Kosovo Medicines Agency


KMAG1
Marketing Authorisation Application Dossier Guidelines

The Kosovo Medicines Agency has adopted the dossier formats as recommended by the European Commission for use in the European Union Member States and as also adopted by the EU-accessing states.
Notice To Applicants Volume 2 B 1998 Edition (‘Old EU’ format) has been reviewed by the European Commission in order to incorporate the Common Technical Document (CTD) agreed at ICH
5 in November 2000. This review was completed before July 2001 in order to allow applications to be acceptable in the EU in the CTD format from 1st July 2001.

The revised Notice to Applicants Volume 2B 2001 Edition
 (http://dg3.eudra.org/F2/eudralex/vol-2/B/ctdmay02.pdf) allows the CTD to be used for EU marketing authorisation applications from 1 July 2001 and details the additional EU administrative requirements to be met for a valid marketing authorisation application using this format. Details of the adaptations necessary for specific types of applications are included in the revised Notice to Applicants.

Applicants for a medicinal product marketing authorisation in Kosovo should note that applications may comply (according to the application) with either the existing ‘Old EU’ marketing authorisation format, or with the CTD format or a mixed ‘old EU’/CTD format until 1 January 2007. Thereafter, the CTD format will become mandatory for all new applications.

The EU CTD presentation is applicable from 1st January 2007 for all types of marketing authorisation applications irrespective of the procedure. The CTD format is applicable for all types of products including new chemical entities (NCE), radiopharmaceuticals, plasma derivatives, vaccines, herbal medicinal products, etc. 

In assembling the dossier for application for marketing authorisation, applicants shall also take into account the European Community guidelines relating to the quality, safety and efficacy of medicinal products for human use and subsequent sub volumes and updates as adopted by the Committee for Proprietary Medicinal Products and published by the European Agency for the Evaluation of Medicinal Products (EMEA).

With respect to the quality part of the dossier, the monographs and general chapters of the European Pharmacopoeia are applicable.

The manufacturing process shall comply with the requirements of Commission Directive 91/356/EEC laying down the principles and guidelines of Good Manufacturing Practice (GMP) for medicinal products for human use1 and with the principles and guidelines on GMP, published by the Commission in Volume 4 of The rules governing medicinal products in the European Community.

All information, which is relevant to the evaluation of the medicinal product concerned, shall be included in the application, whether favourable or unfavourable to the product. In particular, all relevant details shall be given of any incomplete or abandoned pharmacotoxicological or clinical test or trial relating to the medicinal product and/or completed trials concerning therapeutic indications not covered by the application.

All clinical trials conducted must comply with the requirements of Directive 2001/20/EC of the European Parliament and of the Council on the approximation of the laws, regulations and administrative provisions of the Member States relating to the implementation of good clinical practice in the conduct of clinical trials on medicinal products for human use2. Clinical trials, conducted outside the European Union, shall be designed, implemented and reported on what good clinical practice and ethical principles are concerned, on the basis of principles, which are equivalent to the provisions of Directive 2001/20/EC. They shall be carried out in accordance with the ethical principles that are reflected, for example, in the Declaration of Helsinki of 1996. 

All non-clinical studies shall be carried out in conformity with the provisions related to Good Laboratory Practice laid down in Council Directives 87/18/EEC on the harmonisation of regulations and administrative provisions relating to the application of the principles of good laboratory practice and the verification of their application for tests in chemical substances3 and 88/320/EEC on the inspection and verification of good laboratory practice (GLP)4. 

In order to monitor the benefit/risk assessment after marketing authorisation has been granted, any change to the data in the dossier, any new information not in the original application and all pharmaco-vigilance information, shall be submitted to the competent authority in accordance with the requirements of Commission Regulations 541/95 and 542/95 concerning the examination of variations to the terms of a marketing authorisation5 as well as the requirements in Volume 9 of Commission publication The rules governing medicinal products in the European Community.

Applicants shall also ensure that all tests on animals are conducted in accordance with Council Directive 86/609/EEC of 24 November 1986 on the approximation of laws, regulation and administrative provisions of the Member States regarding the protection of animals for experimental and other scientific purposes.
The following charts and tables produced by the European Commission Enterprise Directorate-General clarify the composition of the CTD dossier, compare it with the ‘Old EU’ format and describe the format for ‘mixed-format’ applications. 
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VA CLINICAL PHARMACOLOGY
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IVA2 Pharmacokinetics Reports of Biopharmaceutic Studies 5.3.1
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human biomaterials
Reports of human pharmacokinetic (PK) studies 533
IVB CLINICAL EXPEREENCE
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MODULE 1 - ADMINISTRATIVE INFORMATION AND PRESCRIBING INFORMATION

CTD EU CTD (NTA, Vol. 2B, Edition 2001) NTA, Vol. 2B (Edition 1998) NTA
1.1 COMPREHENSIVE TABLE OF CONTENT — ‘
1.2 Application Form Administrative Data IA
1.3 Summary of Product Characteristics, Labelling and
Package Leaflet
1.3.1 Summary of Product Characteristics Summary of Product Characteristics IB1
132 Labelling Proposal for packaging, labelling & package leaflet [IB 2
1.3.3 Package Leaflet
134 Mock-ups and specimens IB2
1.35 SPCs already approved in the Member States 1A
14 Information about the Experts Expert Reports: Signature of Experts IC
1.5 Specific Requirements for different types of applications
1.5.1 Information for bibliographical applications
1.52 Information for abridged “generic” applications
Annex I | Environmental risk assessment Environmental risk assessment / ecotoxicity (for non- |1 R
GMOs)
Data related to the environmental risk assessment for |11 H
products containing, or consisting of genetically
modified organisms (GMOQs)
Annex II | Orphan medicinal products — Demonstration of
significant benefit
MODULE 2 - COMMON TECHNICAL DOCUMENT SUMMARIES
CTD EU CTD (NTA, Vol. 2B, Edition 2001) NTA, Vol. 2B (Edition 1998) NTA
2.1 Overall CTD Table of Contents of Modules 2,3, 4,and 5 | Table of Contents for remainder of the dossier LA
22 Introduction Product profile ILC
23 Quality Overall Summary Expert report on the chemical, pharmaceutical and IC1
biological documentation
24 Nonclinical Overview Expert Report on the toxico-pharmacological IC2
documentation
2.5 Clinical Overview Expert Report on the Clinical Documentation IC3
26 Nonclinical Summary Appendices to the toxico-pharmacological Expert IC2
Report
2.6.1. Introduction
2.6.2 Pharmacology Written Summary Written Summary IC2
263 Pharmacology Tabulated Summary Tabular Formats I1C2
264 Pharmacokinetics Written Summary Written Summary IC2
2.6.5 Pharmacokinetics Tabulated Summary Tabular Formats IC2
266 Toxicology Written Summary - —
2.6.7 Toxicology Tabulated Summary Tabular Formats IC2
2.7 Clinical Summary Appendices to the clinical Expert Report 1C3
2.7.1 Summary of biopharmaceutics and associated Written Summary IC3
analytical methods
272 Summary of clinical pharmacology studies Written Summary IC3
273 Summary of clinical efficacy Written Surnmary 1C3
274 Summary of clinical safety Written Summary I1C3
2.7.5 References .
276 Synopses of Individual Studies " Tabular Formats IC3
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CTD EU CTD (NTA, Vol. 2B, Edition 2001) NTA, Vol. 2B (Edition 1998) NTA
3.1 MODULE 3 TABLE OF CONTENTS - -
32 BODY OF DATA Chemical, Pharmaceutical, Biological Documentation | IT
328 DRUG SUBSTANCE
3.2.8.1 | General Information Scientific Data IIci.2
3.2.8.1.1 Nomenclature Nomenclature nciai
3.28.1.2 Structure Description: Structural formula ncil22
32813 General Propetties Physico-chemical characterization HC1L25
3.28.2 | Manufacture Manufacture Icias
32821 Manufacturer(s) Name(s) address(es) of the manufacturing source(s) | 11 C 1.2.3
32822 Description of manufacturing process and process Synthetic or manufacturing route lci123
controls Description of process
32823 Control of materials Quality control during manufacture Incti24
328524 Controls of critical steps and intermediates Quality control during manufacture Ici1.24
3.2.8.25 Process validation and/or evaluation — —
3.28.26 Manufacturing process development —
3.2.8.3 |Characterisation
32831 Elucidation of structure and other characteristics Development chemistry HcuLas
32832 Impurities Impurities nci1.2e
3.2.84 | Control of drug substance Specifications and routine tests ncili
3.2.84.1 Specification Specifications and routine tests ncii
3.2.84.2 Analytical Procedures Specifications and routine tests IICci.1
32843 Validation of analytical procedures Development Chemistry: Analytical Validation MIC1.25
32844 Batch analyses Batch analysis IcL27
32545]  Justification of Specification Development Chemistry: Comments on the choice |11 C 1.2.5
of routine tests and standards
3285 |Reference Standards or Materials Development chemistry: Full characterization of the |11 C 1.2.5
primary reference material
Batch analysis: Reference material nc127
3.28.6 |Container Closure System -
3.28.7 |subility Stability Tests on Active Substance(s) IF1
32pP DRUG PRODUCT
3.2.P.1 |Description and composition of the drug product Composition ITA
3.2P.2 | Pharmaceutical Development Development Pharmaceutics HA4
3.2.P3 |[Manufacture Method of Preparation 18]
3.2.P3.1 Manufacturer(s) Administrative Data IA
32.P32 Batch formula Manufacturing Formula IIB1
3.2P33 Description of Manufacturing Process and Process Manufacturing Process (including In-process 1IB2
Controls Control and Pharmaceutical Assembly Process)
3.2.P34 Controls of critical steps and intermediates Manufacturing Process (including In-process nB2
Control and Pharmaceutical Assembly Process)
3.2.P35 Process validation and / or evaluation Validation of the Process B3
3.2.P4 | Control of excipients Excipients(s) IHC2
3.2.P4.1 Specifications Specifications and routine tests cal
3.2P42 Analytical procedures Specifications and routine tests nHCa.t
32.P43 Validation of analytical procedures Scientific data ncaz2
3.2.P44 Justification of specifications Scientific data HCc22
3.2.P45 Excipients of human or animal origin —
3.2P4.6 Novel Excipients (refto 4 3) Excipient(s) not described in a pharmacopoeia ncaa.l
Scientific data IHca2
3.2.P.5 |Control of drug product Control Tests on the Finished Product NE
3.2.P5.1 Specification(s) Product specifications NE1LI
Quality specifications for the proposed shelf life IIF2
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3.2P53 Validation of Analytical Procedures . Analytical validation of methods HE2.1
32P54 Batch analyses Batch analysis ME2.2
3.2P5S Characterisation of Impurities o
3.2.P5.6 Justification of specification(s) Comments on the choice of routine tests and ME2.1

standards
3.2P.6 |Reference Standards or Materials Batch analysis: Reference material ME2.2
3.2P.7 | Container Closure System Packaging Material (Immediate Packaging) Incs3
3.2.P8 |Stability Stability Tests on the Finished Product IIF2
32A | APPENDICES
3.2A1 Facilities and Equipment —
32.A2 Adventitious Agents Safety Evaluation —
3.2A3 Novel Excipients —
32R REGIONAL INFORMATION - —
33 LITERATURE REFERENCES OTHER INFORMATION 1nmQ
MODULE 4 - NONCLINICAL STUDY REPORTS
CTD EU CTD (NTA, Vol. 2B, Edition 2001) NTA, Vol. 2B (Edition 1998) NTA
4.1 MODULE 4 TABLE OF CONTENTS - —
4.2 STUDY REPORTS TOXICO-PHARMACOLOGICAL m
DOCUMENTATION
4.2.1 PHARMACOLOGY PHARMACODYNAMICS lIF
4.2.1.1 Primary pharmacodynamics Pharmacodynamics effects relating to the proposed |IIIF 1
indications
4212 Secondary pharmacodynamics General pharmacodynamics MIF2
42.13 Safety pharmacology General pharmacodynamics MiF2
4.2.14 Pharmacodynamic drug interactions Drug interactions mF3
422 PHARMACOKINETICS PHARMACOKINETICS mG
4221 Analytical Methods and Validation Reports Other Information mQ
4222 Absorption Pharmacokinetics after a single dose MmaG1
Pharmacokinetics after repeated administration maG2
4223 Distribution Distribution in normal and pregnant animals maG3
4224 Metabolism Biotransformation G4
4225 Excretion Pharmacokinetics mGi,2
4.2.2.6 Pharmacokinetic Drug Interactions (nonclinical) -—
4227 Other Pharmacokinetic Studies i -
423 TOXICOLOGY TOXICITY mra
423.1 Single-dose toxicity Single dose toxicity studies MmA1
4232 Repeat-dose toxicity Repeated dose toxicity studies ImA2
4233 Genotoxicity Mutagenic Potential mp
4234 Carcinogenicity Carcinogenic Potential HE
4.2.3.5 Reproductive and developmental toxicity Reproductive Function B
Embryo-foetal and Perinatal Toxicity me
4236 Local tolerance ' Local Tolerance IH
4237 Other toxicity studies Other Information nmaQ
43 LITERATURE REFERENCES OTHER INFORMATION mQ
MODULE 5- CLINICAL STUDY REPORTS
CTD EU CTD (NTA, Vol. 2B, Edition 2001) NTA, Vol. 2B (Edition 1998) NTA
5.1 MODULE 5 TABLE OF CONTENTS -
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DOCUMENTATION, APPENDIX 2: WRITTEN
SUMMARY - TABULAR OVERVIEW
53 CLINICAL STUDY REPORTS CLINICAL DOCUMENTATION v
5.3.1 Reports of Biopharmaceutic Studies Pharmacokinetics IVA2
53.2 Reports of Studies Pertinent to Pharmacokinetics Pharmacokinetics IVA2
using Human Biomaterials
533 Reports of human pharmacokinetic (PK) studies Pharmacokinetics IVA2
534 Reports of human pharmacodynamic (PD) studies Pharmacodynamics IVA1
5.3.5 Reports of efficacy and safety studies Clinical Trials IVB1
53.6 Reports of post-marketing experience Post-marketing experience (if available) IVB2
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PART I - SUMMARY OF THE DOSSIER

NTA NTA, Vol. 2B (Edition 1998) EU CTD (NTA, Vol. 2B, Edition 2001) CTD
1A ADMINISTRATIVE DATA Application Form 12
including Table of Contents for remainder of the dossier Comprehensive Table of Content 1.1
IB SUMMARY OF PRODUCT CHARATERISTICS,
PACKAGING, LABELLING AND PACKAGE LEAFLET
IB1 Summary of Product Characteristics Summary of Product Characteristics 1.3.1
I1B2 Proposal for Packaging, labelling, and package leaflet Labelling 132
Package Leaflet 133
IB3 SPCs already approved in the Member States Annex to Application Form 1.2
IC EXPERT REPORTS
IC1 Expert report on the chemical, pharmaceutical and
biological documentation
IC1 Product profile Introduction 22
IC1 Critical Assessment Quality Overall Summary 23
IC1 Signature, Information on the expert Information about the Experts 14
IC1 Appendix 1: Tabular Formats -— -
IC! Appendix 2: Written Summary — —
IC2 Expert Report on the toxico-pharmacological
documentation
IC2 Product profile Introduction 22
IC2 Critical Assessment Nonclinical Overview 24
I1C2 Signature, Information on the expert Experts 14
IC2 Appendix 1: Tabular Formats Nonclinical Summary
Pharmacology Tabulated Summary 263
Pharmacokinetics Tabulated Summary 265
Toxicology Tabulated Summary 26.7
1C2 Appendix 2: Tabular Overview Nonclinical Summary
Pharmacology Tabulated Summary 263
Pharmacokinetics Tabulated Summary 265
Toxicology Tabulated Summary 26.7
IC2 Appendix 2: Written Summary (Pharmacology) Nonclinical Summary
Pharmacology Written Summary 262
Pharmacokinetics Written Summary 2.64
IC3 Expert Report on the clinical documentation
IC3 Product profile Introduction 22
IC3 Critical Assessment - | Clinical Overview 2.5
(oK} Signature, Information on the expert Experts 1.4
IC3 Appendix 1: Tabular Formats Synopses of individual studies 276
IC3 Appendix 2: Written Summary Clinical Summary 2.7
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NTA NTA, Vol. 2B (Edition 1998) EU CTD (NTA, Vol. 2B, Edition 2001) CTD
mA COMPOSITION DESCRIPTION AND COMPOSITION OF THE DRUG  [3.2P.1
PRODUCT
A1 Composition of the medicinal product Composition 3.2.P.1
A2 Container (brief description) Type of container and closure used 32.P.1
A3 Clinical trial formula(e) Pharmaceutical development: Formulation development 3.2.p2.21
HA4 Development pharmaceutics Pharmaceutical development 32.P2
1B METHOD OF PREPARATION MANUFACTURE 32.P3
B!} Manufacturing formula Batch formula 32P3.2
B2 Manufacturing process (including in-process control Description of manufacturing process and process 32P33
and pharmaceutical assembly process) controls
Controls of critical steps and intermediates 3.2P34
IIB3 Validation of the process Process validation and / or evaluation 3.2P35
Process validation scheme for the drug product 32R
nHc CONTROL OF STARTING MATERIALS
nci Active substance CONTROL OF DRUG SUBSTANCE 3.2.84
ncii Specifications and routine tests Specification 3.284.1
Analytical procedures 32842
nciz Scientific Data
nct21 Nomenclature Nomenclature 3.28.1.1
Hci22 Description Structure 328.1.2
nci23 Manufacture Manufacture 3282
nci24 Quality control during manufacture Control of materials 3.28.23
Controls of Critical Steps and Intermediates 32824
HC1.25 Development Chemistry Characterisation: Elucidation of structure 3.2.8.3.1
General properties 32813
Reference standards or materials 3.285
Validation of analytical procedure 32843
IC1.26 Impurities Impurities 32832
nHC1.27 Batch analysis Batch analyses 32544
Reference standards or materials 3285
nca Excipient(s) CONTROL OF EXCIPIENTS 3.2.P4
nmcai Specifications and routine tests Specifications 3.2P4.1
Analytical procedures 3.2.p42
ncaz Scientific data Novel excipients 3.2P4.6
Ics Packaging Material (Immediate Packaging) Container Closure System 3.2.P.7
D CONTROL TESTS ON INTERMEDIATE PRODUCTS Controls of critical steps and intermediates 3.2P34
1E CONTROL TESTS ON THE FINISHED PRODUCT CONTROL OF DRUG PRODUCT 32P5
HE1 Specifications and Routine Tests
MEL1 Product specifications and tests for release Specification(s) 3.2.P5.1
IE 1.2 Control methods Analytical procedures 3.2P52
IIE2 Scientific data
NE2.1 Analytical validation of methods and comments Validation of analytical procedures 3.2P53
on the choice of routine tests and standards Justification of specification(s) 32.P.56
ME22 Batch analysis Batch analyses 3.2P54
Reference standards or materials 32.P6
IIF STABILITY
IIF1 Stability Tests on Active Substance(s) Drug substance: Stability 3287
IF2 Stability Tests on the Finished Product Drug product: Stability 3.2.p8
Shelf life Specification(s) . 3.2P5.1
G BIOAVAILABILITY / BIOEQUIVALENCE Reports of biopharmaceutic studies 5.3.1
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� International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use (� HYPERLINK "http://www.ifpma.org/ich1.html" �ICH�), a unique project that brings together the regulatory authorities and pharmaceutical industry experts from Europe, Japan and the USA.


� Vol 2 B Notice to Applicants – Presentation and content of the dossier - Common Technical Document (CTD) (Final Revision 2 May 2002)
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