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Dear Sir/ Madam,

Pharmacia and Upjohn has reviewed the draft guidance entitled, “Pharmacokinetics in Patients
With Impaired Hepatic Function: Study Design, Data Analysis, and Impact on Dosing and

Labeling.” Our comments are attached.

Should any clarification of our input be required, please don’t hesitate to contact Jenny Peters at

(616)-833-8141.
Sincerely,

PHARMACIA & UPJOHN COMPANY

Jenny L. Paters
Director Glgbal Regulatory Intelligence
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Comments about the Draft Guidance for Pharmacokinetic Studies in Patients with
Impaired Hepatic Function

We found this draft guidance to be well written, providing generally rational
recommendations on study design, interpretation, and subsequent product labeling for PK
studies in hepatic impairment. We are concerned, however, about the fourth paragraph on
page 4, Section A, Reduced Study Design, I. Study Participants:

A primary goal of this guidance is to provide recommendations on determining
whether the PK and/or PD of a drug and its active metabolites are altered to such an
extent that the dosage should be adjusted for patients with impaired hepatic function
compared to the population for which the drug is intended. For this reason, the
control group should represent the patient population with normal hepatic function,
not necessarily young healthy volunteers. To the extent possible, the control group
should be similar in age, weight, and gender to the hepatically impaired group. Other
factors with significant potential to affect the PK of a drug (e.g., diet, smoking,
alcohol intake, concomitant medications, ethnicity) should be considered, depending
on the drug. For drugs known to exhibit genetic polymorphism (e.g., CYP2D6 or
CYP2C19), the sponsor should consider the metabolic status of the enrolled subjects
when analyzing the results of the study. ...

We consider these to be potentially conflicting goals unless certain demographic features of
the hepatically impaired group (e.g., age, weight, gender, ethnicity, etc.) also represent the
demographics of the intended patient population. Perhaps the intent is to assure
heterogeneity encompassing the patient population, especially in the control group.

However, with such small numbers (ca. 8 per group), this may be difficult to accomplish. It is
also stated that factors with potential to affect PK should be considered. By considered, is it
meant that they should be eliminated or that there should be a subgroup analysis of such
factors? Again, it would be difficult to do the latter with the typically small numbers of
subjects in these studies. Clarification of these issues is recommended.

A minor comment:
Page 10, Section A, Clinical Pharmacology Section, 1. Pharmacokinetics: Recommend

wording for the third bullet point to reflect disposition of active metabolites, not all
metabolites.
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1. Complete applicable white sections of the U.S. Airbill. Sign and
date the Airbill at the Sender's Signature line. Please press hard.

2. Peel off protective covering from back of Airbill.

3. Affix Airbill to envelope within dotted lines shown.

4. When using a Drop Box - follow special instructions on the
Drop Box.

001 (9/99)M-07
PACKAGE LABEL

H
Lo
4

ATt

International Shipping
Indudes Canada & Puerto Rico

Must be fyped

1. Complete applicable white sections of the International Express
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2. Place Airbill in plastic sleeve.

3. Peel off bottom portion from back of plastic sleeve. Do not seal top
portion of the plastic sleeve to the envelope.
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Limitation on Contents

The maximum acceptable contents of a Letter Express is forty (40)
8-1/2 x 11 pages. If the gross weight of the contents, envelope and
airbill exceeds 1/2 pound, the next higher rate will apply. Contents
must be of a size and shape which fit the envelope and allow it to be
securely sealed without damage. Cash or cash equivalent should not
be shipped. Items of high intrinsic value should not be shipped in
Letter Express packaging.

Limitations of Liability

Liability of Airborne Express is limited on Letter Express to $100.00 |
US.D., unless a higher value is declared for carriage on our airbill.
The maximum declared value on the Letter Express is $500.00 U.S.D.
Airborne Express shall not be liable in any event for special,
incidental or consequential damages, including but not limited to loss
of profits or income. Services are provided as defined in the current - )
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 To_rench vour lacal CUSTOMER SFRVICF CFNTER <.1 120N AIRRNORNF (1.8AN2A7 5272y 11 £



