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CTD-Q EWG

0 Synthesis of the drug substance
0 Manufacture of the drug product
O Container closure

O Glossary

O Pharmaceutical development (Q8)
0 Comparability study (- Q5E)




0 Type of Harmonization Action Proposed
O Statement of the Perceived Problem

O Issues to be Resolved

0 Background to the Proposal

O Type of Expert Working Groups and
Resources

O Timing




Concept Paper
Type of Harmonization Action Proposed

oCTD 3.2.P.2 (Pharmaceutical
development)

O

o High level
= Quality by design




Concept Paper
Statement of the Percelved Problem

O

O One time




Concept Paper
Issues to be Resolved

O QO6A
(Q6A

o life cycle

= GMP




Post-approval change data needed

10



More

Risk

Regulatory Process Category
[11- High; I1-Medium; I-Low

More

Manufacturing
Science

Less
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Concept Paper
Background to the Proposal

o CTD-Q

= CTD

P2



Concept Paper
Type of Expert Working Group and Resources

0 CTD-Q IWG
O GMP

O
m EWG

13



Q8

0 Headings
o Drug substance

Key physicochemical characteristics; Compatibility
o Excipients, functionality, interchangability
o Drug product
Formulation development; Overages
Physicochemical and biological properties; Performance testing
o Manufacturing Development
o Container closure system
o Microbiological attributes
o Compatibility
o Philosophy

m Should facilitate concepts such as continuous improvement, real time
release

m Results from experiments that assist in defining critical to quality
attributes

m Product to be commercialised

m Equipment — appropriateness for the intended product
m Risk analysis of critical to quality factors

m Guidance on specific formulations?

m Manufacturing experience (post initial approval)

14



Q8

O Historic formulations unless they are relevant
o GMP elements

o DQ/PQ/1Q/0Q etc of equipment

O

Failed products (unless they have relevance in
defining the commercial formulation rationale)

O Facilities (elements MAY be included for Biotech)?
— Risk management?

O Logistics? Consider with Risk Management?

15
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O FDA :
Guidance for Industry

Drug Product: Chemistry, Manufacturing
and Controls Information Jan. 2003)

O Draft P2 guideline-from 1999

= EU note for guidance on Development
Pharmaceutics

17



Action Required Date Due Responsible
Issue current draft (Version 1.0) and workplan 30-11-03 JCB
Introductory Section to be written by FDA 12-12-03 NS/AH
Version 1.1 to be issued (as 1.0 but plus introduction) 21-12-03 JCB
Comments on Version 1.1 to rapporteur 30-1-04 All
Consolidated comments issued to EWG 27-2-04 JCB
EWG meeting — probably London — in parallel with Risk | March/ April JCB
Management group? (Tues — Thurs)
Version 1.2 Issued At meeting
Comments on Version 1.2 to rapporteur 30-04-04 All
Consolidated comments issued to EWG 15-5-04 JCB
Next EWG in Washington 7-6-04 18




Q8 (draft 1.1)

Introduction

0 1.1 Objective of the guideline
o 1.2 Background

O 1.3 Scope

2. Pharmaceutical development

O 2.1 Components of the drug product
= 2.1.1 Drug substance
m 2.1.2 Excipients

19



Q8 (draft 1.1)

2.2 Drug product

O 2.2.1 Formulation development

m 2.2.1.1 Liquid and semi-solid Formulations
Components of the formulation, Syringeability etc

m 2.2.1.2 Solid dosage forms
Performance testing, Disintegration testing, Dissolution etc

m 2.2.1.3 Transdermal patches

m 2.2.1.4 Pressured metered dose preparations for
iInhalation

= 2.2.1.5 Dry powder for inhalation
o 2.2.2 Overages
o 2.2.3 Physicochemical and biological properties
O 2.2.4 Other parameters 20



Q8 (draft 1.1)

2.3 Manufacturing process development

O Explanation of selection and optimization of the
manufacturing process,

O Method for sterization (terminal or not)

O Differeneces between the manufacturing process(es) used to
pivotal batches and process(es) submitted

2.4 Container losure system
O 2.4.1 Packaging materials

O 2.4.2 Sorption to container
O 2.4.3 Leaching

O 2.4.4 Dose reproducibility

2.5 Microbiological attributes

2.6 Compatibility

= With reconstitution diluents, dosage devices or with commonly

used diluents
21



2.2.2 Overage)

O
O Manufacturing Overage:

O Stability overage:
m
m

O

overage

22



0 Q8 (Pharmaceutical Development)

high level
0 Q8 (Pharmaceutical Development)

life cycle
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