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Recommendations from Annual DCVMN

meeting 2016 and related Regulatory
Panel

J Outcome of the regulatory panel: There is a need for
hard data to back up the description of constraints
faced for registration of vaccines in developing

countries '

= Comparative analysis of CTDs from different countries to assess
similarities and differences in requirements (contents and

numbering)

= Engagement of IFPMA member companies to work jointly with
DCVMN member companies on constraints and proposals for
improvements

= Workshop in Geneva to collect “hard data” on constraints




Workshop in Geneva.

May 15 and 16 2017

Participants: Mary Allin (Pfizer), Abdulaziz M.M Almotiri (Arabio), Paula
Barbosa (IFPMA), Nirav Amitkumar Chokshi (Zydus Cadila), Monique Collaco
de Moraes Stavale (Bio-Manguinhos), Samir Desai (Zydus Cadila), Shubhangi
Ghadge (Serum Institute of India), Tarek Ibrahim (Arabio), Seon Gyeong
Jeong (LG Chem). Matthew Marsden (Pfizer), Mic McGoldrick (Merck ), YIJIE
Qu (CNBG), Christophe Saillez ( former GSK), Mira Uton (Biofarma) and
Qiaoruo Xiong (CNBG)

Facilitator: Nora Dellepiane (Consultant DCVMN)
Outputs of the workshop:

1. Review accuracy and inputs to the comparative analysis of CTDs,
finalization of CTD comparative analysis

2. Comparison of application forms of different countries

3. Comparison of registration process and country specific requirements in
134 countries



Approach

Module | comparison

Module 1: CTDs of Australia, China, Europe, the Gulf Cooperation
Council (GCC) India, Jordan, PAHO, Tanzania, Thailand, the United
States (US) and the (World Health Organization (WHO) are
compared to each other, up to node 3 (level 3 of detail).

The raw data were organized by aligning the topics on the basis of
similarity of content independently of the number assigned to them
in each CTD.

Similarities and differences between each other were assessed for
content and also for the numbering sequences used

Contents expressed exactly in the same terms or slightly differently
but requiring the same information were considered similar; and
contents that differed between the CTDs were considered different

For simplicity, the items referring to the application forms were left
out of the exercise



Approach

Module | comparison (2)

v" % of similarity = N° items with similar content or numbering x 100

N° items compared

v % of difference= 100- % of similarity



Approach

Modules 2-5 comparison

v'Modules 2-5: CTDs from PAHO, India, Jordan
FDA and Thai FDA are compared to the ICH
CTD as implemented by US FDA.

v'The raw data table was constructed by
aligning the topics on the basis of similarity of
content independently of the number
assigned to them in each CTD.

v Similarities and differences in relation to ICH
CTD were assessed for content and also for
the numbering sequences used



Approach

Modules 2-5 comparison

CTDs from different countries were considered “different” from the
ICH CTD if one of the following situations applied:

Country X did not require a specific item required in the ICH CTD)

Country X required data/information not required in the ICH CTD
(other information)

Country X contained in its requirements the same heading (or similar)
as contained in the ICH CTD but the data/information expected to be

provided under such heading was not specified, while being specified
in the ICH CTD

Country X contained in its requirements the same heading (or similar)
as contained in the ICH CTD but the data/information expected to be

provided under such heading was specified, while not being specified
in the ICH CTD

Country X requires different information from ICH under the same
heading




Calculations of % of similarity and

difference

MODULE |

v" % of similarity = N° items with similar content or numbering x 100

N° items compared
v % of difference= 100- % of similarity

MODULE 2-5

v' % of similarity =
= N° items with similar content or numbering to ICH (CTD) x 100
N° items compared

v % of difference= 100- % of similarity
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COMPARISON OF CTD MODULE 1 NUMBERING FROM

AUSTRALIA, CHINA, EUROPE, GCC, INDIA, JORDAN,
PAHO, TANZANIA, THAILAND, US AND WHO

NON HARMONIZED MODULE

Similar
30%

Different
70%

Number of items 92



CTD CONTENTS MODULES 2-5

ASEAN, INDIA, JORDAN, PAHO AND
THAILAND Vs. ICH (FDA)



Comparison between ASEAN and ICH

* The structure of the ASEAN CTD is completely different
from the ICH CTD.

* |Information required in Module 2 of the ICH CTD is
embedded in the other sections in the ASEAN CTD

e Due to these structural differences

— ASEAN is not included in the tables as for the other
countries/regions because the comparison between the

ICH and the ASEAN CTDs was done separately from that
done for other countries

— Comparison between the ICH and the ASEAN CTDs
resulted in 93% of similarities and 7% differences




ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN THAILAND

REFERENC Vs ICH Vs ICH Vs ICH Vs ICH
p) B MODULE 2 - COMMON TECHNICAL DOCUMENT SUMMARIES [~ | [~ | [~ | [~ | [~ |
24 Nonclinical Overview Similar Similar Similar Similar

Different  Different

24.1 Overview of the Nonclinical Testing Strategy Different  Similar Different  Different

24.2 Pharmacology Different  Similar Different  Different
Different

243 Pharmacokinetics Different  Similar Different  Different
Different

244 Toxicology Different  Similar Different  Different
Different

245 Integrated Overview and Conclusions Different  Similar Different  Different
2.4.6 List of Literature Citations Different  Similar Different  Different
2.5 Clinical Overview Similar Similar Similar Similar
25.1 Product Development Rationale Different  Different  Different  Different
2.5.2 Overview of Biopharmaceutics Different  Different  Different  Different
253 Overview of Clinical Pharmacology Different  Different  Different  Different

Different  Different
Different  Different
Different  Different
Different  Different

25.4 Overview of Efficacy Similar Similar Different  Different
2.5.5 Overview of Safety Similar Similar Different  Different
2.5.6 Benefits and Risks Conclusions Similar Similar Different  Different

2.5.7 References Similar Similar Different  Different



ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN THAILAND

REFERENC Vs ICH Vs ICH Vs ICH Vs ICH
2 B VODULE 2 - COMMON TECHNICAL DOCUMENT SUMMARIES BE B B B =&®
2.6 Nonclinical Written and Tabulated Summaries Similar Similar Similar Similar
2.6.1 Introduction Similar Similar Different  Different
2.6.2 Pharmacology Written Summary Similar Similar Different  Different
2.6.2.1  Brief Summary Different  Different  Different  Different
2.6.2.2  Primary Pharmacodynamics Different  Different  Different  Different
2.6.2.3  Secondary Pharmacodynamics Different  Different  Different  Different
2.6.2.4  Safety Pharmacology Different  Different  Different  Different
2.6.2.5  Pharmacodynamic Drug Interactions Different  Different  Different  Different
2.6.2.6  Discussion and Conclusions Different  Different  Different  Different
2.6.2.7  Tables and Figures Different  Different  Different  Different
2.6.3 Pharmacology Tabulated Summary Similar Similar Different  Different
2.6.4 Pharmacokinetics Written Summary Similar Similar Different  Different
2.6.4.1  Brief Summary Different  Different  Different  Different
2.6.42  Methods of Analysis Different  Different  Different  Different
2.6.4.3  Absorption Different  Different  Different  Different
2.6.44  Distribution Different  Different  Different  Different
2.6.45  Metabolism (interspecies comparison) Different  Different  Different Different
2.6.46  Excretion Different  Different  Different  Different
2.6.4.7  Pharmacokinetic Drug Interactions Different  Different  Different Different
2.6.48  Other Pharmacokinetic Studies Different  Different  Different Different
2.6.49  Discussion and Conclusions Different  Different  Different Different

2.6.4.10  Tables and Figures Different  Different  Different  Different



ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN THAILAND
REFERENC Vs ICH Vs ICH Vs ICH Vs ICH

PN

2 B MODULE 2 - COMMON TECHNICAL DOCUMENT SUMMARIES B =B HE B =

265  Pharmacokinetics Tabulated Summary Smilar -~ Similar ~ Different Different
266 Toxicology Written Summary Smilar -~ Similar  Different Different
2661  Brief Summary Different ~ Different ~ Different  Different
2662 Single-Dose Toxicity Different ~ Different ~ Different  Different
2663  Repeat-Dose Toxicity Different ~ Different ~ Different  Different
2664  Genotoxicity Different ~ Different ~ Different  Different
2665  Carcinogenicity Different ~ Different  Different  Different
2666  Reproductive and Developmental Toxicity Different ~ Different ~ Different  Different
2667 Local Tolerance Different ~ Different ~ Different  Different
2668  Other Toxicity Studies (if available) Different ~ Different  Different  Different
2669  Discussion and Conclusions Different ~ Different ~ Different  Different
26610  References Different ~ Different ~ Different  Different
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2.6.7
2.7

2.7.1
2.7.1.1
2.7.1.2
2.7.1.3
2.7.14
2.7.2
2.7.2.1
2.7.2.2
2.7.2.3
2.7.2.4
2.7.2.5
2.7.3
2.73.1
2.7.3.2
2.7.3.3
2.7.33.1
2.7.3.3.2
2.7.3.33
2.7.3.4
2.7.3.5

Toxicology Tabulated Summary
Clinical Summary

Summary of Biopharmaceutic and Associated Analytical Methods
Background and Overview

Summary of Results of Individual Studies

Comparison and Analyses of Results Across Studies

Appendix

Summary of Clinical Pharmacology Studies

Background and Overview

Summary of Results of Individual Studies

Comparison and Analyses of Results Across Studies

Special Studies

Appendix

Summary of Clinical Efficacy

Background and Overview of Clinical Efficacy

Summary of Results of Individual Studies

Comparison and Analyses of Results Across Studies

Study Populations

Comparison of Efficacy Results Across All Studies

Comparison of Results in Sub-Populations

Analysis of Clinical Information Relevant to Dosing Recommendations
Persistence of Efficacy and/or Tolerance Effects

PAHO
Vs ICH

Similar

Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Similar

Different
Different
Different
Different
Different
Different
Different
Different

INDIA

Vs ICH
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Different

JORDAN

Vs ICH
Different
Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
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THAILAND
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Different
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ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN THAILAND

REFERENC Vs ICH Vs ICH Vs ICH Vs ICH
2 | VODULE 2 - COMMON TECHNICAL DOCUMENT SUMMARIES BE B B B =®
2.7.3.6 Appendix Different  Different  Different  Different
2.74 Summary of Clinical Safety Similar Similar Different  Different
2.74.1 Exposure to the Drug Different  Different  Different Different
2.7.4.1.1 Overall Safety Evaluation Plan and Narratives of Safety Studies Different  Different  Different Different
2.7.4.1.2  Overall Extent of Exposure Different  Different  Different  Different
2.7.4.1.3 Demographic and Other Characteristics of Study Population Different  Different  Different Different
2.7.4.2 Adverse Events Different  Different  Different  Different
2.7.4.2.1 Analysis of Adverse Events by Organ System or Syndrome Different  Different  Different Different
2.7.4.2.2 Narratives Different  Different  Different Different
2.7.4.2.3 Deaths Different  Different  Different Different
2.7.4.2.4 Other Serious Adverse Events Different  Different  Different  Different
2.74.3 Clinical Laboratory Evaluations Different  Different  Different Different
2744 Vital Signs, Physical Findings, Observations Related to Safety Different  Different  Different  Different
2745 Safety in Special Groups and Situations Different  Different  Different Different
2.7.4.5.1 Intrinsic Factors Different  Different  Different Different
2.7.4.5.2  Extrinsic Factors Different  Different  Different  Different
2.7.4.5.3 Drug Interactions Different  Different  Different Different
2.7.4.5.4 Use in Pregnancy and Lactation Different  Different  Different Different
2.7.4.5.,5 Overdose Different  Different  Different Different
2.7.4.5.6 DrugAbuse Different  Different  Different Different
2.7.4.5.7 Withdrawal and Rebound Different  Different  Different Different
2.7.4.5.8 Effects on Ability to Drive or Operate Machinery or Impairment of Mental AbilityDifferent  Different  Different Different
2.7.4.6 Post-Marketing Data Different  Different  Different Different
2.7.4.7 Appendix Different  Different  Different Different
2.7.5 References Similar Different  Different  Different

2.7.6 Synopses of Individual Studies Different  Different  Different  Different




ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN  THAILAND

REEERENC \lc ICH \lc ICH \lc ICH \lc ICH
3 MODULE 3 - QUALITY
3.1 Comprehensive Table of Contents for Module 3 Similar Similar Different  Different
Similar Similar Similar
3.2 Drug Substance Similar Similar Similar Similar
Different
3.25.1 General Information Different Different Similar Similar
3.25.1.1 Nomenclature Different Different Different  Different
3.2.5.1.2 Structure Different Different Different  Different
3.2.5.1.3 General Properties Different Different Different  Different

Different Different
Different Different
Different Different
Different Different
Different Different
Different Different

3.2.5.2 Manufacture Similar Similar Similar Different
3.2.5.2.1 Manufacturer(s) Similar Similar Similar Similar
3.2.5.2.2 Description of Process and Process Controls Similar Similar Similar Different

Different Different
Different Different
Different Different
Different Different
Different Different
Different Different
Different Different
Different Different Different

3.2.5.2.3 Control of Materials Similar Different Similar Different

3.2.5.2.4 Control of Critical Steps and Intermediates Similar Similar Similar Different
Different

3.2.5.2.5 Process Validation and/or Evaluation Similar Similar Similar Different

Different Different
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Control of Drug Substance
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Analytical Procedures

Validation of Analytical Procedures
Batch Analyses
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Stability Summary and Conclusions
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Drug Product
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Composition of Drug Product
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Manufacturing Process Development
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Similar
Similar
Different
Different
Similar
Similar
Similar
Different
Different

Similar

Similar
Similar
Different
Different

Different
Different

Similar
Similar
Different
Similar
Different

JORDAN
Vs ICH

Similar
Similar

Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar

Similar

Different
Different
Different

Similar

Similar
Similar
Similar
Similar
Different
Different
Different
Different
Different
Similar
Similar
Similar
Similar

THAILAND
Vs ICH

Similar
Different

Different
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar

Similar

Different
Different
Different

Similar
Different
Similar
Similar
Different

Different

Different
Different
Different
Different



ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN THAILAND

REFERENC Vs ICH Vs ICH Vs ICH Vs ICH
3 MODULE 3 - QUALITY
3.2.p.3 Manufacture Similar Similar Similar Similar
3.2.P.3.1 Manufacturer(s) Similar Similar Similar Different
3.2.P.3.2 Batch Formula Similar Similar Similar Different
3.2.P.3.3 Description of Manufacturing Process and Process Controls Similar Similar Similar Different
3.2.P.3.4 Controls of Critical Steps and Intermediates Similar Similar Similar Different
3.2.P.3.5 Process Validation and/or Evaluation Similar Similar Similar Different
Different Different
3.2.P.4 Control of Excipients Similar Similar Similar Similar
Different
3.2.P.4.1 Specifications Similar Similar Similar Different
3.2.P.4.2 Analytical Procedures Similar Similar Similar Different
3.2.P.4.3 Validation of Analytical Procedures Similar Similar Similar Different
3.2.P.4.4 Justification of Specifications Similar Similar Similar Different
3.2.P.4.5 Excipients of Human or Animal Origin Similar Similar Similar Different
3.2.P.4.6 Novel Excipients Similar Similar Similar Different
3.2.P.5 Control of Drug Product Similar Similar Similar Similar
3.2.P.5.1 Specifications Similar Similar Similar Similar
3.2.P.5.2  Analytical Procedures Similar Similar Similar Similar
3.2.P.5.3 Validation of Analytical Procedures Similar Similar Similar Similar
3.2.P.5.4 Batch Analyses Similar Similar Similar Similar
3.2.P.5.5 Characterization of Impurities Similar Similar Similar Similar
3.2.P.5.6 Justification of Specifications Similar Similar Similar Similar
Different Different
3.2.P.6 Reference Standards or Materials Similar Similar Similar Similar
3.2.P.7 Container/Closure System Similar Similar Similar Similar

Different Different
Different Different

3.2.P.8 Stability Similar Similar Similar Similar
3.2.P.8.1 Stability Summary and Conclusions Similar Similar Similar Different
Different Different
Different
3.2.P.8.2 Post-Approval Stability Protocol and Stability Commitments Similar Similar Similar Different
3.2.P.8.3 Stability Data Similar Different Similar Different

Different Different



ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN THAILAND

REFERENC Vs ICH Vs ICH Vs ICH Vs ICH
3 MODULE 3 - QUALITY
3.2.A Appendices Similar Similar Different  Similar
3.2A.1 Facilities and Equipment Similar Similar Different  Similar
3.2.A.2 Adventitious Agents Safety Evaluation Similar Similar Different  Similar
3.2.A3 Novel Excipients Different  Different  Different Similar
3.2.R Regional Information Different  Different  Different  Similar
3.2.R.1 Batch Records Different  Different  Different Different

Lot #### (STRENGTH) Different  Different  Different Different

Lot ##t#it (STRENGTH) Different  Different  Different Different
3.2.R.2 Methods Validation Packet Different  Different  Different Different
3.3 Key Literature References Similar Similar Different  Similar

MODULE 4 - NON-CLINICAL STUDY REPORTS Similar Similar Similar Similar

Different
Different

4.1 Comprehensive Table of Contents for Module 4 Similar Similar Similar Different
4.2 Study Reports Similar Similar Similar Similar
4.2.1 Pharmacology Similar Similar Similar Similar
4.2.1.1 Primary Pharmacodynamics Similar Similar Different  Similar
4.2.1.2 Secondary Pharmacodynamics Similar Similar Different  Similar
4.2.1.3 Safety Pharmacology Different  Different  Different  Similar
4.2.1.4 Pharmacodynamic Drug Interactions Different  Different  Different  Similar
4.2.2 Farmacokinetics Similar Similar Similar Similar
4.2.2.1 Analytical Methods and Validation Reports Different  Different  Different Similar
4.2.2.2 Absorption Different  Different  Different Similar
4.2.2.3 Distribution Different  Different  Different Similar
4.2.2.4 Metabolism Different  Different  Different  Similar
4.2.2.5 Excretion Different  Different  Different Similar
4.2.2.6 Pharmacokinetic Drug Interactions Different  Different  Different  Similar

4,2.2.7 Other Pharmacokinetic Studies Different Different Different  Similar



ICH (FDA)
REFERENC

a
4.2.3

4.2.3.1
4.2.3.2

4.2.3.3
4.2.3.3.1
4.2.3.3.2

4.2.3.4

4.2.3.5

4.2.3.5.1
4.2.3.5.2
4.2.3.5.3
4.2.3.5.4
4.2.3.6

4.2.3.7

4.2.3.7.1
4.2.3.7.2
4.2.3.7.3
4.2.3.7.4
4.2.3.7.5
4.2.3.7.6
4.2.3.7.7

4.3

ICH (FDA) NAME

MODULE 4 - NON-CLINICAL STUDY REPORTS
Toxicology

Single-Dose Toxicity
Repeat-Dose Toxicity

Genotoxicity
In vitro Studies
In vivo Studies

Carcinogenicity

Reproductive and Developmental Toxicity

Fertility and Embryonic Development

Embryo-Fetal Development

Pre- and Post-natal Development & Maternal Function
Offspring, Juvenile, Second & Third-Generation Studies
Local Tolerance

Other Toxicity Studies

Antigenicity

Immunotoxicity

Mechanistic studies (not included elsewhere)
Dependence

Metabolites

Impurities

Other

Literature References

PAHO

Vs ICH
Similar
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Similar
Different
Different
Different
Similar

Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different

Different
Different
Similar

INDIA
Vs ICH

F—— T

Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Similar

Different
Different
Different
Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Similar

JORDAN
Vs ICH

f—— o

Similar

Different
Different

Different
Different
Different

Different

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different

Similar

THAILAND
Vs ICH

Similar

Similar
Similar

Similar
Similar
Similar

Similar
Different
Different
Different
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar
Similar

Similar




ICH (FDA)
REFERENC

5

5.1
5.2
5.2.1
5.2.2

5.3
5.3.1
5.3.1.1

5.3.1.1.1

5.3.1.1.2

5.3.1.1.3
5.3.1.14

ICH (FDA) NAME

MODULE 5 - CLINICAL STUDY REPORTS

Comprehensive Table of Contents for Module 5
Tabular Listing of all Clinical Studies

CLIENT Studies

Tabular Listing of Clinical Investigators

Clinical Study Reports
Reports of Biopharmaceutic Studies
Bioavailability (BA) Study Reports

CLIENT Studies

e Protocol ##i## (Food-Effect)

e Protocol #i#tHt (Food-Effect) (continued)

e Protocol ##t (Food-Effect) (continued)

e Protocol #### (Food-Effect) (continued)
REFERENCE LISTED DRUG SPONSOR STUDIES
e Fill in data from NDA Summary Basis of Approval Review
NA

NA

Published Studies

Summary

PAHO
Vs ICH

Similar

Similar

Different
Different
Different
Different
Different

Different
Different
Different
Different

Similar
Different
Different

Different
Different
Different
Different
Different
Different
Different

Different
Different

INDIA
Vs ICH

Similar

Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different

Different
Different
Different
Different
Different
Different
Different

Different
Different

JORDAN
Vs ICH

Different
Different
Different
Different
Different

Similar
Different
Similar

Different
Different
Different
Different
Different
Different
Different

Similar

Different
Different
Different
Different
Different

THAILAND
Vs ICH

Different
Similar

Different
Different

Similar

Similar

Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different

Different
Different



ICH (FDA) ICH (FDA) NAME INDIA JORDAN THAILAND

REFERENC Vs ICH Vs ICH Vs ICH
5 MODULE 5 - CLINICAL STUDY REPORTS
5.3.1.2 Comparative BA & BE Study Reports Different Different Different  Similar
5.3.1.2.1  CLIENT Studies Different Different Different  Different
Protocol #i# Different Different Different  Different
- Appendices 16.0 Different Different Different  Different
- Appendices 16.1 — Study Information Different Different Different  Different
- Appendices 16.1.1 — Protocol & IRB Approval Different Different Different  Different
- Appendices 16.1.2 — Sample Case Report Form (CRF) Different Different Different  Different
- Appendices 16.1.3 — IRB Membership Roster Different Different Different  Different
- Appendices 16.1.4 — List of Investigators Different Different Different  Different
- Appendices 16.1.5 — Signature Page Different Different Different  Different
- Appendices 16.1.6 — Table of Dosing Dates and Times Different Different Different  Different
- Appendices 16.1.7 — Randomization Scheme and Codes Different Different Different  Different
- Appendices 16.1.8 — Audit Certificate Different Different Different  Different
- Appendices 16.1.9 — Statistical Report Different Different Different  Different
Protocol #it## (continued) Different Different Different  Different
- Appendices 16.1.9 — Statistical Report (continued) Different Different Different  Different
- Appendices 16.1.10 — Analytical Report Different Different Different  Different
- Addendum to Method Validation Report Different Different Different  Different
Protocol #it## (continued) Different Different Different  Different
- Appendices 16.1.10 — Analytical Report (continued) Different Different Different  Different
- Appendix 16.1.11 — Publications Based on this Study (NA) Different Different Different  Different
- Appendix 16.1.12 — Publications Referenced in Report (NA) Different Different Different  Different
- Appendix 16.2 — Subject Data Listings Different Different Different  Different
- Appendix 16.2.1 — Discontinued Subjects Different Different Different  Different
- Appendix 16.2.2 — Protocol Deviations (none) Different Different Different  Different
- Appendix 16.2.3 — Concomitant Medications Different Different Different  Different
- Appendix 16.2.4 — Subject Demographics Different Different Different  Different
- Appendix 16.2.5 — Table of Deviations from Scheduled Collections Different Different Different  Different
- Appendix 16.2.6 — Individual Efficacy Response (NA) Different Different Different  Different
- Appendix 16.2.7 — Adverse Event Listings Different Different Different  Different
- Appendix 16.2.8 — Listing of Individual Lab Measurements ((NA) Different Different Different  Different
- Appendix 16.3 — Case Report Forms (CRF) (Subjects 1 — 44) Different Different Different  Different
- Appendix 16.3.1 — CRFs for Deaths, Serious AE, & Discontinuations Different Different Different  Different
- Appendix 16.3.2 — Other CRFs Submitted (NA) Different Different Different  Different

- Appendix 16.4 — Individual Patient Listings Different Different Different  Different



ICH (FDA) ICH (FDA) NAME PAHO INDIA JORDAN THAILAND

REFERENC Vs ICH Vs ICH Vs ICH Vs ICH
5 MODULE 5 - CLINICAL STUDY REPORTS
Protocol #it## Different Different Different  Different
Protocol #it## Different Different Different  Different
Appendices 16.0 Different Different Different  Different
Appendices 16.1 — Study Information Different Different Different  Different
Appendices 16.1.1 — Protocol & Protocol Amendments Different Different Different  Different
Appendices 16.1.2 — Sample Case Report Form (CRF) Different Different Different  Different
Appendices 16.1.3 — IRB Membership & Sample Informed Consent Different Different Different  Different
Appendices 16.1.4 — List of Investigators Different Different Different  Different
Appendices 16.1.5 — Signature Page Different Different Different  Different
- Appendices 16.1.6 — List of Subjects Receiving Test Drugs from Multiple Different Different Different  Different
Batches (NA)
Appendices 16.1.7 — Randomization Scheme and Codes Different Different Different  Different
Appendices 16.1.8 — Audit Certificate (NA) Different Different Different  Different
Appendices 16.1.9 — Documentation of Pharmacokinetic and Statistical Different Different Different  Different
Methods

Appendices 16.1.10 — Documentation of Inter-Laboratory Standardization Different Different Different  Different
Methods and QA Procedures

Appendix 16.1.11 — Publications Based on this Study (NA) Different Different Different  Different
Appendix 16.1.12 — Publications Referenced in Report (NA) Different Different Different  Different
Protocol #i### (continued) Different Different Different  Different
Appendix 16.2 — Subject Data Listings Different Different Different  Different
Appendix 16.2.1 — Discontinued Subjects (none) Different Different Different  Different
Appendix 16.2.2 — Protocol Deviations — Blood Samples Different Different Different  Different
Appendix 16.2.3 — Subjects Excluded from Analysis (none) Different Different Different  Different
Appendix 16.2.4 — Demographic Data & Baseline Characteristics Different Different Different Different
Appendix 16.2.5 — Drug Concentration Data Different Different Different Different
Appendix 16.2.6 — Individual Data Different Different Different  Different
Appendix 16.2.7 — Adverse Event Listings Different Different Different  Different
Appendix 16.2.8 — Listing of Individual Lab Measurements Different Different Different  Different
Appendix 16.2.9 — Statistical Analysis Different Different Different  Different
Appendix 16.3 — Case Report Forms (CRF) Different Different Different  Different
- Appendix 16.3.1 — CRFs for Deaths, Other Serious Adverse Events, & Different Different Different  Different
Withdrawals for AE (none)
Appendix 16.3.2 — Other CRFs Submitted (NA) Different Different Different  Different
Appendix 16.4 — Individual Subject Data Listings Different Different Different  Different
Appendix 16.5 — Analytical Report Different Different Different Different

Appendix 16.6 — Validation Report Different Different Different  Different



ICH (FDA)
REFERENC

5
5.3.1.2.2

5.3.1.2.3
5.3.1.24

5.3.1.3

5.3.14

5.3.2
5.3.2.1

5.3.2.2

5.3.2.3

5.3.3
5.3.3.1

ICH (FDA) NAME

MODULE 5 - CLINICAL STUDY REPORTS

REFERENCE LISTED DRUG SPONSOR STUDIES
FILL IN AS NEEDED: Summary Basis of Approval Review
FILL IN AS NEEDED: Summary Basis of Approval Review
FILL IN AS NEEDED: Summary Basis of Approval Review

Published Studies

Summary

In vitro/In vivo Correlation (IV/IVC)

Bioanalytical and Analytical Methods

Reports of Studies Pertinent to Human PK
Plasma Protein Binding Study Reports

Hepatic Metabolism/Drug Interactions

Studies Using other Human Materials

Reports of Human PK Studies
Healthy Subject PK and Tolerability

PAHO
Vs ICH

Different
Different
Different
Different
Different
Different

Different

Different

Different
Different

Different

Different

Different
Different

INDIA
Vs ICH

F—— T

Different
Different
Different
Different
Different
Different

Different

Different

Different
Different

Different

Different

Different
Different

JORDAN
Vs ICH

Different
Different
Different
Different
Different
Different

Different

Different

Different
Different

Different

Different

Different
Similar
Similar

THAILAND
Vs ICH

Different
Different
Different
Different
Different
Different
Different
Different
Different
Similar

Different
Different
Different
Similar

Different
Different
Different
Similar

Similar

Different
Different
Different
Similar

Different
Different
Different
Similar

Different
Different
Different

Similar
Similar
Different
Different
Different



ICH (FDA)
REFERENC

5

5.3.3.2

5.3.3.3

5.3.3.4

5.3.3.5

5.3.4
5.3.4.1

5.3.4.2

5.3.5

5.3.5.1
5.3.5.1.A
5.3.5.1.A.1
5.3.5.1.A.2
5.3.5.1.A3
5.3.5.1.A.4
5.3.5.1.B
5.3.5.1.B.1
5.3.5.1.B.2
5.3.5.1.B.3
5.3.5.1.B.4

5.3.5.2
5.3.5.2.1
5.3.5.2.2

5.3.5.2.3
5.3.5.2.4

ICH (FDA) NAME

MODULE 5 - CLINICAL STUDY REPORTS

Patient PK and Initial Tolerability

Intrinsic Factor PK

Extrinsic Factor PK

Population PK

Reports of Human PD Studies
Healthy Subject PD and PK/PD Studies

Patient PD and PK/PD

Reports of Efficacy and Safety Studies

Controlled Clinical Studies on Indication
INDICATION # 1

CLIENT Studies

NDA ##,### Sponsor Studies
Published Studies

Summary

INDICATION # 2

CLIENT Studies

NDA ##,### Sponsor Studies
Published Studies

Summary

Uncontrolled Clinical Studies

CLIENT Studies

NDA ##,### Sponsor Studies

e Summary Basis of Approval: Clinical Review
Published Studies

Summary

PAHO
Vs ICH

Different
Different
Different

Different

Different
Different

Different

Different

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different

Different
Different
Different
Different
Different
Different

INDIA
Vs ICH

Different
Different
Different
Different

Different
Different

Different

Different

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different

Different
Different
Different
Different
Different
Different

JORDAN
Vs ICH

Similar

Similar

Similar

Similar

Similar
Similar

Similar

Different

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different

Different
Different
Different
Different
Different
Different

THAILAND
Vs ICH

Similar

Different
Different
Different
Similar

Different
Different
Different
Similar

Different
Different
Different
Similar

Different
Different
Different
Similar

Similar

Different
Different
Different
Similar

Different
Different
Different
Similar

Different
Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Similar

Different
Different
Different
Different
Different
Different
Different
Different



ICH (FDA)
REFERENC
5

5.3.5.3
5.3.5.3.1
5.3.5.3.1.A
5.3.5.3.1.B
5.3.5.3.2

5.3.5.4

5.3.6
5.3.6.1
5.3.6.2
5.3.6.3
5.3.6.3.1
5.3.6.3.2
5.3.7
5.3.7.1
5.3.7.2

5.4

ICH (FDA) NAME

MODULE 5 - CLINICAL STUDY REPORTS

Reports of Analyses of Data from More than One Study
Integrated Summary of Safety

¢ INDICATION # 1

¢ INDICATION # 2

Integrated Summary of Efficacy

¢ INDICATION #1

¢ INDICATION # 2

Other Clinical Study Reports

Reports of Post-Marketing Experience

Regulatory History of NDA ##,#it#

Generic Approvals

Safety Data from Post-Marketing Surveillance

Foreign Marketing Data in Support of the Original NDA
US Post-Marketing Surveillance Data

Case Report Forms (CRF)/Individual Patient Listings
Protocol ###it# — BE Study

Protocol ##t#it# — Food-Effect Study

Literature References
Literature References (continued)

Different
Different
Different
Different
Different
Different
Different

Different

Similar

Different
Different
Different
Different
Different
Different
Different
Different

Similar
Different

INDIA
Vs ICH

Different
Different
Different
Different
Different
Different
Different

Different

Similar

Different
Different
Different
Different
Different
Different
Different
Different

Similar
Different
Different

JORDAN
Vs ICH

Different
Different
Different
Different
Different
Different
Different

Different

Different
Different
Different
Different
Different
Different
Different
Different
Different

Different
Different

THAILAND
Vs ICH

Similar

Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Different
Similar

Different
Different
Different
Different
Different
Similar

Different
Different
Different
Different
Different
Similar

Different



CTD CONTENT: INDIA, JORDAN, PAHO AND THAILAND
Vs. ICH (FDA)
Overall Comparison Modules 2-5

Number of Number of Number of Number of
items JORDAN items
Vs ICH (FDA) Thailand

Different 333 334 308 332 1,307
Similar 101 103 84 108 396
Total 434 437 392 440 1,703
% similarity 23 24 21 25 23
% difference 77 76 79 75 77
Similar/
23 %

Different
77 %



PAHO Vs. ICH (FDA) CONTENT
Comparing Module by Module
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INDIA Vs. ICH (FDA) CONTENT

Comparing Module by Module
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JORDAN Vs. ICH (FDA) CONTENT

Comparing Module by Module

136

115

56

M Different

Similar
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THAILAND Vs. ICH (FDA) CONTENT

Comparing Module by Module
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116
41 36
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M Different

Similar



CTD NUMBERING - MODULES 2-5

ASEAN, INDIA, JORDAN, PAHO AND
THAILAND Vs. ICH (FDA)



Module

2
2
2
2

N NNNNMNNNNMNMNNNNNMNDNNNMNDNNNMNDNNNMNNNNDDN

NN

ICH

2.1
2.2
2.3

NA
2.3.5
2.3.5.1
2.3.5.2
2.3.5.3
2.35.4
2.3.5.5
2.3.5.6
2.3.5.7
2.3.P
2.3.P1
2.3.P.2
2.3.P3
2.3.P4
2.3.P.5
2.3.P6
2.3.P.7
2.3.P.8
2.3.A
23.A1
2.3.A.2
2.3.A3
2.3.R
2.4

NA

FDA

2.1
2.2
2.3

NA
2.3.5
2.3.8.1
2.3.5.2
2.3.8.3
2354
2.3.8.5
2.3.5.6
2.3.5.7
2.3.P
2.3.P.1
2.3.P.2
2.3.P3
2.3.P4
2.3.P.5
2.3.P.6
2.3.P.7
2.3.P.8
2.3.A
23.A1
2.3.A.2
23.A3
2.3.R
2.4

NA
24.1
2.4.2

PAHO

2.1
2.2
2.3

NA
2.3.5

2.3.P

2.4

NA

INDIA JORDAN ASEAN THAILAND

2.1
2.2
2.3

NA
2.3.5

2.3.P

2.3.A

2.4

24.1
2.4.2
2.4.3

2.1
2.2
2.3

NA

2.4

NA

2.2
Partll- 2.3
Section
B
NA NA
Partlll - 2.4
Section
B
NA NA

Module

N NDNDNNDNDDNRLGY

N

N NDNDNNNMNMNNMNNNNMNMNNDDN

N NMNDNNDNNMNMNNDNDN

ICH

NA

NA

NA

2.5

2.6

2.6.1
2.6.2

FDA

NA
243
NA
24.4
NA
2.4.5
2.4.6

2.5

2.5.1
2.5.2
2.5.3
NA
NA
NA
NA
2.5.4
2.5.5
2.5.6
2.5.7
2.6

NA
2.6.1
2.6.2
2.6.2.1
2.6.2.2
2.6.2.3
2.6.2.4
2.6.2.5
2.6.2.6

PAHO

NA

NA

NA

2.5

NA
NA
251
2.5.2
254
2.5.5
2.5.6
2.5.7
2.6

NA
2.6.1
2.6.2

INDIA JORDAN ASEAN THAILAND

NA
24.4
NA
2.4.5
NA
2.4.6
2.4.7

2.6

2.6.1
2.6.2
2.6.3
264
2.6.5
2.6.6
2.6.7
2.6.8
2.5

NA
25.1
2.5.2

NA

NA

2.5

2.6

NA

NA

NA
NA
NA
NA

NA NA
NA NA
NA NA
PartIV-2.5
Section

B

NA NA
NA NA
NA NA
NA NA
Partlll - 2.6
Section

C

1 NA
2



Module ICH FDA PAHO INDIA JORDAN ASEAN THAILAND §Module ICH FDA PAHO INDIA JORDAN ASEAN THAILAND

2 2
2 2.6.2.7 2 271 271 1
2 263 263 263 253 2 2.7.1.1
2 264 264 264 254 3 2 2.7.1.2
2 2.6.4.1 2 2.7.13
2 2.6.4.2 2 2.7.14
2 2.6.4.3 2 272 27.2 2
2 2.6.4.4 2 2.7.2.1
2 2.6.4.5 2 2.7.2.2
2 2.6.4.6 2 2.7.2.3
2 2.6.4.7 2 2.7.2.4
2 2.6.4.8 2 2.7.2.5
2 2.6.4.9 2 273 273 273 274 3
2 2.6.4.10 2 2.7.3.1

2 2.7.3.2
2 265 265 26,5 255 2 2.7.3.3
2 266 26.6 266 256 4 2 2.7.3.3.1
2 2.6.6.1
2 2.6.6.2 2 2.7.3.3.2
2 2.6.6.3
2 2.6.6.4 2 2.7.3.3.3
2 2.6.6.5
2 2.6.6.6 2 2.7.3.4
2 2.6.6.7 2 2.7.3.5
2 2.6.6.8 2 2.7.3.6
2 2.6.6.9 2 274 27.4 2.7.4 275 4
2 2.6.6.10 2 2.7.4.1

2 2.7.4.1.1
2 26.7 26.7 26.7 257
2 27 2.7 2.7 2.7 2.7 Part IV - 2.7 2 2.7.4.1.2

Section
C 2 2.7.4.1.3

2 NA NA 271 NA NA NA
2 NA NA 2.7.2 NA NA NA 2 2.7.4.2

2 NA 272 273 NA NA NA 2 2.7.4.2.1



Module ICH

N NDNNNNNMNNNMNMNNMNNNDNNNMNNDDN

2.7.5
2.7.6

FDA

2.7.4.2.2
2.7.4.2.3
2.7.4.2.4
2.7.4.3
2.7.4.4
2.7.4.5
2.7.4.5.1
2.7.4.5.2
2.7.4.5.3
2.7.4.5.4
2.7.4.5.5
2.7.4.5.6
2.7.4.5.7
2.7.4.5.8
2.7.4.6
2.7.4.7
2.7.5
2.7.6

PAHO INDIA JORDAN ASEAN THAILAND

2.7.5



Mod. ICH (EU) ICH (FDA) PAHO INDIA JORDAN ASEAN THAILANDM Mod. ICH FDA PAHO INDIA JORDAN ASEAN THAILAND
3 3

3 31 3.1 3.1 3.1 Section A 3 3.254.13.254.1 32541 3.2S84.1 3.254.1 3.254.1
3 3.2 NA 3.2 3.2 NA Section C3.2 3 3.254.23.2S5.4.2 32542 3.2S54.2 3.254.2 3.25.4.2
3 3.25 3.2 3.2.5 3.2.5 I-3.2.S 3.2.5 3 3.25433.254.3 3.2543 3.254.3 3.254.3 3.25.4.3
3 NA NA NA NA NA 3.2.5 3 3.2S5443.2S5.4.4 32544328544 3.2S5.44 3.254.4
3 3281 3.28.1 3.251 3.2S81 3.2S.1 3.25.1 3 3.25453.254.5 3.2545 3.254.5 3.25.45 3.2.5.4.5
3 3.2S8113.2S8.11 3.2S1.1 3.2S8.1.1 3 32585 3.25.5 3.2S85 3.2S85 3.2S85 3.2.5.5
3 3.2S81.23.2S8.1.2 3.2S51.2 3.2S58.1.2 3 3.25.6 3.2.5.6 3.25.6 3.2S56 3.2S5.6 3.2.5.6
3 3.2S8133.2S8.13 3.2S51.3 3.2S8.13 3 NA NA 3.2.5.6.1 NA NA NA
3 NA 3.25.1.4 3.25.1.4 NA NA NA 3 NA NA 3.2.5.6.2 NA NA NA
3 NA NA 3.2.5.1.4. NA NA NA 3 3.25.7 3.2.5.7 3.25.7 3.25.7 3.2.5.7 3.2.5.7
1 3 3.257.13.258.7.1 3.257.1 3.25.7.1
3 NA NA 3.2.5.1.4. NA NA NA 3 3.257.23.25.7.2 3.25.7.2 3.25.7.2
2 3 3.25733.25.73 3.25.73
3 NA NA 3.2.5.1.4. NA NA NA 3 NA 3.2.5.7.4 3.25.7.3 NA NA NA
3 3 NA 3.25.8 NA NA NA NA
3 NA 3.2.5.1.5 3.2S5.1.5 NA NA NA 3 3.2P 3.2.P 3.2.P 3.2.P II-3.2.P 3.2.P
3 NA 3.25.1.6 3.25.1.6 NA NA NA 3 NA NA NA NA NA 3.2.P
3 3.252 3.25.2 3.25.2 3.252 3.25.2 3 3.2P1 3.2.P.1 3.2P1 3.2P1 3.2P1 3.2.P.1
3 3.25213.25.21 3.2521 3.2S58.2.1 3.25.2.1 3.2.5.2 3 3.2P2 3.2.P.2 3.2.P.2 3.2P2 3.2P.2 3.2.P.2
3 3.25223.25.2.2 3.25.2.2 3.25.2.2 3.25.2.2 3 3.2.P.213.2.P.2.1 3.2.p.2.1
3 NA NA 3.2.5.2.3 NA NA NA 3 NA 3.2.p.2.1 3.2.P.2.1 3.2.P.2.1. NA
3 NA NA 3.2.5.2.14 NA NA NA 1
3 NA NA 3.2.5.2.7 NA NA NA 3 NA NA NA 3.2.P.2.1.NA NA
3 NA NA 3.25.2.8 NA NA NA 2
3 NA NA 3.25.2.9 NA NA NA 3 NA 3.2.P.2.2 3.2.P.2.2 3.2.P.2.2 NA NA
3 NA NA 3.2.5.2.10 NA NA NA 3 3.2.P.2.23.2.P.2.2 3.2.P.2.2.
3 NA NA 3.2.5.2.11 NA NA NA 1
3 NA NA 3.2.5.2.12 NA NA NA 3 NA NA NA 3.2.P.2.2.NA NA
3 3.25233.2S5.23 3.2523 3.25.2.3 2
3 3252432824 3252432524 32524 3 NA NA NA 3.2.P.2.2.NA NA
3 NA NA 3.2.5.2.13 NA NA NA 3
3 3.25.253.28.25 3.2525 3.2S58.25 3.25.2.5 3 3.2P.233.2.P.23 3.2P.233.2.P.24 3.2.P.2.3
3 3.25.26 NA NA 3.25.2.6 3.2.5.2.6 NA NA 3 3.2P.243.2.P.24 3.2P.2.432P.25 3.2P.24
3 3253 3.253 3.253 3.2S83 3.2.5.3 3 3.2.P.2.53.2.P.25 3.2.P.2.5
3 3.253.13.2583.1 3.25.3.1 3.253.1 3 3.2.P.2.63.2.P.2.6 3.2.P.2.6
3 NA NA 3.25.3.2 NA NA NA 3 NA 3.2.P.2.7 3.2.P.2.3 NA NA NA
3 3.25.3.23.2.5.3.2 3.25.3.3 3.253.2 3 3.2.P3 3.2.P3 3.2P3 3.2P3 3.2.P3 3.2.P.3
3 3254 3.25.4 3.254 3.254 3.254 3 3.2.P3.13.2.P3.1 3.2P31 3.2P31 3.2P3.1



Mod. ICH (EU) ICH (FDA)

3

W W WWWWWWWWWWWWWWWWWWwWwWwwWwwWwwwwwwwwwwwwwwuw

3.2.P.3.23.2.P.3.2
3.2.P.3.33.2.P.3.3
3.2.P.3.43.2.P.3.4
3.2.P.3.53.2.P.3.5
NA
3.2P4 3.2.P4
NA
3.2.P4.13.2.P.4.1
3.2.P.4.23.2.P.4.2
3.2.P.4.33.2.P.4.3
3.2.p.443.2.P.4.4
3.2.P.4.53.2.P.4.5
3.2.P.4.6 3.2.P.4.6
3.2.P.5 3.2.P.5
3.2.p.5.13.2.P.5.1
3.2.P.5.23.2.P.5.2
3.2.P.5.33.2.P.5.3
3.2.p.5.43.2.P.5.4
3.2.P.5.53.2.P.5.5
3.2.P.5.6 3.2.P.5.6
NA
3.2.P.6
3.2.P.7
NA
NA
3.2.P.8 3.2.P.8
3.2.p.8.13.2.P.8.1
NA
NA
3.2.P.8.2 3.2.P.8.2
3.2.P.8.33.2.P.8.3

3.2.P.6
3.2.pP.7

NA
32A 3.2A
3.2A1 3.2A1
3.2A2 3.2.A2
3.2A3 3.2A3
3.2.R 3.2.R

3.2.R.1

PAHO INDIA JORDAN ASEAN THAILANDM Mod. ICH FDA PAHO INDIA JORDAN ASEAN THAILAND
3

3.2.P.3.2 3.2.P.3.2
3.2.P.3.3 3.2.P.3.3
3.2.P.3.4 3.2.P.3.4
3.2.P.3.5 3.2.P.3.5
3.2.P.3.6 3.2.P.3.6
3.2P4 3.2P.4
NA NA
3.2.P4.1 3.2.P.4.1
3.2.P.4.2 3.2.P.4.2
3.2.P.43 3.2.P43
3.2.P.44 3.2.P4.4
3.2.P.45 3.2.P.4.5
3.2.P.4.6 3.2.P.4.6
3.2.P.5 3.2.P5
3.2.p.5.1 3.2.P.5.1
3.2.P.5.2 3.2.P.5.2
3.2.P.5.3 3.2.P.54
3.2.P.5.4 3.2.P.5.5
3.2.P.5.5 3.2.P.5.6
3.2.P.5.6 3.2.P.5.7
3.2.P.5.7 3.2.P.5.3
3.2P6 3.2.P.6
3.2.P.7 3.2.P.7
NA 3.2.P.7.1
NA 3.2.P.7.2
3.2P8 3.2.P.8
3.2.P.8.1 3.2.P.8.1
NA 3.2.P.8.2
NA NA
3.2.P.8.2 3.2.P.8.3
3.2.P.8.3
3.2.P.8.4 3.2.P.8.4
3.2.A 3.2.A
3.2A1 3.2A1
3.2A2 3.2A2

3.2.P.3.2
3.2.P.3.3
3.2.P3.4
3.2.P.35

NA NA
3.2.P4

NA NA
3.2.P4.1
3.2.p.4.2
3.2.P.4.3
3.2.P4.4
3.2.P.4.5
3.2.P.4.6
3.2.P.5
3.2.P.5.1
3.2.P.5.2
3.2.P.5.3
3.2.P.5.4
3.2.P.5.5
3.2.P.5.6

NA NA
3.2.P.6
3.2.P.7

NA NA
NA NA
3.2.P.8
3.2.P.8.1

NA NA
NA NA
3.2.P.8.2
3.2.P.8.3

NA NA

NA
3.2.P4
3.2.P4

3.2.P.5
3.2.P.5.1
3.2.P.5.2
3.2.P.5.3
3.2.P.5.4
3.2.P.5.5
3.2.P.5.6
NA
3.2.P.6
3.2.P.7
NA

NA
3.2.P.8

NA
NA

NA
3.2.A
3.2.A1
3.2.A2
3.2.A3
3.2.R

w w ww



Mod. ICH (EU) ICH (FDA) PAHO INDIA JORDAN ASEAN THAILANDM Mod. ICH FDA PAHO INDIA JORDAN ASEAN THAILAND
4 4

4 NA NA NA A. NA NA 4 4.2343NA NA NA NA NA 4.23.4.3

4 NA NA NA B. NA NA 4 4235 4.235 4.2.3.5

4 41 4.1 4.1 4.1 4.1 Part Il - 4 4.23514.23.5.1 4.2.3.5.1
Section A 4 4.235.24.23.5.2 4.2.3.5.2

4 4.2 4.2 4.2 4.2 4.2 Partlll - 4.2 4 4.23534.23.53 4.2.3.53
Section D 4 4.23544.23.5.4 4.2.3.5.4

4 NA NA NA NA 1 NA 4 4236 4.23.6 4.2.3.6

4 421 42.1 4.2.1 4.2.1 4.2.1 2 4.2.1 4 4237 4.23.7 4.2.3.7

4 4211 4.2.1.1 4211 4.21.1 42.1.1 4 4.23.7.14.23.7.1 4.2.3.7.1

4 4212 4.2.1.2 4212 4.21.2 4.2.1.2 4 4.23.7.24.23.7.2 4.2.3.7.2

4 4213 4.2.13 4.2.1.3 4 4.23.734.23.7.3 4.2.3.7.3

4 4214 4.2.1.4 42.1.4 4 4.23.744.23.7.4 4.2.3.7.4

4 4.22 4.2.2 4.2.2 4.2.2 4.2.2 3 4.2.2 4 4.23.754.23.7.5 4.2.3.7.5

4 4221 4.2.2.1 4221 4.221 42.2.1 4 4.23.7.64.2.3.7.6 4.2.3.7.6

4 4222 4.2.2.2 4.2.2.2 4 4.23.7.74.23.7.7 4.2.3.7.7

4 4223 4.2.23 4.2.2.3 4 NA NA 4242 NA NA NA

4 4224 4.2.2.4 4.2.2.4 4 NA 4.2.4 4.2.4 NA NA NA

4 4225 4.2.25 4.2.2.5 4 NA 4241 4241 NA NA NA

4 4226 4.2.2.6 4.2.2.6 4 43 4.3 4.3 4.3 4.3 4.3

4 4227 4.2.2.7 4.2.2.7

4 4.23 4.2.3 4.2.3 4.2.3 4.2.3 4 4.2.3

4 NA 4231 4231 NA NA NA

4 NA NA NA NA NA NA

4 NA NA NA NA NA NA

4 4231 4.23.1 4.2.3.1

4 4232 4.23.2 4.2.3.2

4 NA NA NA NA NA NA

4 NA NA NA NA NA NA

4 NA 4232 4232 NA NA NA

4 NA NA NA NA NA NA

4 NA NA NA NA NA NA

4 4233 4.233 4.2.3.3

4 4.233.14.23.3.1 4.23.3.1

4 4.233.24.2.3.3.2 4.2.3.3.2

4 NA 4233 4233 NA NA NA

4 4234 4.23.4 4.2.3.4

4 4.2341NA NA NA NA NA 42341

4 4.23.42NA NA NA NA NA 4.2.3.4.2



Mod. ICH (EU) ICH (FDA) PAHO INDIA JORDAN ASEAN THAILANDM Mod. ICH FDA PAHO INDIA JORDAN ASEAN THAILAND
5 5

5 NA NA NA B. NA NA 5 NA
5 51 5.1 5.1 5.1 Section A 5 NA
5 5.2 5.2 5.2 5.2 Section D5.2 5 NA
5 5.2.1 5 NA
5 5.2.2 5 NA
5 NA NA 5.21 NA NA NA 5 NA
5 NA NA 5.2.2 NA NA NA 5 NA
5 NA NA 5.2.3 NA NA NA 5 NA
5 NA NA 5.23.1 NA NA NA 5 NA
5 NA NA 5.2.4 NA NA NA 5 NA
5 NA NA 5.2.5 NA NA NA 5 NA
5 NA NA 5.2.7 NA NA NA 5 NA
5 NA NA 5.2.8 NA NA NA 5 NA
5 NA NA 5.2.9 NA NA NA 5 NA
5 53 5.3 5.3 B.2 Section E5.3 5 NA
5 531 5.3.1 5.3.1 5 NA
5 5311 5311 B.1 53.11 5 NA
5 NA NA NA NA NA NA 5 NA
5 NA NA NA NA NA NA 5 NA
5 NA NA NA NA NA NA 5 NA
5 5.3.1.1.1 5 NA
5 NA NA NA NA NA NA 5 NA
5 NA NA NA NA NA NA 5 NA
5 NA NA NA NA NA NA 5 NA
5 NA NA NA NA NA NA 5 NA
5 5.3.1.1.2 5 NA
5 NA NA NA NA NA NA 5 NA
5 NA NA NA NA NA NA 5 NA
5 NA NA NA NA NA NA 5 NA
5 5.3.1.1.3 B.3 5 NA
5 5.3.1.14 5 NA
5 NA NA NA B.4 NA NA 5 NA
5 NA NA NA B.5 NA NA 5 NA
5 NA NA NA A. NA NA 5 NA
5 NA NA NA A2 NA NA 5 NA
5 5312 5.3.1.2 Al 53.1.2 5 NA
5 5.3.1.2.1 5 NA
5 NA 5 NA



Mod. ICH (EU) ICH (FDA) PAHO INDIA JORDAN ASEAN THAILANDM Mod. ICH FDA PAHO INDIA JORDAN ASEAN THAILAND
5 5

5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 5314 53.14 5.3.1.4
5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 5.3.2 5.3.2 5.3.2
5 NA 5 5321 5.3.21 53.2.1
5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 5322 5.3.22 53.2.2
5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 5323 5323 5.3.2.3
5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA A4 NA NA

5 NA 5 533 5.3.3 A43.1 5.3.3

5 NA 5 5331 5331 A43.1.1 53.3.1
5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 5332 5.3.3.2 A4.3.1.2 5.3.3.2
5 NA 5 NA NA NA NA NA NA

5 5.3.1.2.2 5 NA NA NA NA NA NA

5 NA 5 NA NA NA NA NA NA

5 NA 5 5333 5333 A43.13 5.3.33
5 NA 5 NA NA NA NA NA NA

5 5.3.1.23 5 NA NA NA NA NA NA

5 5.3.1.24 5 NA NA NA NA NA NA

5 NA NA NA NA NA NA 5 5334 5334 A43.14 5334
5 NA NA NA NA NA NA 5 NA NA NA NA NA NA

5 NA NA NA NA NA NA 5 NA NA NA NA NA NA

5 5313 53.13 53.1.3 5 NA NA NA NA NA NA

5 NA NA NA NA NA NA 5 5335 5335 A.43.15 5.3.35



Mod. ICH (EU) ICH (FDA) PAHO INDIA JORDAN ASEAN THAILANDM Mod. ICH FDA PAHO INDIA JORDAN ASEAN THAILAND
5 5

5 NA NA NA NA NA NA 5 5.3.5.3.1.B
5 NA NA NA NA NA NA 5 5.3.5.3.2

5 NA NA NA NA NA NA 5 NA NA NA NA NA NA
5 534 534 A.4.3.2 5.3.4 5 NA NA NA NA NA NA
5 534.1 5.3.4.1 A4.3.2.1 5.3.4.1 5 NA NA NA NA NA NA
5 NA NA NA NA NA NA 5 NA NA NA NA NA NA
5 NA NA NA NA NA NA 5 NA NA NA NA NA NA
5 NA NA NA NA NA NA 5 5354 5.3.5.4 5.3.5.4
5 5342 53.4.2 A4.3.2.2 5.3.4.2 5 NA NA NA NA NA NA
5 NA NA NA NA NA NA 5 NA NA NA NA NA NA
5 NA NA NA NA NA NA 5 NA NA NA NA NA NA
5 NA NA NA NA NA NA 5 536 5.3.6 536 526 5.3.6
5 535 535 A3 5.3.5 5 5.3.6.1

5 NA NA NA NA NA 5.3.5 5 5.3.6.2

5 5351 53.5.1 5.3.5.1 5 5.3.6.3

5 5.3.5.1.A 5 5.3.6.3.1

5 5.3.5.1.A.1 5 5.3.6.3.2

5 5.3.5.1.A.2 5 537 537 5.3.7
5 5.3.5.1.A.3 5 5.3.7.1

5 5.3.5.1.A.4 5 5.3.7.2

5 5.3.5.1.B 5 NA NA NA NA NA NA
5 5.3.5.1.B.1 5 NA NA NA NA NA NA
5 5.3.5.1.B.2 5 NA NA NA NA NA NA
5 5.3.5.1.B.3 5 5.4 5.4 5.4 5.3 Section F5.4
5 5.3.5.1.B.4 5 NA NA NA NA NA NA
5 NA NA NA NA NA 5 NA NA NA NA NA NA
5 53.5.2 5.3.5.2 5.3.5.2

5 5.3.5.2.1

5 5.3.5.2.2

5 NA NA NA NA NA NA

5 5.3.5.2.3

5 5.3.5.2.4 Legend

5 NA NA NA NA NA NA

5 NA NA NA NA NA NA Same

5 NA NA NA NA NA NA Similar

5 5353 5.3.5.3 5.3.5.3

5 5.3.5.3.1 Different

5 5.3.5.3.1.A



CTD NUMBERING: ASEAN, INDIA, JORDAN, PAHO AND
THAILAND Vs. ICH (FDA)
Comparing All Modules 2-5

Number of | Number of | Number of | Number of | Number of

items items items items items
PAHO INDIA JORDAN ASEAN THAILAND Vs
Vs ICH (FDA) | Vs ICH (FDA) | Vs ICH (FDA) | Vs ICH (FDA) | ICH (FDA)

Different 286 346 313 366 269 1580
Same 96 69 63 0 102 330
Total 382 415 376 366 371 1910

% similarity 25 17 17 0 27 17
% difference 75 83 83 100 73 83

CTDs in different countries/regions of Same
the world differ even more in terms of 17%
numbering, particularly the ASEAN CTD

has a completely different structure and

numbering to the ICH CTD

Different
83%
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Relevance of the difference

* CTDs from different countries/regions differ
substantially in contents (77%) except for the
ASEAN and ICH CTDs which are quite similar
(93%)

* The difference is greater in the numbering
system with an average difference of 83 %, and a
100% difference between the ASEAN and the ICH
CTD due to their completely different structure

* One may argue that differences in numbering are
trivial, while differences in content are important




Relevance of the difference (2)

e Differences in numbering are more important than it may
seem at first sight, since all the information, even if
identical has to be organized to fit the exact numbering
required by each target country, hence representing a
huge workload to regulatory affairs staff for no added
value, and leading to delays in vaccine availability

e Strong advocacy by manufacturers and vaccine
stakeholders and an effort by regulators towards
alignment should enable

— faster dossier preparation by manufacturers,
— faster and easier review work by NRAs,

— Increased work and information sharing opportunities among
NRAs (they would all talk in the same language)

— And lastly but not least, quicker access to medicines in
countries, which is the end goal



Acknowledgements

Working Group Members: Mary Allin (Pfizer), Abdulaziz M.M
Almotiri (Arabio), Paula Barbosa (IFPMA), Nirav Amitkumar Chokshi
(Zydus Cadila), Monique Collaco de Moraes Stavale (Bio-
Manguinhos), Samir Desai (Zydus Cadila), Shubhangi Ghadge
(Serum Institute of India), Tarek Ibrahim (Arabio), Seon Gyeong
Jeong (LG Chem). Matthew Marsden (Pfizer), Mic McGoldrick
(Merck ), YUIE Qu (CNBG), Christophe Saillez ( former GSK), Mira
Uton (Biofarma), Qiaoruo Xiong (CNBG), Nora Dellepiane
(Consultant), Paula Barbosa (Secretariat IFPMA), Sonia Pagliusi and
Ching Chia Ting (Secretariat DCVMN)




THANK YOU




