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February 7, 2000
Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane.
Rm. 1061
Rockville, MD 20852

Re: Docket Number 99D-5047

Dear Sir or Madam:

Procter & Gamble Pharmaceuticals has reviewed the Draft Guidance for Industry, Pharmacokinetics in
Patients With Impaired Hepatic Function: Study Design, Data Analysis, and Impact on Dosing and
Labeling. We have the following comments.

1. 1ll. A primary criterion for deciding whether to conduct a study in patients with impaired hepatic
function should be based on the ratio of to-be-marketed dose trends, rather than on some specified
extent of drug metabolism as currently proposed in the draft guidance. Furthermore, unless
metabolism is specifically known to be related only to the liver, references to the liver, such as,
“hepatic” metabolism or metabolized “in the liver” should be deleted from this and other sections of the
guidance document.

2. IV.A.1. Paragraph 4—The statement, “For drugs known to exhibit genetic polymorphism..."” shouid be
changed to: “For drugs whose metabolism is mediated by enzymes known to exhibit genetic
polymorphism...” Also, since some of the markers listed are nonspecific, e.g., antipyrine, the
statement, “...intrinsic clearance using markers such as ICG, antipyrine, MEGX, or galactose” should
be changed to read, “...intrinsic clearance using markers for the isozymes known to be involved in
metabolism.”

3. V.A. Nonrenal clearance (CLyg).should be deleted from the list of parameters, since it is generally not
estimated for an orally administered drug when bioavailability is not accurately known.

4. V.C. Third bullet—This bullet should be deleted pending the issuance of a final guidance document
on “Average, Population, and Individual Approaches to Establishing Bioequivalence,” at which time the
issues in this bullet would have been resolved.

5. VILA.1. Second bullet—"...by the liver” should be changed to read, “...by metabolism.”

If there are any questions or if | can be of further assistance, feel free to call on me. My phone number is

513-622-4847 and my email address is ekuta.j@pg.com.

Sincerely,

JW&%

Jethro Ekuta, D.V.M., Ph.D.
US Regulatory Affairs
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