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TO: Ginny Butler 
Agency: FDA. HHS; Dockets Management Branch (HFA-$5) ‘i ~ _ 
Docket No.: 00D-0186 

). ; ! -J _ . 1 .- 
Topic: ICH M4 Common Technical Document 
Action: Commenrs on initial components on or before March 13, 2000 
Date: 3/l 3/2000 

This document has been released for public consultation (step 3 of harmonizaticjn effort). In this regard please find 
enclosed comments that are either general or specific to drug safety aspects from the Drug Regulatory Affairs 
Department of Sanofi-Synthelabo Research Divisiort, 9 Great Valley Parkway, Malvern, PA 193%. 

GENERAL COMMENTS 

1. Comment te: Structure of CTD 
The ICH Expert Working Groups may consider adding a brief dcscripti<jn 01‘ the CTD, emphasizing objectives to be 
met by such a structure and aspcct~ of the praccss which previously were carried out differently by one or more ol 
the three regions (USA, Europe, Japan). For example, a description of which modules arc intcndcd for assessment by 
all regulatory reviewers, OR rhe quoliry. clinical, or non-clinical reviewer, should be included, along wit.h the 
intended exclusion of raw data, e.g., individual patient cast report forms or individual animal data records. 

It iu also suggested rhat the 1CH Groups comment on the use of in-text vs full-length tables that follow [he main body 
of text. 

2. Comment re: Executive Summaries 
It is suggested that the ICH Working Groups include the proposed ‘strategic’ focus of these summaries, e.g., LO 
assess critical aspects of the sequential development of the product, rather than drawbacks of the product, irselfso 
that all relevant data elucidating certain effects or phenomena arc brought toget.her in a logical order. This represents 
a departure from the philosophy of the European expcrl reports. 

In addition, the Working Groups are urged to elaborate on the role of the Executive Summary, i.e., int.egration, 
critical assessment, and interpretation of findings across stud& and disciplines (phanacodynamics, 
phartnacokinctics, toxicology, and clinical development) to support the proposed clinical dose under the stated 
conditions ot’ use and justify other sponsor positions made in the label re: mechanism of action, reproduction, 
toxicology, carcinogeuicity, the over risk: benefit assessment, etc. 

Also important is the inclusion of justitication for the choice of pharmacologic models and analyrical methods. 

3. Comment Fe: Written summofieg 
It is recommended that rhc ICH Working Groups clearly st,ate their dcsirc that these summaries represent n 
comprehensive review in only lM- 150 pages of non-clinical studies with less detail that which is contained in 
individual study reports. 

4. General Principles: p 5 - Maybe we could standardize page size? 

5. Content and Structural Format: p 6 - Add b list: Qualification of Impurities/Degradants 

6. Content and Structural Format: p 7 - Move @paragraph (The evaluation....) ahead of 2”’ paragraph (The 
onset...); it makes the text flow betrer, 

7. Nonclinical Tabulated Summaries: p 27 
Thz tabulated summaries should include a paragraph with additional information including the very 
important short conclusion or comment on the study. 
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COMMENTS RE: TOXICOLOGY 
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3.4 Toxicology Written Summary: p I5 - Where would neonatal (juvenile) toxicology studies be placed, Repeat- 
Dose, Reproduction Toxicity, Other Toxicity ? 
Tabulated Non-clinical Summaries: Templates p 28 - Why separare non-pivotal srudies from definitive studies? 
It is better lo group non-pivotal studies with the definitive studies that they support, where applicable. 
Tabulated Non-clinical Summaries: Templates p 28 - Where would neonatal (juvenile) toxicology studies bc 
placed’? 
Ovcrvicw; p 5 1 - Where would neonaral (juvenile) roxicology studies be placed’? 
Rcpcat-Dose Toxicity: p 54 - ICH needs to define NOEL, NOAEL, and LOAEL. IT NOAEL is not available, 
can NOEL or LOAEL be substitutsd and defined? 
Repeat-Dose Toxicity: p 55 - Should clinical observations of moribund animals be presented separate from non- 
moribund animals? 
Repeal-Dose Toxiciry: p 56 - Where should recovery data be listed? This Table has the por.ential to be very bulky 
and busy. 
Repeat-Dose Toxicity: p 57 - In regards to Note 11, is the same format to bc used for animals killed early? Also, 
a definition for ‘sacrificed early’ is needed, Would this include scheduled interim sacritices as well as animals 
killed moribund? 
Carcinogenicily: p 60 - Need to state how the following will be handled: hematology dat& multiple control 
groups, diet rcstricGon (if necessary). 
Reproduction Toxiciry: p 64 - If the study design (PCH 4.1.1t4.1.2,4.1.3) differs from thar specified by ICH, 
the differences should be clearly specified (somcwhcre) on the table. 
Reproduction Toxicity: p 64 - The Date of First Dose needs to be separated for malts and females since they 
are not started on the same day. 
Reproduction Toxicity: p 64 - Day of Mating needs to changed to Day of Confirmed Mating (Insemination). 
As presently stated, implies day of cohabitation. This needs to be changed for ICH 4. I. 1,4.1.2, 4.1.3. 
Reproduction Toxicity: p 64 - NOAEL should be footnoted to include LOAEL also. This needs to be changed 
forICH4.1.1,4.1.2,4.1.3. 
Reproduction Toxicity (Males) : p 64 - Change Mean No. Days Prior to Mating to Pre-CoitaI Interval 
(days). Also change for Females (p GS), l?l males (p 70), and Fl females (p 71). 
Reproduction Toxicity (Females): p 65 - Nscd to include Females with Copulatory Plugs with Females Spenn- 
Positive. 
Reproduction Toxicity: p 66 - Note 8 should be modified to read: Day of mating confirmation (insemination) 
should be indicated. 
Reproduction Toxicity: p 68 - many of the parameters need to be expressed as mean and Numhcr X /Litter. 
Add, Mean and No. Dead FetuseslLitter and Mean Affected FetuseslLittcr. 
Reproduction Toxicity: p 70 - For consisrency, use (Pup) Body Weight Change for Fl Litrers, Fl Males and 
Females and F2 litters 
Reproduction Toxicity; p 70 - Add Mean Ape OP Preputial Separation. 

Comments Re: Metabolism and Pharmacoklnetics 

1 I 3.3.4, p 14, Tissue Distribution: - Include: Placenral transfer/excretion into milk studies 
2. p 14, Metabolism (inter-species comparisnn): 

Please specify if data in human have to be added in lhis part (in virro and in vivo) for comparison. 
Are in vitro data on human material to be reported in this section ? 

3. 3.4, ~16, Pharrnacokinetic Written Summary, Toxicology Written Summary: 
Please note that Lhc toxicokinetic part is tiqucstcd for section 3.4, and not 3.3, and discussed with t.he 
toxicnkpgy. Bur rhc rabies are only in (he pharmacokinetics section. Slrouldn’~ the toxicokinctic part also be 
discussed in the pharmacokinetics section’? 
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TO: Ginny Butler 

FDA, HHS; Dockets Managment Branch 

(HFA-305) 

Phone: 

Fax: 301827-6870 

I REMARKS: 0 Uryent q For your review 0 Reply ASAP 0 Please Comment 

FROM: Harrietie Nader 

Sanofi-Synthelabo Inc. 

9 Great Valley Parkway 

P.O. Box 3026 

Malvern, PA 19355 

Phone: 6 1 O-889-8766 

63X: 6 1 O-889-6993 

REFERBVCE: Topic - ICI-I M4 Common Technical Documenf 
Comments on initial components on or before March 13, 2000 

IMPORTANT: The lnformadon in this facsimile tranemissian belongs to Senofl-Synmelabo Inc., and Is lnrendeu for the use of the Individual or 
entity to which Ir I6 addressed, and may cantafn information that Is privileged, confldendal, and eiempt from dIeclosure under applicable law. If 
your are not tie intended redpient, you am hereby notlfled that any disclosure, copying, distribution, or uee of, or reliance on, rhe contents of 
this facsimile rransmlsslon is prohlblted. If you have received rhle facsimile tranrmlsslon In error, please notify us Immediately by telephone to 
errenge for Lhe return of the entire facsimile cranemission, including any copies thereof, to Sanofi-Syrrthelabo. 


