, if it is not the date of the last visit of the last subject, a
specification of the estimated end date and a justification thereof’




1

a description of the criteria for discontinuing parts of the clinical trial or

Q

the entire clinical trial;

arrangements for the maintenance of clinical trial treatment

(r)

randomisation codes and procedures for breaking codes, if relevant;

a description of procedures for the identification of data to be recorded

(s)

directly on the Case Report Forms considered as source data;

a description of the arrangements to comply with the applicable rules

(3]

for the collection, storage and future use of biological samples from
clinical trial subjects, where applicable, unless contained in a separate
document;

a description of the arrangements for tracing, storing., destroying and

(w)

returning the investigational medicinal product and unauthorised
auxiliary medicinal product in accordance with Article 51;

a_description of the statistical methods to be employed, including, if

)

relevant:

— timing of any planned interim analysis 2nd, the number of subjects
planned to be enrolled:

reasons for choice of sample size:

calculations of the power of the cliricaitrial and clinical relevance;

the level of significance to be use\';

criteria for the terminatizivoithe clinical trial;

procedures for accounting fir missing, unused, and spurious data and
for reporting axy deviation from the original statistical plan; and

the selection of suviects 10 be included in the analyses;

a_description/ oi, tize subject inclusion and exclusion criteria, including

(w)

criteria for v iurdrawing individual subjects from treatment or from the
clinical fmial:

acdescripiion of procedures relating to the withdrawal of subjects from

x)

treatment or from the clinical trial including procedures for the
colicction of data regarding withdrawn subjects, procedures for
replacement of subjects and the follow-up of subjects that have
withdrawn from treatment or from the clinical trial;

a justification for including subjects who are incapable of giving

W)

informed consent or other special populations, such as minors:

a justification for the gender and age allocation of subjects and, if a

(z)

specific gender or age group is excluded from or underrepresented in
the clinical trials, an explanation of the reasons and justification for
these exclusion criteria;

a detailed description of the recruitment and informed consent

(aa)

procedure, especially when subjects are incapable of giving informed
consent;

a description of the treatments, including medicinal products, which are

(ab)

permitted or not permitted. before or during the clinical trial;

a description of the accountability procedures for the supply and

administration of medicinal products to subjects including the
maintenance of blinding, if applicable;




(ac)

a description of procedures for monitoring subject compliance, if

(ad)

applicable;
a description of arrangements for monitoring the conduct of the clinical

(ae)

trial;

a description of the arrangements for taking care of the subjects after

(af)

their participation in the clinical trial has ended, where such additional
care is necessary because of the subjects' participation in the clinical
trial and where it differs from that normally expected for the medical
condition in question;

a specification of the efficacy and safety parameters as well as the

(ag)

methods and timing for assessing, recording, and analysing these
parameters;

a description of ethical considerations relating to the clinical trial if

(ah)

those have not been described elsewhere:

(ai)

a_statement from the sponsor (either in the prowcol or in a separate
document) confirming that the investigators and iustitutions involved in
the clinical trial are to permit clinical trial- related monitoring, audits
and regulatory inspections, including presicivz’of direct access to source
data and documents;

a description of the publication policy;

(aj)

duly substantiated reasons for ‘he_submission of the summary of the

(ak)

results of the clinical trials af er ya0ore than one year;

a description of the arrangen ents to comply with the applicable rules on

(al)

the protection of personal data; in particular organisational and
technical arrangem:nts that will be implemented to avoid unauthorised
access, disclosur?, disseinination, alteration or loss of information and

personal data provessed;
a_descripco.,_of measures that will be implemented to ensure

(am)

confideniaiity of records and personal data of subjects:

a‘description _of measures that will be implemented in _case of data

(an)

sacurity breach in order to mitigate the possible adverse effects.

justification of allowing for a direct delivery to subject of an

(ao)

investigational medicinal products:

a detailed description of the management of investigational or auxiliary

(ap)

medicinal products delivered directly to the subject (‘direct delivery to
subject’) shall be provided, including aspects of privacy protection and
confidentiality. Information shall be included on ensuring that the
product reaches the intended recipient (e.g., the participant or their
designee) and on maintaining the integrity and quality of the medicinal
product (e.g., blinding, storage) throughout the supply chain

a justification for inclusion of subjects that can only provide an

(aq)

informed consent through electronic means shall be provided.

if the sponsor used an Al tool, a clear explanation of the specific purpose

of the use of that tool and a description of the processes in which it is
used. If an Al tool is certified according to Regulation (EU) 2024/1689
laying down harmonised rules on artificial intelligence, the sponsor shall
provide the information contained in the certificate.




18.

If a clinical trial is conducted with an active substance available in the Union

19.

under different trade names in a number of authorised medicinal products,
the protocol may define the treatment in terms of the active substance or
Anatomical Therapeutic Chemical (ATC) code (Ievel 3-5) only and not specify
the trade name of each product.

With regard to the notification of adverse events, the protocol shall identify

20.

the categories of:

(a) adverse events or laboratory anomalies that are critical to safety
evaluations and must be reported by the investicator to the sponsor, and

(b) serious adverse events which do not require immediate reporting by the
investigator to the sponsor.

The protocol shall describe the procedures for:

21.

(a) eliciting and recording adverse events by the investigator. and the
reporting of relevant adverse events by the investigator to the sponsor;

(b) reporting by the investigator to the sponsor eiitiicse serious adverse
events which have been identified in the nratocol as not requiring
immediate reporting;

(¢) reporting of suspected unexpected scrious” adverse reactions by the
sponsor to the Eudravigilance database;and

(d) _follow-up of subjects after adverse ‘reactions including the type and
duration of follow-up.

In case the sponsor interds to Submit a single safety report on all

22.

investigational medicinal products used in the clinical trial in accordance with
Article 43(2), the protocolsall indicate the reasons thereof.

Issues regarding labeinng~ard the unblinding of investigational medicinal

23.

products shall be addressed in the protocol, where necessary.

The protocol siaa! ve accompanied by the Charter of the Data Safety

24.

Monitoring Commnittee, if applicable.

The prétacal siiall be accompanied by a synopsis of the protocol.

25.

E. INVESTIGATOR'S BROCHURE (IB)

An IB, which has been prepared in accordance with the state of scientific

26.

knowledge and international guidance, shall be submitted.

The purpose of the IB is to provide the investigators and others involved in

27.

the clinical trial with information to facilitate their understanding of the
rationale for, and their compliance with, key features of the protocol, such as
the dose, dose frequency/interval, methods of administration, and safety
monitoring procedures.

The information in the IB shall be presented in a concise, simple, objective,

balanced and non-promotional form that enables a clinician or investigator to
understand it and make an unbiased risk-benefit assessment of the
appropriateness of the proposed clinical trial. It shall be prepared from all
available information and evidence that

supports the rationale for the proposed clinical trial and the safe use of the
investigational medicinal product in the clinical trial and be presented in the
form of summaries.




28.

If the investigational medicinal product is authorised, and is used in

29.

accordance with the terms of the marketing authorisation, the approved
summary of product characteristics (SmPC) shall be the IB. If the conditions
of use in the clinical trial differ from those authorised, the SmPC shall be
supplemented with a summary of relevant non-clinical and clinical data that
support the use of the investigational medicinal product in the clinical trial.
Where the investigational medicinal product is identified in the protocol only
by its active substance, the sponsor shall select one SmPC as equivalent to the
IB for all medicinal products that contain that active substance and are used
at any clinical trial site.

For a multinational clinical trial where the medicinal product to be used in

30.

each Member State concerned is authorised at national level, and the SmPC
varies among Member States concerned, the sponsor shall choose one SmPC
for the whole clinical trial. This SmPC shall be the one best suited to ensure
patient safety.

If the IB is not an SmPC, it shall contain a clearly idetifiable section called

F.

the ‘Reference Safety Information’ (RSI). In accordance with paragraphs 10
and 11 of Annex III, the RSI shall contain preduct information on the
investigational medicinal product and on _how O /letermine what adverse
reactions are to be considered as expecte¢”odverse reactions, and on_the

frequency and nature of those adverse reactions.

DOCUMENTATION RELATINGANCOMPLIANCE WITH GOOD

MANUFACTURING PRACTICE (GMP) EGR THL INVESTIGATIONAL MEDICINAL

31.

PRODUCT

As regards documentatiorhrelating to GMP _compliance, the following shall

32.

apply.
No _documentation reeds to be submitted where the investigational medicinal

33

product is authoriced and is not modified, whether or not it is manufactured
in the Union.

. If the investizat onal medicinal product is not authorised, and does not have a

34.

marketing, \authorisation from a third country that is party to the
Internattonal Conference on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH), and is not
manufactured in the Union, the following documentation shall be submitted:

(a) a copy of the authorisation referred to in Article 61: and

(b) _certification by the qualified person in the Union that the manufacturing
complies with GMP at least equivalent to the GMP in the Union, unless
there are specific arrangements provided for in mutual recognition
agreements between the Union and third countries.

In all other cases., a copy of the authorisation referred to in Article 61 shall be

3s.

submitted.

For processes related to investigational medicinal products set out in Article

61(5), which are not subject to an authorisation in accordance with Article 61,
documentation to demonstrate compliance with the requirements referred to
in Article 61(6) shall be submitted.

INVESTIGATIONAL MEDICINAL PRODUCT DOSSIER (IMPD)

36.

The IMPD shall give information on the quality of any investigational

medicinal product, the manufacture and control of the investigational




medicinal product, and data from non-clinical studies and from its clinical
use.

36bis. Where applicable, in the case of advanced therapy investigational medicinal
products, a declaration of the sponsor, in accordance with Article 4a(2) of
Regulation (EC) No 1394/2007.

36.1. Data relating to the investigational medicinal product

Introduction

37. Regarding data, the IMPD may be replaced by other documentation which
may_be submitted alone or with a simplified IMPD. The details of this
‘simplified IMPD’ are set out in section 1.2 ‘Simplified IMPD by referring to
other documentation’.

38. Each section of the IMPD shall be prefaced with a detailed table of contents
and a glossary of terms.

39. The information in the IMPD shall be concise. Thes IMPD must not be
unnecessarily voluminous. It is preferable to preserzs,dafa in tabular form
accompanied by a brief narrative highlighting the main salient points.

Quality data

40. Quality data shall be submitted in a logical § ructure such as that of Module 3
of the ICH Common Technical Document format.

Non-clinical pharmacology and toxicology data

41. The IMPD shall also containssaenmimzries of non-clinical pharmacology and
toxicology data for any invesiigati)nal medicinal product used in the clinical
trial in accordance with internaional guidance. It shall contain a reference
list of studies conducte¢ and appropriate literature references. Wherever
appropriate, it is preferahicte present data in tabular form accompanied by a
brief narrative highliohting the main salient points. The summaries of the
studies conducted, /hali allow an assessment of the adequacy of the study and
whether the studlv has been conducted according to an acceptable protocol.

42. Non-clinical pharmacology and toxicology data shall be submitted in a logical
structure, siich as that of Module 4 of the ICH Common Technical Document
format.

43. The IMPD shall provide a critical analysis of the data, including justification
for omissions of data, and an assessment of the safety of the product in the
context of the proposed clinical trial rather than a mere factual summary of
the studies conducted.

44. The IMPD shall contain a statement of the good laboratory practice status or
equivalent standards. as referred to in Article 25(3).

45. The test material used in toxicity studies shall be representative of that of the
clinical trial use in terms of qualitative and quantitative impurity profiles.
The preparation of the test material shall be subject to the controls necessary
to ensure this and thus support the validity of the study.

Data from previous clinical trials and human experience

46. Data from previous clinical trials and human experience shall be submitted in
a logical structure, such as that of Module 5 of the ICH Common Technical
Document format.




47.

This section shall provide summaries of all available data from previous

clinical trials and human experience with the investigational medicinal

products.
It shall also contain a statement of the compliance with good clinical practice

of those previous clinical trials, as well as a reference to the public entry
referred to in Article 25(6).

Overall risk and benefit assessment

48.

This section shall provide a brief integrated summary that critically analyses

49.

the non-clinical and clinical data in relation to the potential risks and benefits
of the investigational medicinal product in the proposed clinical trial unless
this information is already provided in the protocol. In the latter case, it shall
cross-refer to the relevant section in the protocol. The text shall identify any
studies that were terminated prematurely and discuss the reasons. Any
evaluation of foreseeable risks and anticipated benefits for studies on minors
or incapacitated adults shall take account of the specific provisions set out in
this Regulation.

Where appropriate, safety margins shall be diseussed in_terms of relative

49.1.

systemic_exposure to the investigational medicin:''p_oduct, preferably based
on ‘area under the curve’ (AUC) data, or g ak concentration (Cmax) data,
whichever is considered more relevant, rather tnan in terms of applied dose.
The clinical relevance of any findings insthe>non-clinical and clinical studies
along with any recommendations for ‘urther monitoring of effects and safety
in_the clinical trials shall also be di¢cussed.

Simplified IMPD by referrin, to o her documentation

50.

The applicant may refer to othcr documentation submitted alone or with a

simplified IMPD.

Possibility of referring to the 'B

S1.

The applicant may either provide a stand-alone IMPD or cross-refer to the IB

for_the referency safety information and the summaries of pre- clinical and
clinical part: o) the IMPD. In the latter case, the summaries of pre-clinical
inform: vian, and clinical information shall include data, preferably in tables,
proviuing sufficient detail to allow assessors to reach a decision on the
potential toxicity of the investigational medicinal product and the safety of its
use in the proposed clinical trial. If there is some special aspect of the pre-
clinical data or clinical data that requires a detailed expert explanation or
discussion beyond what would usually be included in the IB, the pre-clinical
and clinical information shall be submitted as part of the IMPD.

Possibility of referring to the SmPC

52.

The applicant may submit the version of the SmPC valid at the time of

application, as the IMPD if the investicational medicinal product is
authorised. The exact requirements are detailed in Table 1. Where new data
are provided, it should be clearly identified.




Table 1: Content of the simplified IMPD

Quality Non- .
) . . Clinical
Types of previous assessment | data |clinical N\
data data
The investigational medicinal
product is authorised or has aSmPC
marketing authorisation in_anSmPC [If 1f
ICH country and is used in theP+A SmPC SmPC
clinical trial:
— within _the conditions of the
SmPC
— outside the conditions of the
SmPC
— after __modification _ (for
example blinding)

SmiPCh[Yes Yes
Another pharmaceutical fofmip 4
or strength of the ./
investigational mecicinal
product is_authorised /oy, iwas a
marketing authorisation in_an
ICH country, \ =and the
investigational medicinal
product s " sunplied by the
marketingsuthorisation holder
The investigational medicinal
product is not authorised and
has no marketing authorisation
in_an ICH country but theg,,pC+|Yes Yes
active substance is contained inp A
an authorised medicinalSmPC+ Yes Yes
product, and S+P+A

— is supplied by the same

manufacturer

— is supplied by another

manufacturer

The investigational medicinal

product was subject to a

previous clinical trial




application and authorised inReference to previous
at least 2 Member States and{submission
has not been modified, and

New New data New data

— no_new _data are availableldata
since last amendment to the
clinical trial application,

— new data are available since
Jast amendment to the
clinical trial application, 1f 1f If

approp |appropriat — s
. appropriate
riate e

— is used under different
conditions

(S: Data relating to the active substance; P: Data relating to the firvestigational medicinal

product; A:

Additional information on_ Facilities and Equipzent, Adventitious Agents

Safety Evaluation, Novel Excipients, and Solvents for Reconstitv10.1 and Diluents)

53.

If the investigational medicinal product ¢s d:fined in the protocol in terms of

active substance or ATC code (see akove, paragraph 18), the applicant may
replace the IMPD by one jepresentative SmPC for each active
substance/active substance psitaiing to that ATC group. Alternatively, the
applicant may provide a collaved document containing information equivalent
to_that in the representative SmPCs for each active substance that could be
used as an investigational melicinal product in the clinical trial.

1.3. IMPD in cases of placebe

54.

If the investigau wal medicinal product is a placebo, the information

54a.

requirements.shall be limited to quality data. No additional documentation is
required if the ylacebo has the same composition as the tested investigational
medicilta, mroduct (with the exception of the active substance), is
manuiaccured by the same manufacturer, and is not sterile.

Ga — CORE DOSSIER
The IMP-CD as a tool to support the development of the investigational

medicinal product shall gather information relevant to regulatory processes.
The IMP-CD shall describe the scope of authorised use in clinical trials,
including the intended population(s), route(s) and mode(s) of administration,
dosage range(s), exposure range, development stage(s), and as appropriate,
relevant parameters that determine its applicability to clinical trials.

The IMP-CD contains product specific data and information in the IB and
IMPD in agreement with Annex I points E and G. GMP-related
documentation may be included in accordance with Annex I point F.

When using a reference to an approved IMP-CD in a clinical trial application,
the sponsor shall confirm that the intended corresponding clinical trial falls
within its defined scope as described in point 1.

Complementary, clinical trial specific information may be provided in the
application dossier of the corresponding clinical trial.




Gb — POSSIBILITY TO REFERR TO SIMPLIFIED IMPD

54b. Possibility to refer to an active substance master file, an additional master file,

SS.

a_platform technology master file or a corresponding certificate, or a
certificate confirming that the quality of the substance is suitably controlled
by the relevant monograph of the European Pharmacopeia, or _a certified
platform technology master file as referred to in [REVISED Directive
2001/83/EC]. Where applicable, the sponsor may. instead of submitting all
the relevant information on the quality of the active substance or any other
substance present or used in the manufacture of the investigational medicinal
product, include in the IMPD quality section an active substance master file
(ASMF). or any other additional quality master file or a corresponding valid
certificate, or a certificate confirming that the quality of the substance is
suitably controlled by the relevant monograph of the European
Pharmacopeia, or where relevant a certified platform technology master file
as referred to _in [revised Directive 2001/83/EC] provided that the active
substance is produced in accordance with they . master file or its
certificate. Such reference shall be accompanied by alstver, of access from the
substance manufacturer when the substance is nut mianufactured by the
sponsor. The manufacturer or certificate holder sligll, however, provide the
sponsor_with all of the data which may be riecossary for the latter to take
responsibility for the medicinal product. Ti.e nanufacturer shall confirm in
writing to the sponsor that it shall ensureybatch to batch consistency. The
holders of the master files or related ctrtificates shall not modify the details of
the master file without informingsthesponsor. Documents and particulars
supporting the application fsinsack a change shall be supplied to the
competent authorities and spunsor as applicable. The sponsor shall include in
the simplified IMPD anv _relvvant data to the active substance or _its
manufacturing which i¢ n»t covered in the referenced master file or
certificate. In addition,, ail/ quality data relating to the investigational
medicinal product.anaiits manufacturing together with the non-clinical and
clinical data sha'i't eprovided.

H. . AUXITARY MEDICINAL PRODUCT DOSSIER

Witheut orejudice to Article 65, the documentation requirements set out in

sections r and G shall also apply to auxiliary medicinal products. However.,
where the auxiliary medicinal product is authorised in the Member State
concerned, no additional information is required.

SCIENTIFIC ADVICE AND PAEDIATRIC INVESTIGATION PLAN (PIP)

56.

If available, a copy of the summary of scientific advice of the Agency, or of

S7.

any Member State or third country., with regard to the clinical trial shall be
submitted.

If the clinical trial is part of an agreed PIP, a copy of the Agency's decision on

the agreement on the PIP, and the opinion of the Paediatric Committee, unless
these documents are fully accessible via the internet shall be submitted. In the
latter case, a link to this documentation in the cover letter is sufficient (see

section B).

CONTENT OF THE LABELLING OF THE INVESTIGATIONAL MEDICINAL

PRODUCTS



58. A description of the content of the labelling of the investigational medicinal
product in accordance with Annex VI shall be provided.

Part 11

General principle:

Without prejudice to Article 26 and Article 69 concerning translations of part 1
documents, the application dossier for an application limited to Part II of the
assessment _report referred to in Article 11 and the application dossier for an
application referred to in Article 14 shall be limited to sections K to S of this
Annex.

RECRUITMENT ARRANGEMENTS ANFORMATION PER MEMBER STATE

CONCERNED)

59. Unless described in the protocol, a separate document shall describe in detail
the procedures for inclusion of subjects and shall provide a clear indication of
what the first act of recruitment is.

60. Where the recruitment of subjects is done throvgi» advertisement, copies of
the advertising material shall be submitted, irc'udizg any printed materials,
and audio or visual recordings. The pracedures proposed for handling
responses to the advertisement shall be outlined. This includes copies of
communications used to invite subjects=toynarticipate in the clinical trial and
arrangements for information or advice to the respondents found not to be
suitable for inclusion in the clinical tri: L.

L. SUBJECT INFORMATIO:, INFORMED CONSENT FORM AND
INFORMED CONSENT PYOCEDURE (INFORMATION PER MEMBER
STATE CONCERNED)

61. All informationigivenyto the subjects (or, where applicable, to their legally
designated represcntatives) before their decision to participate or_ abstain
from participation shall be submitted together with the form for written
informed vonscat, or other alternative means according to Article 29(1) for
recoxding iz formed consent. If electronic means are used, the sponsor shall
ensure i at the systems used have proportionate security levels, and that
safeguards regarding confidentiality are in place.

62. A description of procedures relating to informed consent for all subjects, and
in particular:

(a) _in clinical trials with minors or incapacitated subjects, the procedures to
obtain informed consent from the legally designated representatives,
and the involvement of the minor or incapacitated subject shall be
described;

(b) if a procedure with consent witnessed by an impartial witness is to be
used, relevant information on the reason for using an impartial witness,
on_the selection of the impartial witness and on the procedure for
obtaining informed consent shall be provided;

(c) _in the case of clinical trials in emergency situations as referred to in
Article 35, the procedure for obtaining the informed consent of the
subject or the legally designated representative to continue the clinical
trial shall be described;




63.

(d) in the case of clinical trials in emergency situations as referred to in
Article 35, the description of the procedures followed to identify the
urgency of the situation and to document it

(e) in the case of clinical trials where their methodology requires that
groups of subjects rather than individual subjects are allocated to
receive different investigational medicinal products, as referred to in
Article 30, and where, as a consequence, simplified means for obtaining
informed consent will be used, the simplified means shall be described.

(f) in case of using electronic informed consent, a description of the
electronic system and the procedure to inform, obtain, document and
store the informed consent.

In the cases set out in paragraph 62, the information given to the subject and

to his or her legally designated representative shall be submitted.

M. SUITABILITY OF THE INVESTIGATOR (INFORMATIVXN PER MEMBER

64.

STATE CONCERNED)

A list of the planned clinical trial sites, the name Aan.. position of the principal

6S.

investigators _and the planned number of sahjecis at the sites shall be
submitted.

Description of the qualification of the ihvestigators in a current curriculum

66.

vitae and other relevant documents skall Hh¢ submitted. Any previous training
in_the principles of good clinical pragtice or _experience obtained from work
with clinical trials and patienf/caie shall be described.

Any conditions, such as econoiri< interests and institutional affiliations, that

might influence the impardality of the investigators shall be presented.

N. SUITABILITY OF THE FACILITIES ANFORMATION PER MEMBER STATE

67.

CONCERNED)

A duly justified written statement on the suitability of the clinical trial sites

adapted to, toe/nature and use of the investigational medicinal product and
incleding & description of the suitability of facilities, equipment, human
resources) and description of expertise, issued by the head of the
clinic/institution at the clinical trial site or by some other responsible person,
according to the system in the Member State concerned, shall be submitted.

0. PROOF OF INSURANCE COVER OR INDEMNIFICATION ANFORMATION

68.

PER MEMBER STATE CONCERNED)

Proof of insurance, a guarantee, or a similar arrangement shall be submitted,

if applicable.

P. FINANCIAL AND OTHER ARRANGEMENTS (AINFORMATION PER MEMBER

69.

STATE CONCERNED)

A brief description of the financing of the clinical trial.

70.

Information on financial transactions and compensation paid to subjects and

71.

investigator/site for participating in the clinical trial shall be submitted.

Description of any other agreement between the sponsor and the site shall be

submitted.



Q. PROOF OF PAYMENT OF FEE (INFORMATION PER MEMBER STATE
CONCERNED)

72. Proof of payment shall be submitted, if applicable.

R. PROOF THAT DATA WILL BE PROCESSED IN COMPLIANCE WITH UNION
LAW ON DATA PROTECTION

73. A statement by the sponsor or his or her representative that data will be
collected and processed in accordance with Directive 95/46/EEC shall be

provided.

S. ANY TRANSLATION OF DOCUMENTS FROM ANNEX Ia REQUIRED IN THE
NATIONAL LANGUAGE OF THE MEMBER STATE CONCERNED in accordance with
Article 26 and Article 69
This submission may include, depending on the requirements of the Member State
concerned, but is not limited to, Cover Letter, Scientific synopsis, Laysummary, Labels and

Patient-facing documents from Part I of the application dossier




ANNEX 11

APPLICATION DOSSIER FOR SUBSTANTIAL MODIFICATION

A. INTRODUCTION AND GENERAL PRINCIPLES

1. Where a substantial modification concerns more than one clinical trial of the same sponsor
and the same investigational medicinal product, the sponsor may make a single request for
authorisation of the substantial modification. The cover letter shall contain a list of all clinical
trials to which the application for substantial modification relates, with the EU trial numbers
and respective modification code numbers of each of those clinical trials.

2. The application shall be signed by the sponsor or a representative of the sponsor. This
signature shall confirm that the sponsor is satisfied that:

@
(b)
©

the information provided is complete;
the attached documents contain an accurate account of the informatiqn ‘wvailable; and

the clinical trial will be conducted in accordance with the amefa®d ¢ocumentation.

B. COVER LETTER

1. A cover letter with the following information:

(@)

in its subject line, the EU trial number with{thetitle of the clinical trial and the substantial
modification code number which sallows™tnique identification of the substantial
modification, and which shall be useacon’ sistently throughout the application dossier;

identification of the applicant;

identification of the substantial niodirication (the sponsor's substantial modification code
number and date), whesel'y tie modification may refer to several changes in the protocol
or scientific supporting’d¢uments;

a highlighted iadication of any special issues relating to the modification and an
indication a$ o \where the relevant information or text is located in the original
application*dossier;

identification of any information not contained in the modification application form that
might impact on the risk to subjects; and

where applicable, a list of all clinical trials which are substantially modified, with EU trial
numbers and respec- tive modification code numbers.

c. MODIFICATION APPLICATION FORM

2. The modification application form, duly completed.

p. DESCRIPTION OF THE MODIFICATION

3. The modification shall be presented and described as follows:

@

(b)

an extract from the documents to be amended showing previous and new wording in track
changes, as well as an extract showing only the new wording, and a explanation of the
changes; and

notwithstanding point (a), if the changes are so widespread or far-reaching that they
justify an entirely new version of the document, a new version of the entire document (in



such cases, an additional table lists the amendments to the documents, whereby identical
changes can be grouped).

4. The new version of the document shall be identified by the date and an updated version number.

E. SUPPORTING INFORMATION
5. Where applicable, additional supporting information shall at least include:
(a) summaries of data;
(b) an updated overall risk/benefit assessment;
(¢ possible consequences for subjects already included in the clinical trial;
(d) possible consequences for the evaluation of the results;

() documents which relate to any changes to the information provided to subjects or their
legally designated representatives, the informed consent proceduse. informed consent
forms, information sheets, or to letters of invitation; and

() ajustification for the changes sought in the application forg, sthsiantial modification.

F. UPDATE OF EU APPLICATION FORM

6. If a substantial modification involves changes o/ entries on the EU application form
referred to in Annex I, a revised version a£that farm shall be submitted. The fields affected
by the substantial modification shall be K:gh- I'ghted in the revised form.

6. PROOF OF PAYMENT OF FEE (INFORMATION PER MEMBER STATE CONCERNED)

7. Proof of payment shall be submittcd, if applicable.
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2.1.

2.2.

ANNEX I1IT

SAFETY REPORTING

REPORTING OF SERIOUS ADVERSE EVENTS BY THE INVESTIGATOR TO THE
SPONSOR

1.

The investigator does not need to actively monitor subjects for adverse events once the
clinical trial has ended with regard to the subjects treated by him, unless otherwise provided
for in the protocol.

REPORTING OF SUSPECTED UNEXPECTED SERIOUS ADVERSE REACTIONS
(SUSARS) BY THE SPONSOR TO THE AGENCY IN ACCORDANCE WITH
ARTICLE 42

Adverse Events and Causality

2.

Medication errors, pregnancies and uses outside what is forese<n i the protocol, including
misuse and abuse of the product, shall be subject to_thcysaine obligation to report as
adverse reactions.

In determining whether an adverse event is an adverseeaction, consideration shall be given
to whether there is a reasonable possibility of-estehlishing a causal relationship between the
event and the investigational medicinal pradust based on an analysis of available evidence.

In the absence of information on causality provided by the reporting investigator, the
sponsor shall consult the reporting/investigator and encourage him to express an opinion on
this issue. The causality assesssianegiven by the investigator shall not be downgraded by
the sponsor. If the sponsos, Gisagrees with the investigator's causality assessment, the
opinion of both the investigatorvand the sponsor shall be provided with the report.

Expectedness, unexpuctodniss and the RSI

5.

In determifiing \whether an adverse event is unexpected, consideration shall be given to
whether the everit adds significant information on the specificity, increase of occurrence, or
severity of a known, already documented serious adverse reaction.

The expectedness of an adverse reaction shall be set out by the sponsor in the RSI.
Expectedness shall be deter- mined on the basis of events previously observed with the
active substance and not on the basis of the antici- pated pharmacological properties of a
medicinal product or events related to the subject's disease.

The RSI shall be contained in the SmPC or the IB. The covering letter shall refer to the
location of the RSI in the application dossier. If the investigational medicinal product is
authorised in several Member States concerned with different SmPCs, the sponsor shall
select the most appropriate SmPC, with reference to subject safety, as the RSI.

The RSI may change during the conduct of a clinical trial. For the purpose of reporting
SUSARs the version of the RSI at the moment of occurrence of the SUSAR shall apply.
Thus, a change of the RSI impacts on the number of adverse reactions to be reported as
SUSARs. Regarding the applicable RSI for the purpose of the annual safety report, see
section 3 of this Annex.

If information on expectedness has been provided by the reporting investigator, this shall be
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taken into consideration by the sponsor.

2.3. Information for the reporting of SUSARs
10. The information shall at least include:
(@ a valid EU trial number;
(b) a sponsor study number;
(¢ an identifiable coded subject;
(d) an identifiable reporter;
(e) a SUSAR;
() a suspect investigational medicinal product (including active substance name-code);

(g) a causality assessment.

11. In addition, in order to properly process the report electronicdily, the following
administrative information shall be provided:

(a) the sender's (case) safety report unique identifier;

(b) the receive date of the initial information from the prmary source;
() the receipt date of the most recent information;

(d) the worldwide unique case identificaticmmaumbe.;

(e) the sender identifier.

2.4. Follow-up reports of SUSARs

12. If the initial report of & SUSAR referred to in point (a) of Article 42(2) (fatal or life-
threatening) is incomplfite, for example if the sponsor has not provided all the information
within seven dayssTie ‘sponsor shall submit a completed report based on the initial
information withia an 2dditional eight days.

13. The clock for+initial reporting (day 0 = Di 0) starts as soon as the information
containing the minimum reporting criteria has been received by the sponsor.

14. If significant new information on an already reported case is received by the sponsor, the
clock starts again at day zero, that is the date of receipt of the new information. This
information shall be reported as a follow-up report within 15 days.

15. If the initial report of a SUSAR referred to in Article 42(2)(c) (initially considered to be
non-fatal or non-life- threatening but which turns out to be fatal or life-threatening) is
incomplete, a follow-up report shall be made as soon as possible, but within a maximum of
seven days of first knowledge of the reaction being fatal or life- threatening. The sponsor
shall submit a completed report within an additional eight days.

16. In cases where a SUSAR turns out to be fatal or life-threatening, whereas initially it was
considered as non-fatal or not life-threatening, if the initial report has not yet been
submitted, a combined report shall be created.

2.5. Unblinding treatment allocation
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17.

18.

19.

20.

21.

22.

The investigator shall only unblind the treatment allocation of a subject in the course of
a clinical trial if unblinding is relevant to the safety of the subject.

When reporting a SUSAR to the Agency, the sponsor shall only unblind the treatment
allocation of the affected subject to whom the SUSAR relates.

If an event is potentially a SUSAR the blind shall be broken for that subject only by the
sponsor. The blind shall be maintained for other persons responsible for the ongoing
conduct of the clinical trial (such as the management, monitors, investigators) and those
persons responsible for data analysis and interpretation of results at the conclusion of the
clinical trial, such as biometrics personnel.

Unblinded information shall be accessible only to persons who need to be involved in the
safety reporting to the Agency, to Data Safety Monitoring Boards ('DSMB'), or to persons
performing ongoing safety evaluations during the clinical trial.

However, for clinial trials carried out in high morbidity or high niartality disease, where
efficacy end-points could also be SUSARs or when mortility, or another 'serious'
outcome, that may potentially be reported as a SUSAR, ig"thenefficacy end-point in a
clinical trial, the integrity of the clinical trial may besCémpromised if the blind is
systematically broken. Under these and similar giisunistances, the sponsor shall
highlight in the protocol which serious events are te\by,treated as disease-related and are
not subject to systematic unblinding and expedited repditing.

If following unblinding, an event turns out t& bea SUSAR the reporting rules for SUSARs
set out in Article 42 and in Section 2 41 thij ATinex shall apply.

ANNUAL SAFETY REPORTING.BY THE SPONSOR

23.

24.

25.

The report shall contain, inarmappendix, the RSI in effect at the start of the reporting period.

The RSI in effect at tht,stait of the reporting period shall serve as RSI during the reporting
period.

If there are‘significant changes to the RSI during the reporting period they shall be listed in
the annual safety report. Moreover, in this case the revised RSI shall be submitted as an
appendix to the report, in addition to the RSI in effect at the start of the reporting period.
Despite the change to the RSI, the RSI in effect at the start of the reporting period serves
as RSI during the reporting period.



ANNEX IV

CONTENT OF THE SUMMARY OF THE RESULTS OF THE CLINICAL TRIAL

The summary of the results of the clinical trial shall contain information on the following elements:

A. CLINICAL TRIAL INFORMATION:

1. Clinical trial identification (including title of the trial and protocol number);
2. Identifiers (including EU trial number, other identifiers);

3. Sponsor details (including scientific and public contact points);.

4. Paediatric regulatory details (including information whether the Clinical trial is a part of a
Paediatric Investigation Plan);

5. Result analysis stage (including information about interns>diate data analysis date, interim or
final analysis stage, date of global end of the clinical“rial). For clinical trials replicating
studies on already authorised investigational mediciital products and used in accordance with
the terms of the marketing authorisation, the suiamary of the results should also indicate
identified concerns in the overall results ofithe'clincal trial relating to relevant aspects of the
efficacy of the related medicinal product;

6. General information about the clinigarrial (including information about main objectives of
the trial, trial design, scientific baekgsourd and explanation of rationale for the trial; date of
the start of the trial, measures of protec- tion of subjects taken, background therapy; and
statistical methods used);

7. Population of subjects/(inciuding information with actual number of subjects included in the
clinical trial in the 3Mumker State concerned, in the Union and in third countries; age group
breakdown, genasretzakdown).

B. SUBJECT DISPOSITION:

1. Recruitment (including information on the number of subjects screened, recruited and
withdrawn; inclusion and exclusion criteria; randomisation and blinding details; investigational
medicinal products used);

2. Pre-assignment Period;

3. Post Assignment Periods.

c. BASELINE CHARACTERISTICS:

1. Baseline Characteristics (Required) Age;
2. Baseline Characteristics (Required) Gender;

3. Baseline Characteristics (Optional) Study Specific Characteristic.



p. END POINTS:

1. End point definitions (*)

2. End Point #l
Statistical
Analyses

3. End Point #2
Statistical

Analyses

(*) Information shall be provided for as many end points as defined in the pr(@\'



E. ADVERSE EVENTS:

1. Adverse events information;
2. Adverse event reporting group;
3. Serious adverse event;

4. Non-serious adverse event.

F. ADDITIONAL INFORMATION:

1. Global Substantial Modifications;
2. Global Interruptions and re-starts;
3. Limitations, addressing sources of potential bias and imprecisions and Cifeats;

4. A declaration by the submitting party on the accuracy of the submitted information.



ANNEXV

CONTENT OF THE SUMMARY OF THE RESULTS OF THE CLINICAL TRIAL FOR
LAYPERSONS

The summary of the results of the clinical trial for laypersons shall contain information on the
following elements:

1. Clinical trial identification (including title of the trial, protocol number, EU trial number and other
identifiers);

2. Name and contact details of the sponsor;

3. General information about the clinical trial (including where and when the trial was conducted,
the main objectives of the trial and an explanation of the reasons for conducting it);

4. Population of subjects (including information on the number of subjects included in the trial in
the Member State concerned, in the Union and in third countries; ag¢ ‘group breakdown and
gender breakdown; inclusion and exclu- sion criteria);

Investigational medicinal products used;
Description of adverse reactions and their frequency;
Overall results of the clinical trial;

Comments on the outcome of the clinical trial;

© © N o w

Indication if follow up clinical trials are foreseen;

10. Indication where additional information coulé be “oud.



ANNEX VI

LABELLING OF INVESTIGATIONAL MEDICINAL PRODUCTS AND AUXILIARY

A.

Al

A2.

MEDICINAL PRODUCTS

UNAUTHORISED INVESTIGATIONAL MEDICINAL PRODUCTS

General rules

1. The following particulars shall appear on the immediate and the outer packaging:

(@)

name, address and telephone number of the main contact for information on the
product, clinical trial and emergency unblinding; this may be the sponsor, contract
research organisation or investigator (for the purpose of this Annex this is referred to as
the 'main contact');

the name of the substance and its strength or potency, and.iinthe case of blind clinical
trials the name of the substance is to appear with th¢ siafne of the comparator or
placebo on the packaging of both the unauthorised.investigational medicinal product
and the comparator or placebo;

pharmaceutical form, route of administration, guatiity of dosage units;
the batch or code number identifying the Conients and packaging operation;

a clinical trial reference code allowing /dentification of the trial, site, investigator and
sponsor if not given elsewhere:

the subject identification nu/verand or the treatment number and, where relevant, the visit
number;

the name of the investigator (if not included in (a) or (e));

directions_ foryuse (eference may be made to a leaflet or other explanatory document
intended fortha subject or person administering the product);

'For clinical trial use only' or similar wording;
the storage conditions;

period of use (expiry date or re-test date as applicable), in month and year format and
in a manner that avoids any ambiguity; and

'Keep out of reach of children', except when the product is for use in trials where the
product is not taken home by subjects.

. Symbols or pictograms may be included to clarify certain information mentioned above.

Additional informa- tion, warnings or handling instructions may be displayed.

The address and telephone number of the main contact shall not be required to appear on

the label if subjects have been given a leaflet or card which provides these details and
have been instructed to keep this in their possession at all times.

Limited labelling of immediate packaging



A2.1. Immediate and outer packaging provided together

4. When the product is provided to the subject or the person administering the medicinal
product in an immediate packaging and outer packaging intended to remain together, and
the outer packaging carries the particulars listed in section A.1., the following particulars
shall appear on the immediate packaging (or any sealed dosing device that contains the
immediate package):

(a) name of the main contact;

() pharmaceutical form, route of administration (may be excluded for oral solid dose
forms), quantity of dosage units and, in the case of clinical trials which do not
involve the blinding of the label, the name/ identifier and strength/potency;

(9 batch and/or code number identifying the contents and packaging operation;



(d) a clinical trial reference code allowing identification of the trial, site, investigator and
sponsor if not given elsewhere;

(e) the subject identification number and/or the treatment number and, where relevant, the visit
number; and

() period of use (expiry date or re-test date as applicable), in month and year format and
in a manner that avoids any ambiguity.

A22. Small immediate packaging

5. If the immediate packaging takes the form of blister packs or small units such as
ampoules on which the particulars required in section A.1. cannot be displayed, the outer
packaging provided shall bear a label with those particulars. The immediate packaging
shall contain the following:

(a) name of the main contact;

(b) route of administration (may be excluded for oral solid dose(tosmsj and, in the case of
clinical trials which do not involve the blinding of the labew, the name/identifier and
strength/potency;

(¢ batch or code number identifying the contents and pa:kaging operation;

(d) a clinical trial reference code allowing identificaticn of the trial, site, investigator and
sponsor if not given elsewhere;

(e) the subject identification number/trestiiieniwnrumber and, where relevant, the visit number;
and

() period of use (expiry date or ré-west date as applicable), in month and year format and
in a manner that avoids any=auhiguity.
B. UNAUTHORISED AUX #2Y MEDICINAL PRODUCTS
6. The following parti¢ulays shall appear on the immediate and the outer packaging:
(a) name of thz inain contact;
() name of the inedicinal product, followed by its strength and pharmaceutical form;
(¢) statement of the active substances expressed qualitatively and quantitatively per dosage unit;
(d) batch or code number identifying the contents and packaging operation;

(e) clinical trial reference code allowing identification of the clinical trial site, investigator and
subject;

() directions for use (reference may be made to a leaflet or other explanatory document
intended for the subject or person administering the product);

(¢ 'For clinical trial use only' or similar wording;
(h) the storage conditions; and
(i) period of use (expiry date or retest date as applicable).
C. ADDITIONAL LABELLING FOR AUTHORISED INVESTIGATIONAL MEDICINAL
PRODUCTS

7. In accordance with Article 67(2), the following particulars shall appear on the immediate
and the outer packa- ging:



() name of the main contact;

(b) clinical trial reference code allowing identification of the clinical trial site,
investigator, sponsor and subject;

(¢) 'For clinical trial use only' or similar wording.

D.  REPLACING OF INFORMATION

8. The particulars listed in sections A, B and C, other than those particulars listed in
paragraph 9, may be omitted from the label of a product and made available by other
means, for example by use of a centralised electronic randomisation system, use of a
centralised information system, provided that the safety of the subject and the reliability
and robustness of data are not compromised. This shall be justified in the protocol.



9. The particulars referred to in the following points shall not be omitted from the label of a
product:

(a) paragraph 1, points (b), (), (d), (f), (j) and (k);
(b) paragraph 4, points (b), (c), (¢), and (f);

(9) paragraph 5, points (b), (c), (¢), and (f);

(d) paragraph 6, points (b), (d), (e), (h), and (i).



ANNEX VII

CORRELATION TABLE

Directive 2001/20/EC This Regulation

Article 1(1) Article 1 and Article 2(1) and (2) points (1), (2)

Article 1(2)

Article 1(3), first subparagraph
Article 1(3), second subparagraph
Atticle 1(4)

Article 2

Article 3(1)

Article 3(2)

Article 3(3)

Atticle 3(4)

Atticle 4

Article 5

Atticle 6

Article 7

Article 8

Atrticle 9

Article 10(a)

Article 10(b)

Article 10(c)

Article 11

Article 12

Article 13(1)

Article 13(2)

Article 13(3), first subparagraph
Article 13(3), second subparagraph
Article 13(3), third subparagraph
Article 13(4)

Article 13(5)

Article 14

Article 15(1)

Atticle 15(2)

and (4)

Article 2(2) point (30)

Article 47, third subparagraph
Article 47, second subparagraph
Article 2

Articles 4, 28, Z3ad 76
Article 28 )9
Article28(5(g)

Afucips 10(1), 28, 29 and 32
Atticles 10(2), 28, 29 and 31
Articles 4 to 14

Articles 4 to 14

Articles 4 to 14

Articles 15 to 24

Atticle 54

Articles 37 and 38

Article 81

Article 77

Article 61(1) to (4)

Article 61(2)

Articles 62(1) and 63(1) and (3)
Article 63(1)

Article 62

Articles 66 to 70
Article 78(1), (2) and (5)
Article 78(6)



Directive 2001/20/EC

This Regulation

Article 15(3)

Article 15(4)

Article 15(5)

Article 16

Article 17(1)(a) to (c)

Article 17(1)(d)

Atrticle 17(2)

Article 17(3)(a)

Article 17(3)(b)

Article 18

Article 19, first paragraph, first sentence
Article 19, first paragraph, second sentence
Article 19, second paragraph

Article 19, third paragraph

Atticle 20

Article 21

Article 22

Article 23

Article 24

Articles 57, 58 and 78(7)
Article 41
Article 42

Article 43

Article 44(1)
Article 75
Article 74
Article 92

Article 8%
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