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Introduction

Why CTD?

= The agreement to assemble all the Quality, Safety and Efficacy information in a common format (called
CTD - Common Technical Document) has revolutionized the regulatory review processes, led to
harmonized electronic submission that, in turn, enabled implementation of good review practices. For
Industries, it has eliminated the need to reformat the information for submission to the different ICH
regulatory authorities.

= CTD is maintained by the ICH (International Conference on Harmonization) as technical document
requirements for registration of pharmaceuticals for human use.

= The FDA characterized the CTD as “An information package of clinical, nonclinical, manufacturing,
technical data in the same format and with the same content, that would be submitted for registering new
drugs in all three ICH regions i.e.; US, European Union and Japan”.

= The CTD is mandatory since 01/July/2003
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= Applicants who wanted to submit their Applications to more than one region, due to differing regional
requirements, they should prepare multiple, region-specific submissions.
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= |CH/CTD guidance describe a common format for the organization of applications that can be used to
support registration of pharmaceuticals for human use in Japan, European Union, and United States.




Diagrammatic Representation of the CTD organization
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= Module 1 ( Region specific Information) Module 4

- Environmental Assessment, declarations = Non-Clinical study report and related
and forms data

= Module 2 ( Summaries) Module 5

- 2.3.Quality overall Summary

- and Summary of Modules 4 and 5 (e.g. BE
Tables)

= Module 3 (Quality)
- Drug substance

- Drug Product

- Appendices

- Batch information

= Clinical study reports , CRFs, & In —
vitro comparative dissolution data, etc.

= Bioequivalence studies in ANDA
submission

= STF (Study Tagging Files) submission
= STFs required by Unites states, optional

In Europe & Japan e |




Module 2: Summaries

= Quality (Module 3) Overall Summary
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= Non-clinical (Module 4) Overview/Summaries
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= Clinical (Module 5) Overview/Summaries




Module 2- Table of Content
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2.3.S DRUG SUBSTANCE
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2.3.A.3 Novel Excipients

2.3.R Regional Information
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3.2.R Regional Information




3.2.S Drug Substance
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3.2.5.4 Control of Drug Substance
3.2.5.4.1 Specification of Drug Substance
3.2.5.4.2 Analytical Procedures
3.2.5.4.3 Validation of Analytical Procedures
3.2.5.4.4 Batch Analyses
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3.2.5.5. Reference Standards or Materials
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3.2.S Drug Substance

a 3.2.5 DRUG SUBSTANCE (NAME, MANUFACTURER)

a 3.2.5.1 General Information (name, manufacturer)

a 3.2.5.1.1 Nomenclature (name, manufacturer)
= Recommended International Nonproprietary Name (INN);
= Compendial name if relevant;
= Chemical name(s);
= Company or laboratory code;

= Other non-proprietary name(s), e.g., national name, United States Adopted Name
(USAN), Japanese Accepted Name (JAN); British Approved Name (BAN), and

= Chemical Abstracts Service (CAS) registry number.




3.2.S Drug Substance

03.2.S.1.2 Structure (name, manufacturer)
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Q3.2.S.2.2 Description of Manufacturing Process and Process Controls (name,
manufacturer)




3.2.S Drug Substance

3.2.5.2.2 Description of Manufacturing Process and Process Controls
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3.2.S Drug Substance

3.2.5.2.2 Description of Manufacturing Process and Process Controls

» Purification and modification reactions
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3.2.S Drug Substance

3.2.5.2.2 Description of Manufacturing Process and Process Controls

» Filling, storage and transportation (shipping)
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3.2.S Drug Substance

3.2.5.2.3 Control of Materials (name, manufacturer)

»3.2.S.2.3 Control of Materials (name, manufacturer)
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3.2.S Drug Substance

3.2.5.2.3 Control of Materials (name, manufacturer)

» Control of Source and Starting Materials of Biological Origin
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3.2.S Drug Substance
3.2.S.2.3 Control of Materials (name, manufacturer)

» Cell banking system, characterization, and testing

odsi e 50 Jebw 03, 5 lul g eSS sle codled ¢ Jsho SOL i 43 bgs o ledLIY
S5 () Joko SLg (MSB) adgl Johw SO 355 50 solaiuls go sla 3y, Jolis (5104
(WCB)

>ICH (Q5D, Q5B)

N



3.2.S Drug Substance
3.2.5.2.3 Control of Materials (name, manufacturer)
Cell banking system, characterization, and testing
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3.2.S Drug Substance
3.2.5.2.3 Control of Materials (name, manufacturer)
Cell banking system, characterization, and testing

» Master Cell Bank (MCB)
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3.2.S Drug Substance
3.2.5.2.3 Control of Materials (name, manufacturer)
Cell banking system, characterization, and testing

»Working Cell Bank (WCB)

2>l ple g 2lS Lo 5 (g, ol (5,5 ok SOL ays uf‘ﬁ)‘/
S byl 5 abgy e Sled S o5 sk UL 4y g )5V

obe (Jskor b 51 5lub slaws 5 Johe SOb S g laie?

My ol Joko?

30 Shgdem ddgl piew S 1SS ol las jelaie a4 adg ol Jelw g3lw 40973;\/
)

5 lolid 0l jshaie 4 0y ol Jobo (5955 b (i slo Syl LT 0 gy e c;lt;‘/
UO

Al o (2B Jelse 4 o s ok (Sogll pas oaims (las oS oletes Y ‘;




3.2.S Drug Substance

« 3.2.5.2.4 Controls of Critical Steps and Intermediates (name, manufacturer)
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3.2.S Drug Substance

« 3.2.5.2.5 Process Validation and/or Evaluation (name, manufacturer)
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3.2.S Drug Substance

 3.2.5.2.6 Manufacturing Process Development (name, manufacturer)
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3.2.S Drug Substance

« 3.2.5.3 Characterization (name, manufacturer)

 3.2.5.3.1 Elucidation of Structure and other Characteristics (name,
manufacturer)
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3.2.S Drug Substance

« 3.2.5.4 Control of Drug Substance (name, manufacturer)

« 3.2.5.4.1 Specification (name, manufacturer)
* ICH Q6A, Q6B

« 3.2.5.4.2 Analytical Procedures (name, manufacturer)
* ICH Q2A, Q6B

 3.2.5.4.3 Validation of Analytical Procedures (name, manufacturer)
* ICH Q2A, Q2B, Q6B




3.2.S Drug Substance
3.2.5.4 Control of Drug Substance (name, manufacturer)

« 3.2.5.4.4 Batch Analyses (name, manufacturer)
* ICH Q3A, Q3C, Q6A, Q6B

 3.2.5.4.5 Justification of Specification (name, manufacturer)
* ICH Q3A, Q3C, Q6A Q6B




3.2.S Drug Substance

« 3.2.5.5 Reference Standards or Materials (name, manufacturer)
* |CH Guidelines: Q6A, Q6B

« 3.2.5.6 Container Closure System (name, manufacturer)
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3.2.S Drug Substance

« 3.2.5.7 Stability (name, manufacturer)

« 3.2.5.7.1 Stability Summary and Conclusions (name, manufacturer)
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3.1 Table of Contents (list of all the documents provided for module 3)

3.2 Body of Data
3.2.S Drug Substance
3.2.P  Drug Product
3.2.A Appendices
3.2.R Regional Information




3.2.P Drug Product

3.2.P.1 Description and Composition of the Drug Product

3.2.P.2 Pharmaceutical Development
3.2.P.2.1 Components of Drug Product
3.2.P.2.2 Drug Product
3.2.P.2.3 Manufacturing Process Development
3.2.P.2.4 Container Closure System
3.2.P.2.5 Microbiological Attributes
3.2.P.2.6 Compatibility

3.2.P.3 Manufacture
3.2.P.3.1 Manufacturer
3.2.P.3.2 Batch Formula
3.2.P.3.3 Description of Manufacturing Process and Process Controls
3.2.P.3.4 Controls of Critical Steps and Intermediates
3.2.P.3.5 Process Validation Process Validation and /or Evaluation




3.2.P Drug Product

3.2.P.4 Control of Excipients
3.2.P4.1 Specifications
3.2.P.4.2 Analytical Procedures
3.2.P.4.3 Validation of Analytical Procedures
3.2.P.4.4 Justification of Specifications
3.2.P4.5 Excipients of Human or Animal Excipients of Human or Animal Origin
3.2.P.4.6 Novel Excipients

3.2.P.5 Control of Drug Product
3.2.P5.1 Specification of Drug Product
3.2.P.5.2 Analytical Procedures
3.2.P.5.3 Validation of Analytical Procedures
3.2.P.5.4 Batch Analyses
3.2.P.5.5 Characterization of Impurities
3.2.P.5.6 Justification of Specification




3.2.P Drug Product

3.2.P.6 Reference Standards or Materials

3.2.P.7 Container Closure System

3.2.P.8 Stability
3.2.P.8.1 Stability Summary and Conclusion
3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment
3.2.P.8.3 Stability Data




3.2.P Drug Product (Name, Dosage Form)

 3.2.P.1 Description and Composition of the Drug Product (name, dosage form)
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3.2.P Drug Product (Name, Dosage Form)

« 3.2.P.2 Pharmaceutical Development (name, dosage form)
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3.2.P Drug Product (Name, Dosage Form)

3.2.P.2 Pharmaceutical Development (Name, Dosage Form)

« 3.2.P.2.1 Components of the Drug Product (name, dosage form)
e 3.2.P.2.1.1 Drug Substance (name, dosage form)
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« 3.2.P.2.1.2 Excipients (name, dosage form)




3.2.P Drug Product

3.2.P.2 Pharmaceutical Development (Name, dosage form)

« 3.2.P.2.2 Drug Product (name, dosage form)
« 3.2.P.2.2.1 Formulation Development (name, dosage form)
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 3.2.P.2.2.2 Overages (name, dosage form)
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3.2.P Drug Product

3.2.P.2 Pharmaceutical Development (Name, Dosage form)

« 3.2.P.2.2.3 Physicochemical and Biological Properties (name, dosage form)
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 3.2.P.2.3 Manufacturing Process Development (name, dosage form)
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3.2.P Drug Product

3.2.P.2 Pharmaceutical Development (Name, Dosage form)

« 3.2.P.2.4 Container Closure System (name, dosage form)
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3.2.P Drug Product

3.2.P.2 Pharmaceutical Development (Name, Dosage form)

« 3.2.P.2.6 Compatibility (name, dosage form)
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 3.2.P.2.5 Microbiological Attributes (name, dosage form)
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3.2.P Drug Product

« 3.2.P.3 Manufacture (name, dosage form)

 3.2.P.3.1 Manufacturer(s) (name, dosage form)
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 3.2.P.3.2 Batch Formula (name, dosage form)
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3.2.P Drug Product

3.2.P.3 Manufacture (Name, Dosage Form)

. ?.Z.P).S.B Description of Manufacturing Process and Process Controls (name, dosage
orm
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3.2.P Drug Product

3.2.P.3 Manufacture (Name, Dosage Form)

 3.2.P.3.4 Controls of Critical Steps and Intermediates (name, dosage form)
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3.2.P Drug Product

3.2.P.3 Manufacture (Name, Dosage Form)

 3.2.P.3.5 Process Validation and/or Evaluation (name, dosage form)
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3.2.P Drug Product

 3.2.P.4 Control of Excipients (name, dosage form)

« 3.2.P.4.1 Specifications (name, dosage form)
« ICH Q6A, Q6B

« 3.2.P.4.2 Analytical Procedures (name, dosage form)
* ICH Q2A and Q6B

 3.2.P.4.3 Validation of Analytical Procedures (name, dosage form)
« ICH Q2A, Q2B, Q6B
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3.2.P Drug Product

3.2.P.4 Control of Excipients (name, dosage form)

 3.2.P.4.4 Justification of Specifications (name, dosage form)
* ICH Q3C, Q6B

 3.2.P.4.5 Excipients of Human or Animal Origin (name, dosage form)
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. ICH Q5A, Q5D, Q6B




3.2.P Drug Product

3.2.P.4 Control of Excipients (name, dosage form)

 3.2.P.4.6 Novel Excipients (name, dosage form)
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3.2.P Drug Product

« 3.2.P.5 Control of Drug Product (name, dosage form)

 3.2.P.5.1 Specification(s) (name, dosage form)
* ICH Q3B, Q6A, Q6B

 3.2.P.5.2 Analytical Procedures (name, dosage form)
* ICH Q2A, Q6B

» 3.2.P.5.3 Validation of Analytical Procedures (name, dosage form)
* ICH Q2A, Q2B , Q6B.
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3.2.P Drug Product

3.2.P.5 Control of Drug Product (name, dosage form)

 3.2.P.5.4 Batch Analyses (name, dosage form)

* ICH Q3B, Q3C, Q6A, Q6B

 3.2.P.5.5 Characterization of Impurities (name, dosage form)
* ICH Q3B, Q5C, Q6A, Q6B

 3.2.P.5.6 Justification of Specification(s) (name, dosage form)
* ICH Q3B, Q6A, Q6B




3.2.P Drug Product

 3.2.P.6 Reference Standards or Materials (name, dosage form)
* ICH Q6A ,Q6B




3.2.P Drug Product

 3.2.P.7 Container Closure System (name, dosage form)
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3.2.P Drug Product

« 3.2.P.8 Stability (name, dosage form)

« 3.2.P.8.1 Stability Summary and Conclusion (name, dosage form)
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3.2.P Drug Product

 3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment (name,
dosage form)

. ICH Q1A, Q5C

« 3.2.P.8.3 Stability Data (name, dosage form)
* ICH Q1A, Q1B, Q2A, Q2B , Q5C




3.2.A APPENDICES




3.2.A APPENDICES

« 3.2.A.1 Facilities and Equipment (name, manufacturer)
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3.2.A APPENDICES

« 3.2.A.2 Adventitious Agents Safety Evaluation (name, dosage form, manufacturer)
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3.2.A APPENDICES
3.2.A.2 Adventitious Agents Safety Evaluation (name, dosage form, manufacturer)

* For viral adventitious agents:

Jolge rizmed g Sl 485 18 alesl 0550 9 plls adgi jo 48 I olge o5 wBL Gl Sbled oy
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» Materials of Biological Origin

« 3.2.5.2.3,and 3.2.P.4.5

* Testing at appropriate stages of production
« 3.2.5.2.4and 3.2.P.3.4

 Viral Testing of Unprocessed Bulk

* ICH Q5A, Q6B

* Viral Clearance Studies

« 3.2.5.2.5and 3.2.P.3.5




3.2.A APPENDICES

« 3.2.A.3 Excipients
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3.2.R REGIONAL INFORMATION




3.2.R Regional Information
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3.3 Literature References

« The Common Technical Document for The registration of Pharmaceuticals
for Human Use: QUALITY — M40 (R1)









