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December 17, 2007

MERCK

Dockets Management Branch (HFA-305)
Food and Drug Administration

5630 Fishers Lane

Rm. 1061

Rockville, MD 20852

RE: [Docket No. 2007D-0396]
Draft Guidance for Industry: Drug Induced Liver Injury: Premarketing Clinical
Evaluation.

Merck & Co., Inc. is a leading worldwide human health products company. Through a
combination of the best science and state-of-the-art medicine, Merck's Research and
Development (R&D) pipeline has produced many important pharmaceutical products
available today. These products have saved the lives of or improved the quality of life for
millions of people globally.

Merck Research Laboratories (MRL), Merck’s research division, is one of the leading
biomedical research organizations. MRL tests many compounds as potential drug
candidates through comprehensive, state-of-the-art R & D programs. Merck supports
regulatory oversight of product development that is based on sound scientific principles
and good medical judgment.

In the course of bringing Merck drug and biological product candidates through
developmental testing, clinical trials and licensure, Merck scientists have acquired
extensive experience in evaluating products for liver toxicity; we have utilized that
experience to author the comments below.

General Comments

We commend the Food and Drug Administration (the Agency or FDA) for its
commitment to foster innovation while serving the public health needs of American
citizens. We thank the Agency for the opportunity to comment on the draft guidance for
industry “Drug Induced Liver Injury: Premarketing Clinical Evaluation” (October 25,
2007 [Docket No. 2007D-0396]). We applaud the Agency’s stated goal to provide
guidance to assist the pharmaceutical industry and other investigators conducting new
drug development in assessing the potential for a drug to cause severe liver injury (i.e.,
fatal, or requiring liver transplantation).
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We note that in many sections of the draft guidance document, the Agency presents
selected anecdotal examples of severe drug-induced liver injury (DILI) and also
acknowledges the limitations of, or in some instances, complete lack of data on which to
base more definitive guidance. The draft guidance further acknowledges that to date no
genetic, metabolic, or other characteristic has been found to predict severe DILIL Given
that background, we believe this draft guidance document should equally acknowledge
that, based on the current state of science, severe DILI may still be detected unexpectedly
in the post-marketing period even with the most rigorous effort to detect it in the pre-
marketing period. To that end, we also believe it would be helpful to know if the Agency
plans to publish additional guidance on post-marketing evaluation for DILL

Related to the issue of the limitations of the data, the draft guidance cites instructive
anecdotes involving drug products for which one or more patients met Hy's Law during
clinical development and these products were ultimately found to cause severe DILL
However, the draft guidance does not speak to how many of the vast number of marketed
drugs that do not cause severe DILI also may have been associated with a case or cases. It
is therefore unclear whether the Agency reviewed a large sampling of marketed drugs not
associated with DILI to attempt to identify cases that met Hy's Law and found none or
whether that type of effort may still be needed. Given that there are literally thousands of
marketed drugs that do not produce severe DILI, it would be useful to know how many of
those have been systematically examined to see the number of them that crossed the
1/3000 Hy's law incidence threshold cited in the draft guidance.

We also note that in many places, the draft guidance regards every elevation of
aminotransferases as "liver injury." This represents an inherent assumption that all
aminotransferase elevations are a result of hepatocellular injury and there is no other cause
for elevated aminotransferase levels. As that does not reflect an accurate understanding of
what can cause elevations in transaminases, we believe that, in many appropriate places
throughout the document, it would be more accurate to use the term "aminotransferase
elevations" in place of "hepatocellular injury."

Although cholestatic liver abnormalities are mentioned briefly in the Background section
of the document, there is minimal specific information on these types of abnormalities in
the draft guidance. More detailed information and guidance on cholestatic liver injury
would be helpful. In addition, there is no mention anywhere in the draft guidance about
subjects who may have underlying chronic hemolytic conditions (sickle cell, thalasemia,
etc) who often have elevated baseline aminotransferases and bilirubin. With increasing
globalization of clinical trials, many such patients may be encountered during clinical
development and some of them may have been previously undiagnosed. Although it could
be argued that such patients will likely be excluded following screening, there may be
need to specifically conduct trials in that population, hence the need to acknowledge them
in a guidance on assessment of liver toxicity.

Specific Comments

We have identified areas in the draft guidance document that need additional clarification.
As a guide, in the left column of the attached table we cite the line number of the draft
guidance document where the subject text is located, the middle column presents a portion
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of the text (in quotation marks or paraphrased) as appropriate as well as key comments
with a rationale for our position, and the right column gives suggested language (in bold
italicized font) for the proposed change (where applicable) with other recommendations
and suggestions in regular font type. See attachment for more detail.

We appreciate the opportunity to share our comments with respect to the draft guidance
document: Drug Induced Liver Injury: Premarketing Clinical Evaluation. Please do not

hesitate to contact me, should you have any questions.

Sincerely,

imo Ibia, MD, MPH
Director
US Regulatory Policy

Attachment enclosed
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