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February 26, 2002 MERCK
Dockets Management Branch (HFA-305) Research Laboratories
Food and Drug Administration

5630 Fishers Lane

Room 1061

Rockville, MD 20852

RE: Docket No. 01D-0435
Draft Guidance on Electronic Common Technical Document Specification

Merck & Co., Inc, is a leading worldwide, human health product company. Merck's research
has produced many of the most important pharmaceutical products on the market today.

Merck has participated with health authorities and industry scientists from around the globe in
the harmonization of regulatory standards under the auspices of the International Conference
on Harmonization (ICH). Merck continues to support the objectives of ICH: to identify and
correct unnecessary redundancies and time-consuming inefficiencies in development of
pharmaceutical and biological products caused by incompatible regulatory schemes.

In the course of bringing Merck's product candidates through developmental testing and
clinical trials to the market, Merck has filed numerous original and supplemental New Drug
Applications (NDAs) and Biological License Applications (BLAs). Merck typically prepares a
single Worldwide Marketing Application (WMA) which is filed electronically and, less often,
filed on paper, in most countries in the world, simultaneously. Therefore, we are very
interested in this Draft Guidance on Electronic Common Technical Document (eCTD)
Specification (hereafter referred to as The Draft Guidance on eCTD) and well qualified to
comment on it.

In general, the document is well written and the comments we offer may provide clarification
of some gray areas.

» Within Appendix 3, the File Organization Module (page 3-11, CTD Numbering Scheme),
Items 3.2.5.2.2,3.2.8.2.3,3.2.8.2.5 and 3.2.8.2.6 indicate that sponsors should use a
single PDF file for NCEs and multiple PDF files for biotech products. It is not clear why
the number of PDF files should differ for biotech products. What would these multiple
PDF files contain and how should they be named?

o There is inconsistency between the organization of some toxicology information described
in Module 4 of The Draft Guidance on eCTD versus that stated in the Guidance for
Industry, M4S The CTD for Safety. Specifically, The Draft Guidance on eCTD lists
"Local Tolerance" and "Other Toxicity" within Appendix 3, as Sections 4.2.4 and 4.2.5
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(pages 3-24 and 3-25, respectively). In contrast, the Guidance for Industry, M4S The

CID for Safety lists these items as subsections under Section 4.2.3, Toxicity, as
subsections 4.2.3.6 and 4.2.3.7. Similar guidance for industry in the European Union on
this same topic, known as the EU Notice to Applicants, describes placement of the same

toxicology information as in 7he Draft Guidance on eCTD. Since ICH consensus has been
valiantly pursued to harmonize th i i ion i
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1clude that this lac 1armonization in th we for Industry, M4S The CTD for
p 2 of VT
Safety is an oversight. Therefore, the structure proposed in The Draft Guidance on eCTD
rt 1 1 idanco i sidad
will be followed unless further clarification or guidance is provided.

3 (pages 3-33, Module 5.3.7) refers to Case Report Forms (CRFs) and
ual Patient Listings, without specific instructions about the Case Report Forms,
CRF's are not routinely provided for ail patients; they are provided for patients who have
died during the study, for patients who discontinued participation or for specific patients as
requested by FDA staff. Therefore, we will assume that this reference simply means that if

CRFs are submitted, they will be included in this appendix, unless this is clarified further.

Also, in Module 5.3.7 Study 1, it is not clear whether or not the terms, Document / Data
set, refer to both Case Report Forms as well as to Individual Patient Listings and
clarification of these terms would be very useful.

We welcome the opportunity to comment on this Draft Guidance and to meet with you to
discuss these issues.

Sincerely,
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