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Division of Dockets Mama@ngementj

Food and Drug Administration' e
5630 Fishers Lane, Room 1061 (HFA«BOS)
Rockville, Maryland 20852

Re:

Dear Sir or Madam

This comment responds to the February 2 2006 subm;ssmns by SaVIent
Pharmaceuticals, Inc. (Savient) to the above-referenced dockets. The Savient submissions
provide a copy of a non peer—revwwed correspondcno” {rchives of Internal Medicine
which describes two anecdotal reports of increased prothro ime, one with bleeding, on
coadministration of warfarin with oxandrolone in ne case, and a topical testosterone
product in the other. Contrary to the 1mp11canon 1 Savient’s cover letters, these two
anecdotes provide no new information relevant to the risks tex ’
generic oxandrolone products ' S
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That coadmlmstration of androgens mcludmg oxandrolone, and warfarin decrease
coagulation and increase prothrombin time due to inhibition of CP450 2C9 is well
established. Information regarding this drug-drug mteraetleﬁ (and over one hundred others)
is noted in the warfarin labeling along with general Wammgs regardmg the need for
increased monitoring of coagulatlon whenever stoppmg‘ ehangmg dose of
various compounds in patients taking warfarm because of itter’s narrow therapeutic
index. This information is also noted in the Oxandrin (ox ‘drolene) package insert:

““Anabolic ster01ds may increase sensitivity to oral anticoagulants. Dosage of the
ant1coagulant may have to be decreased in orde n desired prothrombin time.
Patients receiving oral antlcoagulant therapy’ requlre dose monitorin esp'ec:lally where
anabolic steroids are started or stopped.” Physxclans Desk Reference 58th Ed. Montvale,
New Jersey: Thomson PDR. 2004 1049 ' i :

Thus, FDA approved labehng for warfarm and oxandrolone mstruct treating
physicians to monitor prothrombln time after admlmstratmn 0 oxandrolone (or other
androgens) to a patient receiving warfarm In the second anecdote ctted in the published
correspondence, such monitoring was conducted appropnately: and led to titration of the
warfarin dose, as it is intended to do. The published correspondence fails to address
whether appropriate coagulation tests were conducted upon initiation of oxandrolone
therapy in the patient who experiel nced bleedmg Because ect of oxandrolone on
warfarin metabolism would be detectable within a day of coadministration, the discovery of
“frank bleeding” two weeks after initiation of oxandrolone the apy suggests that they were

not. No specific bloequlvalence requirements or geriatric Iabehng would have altered the
“result for this patient especially in hght of the fact that existing labehng requmng
monltorlng was apparently 1gnored

The Savient correspondence submrzted tofDocket No. 2005P-03 83 1mphes that these
events were somehow unique because of the involve of ger patlents ‘and that the
exclusivity-protected Oxandrin gerlatnc;labehng is necessary to safe use of any
oxandrolone product. In reality, there isno reason to expect the,,coneomltant administration
~of the same two drugs in non-genatru; patients. would hav ed a different clinical
result. Further the patient was dosed at 2.5 mg twme daily in ecordance with the dosing
recommendatlons in the Oxandrm label’s gerxatrlc use s 1 (W 'h;ch fall within the dosing
recommendations for adults generally  Thus, there is n 1 the Oxandrin geriatric
labeling would not have prevented or amehorated thls outce me. |
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That the use of oxandrolone w1th Warfarm increases the risk of bleedmg a.nd requires
monitoring is not new information. The latest Savient submissions merely serve to confirm
this well-established fact. Nothing in thxs information sup orts a view that increased
b10equ1valence requlrements or geriatric. labehng would lesserz thls nsk

We trust that this latest baseless attempt by Savzent_, oéeraﬂ any ongoing FDA
reviews of oxandrolone Abbreviated New Drug Apphcatwns -(AN.AS) will be ineffective
and that F DA wﬂl qulckly complete these revwws .

: Smcerely,

Rﬂbert A. Dormer

Josephine M. Torrente :

RAD/MT/iee



