10. Effect of body size on busulfan clearance. The sponsor stated in the labeling that if
a patient’s body size was normalized to body surface area or adjusted ideal body weight,
there were no differences in BUSULFEX clearance, However, the sponsor determined
that normalization with other factors, such as actual body weight, did lead to a significant
difference in BUSULFEX clearance between obese and non-obese patients (vol. 1.22).
Similar findings have been reported by Gibbs et al, 1998 (Appendix Xb). Consequently,
the sponsor must clarify the labeling to explain that BUSULFEX adjusted by these other
factors does produce differences in BUSULFEX disposition that may be clinically
relevant. ;

VIIL Labeling Comments

1. Sponsor labeling, page2°¢
FDA Recommendation: ‘
2. Sponsor labeling, page2'

FDA Recommendation:

3. Sponsor labeling, page 3:

|
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FDA Recommendation: The pharmacokinetic parameters of BUSULFEX and busulfan
were inappropriately determined during dose 1. Therefore, replace the proposed table
with the revised table below using steady state BUSULFEX data.

4.~Sponsor labeling, page 3.

i X A

FDA Recommendation: DELETE SENTENCE.

5. Sponsor labeling, page 3

FDA Recommendation: Delete this sentence.

6. Sponsor labeling, page 3.

FDA Recommendation:

&

7. Sponsor labeling. page 3.

16




FDA Recommendation:

8. Sponsor labeling, page 16.

FDA Recommendation:

9. Sponsor labeling, page 18: Renal Insufficiency:

(- : FDA Recommendation:

Comments for the Medical Officer:

The following comments require the consideration of the FDA medical officer.~ ...
1. Sponsor labeling, page 11; Indications and Usage

BUSULFEX pharmacokinetics have NOT been determined with other chemotherapeutic

agents (except cyclophosphamide) or radiotherapy. Therefore, CPB makes the following
labeling recommendation:

FDA Recommendation:

2. Sponsor labeling, page 16. Drug Interactions:

17
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The sponsor makes very sweeping generalizations in this sentence. BUSULFEX, (or
busulfan) has not been tested with ALL antifungal agents or 5-HT; antiemetics.
Furthermore, some of the Orphan Medical Inc. data suggested that there might be a drug
interaction between BUSULFEX and 5-HT; antiemetics. Itraconazole clearly alters the
kinetics of buslufan, by up to 25%. The following changes are recommended by CPB.

FDA Recommendation: .

3. Sponsor labeling, page 17. Special Populations
Pediatric:

The sponsor proposes that 0.8 mg/kg BUSULFEX can be administerd to children. The
pharmacokinetics of busulfan in children are different than adults. CPB recommends the
following change.

FDA Recommendation:

Comment for the Medical Officer and the Chemistry Reviewer: i
The following addition is suggested by CPB based on information supplied by the

chemistry reviewer. The consideration of the medical officer and the chemistry reviewer

is required.

1. Sponsor labeling, page 29. Preparation for Intravenous Administration:

FDA ADDITION:

18
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