
April 11,2005 

Via fax and UPS 

Djyision of Dockets Management (HFA-305) 
.“i~ ( _I _ .‘._l- ,-” 3 ‘*’ ‘.* “‘?ood and Drug Administration 

5630 Fishers Lane, Room 1061 
Rockville, MD 20852 

Re: Docket No. 2005D-0021 

Draft Guidance for Industry on ICH QS: Pharmaceutical Development 

Dear Sir/Madam: 

Sanofi-Synthelabo Inc. and Aventis Pharmaceuticals, members of the sanofi-aventis Group, 
appreciates the opportunity to comment on the above-referenced Draft Guidance entitled “ICH 
Q8: Pharmaceutical Development”. 

This guideline provides guidance on the contents of Section 3.2.P.2 (Pharmaceutical 
Development) for drug products as defined in the scope of Module 3 of the Common Technical 
Document (ICH topic M4). 

We have evaluated the content of the draft guidance and offer the following comments and/or 
clarifications in Appendix 1 for your consideration. 

On behalf of the sanofi-aventis Group, we appreciate the opportunity to comment on the Draft 
Guidance for Industry XruLxx and are much obliged for your consideration. 

resident, Head US Regulatory Affairs 

200 Crossing Boulevard, PO Box 6890, Bndgewater, NJ 08807-0890 
Tel wm 3*4-7000 - www sanofl-aventir CfJrn 



Appendix 1: 

ICH Q8: Pharmaceutical Development 
Key Items for Consideration 

In general this Step 2 draft was well received and people agreed with the improvements made since the last V 3.1 draft of ICH QS. 

Overall, we agreed with the philosophy of the document aimed at providing guidance on definition and content of specific Module 3 CTD, 3.2.P.2 
Pharmacetitical development section. However, it is understood that the guideline covers all types of pharmaceutical product/dosage forms and that each one of 
the sections described may not have to be completely covered, and that each type of pharmaceutical studies may not be applicable according to the specificity of 
the product and its intended use. 

It is understood that 3.2.P.2 Pharmaceutical development section, by adequately presenting information and scientific knowledge of the medicinal product gained 
from pharmaceutical development studies, will provide scientific understanding to support the design space and establish specifications which are suitable for the 
manufacture of the product and %ture industrial quality management. 
However, clarification is definitely needed on “flexible regulatory approaches” that pharmaceutical development can create a basis for, with an adequately 
supported design space. In particular, examples of “risk based regulatory decisions” in the context of application review as well as pre-approval inspection would 
be necessary for better understanding and adherence to the concept worldwide. 

I I 
Following the approach used in the EU Note for Guidance on development pharmaceutics (CPMP/QWPIl55/96), it would be of benefit to illustrate the 
development of specific common dosage forms with examples of pharmaceutical development studies that would support minimum requirements (as well as 
additional ones to enlarge design space). 

c I 
Clarifications would be also needed on the scope of this guideline: original marketing applications and over the life cycle of the product (post- approval 
submissions) as well as the type of products covered (examples may be given). 
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Section 1.1 - Objective of the 
Guideline 

Lmes 13-15 

“T&e guideline also indicates areas where 
the provision of greater understanding of 
pharmaceutical and manufacturing 
sciences can create a basis form 

Lines 15-17 

reviewers a 

It should be precisely stated that the use by 
inspectors does not necessarily require that 

but add a statement e.g. 
revzewers and inspectors to obtain 

an in-depth understanding about the product 
development complementing the GMP-relevant 

pharmaceutical development studies have to be 
performed under GM? conditions. Knowledge of the general expectations may 

Suggest additional explanation on ‘how and also stimulate continued opportunities for 
why reviewers and inspectors will be using this pharmaceutical companies to better and more clearly 
pharmaceutical development section”. identify measures to improve mkmufactiring 

processes/analytical testing dt+ng development and/or 

Section 1.3 - Scope 

Lines 3 1-38 

product and registration dossier the guidelihe 
applies for {MAs for NCEs; line extensions, post 
approval variations, . . .) Include examples of other types of products as in CTD 

2 introduction in ICH M4 (herbal products, cosmetics, 
e Please, clarify what is meant by “other gpes of . . .> 

products”: Is that the same scope as for CTD 
Module 3 guidance in ICH topic M4? 
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Section 2 - Pharmaceutical 
Development 

Lines 68 to 79 

Suggested rewording of lines 70-74 as follows: 
“Inclusion of this additional information in this section 

provides an opportuni@ to demonstrate a higher 
A stronger position should be taken to reflect that degree of understanding of manufacturingprocesses 
there may be an increased probability of getting and in process controls, and establishes the design 

space. Along with application of quality risk regulatory flexibility/relief from Agencies, when 
appropriate pharmaceutical development studies have management principles, this should increase the 
been conducted to increase scientific knowledge of potential for proeuring greater regulatory 
product performance and properly define the design. 

Section 2 - Pharmaceutical 
Development 

Lines 76-79 

Line 76 
. “risk based regulatory decisions 

(reviews and inspeciions) ” 

Examples of Regulatory Flexibility: It is suggested 
that this topic be developed into a specific section. 

Please, clarify by giving examples of risk based 
regulatory decisions in case of reviews and 

Development 
-approval changes within 

the tested range should be allowed without 
submission of regulatory dossiers prior to 
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Development Looking at the definition of 
“or additional 
ss controls and scientific 

Line 99 
“(e.g. crystal engineering) ” 

Please, clarify what “clystal engineering ” includes Reword accordingly (e.g. physical quality?) 

It is suggested that this sentence be-explained or 
elaborated to avoid any misunderstanding. 

Discussion of compatibility of IX with excipients. 

2.2 Drug Product 

studies and data 
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Section 2.2.2 - Overages 

Lines 177 and MO-182 
1 

The first sentence of the paragraph appears too 
restrictive and could be more explanatory. EU 
guidance approach describing different types of 
overages as examples would be welcome 
(diffefentiation between manufactoring overages and 
stability overages). 

. Delete fust sentence in section and move a 
modified version to line 184 before last sentence in 
section. Use wording similar to: “In general, use of an 
overage of a drug substance to compensate for 
degradation during manufacture or a product’s 
shelf-life, or to extend the expiration dating period, 
is not appropriate.” 
l Delete last sentence of this section, but include 
a fragment of it in sentence before: “Aay overages in 
the manufacture of the drugproduct, whether they 
appear in the~naIform~lated~rod~ct or not, should 
be justified and shown in the representative batch 
formula. Information should be provided on.. . ” 

Process Development 

allow greater flexibility for less stringent filing 

Lines 27 l-214 
“A possible interaction between 

product nmd container(S) or label 
shotrld be coszkfererl. 7% applies also 
to admixtwe or dilution 5f procluets 

prior to od~~~~ist~atian e.g. product 
added to large volume infusion 
contfliners. " 

1 

This statement is vague; more guidance would be 
expected here: please, give example of pharmaceutical 
presentations/specific cases where interaction with 
label should be discussed. 
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ed as a medical device, and not 

Section 2.5 - Microbiological 
Attributes 

Lines 302-305 

Add Dry Powder Inhaler or Metered Dose Inhaler as 

effectiveness: Specify microbia 
under testing conditions, which 

overage, process r 

Relative Importance: 
1= we agree with the concept but it needs discussion to clarify 
2 = we do not agree with the concept as currently stated, it must be modified 
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