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‘_/C DEPARTMENT OF HEALTH & HUMAN SERVICES

"’h Food and Drug Administration
Rockville, MD 20857

ANDA 76-761

Upsher-Smith Laboratories, Inc.

Attention: Kimberly C. Oakins
Regulatory Affairs Specialist

6701 Evenstad Drive

Maple Grove, MN 55369

Dear Madam:

This is in reference to your abbreviated new drug application
(ANDA) dated June 12, 2003, submitted pursuant to section 505(7j)
of the Federal Food, Drug, and Cosmetic Act (the Act), for
Oxandrolone Tablets USP, 2.5 mg. :

Reference is also made to your amendments dated August 3, 2004;
March 29, May 21, and June 6, 2005; and September 14, October
10, and November 8, 16, and 29, 2006. We also refer to your
correspondences dated January 14, and December 20, 2005,
addressing patent issues listed below.

We have completed the review of this ANDA and have concluded
that the drug is safe and effective for use as recommended in
the submitted labeling. Accordingly the ANDA is approved. The
Division of Bioequivalence has determined your Oxandrolone
Tablets, 2.5 mg, to be biocequivalent and, therefore,
therapeutically equivalent to the reference listed drug,
Oxandrin Tablets, 2.5 mg, of Savient Pharmaceuticals Inc. Your
dissolution testing should be incorporated into the stability
and quality control program using the same method proposed in
your ANDA.

The reference listed drug (RLD) upon which you have based your
ANDA, Oxandrin Tablets, 2.5 mg, of Savient Pharmaceuticals Inc.,
is subject to periods of patent protection. The following
patents and expiration dates are currently listed in the
Agency’s publication titled Approved Drug Products with
Therapeutic Equivalence Evaluations (the “Orange Book”) :




U.S. Patent No. Expiration Date

5,872,147 (the '147 patent) December 5, 2017

6,090,799 (the ‘799 patent) July 18, 2017

6,576,659 (the '659 patent) December 5, 2017
6,670,351 (the '351 patent) October 20, 2012
6,828,313 (the ‘313 patent) December 5, 2017

FDA has determined that information on the '147, 799, ‘659, and
‘351 patents was submitted to FDA by the NDA holder after the
date of the submission of your ANDA. FDA has also determined
that information on the '147, ‘'799, ‘659, and ‘351 patents was
submitted by the NDA holder more than 30 days after the patent
was issued by the U.S. Patent and Trademark Office (PTO).
Therefore, under 21 CFR 314.94(a) (12) (vi), no person with an
appropriate patent certification at the time of the submission
of the patents was required to submit an amended patent
certification to address the ‘147, ‘799, ‘659, and ‘351 patents.
You elected not to submit an amended patent certification with
respect to these patents.

With respect to the ‘313 patent, which was submitted to the
agency within 30 days of issuance by the PTO, your ANDA contains
a statement under section 505(j) (2) (A) (viii) of the Act
indicating that the ‘313 patent is a method of use patent that
does not claim any of the indications for which you are seeking
approval.

Under section 506A of the Act, certain changes in the condltlons
described in this ANDA require an approved supplemental
application before the change may be made.

Postmarketing reporting requirements for this ANDA are set forth
in 21 CFR 314.80-81 and 314.98. The Office of Generic Drugs
should be advised of any charige in the marketing status of this
drug.

Promotional materials may be submitted to FDA for comment prior
to publication or dissemination. Please note that these
submissions are voluntary. If you desire comments on proposed
launch promotional materials with respect to compliance with
applicable regulatory requirements, we recommend you submit, in
draft or mock-up form, two copies of both the promotional

" materials and package insert (s) directly to:



Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705

We call your: attention to 21 CFR 314.81(b) (3) which requires
that all promotional materials be submitted to the Division of
Drug Marketing, Advertising, and Communications with a completed
Form FDA 2253 at the time of their initial use.

Sincerely yours,

{See appended electronic signature page)

Gary Buehler

Director

Office of Generic Drugs

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Robert L. West
12/1/2006 01:43:15 PM
for Gary Buehler
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Oxandrolone Tablets,
USP 25 mg

90110012

Oxandrolone Tablets, USP @
Rx only

DESCRIPTION
Oxandrolone Tablets, USP contain 2.5 mg of the anabolic steroid oxandrolone. Oxandrolone is 17B-hydroxy-170-
methyl-2-oxa-5¢-androstan-3-one with the lollowing structural formula:
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Molgcuiar Formula: CygHap0; " Molecular Weight: 306.44
Inactive ingredi include lactose, i stearate, and inized starch.
USP Dissolution Test Pending.
CLINICAL PHARMACOLOGY

Anabolic steroids are synthelic derivatives of testosterone. Certain clinical effects and adverse reactions
dernonstrate the androgenic properties of this class of drugs. Complete di of anabolic and

effects has not been achieved. The actions of anabolic steroids are therefore similar to those of male sex
hormones with the possibility of causing serious disturbances of growth and sexual development if given to young
children. Anabolic steroids suppress the gonadolropic functions of the pituitary and may exert a direct effect upon
the testes.

Ouring of anabolic release is inhibited through
inhibition of pnunary lutelmzmg hormone (LH). At Iamc doses, sper is may be sup through
{eedback inhibition of pituitary follicle-sti ing hormone (FSH)

Anabolic steroids have been reported to increase low-density lipoproteins and decrease high-density lipoproteins.
These levels reverl to normal on discontinuation of treatment.

INDICATIONS AND USAGE

Oxandrolone Tablets, USP are indicated as adjunctive therapy to offset the protein catabolism associated with
prolonged administration of corticosteroids, and for the relief of the bone pain frequently accompanying
osteoporosis (see DOSAGE AND ADMINISTRATION).

DRUG ASUSE AND DEPENDENCE
Oxandrolone is classified as a controfled substance under the Anabolic Steroids Contro! Act of 1990 and has been
assigned to Schedule Il (non-narcotic).

CONTRAINDICATIONS

1. Known or suspected carcinoma of the prostate or the male breast.

Carcinoma of the breast in females with hypercalcemia (androgenic anabolic steroids may stimulate osteolytic
bone resorption).

Pregnancy, because of possible masculinization of the fetus. Oxandrolone has been shown to cause
embryotoxicity, fetotoxicity, infertility, and masculinization of female animal offspring when given in doses 9
times the human dose.

. Nephrosts, the nephrotic phase of nephitis.

. Hypercalcemia.

WARNINGS

PELIOSIS HEPATIS, A CONDITION IN WHICH LIVER AND SOMETIMES SPLENIC TISSUE IS REPLACED WITH
BLOOD-FILLED CYSTS, HAS BEEN REPORTED IN PATIENTS RECEIVING ANDROGENIC ANABOLIC STERGID
THERAPY, THESE CYSTS ARE SOMETIMES PRESENT WITH MINIMAL HEPATIC DYSFUNCTION, BUT AT OTHER
TIMES THEY HAVE BEEN ASSOCIATED WITH LIVER FAILURE. THEY ARE OFTEN NOT RECOGNIZED UNTIL LIFE-
THREATENING LIVER FAILURE OR INTRA-ABDOMINAL HEMORRHAGE DEVELOPS. WITHDRAWAL OF DRUG
USUALLY RESULTS I COMPLETE DISAPPEARANCE OF LESIONS.

LIVER CELL TUMORS ARE ALSO REPORTED. MOST OFTEN THESE TUMORS ARE BENIGN AND ANDROGEN-
DEPENDENT, BUT FATAL MALIGNANT TUMORS HAVE BEEN REPORTED. WITHDRAWAL OF DRUG OFTEN
RESULTS IN REGRESSION OR CESSATION OF PROGRESSION OF THE TUMOR, HOWEVER, HEPATIC TUMORS
ASSOCIATED WITH ANDROGENS OR ANABOLIC STEROIDS ARE MUCH MORE VASCULAR THAN OTHER
HEPATIC TUMORS AND MAY BE SILENT UNTIL LIFE-THREATENING INTRA-ABDOMINAL HEMORRHAGE
DEVELOPS. BLOOD LIPID CHANGES THAT ARE KNOWN TO BE ASSOCIATED WITH INCREASED RISK OF
ATHERQSCLEROSIS ARE SEEN IN PATIENTS TREATED WITH ANDROGENS OR ANABOLIC STEROIDS. THESE
CHANGES INCLUDE DECREASED HIGH-DENSITY LIPOPROTEINS AND SOMETIMES INCREASED LOW-DENSITY
LIPOPROTEINS, THE CHANGES MAY BE VERY MARKED AND COULD HAVE A SERIOUS IMPACT ON THE RISK
OF ATHEROSCLEROS!S AND CORONARY ARTERY DISEASE.

Cholestatic hepatitis and jaundice may occur with 17-alpha- alkylated androgens ata relatrl:lel)lldlow dose. If cholestalic
be di d
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hepatitis with jaundice appears or it liver function tests become abi shoul and the
etiology should be determined. Drug-induced jaundice is ible when the ication is di i
In patients with breast cancer, anabolic steroid therapy may cause ia by

Oxandrolone therapy should be discontinued if hypercalcemia occurs.

Edema with or without congestive heart failure may be a serious complication in patients with pre-existing cardiac,
renal, or hepatic disease. Concomitant administration of adrenal cortical steroid or AGTH may increase the edema.
In children, androgen therapy may accelerate bone maturation without.producing compensatory gain in linear
growth. This adverse effect results in compromlsed adult height. The younger the child, the greater the risk of
compromiising final malure height. The effect on bone ould be i by bone age of
the left wrist and hand every 6 months {see PRECAUTIONS, Laboralury Tests).

Geriatric patients treated with androgenic anabolic steroids may be at an increased risk for the development of
prostatic hypertrophy and prostatic carcinoma.

ANABOLIC STEROIDS HAVE NOT BEEN SHOWN TO ENHANCE ATHLETIC ABILITY.

PRECAUTIONS
Goncurrent dosing ef exandrolone and warlarln may result In large i in the
ized Rallo (INR} or lime (PT). When oxandrolone Is prescribed to palients being trealed

with wartarin, doses of warfarin may need to he significantly to the INR level
and diminish the risk of potentlally serlous bleeding. (Sec PRECAUTIONS, Drug Interactions).

Generat

Women should be observed for signs of vi of the voice, hirsutism, acne,

Discontinuation of drug therapy at the time of evidence of mitd virilism is necessary to prevent |rreversxble
virilization. Some vmllzmg changes in women are lrrevers:ble even after prompt discontinuance of therapy and are
not p by use of g ities may also occur.

Anabollc steroids may cause suppression of clotting factors I, V, VI, and X, and an increase in prothrombin time.

Information for Patients
The physician should instruct patients to report immediately any use of warfarin and any bleeding.

The physician should instruct patients to report any of the following side effects of androgens:

Males: Too frequent or of the penis, or aggravation of acne.
Females: Hoarseness, acne, changes in menstrual periods, or more facial hair.
All patients: Nausea, vomiting, changes in skin color, or ankle swelfing.

Geriatric Use:

Certain geriatric use information is protected by marketing exclusivity.

Laharatory Tesls

Women with disseminated breast carcinoma should have frequent determination of uring and serum calcium levels
during the course of therapy (see WARNINGS).

Because of the hepatotoxicity associated with the use of 17-alpha-alkylated androgens, liver function tests should
be obtained periodically.

Periodic {every 6 months) x-ray examinations of bone age should be made during treatment of children to
determine the rate of bone maturation and the effects of androgen therapy on the epiphyseal centers.

Androgenic anabolic steroids have been reported to increase low-density ipoproteins and decrease high-density
lipoproteins. Therefore, caution is required when administering ihese agents lo patients with a history of
cardiovascular disease or who are at risk lor cardiovascular disease. Serum determination of lipid levels should be
performed periodically and therapy adjusted accordingly.

Hemoglobin and hematocrit should be checked periodically for polycythemia in patients who are receiving high
doses of anabolic steroids.

w57 dsn
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Oxandtolone Tablets,
USP 2.5 mg

Drug Interactions
Anlicoagulants;
Anabolic steroids may increase itivity to oral Dosage of the may have to be
decreased in order to maintain desired prothrombin time. Patients receiving oral anticeagulant therapy require
close monitoring, especially when anabolic steroids are started or stopped.

Warfarin: A multidose study of oxandrolone, given as 5 or 10 mg BID in 15 healthy subjects concurrently
treated with warfarin, resulled in a mean increase in S-warfarin haif-life from 26 to 48 hours and AUC from
4.55 10 12.08 ngehr/mL; similar increases in R-warfarin half-life and AUC were also detected. Microscopic
hematuria (9/15) and gingival bleeding (1/15) were also observed. A 5.5-fold decrease in the mean warfarin
dose from 6.13 mg/day to 1.13 mg/day (approximately 80-85% reduction of warfarin dose), was necessary
to maintain a target INR of 1.5. When oxandrolone therapy is initiated in a patient already receiving treatment
with warfarin, the INR or prothrombin time (PT) should be monitored closely and the dose of warfarin
adjusted as necessary until a stabir target INR or PT has been achieved.

Furthermore, in patients recelvmg bath drugs, careul monitoring of the INA or PT, and adjustment of the
warlarin dosage if il when the dose is changed or discontinued.
Patients should be closely monnored for signs and symptoms of occult bleeding.

Oral Hypoglycemic Agents:

Oxandrolone may inhibit the metabolism of oral hypeglycemic agents.

Adrgnal Sleraids or ACTH:

[n patients with edema, concomitant administeation with adrenal cortical steroids or AGTH may increase the edema.
Orug/Laboratory Test Interactlons

Anabolic steroids may decrease levels of thyroxine-binding glgbulin. resulting in decreased total T4 serum levels
and increased resin uptake of T3 and T4. Free thyroid hormone levels remain unchanged. In addition, a decrease
in PBI and radioactive iodine uptake may occur.

of Fertlitty

Animal Dala:

Oxandrolone has not been tested in Iaboratory animals for carcinogenic or rnmagemc effects. In 2 -year chronic
oral rat studies, a dose-related and d argan weights {testes, prostate,
seminal vesicles, ovaries, ulerus, adrenals and pituitary) were shown.

Humian Dala:

Liver cefl tumors have been reported in patients receiving long-term therapy with androgenic anabolic steroids in
high doses (see WARNINGS). Withdrawal of the drugs did not lead to regression of the tumors In all cases.
Geriatric patients treated with androgenic anabolic steroids may be at an increased risk for the development of
prostatic and prostatic

Pregnancy

Teratogenic effects - Pregnancy Category X {see CONTRAINDICATIONS).

Nursing Mothers

It is not known whether anabolic steroids are excreted in human milk, Because of the potential of serious adverse
reactions in nursing infants from oxandrolone, a decision should be made whether to discontinue nursing or to
discontinue the drug, laking into account the importance of the drug to the mother.

Pedialric Use .

Anabolic agents may accelerate epiphyseal maturation more rapidly than linear growth in children and the effect
may continug for 6 months after the drug has been stopped. Thergfore, therapy should be monitored by x-ray
studies at 6-month intervals in order to avoid the risk ol compromising adult height. Androgenic anabolic steroid
therapy should be used very cautiously in children and only by specialists who are aware of the effects on bone
maturation (sce WARNINGS).

ADVERSE REACTIONS

Patients with moderate to severe GOPD or COPD patients who are unresponswe to bronchodilators should be
monitored closely for COPD exacerbation and fluid retention.

The following adverse reaclions have been associated will use of anabolic steroids:

Hepatic

Cholestatic jaundice with, rarely, hepatic necrosis and death. Hepatoceltuiar neoplasms and peliosis hepatis with
long-term therapy (sce WARNINGS). Reversible changes in liver function tests alse occur including increased
bromsultophthalein (BSP) retention, changes in alkaling phosphatase and increases in serum bilirubin, aspartate
aminotransferase (AST, SGOT) and alanine aminotransferase {ALT, SGPT).

In Males

F Phallic o and il frequency or persistence of erections.

Postpubertal: inhibition of testicular function, testicular atrophy and oligospermia, impotence, chronic priapism,
epididymitis, and hladder irritability.

In Femaies

Clitoral irr

CNS: Habituati itation, il i ion, and changes in libido.

Hematologic: Bleeding in patients on concomitant oral anticoagulant therapy.

Breas!: Gynecomastia.

Larynx: Deepening of the voice in lemales.

Hair:" Hirsutism and male pattern baldness in females.

Skin: Acne (especially in females and prepubertal males).

Skeletal: Premature closure of epiphyses in children (see PRECAUTIONS, Pedialric Use).

Fluid and Electrolyles: Edema, retention of serum electrolytes (sedium chloride, potassium, phosphate, mlclum)

- D glucose tt {see PRECAUTIONS, Laboratory Tests), increased creatinine
excretion, increased serum levels of pl {GPK). of the fetus. of
gonadotropin secretion.

OVERDOSAGE
N p or signs i with have Bieen reported. 1t is possible that sodium and water

retention may occur.
The oral LD50 of oxandrolone in mice and dogs is greater than 5,000 mg/kg. No specific antidote is known, but
gastric lavage may be used.

DOSAGE AND ADMINISTRATION

Therapy with anabolic steroids is adj 1o and nota for i therapy. The duration of
therapy with Oxandrolone Tablets, USP will depend on the response ol the patient and the possible appearance ol
‘adverse reactions. Therapy should be intermittent.

Adults

The response of individuals to anabolic steroids varigs. The daily adult dosage is 2.5 mg to 20 mg givenin 2t0 4
divided doses. The desired response may be achieved with as litlle as 2.5 mg or as much as 20 mg daily. A course
of therapy of 2 to 4 weeks is usually adequate. This may be repeated intermittently as indicated.

Children

For children the total daily dosage of Oxandrolone Tablets, USP is <0.1 mg per kilogram body weight or <0.045
mg per pound of hody weight. This may be repeated intermittently as indicated.

HOW SUPPLIED

Oxandrotone Tablets, USP 2.5 mg are oval, while, scored, uncoated tablets, debossed with “2.5" on one side and
“U” to the left and “S™ to the right of the score on the other side. Oxandrolone Tablets, USP are available in bottles
of 100 tablets {(NDC 0245-0271-11}, bbttles of 1000 tablets (NDC 0245-0271-10) and in unit dose cartons of 100
tablets (10 cards containing 10 tablets each) (NDC 0245-0271-01).

Store at 20-25°C (68-77°F). Excursions permitted to 15-30°C (59-86°F) [see USP Controlledt Room Temperature).
Dispense in a tight. light-resistant container with a child-resistant closure as detined in the USP.

Keep out of reach of children.

Manufactured for

UPSHER-SMITH LABORATORIES, INC.

Minneapolis, MN 55447

by: Pharmaceutics International, Inc.

Hunt Valley, MD 21031

©2004 Upsher-Smith Laboratories, Inc.

All Rights Reserved

40-27100-05

Revised 1106A
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REVIEW OF PROFESSIONAL LABELING
VISION OF LABELING AND PROGRAM SUPPORT
i LABELING REVIEW BRANCH

June 12 2003 (Orlgrnal Submission)
e Upsher-Smlth Laboratories, Inc.
Oxandrolone Tablets USP, 2.5 mg

—_— is under review. We will inform you of our comments

"propnetary ‘arne‘

)(2) requrres that the established name be printed in letters at least half as large
e W|th commensurate prominence.

in the desrrable INR level and diminish the risk of potentially serious bleedlng
PRECAUTIONS Drug Interactlons) "

;o_rt |mmed1ately any use of warfarin and any bleedlng
ere add the foIIowmg paragraph immediately after the Anticoagulants section.
parag aph should -appear as a "sub-section” of the Anticoagulants section: " Warfarin: A
multldose stUdy of oxandrolone, given as 5 or 10 mg BID in 15 healthy subjects concurrently
reated with warfarin, resulted in 2 mean increase in S-warfarin half-life from 26 to 48 hours
an ‘AUC from 4 55 to 12. 08 ng*hr/mL: similar increases in R-warfarin half-life and AUC were



‘EVIEW'OFPﬁdFESSDNAL LABELING CHECK LIST
“ Established Name
tname thanon acceptance to file: Ietter’é ' »

eptable?

- Hecause c 'p ed packaglng conflguratlonbor for an other reason, does this applicant meef fail to meet all of the
unprotected-condmons of use of referenced by the RLD?
Does USP have labeling recommendations? If any, does ANDA meet them?

l’ls’the product hght sensitive?: If sq, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used




isfy this recommendatlon’?

Use Code Description How Filed Labeling
) impact
None There are no unexpired patents for this N/A None
product in the Orange Book Database.

y Reference : Expiration |Labeling Impact
There is no unexplred exclusnvuty for this product in the Orange Book Database. N/A None
, Ndli_ A1.1, pg. 9]

ACILITY (Vol A1.4, pg. 1234)




Anhydrous Lactose
Prevge‘l t'ngz_ed Starch

22, 2004 ‘ Date of Submission: June 12, 2003
Ruby Wu (fog’%bl L‘Cat‘terson) Date: ||V DL(J)

on/JGrace (no cc)
:\FIRMSNZ\UPSHER\LTRS&REV\76761 .na1.L.doc




**First Generic**

'« Approval Summary

V. OF PROFESSIONAL LABELING

- DIVISION OF iLABELING AND PROGRAM SUPPORT
ABELING REVIEW BRANCH

April 16, 12004 (Amendment-FPL)
Upsher—Smlth Laboratories, Inc.
' Oxandrolone: Tablets USP, 2 5 mg

'L‘a:b'eli_ng? Final printed labeling submitted in electronic format.

wsxon from my review of your amendment dated April 16, 2004 for ANDA
2.5 mg. The revision is a “POST-APPROVAL” revision and may be
d the change is described in full.

blets USP

and INSERT Revise the storage recommendation to read " Store at 20°-25°C (R2°-
itted to15° 30°C (59°—86°F)[see USP Controlled Room Temperature]“ [delete

4

Insert and supplement 'NDA 13-718/S-022 approved April 21, 2003
the MIS system for the NDA? Yes

Patent Explratlon Use Code Description How Filed | Labeling Impact
None e None There are no unexpired patents for this product in N/A None
S the Orange Book Database.
: Reference Expiration Labeling impact
There isno unexplred exclusivity for this product in the Orange Book Database N/A None




RE! IEW.OF:PROFESSIONAL LABELING CHECK LIST

.. Established Name

ndividual anons qu:red? Issues for Fl'R Innovator mdmdually cartoned? L|ght sensitive product which might require
mpany the product?

T of RLD and apphcant (page #) in the FTR

e RLD?

use of proposed packaging T iguration:or tor an other reason, does This applicant meet fail to meet all of the
nprotected conditions - of use of referenced by the RL

iéve labellng recommendations? If any, does ANDA meet them?

Exclusnvnty Issues? I-_I'R Check the Orange Book edition or cumulative supplement for verification of the latest
: Patent or Excluswlty Llst explratlon date for all patents, exclusivities, etc, or if none, please state.




0} THE CHEMIST
Img -Deficienc "The Poison Prevention Packaging Act notes that special packaging
Id be the responS|b|hty of the manufacturer when the container is clearly intended to
use'packagmg) We believe the container of 5s to be unit-of-use packaging. Please
ed to submit appropriate closure information to the CMC portion of the ANDA.
ent the» firm provrded info on CRC caps for the bottles of 5's.

ST 'odvuct' be stored in tight light resistant containers. Do the proposed containers,
tisfy this ecommendatlon’? ‘

ELING = This rewew is based on the labeling of Oxandrin® by Bio-Technology General
uticals NDA 13- 718/S 022 approved April 21, 2003
Preserve in tight, light-resistant containers

- Patent Expiration |- Use Code . Description How Filed| Labeling
e o . Impact
None- There are no unexpired patents for this N/A None
product in the Orange Book Database.
e Reference Expiration |[Labeling Impact
: There isno unexplred exclusrwty for this product in the Orange Book Database. N/A None

‘accurate: [Vol 'A1v-,1 ,pg. 9]

ACILITY (Vol. A1.4, pg. 1234)

Controlled Room Temperature (69°-77°F)
Will ask flrm to revise to read-Store at 20°-25°C (68°-77°F) [see USP Conirolled Room

h Ilght-resrstant child-resistant container.
se in‘a tlght Ilght-resrstant container with a child-resistant closure.
r Carton Dlspense ina trght Irght-resrstant container with a child-resistant closure.

S SYSTEM [Vol A1 4, pg. 1461 &1499 & 1549]
i e- mouth Round HDPE Bottle; CRC cap [see 4/16/04 amendment; pg. 11]

‘ets )
te val¥shaped scored ‘Uncoated tablets, debossed with “2.5" on the unscored side and with "U” to

e left of th score and “S” fo the rlght of the score on the reverse side. (Vol. A1.5, pg. 1705)

INAC INGREDIENTS S
The llstmg of inactive ingredients in the DESCRIPTION sectlon of the package insert appears to be consistent
‘with the hstmg of |nact|ve mgredlents found in the statement of components and composition appearing on page




mg/Tablet
s

N

opup i N L

IRMSNZ\U ,SHER\LTRS&REV\76761 ap.L.di




**First Generic**

This approval summary supersedes the November 8, 2006 approval summary.

APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:
Date of Submission:
Applicant's Name:
Established Name:

76-761

November 16, 2006

Upsher-Smith Laboratories, Inc.
Oxandrolone Tablets USP, 2.5 mg

APPROVAL SUMMARY:

CONTAINER (Bottles of 5s, 100s, 1000s)
Satisfactory in final print as of the November 8, 2006 submission.

UNIT DOSE BLISTER (2 X 5 Tablets)
Satisfactory in final print as of the November 8, 2006 submission.

CARTON (10 x Unit Dose Blister of 10 Tablets)
Satisfactory in final print as of the November 8, 2006 submission.

PROFESSIONAL PACKAGE INSERT:.
Satisfactory in final print as of the November 16, 2006 submission.

Post-approval revisions: .
In the DESCRIPTION section insert the route of administration.

REFERENCE LISTED DRUG:

Was this approval based upon a petition? Yes, citizens petition

What is the RLD on the 356(h) form: Oxandrin® tablets

NDA Number: NDA 13-718

NDA Drug Name: Oxandrin® tablets

NDA Firm: BTG Pharmaceuticals

Date of Approval of NDA Insert and supplement #  June 20, 2005/S-023
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? Yes, OGD labeling template
Basis of Approval for the Container Labels: side-by-side

Basis of Approval for the Carton Labeling: side-by-side

Other Comments: Upsher-Smith also has a 10 mg tablet, ANDA 78-033.

PATENT/ EXCLUSIVITIES
Patent Data - NDA 13-718

Use Code Use File

No Expiration Labeling Impact
5872147 12/05/2017 U-585 [To promote weight gain after weight loss in] ~ Firm declined to None
certain types of patients address due to late See FTR
file
6030799 07/18/2017 U-585 [To promote weight gain after weight loss in]  Firm declined to None
certain types of patients address due to late See FTR
file
6576659 12/05/2017 U-585 To promote weight gain after weight loss in|  Firm declined to None
certain types of patients address due to late See FTR
file
6670351 10/20/2012 U-585 [To promote weight gain after weight loss in|  Firm declined to None
certain types of patients address due to late See FTR
file
6828313 12/05/2017 U-585 ITo promote weight gain after weight loss in MOU Carve-out
certain types of patients




Exclusivity Data -

Code/sup Expiration Use Code Description Labeling Impact

: Addition of a geriatric use subsection to the
M-42 : 6/20/2008 precautions section of the package insert and Carve-Out
geriatric dosing information

*First Generic
FOR THE RECORD:

1. Review based on an OGD labeling template created on November 3, 2006.
2. PATENT/ EXCLUSWITIES
See above.
3. MANUFACTURING FACILITY (Vol. A1.4, pg. 1234)
Pharmaceutics International, inc.
10819 Gilroy Road
Hunt Valley, MD 21031
4. STORAGE CONDITIONS:
~NDA: Store at Controlled Room Temperature (59°-77°F)
ANDA: Store at 20°-25°C (68°-77°F) Excursions permitted to 15°-30°C (59°-77°F) [see USP Controlled Room
Temperature]. - .
Test conditions: Long-Term Controlled Room Temperature Testing: 25:2°C/60+5%RH
5. DISPENSING RECOMMENDATIONS:
NDA: Dispense in a tight, light-resistant, child-resistant container.
ANDA: Container-Dispense in a tight, light-resistant container with a child-resistant closure.
Blister Carton-Dispense in a tight, light-resistant container with a child-resistant closure as defined in the USP.
6. PRODUCT LINE:
The innovator: 2.5 mg-Bottles of 100s and 10 mg-Bottles of 60s
The applicant: 2.5 mg- Bottles of 100s, 1000s and Unit dose blister cartons of 100s
7. CONTAINER/CLOSURE SYSTEM: [Vol. A1.4, pg. 1461 &1499 & 1549]
100s: 60cc White, Wide-mouth, Round, Squat, HDPE Bottle; Screw Cap
1000s: 250cc White, Wide-mouth, Round, HDPE Bottle; Screw Cap
- Blister: 10 mil, clear, polyvinyl chloride blister with paper-backed, laminated foil as the backing
8. PRODUCT DESCRIPTION:
RLD- Scored tablets
ANDA- White oval-shaped, scored, uncoated tablets, debossed with “2.5” on the unscored side and with “U” to the
left of the score and “S” to the right of the score on the reverse side. (Vol. A1.5, pg. 1705)
9. INACTIVE INGREDIENTS: ,
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be consistent
with the listing of inactive ingredients found in the statement of components and composition appearing on page
995 [Vol. A1.4].
10. USP Dissolution Test is Pending. Firm used a dissolution test not recognized by the USP. Once the test is listed
in the USP, firm will update the statement in the DESCRIPTION section of package insert.
Date of Review: November 20, 2006 Date of Submission: November 16, 2006
Primary Reviewer: Postelle Birch-Smith
Team Leader: John Grace
cc: ANDA 76-761

DUP/DIVISION FILE
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PROFESSIONAL SAMPLE: Not for Sale Slore at 20°-25°C {6677 F) and axcursions permitted 1o
Each tablet contalns: Grandrolone 2.5 mg 15-30C(S9-86F) see USP Controlled Room Tempesaure].

Usnal adnlt dosage: it B Protect Drspensain
Mﬂﬁﬁ,‘g'i,,,om‘f;ﬁ,s‘f package inser for fu a1ght, Gghl-Tesisiant contaings vith a chi-sislant dosure,

Keep out of reach of children.

: SEALED FOR YOUR PROTECTION.
2. Manulactured for
5 mg @ UPSHER-SMITH LABORATORIES, INC.
5 Tablets Rxonly  Minneapols, WK 447
R S | 3

PROFESSOULSWPLE T s M
HollorSala  42-27165-01 wes 3 0245-0271-66 ¢

Lot/Exp.




100 Tablets

Rx only

Ench tablet contains: Oxandrolong 2.5 mg
Usnal adult dasage: See package insent for full
prescribing information.
Slore at 20 ZS’C(SESd’ TT? -
EXCUISIONS peimill

se¢ USP Contralled Room Temperature]

tightyy dnsed Prolect lrom Eghlan moisture.
Du?fmna iy gm esisiant container with a
Keep outof reach nl children.
SEALED FOR YOUR PROTECTION.
Manutactured for
UPSHEH-SMII’H LABUHA'IORIE! INC.

innezpolis, MN

i lnhm:nm\:l Inc.

Mi
by
Hunt Valley, MD 21031

22114 R006

0245-0271-11 ¢

N
3

Lot/Exp.




2.5mg
1000 Tablets

UPSHER-SMITH

@

Rx only

Each tablet contains: Oxandrolone 2.5 mg

Usual adult dosage: See package insert for full prescribing information.
Store at 20°-25°C (68™-77°F) and excursions permitted to 15-30°C(59™-86°F)
[see USP Controlled Room Temperature]. Keep tightly closed. Protect from
light and moisture. Dispensein a tight, light-resistant container with a
child-resistant closure.

Keep out of reach of children.

SEALED FOR YOUR PROTECTION.

Manufactured for

UPSHER-SMITH LABORATORIES, INC.

Minneapotis, MN 55447

by: Pharmaceutics International, Inc

Hunt Valley, MD 21031

42-27110-01 R0906

3 0245-0271-10 9

Lot/Exp.
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this page is the manifestation of the electronic signature.

Postelle Birch
11/21/2006 10:50:07 AM
MEDICAL OFFICER

John Grace
11/21/2006 11:00:52 AM
MEDICAL OFFICER



**First Generic**
This approval summary supersedes the April 16, 2004 approval summary.
'~ APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:
Date of Submission:
Applicant's Name:
Established Name:

76-761

November 8, 2006

Upsher-Smith Laboratories, Inc.
Oxandrolone Tablets USP, 2.5 mg

APPROVAL SUMMARY:

CONTAINER (Bottles of 5s, 100s, 1000s)
Satisfactory in final print as of the November 8, 2006 submission,

UNIT DOSE BLISTER (2 X 5 Tablets)
Satisfactory in final print as of the November 8, 2006 submission.

CARTON (10 x Unit Dose Blister of 10 Tablets)
Satisfactory in final print as of the November 8, 2006 submission.

PROFESSIONAL PACKAGE INSERT:
Satisfactory in final print as of the November 8, 2008 submission.

Post-approval revisions:
In the DESCRIPTION section insert the route of administration.

REFERENCE LISTED DRUG:

Was this approval based upon a petition? Yes, citizens petition

What is the RLD on the 356(h) form: Oxandrin® tablets

NDA Number: NDA 13-718

NDA Drug Name: Oxandrin® tablets

NDA Firm: BTG Pharmaceuticals

Date of Approval of NDA Insert and supplement#:  June 20, 2005/8-023
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? Yes, OGD labeling template
Basis of Approvai for the Container Labels: side-by-side

Basis of Approval for the Carton Labeling: side-by-side

Other Comments: Upsher-Smith also has a 10 mg tablet, ANDA 78-033.

PATENT/ EXCLUSIVITIES
Patent Data - NDA 13-718

No . Expiration Use Code Use File Labeling Impact
5872147 12/05/2017 U-585 To promote weight gain after weight loss inf  Firm declined to - None
certain types of patients address due folate | See FTR
file
6090799 07/18/2017 U-585 To promote weight gain after weight loss in]  Firm declined to None
certain types of patients address due to late See FTR
file
8576659 12/05/2017 U-588 To promote weight gain after weight loss in|  Finm declined to None
certain types of palients address due to late See FTR
file
6670351 10/20/2012 U-585 ITo promote weight gain after weight loss in{f  Firm declined to None
certain types of patients address due to late See FTR
file
6828313 12/05/2017 U-585 ITo promote weight gain after weight loss in MOU Carve-out
certain types of patients




Exclusivity Data -

Codefsup Expiration Use Code Description - Labeling Impact
) Addition-of a geriatric use subsection to the
M-42 6/20/2008 precautions section of the package insert and Carve-Out
geriatric dosing information .

*First Generic
FOR THE RECORD:

Review based on an OGD labeling template created on November 3 2006.

2. PATENT/ EXCLUSIVITIES
See above.
3. MANUFACTURING FACILITY (Vol. At1.4, pg. 1234)
Pharmaceutics Intemational, Inc.
10819 Gilroy Road
Hunt Valley, MD 21031
4. STORAGE CONDITIONS:
NDA: Store at Controlled Room Temperature (59°-77°F)
ANDA: Store at 20°-25°C (68°-77°F) Excursions permitted to 15°-30°C (59°-77°F) [see USP Controlied Room
Temperature},
Test conditions: Long-Term Controlled Room Temperature Testing: 25+2°C/605%RH -
5. DISPENSING RECOMMENDATIONS: .
NDA: Dispense in a tight, light-resistant, child-resistant container.
ANDA: Container-Dispense in a tight, fight-resistant container with a child-resistant closure.
Blister Carton-Dispense in a tight, light-resistant container with a child-resistant closure as defined in the USP.
6. PRODUCT LINE:
The innovator: 2.5 mg-Bottles of 100s and 10 mg-Bottles of 60s
The applicant: 2.5 mg- Bottles of 100s, 1000s and Unit dose blister cartons of 100s
7. CONTAINER/CLOSURE SYSTEM: [Vol. A1.4, pg. 1461 &1499 & 1549]
100s: 60cc White, Wide-mouth, Round, Squat, HDPE Bottle; Screw Cap
1000s: 250cc White, Wide-mouth, Round, HDPE Bottle; Screw Cap
Blister: 10 mil, clear, polyvinyl chioride blister with paper-backed, laminated foil as the backing
8. PRODUCT DESCRIPTION:
RLD- Scored tablets
ANDA- White oval-shaped, scored, uncoated tablets, debossed with “2.5” on the unscored side and with “U” to the
left of the score and “S” to the right of the score on the reverse side. (Vol. A1.5, pg. 1705)
9. INACTIVE INGREDIENTS:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears fo be consistent
with the listing of inactive ingredients found in the statement of components and composition appearing on page
995 [Vol. A1.4].
10. 147, 7989, 659, 351 were not timely filed. 313 filed an MOU and M-42 carve-out per Jeanne Skanchy on
10/23/2006 per Martin Shimer’s comments.

Date of Review: November 14, 2006 Date of Submission: November 8, 2006

Primary Reviewer: Posteile Birch-Smith

Team Leader: John Grace

CC.

ANDA 76-761
DUP/DIVISION FILE
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2.5mg

1000 Tablets

UPSHER-SMIT

Each tablet contains: Oxandrolone 2.5 mg

Usual adult desage: See package insert for full prescribing information.
Store at 20™-25°C {68'-77'F) and excursions permitted to 15-30°C(59-86'F)
[see USP Controlled Room Temperature). Keeptightly closed. Protect from
fight and malsture, Dispensein a tight, light-resistant container with a
child-resistant closure.

Keep aut of reach of children,

SEALED FOR YOUR PROTEGTION.

Manufactured for

UPSHER-SMITH LABORATORIES, INC,

Minneapolis, MN 55447 :

by: Pharmaceutics [nternational, inc.

Hunt Valley, MD 21031

42-27110-01 RO906
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3 0245-0271-10 %

LovExp.
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Postelle Birch
11/14/2006 12:14:20 PM
MEDICAL OFFICER

Charles Hoppes

11/14/2006 01:25:53 PM .
MEDICAL OFFICER

Charlie Hoppes for John Grace



**Fijrst Generic**

This approval summary supersedes the November 16, 2006 approval summary.

APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-761 Date of Submission: November 29, 2006

Applicant's Name: Upsher-Smith Laboratories, Inc.

Established Name:  Oxandrolone Tablets USP, 2.5 mg

APPROVAL SUMMARY:

CONTAINER (Bottles of 5s, 100s, 1000s)
Satisfactory in final print as of the November 8, 2006 submission.

UNIT DOSE BLISTER (2 X 5 Tablets)
Satisfactory in final print as of the November 8, 2006 submission.

CARTON (10 x Unit Dose Blister of 10 Tablets)
Satisfactory in final print as of the November 8, 2006 submission.

PROFESSIONAL PACKAGE INSERT:
Satisfactory in final print as of the November 29, 2006 submtss:on

Post-approval revisions;
In the DESCRIPTION section insert the route of administration.

REFERENCE LISTED DRUG:

Was this approval based upon a petition? Yes, citizens petition

What is the RLD on the 356(h) form: Oxandrin® tablets

NDA Number: NDA 13-718

NDA Drug Name: Oxandrin® tablets

NDA Firm: BTG Pharmaceuticals

Date of Approval of NDA Insert and supplement #:  June 20, 2005/S-023
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? Yes, OGD labeling template
Basis of Approval for the Container Labels: side-by-side

Basis of Approval for the Carton Labeling: side-by-side

Other Comments: Upsher-Smith also has a 10 mg tablet, ANDA 78-033.

PATENT/ EXCLUSIVITIES
Patent Data — NDA 13-718
No Expiration Use Code Use File Labeling Impact
5872147 12/05/2017 U-585 ITo promote weight gain after weight loss inj  Firm declined to None
lcertain types of patients address due to late See FTR
) file
6090799 07/18/2017 U-585 [To promote weight gain after weight loss in| ~ Firm declined to None
certain types of patients address due to late See FTR
file
6576659 12/05/2017 U-585 iTo promote weight gain after weight loss in]  Firm declined to - None
certain types of patients address due to late See FTR
: file
6670351 10/20/2012 U-585 [To promote weight gain after weight loss in|  Firm declined to None
certain types of patients address due to late See FTR
file
- 6828313 12/05/2017 ‘U-585 ITo promote weight gain after weight loss in MOU Carve-out
certain types of patients




Exclusivity Data -

Code/sup Expiration Use Code ) Description Labeling Impact
Addition of a geriatric use subsection to the
M-42 6/20/2008 precautions section of the package insert and OGD Labeling template
geriatric dosing information

*First Generic

FOR THE RECORD:

. This review was based on a revised OGD labeling template created on November 29, 2006. We

note that the initial directions to applicants on the appropriate labeling for oxandrolone tablets contained
inadvertent errors. We instructed applicants to make revisions to correct these errors and re-submit
revised labeling. We have reviewed the revised labeling and have determined that the errors have been
corrected.

2.

10.

PATENT/ EXCLUSIVITIES
See above.

MANUFACTURING FACILITY (Vol. A1.4, pg. 1234)
Pharmaceutics International, Inc.

10819 Gilroy Road

Hunt Valley, MD 21031

STORAGE CONDITIONS:

NDA: Store at Controlled Room Temperature (59°-77°F)

ANDA: Store at 20°-25°C (68°-77°F) Excursions permitted to 15°-30°C (59°-77°F) [see USP Controlled Room
Temperature].

Test conditions: Long-Term Controlled Room Temperature Testing: 25+2°C/60+5%RH

DISPENSING RECOMMENDATIONS:

NDA: Dispense in a tight, light-resistant, child-resistant container.

ANDA: Container-Dispense in a tight, light-resistant container with a child-resistant closure.

Blister Carton-Dispense in a tight, light-resistant container with a child-resistant closure as defined in the USP.

PRODUCT LINE:
The innovator: 2.5 mg-Bottles of 100s and 10 mg-Botiles of 60s
The applicant: 2.5 mg- Bottles of 100s, 1000s and Unit dose blister cartons of 100s

CONTAINER/CLOSURE SYSTEM: [Vol. A1.4, pg. 1461 &1499 & 1549]
100s: 60cc White, Wide-mouth, Round, Squat, HDPE Bottle; Screw Cap
1000s: 250cc White, Wide-mouth, Round, HDPE Bottle; Screw Cap

Blister: 10 mil, clear, polyvinyl chloride blister with paper—backe‘d, laminated foil as the backing

PRODUCT DESCRIPTION:

RLD- Scored tablets

ANDA- White oval-shaped, scored, uncoated tablets, debossed with “2.5” on the unscored side and with “U” to the
left of the score and “S” to the right of the score on the reverse side. (Vol. A1.5, pg. 1705)

INACTIVE INGREDIENTS:

The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be consistent
with the listing of inactive ingredients found in the statement of components and composition appearing on page
995 [Vol. A1.4].

USP Dissolution Test is Pending. Firm used a dissolution test not recognized by the USP. Once the test is listed
in the USP, firm will update the statement in the DESCRIPTION section of package insert.

Date of Review: November 30, 2006 Date of Submission: November 29, 2006

Primary Reviewer: Postelle Birch-Smith

Team Leader: John Grace

CcC:

ANDA 76-761 )
DUP/DIVISION FILE
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2.5mg
100 Tablets

I
Rx only

Each tablel contains: Oxandrolone 25mg
Usual adult dosage: See package insert for full
prescribing infosmation.

Store at 20°-25'C{68™-77TF) and

excursions pemitted to 15-30°C(53-85F)

pighly closed Protet [rom ghland mojsue:
na b light-resistani 1

Dispenseina ight, light- | wiha
child- resistant closure.

Keep oul of reach of children.

SEALED FOR YQUR PROTECTION.

Manulactured for

UPSHER-SMITH LABORATORIES, INC.
Minneapolis, MN 55447

by: Phanmaceutics Intemationa!, Inc.
Runt Valley, 80 21031
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2.5mg

1000 Tablets

UPSHER-SMITH

111
Rx only

Each tablet contains: Oxandrolone 2.5 mg

Usual adult dosage: See package insert for full prescribing information.
Store at 20°-25°C (68™-77°F) and excursions permitted to 15-30°C(59"-86°F)
[see USP Controlled Room Temperature). Keep tightly closed. Protect from
light and moisture. Dispensein a tight, light-resistant container with a
child-resistant closure.

Keep out of reach of children.

SEALED FOR YOUR PROTECTION.

Manufactured for

UPSHER-SMITH LABORATORIES, INC.

Minneapolis, MN 55447

by: Pharmaceutics International, Inc.

Hunt Valley, MD 21031
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Oxandrolone Tablets,
USP 255 mg

Oxandrolone Tablets, USP @
Rx only

DESCRIPTION
Oxandrolone Tablets, USP contain 2.5 mg of the anabalic steroid oxandrolone. Oxandrolone is 17p-hydroxy-17a-
methyl-2-oxa-5c-androstan-3-one with the following structural formula:

Molecular Weight: 306.44
stearate, and inized starch.

Molecular Formula: GygH3005
Inactive ingredients include
USP Dissolution Test Pending.
CLINICAL PHARMACOLOGY
Anabolic steroids are synthetic derivatives of testosterone. Certain clinical effects and adverse reactions

the of this class of drugs. Complete dissociation of anabolic and androgenic
effects has not been achieved. The actions of anabolic steroids are therefore similar to those of male sex
hormanes with the possibility of causing serious dlslurbances of growth and sexual development if given to young
children. Anabolic steroids sup the ions of the pituitary and may exert a direct effect upon

lactose, hyp )Se,

the testes.

Durin ion of anabolic release is inhibited through
nnhlhmun of piluitary Iutemlzmg hormone (LH). At large doses, is may be supp through
feedback inhibition of pituitary follicle: hormone (F SH)

Anabolic steraids have been reported to increase low-density lipoproteins and decrease high-density fipoproteins.
These levels revert to normal on discontinuation of lrealmenl

INDICATIONS AND USAGE

Oxandrolone Tablets, USP are mdmated as adjunctive therapy to offset the protein catabolism assaciated with
and for the relief of the bone pain frequently accompanying
osteaporosis (see DOSAGE AND ADMINISTRATION).

DHUG ABUSE AND DEPENDENCE
is as a controlled
aSSIQnEd to Schedute I} {non-narcotic).

GCONTRAINDICATIONS

1. Known or suspected carcinoma of lhe prostate or the male breast.

Carcinoma of the breast in females with hypercalcemia (androgenic anabolic steroids may stimulate osteolytic
bone resorption).

Pregnancy, because of possible masc of the fetus. O has been shown to cause
embryotoxicity, fetotoxicily, infertility, and masculinization of female animal offspring when given in doses 9
times the human dose.

Nephrosis, the nephrotic phase of nephritis.

. Hypercalcemia.

WARNINGS

PELIOSIS HEPATIS, A GONDITION IN WHICH LIVER AND SOMETIMES SPLENIC TISSUE (S REPLACED WITH
BLOOD-FILLED CYSTS, HAS BEEN REPORTED IN PATIENTS RECEIVING ANDROGENIC ANABOLIC STEROID
THERAPY. THESE CYSTS ARE SOMETIMES PRESENT WITH MINIMAL HEPATIC DYSFUNCTION, BUT AT OTHER
TIMES THEY HAVE BEEN ASSOCIATED WITH LIVER FAILURE. THEY ARE OFTEN NOT RECOGNIZED UNTIL LIFE-
THREATENING LIVER FAILURE OR INTRA-ABDOMINAL HEMORRHAGE DEVELOPS. WITHDRAWAL OF DRUG
USUALLY RESULTS IN COMPLETE DISAPPEARANCE OF LESIONS.

LIVER CELL TUMORS ARE ALSO REPORTED. MOST OFTEN THESE TUMORS ARE BENIGN AND ANDROGEN-
DEPENDENT, BUT FATAL MALIGNANT TUMORS HAVE BEEN REPORTED. WITHDRAWAL OF DRUG OFTEN
RESULTS IN REGRESSION OR GESSATION OF PROGRESSION OF THE TUMOR. HOWEVER, HEPATIC TUMORS
ASSOCIATED WITH ANDROGENS OR ANABOLIC STEROIDS ARE MUCH MORE VASCULAR THAN OTHER
HEPATIC TUMORS AND MAY BE SILENT UNTIL LIFE-THREATENING INTRA-ABDOMINAL HEMORRHAGE
DEVELOPS. BLOOD LIPID CHANGES THAT ARE KNOWN TO BE ASSOCIATED WITH INCREASED RISK OF
ATHERQSCLEROSIS ARE SEEN IN PATIENTS TREATED WITH ANDROGENS OR ANABOLIC STEROIDS. THESE
CHANGES INCLUDE DECREASED HIGH-DENSITY LIPOPROTEINS AND SOMETIMES INCREASED LOW-DENSITY
LIPOPROTEINS. THE CHANGES MAY BE VERY MARKED AND COULD HAVE A SERIOUS IMPACT ON THE RISK

under the Anabofic Steroids Control Act of 1990 and has been

w N

s

QF ATHEROSCLEROSIS AND CORONARY ARTERY DISEASE.

Cholestatic hepatilis and jaundice may occur with 17-alpha-alkylated androgens at a relatively low dose. If cholestatic
hepatilis with jaundice appears or if liver function tests become abnormal, oxandrolone shauld be discontinued and the
etiology should be determined. Drug-induced jaundice is ible when the is

In patients with breast cancer, anabolic steroid therapy may cause hy ia by sti

Oxandrolone therapy should be discontinued il hypercalcemia occurs.

Edema with or without congestive heart failure may be a serious complication in palients with pre-existing cardiac,
renal, or hepatic disease. Concomitant administration of adrenal comcal slermd or ACTH may increase the edema.

In children, androgen therapy may bone ion withou Y 0ain in lingar
growth. This adverse effect results in compromised adult height, The younger the child, the gvealer the risk of
compromising final malure height. The effect on bone should be by bone age of

the left wrist and hand every 6 months (see PRECAUTIONS, Lahoratory Tests).
Geriatric patients treated with androgenic anabolic steroids may be at an increased risk for the developmenl of
prostatic hypertrophy and prostatic carcinoma.

ANABOLIC STERQIDS HAVE NOT BEEN SHOWN TO ENHANCE ATHLETIC ABILITY.

PRECAUTIONS
Concurrent dosing of oxandrolone and warfarin may resull in farge i n the
Normalized Ratio (INR) or prothromhin time (PT) When oxandrolone is pvescnbed 1o pallenls being treated

wilh warlarin, doses of warfarin may need to be d signilicantly to maintain the INR level
and diminish lhe risk of polentially serious bleeding. (See PRECAUTIONS, Drug Interactions).

General

Wormen should be observed for signs of virilization of the voice, hirsutism, acne,

Discontinuation of drug therapy at the time of evidence of mild virilism is necessary to prevent rrreversmle
virilization. Some virilizing changes in women are irreversible even after prompt discontinuance of therapy and are
not by use of ir ities may also occur.

Anabolic steroids may cause suppression of clotting factors It, V, VII, and X, and an increase in prothrombm time.
Information for Palients X

The physician should instruct patients to report immediately any use of warfarin and any bleeding.

The physician should instruct patients to repart any of the following side effects of androgens:

Males: Too frequent or persistent erections of the penis, appearance or aggravation of acne.
Females: Hoarseness, acne, changes in menstrual periods, or more facial hair.
Ail patients: Nausea, vomiting, changes in skin color, or ankle swelling.

Geriatric Use: i

Certain geriatric use i isp by |

Laboratory Tests

Women with disseminated breast carcinoma should have frequent determination of urine and serum calcium levels
during the course of therapy (see WARNINGS).

Because of the hepalotoxicily assoctated with the use of 17-alpha-alkylated androgens, liver function tests should
be obtained periodicatly.

Perindie (every 6 months) x-ray examinations of bone age should be made during treatment of children to
determing the rate of bone maturation and the effects of androgen therapy on the epiphyseal centers.

Androgenic anabolic steroids have been reported to increase low-density lipoproteins and decrease high-density
lipoproteins. Therefore, caution is required when administering these agents lo patients with a history of
cardiovascular disease or who are at risk for cardiovascular disease. Serum determination of lipid tevels should be
performed periodically and therapy adjusted accordingly.

Hemoglobin and hematocrit should be checked periogically for polycythemia in patients who are receiving high
doses of anabolic steroids.
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Drug Interaclions

Anticoagulants:

Anabolic steroids may increase sensitivity to oral anticoagulants. Dosage of the anticoagulant may have to be
decreased in order to maintain desired prothrombin time. Patients receiving orat anticoagulant therapy require

¢close monitoring, especially when anabolic stercids are started or stopped.

Warfarin: A multidose study of oxandrolone, given as 5 or 10 mg BID in 15 healthy subjects concurrently
treated with wartarin, resulted in 2 mean increase in S-warfarin half-life from 26 to 48 hours and AUG from
4.551012.08 ng-hr/mL similar increases in R-warfarin half-life and AUC were also detected. Microscopic
hematuria (9/15) and gingival bleeding (1/15) were also observed. A 5.5-fold decrease in the mean warfarin
dose from 6.13 mg/day to 1.13 mg/day (approximately 80-85% reduction of warfarin dose), was necessary
to maintain a target INR of 1.5. When oxandrolone therapy is initiated in a patient already receiving treatment
with warfarin, the INR or prothrombin time (PT) should be monitored closely and the dose of warfarin
adjusted as necessary until a stable target INR or PT has been achieved.

Furthermore, in patients receiving both drugs, careful monitoring of the INR or PT, and adjustment of the
warfarin dusage if indicated are when the dose is changed or discontinued.
Patients should be closely monitored for signs and symptoms of occuit bleeding.

" Oral Hypoglycemic Agents:

Oxandrofone may inhibit the metabolism of oral hypoglycemic agents.

Adrenal Steroids or ACTH:

in patients with edema, concomitant administration with adrenal cortical slerords or ACTH may increase the edema.
Drug/Lahoratory Test Interaclions

Anabolic steroids may decrease levels of thyroxine-binding globulin, resulting in decreased total T4 serum levels
and increased resin uptake of T3 and T4. Free thyroid hormone levels remain unchanged. In addition, a decrease
in PBI and radloachve iodine uptake may accur.

C: i of Fertility

Animal Data:

Oxandrolone has not been tested in Iaburalory animals for carcinogenic or mulagenic effects. n 2-year chronic
oral rat studies, a dose-related an organ weights (testes, prostate,
seminal vesmles ovaries, uterus, adrenals and pituitary) were shown.

Human Data:

Liver cell tumors have been reported in patients receiving long-term therapy with androgenic anabolic steroids in
high doses (see WARNINGS). Withdrawal of the drugs did not lead to regression of the tumors in all cases.
Geriatric patients treated with androgenic anabolic steroids may be at an ingreased risk for the development of
prostatic hypertrophy and prostatic carcinoma.

Pregnancy

Teratogenic effects - Pregnancy Category X (see CONTRAINDICATIONS).

Nursing Mothers

Itis not known whether anabolic steroids are excreted in human milk. Because of the potential of serious adverse
reactions in nursing infants from oxandrolone, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use

Anabolic agents may accelerate epiphyseal maturation more rapidly than linear growth in children and the effect
may continue for 6 months after the drug has been stopped. Therefore, therapy should be monitored by x-ray
sludies at 6-month intervals in order to avoid the risk of compromising adult height. Androgenic anabolic steroid
therapy should be used very cautiously in children and only by specialists who are aware of the effects on bone
maturation {see WARNINGS).

ADVERSE REACTIONS

Patients with moderate to severe COPD or COPD patients who are unresponsive to bronchodilators should be
manitored closely for COPD exacerbation and fluid retention.

The following adverse reaclions have been associated with use of anabolic steroids:

Hepatic

Choleslauc jaundice with, rarely, hepatic necrosis and death. Hepatocellular neaplasms and peliosis hepatis with
long-term therapy (see WARNINES) Reversible changes in liver function tests also occur including increased
bromsulfophthalein (BSP) retention, changes in alkaline phosphatase and increases in serum bilirubin, aspartate
aminotransferase (AST, SGOT) and ‘aianing aminotransferase (ALT, SGPT).

In Males
F Phallic (1] and i or of erections.

Pasipuberial: Inhibition of testicular function, testicular atrophy and oligospermia, impotence, chronic priapism,
epididymitis, and bladder irritabitity.

In Females

Clitoral ir

CNS: Habituati itation, i I pi , and changes in libido.

Hematologic: Bleeding in patients on concomitant oral anticoagulant therapy.

Breast: Gynecomastia.

Larynx: Deepening of the voice in females.

Hair: Hirsutism and maie pattern batdness in females.

Skin: Acne (especially in females and prepubertal males).

Skeletal: Premature closure of epiphyses in children (see PRECAUTIONS, Pediatric Use).

Fluid and Electrolytes: Edema, retention of serum electrolytes (sodium chloride, potassium, phosphate, calcmm)

Metzholic/Endocrine: Decreased glucose tolerance {see PRECAUTIONS, L ry Tesls), i
excrelion, increased serum levels of (CPK). ini of the fetus. Inhibition of .
gonadotropin secretion. . i

OVERDOSAGE
No

or signs i with
retention may occur.

The oral LD50 of oxandrolone in mice and dogs is greater than 5,000 mg/kg. No specific antidote is known, but
gastric lavage may be used.

DOSAGE AND ADMIRISTRATIOR

Therapy with anabolic steroids is adj to and not a for therapy. The duration of
therapy with Oxandrolone Tablets, USP will depend on the response of the patient and the possible appearance of
adverse reactions. Therapy should be intermitient,

Adults

The response of individuals to anabalic sleroids varies. The daily adult dosage is 2.5 mg 10 20 mg given in 2 to 4
divided doses. The desired response may be achieved with as little as 2.5 mg or as much as 20 mg daily. A course
of therapy of 2 to 4 weeks is usually adequate. This may be repeated intermittently as indicated.

Children

For children the lotal daily dosage of Oxandralone Tablets, USP is <0.1 mg per kilogram body welghl or 0.045
mg per pound of body weight. This may be repeated mlermmemly as indicated.

HOW SUPPLIED

Oxandrolone Tablets, USP 2.5 mg are oval, white, scored, uncoated tablets, debossed with “2.5™ an one side and
“U" to the left and “S” to the right of the score on the other side. Oxandrolone Tablets, USP are available in bottles

of 100 tablets (NDC 0245-0271-11), bottles of 1000 tablets (NDC 0245-0271-10) and in unit dose cartons of 100

tablets (10 cards containing 10 tablets each) (NDC 0245-0271-01).

Store at 20-25°C (68-77°F). Excursions permitted to 15-30'C (59-86'F) [see USP Controfled Room Temperature].
Dispense in a tight, light-resistant container with a child-resistant closure as defined in the USP.

Keep out of reach of children.

Manufactured for

UPSHER-SMITH LABORATORIES, INC.

Minneapolis, MN 55447

by: Pharmaceutics International, Inc.

Hunt Valley, MD 21031

©2004 Upsher-Smith Laboratories, Inc.

All Rights Reserved

40-27100-05

have been reported. It is possible that sodium and water
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Chemistry Review Data Sheet

1. ANDA 76-761 (First Generic)

2. REVIEW #: 1

3. REVIEW DATE: 290CT2003
' 07NOV2003

4. REVIEWER: Mike Darj

5. PREVIOUS DOCUMENTS: N/A

Previous Documents , - Document Date
Original Submission 12-JUN-2003

. New Correspondence regarding Form FDA 3454 16-JUL-2003

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed ' "~ Document Date
Original Application 12-JUN-2003

7. NAME & ADDRESS OF APPLICANT: |

Name: - Upsher-Smith Laboratories, Inc.
Address: 14905 23" Avenue North
' Minneapolis, MN 55447
Representative: Mark S. Robbins
Telephone: - (763)
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8. DRUG PRODUCT NAME/CODE/TYPE:
a) Proprietary Name:  First Choice: ==—— ' Second Choice: ———_
b) Non-ProprietaryyName (USAN): Oxandrolone

9. LEGAL BASIS FOR SUBMISSION:
The basis for the Upsher-Srmth Laboratories, Inc. proposed ANDA for Oxandrolone
Tablets USP, 2.5 mg is the approved reference listed drug Oxandrin® 2.5 mg, the subject
of NDA No. 13-718 held by Bio-Technology General Pharmaceuticals (Approved prlor
to January 1, 1982). ,
O_xandrin® (RLD) is available in 2.5 mg and 10 mg streﬁgths, but Upsher-Smith (the
firm) is pursuing approval only for the 2.5 mg tablets at this time.
Patent Certification: Patent has expired (vol. 1.1, Page 9) |
Exclusivity: No unexpired exclusivity (vol. 1.1, Page 9)

10. PHARMACOL. CATEGORY: Adjunctive Therapy to Promote Weight Gain

11. DOSAGE FORM: ' Immediate-Release Tablet

12. STRENGTH/POTENCY: - 2.5 mg

13. ROUTE OF ADMINISTRATION: Oral

14. Rx/OTC DISPENSED: _X Rx OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

;SPOTS product — Form Completed '
__ X NotaSPOQTS product
16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:
Chemical name: 178-Hydroxy-17-methyl-2-oxa-5a-androstan-3-one

Molecular formula: C;9H3003
Molecular weight: 306 g/mol
Structural formula: -
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17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:

‘
f

DMF
#

T

TYPE HOLDER

r

ITEM
REFERENCED.

CODE!

STATUS?

DATE
REVIEW
COMPLETED

COMMENTS

Oxandrolone,
USP

Inadequate

220ct2003

M. Darj
(original
review)
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! Action codes for DMF Table:

1 — DMF Reviewed. '

Other codes indicate why the DMF was not reviewed, as follows
2 -Type 1 DMF - :

3 —Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available :

7 — Other (explain under "Comments")

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did

not need to be reviewed)

B. Other Documents: N/A

DOCUMENT : APPLICATION NUMBER

DESCRIPTION

18. STATUS:
CONSULTS/. CMC
'RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS
Microbiology N/A
EES Pending
Methods Validation N/A
Labeling Pending
Bioequivalence Pending
EA Acceptable 300ct2003 | M. Darj
Radiopharmaceutical | N/A '




CHEMISTRY REVIEW

Chemistry Assessment Section

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. _X_ Yes No  Ifno, explain reason(s) below:
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The Chemistry Review for ANDA 76-761

The Executive Summary

Oxandrolone Tablets, 2.5 mg is based on Bio-Technology General Pharmaceuticals listed drug
product Oxandrin® Tablets, 2.5 mg (NDA #13-718).

OXANDRIN® (Oxandrolone) is indicated as adjunctive therapy to promote weight gain after
weight loss following extensive surgery, chronic infections, or severe trauma, and in some
patients who without definite pathophysiologic reasons fail to gain or to maintain normal weight.
It is a synthetic derivative of testosterone. The chemical designation is 17p-hydroxy-17a.-
methyl-2-oxa-5a-androstan-3-one. Its molecular formula is Ci9H303 and its molecular weight is
306 g/mol. The structural formula is shown in the Chemistry Review Data Sheet section.

Paragraph II Certification: Upsher-Smith Laboratories, Inc. certifies that in its opinion and to the
best of its knowledge the patent which was applicable to the reference listed drug product

referred to in this application has expired, and there is no unexpired exclusivity.
Based on stability data, Upsher-Smith is seeking 2-year tentative expiration of the drug produclzt.
I. Recommendations |
A.  Recommendation and Conclusion.oﬁ Approvability
The AN DA is Not Approvable

B. Repommendafion on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

Not Applicable
II.  Summary of Chemistry Assessments
A. Description of the Drug Prodﬁct(s) and Drug Substance(s)

The drug product is Oxandrolone Tablets USP, 2.5 mg
The drug substance is Oxandrolone USP, manufactured by ~——""

B. Description of How the Drug Product is Intended to be Used
The drug product is a tablet that is taken orally.

10
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C. Basis for Approvability or Not-Approval Recommendation
The recommendation of Not-Approvability is based on the deficiencies that were = -
identified in the following sections: Synthesis, Raw Material Controls, Laboratory
Control/_s, and Stability.

In addition to the above CMC issues, the bioequivalence review, labeling review
and EER are pending.

The drug product, Oxandrolone Tablets, cannot be classified as safe and effective
in this review based on the deficiencies described above.

III. Administrative

A. Reviewer’s Signature

il TAT _
B. Endorsement Block 4/% > Ayl \E Nav a-tey

HFD-623/M. Darj, Ph.D., RC/
HFD-623/D. Gill, Ph.D., TL/
HFD-617/S. Kim, PM/

F/T by:
VAFIRMSNZ\USL\LTRS&REV\76761RV1.DOC
Type of Letter: Not Approvable — Minor

C. CCBlock

ANDA 76-761

ANDADUP

DIV FILE
Field Copy

11
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Chemistry Review Data Sheet

1. ANDA 76-761 (First Generic)
2. REVIEW #: 2

3. REVIEW DATE: 13SEP2004
REVISION DATE: 27SEP2004

4. REVIEWER: Mike Darj

5. PREVIOUS DOCUMENTS.:

Previous Documents Document Date
Original Submission 12-JUN-2003
New Correspondence regarding Form FDA 3454 16-JUL-2003

Deficiency Letter (first review) 20-NOV-2003 -

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed _ Document Date
Minor Amendment 16-APR-2004

Unsolicited Amendment _ 04-JUN-2004

7. NAME & ADDRESS OF APPLICANT:

Name: Upsher-Smith Laboratories, Inc.
Address: 6701 Evenstad Drive
' Maple Grove, MN 55369
Representative: Mark S. Robbins
Telephone: (763) 315-2000
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8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: First Choice: — mmessss=
b) Non-Proprietary Name (USAN): - Oxandrolone

9. LEGAL BASIS FOR SUBMIS SION:

The basis for the Upsher-Smlth Laboratories, Inc. proposed ANDA for Oxandrolone
Tablets USP, 2.5 mg is the approved reference listed drug Oxandrin® 2.5 mg, the subject
of NDA No. 13-718 held by Bio-Technology General Pharmaceuticals (Approved prior
to January 1, 1982). .

Oxandrin® (RLD) is available in 2.5 mg and 10 mg strengths, but Upsher-Smith (the
firm) is pursuing approval only for the 2.5 mg tablets at this time.

" Patent Certification: Patent has expired (vol. 1.1, Page 9)
Exclusivity: No unexpired exclusivity (vol. 1.1, Page 9)

10. PHARMACOL. CATEGORY: ‘Adjunctive Therapy to Promote Weight Gain
11. DOSAGE FORM: Immediate-Releése Tablet
12. STRENGTH/POTENCY: 2.5mg
13. ROUTE OF ADMINISTRATION: Oral
14. RJOTCDISPENSED: _X__ Rx ___ OTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Nota SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Chemical name: 17B-Hydroxy-17-methyl-2-oxa-50-androstan-3-one
Molecular formula: Cj9H3003

Molecular weight: 306 g/mol

Structural formula:
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17. RELATED/SUPPORTING DOCUMENTS:

A.DMFs:

DATE
CODE' | STATUS? REVIEW COMMENTS
COMPLETED :

ITEM
REFERENCED

DMF

4 HOLDER

TYPE

~ . o
i 7

K Oxandrolone
J USP 1 Inadequate 09SCP2004

Reviewed by
M. Darj

=
AN B
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lr U?
| 4
: 4
%\, o4
! Action codes for DMF Table:
1 — DMF Reviewed. -
Other codes indicate why the DMF was not reviewed, as follows:
2 ~Type 1 DMF
3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted
6 — DMF not available
7 — Other (explain under "Comments")
2 Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)
B. Other Documents: N/A
DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION DATE REVIEWER
REVIEWS
Microbiology N/A
EES Acceptable 14May2004
Methods Validation N/A (per OGD Policy)
Labeling Acceptable 24May2004 | R. Wu
Bioequivalence Acceptable 25Aug2004 | S. Pradhan
EA Acceptable 300¢t2003 | M. Darj
Radiopharmaceutical | N/A
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19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. _X Yes No  If no, explain reason(s) below:
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The Chemistry Review for ANDA 76-761

The Executive Summary
Oxandrolone Tablets, 2.5 mg is based on Bio-Technology General Pharmaceuticals listed drug

product Oxandrin® Tablets, 2.5 mg (NDA #13-718).

OXANDRIN® (Oxandrolone) is indicated as adjunctive therapy to promote weight gain after
weight loss following extensive surgery, chronic infections, or severe trauma, and in some
patients who without definite pathophysiologic reasons fail to gain or to maintain normal weight.
It is a synthetic derivative of testosterone. The chemical designation is 17B-hydroxy-17a-
methyl-2-oxa-5a-androstan-3-one. Its molecular formula is C19H3003 and its molecular weight is
306 g/mol. The structural formula is shown in the Chemistry Review Data Sheet section.

Paragraph II Certification: Upsher-Smith Laboratories, Inc. certifies that in its opinion and to the
best of its knowledge the patent which was applicable to the reference listed drug product .

referred to in this application has expired, and there is no unexpired exclusivity.

Based on stability data, Upsher—anith is seeking 2-year tentative expiration of the drug product.

I. Recommendations

A. Recommendation and Conclusion on Approvability
The ANDA is Not Approvable
B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,

and/or Risk Management Steps, if Approvable

Not Applicable

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
The drug product is Oxandrolone Tablets USP, 2.5 mg
The drug substance is Oxandrolone USP, manufactured by ===

B. Description of How the Drug Product is Intended to be Used
The drug product is a tablet that is taken orally.

10
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C. Basis for Approvability or Not-Approval Recommendation
The recommendation of Not-Approvability is based on the deficiencies that were
identified in the following sections: Synthe51s Raw Material Controls, Laboratory
Controls, and Stability.

The drug product, Oxandrolone Tablets, cannot be classified as safe and effective
in this review based on the deficiencies described above.

The labeling and bioequivalence portions of the ANDA are acceptable.

ITI. Administrative

A. Reviewer’s Signature

M/ amm et

B. Endorsement Block
HFD-623/M. Dar_J, Ph.D.,RC/
HFD-623/D. Gill, Ph.D., TL/

F/T by:
V:\FIRMSNZ\UPSHER\LTRS&REV\76761.CR2.DOC
Typé of Letter: Not Approvable — Minor

C. CC Block

ANDA 76-761

ANDA DUP

DIVFILE .
Field Copy
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Chemistry Review Data Sheet
1. ANDA 76-761 (Firét Generic)
2. REVIEW #: 3
3. REVIEW DATE: 11MAR2005
4, REVIEWER: Mike Darj, Ph.D.

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Original Submission . ' 12-JUN-2003
New Correspondence regarding Form FDA 3454 16-JUL-2003
Deficiency Letter (first review) . 20-NOV-2003
Minor Amendment _ 16-APR-2004
Unsolicited Amendment 04-JUN-2004

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Minor Amendment : 10-NOV-2004

7. NAME & ADDRESS OF APPLICANT:

Name: Upsher-Smith Laboratories, Inc.

Address: 6701 Evenstad Drive

~ Maple Grove, MN 55369
Representative: Kimberly C. Oakins
Telephone: ~ (763) 315-2000
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DRUG PRODUCT NAME/ CODE/TYPE:

-

a) Proprietary Name: First Choice:

b) Non-Proprietary Name (USAN): Oxandrolone

LEGAL BASIS FOR SUBMISSION:

The basis for the Upsher-Smith Laboratories, Inc. proposed ANDA for Oxandrolone
Tablets USP, 2.5 mg is the approved reference listed drug Oxandrin® 2.5 mg, the subject
of NDA No. 13-718 held by Bio-Technology General Pharmaceuticals (Approved prior
to January 1, 1982). ' ' _

Oxandrin® (RLD) is available in 2.5 mg and 10 mg strengths, but Upsher-Smith (the
firm) is pursuing approval only for the 2.5 mg tablets at this time.

Patent Certification: Patent has expired (vol. 1.1, Page 9)
Exclusivity: No unexpired exclusivity (vol. 1.1, Page 9)

PHARMACOL. CATEGORY: Adjunctive Therapy to Promote Weight Gain

DOSAGE FORM Immediafc—Release Tablet
STRENGTE/POTENCY: 2.5 mg (MDD =20 mg)
ROUTE OF ADMINISTRATION: Oral
Rx/OTC DISPENSED: _X  Rx - OTC

SPOTS ( SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X __ NotaSPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Chemical name: 17B-Hydroxy-1 7-methyl-2-oxa-5o-androstan-3-one
Molecular formula: CjoH3003

. Molecular weight: 306 g/mol
Structural formula:
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17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:

DMF
#

r
. L
-

TYPE

HOLDER

ITEM

REFERENCED

CODE!

STATUS?

DATE
REVIEW
COMPLETED

COMMENTS

4

Oxandrolone,

Usp

Inadequate

03Mar2005

Reviewed by
M. Darj
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\r 7 ‘.
4
4
L oo !

! Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not rev1ewed as follows:
2 ~Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other (explain under "Comments")

2 Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did

not need to be reviewed)

B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION

18. STATUS:
CONSULTS/ CMC

RELATED RECOMMENDATION DATE REVIEWER

REVIEWS ' -
Microbiology N/A
EES Acceptable ' 14May2004
Methods Validation | N/A (per OGD Policy) ,
Labeling Acceptable 24May2004 | R. Wu
Bioequivalence Acceptable ' 25Aug2004 | S. Pradhan
EA Acceptable 300ct2003 | M. Darj
Radiopharmaceutical | N/A
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19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. _X _Yes No  Ifno, explain reason(s) below:
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The Chemistry Review for ANDA 76-761

The Executive Summary
Oxandrolone Tablets, 2.5 mg is based on Bio-Technology General Pharmaceuticals listed drug

product Oxandrin® Tablets, 2.5 mg (NDA #13-718).

OXANDRIN® (Oxandrolone) is indicated as adjunctive therapy to promote weight gain after
weight loss following extensive surgery, chronic infections, or severe trauma, and in some

~ patients who without definite pathophysiologic reasons fail to gain or to maintain normal weight.
It is a synthetic derivative of testosterone. The chemical designation is 17B-hydroxy-17a~
methyl-2-oxa-5a-androstan-3-one. Its molecular formula is C19Hz¢03 and its molecular weight is
306 g/mol. The structural formula is shown in the Chemistry Review Data Sheet section. ‘

Paragraph II Certification: Upsher-Smith Laboratories, Inc. certifies that in its opinion and to the
best of its knowledge the patent which was applicable to the reference listed drug product

referred to in this application has expired, and there is no unexpired exclusivity.

Based on stability data, Upsher-Smith is seeking 2-year tentative expiration of the drug product.

L Recommendations
A. Recommendation and Conclusion on Approvability
The ANDA is Not Approvable

B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

Not Appliéable
II. Summary of Chemistry Assessments
A. Description of thé Drug Product(s) and Drug Substance(s).
The drug product is Oxandrolone Tablets USP, 2.5 mg

The drug substance is Oxandrolone USP, manufactured by
_T e,

B. Description of How the Drug Product is Intended to be Used
The drug product is a tablet that is taken orally. '

C. Basis for Approvability or Not-Approval Recommendation

The recommendation of Not-Approvability is based on the deficiencies that were
identified in the following sections: Synthesis and Raw Material Controls.

10
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The drug product, Oxandrolone Tablets, canmot be classified as safe and effective
in this review based on the deficiencies described above.

The labeling and bioequivalence portions of the ANDA are acceptable.
II1. Administrative
A. Reviewer’s Signature

ﬂ,ﬂjﬂ}ﬂﬂj W AR e 5

B. Endorsement Block
HFD-630/M. Darj, Ph.D., RC/
HFD-630/D. Gill, Ph.D., TL/

F/T by:

VAFIRMSNZ\UPSHER\LTRS &REV\76761.CR3.DOC
Type of Letter: Not Approyable — Minor

€. CCBlock

ANDA 76-761

ANDA DUP

DIV FILE
Field Copy
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Chemistry Review Data Sheet

. ANDA 76-761 (First Generic)

. REVIEW #: 4

. REVIEW DATE: 23SEP2005

13SEP2006 (review of Telephone Amendment dated 14Sep2006)
27Nov2006 (review of Telephone Amendment dated 16Nov2006)

REVIEWER: Mike Darj, Ph.D.

PREVIOUS DOCUMENTS:

Previous Documents

Original Submission ,

New Correspondence regarding Form FDA 3454
Deficiency Letter (first review)

Minor Amendment

Unsolicited Amendment

Minor Amendment

Minor Amendment

Unsolicited Amendment

Unsolicited Amendment

Telephone Amendment

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed

Address:

Document Daie

12-JUN-2003
16-JUL-2003
20-NOV-2003
16-APR-2004
04-JUN-2004
10-NOV-2004
06-JUN-2005
21-May-2005
29-Mar-2005
14-SEP-2006

Document Date

Telephone Amendment - 16-NOV-2006
NAME & ADDRESS OF APPLICANT:
Name: Upsher-Smith Laboratories, Inc.

6701 Evenstad Drive

Maple Grove, MN 55369
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10.

11.

12.

16.

Chemistry Assessment Section

Representative: Kimberly C. Oakins
Telephone: (763) 315-2000
Fax: (763) 315-2001

. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: First Choice: N
b) Non-Proprietary Name (USAN): Oxandrolone

. LEGAL BASIS FOR SUBMISSION:

The basis for the Upsher-Smith Laboratories, Inc. proposed ANDA for Oxandrolone
Tablets USP, 2.5 mg is the approved reference listed drug Oxandrin® 2.5 mg, the subject
of NDA No. 13-718 held by Bio-Technology General Pharmaceuticals (Approved prior
to January 1, 1982). :

Oxandrin® (RLD) is available in 2.5 mg and 10 mg strengths, but Upsher-Smith (the
firm) is pursuing approval ouly for the 2.5 mg tablets at this time.

Patent Certification: provided in vol. 1.1, page 9
Exclusivity: provided in vol. 1.1, page 9

PHARMACOL. CATEGORY: Adjunctive Therapy to Promote Weight Gain
DOSAGE FORM: Immediate-Release Tablet

STRENGTH/POTENCY: 2.5 mg (MDD = 20 mg)

. ROUTE OF ADMINISTRATION: Oral

_ Rx/OTC DISPENSED: X Rx OTC

. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed
X NotaSPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Chemical name: 17B-Hydroxy-17-methyi-2-oxa-3a-androstan-3-one

th
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Molecular formula:  CjoH3pOs
Molecular weight: 306 g/mol
Structural formula:
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17. RELATED/SUPPORTING -DOCUNIENTS:

A. DMFs:

DZIP TYPE |

HOLDER

ITEM
REFERENCED

CODE!

STATUS?

DATE
REVIEW
COMPLETED

COMMENTS

Oxandrolone,
usp

adequate

158ep2006

Reviewed by
M. Darj
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' Action codes for DMF Table:

1 — DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows:
2 —Type 1 DMF

3 — Reviewed previously and no revision since last review

4 — Sufficient information in application

5 — Authority to reference not granted

6 — DMF not available

7 — Other {explain under "Comments™)

? Adequate, Inadequate, or N/A (There is enough data in the application, therefore the DMF did
not need to be reviewed)

B. Other Documents: N/A

DOCUMENT APPLICATION NUMBER DESCRIPTION

18. STATUS:
CONSULTS/ CMC _

RELATED RECOMMENDATION DATE REVIEWER

REVIEWS
Microbiology N/A
EES Acceptable 06Jul2003
Methods Validation N/A (per OGD Policy)
Labeling Acceptable 21Nov2006 | P. Birch
Bioequivalence Acceptable 25Aug2004 | S. Pradhan
EA Acceptable 300c12003 | M. Darj
Radiopharmaceutical | N/A




'CHEMISTRY REVIEW

Chemistry Assessment Section

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of
receipt. _X Yes No  Ifno, explain reason(s) below:



CHEMISTRY REVIEW

Chemistry Assessment Section

The Chemistry Review for ANDA 76-761

The Executive Summary
Oxandrolone Tablets, 2.5 mg is based on Bio-Technology General Pharmaceuticals listed drug
product Oxandrin”~ Tablets, 2.5 mg (NDA #13-718).

OXANDRIN® (Oxandrolone) is indicated as adjunctive therapy to promote weight gain after
weight loss following extensive surgery, chronic infections, or severe trauma, and in some
patients who without definite pathophysiologic reasons fail to gain or to maintain normal weight.
It is a synthetic derivative of testosterone. The chemical designation is 17B-hydroxy-17a-
methyl-2-oxa-5a-androstan-3-one. Its molecular formula is Ci9H300; and its molecular weight is
306 g/mol. The structural formula is shown in the Chemistry Review Data Sheet section.

-
-

L he drug product manutacturer has adopted the same test and specification
for the drug substance release.

Based on stability data, Upsher-Smith is seeking 2-years tentative expiration of the drug product.
I.  Recommendations
Al Recommendation and Conclusion on Approvability
The ANDA is Appro;iabl,e.

B. Recommendation on Phase 4 (Post—Markéting) Commitments, Agreements,
and/or Risk Management Steps, if Approvable

Not Applicable
II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)
The drug product is Oxandrolone Tabiets USP, 2.5 mg
The drug substance is Oxandrolone USP, manufactured by

e ———-

B. Description of How the Drug Product is Intended to be Used
The drug product is a tablet that is taken orally.

10



'CHEMISTRY REVIEW.

Chemistry Assessment Section

C. Basis for Approvability or Not-Approval Recommendation
The recommendation of Approvability is based on satisfactory resolution of all
deficiencies.

The bioequivalence and labeling portions, and EER are acceptable.

The drug product, Oxandrolone Tablets USP, 2.5 mg can be classified as safe and
effective 1n this review.

11



10 PAGE WITHHELD IN FULL



CHEMISTRY REVIEW

Chemistry Assessment Section

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT
None .



CHEMISTRY REVIEW

Chemistry Assessment Section
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-761

BIOEQUIVALENCE REVIEW(S)




DIVISION OF BIOEQUIVALENCE REVIEW

76-761

. Oxandrolone Tablet, USP

© 2.5mg
Upsher-Snuth Laboratories, Inc.

14905 23™ Avenue North, Minneapolis, MN
June 12, 2003
None
Sikta Pradhan
Yes

- .V:\firmsnz\Upsher-Smith\ltrs&rev\76761N0603

a single—dosé, 2-way crossover fasting bioequivalence study
st product, Oxandrolone Tablets, USP 2.5 mg, with the RLD product,
2.5 mg manufactured by G.D. Searle & Co. for BTG

1€ fé'stiiig study was performed in 17 healthy subjects (15 males and
2.5 mg. The in vivo study results (point-estimate, 90% CI) that
d'state (AUCt 0.91, 87.62-95.53; AUCinf . 95, 90.93-99.12;
19-87.89) are 1ncomplete due to analytical deﬁc1en01es The firm has also
dissolution data for the test and reference products using its own

1 de_d dissolution method The FDA method uses alcohol-water




‘ f‘ct:Ii;’formation

Upsher-Smlth’s Oxandrolone Tablets USP, 2.5 mg
Oxandrin® 10 mg Tablets of BTG Pharmaceuticals. Upsher-
o ‘Smlth is pursuing approval for only the 2.5 mg tablet.
Therefore 2.5mg Oxandrin® was used as the RLD.
" G.D. Searle & Co.

13-718
The 2.5 mg strength was approved prior to Jan. 1, 1982 (as per
Orange Book). The 10 mg strength was approved on Nov. 5,
2001.
As adjunctive therapy to promote weight gain after wei ght loss
followmg extensive surgery, chronic infections, or severe




t OGD or DBE

Issues (if any)

PD information _

" Protocol #00-046 _

Oxandrin® (oxandrolone) is the synthetic derivative
of testosterone. NDA studies indicated that the
bioavailability of oral Oxandrin® tablets (2.5 mg) is
greater than that of oral suspension. This difference
between tablet and suspension was probably due to the
poor dehvery of the highly nonpolar oxandrolone
suspension.

There is a great difference in pharmacokinetic values
of Oxandrin® tablets reported in NDA 13-718 and
published literature. This difference could be
attributed to differences in assay methodology and/or
different formulations.

Absorption of oxandrolone is rapid and complete,
peak blood levels occurred approximately 1.1 hours
after oral administration. Binding of oxandrolone to

~ plasma protein is extensive (95%). (Ref. Bio-
- Technology General Corp., NDA 13-718, S-014).
* Not known; no statement of food effect in the RLD

prodiict labeling.

3.1+1.4 hours

Orally administered oxandrolone does not undergo
significant hepatic metabolism and is excreted mainly
unchanged and unconjugated in the urine (Ref. Bio-
Technology General Corp., NDA 13-718, S-014).
(No active oxandrolone metabolites were identified

*and taken into consideration for measuring

bioequivalence in the NDA application).

Excreted mainly unchanged in the urine with urinary
excretion approximating 60%, 96 hours after an orally
administered dose. Fecal excretion is less than 3%
over the same period.

9.4+1.3 hours

OGD did not receive any ANDA for bioequivalence
for this drug product before.

09/29/00) and Control Document 99-111 ....._.

" 03/16/99): The DBE accepted the fasting study

protocol by " .—==*informed the firm that a food
effect study is not requested for the drug product.

None on this product
None



C. Conteiits of Submission

Yes/No?

How many?

Yes

1

No

No

. Yes!

No

N/A

N/A

N/A

No

No

Parent

Metabolite

Oxandrolone

4-lactone-oxandrolone

LC-MS-MS

1.50 to 40.0 ng/mL

To

0.5 to 50.0 ng/mL

To

0.50 ng/mL

f Drtig (%) -

77.1-92.1

of Tnit: Std (%)

{ 82.6

gcnsnoﬁ range (%)

0.90t03.5.

To

e (%)

95.0t0 98.7

To

1.6t02.9

To

96.5 to 98.9

To

-QC Tnterday acéuracy range (%)

y(hrs) .

3.0

(

Not reported

24 -

lity (hrs)
bility"(éycles)

4

At Jeast 63 days at-20°C

4X (CV% 1.8; n=6)

Yes

_Chroiatograms

- No
ethod is acceptable No, Incomplete .
Yes

Serial Selection

hl' Seléction of Chrom




Study Summary

—— . 11-458-T1

| Upsher-Smith: P02-006; ==  R01-794;

] Two—way Crossover

18

117

117

Healthy

|'Male: 15 Female: 2

Oxandrolone of Upsher-Smith

Oxandrin™ of BTG Pharmaceuticals

2.5mg

4x2.5 mg

Summary of Statistical Analysis

Point Estimate 90% Confidence Interval
0.91 87.62-95.53

0.95 90.93-99.12-
0.84 81.19-87.89

Reanalysxs of Study Samples

Number of samples

‘ddltlonal mformatlon in Appendix, Table 6 and Table 7

Number of recalculated
values used after

of sa.mples analyzed: 1512 samples

peats

2 Single-dose Fed Bioequivalence Study:

the reasons for repeating are not clear.

o reanalyzed .
ay was repeated — reanalysis
. : . Actual % of total Actual % of total
number assays number assays
T R T R T R T R
2 3 0.13 [0.19 |2 3 013 [0.19
11 |7 0.06 046 |1 7 0.06 |0.46
7 10 [0.46 [0.66 |7 10 [ 046 | 0.66
0 2 0 013 |0 2 0 0.13
10 [22 [0.66 {145 |10 (22 |0.66 |1.45




Section IV.B, Page 16

ts within IIG limits? Yes

My F2 not calculated
le"

ciency Comments

Yes
2.5 mg
Yes
Yes
FDA
30% Isopropyl alcohol (IPA)
500
II (Paddle)
100
None

~searin 60 min. (Dissolution data base
updated on 1/9/2002)
Yes, 46.9 test vs. ref using 10,20,30 &40 min

No

.The DBE discourages use of hydroalcoholic

medium.

Firm

0.75% SDS in 0.1 N HC1

500

II (Paddle)

75

Q=L- ,in 90 min.

N/A

Yes, 64.8 test vs. ref using 15 ,30,45 &60 min

Yes, w1th a spemﬁca’uon of NLT — \Q) in
90 minutes.

gr"a'pﬁ: for oxandrolone tablets does not contain a dissolution method.

: Manufactunng date of Test Product was not provided.



e samples re-assayed were not provided along with SOPs.
'l1ty (days) not prov1ded

3/20862 comparmg it with the reference product, BTG’s Oxandrm®
2.5 mg, lot # 0D092, has been found incomplete.

The d1SsolL'_1t10n testing conducted by Upsher-Smith Laboratories, Inc. on
Oxandrolone Tablets USP, 2.5 mg is acceptable. The firm’s
d di olut1on method is acceptable

The dis lutib’n testing should be conducted in 500 mL 0f 0.75% SDS in 0.1 N
ing USP apparatus II (paddle) at 75 rpm The test product should
ollowmg spec1ﬁcat10n

- (Q) of the labeled amount of the drug in the dosage form is

ﬁ%@éf/ﬂf

- Date
: S } :.Lf/ 2csoYy
’ 'Date
S ‘//,Zu//dq
Date

of Generic Drugs



Single-Dose.F asting Bioequivalence Study Review &

du l' Study Reviews
e dose Fasting B10equ1valence Study

a) Study Design

Upsher-Smith: P02-006;: ~=_. R01-794;
e=s11-458-T1

A Relative Bioavailability Pilot Study of 2.5
mg Oxandrolone Tablets under F astmg
cond1t10ns

- _.___':. ——— e ey

s, PRATML D,

.| Period I: September 21-23, 2002
Period II: September 28-30, 2002

November 1, 2002 — November 8, 2002

f days from the first | 49 days -
ion to the last day of .

A B
Test Reference
Oxandrolone Tablet Oxandrin®
USP -
Upsher-Smith _ G.D. Searle & Co. for
Laboratories, Inc. BTG Pharmaceuticals
2801.003/20862 0D092
Not Reported N/A
Not Reported 04/05
2.5 mg : 2.5mg
Tablet Tablet
== s Tablets N/A
| == [ablets

98.7% : 99.8%
100.3,1.6 ' 102.4,1.3
See Appendix Sectlon B

4x2.5mg - 4x2.5 mg

te of Administration Oral




Single-Dose Fasting Bioequivalence Study Review 9

N NN

11

| 7 days

AB: 1,4,5,7,10,11,14,17,18
| BA: 2,3,6,8,9,12,13,15,16,

003306711522533544556810
12, 16, 24, 30, 36, and 48 hours.

10 mL/sample

The blood samples were collected in EDTA

| vacutainers, centnfuged and the plasma separated,
frozen and stored at -20°C until shlpment for
analysis.

Yes

Yes

See Table 1

At least 10 hours prior to until 4 hours after dosing

At least 10 hours prior to until 24 hours after dosing

Vital signs were measured prior to dosing and at
3,12 and 24 hours after each dose.

Stu D»é’s‘i‘g‘n: Study désign is acceptable.




b) Clinical Results

Demographics ofStudy Subjects

Single-Dose Fasting Bioequivalence Study Review 10

 significant pxéfdépl deviation was reported.

.. Age Groups Gender Race
Range | % | Sex % Category %
<18 0 ‘ Caucasian  |100
18-40 |88 Male |88 Afr. Amer. |0
41-64 |12 Female (12 Hispanic 0
65-75 |0 Asian 0
s >75 0 Others 0
egnancy Category X drug, therefore only postmenopausal or surgically sterile
Period Replaced?
Prior to Period 2 dosing N
#in Test | #in Ref.
Group Group
1
‘‘‘‘‘ 1
2
Subject#s | Subject #s
(Test) (Ref.)




Single-Dose Fasting Bioequivalence Study Review 11

c) Bioanalytical Results
y Control — Within Study

Parent Metabolite
20.0(40.0{100 (4xdilution) N/A
6.2| 6.6/6.5
95.0{96.5

2.9 6.3

5.8

1107.2 1109 {107 |108.8 |104 {94.8192.4 |92.2
f 10.9969 (mean)

No

,‘:',’,roma‘ograms included? |Yes
ally or Serially selected

pIé’_s were repeated. Eight (8) of them were repeated as the
en (17) samples were repeated as the BLQ<(1.00) of those samples.

the SOP. If these samples were repeated due to anomalous
1ld provide the justification for using the reassay values and also



Single-Dose Fasting Bioequivalence Study Review 12

d) Pharmacokinetic Results




Single-Dose Fasting Bioequivalence Stndy Review 13

Study Information

0.071778

0.071640

0.065837

17

Agree

None

None

No

s, Single-Dose Fasting Bioequivalence Study:
Juivalence Study is incomplete.




Single-Dose Fasting Bioequivalence Study Review 14

a Concentrations, Single-Dose Fasting Bioequivalence Study

(N=17)
9.09| 88.85 6.52 64.82 139
2453|  48.64] 20.53 34,59 1.19

32.08| 35.13 27.68 25.20 1.16]
34.82| 24.53 35.87 22.25] 0.97
3490| 22.94 38.41 13.79 0.91
3554] 19.67 43.26 17.41 0.82
3473| 1534 41.98 20.34 0.83
3261 16.06 42.34 13.72 0.77
3234 1772 41.08 22.50 0.79
3041| 2041 39.51 16.45 0.77
2947| 2125 37.68 15.41 0.78
24721 16.27 31.37 14.45 0.79
17.58| 20.67 22.52 19.67 0.78
13.60| 25.11 17.13 22.80 0.79
10.89| 21.95 13.60 24.92 0.80
776| 3213 8.86 29.64 0.88
620 28.96 5.42 37.81 1.14
406 3546 3.17 59.03 1.28
2.67| - 39.04 1.52 71.05 175
125 72.62 043 13264 2.89




Single—Dose Fasting Bioequivalence Study Review 15

éan Plasma Coﬁcentrations, Single-Dose Fasting Bioequivalence Study

LASMA OXANDROLONE LEVELS
DROLONE. TABLET, 2.5 MG, ANDA # 76761
"UNDER’ FASTING CONDITIONS
DOSE=4 X 2.6 mg Tablet




16

Hydfdkyﬁfppyl Methylcellulose; USP on the Bioequivalence/Test Batch record. The
name changed to Hypromellose, USP after the manufacture of the Bioequivalence/Test Batch.

gnesmm Stearate """ USP/NF on the batch record and PII Master
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FDA or Firm) FDA
30% Isopropyl alcohol (IPA)
500 '
II (Paddle)
cifications None
speclficatlons . ——in 60 min.
No
The DBE discourages use of hydro-alcoholic
medium.
Test Product, ! Reference Product,
.trength 2. 5 mg Tablets Strength 2.5 mg Tablets
' Lot No.2801.003 Lot No. 0D092
[ %CV | Range Mean %CV | Range
6.7 \ 7129 10.5 e 1 |
9.9 54 . 9.5 ‘? |
5.6 73 6.2 ]
2.5 82 7.3 |
“ 121 91 4.4
1.9 _ | 97 4.4 — J
Method |
0.75% SDS in 0.1N HCl
500 '
II (Paddle)
75
Q= ~. in 90 minutes
Yes, with a specification of NLT — (Q) in
90 minutes -
", Test Product, Reference Product,
rength 2.5 mg Tablets Strength 2.5 mg Tablets
Lot No.2801.003 Lot No. 0D092
%CV Range Mean % CV | Range
114 ' - 1433 11.0 T 7
| 8.1 77.1. 8.6
179 91.7 7.9
8.8 96.9 4.5
6.3 L2 100.6 2.5 e
' |




It Reviews

18
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SAS PROGRAM

SAS OUTPUT

32
M:\ESD\76761\
76761BE02dp1.SAS

a7

M:\ESD\76761\
76761_stat. TXT

None

None




COMMENTS

lePPLICANT: Upsher-Smith Laboratories, Inc.

»Qxaﬁarelone Tablets, USP 2.5 mg

’loequivalence has completed its review of
\ ) acknowledged on the cover sheet. The

ns'for reassaylng flve samples (Subj. #4 P1,
P2, T:1.5Hr.; Subj.#9, Pl, T:1.5hr.

Subj 2 P2, T:48hr.) are not clear If

S § than - (Q) of the labeled amount of the drug
,lsage form is dissolved in 90 minutes.

Sincerely yours,

WM&L ot
Dale P. Conner, Pharm. D.
Director, Division of Bloequlvalence

Office of Generic Drugs
Center for Drug Evaluation and Research



Pradhan

inpalkwith Dates)

S. Pradian g7

K. Dhariwal, mf\ﬂ} 4\"‘"’\ 0
ner 39 <25/

ch

Submission date: 06-12-03

Strength: 2.5 mg
Outcome: IC
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RE: REVIEW.- 76761 Upsher-Smith Oxandrolone Tab Sikta 6-12-03

ggest n. Although we have few cases where we have accepted hydro-
jone), both USP and FDA discourage the use of hydro-alcoholic
_'m because this medium is not physiologic in nature.

-Smith's method is more acceptable than the FPA method. Based
litted, we can | recommend the following specification: NLT — in 90 minutes. With
eet the S1 stage with no problems. -

val, Kuldeep R; Conner, Dale P
IEW 76761 Upsher-Smlth Oxandrolone Tab Sikta 6-12-03

on about the FDA recommended dissolution method,which uses

media. It is my understanding that the FDA encourages the use of

\ lia only if all other dissolution methods fail. I think that a low
surf_actant is considered better than alcohol-water dissolution

c_k with Nhan about whether it is reasonable for us to accept
posed method instead of the FDA method?

wuth the thought that we would compare both sets of dissolution
s Upsher Smith) and see which method was better.



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

#: 76-761 SPONSOR: Upsher-Smith Laboratories, Inc.

JRUG AND DOSAGE FORM : Oxandrolone Tablet
GTH(S): 2.5mg

F STUDIES : Fasting

LINICAL STUDY SITE(S) -

ALYTICAL SITE(S): —————

UDY SUMMARY: Fasting study on 2.5 mg tablets is acceptable.

OLUTION . The dissolution testing is acceptable..

S DSI INSPECTION STATUS

ction needed: Inspection status: Pending Inspection results:
enenc “Yes Inspection requested: 6/3/2004

faCility Inspection completed: (date)

Y : = — . M

BRANCH: IV
DATE: 8/ & [ 4
BRANCH: IV

DATE: _8|2S[oy

DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

]NITIAL C/f 3’(% | ~ DATE: 8{2§Zog{




DIVISION OF BIOEQUIVALENCE REVIEW

76-761
"i'lct Name Oxandrolone Tablet USP
- 2.5mg
Upsher-Smith Laboratories, Inc.
14905 23™ Avenue North, Minneapolis, MN
ion Date(s) N/A ~ _
vent Date(s)  August 3, 2004
: Sikta Pradhan
Yes
V:\firmsnz\Upsher-Smith\ltrs&rev\76761A0804

Executive Summary

tst.bmitted a single dose 2-way Crossover fasting bioequivalenee study

spec1ﬁcat10n The firm was recornmended FDA'’s specification. The
pplication was incomplete.

am dment the firm has responded to the Agency comments. The firm’s
T ponses are acceptable. The fasting study and dissolution data are acceptable. The
‘apr hcatlon is acceptable with no deficiencies.

’ Agency Comments and Firms Responses:

ency Comments #1: The reasons for reassaying five samples (Subj.#4,P1, T:1.5hr;
#4, P2, T:1.5Hr.; Subj.#9, P1, T:1.5hr.; Subj.#10, P2, T:4.5hr.; Subj. 2 P2, T:48hr.)
clear. If these samples were reassayed due to anomalous values, please provide
1ﬁcat10n for using the reassay values along with the SOP for sample reassays.

- Also 1nclude the statistical analysis using the original assay values.

| Subject 4, penod 1, 1.5 hour, Subject 4, period 2, 1.5 hr. and subJect 9, period 1,
1.5 hr. samples were re-assayed because the original i 111_] jection had a high internal
standard value.

: SubJ ect 10, period 2, 4.5 hr. and Subject 2, period 2, 48 hr. samples were re-
assayed because the original injection had a low internal standard value.



The table below provides the original result along with the re-assay value. ( N

N

m

", section 6.0

& 'dlé_cusses the procedure for re-assaying samples. A copy of . . _.as been

p vided.
Period Time Original Value | Reassay Value
' (ng/mL) (ng/mL)
1 1.5 hr o =T~
2 1.5 hr ] »
1 1.5 hr 1
2 4.5 hr ] |
2 48 Tr L S I

(g/mL)

Reported Value

The statistical analysis provided in the original application was performed using the

¢ 'ted assay results only. Although the original assay values were disregarded due to

“aberrant internal standard values, statistical analysis is provided in the current amendment

g'the original results, per FDA’s request. All bioequivalence acceptance criteria were
met for both the re-assay and the original assay values. The following table provides a

) sarison of the pharmacokinetic results using the re-assay results, reported in the

DA, versus the original assay results.

: Reassay Results (ANDA submission) Original Results (FDA requested)

(Ln transformed) | T/R % Ratio 90% C.I. T/R % Ratio 90% C.I.
|.Cmax. - 84.48 81.19-87.89 34.48 81.19-87.89
. _:“AUC(O-t) 91.49 87.62-95.53 91.43 87.57-95.47
g 94.93 90.9399.12 94.87 90.87-99.05

Agency Comments #2: Please provide data demonstrating stability of the stock solutions
of Oxandrolone and Internal Standard.. :

" Firm’s Response #2: The firm has provided the stock solution stability data for

Oxandrolone and Internal Standard along with its SOP, SOP PS-081.
Oxandrolone’s stock stability is 2 months, 6 days (on refrigeration).
Internal Standard’s stock stability is 26 days (on refr1gerat10n)

The response is acceptable.

Agencv Comments #3: Please provide manufacturing date of the test product.

‘l Flrm s Response #3: The test product was manufactured in July 2002. The

response is acceptable.

" fecommend the use of the following method and specifications:

o ‘ 'Age'ncv Comments #4: Your proposed dissolution specification is not acceptable. We



;1 »The dissolution testing should be conducted in 500 mL of 0.75% SDS in 0.1N HCI at 37°C
. using USP apparatus II (paddle) at 75 rpm. The test product should meet the following
" spec1ﬁcat1on

Not less than #—=(Q) of the labeled amount of the drug in the dosage form is
dissolved in 90 minutes. ‘

-~ Fimm’s Response #4: The dissolution method parameters recommended by the
‘Agency are the same as those proposed in the original ANDA (500 mL of 0.75%
SDS in 0.1N HCI at 37°C using USP apparatus II (paddle) at 75 rpm. In response
to _the Agency’s request, Upsher-Smith has revised the dissolution acceptance

" criterion to not less than — Q) of the labeled amount of the drug in the dosage
o form dlssolved in 90 minutes.

»' III Overall Comments:

‘ The firm has met all requirements for in vivo and in vitro bioequivalence studies on its
e fe'St product, Oxandrolone Tablets USP, 2.5 mg. The application is acceptable.



Recommendations

. L The single-dose, fasting bioequivalence conducted by Upsher-Smith

- Laboratories, Inc. on the test product, Oxandrolone Tablets USP, 2.5 mg, lot #
2801 003/20862, comparing it with the reference product, BTG’s Oxandrin®
Tgblets 2.5 mg, lot # 0D092, is acceptable to the Division of Bioequivalence.

2. The dissolution testing conducted by Upsher-Smith Laboratories, Inc. on
the test product, Oxandrolone Tablets USP, 2.5 mg is acceptable.

The dissolution testing should be conducted in 500 mL of 0.75% SDS in 0.1 N
HCI at 37°C using USP apparatus II (paddle) at 75 rpm. The test product should
meet the following specification:

Not less than ! / Q) of the labeled amount of the drug in the dosage form 18
dlssolved in 90 miinutes.

Wuﬁﬁw | _g/)a5lo4

S1kta Pradhan, Review Branch IV Date
\ i mnw\—,nmﬂ’ 8!9—5‘)0 lF
Ideep R.Dhariwal, Ph. D. ' Date

o ‘Team Leader Review Brangh IV

b s gastry

~ Dale P. Conner, Pharm. D. Date

" Director, Division of Bioequivalence

Qfﬁce of Generic Drugs



BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT
76-761 APPLICANT: Upsher-Smith Laboratories,
 ERODUCT: Oxandrolone Tablets, USP 2.5 mg

rision of Bioequivalence has completed its
w-and has no further guestions at this time.

a¢kﬁowledge that you have accepted the following
jblution method and specification:

‘ ’fdlssolutlon testing should be conducted in 500 mL of
- 04 75/ SDS in 0.1N HCLl at 37 Ke using USP apparatus II
(paddle) at 75 rpm. The test product should meet the
”follow1ng specification:

Not less than =—7 (Q) of the labeled amount
of the drug in dosage form is dissolved in
90 minutes.

Pléase note -that the biocequivalence comments provided
- communication are preliminary. These comments
subject to revision after review of the entire
lication, upon consideration of the chemistry,
nufacturlng and controls, microbiology, labeling, or
- gcientific or regulatory issues. Please be

_ 'd*that these reviews may result in the need for
‘addltlonal biocequivalence information and/or studies,
or may result in a conclusion that the proposed
'f*rmulatlon is not approvable.

Sincerely yours,

(Abat e Dawess
_ \‘/féé Dale P. Conner, Pharm. D.

Director
Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-761

ADMINISTRATIVE DOCUMENTS



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR CONSULTATION

HFD-420, PKLN Rm 6-34, Office of Drug Safety/Division of
dication Errors and Technical Support (DMETS) -

FROM: Debra Catterson, HFD-613,
Labeling Review Branch, OGD

~ammie Beam, Project Manager

ANDA NO.
76-761

IND NO.
N/A

DATE: .
September 4, 2003

DATE OF DOCUMENT
June 12, 2003

TYPE OF DOCUMENT:
Originat Application

REFERENCE LISTED DRUG:
Oxandrin® Tablets
NDA 13-718

NAME OF DRUG
Oxandrolone Tablets USP, 2.5 mg

CLASSIFICATION OF DRUG:

Anabolic Steroid November 4, 2003

DESIRED COMPLETION DATE

NAME OF FIRM
 Upsher-Smith Laboratories, Inc.

REASON FOR REQUEST

I. GENERAL

9 PRE NDA MEETING
9 END OF PHASE II MEETING
9 RESUBMISSION
9 SAFETY/EFFICACY
9 PAPER NDA
9 CONTROL SUPPLEMENT

9 NEW PROTOCOL

9 PROGRESS REPORT
9 NEW CORRESPONDENCE

9 DRUG ADVERTISING

9 ADVERSE REACTION REPORT
9 MANUFACTURING CHANGE/ADDITION
9 MEETING PLANNED BY

9 RESPONSE TO DEFICIENCY LETTER
9 FINAL PRINTED LABELING

- 9 LABELING REVISION

9 ORIGINAL NEW CORRESPONDENCE
9 FORMULATIVE REVIEW _
BOTHER: Proposed Proprietary Name

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH

STATISTICAL APPLICATION BRANCH

9 TYPE A OR B NDA REVIEW
9 END OF PHASE II MEETING
9 CONTROLLED STUDIES
DTOCOL REVIEW
1ER

9 CHEMISTRY

. 9 PHARMACOLOGY
9 BIOPHARMACEUTICS
9 OTHER

III. BIOPHARMACEUTICS

I DISSOLUTION
[ PROTOCOL-- BIOPHARMACEUTICS
I IN-~-VIVO WAIVER REQUEST

T DEFICIENCY LETTER RESPONSE
T BIOAVAILABILITY STUDIES
T PHASE IV STUDIES

IV. DRUG EXPERIENCE . s "

T PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL

I DRUG USE e.g., POPULATION EXPOSURE ASSOCIATED DIAGNOSES
I CASE REPORTS OF SPECIFIC REACTIONS (List below)

I COMPARATIVE RISK ASSESSEMENT ON GENERIC DRUG GROUP

T REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY

TSUMMARY OF ADVERSE EXPERIENCE
T POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

I CLINICAL

I PRECLINICAL

find one of them acceptable for their drug product .
, and

w N - n

et

COMMENTS/SPECIAL INSTRUCTIONS (Attach additional sheeis if necessary)

Upsher-Smith has submltted two proposed proprietary names for your review, in the hopes that you will -
The proposed names, in order of preference, are

: . Attached is the firm’s draft labeling for your review.

SIGNATURE OF REQUESTER

L M, Cattinan [ [o3

§At-5835

METHOD OF DE LIVERY (Check one)
T MAIL T HAND

"IATURE OF RECEIVER

L

SIGNATURE OF DELIVERER

FORM FDA 3291 (7/83)




CONSULTATION RESPONSE
e BIV“ISION ‘OF MEDICATION ERRORS-AND TECHNICAL SUPPORT
OFFICE OF DRUG SAFETY
(DMETS; HFD-420)

DATE RECEIVED: Sept. 9, 2003 DESIRED COMPLETION DATE: | ODS CONSULT #: 03-0257
DOCUMENT DATE: June 12,2003 | November 9, 2003

TO: Peter Rickman
Director, Division of Labelmg and Program Support, Office of Generic Drugs
HFD-610

THROUGH: Harvey Greenberg
Project Manager
HFD-615

1 PRODUCT NAME: SPONSOR: Upsher-Smith Laboratories, Inc.
? h‘ : : -

(Oxandrolone Tablets, USP)
25 mg

ANDA #: 76-761

| SAFETY EVALUATOR: Tia M. Harper-Velazquez, Pharm.D.

RECOMMENDATIONS:

1. DMETS has no objections to the use of the proprietafy name, —™——— This is considered a tentative decision

and the firm should be notified that this name with its associated labels and labeling must be re-evaluated

approximately 90 days prior to the expected approval date of the ANDA. A re-review of the name prior to ANDA

approval will rule out any objections based upon approvals of other proprietary or established names from the
signature date of this document.

2. DMETS recommends implementation of the labeling revisions as outlined in Section I of this review to minimize

potential errors with the use of this product.

3. DDMAC finds the name acceptable from a promotional perspective.

4. The Division of Metabolic and Endocrine Drug Products did not have any concerns with the proposed name,

AT, Sy

[1 «mqmg zi‘tévlct( Cw\mﬂ @M/Q“/@.ﬂ g/(i{ oy

Carol Holquist, R.Ph, Jerry Phillips, R.Ph.
-Deputy Director Associate Director
Division of Medication Errors and Technical Support Office of Drug Safety
Office of Drug Safety . Center for Drug Evaluation and Research

Phone: . (301) 827-3242.  Fux: (301) 443-9664 Food and Drug Administration




Division of Medication Errors and Technical Support
’ ' -Office of Drug Safety- -
HFD-420; Parklawn, Rm. 6-34 -
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW: November 18, 2003

ANDA NUMBER: 76-761
NAME OF DRUG: —
o (Oxandrolone Tablets, USP)
2.5mg
ANDA SPONSOR: Upsher-Smith Laboratories, Inc.

L INTRODUCTION

This consult was written in response to a request from the Labeling Review Branch in the Division of
Labeling and Program Support, Office of Generic Drugs (HFD-613), for an assessment of the proposed

* proprietary name —— he draft container labels, blister labels, as well as carton and package
insert labeling were reviewed for possible interventions in minimizing medication errors.

PRODUCT INFORMATION

| — is the proposed name for oxandrolone tablets. =—=""_is a Class III controlled substance,
indicat( — ,‘ i 47 - __, s __,& e et o ) o

RS ey

- < s AL S AT ' secsmmnneseseweo | 10 OfF set the protein
catabolism associated with prolonged administration of corticosteroids. and for the relief of bone pain
accompanying osteoporosis. The recommend daily dose for - is 2.5 mg to 20 mg given in two
to four divided doses. A course of therapy of 2 weeks to 4 weeks is usually adequate. This may be
repeated intermittently as indicated. The reference listed drug (RLD) foi  ==e—=—mis Oxandrin Tablets,
USP. Although Oxandrin Tablets, USP is available in strengths of 2.5 mg and 10 mg, Upsher-Smith
Laboratories, Inc. is only pursuing the 2.5 mg strength at this time. _ ‘

N et
s SRR AR

II. RISK ASSESSMENT

The medication error staff of DMETS conducted a search of several standard published drug product
" reference texts™" as well as several FDA databases" for existing drug names which sound-alike or

look-alike to - . =—=""to a degree where potential confusion between drug names could occur

under the usnal clinical practice settings. A search of the electronic online version of the U.S. Patent

i MICROMEDEX Integrated Index, 2003, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood,
Colorado 801114740, which includes all products/databases within ChemKnowledge, DrugKnowledge, and
RegsKnowledge Systems.

* Facts and Comparisons, online version, Facts and Comparisons, St. Lonis, MO. _

i AMF Decision Support System {2S8), the Division of Medication Errors and Technical Support proprieiary pame
consultation requests, New Drug Approvals98-03, and the electronic online version of the FDA Orange Book.

2



and Trademark Office’s Text and Image Database™ and the data provided by Thomson & Thomson’s
" ~~SARGIS™ Online Servive™ were also cotducted: “Anexpert panel discussion was conducted to- -
review all findings. from the searches. In addition, DMETS conducted three prescription analysis
studies consisting of two written prescription studies (both inpatient) and one verbal prescription
study, involving health care practitioners within FDA. This exercise was conducted to simulate the
. prescription ordering process in order to evaluate potential errors in handwriting and verbal -
communication of the name. '

A. EXPERT PANEL DISCUSSION

An Expert Panel discussion (EPD) was held by DMETS to gather professional opinions on the
safety of the proprietary name;, _ Potential concerns regarding drug marketing and
promotion related to the proposed name was also discussed. This group is composed of DMETS
Medication Errors Prevention Staff and representation from the Division of Drug Marketing,
Advertising, and Communications (DDMAC). The group relies on their clinical and other
professional experiences and a number of standard references when making a decision on the
acceptability of a proprietary name.

1. DDMAC did not have any concerns with ith regard to promotional claims.

2. The Expert Panel identified three currently marketed names as having potential for confusion
with: " These products are listed in Table 1 (see page 4), along with the usual dosage
and available dosage form. Additionally, the Panel noted that the proposed name looks similar
1o the medical term, e . ’

¥ WWW location hitp://www.uspto.gov.
¥ Data provided by Thomson & Thomson's SAEGIS(tm) Online Service, available at www.thomson-thomson.com.

3
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IV,

“B: "CONTAINER LABEL (5 ‘count professional sample, 100 éount,' -and 1000count) -

1. Ensure that the established name is at least /2 the size of the proprietary name, per
21 CFR 201.10(g)(2). :

2. See comments under Blister Pack Carton Labeling.
C. PACKAGE INSERT ‘LABELIN G |
No comments.
RECOMMENDATIONS

A. DMETS has no objections to the use of the proprietary name, e This is considered a
tentative decision and the firm should be notified that this name with its associated labels and
labeling must be re-evaluated approximately 90 days prior to the expected approval date of the
ANDA. A re-review of the name prior to ANDA approval will rule out any objections based upon
approvals of other proprietary or established names from the signature date of this document.

B. DMETS recommends implementation of the labeling revisions as outlined in Section I of this
review to minimize potential errors with the use of this product. - ‘

C. DDMAC finds the name ' asms==  acceptable from a promotional perspective

DMETS woufd appreciate feedback of the final outcome of this consult (e.g., copy of revised
labels/labeling). We are willing to meet with the Division for further discussion as well. If you have any
questions concerning this review, please contact Sammie Beam at 301-827-3242.

W/ ajeck

Tia M. Harper-Velazquez, Pharm.D.
Safety Evaluator '

Division of Medication Errors and Technical Support
Office of Drug Safety

™ Qs Wedon L sty

Alina Mahmud, R.Fh,

Team Leader

Division of Medication Errors and Technical Support
Office of Drug Safety




Appendix A. DMETS prescription study results for. =

Voice mail Ingatient Outpatient
l’—-'““""'"""m‘



RECORD OF TELEPHONE CONVERSATION . .

Agency initiated the teleconference with
psher h and e following: ANDA NUMBER 76-751
1. P e

3| ce IND NUMBER

s z B

ot €2 me

de pendin TELECON

the pecifi '

cal ind or INITIATED BY

sta the BS§

in the current SPONSOR

provide data &

in-hcuse assay FDA X

comparakble to

method
PRODUCT NAME

2 Pisa

labe Oxandrclone Tabletg USSP, 2.5 mg

¢éiss

. FIRM NAME
Upsher-Smith Laboratcries,
iniC.

NAME OF PERSON WITH WHOM
CONVERSATION WAS HELD

Tanya Carocone

TELEPHONE NUMBER .
T e,

SIGNATURE '
Neeru Takiar ﬁ“—ﬁ/“/oé

Jeanne Skanchy;é%i&iacﬁg

et
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| 215medrff On 4/ /5/4,

' "CONSULTATION RESPONSE :
DIVISION OF MEDICATION ERRORS AND TECHNICAL SUPPORT |

OFFICE OF DRUG SAFETY
N _ (DMETS; W022, Mailstop 4447)
DATE RECEIVED: | DESIRED COMPLETION ODS CONSULT #: 03-0257-1
December 8, 2005 DATE: . '
_ ‘ _ February 8, 2006 -
TO: Peter Rickman , '
' Director, Division of Labeling and Program Support, Office of Generic Drugs

HFD-610

THROUGH: Linday. Kim-Jung, PharmD, Team Leader
' Denise P. Toyer, PharmD, Deputy Director
Carol A. Holquist, RPh, Director _
Division of Medication Errors and Technical Support

FROM: Loretta Holmes, PharmD, Saféty Evaluator
’ Division of Medication Errors and Technical Support
PRODUCT NAME: : '
(Oxandrolone Tablet) 2.5 mg
ANDAG#: . 76-761
| SPONSOR: Upsher-Smith Laboratories, Inc.
RECOMMENDATIONS:

1. DMETS has no objections to the use of the proposed proprietary name, s provided that only
one name === (ANDA 76-761) or H*E (NDA == is approved. DMETS believes the
names may not co-exist in the marketplace since orthographic similarities and product characteristics may
increase the potential for confusion. Therefore, the application that receives approval first is entitled to the
name. Coordination between the two affected divisions (the Office of Generic Drugs and the Division of
Neurology Products) and DMETS will ensute that only one name is allowed. '

2. No new container labels, carton and insert labeling were submitted for review and comment. However,
DMETS refers to ODS Consult 03-025 7, dated November 18, 2003, for previous label and labeling

recommendations. _ , _ . v .

.. DDMAC finds the proprietary name, » acceptable from a promotional perspective.

4. The Division of Metabolism and Endocrinology Products (HFD-510) did not have any concerns with
the proposed name,*  «====""= " 45 per ODS Consult 03-0257.

(98

DMETS would appreoiate feedback of the final outcome of this consult. We would be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications,
please contact Diane Smith, Project Manager, at 301-796-0538.

***NOTE: This review contains proprietary and confidential information that should not be
released to the public,**%




- Division of Medication Errors and Technical Support (DMETS)
Office of Drug Safety
White Oak Bldg #22, Mailstop 4447
Center for Drug Evaluation and Research

PROPRIETARY NAME REVIEW

DATE OF REVIEW:  December 27, 2005
ANDA#: 76-761

NAME OF DRUG: § — |
: ' (Oxandrolone Tablets, USP) 2.5 mg

ANDA HOLDER: | Upsher-Smith Laboratories, Inc.

***NOTE This review contains proprletary and confidential mformahon that should not be
released to the public,***

L “INTRODUCTION:

Thls consult was written in response to a request from the Division of Labeling and Program Support
(HFD-610), for reassessment of the proprietary name,” = *, regarding potential name
confusion with other proprietary or established drug names. This is the second proprietary name review
of . In'the initial conisult (ODS Consult 03-0257, dated November 18, 2003), DMETS had
no objections to the use of the proprietary name, s

DMETS reviewed the labels and labeling during the initial review of the proposed
proprietary name (ODS Consult 03-0257). Revised container labels, carton and insert labelmg were not
submitted and therefore have not been reviewed at this time.

PRODUCT INFORMATION

~—  contains oxandrolone, an anabolic steroid. ™= is a Schedule III controlled
substance indicated as 7 7 S,

: o offset the protem catabolism
associated with prolonged admxms’uahon of corticosteroids; and for the relief of bone pain frequently
accompanying osteoporosis. The duration of therapy with cammess= - will depend on the response of
the patient and the possible appearance of adverse reactions. Therapy should be intermittent, The
recommended daily adult dosage is'2.5 mg to 20 mg given in 2 to 4 divided doses. A course of therapy
of 2 to 4-weeks is usually adequate. This may be repeated intermittently as indicated. The reference
listed drug (RLD) for === js Oxandrin® (Oxandrolone Tablets, USP) NDA 13-718.

Although Oxandrin® tablets are available in strengths of 2.5 mg and 10 mg, Upsher—Sm1t11 Laboratories,
Inc. is only pursuing the 2.5 mg strength at this time.




L

RISK ASSESSMENT:

- The medication error staff of DMETS conducted a search of several standard published drug product
reference texts'? as well as several FDA databases™* for existing drug names which sound-alike or
look-alike to "to a degree where potential confusion between drug names could occur
under the usual clinical practice settings. A search of the electronic online version of the U.S. Patent
and Trademark Office’s Text and Image Database was also conducted®. The Saegis® Pharma-Tn-Use
database was searched for drug names with potential for confusion. An expert panel discussion was
conducted to review ail findings from the searches. In addition, DMETS conducted three .
prescription analysis studies consisting of two written prescription studies (inpatient and outpatient)
and one verbal prescription study, involving health care practitioners within FDA. This exercise was
conducted to simulate the prescription ordering process in order to evaluate potential errors in
handwriting and verbal communication of the name.

A, EXPERT PANEL DISCUSSION (EPD)

An Expert Panel discussion was held by DMETS to gather professional opinions on the
safety of the proprietary name, —wessmeemes Potential concerns regarding drug marketing
and promotion related to the proposed name was also discussed. This group is composed of
DMETS Medication Errors Prevention Staff and representation from the Division of Drug
Marketing, Advertising, and Communications (DDMAC). The group relies on their clinical
and other professional experiences and a number of standard references when making a -
decision on the acceptability of a proprietary name. C

1. DDMAC finds the proprietary name, ~=———= , acceptable from a promotional
perspective,

2. The Expert Panel identified two proprietary names that were thought to have the potenﬁal for
confusion with ====""" . These products are listed in Table 1 (see page 4), along with
the dosage forms available and usual dosage. '

! MICROMEDEX Integrated Index, 2005, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood, Colorado
80111-4740, which includes all products/databases within ChemKnowledge, DrugKnowledge, and RegsKnowledge Systems.
Facts and Comparisons, online version, Facts and Comparisons, St. Louis, MO.
AMF Decision Support System [DSS], the Division of Medication Errors and Technical Support [DMETS] database of
Proprietary name consultation requests, New Drug Approvals 98-05, and the electronic online version of the FDA Orange
Book. : ' :
* Phonetic and Orthographic Computer Analysis (POCA)
> WWW location http://www.uspto.gov/tmdb/index. html]. ,
¢ Data provided by Thonison & Thomson’s SAEGIS ™ Online Service, available at www.thomson-thomson.com

3 o
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-761

CORRESPONDENCE




~ UPSHERSMITH

‘ Pbarnmceu:_ﬁciz]s Since 1919 .

June 12,2003

FEDERAL EXPRESS

Mr. Gary Buehler

Director, Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North II, Room 150

7500 Standish Place

Rockville, MD 20855-2773

RE: Original Abbreviated New Drug Application (ANDA) for Oxandrolone Tablets,
USP, 2.5 mg :

Dear Mr. Buehler,

Submitted herewith, please find an original ANDA for Oxandrolone Tablets, USP, 2.5 mg: This
drug is equivalent to the reference drug, OXANDRIN® (oxandrolone tablets, USP) 2.5 mg, Bio-
Technology General Pharmaceuticals, NDA 13-718.

Proposals for two tradenames are provided in this application for Oxandrolone Tablets, USP.
The Upsher-Smith preferred tradename for this product i§ ——= In the event the

preferred tradename is determined to be not acceptable, Upsher-Sinith proposes to utilize the
alternate tradename 1,

Upsher-Smith Laboratories, Inc. (the ANDA applicant) is located at:

14905 23" Avenue North

Minneapolis, MN 55447 o =y
Telephone: (763) 473-4412 REGZY =
Telefax; (763)258-5578 JUNT3 2003

| OGD / CDER
UPSHER-SMITH LABORATORIES, INC.

Y 14905 23RD AVENUE NORTH MINNEAPOLIS, MN USA 55447-4709
‘ CORPORATE 763-473-4412 FAX 763-476-4026
SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-475-3410
www.upsher-smith.com

Excellence Through Innovation



Mr. Gary Buehler

Director, Office of Generic Drugs
June 12, 2003

Page 2

This original ANDA is being submitted, in duplicate, as an archival and review cOpY- The
archival copy (blue jackets) consists of 6. volumes. The review copy contains two parts: the

chemistry, manufacturing and controls data c_ons1st'1ng of 4 volumes (red: jackets), and the
bioavailability/bioequivalence data consisting of 7 volumes (orange jackets).

The bioequivalence clinical data are provided on disk in SAS transport format. These disks are
submitted in the beginning of Section VI (Volume 2) of the archival and review copies of this
application. ‘ :

As required per 21 CFR 314.94(d)(5), we hereby certify that a field copy of the chemistry,
manufacturing and controls sections of the ANDA has been submitted to the Minneapolis, MN
District Office and the Baltimore, MD District Office for their review. These field copies are
“trye” copies of the technical sections of this application. : ’

Upsher—Smith Laboratories, Inc. commits to resolving any issues identified in the methods
validation process after approval.

We request that information related to this application be treated as confidential within the

meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR 314.430, be
released without our written consent to an authorized member of your office.

If you have any questions Of comments regarding this submission,. please contact Kimberly
Oakins, Regulatory Affairs Coordinator, at (763} T :

Sincerely,

UPSHER-SMITH LABORATORIES, INC.

Mark S. Robbins, Ph.D., 1.D. ,
Vice President, Legal and Regulatory Affairs

Enclosures



- UPSHER-SMITH o

Pharmuceuticals Since 1919

. PARAGRAPH II PATENT CERTIFICATION AND EXCLUSIVITY STATEMENT

June 12, 2003

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II, Room 150

7500 Standish Place

Rockville, MD 20855-2773

RE: Reference Listed Drug Product: Bio-Technology General Pharmace_uticals, Inc.,
OXANDRIN® (oxandrolone tablets, USP) -
Dear Sir/Madam:

Pursuant to Section 505()(2)(A)(vii) of the Federal Food, Drug, and Cosmetic Act, in the p '
opinion and to the best knowledge of Upsher-Smith Laboratories, Inc., the patent which was %

applicable to the reference listed drug product referred to in this application has expired. 7
Pursuant to 505G)2)(D) of the Federal Food, Drug and Cosmetic Act, there is no unexpired ¢
exclusivity for the reference listed drug product referred to in this application. '%/yj_

The following pages are copies from a patent status query from the current edition of the
Electronic Orange Book (current through April 2003) regarding the Reference Listed Drug,
OXANDRIN® (oxandrolone tablets, USP) (NDA 13-718), which indicate no current patents o1
exclusivity for OXANDRIN® as of April 2003. :

0009

UPSHER-SMITH LABORATORIES, INC.

14905 23RD AVENUE NORTH MINNEAPOLIS, MN USA 55447-4709
763-473-4412 FAX 763-476-4026 SALES & DISTRIBUTION 1-800-654-2299
www.upsher-smith.com

Excellence Through Innovation



June 12, 2003
Page 2

This application is being filed in accordance with 505(j) of the Act, for a generic copy of the
approved reference listed drug. No changes in dosage form, active ingredient(s) or route of
administration are submitted in this application under 505(j)(2)(C) suitability petitions.
Therefore, this application is exempt from a pediatric assessment as required under the Pediatric

Rule, 21 CFR 314.55(a).

Sincerely,

UPSHER-SMITH LABORATORIES, INC.

DUt S JY T

Mark S. Robbins, Ph.D., I.D.
Vice President, Legal and Regulatory Affairs -

0010



Orange Book: Patent and Exclusivity Search Results Page 1 of 1

Patent and Exclusivity Search Results from query on 013718 001.

Patent Data
There are no unexpired patents for this product in the Orange Book Database.
[Note: Title | of the 1984 Amendments does not apply to drug products submitted or

approved under the former Section 507 of the Federal Food, Drug and Cosmetic Act
(antibiotic products). Drug products of this category will not have patents listed ]

Exclusivity Data

There is no unexpired exclusivity for this product.

Thank you for searching the Electronic Orange Book

Patent and Exclusivity Terms

Return to Electronic Orange Book Home Page

hitp://www.accessdata.fda.go.../patexcl.cfm?Appl_No=013718&Product No=001&tablel=R  6/6/2003

£rda a



UPSHER-SMITH -

.. Pharmaceuticals Since 1919

Tuly 16, 2003

TELEFAX/CERTIFIED MAIL/RETURN RECEIPT REQUESTED

| 'z’«a?meeﬁe
Gary Buehler

Director, Office of Generic Drugs _ / L/
Center for Drug Evaluation and Research .
" Food and Drug Administration

Document Control Room

Metro Park North II, Room 150

7500 Standish Place

Rockville, MD 20855-2773

\\N ,

lDea'r Mr. Buehler

RE: ANDA 76-761, Oxandrolone Tablets, USP
Telephone Amendment to Provide Sponsor Signed Copy of Form FDA 3454

Reference is made to the Upsher-Smith Laboratones Inc. pending ANDA 76-761 for the above
reference drug product.

Reference is also made to the July 16, 2003 telephone communication requesting a sponsor
signed copy of Form FDA 3454. This signed Form FDA 3454 is intended to replace page 0063
submitted in the original ANDA submission.

This amendment has been designated as a telephone amendment and is bemg submitted via
telefacsimile as directed by the Agency. A hard copy of this amendment is also being submitted
in duplicate for incorporation into our file.

If there are any questions or additional information is required, please contact Kimberly Oakins,
Regulatory Affairs Associate, at (763)————"" '

RECEIVED
UPSHER-SMITH LABORATORIES, INC.
14905 23RD AVENUE NORTH MINNEAPOLIS, MN USA 55447-4709

JuL 25 2003
CORPORATE 763-4734412 FAX 763-476-4026 o
SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-475-3410 OG D/ CD tR

www.upsher-smith.com

Excellence Through Innovation



Mr. Gary Buehler

Director, Office of Generic Drugs
July 16, 2003

Page 2

Sincerely,

UPSHER-SMITH LABORATORIES, INC.

L/

Mark S. Robbins, Ph.D.,, J.D.
Vice President, Legal and Regulatory Affairs

Enclosures

Desk Copy:  Beth Fabian-Fritsch
) Project Manager
Regulatory Support Branch
- Division of Labeling and Program Support
Office of Generic Drugs
CDER, FDA



ANDA 76-761

Upsher-Smith Laboratories, Inc.
Attention: Mark S. Robbins, Ph.D. _ - ‘
14905 239 Avenue North - 2]
Minneapolis, MN 55447

IIIllll'IIIIIIIIIIII”HIIIIIIll

Dear Sir:

We acknowledge the receipt of your abbreviated new drug ,
application submitted pursuant to Section 505(j) of the Federal.
Food, Drug and Cosmetic Act.

Reference igs made to the telephone conversation dated July 16,
2003 and your correspondence dated July 16, 2003.

NAME OF DRUG: Oxandrolone Tablets USP, 2.5 mg
DATE OF APPLICATION: June 12, 2003
DATE (RECEIVED) ACCEPTABLE FOR FILING: June 13, 2003

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications'concerning this application
with the ANDA number shown above.

Should you have questions concérning this application, contact:

Sarah Kim
Project Manager
(301) 827-5848

. Sincer ly yours,

WE‘@W o
Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



'_3;"(301-594-0320)
B ' NGV 20 2003

Upsher-Smlth Laboratories, Inc. 1 3! P ———

FAX: " wemVORKEL Yoy Con )

PROJECT MANAGER: 30 1.-827-5 725

,erence to your abbreviated new drug application dated June 12, 2003, submitted pursuant to
05(j) of the Federal Food, Drug, and Cosmetic Act for Oxandrolone Tablets USP, 2.5 mg.

t‘ and, therefore, Not Approvable under Section 505 of the Act for the reasons provided
- V_ages)". Th1s facsimile is to be regarded as an official FDA communication and unless

PLICABLE LAW.
the addressee or a person authorized to deliver this document to the addressee you are hereby notified that any disclosure,
ther action to thé content of this communication is not avthorized. If you have received this document in error, please immediately
’etum»nt to us by mail at the above address.
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COMMENTS TO BE PROVIDED TO THE APPLICANT

- The Drug Master File (DMF) * ———~for Oxandrolone, USP has been found

" to be deficient. The deficiencies have been transmitted to the DMF holder,

 Please do not respond to this deficiency letter until you have received
notification from the DMF holder that the deficiencies have been addressed.

R Inaddltlon to your current specifications for the particle size at .~ and ~
distribution, please establish specification at — distribution as well.

Your limits for the residual solvents do not reflect the observed values. Please
obtain revised limits from your drug substance manufacturer.

Pleese include test and specification for the melting range of the drug

- substance.

| ; 5 . Please ‘lc:)wer your specifications for Bach Specified Related Compounds
o —= and Total (specified and unspecified) impurities in finished
- product release and stability to reflect the observed values.

6 ‘It":liease show that your method " == - _'is equivalent to the USP method
' for the assay of the drug substance. .

7. We notice in your validation report VR 776, the tailing factor for the
Oxandrolone peak is not more than = -~ and only under forced degradation
- conditions it is not more thar - We also notice that the tailing factor for the
Oxandrolone peak shown on page 1865 is ==~This value represents fronting,
not tailing. We recomumend that you revise the tailing factor limit of NMT "=
in methods ™ === and " ss====__ to be more in line with the observed

- values, and represent a range (i.e. tailing factor =" w== .

. 8. The criterion for the tailing factor stated in Method”™ —" /on page 1794
(NMT “7) is different than the criterion stated in Table 10 on page 1828
(NMT « . Please explain.



5e 2373, you have stated that photostablhty study was performed under
guidellnes and after * — . hours no physical or chemical degradation
ed. The ICH Q1B requires an overall illumination of not less than
on lux hours and an integrated near ultraviolet energy of not less than
'hours/square meter. Please justify the conditions you have used m
photostabﬂlty study.

on to respondmg to the deficiencies presented above, please note and
edge the following comments in your response:

1ea‘s‘e' i)'rovide all available room temperature stability data for your product.

. “The Labehng and Bioequivalence portions of your application are under
1eW Deﬁc1en01es if any, will be conveyed to you under separate covers.

e note that your release and stability specifications and data for
dlssolutmn testmg are contingent upon approval by the Division of
qmvalence

P methods are the regulatory methods, and in case of any dispute, USP
m thods should be used.

As ;sfé.ctory cGMP comphance evaluation for the firms referenced in the
A 15 required for approval. We have requested an evaluation from the
D1Vl51on of Manufacturing and Product Quality.

Sincerely yours,

ot o,

Rashmikant M. Patel, Ph D.

Director

Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research
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Department of Health and Human Services
Public Health Service
~ Food and Drug Administration |
‘Center for Drug Evaluation and Research
~ Office of Generic Drugs
Rockville, Maryland

This document is intended only for the use of the party to whom it is addressed and may contain information that is
privileged, confidential, and protected from disclosure under applicable law. If you are not the addressee, or a
person authorized to deliver the document to the addressee, this communication is not authorized. If you have
received this document in error, immediately notify us by telephone and return it to us at the above address by mail.
Thank you. .

To: Mark Robbins
Upsher-Smith I aboratories, Inc.
Fax:; ——— ' Phone: . e —

Frofn: Ruby Wu | |
- Fax:  301-443-3847 Phone: 301-827-5846

Number of Pages (including cover sheet):_ 3 Date: February 2, 2004

Comments:
Labeling comments provided for ANDA 76-761 Oxandrolone Tablets USP, 2.5 mg

Please send a courtesy copy of the labeling amendment to my a’ttentibn. Please clearly
identify it as "DESK COPY FOR LABELING REVIEWER".

Ll
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Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Raockville, Maryland

This documnent is intended only for the use of-the party to whom it is addressed and may contain information that is
privileged, confidential, and protected from disclosure under applicable law, I you ere not the addresses, or a
person authorized to deliver the document to the addtessee, this communication is not anthorized, If you have
received this document in error, immediately notify us by telephone and retum it to us at the above address by mail.
Thank you. :

To: Mark Rdbbins

Upsher-Smith Labotatories, Inc.

Fax: w—" - Phone; _ S———

From: Ruby Wu
Fax: 301-443-3847 Phone: 301-827-5844

Nuwber of Pages (including cover sheet): 2 Date: February 25, 2004

Comments:

This is to inform you that the Division of Medication Errors and Technica] Support (DMETS) in
the Office of Drug Safety (ODS) has completed its review of your proposed name *  ame—-
for your ANDA 76-761 Oxandrolone Tablets USP, 2.5 mg,

DMETS has no objection to the use of the proposed proprietary name * === > Pleage cop
the attached for additional comments from the DMETS review.

DMETS Comments:

DMETS has no objections to the use of the proprietary name, ¢ ====== . This is considered
a tentative decision. This name with its associated labels and labeling must be re-evaluated
approximately 90 days prior to the expected approval date of the ANDA. A re-review of the
name prior to ANDA approval will rule out anly objections based upon approvals of other
propriefary or established names from the sigmature date of this document.

QA



Fax Cover
Sheet

Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Rockville, Maryland

This document is intended only for the use of‘the party to whom it is addressed and may contain information that is
privileged, confidential, and protected from disclosure under applicable law. If you are not the addressee, or a
person authorized to deliver the document to the addressee, this communication is not authorized. 'If you have
received this document in error, immediately notify us by telephone and return it to us at the above address by mail.
Thank you.

To: Mark Robbins
Upsher-Smith Laboratories, Inc.
Fax: = . Phone: | __ o=

From: Ruby Wu
Fax: 301-443-3847 Phone: 301-827-5 84_6

Number of Pages (inéluding cover sheet): 2  Date: February 25, 2004

Comments:

This is to inform you that the Division of Medication Errors and Technical Support (DMETS) in
the Office of Drug Safety (ODS) has completed its review of your proposed name *  smmsm=="
for your ANDA 76-761 Oxandrolone Tablets USP, 2.5 mg.

2

DMETS has no objection to the use of the proposed proprietary name ———— W’ Please see
the attached for additional comments from the DMETS review. ' ’

DMETS Comments: :

DMETS has no objections to the use of the proprietary name, ¢ ===’ This is considered
a tentative decision. This name with its associated labels and labeling must be re-evaluated
approximately 90 days prior to the expected approval date of the ANDA. A re-review of the
name prior to ANDA approval will rule out any objections based upon approvals of other
proprietary or established names from the signature date of this document.



In review of the draft blister label, container label, as well as the blister carton and )
package insert labeling for ~—— DMETS has focused on safety issues relating to
possible medication errors, and has identified areas of possible improvement, which
might minimize potential user error..

BLISTER PACK CARTON LABELING

1. Th.e. black text against a blue background is difficult to read. Increase the
prominence of the established name by revising the background color or text.

2. Relocate the net quantity statement so that it appears away from the product

strength.

CONTAINER LABEL (5 count professional sample, 100 count, and 1000 count)

1. Ensure that the established name is at least % the size of the proprietary name, per
21 CFR 201.10(g)(2).

2. See comments under Blister Pack Carton Labeling.
PACKAGE INSERT LABELING

No comuments.
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~’ UPSHER-SSMITH =

Pharmaceuticals Since 1919

April 16, 2004

FEDERAL EXPRESS — NEXT DAY SERVICE 0 R l G l NA L

Mr. Gary Buehler
Director, Office of Generic Drugs

Center for Drug Evaluation and Research 0
Food and Drug Administration R'G A,gE/{\}(DMENT
Document Control Room N/ :
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 76-761; Oxandrolone Tablets, USP, 2.5 mg ' _
MINOR AMENDMENT responding to the Agency’s November 20, 2003 Chemistry
Deficiency Letter and February 2, 2004 Labeling Deficiency Letter

Dear Mr. Buehler:

Reference is made to the Upsher-Smith Laboratories, Inc.’s (Upsher-Smith) pending
ANDA 76-761 for the above referenced product.

Reference is also made to the Agency’s November 20, 2003 MINOR Chemistry
Deficiency Letter, the Agency’s February 2, 2004 Labeling Deficiency Letter and
February 25, 2004 letter conveying the acceptability of the proposed proprietary name
¢ = Copies of these Agency communications are provided in Attachment 1.

This amendment is submitted herewith to the above referenced ANDA to address the
Chemistry and Labeling comments noted. This amendment has been designated as a
MINOR AMENDMENT. The following deficiency items, shown in bold print, have
been addressed in the order presented in the respective deficiency letters.

The chemistry and labeling deficiency responses are provided as paper. Final Printed
Labeling discussed in the labeling responses are provided electronically. These labeling
components are provided on a virus-free CD, consuming approximately 0.9 MB of
storage space. The software used to determine that this disc is virus-free was Symantec
AntiVirus Corporate Edition, version 8.1.0.825, Scan Engine 4.2.0.7, virus definition file

version 4/14/2004 rev. 19. The CD is provided iri Attachment 2 of the archival copy,, ;e
UPSHER-SMITH LABORATORIES, INC. ‘
APR 1 9 2004

6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026
CORPORATE 763-315-2000 FAX 763-315-2001 :
. ‘ I
SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244 @Gﬁ / L,D ER
www.upsher-smith.com



Mr. Gary Buehler

April 16, 2004

Minor Améndment to ANDA 76-761
Page 2 of 16

A, Cliemistry Deficiencies: _

1. The Drug Master File (DMF) —— for Oxandrolone, USP has been found to
be deficient. The deficiencies have been transmitted to the DMF holder. Please
do not respond to this deficiency letter until you have received notification from
the DMF holder that the deficiencies have been addressed.

In response to a deficiency letter dated November 21, 2003, e

o submitted an amendment to DMF ... for Oxandrolone, USP on
February 27, 2004. A copy of the cover letter and brief summary for this amendment
is provided in Attachment 3.

2. In addition to your current specifications for the parficle size at ~".o and * ..
distribution, please establish specification a’ .~ distribution as well.

Six lots of oxandrolone drug substance were tested by e
and/or PII (finished dosage form manufacturer) to establish a specification for particle

size at — distribution. Individual data from these ~ots are summarized below:
! e Data PII Data

‘Batch Lot No. Dy =, um Lot No. D ~y, ym
02/030 04-1602-01 i -7 02-0176 —_—
02/066B 02-1403-02 not available
03/110 08-1903-03 03-0406 ———
03/014 . 02-1403-02 ) ‘not available
03/073 06-2003-01 not available
04/009 01-2904-01 04-0036 ——

L D




Mr. Gary Buehler
April 16, 2004
Minor Amendment to ANDA 76-761

Page 3 0of 16
Particle size Data,
continued
Combined Data
Dy = um
Mean ™ 7
Standard Deviation
Minimum
Maximum
Min —"— sd ‘
Max + — sd - I >
Particle size data from —  is presented for —lots: = of these lots
were also tested at PIL Based on analysis of multiple lots and evaluation of
—s5d below the minimum and above the maximum of observed particle size,
the recommended range for drug substance release is D(v. —NLT —and
NMT —. '

A specification of NLT ~Tum and NMT— um is proposed based or == SD from
the high and low end of observed values. The table below summarizes the
specification for particle size distributions af =" and o distribution:

Particle Size - Previous Revised
’ Specification Specification
DV — NLT ~—pm NLT ~Zpm
D({V. — N/A NLT —um and"
‘ NMT — um
D (V. —, NMT ——pm NMT —pum
A copy of the revised drug substance‘speciﬁcation from - (. ~———' and

from PIl / =) is included in Attachment 4. Note that the PIL materiél code for
Oxandrolone, USP has been revised from “which represents an
administrative change only.

. Your limits for the residual solvents do not reflect the observed values. Please
obtain revised limits from your drug substance manufacturer.

Residual solvent limits were adjusted by the drug substance manufacturer (= -
o~~~ based on statistical analysis of available data. Specifications
for receipt of drug substance at PII were revised to be consistent with the API

manufacturer’s specifications, and are summarized in the following table.




Mr. Gary Buehler
April 16, 2004
Minor Amendment to ANDA 76-761

Page 4 of 16
Solvent Previous Revised
Specification Specification

T—— NMT " ppm | NMT_—— Hpm
I NMT — ppm | NMT ~—ppm

- ~ NMT — ppm | NMT ~— pm

T — |NMT —ppm |NMT ~-ppm

“ J

A copy of the revised drug substance specification from ~ R ~and

from PIT ( — is included (Attachment 4).

. Please include test and specification for the melting range of the drug substance.

—— —tested — lots of Oxandrolone drug substance to establish a specification

for melting range. Samples were = at — . for—nours and the melting range
— of these lots were

determined according to USP <741> (Class Ia, Apparatus D).
also tested at PII to confirm the results.

Individual data are summarized in the table

below:

_, Data ~ PII Data
Batch | Lot No. Start, °C | End, °C_ | LotNo. | Start,°C | End, °C
02/030 | 04-1602-01 T ~ | 02-0176 —_ e
02/066B | 02-1403-02 not available
03/110 | 08-1903-03 03-0406 — —
03/074 | 02-1403-01 not available |
03/073 | 06-2003-01 not available
04/009 | 01-2904-01 not available
USP Lot GOB220 o T not available

J .




Mr, Gary Buehler
April 16,2004
Minor Amendment to ANDA 76-761

Page 5 of 16
Melﬁng Point Data,
continued
Combined Data
_ Start, °C  End, °C
Mean  p- ?
Standard Deviation
Minimum
Maximum
L J

USP lists melting temperature for oxandrolone as “about 225”

Based on the minimum and maximum values observed over == i0ts tested by at least
two analysts, a melting point range of one degree below and above the observed values
is recommended for the drug substance specification (i.e., = _ to = C)

A melting range of © === °C is proposed. The proposed specification represents
an expanded range of 1°C beyond observed values (+1°C on the high end, and —1°C
on the low end of the observed values). Copies of the revised —w=-=e==== drug
substance specification #s—=——— and PII drug substance specification ( — are
provided in Attachment 4. A copy of PII test method ( —  based on USP
<741>) is included in Attachment S. '

. Please lower your speéificati’ons for Each Specified Related compounds /<
~=and Total (specified and unspecified) impurities in finished product release
and stability to reflect the observed values.

Data from the biolot and ongoing stability studies were reviewed to determine
appropriate revised specifications for ~——==— and total (specified and unspecified)
impurities in the finished product. Data has been obtained through the 12-month
stability interval in all 4-package configurations (5-count bottle, 100-count bottle,
1000-count bottle and unit dose packaging). ' ' :

Based on data generated, Upsher-Smith proposes to revise the - —em== specification
from NMT == to NMT ., which is consistent with the drug substance
manufacturer’s specification. Based on 12 months of real-time data collected in all
packaging configurations, Upsher-Smith proposes a total (specified and unspecified)
impurity specification revision from NMT ~"two NMT —— The data demonstrate
in total impurities. Due to the limited amount of data (i.e., number
of manufacturing lots) upon which the specifications are based, — represents a
reasonable specification to establish at this time. The table below summarizes




changes to the related substance specifications for the finished product.

Mr. Gary Buehler -

April 16, 2004

Minor Amendment to ANDA 76-761

Page 6 of 16

The drug

substance specifications are also provided in the table for the reviewer’s convenience.

Related Compounds Previous Revised Drug Substance
Finished Finished Specification
Product Product
Release and Release and
Stability Stability
Specification Specification
Specified identified | NMT —™ NMT — NMT =
(™,
Specified unidentified NMT —™— NMT —. NMT —"
RRT= = '
Unspecified NMT ~—— NMT " — Single, NMT (~—
' i Total, NMT = —
Total NMT — NMT —, NMT _—"
A copy of the revised PII dfug product release and stability specification { — 1is

included in Attachment 6. Copies of Upsher-Smith’s revised drug product
specifications are provided in Attachment 7.

6. Please show that your method = ~=======is equivalent to the USP method for

the assay of the drug substance.

PII test method is the same method a5 e test method w=wes=
oo test method «= was shown to be equivalent to the USP titration assay.
Therefore, a separate demonstration of equivalence is not necessary. Data for the
method comparison between -— and the USP monograph method is reported in the
DMF (Section 6, Page 7, Table V) (see Attachment 8). A maximum difference of
e WS obtained between average purity by tltratlon (USP method) and purlty by
HPLC " e Method . o oo AT

e A T S

S PR

. e . . L, WaS
transferred into PII’s format and 1dent1ﬁed as , e :

— e+ at PIL Method T NAS transferred
fromr - _ to PII under protocols _.. 1 (assay and ID portion) and MTP 3
(related substances portion). Results of the method transfer are reported in MTPR 1
and MTPR 3. Copies of the method transfer protocols and reports are provided in

Attachment 9.




Mr. Gary Buehler

~ April 16,2004

Minor Amendment to ANDA 76-761
Page 7 of 16

7. We notice in your validation report VR 776, the tailing factor for the
Oxandrolone peak is not more thar..—.and only under forced degradation
conditions it is not more than ~ —We also notice that the tailing factor for the
Oxandrolone peak shown on page 1865 is ™ This value represents fronting,
not tailing. We recommend that you revise the tailing factor limit of NMT =~ in
methods ="~ and === to be more in line with the observed
values, and represent a range (i.e. tailing factor= == .

At the time method validation was performed for the assay method et
reported in VR776), the specification for tailing factor was NMT = All data
acquired during validation met this requirement. As noted, the maximum tailing
factor observed during robustness studies was == (Table 10 on page 24 of VR776,
page 1828 of ANDA 76-761) and the maximum tailing factor observed during forced
degradation studies was = (with gither ~ =ewassssmswme===.the normal mode of
detection, or === which was used only during forced degradation to establish peak
purity). Although the example chromatogram shown on page 1865 of ANDA 76-761
‘does represent fronting, this example is from a severely degraded sample analyzed
With st e aTTAY) detection. This example does not reflect either the
expected sample condition or typical method parameters (methods ™ s . and
| smsscee  bhoth USE T esessee== . The dissolution method  .weesse=e  usesa
shorter s . and the medium contains a =me  therefore the peak shape
observed with the dissolution method = sesms=eseamis somewhat wider than that
observed with the assay method s=eessess . As a result of these differences, a
single specification for both methods is not appropriate. Tailing factors obtained
during validation of the referenced methods were evaluated and the system suitability
criteria revised to reflect ranges appropriate for routine performance of each method.
A tailing factor of =% is proposed for the assay method | seesessins.  and
tailing factor of s is proposed for the dissolution method = esmesme=e=
Copies of the revised test methods, " wmcosassams Y 3 wmemons, - gre included in

- Attachment 10.

8. The criterion for the tailing factor stated in Method spomam= o) page 1794
(NMT .~-is different than the criterion stated in Table 10 on page 1828 (NMT
-~ Please explain. ‘

The tailing factor specified in prior versions of test method ~ =", used during
validation (from 4/25/02 until 3/27/03), was NMT === as stated in the method
validation report, VR 776 (page 1828 of ANDA 76-761). No significant changes in
the tailing factor were noted during the method validation or early stability analyses
and it was not considered a critical factor in determining -~ suitability.
Therefore, the tailing factor of NMT ~ was considered acceptable for routine
performance of this method, as stated on page 1794 of the ANDA, for the post-
validation version of the test method. However, the tailing factor requirement in



Mr. Gary Buehler

_ April 16, 2004

Minor Amendment to ANDA 76-761
S Page 8 of 16

= =" has been modified to =" ___, as proposed in response to cofnment 7 above.

See Attachment 10 for a copy of test method = -~—

9. On page 2373, you have stated that photostability study was performed under
ICH guidelines, and after ~x hours no physical or chemical degradation .
was observed. The ICH Q1B requires an overall illumination of not less than 1.2
million lux hours and an integrated near ultraviolet energy of not less than 200
watt hours/square meter. Please justify the conditions you have used in your
photostability study.

The photostability statement of 1000 lux hours on page 2373 was a typographical
error.

The contract laboratory .= . conducted photostability studies for Oxandrolone
Tablets, 2.5 mg, using 3 e i ssssmes equipped with 2 =T

e [he
conditions employed meet the requirements of Option 1 specified under part 1(b) light
sources in ICH Q1B Guidance “Stability Testing: Photostability Testing of New
Drug Substances and Products”, which specifies exposure to an overall illumination
of 1.2 million lux hours and an integrated near ultraviolet energy of not less than 200
watt hours/square meter. -

.

. L

Jr— s Samples were exposed 10 wmsmesewr  fOr
=7 hours, for a total exposure of 1.2 million lux hours. ———exposure for the
samples was confirmed as not less than'——————————— - through the use

of

B. In addition to responding to the deficiencies presented above, please note and
acknowledge the following comments in your response:

1. Please provide all available room temperature stability data for your
product. '

. Current room temperature stability data have been generated through the 12-
month test interval. Data are provided in Attachment 11.

The data for the 5-count: bottle demonstrates acceptable stability at 12 months.
Trending indicates that 18 months is an appropriate expiration period for the 5-
count bottles.



Mr. Gary Buehler

April 16, 2004

Minor Amendment to ANDA 76-761
Page 9 of 16

“The proposed expiration dating for the other packaging configurations (100-count
bottle, 1000-count bottle, unit-dose carton of 100 tablets) remains at 24 months,
consistent with that proposed in the original ANDA.

. The Labeling and Bioequivalence portions of your application are under
~ review. Deficiencies, if any, will be conveyed to you under separate covers.

Upsher-Smith received a Labeling Deficiency from the Division of Labeling and
Program Support on February 2, 2004. The responses to the Labeling Deficiency
follow the responses to the Chemistry Deficiencies.

Upsher-Smith acknowledges that the Bioequivalence portion of the application is
under review by the Division of Bioequivalence.

. Please note that your release and stability specifications and data for
dissolution testing are contingent upon approval by the Division of
Bloequlvalence

Upsher-Smlth acknowledges that the release and stability spec1ﬁcatlons and data
for dissolution testing are contingent upon approval by the Division of
Bioequivalence.

. USP methods are the regulatory methdds, and in case of any dispute, USP
methods should be used. '

Upsher-Smith acknowledges that the USP methods are the regulatory methods,
and in the case of any dispute, the USP methods should be utilized.

. A satisfactory cGMP compliance evaluation for the firms referenced in the
ANDA is required for approval. We have requested an evaluation from the
Division of Manufacturing and Product Quality.

Upsher-Smith acknowledges that the firms referenced in our ANDA application
relative to the manufacturing and testing of the drug product must be in
compliance with the ¢cGMPs at the time of approval. Upsher-Smith also
acknowledges that the Agency has requested an evaluation from the Division-of
Manufacturing and Product Quality.

Upsher-Smith’s manufacturing and testing facilities were inspected by the
Minneapolis District Office September 22-24, 30 and October 3, 2003. The
Minneapolis District Office recommended approval at the District Level. '



Mr. Gary Buehler

April 16, 2004

Minor Amendment to ANDA 76-761
Page 10 of 16

Labeling Deficiencies

GENERAL :

1. Your proposed name ¢ is under review. We will inform you of our
comments when they become available. Please note that in the event that your
application is approved after 90 days of the current submission, then the name
with its associated labels and labeling must be re-evaluated approximately 90
days prior to the expected approval of the ANDA. A re-review of the name prior
to ANDA approval will rule out any objections based upon approvals of other
proprietary and established names from this date forward.

AR,

Upsher-Smith received a letter from the Agency on February 25, 2004 stating the
Division of Medication Errors and Technical Support (DMETS) has no objection to
the use of the proposed name © w7 (Attachment 1).

2. CONTAINER (Bottles of Ss, 100s, 1000s)
a. 21 CFR 201.109(g)(2) requires that the established name be printed in letters
at least half as large as the proprietary name with commensurate
‘prominence. : '

Upsher-Smith has revised the labeling for the 5-count, 100-count and 1000-count
bottle and ensured that the established name is printed in letters at least half as
large as the proprietary name with commensurate prominence.

b. Please revise the storage statement to.read: “Store at 20° - 25°C (68° -
77°F)[see USP Controlled Room Temperature]”. :

Upsher-Smith contacted Dr. Ruby Wu and obtained concurrence that it was
acceptable to revise the storage statement to be consistent with USP’s definition
of Controlled Room Temperature;  “Store at 20° - 25°C (68° - 77°F) and
" excursions permitted to 15° - 30°C (59° - 86°F) [see USP Controlled Room
Temperature].” All of the labeling has been updated to incorporate this revised
storage statement. '

¢. The Poison Prevention Packaging Act notes that special packaging (child-
resistant closures) should be the responsibility of the manufacturer when the
container is clearly intended to be utilized in dispensing (unit-of-use
packaging). We believe the container of 5s to be unit-of-use packaging.
Please comment. '



Mr. Gary Buehler
April 16,2004

Minor Amendment to ANDA 76-761

Page 11 of 16

Although the 5-count bottle is intended to be distributed as not-for-sale
prescription samples, and not as a marketed for sale unit-of-use container to be
dispensed in fulfillment of a prescription, Upsher-Smith proposes to change to a
child-resistant closure (CRC) for this packaging configuration.

The new CRC cap is manufactured by
product contact surface as previously submitted in the original application for the

28 mm non-C

s present in the cap.

and has the same

RC cap for the 5-count bottle. Due to the CRC component, an

The table below compares the previously submitted non-CRC 28 mm cap to the
proposed CRC 28 mm cap:

Component

Original 28mm non-CRC Cap

- DMF —.

Proposed 28mm * ~==-Cap
T i DM £/ e

Outer Resin

Manufactured by

e

‘Manufactured by L

DMF# - e
DMF # ,—
' NOTE: The o resin is
formerly the® =™ ____. . resin (as
specified for the cap in the original
ANDA)
The DMF # has alsq been changed to
The formtﬂation of the resin remains
exactly the same.
Inner NA Resin
Resin Manufactured by
(CRC T
component) DMF #/ ——
Liner - ~ Plain Liner " Plain Liner
Manufactured by 7 - Manufactured by ©
DMF# ... DMF #_—
Colorant. ~——— White Polypropylene ——— White Polypropylene
Colorant Colorant

Manufactured by ——

Manufactured by *

———_ L




Mr. Gary Buehler

April 16, 2004

Minor Amendment to ANDA 76-761
Page 12 of 16

The following supporting documentation for this CRC cap is provnded in
Attachment 12:

o wmanr, DMF # 7. Authorization Letter
P mameser - c(GMP Letter
- -~ Indirect Food Additive Compliance Letter
— Certificate of Compliance
28 mm CRC Cap Drawing

Resin Spemﬁcatlon
etter Regardmg change from messser 10 s
e Indirect Food Additive Comphance Letter
© weere DME #7* Authorization Letter
R Resin Specification
ipgsiszaal D)\ I SIEgE—. Authorization Letter
==wesz [ndirect Food Additive Regulation Compliance Letter
T .~ . Specification
s, DMF #’ - Authorization Letter
e L€CHNICAl Data Sheet
. - w~ Indirect Food  Additive Regulation
Compliance Letter
¢  ———monune.. . CRC Study Report

3. UNIT DOSE BLISTER (2 X 5 Tablets)
Revise each blister to read “(Oxandrolone Tablet, USP)” [smgular rather than
plural]

The blister text has been revised to read “(Oxandrolone Tablet, USP)”.

Upsher-Smith also commits to having a bar code printed on the unit dose blister text
within 60 days of approval, per FDA’s final rule “Bar Code Label Requirements for
Human Drug Products and Biological Products” issued February 26, 2004.

4. CARTON (10 x Unit Dose Blister of 10 Tablets)
Refer to comments 2.a. and 2.b.

The unit dose carton has been revised to ensure the established name is printed in

letters at least half as large as the proprietary name with commensurate prominence,

and also to incorporate the revised storage statement, consistent with USP’s definition
- of Controlled Room Temperature (see discussion above under 2.a. and 2.b.).
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5. PHYSICIAN INSERT
a. Add “Rx only” to a location just under the TITLE of the package insert.

Although not required text on the physician package insert per the July 1998
Guidance for Industry, Implementation of Section 126 of the FDA Modernization
Act of 1997 — Elimination of Certain Labeling Requirements, the statement “Rx
only” has been added just under the TITLE of the package insert. :

b. PRECAUTIONS ‘
i. Add the following paragraph in bold print before the “General”

il

jil,

subsection. “Concurrent dosing of oxandrolone and warfarin may result
in unexpectedly large increases in the INR or prothrombin time (PT).
When oxandrolone is prescribed to patients being treated with warfarin,
doses of warfarin may need to be decreased significantly to maintain the
desirable INR level and diminish the risk of potentially serious bleeding.
(See PRECAUTIONS: Drug Interactions).”

The paragraph described above has been added to the PRECAUTIONS section

- of the package insert.

Information for the patient — add as the first sentence in this subsection:
“The physician should instruct patients to report immediately any use of
warfarin and any bleeding.” '

The sentence “The physician should instruct patients to report immediately any
use of warfarin and any bleeding.” has been added as the first sentence in the
subsection “Information for the patient”.

Drug Interactions — add the following pai‘agraph immediately after the
Anticoagulants section. The paragraph should appear as a “sub-section”
of the Anticoagulants section: “Warfarin: A multidose study of

“oxandrolone, given as 5 or 10 mg BID in 15 healthy subjects concurrently

treated with warfarin, resulted in a mean increase in S-warfarin half-life
from 26 to 48 hours and AUC from 4.55 to 12.08 ng*hr/mL; similar
increases in R-warfarin half-life and AUC were also detected.
Microscopic hematuria (9/15) and gingival bleeding (1/15) were also
observed. A 5.5-fold decrease in the mean warfarin dose from 6.13
mg/day to 1.13 mg/day (approximately 80-85% reduction of warfarin
dose), was necessary to maintain target INR of 1.5. When oxandrolone
therapy is initiated in a patient already receiving treatment with warfarin,
the INR or prothrombin time (PT) should be monitored closely and the
dose of warfarin adjusted as necessary until a stable target INR or PT has
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been achieved. Furthermore, in patients receiving both drugs, careful
monitoring of the INR or PT, and adjustment of the warfarin dosage if
indicated are recommended when the oxandrolone dose is changed or
discontinued.  Patients should be closely monitored for signs and
symptoms of occult bleeding.”

The above mentioned paragraph has been added to the Drug Interactions
section of the package insert. ‘

¢. ADVERSE REACTIONS, In Females, Hematologic: “...concomitant- oral
anticoagulant therapy.” [add “oral”] ’

The word “oral” has been added as specified above in the Adverse Reactions
section of the package insert.

" Please revise your labels and labeling, as instructed above and submit in final print.

Upsher-Smith is submitting Final Printed Labeling electronically for the 5-count bottle,
100-count bottle, 1000-count bottle, unit dose carton (10 x unit dose blister of 10 tablets),
blister text, and physician insert. A copy of the CD is provided in Attachment 2 of the
archival copy. The file names are as follows:

5-count bottle label: 2.5mg5bottlelabel.pdf

100-count bottle label: 2.5mgl00bottlelabel. pdf
1000-count bottle label: 2.5mgl000bottlelabel pdf
Unit dose carton ' - 2.5mgunitdosecarton.pdf
Blister text: 2.5mgunitdoseblister.pdf
Physician insert: _ pi.pdf

For the reviewer's convenience, Upsher-Smith is also providing one-set or printer’s
proofs for the above-mentioned labeling (Attachment 13).

To facilitate review of your next submission, please provide a side-by-side
comparison of your proposed labeling with your last submission with all differences
annotated and explained.

To facilitate in the review of this amendment, Upsher-Smith is providing an annotated
side-by-side comparison of the proposed labeling in Attachment 14.

Upsher-Smith is also acknowledging the following from the DMETS February 25, 2004
letter (see Attachment 1). The DMETS items are listed below, followed by Upsher-
Smith’s comment to each: ' . :
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BLISTER PACK CARTON LABELING
1. The black text against a blue background is difficult to read. Increase the
prominence of the established name by revising the background color or text.

Due to the limitations inherent with printers proofs, the blue background color is not
accurately represented in the draft labeling that was provided in the original ANDA.
This specially customized blue color is consistent with Upsher-Smith corporate
tradedress and is utilized on commercial labeling for all products. For the reviewer’s
convenience, Upsher-Smith has provided a label for Pacerone® in Attachment 15 to
see what the actual labeling looks like.

FDA has approved labeling for multiple products submitted in other applications from
Upsher-Smith utilizing this same tradedress. Upsher-Smith declines to make any
changes to the labeling at this time, due to a lack of awareness of substantive concerns
regarding the use of black text against the Upsher-Smith customized blue background.

2. Relocate the net quantity statement so that it zippears away from the product
strength. ‘

The net quantity statement and the product strength are distinguished on the labeling
by different colors. The placement of each is consistent with all labeling regulations
and is consistent with Upsher-Smith’s corporate tradedress. FDA has approved
labeling for multiple products submitted in other applications from Upsher-Smith
utilizing the same tradedress. Upsher-Smith declines to-make any changes to the
labeling at this time regarding the placement of the net quantity statement relative to
the product strength. '

"CONTAINER LABEL (5 count professional sample, 100 count, and 1000 count)
1. Ensure that the established name is at least % the size of the proprietary name,
per 21 CFR 201.10(g)(2).

Upsher-Smith has revised all of the labeling and increased the size of the established
name to ensure it is at least % the size of the proprietary name. ‘

2. See comments under Blister Pack Carton Labeling

Refer to items 1 and 2 above under Blister Pack Carton Labeling for comments.
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- PACKAGE INSERT LABELING
No comments.

We request that all information related to this application be treated as confidential within
~ the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430 be released without Upsher-Smith’s written consent to an authorlzed member of
the Office of Generic Drugs.

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our file. A courtesy copy of the labeling sections is also provided, per
the labeling reviewer’s request.

As required per 21 CFR 314.96(b), Upsher-Smith hereby certifies that a field copy of this
amendment, dated April 16, 2004, has been submitted to the Minneapolis District Office
for their review. This third (field) copy is a “true” copy of this amendment.

If there are any questions or comments regarding this amendment, please contact
Kimberly Oakins, Regulatory Affairs Associate, at (===

Sincerely,

UPSHER- SMITH LABORATORIES, INC.

UQ« g, A, Spnur for
Mark S. Robbins, Ph.D., J.D.

Vice President, Legal and Regulatory Affairs

. Enclosures

Desk Copy: Ruby Wu
Labeling Reviewer ' '
Division of Labeling and Program Support
Office of Generic Drugs .
Metro Park North II, HFD-613
7500 Standish Place, Room 200N
Rockville, MD 20855



Fax Cover
Sheet

Department of Health and Human Services
Public Health Service |
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Rockville, Maryland

This document is intended only for the use of the party to whom it is addressed and may contain information that is
privileged, confidential, and protected from disclosure under applicable law. If you are not the addressee, or a
person authorized to deliver the document to the addressee, this communication is not authorized. If you have
received this document in error, immediately notify us by telephone and return it to us at the above address by mail.
Thank you.

To: Mark Robbins
- Upsher-Smith Laboratories, Inc.
Fax: p— Phone: ===

From: Ruby Wu
Fax: 301-443-3847 Phone; 301-827-5846

Number of Pages (including cover sheet): 1  Date: ¥/ ﬂy 2%, 200¢

Comments:

The following is a requested labeling revision from my review of your amendment dated
April 16, 2004 for ANDA 76-761 for Oxandrolone Tablets USP, 2.5 mg. The revision is

a “POST-APPROVAL’ revision and may be submitted in an annual report prowded the
change is described in full.

CONTAINER, CARTON, and INSERT: Revise the storage recommendation to read
"Store at 20°-25°C (68°-77°F) excursions permitted to 15°-30°C (59°-86° F)[see USP
Controlled Room Temperature]." [delete " —



[OEQUIVALENCY AMENDMENT

FICE OF GENERIC DRUGS, CDER, FDA
t Control Room, Metro Park North II

ace; Room 150

) 20855-2773 (301-594-0320)

\ T 'Upsher-Smith Laboratories, Inc. TEL: e

TN: Mark Robbins FAX: ==

M: Beth Fabian-Fritsch % PROJECT MANAGER: (301) 827-5847

of Bi_oequivalence has completed its review of the submission(s) referenced above and has identified
which are presented on the attached page. This facsimile is to be regarded as an official FDA
d unless requested, a hard-copy will not be mailed.

a response to these deficiencies in accord with 21 CFR 314.96. Y our amendment should
eficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the
activated until all deficiencies have been addressed. Your cover letter should clearly indicate that
oequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple
dét'éi; ‘waiver or dissolution waiver) that might be included for each strength. We also request that

copy of this communication with your response. Please submit a copy of your

amendment in both an archival (blue) and a review (orange) jacket. Please direct any
ng this communication to the project manager identified above.

8] NT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
CONTAIN:]]}I\EORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DER APPLICABLE LAW.

e 'C ti_ié)_' than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
or other action to the content of this communication is not authorized. If you have received this document in error, please immediately

joné and return it to us by mail at the above address.



MAY 28 2004

ALENCE. COMMENTS
APPLICANT: Upsher-Smith Laboratories, Inc.
DUCT: Oxandrolone Tablets, USP 2.5 mg

of Bloequlvalence has completed its review of
,10n(s) acknowledged on the cover sheet. The
c1enc1es have been identified:

easons for reassaylng five samples (Subj. #4 P1,

Subj.#4, P2, T:1.5Hr.; Subj.#9, P1, T:1.5hr.
T 4.5hr.; Subj. 2 P2, T:48hr.) are not clear IE

les were reassayed ‘due to anomalous values, please
'ustlflcatlon for using the reassay values along
SO: for sample reassays. Also, include the
analys1s using the orlglnal assay values.

‘prov1de data demonstratlng stablllty of the stock
foxandrolone and internal standard

provide manufacturing date of the test product.

: roposed dissolution spec1f1catlon is not
' We recommend the use of the following method and

ions

olutlon testlng should be conducted in 500 mL of 0.75%
1IN HCl at 37°C using USP apparatus IT (paddle) at 75
st product should meet the follow1ng

N 1ess than —— (Q) of the labeled amount of the drug
in the dosage form is dissolved in 90 minutes.

Sincerely yours, ‘
) | c
o s YA DO/ fj
\“/{?l Dale P. Conner, Pharm. D.
. Director, Division of Bioeguivalence

Office of Generic Drugs
Center for Drug Evaluation and Research
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ORIG AMENDMENT

June 4, 2004 | : | M / H,H

FEDERAL EXPRESS

Mr. Gary Buehler

Acting Director, Office of Generic Drugs
Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

- RE: ANDA 76-761; Oxandrolone Tablets, USP, 2.5 mg
UNSOLICITED AMENDMENT

Dear Mr. Buehler:

‘ Reference is made to the Upsher-Smith Laboratories, Inc. (Upsher-Smith) pending
ANDA 76-761 for the above referenced product. . _

This unsolicited amendment is being submitted to the above referenced ANDA to provide
notification of a DMF amendment submitted to the agency on May 27, 2004, by
, : : -, manufacturer of the APL. The changes are considered
enhancements to the process, and are not intended ‘to adversely affect the identity,

strength, quality, purity or potency of the product. A copy of the DMF amendment cover

letter and summary of changes is provided in Attachment 1.

We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430 be released without Upsher-Smith’s written consent to an authorized member of
the Office of Generic Drugs.

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our file.

=D

UPSHER—SMITH LABORATORIES, INC. | | QECE%UE

6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026 JUN 0 7 2004

CORPORATE 763-315-2000 FAX 763-315-2001

SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244 ;
www.upsher-smith.com . QGD‘ ODEH



As required per 21 CFR 314.96(b), Upsher-Smith hereby certifies that a field copy of this
amendment, dated June 4, 2004, has been submitted to the Minneapolis District Office
for their review. This third (field) copy is a “true” copy of this amendment.

If there are any questions or comments regarding this amendment, please contact me at

Sincerely,

UPSHER-SMITH LABORATORIES, INC.
Snlelly Corlurn,

Kimberly C. Oakins
Regulatory Affairs Specialist

Enclosures
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August 3, 2004

FEDERAL EXPRESS — NEXT DAY SERVICE ) ; '
: Bioequivalency and

Chemistry
Amendment

Mr. Gary Buehler

Director, Office of Generic Drugs-
Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 76-761; Oxandrolone Tablets, USP, 2.5 mg
'~ MINOR AMENDMENT responding to the Agency’s May 28, 2004 Bioequivalence
Deficiency Letter '

Dear Mr. Buehler:

Reference is made to Upsher-Smith Laboratories, Inc.’s (Upsher-Smith) pending ANDA
76-761 for the above referenced product. :

Reference is also made to the Agency’s May 28, 2004 Bioequivalence Deficiency Letter
(Attachment 1). '

This amendment is submitted herewith to the above referenced ANDA and provides a
complete response to the bioequivalence deficiencies noted. The following deficiency
items, shown in bold print, have been addressed in the order presented in the Agency’s
May 28, 2004 letter.

1. The reasons for reassaying five samples (Subj. #4, P1, T:1.5hr; Subj.#4, P2,
T:1.5Hr.; Subj.#9, P1, T:1.5hr.; Subj.#10, P2, T:4,5hr.; Subj. 2,P2, T:48hr.) are
not clear. If these samples were reassayed due to anomalous values, please
provide the justification for using the reassay values along with the SOP for
sample reassays. Also, include the statistical analysis using the original assay \SE@

values.

. UPSHER-SMITH LABORATORIES, INC.

6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026
CORPORATE 763-315-2000 FAX 763-315-2001
SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244
www.upsher-smith.com

Excellence Through Innovation
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The samples specified above were all reassayed for analytical reasons. The
bioanalytical laboratory, T , repeats sample analyses when the
internal standard area count is == or~ -~ of the established mean area for the
internal standards in the run batch, consistent with current laboratory practices.
Samples with internal standards that exceed these limits are automatically selected for
reanalysis and the first value with an acceptable internal standard result is reported.

Specifically, the samples were reassayed for the following reasons:

e Subject 4, period 1, 1.5 hour; subject 4, period 2, 1.5 hour; and subject 9,
period 1, 1.5 hour samples were reassayed because the original injection had a
high internal standard value.

e Subject 10, period 2, 4.5 hour and subject 2, period 2, 48 hour samples were
reassayed because the original injection had a low internal standard value.

The table below provides the original result along w1th the reassay Value

e, SOP-PS-076 °
section 6.0 d1scusses the procedure for reassaying samples. A copy of SOP PS- 076 is
provided in Attachment 2.

I,

Subject | Period | Time | Original ng/mL | Reassay ng/mlL | Reported ng/mL
004 1 | 15hr . — | T ] oy
004 2 1.5hr 1 ] )
009 1 1.5 hr 1 ]
010 2 4.5 hr | _
002 > [ 48m | L -~ = ) S N

The statistical analysis provided in the original application was performed using the
repeated assay results only. Although the original assay values were disregarded due
to aberrant internal standard values, statistical analysis is provided in Attachment 3
using the original results, per FDA’s request. All bioequivalence acceptance criteria
were met for both the reassay and the original assay values. The following table
provides a comparison of the pharmacokinetic results using the reassay results,
reported in the ANDA, versus the original assay results.

Parameter Reassay Results Original Results
(Ln transformed) (ANDA submission) (FDA requested)
T/R % Ratio 90% C.L T/R % Ratio 90% C.L
Crnax 84.48 81.19-87.89 84.48 81.19-87.89
AUCy.¢ 91.49 87.62-95.53 91.43 87.57-95.47
AUC.ins 94.93 90.93-99.12 94.87 90.87-99.05
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The bloequlvalence clinical data are prov1ded on disk in SAS transport format. This
disk is submitted in the archival copy of this application

. Please provide data demonstrating stability of the stock solutions of oxandrolone
and internal standard.

e e T ARSI AR T

SOP PS-081 is the procedure i

}

Testing is conducted with a minimum of 6 injections (in this case, by  wewmmomaws , Of
each control and test solution. The acceptance criteria, as defined in SOP PS-081, are
loss of === - for reference standard solution and e for internal standard solution.
SOP PS- 081 is included as Attachment 4.

i | - ‘ 7

- oy
The difference between solutions was~—%, which is within the acceptance criteria.
- S - i T R

L

G e e

gl The dlfference between solutions was-""'/o, which is within the acceptance
criteria. ~ Stability data for the oxandrolone standard solutions is provided in
Attachment 5. ‘

Internal standard e ' : .) stability was performed by rooe—— an
e T T S T
T . The difference between solutions was —=- , which 1s within the

acceptance criteria.  Internal standard bench- top stab111ty was performed by

o sagmremm e,

I

e

— The difference between solutions was
~ %, which is W1th1n the acceptance criteria. Stability data for the internal standard,
e 1s provided in Attachment 6.

. Please provide manufacturing date of the test product.
The test product was manufactured in July 2002.

. Your proposed dissolution specification is not acceptable. We recommend the
use of the following method and specifications:

The dissolution testing should be conducted in 500 mL of 0.75% SDS in 0.IN
HCI at 37°C using USP apparatus II (paddle) at 75 rpm. The test product
should meet the following specification:

i

~2

7
-
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Not less than ' -—=-Q) of the labeled amount of the drug in the dosage form
is dissolved in 90 minutes.

The dissolution method parameters recommended by the Agency in the deficiency
letter are the same as those proposed in the original ANDA (500 mL of 0.75% SDSin
0.IN HCI at 37°C using USP apparatus II (paddle) at 75 rpm). In response to the
Agency’s request, Upsher-Smith has revised the dissolution acceptance criterion to
not less than....—= Q) of the labeled amount of the drug in the dosage form dissolved
in 90 minutes. '

The PII dissolution method, PII finished product specification, PII- stability
specification, and the Upsher-Smith finished product release specifications (one per
packaging configuration) have been updated to incorporate the revised dissolution
acceptance criterion. Copies of the test method and corresponding specifications are
provided in Attachment 7.

We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430 be released without Upsher-Smith’s written consent to an authorized member of
the Office of Generic Drugs.

This amendment being submitted in triplicate, as an archival (blue jacket) copy,
bioavailability/bioequivalence review (orange jacket) copy and CMC review (red jacket)

copy.

 As required per 21 CFR 314.96(b), Upsher-Smith hereby certifies that a field copy of this
amendment, dated August 3, 2004, has been submitted to the Minneapolis District Office
for their review. This forth (field) copy is a “true” copy of this amendment.

If there are any questions or comments regarding this amendment, please contact me at
( _ :

Sincerely,

UPSHER-SMITH LABORATORIES, INC.

QVW% Conklins
Kimberly C. Oakins

Regulatory Affairs Specialist

Enclosures



‘GENERIC DRUGS CDER, FDA
Ro m, Metro Pa.rk North I

552773 (301-504-0320)

P ‘_:her-ani{h"I:ahoratories, 'Inc. TEL: 763-315-2000
FAX: 763-315-2260

PROJECT MANAGER: 301-827-5725

eferenceto your abbreviated new drug application dated June 12, 2003, submitted pursuant to .
tion 505 (])'of the Federal Food, Drug, and Cosmetic Act for Oxandrolone Tablets USP, 2.5 mg.

Iso made‘ to your amendments dated April 16, and June 4,2004.

1 t and therefore Not Approvable under Sectlon 505 of the Act for the reasons provided
es) Th1s facsimile is to be regarded as an official FDA commumication and unless
ot be maﬂed

or withdraw the apphcatlon Your amendment should respond to all of the deﬁc1en01es
‘artlal rephes will not be con51dered for rev1eW nor will the review clock be reactivated until

try"and,Bi'oeqUi:{/'(iience comments provided.

S ]NTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
AIN INF ORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
R APPLICABLE LAW,

an the addresseé or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
copyi g, of otfier action to the content of this communication is not authorized. If you have received this document in error, please immediately
e; hone and Tetumn it to us by mail at the above address. :

S A2 161lelon
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'COMMENTS TO BE PROVIDED TO THE APPLICANT

APPLICANT: Upsher-Smith Laboratories, Inc.

-The Drug Master File (DMF) # .—~—"for Oxandrolone, USP has been found
to bé deficient. The deficiencies have been transmitted to the DMF holder.

K sé do not respond to this deficiency letter until you have received

e not1ﬁcat1on from the DMF holder that the deficiencies have been addressed.

2. _The fmeltlng point specification of S is too wide. Please obtain
the k1’i‘10st recent specification from the drug substance manufacturer.

tham the most recent Related Substances spemﬁcatlons from the drug
ubstance manufacturer and revise your specifications accordmgly

Based on the recommendation from the Division of Bioequivalence, you

he dissolution specification to “NLT ~—— Q) of the labeled amount
oof the drug in the dosage form is dissolved in 90 minutes.” Please revise the
drug product release and stability specifications to reflect this change.

$

Sincerely yours,
- DSG oy

Ao~ Vilayat A. Sayeed, Ph.D.
Director
Division of Chemistry III
Office of Generic Drugs
Center for Drug Evaluation and Research



'.éiOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT
: ANDA; 76-761 APPLICANT: Upsher-Smith Laboratories,
:'pRUG PRODUCT: Oxandrolone Tablets, USP 2.5 mg

‘The Division of Bioequivalence has completed its

" reéeview and has no further questions at this time.

We acknowledge that you have accepted the following
dissolution method and specification:

The dissolution testing should be conducted in 500 mL of

0.75% SDS in 0.1N HCl at 37 C using USP apparatus II
(@éddle) at 75 rpm. The test product should meet the
following specification:

Not less than * (Q) of the labeled amount
of the drug in dosage form is dissolved in
90 mlnutes

Please note that the bioequivalence comments provided
i this communication are preliminary. These comments
f'are subject to revision after review of the entire
appllcatlon, upon consideration of the chemistry,
manufacturlng and controls, microbiology, labeling, or
* other scientific or regulatory issues. Please be
advised that these reviews may result in the need for
additional bicequivalence information and/or studies,
‘or may result in a conclusion that the proposed
formulation is not approvable.

Sincerely yours,

ot A Do

/Z’ Dale P. Conner, Pharm. D.
Director
Division of Bloequlvalence
Office of Generic Drugs

Center for Drug Evaluation and Research

Inc.



UPSHER-SMITH

' | Pharmaceuticals Since 1919 .

(16 AMENDMENT
November 10, 2004 - N \W

FEDERAL EXPRESS

Mr. Gary Buehler MINOR CHEMISTRY
Acting Director, Office of Generic Drugs
’ . BIOEQUIVALENCE
Center for Drug Evaluation and Research
N AMENDMENT
Food and Drug Administration

Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 76-761; (Oxandrolone Tablets, USP), 2.5 mg
- MINOR AMENDMENT responding to the Agency’s October 6, 2004 Chemistry and
Bioequivalence Deficlency Letter

Dear Mr. Buehler:

Reference is made to the Upsher-Smith Laboratories, Inc. (Upsher-Smlth) pending
ANDA 76-761 for the above referenced product.

© Reference is also made to the Agency’s October 6, 2004 Deficiency Letter. A copy of the
Deficiency Letter is provided in Attachment 1.

This amendment is submitted herewith to the above referenced ANDA to address the
Chemistry and Bioequivalence comments noted. This amendment has been designated as
a MINOR AMENDMENT. The following deficiency items, shown in bold print, have
been addressed in the order presented in the deficiency letter.

Deficiencies:
1. The Drug Master File (DMF) # — for Oxandrolone, USP has been found to
be deficient. The deficiencies have been transmitted to the DMF holder. Please
do not respond to this deficiency letter until you have received notification from
the DMF holder that the deficiencies have been addressed.
RECEIVED

UPSHER-SMITH LABORATORIES, INC. ~ NOV 1.2 2004 |
6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026 '

CORPORATE 763-315-2000 FAX 763-315-2001 O G D / C D E R

SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244
www.upsher-smith.com



Mr. Gary Buehler

November 10, 2004

Minor Amendment to ANDA 76-761
Page 3 of 4

A copy of the revised drug substance specification (API 02-480.06) from the drug
product manufacturer, PII, is provided in Attachment 3. For the reviewer’s
convenience, a copy of the drug substance specification (API-03) from the drug
substance manufacturer is provided in Attachment 4 '

s s

A copy of the new 7 ~iest methor .. .o e mmmrmsnen

e TSI T 3 i‘ s iS

B

provided in Attachment 6.

4. Based on the recommendation from the Division of Bioequivalence, you revised
the dissolution specification to “NLT - (Q) of the labeled amount of the drug
in the dosage form dissolved in 90 minutes.” Please revise the drug product
release and stability specifications to reflect this change.

The drug product release and stability specifications were revised to reflect the change
in the dissolution specification to NLT = (Q) of the labeled amount of the drug in
the dosage form dissolved in 90 minutes. These revised specifications were provided
as part of the August 3, 2004 Bioequivalence and Chemistry deficiency response.
Copies of the revised PII finished product specification, PII stability specification, and
Upsher-Smith finished product release specifications (one per packaging -
~ configuration) are provided in Attachment 7 for the reviewer’s convenience.

Additional API Specification Changes

For consistency with the drug substance manufacturer’s specifications, the assay
acceptance criteria has been changed from === {0 97.0 - 100.5% to comply
with the current USP monograph. Upsher-Smith is concerned that highly pure drug
substance (near 100%) could potentially be tested out of specification due to inherent
method variability. FDA has acknowledged this concern. Please refer to the telephone
communication record dated October 22, 2004 (Attachment 8). Although we commit to
utilizing the current USP acceptance limits of 97.0 — 100.5%, Upsher-Smith proposes to
adopt the revised Oxandrolone, USP specifications as soon as they become official. The
drug substance specifications from = .we==== and PII were revised to incorporate this
change. A copy of the revised drug substance specification (API 02-480.06) from the
drug product manufacturer, PIL, is provided in Attachment 3. For the reviewer’s
convenience, a copy of the drug substance specification (API~-)03) from the drug
substance manufacturer, s  is provided in Attachment 4.

We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR



Mr. Gary Buehler

November 10, 2004

Minor Amendment to ANDA 76-761
' Page 4 of 4

314.430 be released without Upsher-Smith’s written consent to an authorized member of
the Office of Generic Drugs.

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our file.

As required per 21 CFR 314.96(b), Upsher-Smith hereby certifies that a field copy of this
amendment, dated November 10, 2004, has been submitted to the Minneapolis District
Office for their review. This third (field) copy is a “true” copy of this amendment. ’

If there are any questions or comments regarding this amendment, please contact me at
(763) = :

Sincerely,
UPSHER-SMITH LABORATORIES, INC.
3 {
{
Kimberly C. Oakins

Regulatory Affairs Specialist

Enclosures -
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January 14, 2005

- CERTIFIED MAIL/RETURN RECEIPT REQUESTED

RECEIVED
~ Mr. Gary Buehler

Director, Office of Generic Drugs JAN 27 2005
Center for Drug Evaluation and Research PR
Food and Drug Administration OGD / {M d
Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855

» RE ANDA 76-761; Oxandrolone Tablets, USP, 2.5 mg
UNSOLICITED AMENDMENT Providing Updated Patent and Exclusivity
Statements

Dear Mr. Buehler:

Reference is made to the Upsher-Smith Laboratories, Inc. (Upsher-Smith) pending
ANDA 76-761 for the above referenced product.

This amendment is being submitted to the above referenced ANDA providing an updated
patent certlﬁcatlon and exclusivity statement to the referenced listed drug product,
OXANDRIN® (oxandrolone tablets, USP), 2.5 mg. At the time the original ANDA was
filed, there were no unexpired patents for OXANDRIN® listed in the Orange Book.
Recently, 5 patents for OXANDRIN® have been listed. A copy of Upsher-Smith’s
revised patent certification and exclusivity statement is provided in Attachment 1.
Provided in Attachment 2 is a copy of a patent status query from the current ed1t1on of
the Orange Book regarding the Reference Listed Drug.

We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430 be released without Upsher-Smith’s written consent to an authorized member of
the Office of Generic Drugs:.

UPSHER-SMITH LABORATORIES, INC.
6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026
CORPORATE 763-315-2000 FAX 763-315-2001
SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244
www.upsher-smith.com

Excellence Through Innovation



This amendment is belng submitted in duphcate as an archival and a review copy, for
- incorporation into our file.

If there are any questions. or comments regarding this amendment, please contact
Kimberly Oakins, Regulatory Affair Specialist, at (763)—————"""""
Sincerely,

'UPSHER-SMITH LABORATORIES, INC.

&W@m A Jonts fre
Mark S. Robbins, Ph.D., J.D.
Vice President, Scientific Affairs

Enclosures -



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0970-0338
FOOD AND DRUG ADMINISTRATION’ Expiration Date: August 31, 2005

See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,
FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Code of Federal Regulations, Parts 314 & 601) APPLICATION NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Upsher-Smith Laboratories, Inc 1/14/05

TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code) )

763-315-2000 763-258-5578

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

6701 Evenstad Drive N/A :

Maple Grove, MN 55369

PRODUCT DESCRIPTION .

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 76-761
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) ) PROPRIETARY NAME (frade name) IF ANY

Oxandrolone Tablets, USP _ el

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (i any) _ CODE NAME (If any) .

17 B-hyroxy-17%4-methyl-2-oxa-5s{-androstan-3-one N/A

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Immediate-release Tablet 2.5mg 1 Oral ’

(PROPOSED) INDICATION(S) FOR USE:
. Adjunctive therapy to promote weight gain
PPLICATION DESCRIPTION

APPLICATION TYPE :
(check one) [J NEW DRUG APPLICATION (CDA, 21 CFR 314.50)  [X] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[J BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 1505 (b)(1) 0 505 (b)(2)
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
NameofDrug  Oxandrin® Tablets ' Holder of Approved Application _ Savient Pharmaceuticals
TYPE OF SUBMISSION (check one} 1 ORIGINAL APPLICATION ¥ AMENDMENT TO APENDING APPLICATION [J RESUBMISSION
[ PRESUBMISSION [0 ANNUAL REPORT L] ESTABLISHMENT DESCRIPTION SUPPLEMENT [ EFFICACY SUPPLEMENT
3 LABELING SUPPLEMENT O CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT " [JOTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

{F A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY ‘'[JCBE [ CBE-30 [ Prior Approval (PA)

REASON FOR SUBMISSION .
Unsolicited Amendment regarding updated patent certificaton and exclusivity statements

PROPOSED MARKETING STATUS (check one) Xl PRESCRIPTION PRODUCT (Rx) - [1 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS X PAPER [J PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.) .

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testin%%.E%{H‘;E?S%é@@W;Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready. (K

Refer to ANDA | HEGEBVED JAN 2 7 7005

JAN 2 7 2005 OGDh /e

“ross References (list related License Applications, INDs, ND‘Asa,gP_l?Vl‘;Aﬁ, §1Q,(-k')§’,"li£;Es’§:B‘MFs, and DMIFs referenced in the current application)
.efer to ANDA s :

FORM FDA 356h (4/03) . PAGE 1 0OF 4



. l This application contains the following items: (Check all that app/y)

1. Index

2. Labeling (check one) ] Draft Labeling [ Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4

. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)
5. Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
6. Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
. Safety update report (e.9., 21 CFR 314.50(d)(S){(vi)(b); 21 CFR 601.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR 601.2)
12. Case report forms (e.g., 21 CFR 314.50 ()(2); 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or ()(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)
16. Debarment certification (FD&C Act 306 (k)(1))
17. Field copy certification (21 CFR 314.50 ([}(3))
18. User Fee Cover Sheet (Form FDA 3397)
18. Financial Information (21 CFR Part 54)
20. OTHER (Specify)
CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
.| warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following: ’

. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 608, and/or 820.
Biological establishment standards in 21 CFR Part 600. :
Labeling regulations in 21 CFR Parts 201, 608, 610, 660, and/or 809. )
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Regulations on making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.
. Local, state and Federal environmental impact laws. :
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not fo market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001. '

DDDDDDE'DDDDDDDDDDE’IDDDDD

Noa,~wN =

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
W™ s Mark S. Robbins, Ph.D., I.D. 1/14/05
Vo) Mh'\z)( A\ \%\/\/VU),& Lq*7 _{ Vice President, Legal and Regulatory Affairs
ADDRESS$ (Street, City, State, and ZIP Code) 0 v ' Telephone Number
6701 Evenstad Drive, Maple Grove, MN 55369 ( 763 ) 315-2000

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

‘“epartment of Health and Human Services

sod and Drug Administration Food and Drug Administration L
CDER, HFD-99 CDER (HFD-94) An agency may not conduct or sponsor, and a person is
1401 Rockville Pike : 12229 Wilkins Avenue not required to respond to, a collection of information

Rockville, MD 20852-1448 Rockville, MD 20852 ) unless it displays a currently valid OMB control number.

FORM FDA 356h (4/03) ‘ PAGE 20F 4



UPSHER-SMITH

Pharmaceuticals Sirice. 1919 . .

II. PATENT CERTIFICATON AND EXCLUSIVITY STATEMENT

January 14, 2005

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

Metro Park North II '

7500 Standish Place, Room 150
Rockville, MD 20855

RE:  Updated Patent Certification and Exclusw1ty Statement for Reference Listed Drug
Product: Savient Pharmaceuticals, Inc. OXANDRIN® (oxandrolone tablets, USP)

Dear Sir/Madam:

Upsher-Smith Laboratories, Inc. (“USL”) submitted an Abbreviated New Drug
Application (“ANDA”) on June 12, 2003 seeking the Food and Drug Administration’s
(“FDA’s”) approval to market a genenc vers1on of OXANDRIN® (oxandrolone tablets
USP) (NDA #13 -718) for use ¢ . =

[P e e e e 2SR e S
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. offset the protein catabohsm assoc1ated with prolonged administration
of cortlcoster01ds and for the relief of the bone pain frequently accompanying .
osteoporosis. '

Section 505(5)(2)(A)(viii) of the Federal Food, Drug, and Cosmetic Act (“FDC Act”) and
FDA’s implementing regulations at 21 CFR 314.94(a)(12)(iii) require the sponsor of an
ANDA to provide the agency with a statement with respect to each method-of-use patent
listed in FDA’s Orange Book for the reference listed drug that does not claim any of the
proposed indications for which ANDA approval is sought.

Upsher-Smith’s original ANDA contained a Paragraph 1II patent certification, as no
unexpired patents were listed in the “Approved Drug Products with Therapeutic

UPSHER-SMITH LABORATORIES, INC.

6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026
CORPORATE 763-315-2000 FAX 763-315-2001
SALES & DISTRIBUTION 1-800-654-2209 SALES FAX 763-315-2244
wvm'.upsher-smith.com

Fxcellence Throush muaonation



Equivalence Evaluations: (“Orange Book™). Subsequent to USL’s submission of its
ANDA, the NDA holder submitted five patents to FDA for listing in the Orange Book.
Four of these patents (U.S. patent number 5,872,147, U.S. patent number 6,090,799, U.S.
patent number 6,576,659; and U.S. patent number 6,670,351) were untimely filed by the
NDA holder. Pursuant to 21 CFR 314.94(a)(12)(v1), Upsher-Smith is not required to
amend the original patent certification as it pertains to these four patents because of the
~untimely filing. '

A fifth patent, U.S. patent number 6,828,313 (“the ‘313 patent”), was issued on
December 7, 2004 and was timely filed with FDA for Orange Book listing. Pursuant to
21 CFR 314.94(a)(12)(iii), Upsher-Smith is providing herein an amended patent
certlﬁcatlon and exclusivity statement as it pertains to the ‘313 patent.

With respect to the reference listed drug, OXANDRIN®, for which information was filed
by the NDA holder, Savient Pharmaceuticals, Inc., under 505(b) and (c) of the FDC Act,
and pursuant to 21 CFR 314.53, for the 313 patent, USL hereby states that the labeling
for its generic product does not claim the methods-of-use claimed in the ‘313 patent.

The patent claims a method of use of oxandrolone in the treatment of burns and other
wounds.! The patent use code listed in the Orange Book for the ‘313 patent, “U-585,”
“describes the use as “to promote weight gain after weight loss in certain types of

patients.” USL is neither seeking approval for burn-induced trauma or other wounds
covered by the ‘313 patent, nor is OXANDRIN® approved for burn-induced trauma or the
specific wounds mentioned in the ‘313 patent. ‘

Pursuant to 505()(2)(D) of the Federal Food, Drug and Cosmetic Act, there is no
unexpired exclusivity for the reference listed drug product referred to in this application.

This application has been filed in accordance with 505(j) of the Act, for a generic copy of
the approved reference listed drug. No changes in dosage form, active ingredient(s) or
roue of administration are submitted in this application under 505(G)(2)(C) suitability
petitions. Therefore this application is exempt from a pediatric assessment a required
under the Pediatric Rule, 21 CFR 315.55(a).

! Specifically, the abstract for the ‘313 patent states: “The subject invention

provides a method of treating burn-induced weight loss in a burn patient . . . [and]
“also provides a method of treating a wound in a patient suffering from a wound..”



Sincerely,
' UPSHER-SMITH LABORATORIES, INC.

bt & S for

Mark S. Robbins, Ph.D., J.D.
Vice President, Legal and Regulatory Affairs



Patent and Exclusivity Search Results v _ . Page 1 of 1

Patent and Exclusivity Search Results from query on Appl No 013718 Product 001 in the OB_Rx list.

Patent Data
Appl Prod Patent’ Patent Drug Substance Drug Product Patent Use
No No No Expiration Claim Claim Code
013718 001 5872147 DEC 05,2017 U-585
013718 001 6090799 JUL 18,2017 U-585
013718 001 6576659 DEC 05,2017 U-585
013718 (0] 6670351 OCT 20,2012 ' U-585
013718 (0] 6828313 DEC 05,2017 ' U-585

Exclusivity Data

There is no unexpired exclusivity for this product

Additional information: '

1. Patents are published upon receipt by the Orange Book Staff and may not reflect the ofﬁmal receipt date as
described in 21 CFR 314.53(d)(5).

2. Patents submitted on FDA Form 3542 and listed after August 18, 2003 WI|| have one to three patent codes
indicating specific patent claims as submitted by the sponsor and are detailed in the above table.

3. Patents listed prior to August 18, 2003 are flagged with method of use claims only as applicable and
submitted by the sponsor. These patents may not be flagged with respect to other claims which may apply.

4. *PED and PED represent pediatric exclusivity. Patents with pediatric exclusivity granted after August 18,
2003 will be indicated with *PED as was done prior to August 18, 2003. Patents with *PED added after August
18, 2003 will not contain any information relative to the patent ltself other than the *PED extension. Information
related specifically to the patent will be conveyed on the original patent only.

‘View a list of all patent use codes
View a list of all exclusivity codes

Return to Electronic Orange Book Home Page

FDA/Center for Drug Evaluation and Research
Office of Generic Drugs

Division of Labeling and Program Support
Update Frequency: '

Orange Book Data - Monthly

Orange Book Data Updated Through November, 2004
Orange Book Patent Data Only - Daily

Patent Data Last Updated: January 14, 2005

http://www.accessd.../patexclnew.cfm? Appl No=013718&Product No=001&table1=0B R 1/14/2005



UPSHERSMITH

- Pharmaceuticals Since 1919

ORIG AMENDMENT
March 29, 2005 /
FEDERAL EXPRESS Bioequivalence and
Mr. Gary Buehler Chemistry Unsolicited
Director, Office of Generic Drugs | Amendment
Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 76-761; wemetme. '(Oxandrolone Tablets, USP) 2.5 mg
UNSOLICITED AMENDMENT Proposing Revised Dissolution Acceptance
Criteria

Dear Mr. Buehler:

Reference is made to the Upsher-Smlth Laboratories, Inc. (Upsher-Smlth) pendmg
ANDA 76-761 for the above referenced product.

Reference is also made to the February 25, 2005 facsimile submitted to the Agency
providing additional dissolution data and recent information from USP pertaining to the
Oxandrolone Tablets monograph.

On March 10, 2005, Upsher-Smith had a teleconference with the Agency to discuss the
data provided in the February 25, 2005 facsimile, Upsher-Smith proposed revising the
dissolution specificatic 1 from Q=.— . to Q=" vased on additional data generated from
stability studies and ~process validation lots. At the conclusion of the teleconference,
Upsher-Smith agreed to submit additional dissolution data and revised drug product
specifications incorporating the proposed specification of Q="",, for the Agency’s

consideration. .
| AECEIVED

UPSHER-SMITH LABORATORIES, INC. MAR 3 0 2005

6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026
CORPORATE 763-315-2000 FAX 763-315-2001 OG D/CDE%
SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244

www.upsher-smith.com

Excellenice Through Innovation



Provided in Attachment 1 is a report “Justification of Dissolution Acceptance Criteria
for Oxandrolone Tablets, 2.5 mg” summarizing dissolution data which support the
proposed acceptance criteria of Q=" - '

Provided in Attachment 2 are copies of the revised finished product release and stability
specifications from Pharmaceutics International Inc. (PI) and finished product release
specifications from Upsher-Smith Laboratories, Inc. (USL) incorporating the proposed
dissolution acceptance criteria (Q= —,.

We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430 be released without Upsher-Smith’s written consent to an authorized member of -
the Office of Generic Drugs. '

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our file.

As required per 21 CFR 314.96(b), Upsher-Smith hereby certifies that a field copy of this
amendment, dated March 29, 2005, has been submitted to the Minneapolis District Office
for their review. This third (field) copy is a “true” copy of this amendment. -

If there are any questions or comments regarding this amendment, please contact me at
(763) . =— '

Sincerely,

"UPSHER-SMITH LABORATORIES, INC.

Kimberly C. Oakins
Regulatory Affairs Specialist

Enclosures



"“GENERIC DRUGS CDER, FDA
m, Metrov Park North IT

0855 2773 (301 594 0320)

: ﬁi‘Lébofator‘ies, Inc. TEL: 763-315-2000
FAX: 763-258-5578

PROJECT MANAGER: (301) 827-5724

) ER APPLICABLE LAW.’

othe_ han thie addressce or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
opymg, or othér acticn to the content of this communication is not authorized. If you have received this document in error, please immediately
nd retum 1t to us by mail at the above address.

<l



APR 14 2005

HEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

APPLICANT: Upsher-Smith Laboratories, Inc.

'rug Master File (DMF) | we==="for Oxandrolone, USP remains
t' The deﬁclencles have been transmltted to the DMF holder Please

- ' forms upon long term storage. Also, we recommend addition of
wSt (eg.’ —-7“""”“ ,or etc.) to the drug substance release

tighten your drug product specifications for Total Impurities both for
' ‘_ d stab111ty based on observed results. Alternatlvely, justify the

- Sincerely yours,

N

Ao Vilayat A. Sayeed, Ph.D.
Director
Division of Chemistry 1l
Office of Generic Drugs
Center for Drug Evaluation and Research



UPSHER-SMITH LABORATORIES, INC.
6701 Evenstad Drive
Maple Grove, MN 55369
TELEPHONE: (763) 315-2000
FAX: (763) 315-2260

FAX

TO: Sarah Park

FAX: ' (301) 827-9274

FROM: Kimberly Oakins
Regulatory Affairs Specialist

DATE: May 13, 2005

RE: ~ ANDA76-781, ——  (Oxandrolone Tablets, USP) 2.5 mg

" Request for Agency’s concurrence on Proposed Acceptance Criteria for

Total Related Substances in the Drug Product in Response to Agency’s
April 14, 2005 Minor Deficiency Letter

NUMBER OF PAGES (lNCLUDING COVER PAGE): 2

Dear Ms. Park:

In a deficiency letter dated April 14, 2005, 'the Agency requested that the drug product
specification for Total Impurities for both release and stability be tightened. The deficiency

letter specifically states:

Tighten your drug product spéciﬁcaﬁons for Total Impurities both for release and
stability based on observed results. Alternatively, justify the acceptance criteria by
comparison with reference-listed drug. '

Currently, the proposed specification is - Provided on the following page is a justification
for revising the specification from __ to " =~

Upsher-Smith is requesting the Agency's concurrence with the proposed drug product Total
Impurity specification of ‘=== If the Agency disagrees with this proposal, we are requesting a
teleconference at your earliest convenience to discuss the topic further. '

If you have any questions or concerns, please feel free to contact me at (763) ™

Best regards,

Somitoy CoMarns |

Kimberly C. Oakins
Regulatory Affair Specialist

The pages in this facsimile are for the sole use of the individual and entity to whom they are addressed. They may contain
information that is privileged, confidential and exempt from disclosure under applicable law, If you are not the intended recipient or
the employee or agent responsible for delivering this transmission to the intended recipient, be aware that any disclosure, duplicatior,
distribution, review or use of the contents of this transmission are strictly prohibited. If you have received this transmission in error,
please notify this firm immediately by collect call so that we may retrieve this transmission or have it destroyed.



Upsher-Smith Laboratories, Inc.
s> (Oxandrolone Tablets, USP) 2.5 mg
: May 13,2005

Justifieation for Proposed Drug Product Total Impurity Speciﬁcatidn

Data from the biolot and ongoing stability studies were reviewed to determine
appropriate revised specifications for total (specified and unspecified) impurities in the
drug product. Data has been obtained through thr. " stability interval in all four
packaging configurations (5-count bottle, 100-count bottle, 1000-count bottle and unit
dose packaging).

Based on the 24-months of real time data collected in all packaging configurations,
Upsher-Smith proposes to revise the total (specified and unspecified) impurities from
NMT ——oto NMT — for finished product and stability. Although no significant
increase or adverse trending was observed, the data demonstrates a slight upward trend in
total impurities. The specification of ~— o was established taking into consideration

the following factors: Using e regression statistics, the 95% confidence band is e
at , for the 100-count bottle and approache- — for the other three (3)
packaging configurations. This is based on _—manufacturing lot packaged into four
configurations. It does not take into account manufacturing variability. In addition the
related substance test method has variability due to the poor aqueous solubility of the
drug substance and the difficult detection characteristics of the drug substance due to a
weak' —====____ The test method utilizes a detection wavelength of .=

nm.
Analysis at this low wavelength has the potential for random peak interferences. In
addition to the low wavelength, a sample concentration step is used for the method to
assure detection with appropriate limits. The method validation precision studies. which -
included spiking oxandrolone into placebo a—— , resulted in an RSD of = _. Thisin
itself could contribute to === variation in total related substance results.

In conclusion due to the limited amount of data (i.e., — manufacturing lot) upon which
the specification is based and the difficult nature of the test method 7 —— limit
represents a reasonable total related substance specification to establish at this time.



~ UPSHER-SMITH

’ -- -Pl?af,at'livzm:’eu,z.‘icals Since 19]9 '

ORIG AMENDMENT
N TR
Y4

May 21, 2005

FEDERAL EXPRESS . Chemistry Unsolicited
| - Amendment

Mr. Gary Buehler

Director, Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room

Metro Park North I _

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 76-761; __ e~ [(Oxandrolone Tablets, USP) 2.5 mg
UNSOLICITED AMENDMENT Providing Data in Support of a Proposed
Revision to the Drug Product Total Related Compound Acceptance Criteria

“in response to the Agency s April 14, 2005 Minor Deficiency Letter

Dear Mr. Buehler:

Reference is made to the UpsherQSmith Laboratories, Inc. (Upsher-Smith) pending
ANDA 76-761 for the above referenced product.

Reference is made to the April 14, 2005 Minor Deficiency Letter requesting that the drug
product total related compound specification for release and stability be tightened based
on observed results. :

Reference is also made to the May 13, 2005 facs1m1le submitted to the Agency providing
justification for a proposed drug product total related compound specification ofe" . A
copy of the May 13, 2005 facsimile is provided in Attachment 1.

On May 18, Upsher-Smith received phone call from Mike Darj, Chemist, requesting that
we provide data in support of the proposed drug product total related compound
specification of ===, Provided in Attachment 2 is * =e="""" stability data obtained
from all 4 package configurations (5-count bottle, 100-count bottle, 1000-count bottle and
100-count unit dose package). Provided in Attachment 3 is a SLIM regressj rLstathtlcs N

UPSHER-SMITH LABORATORIES, INC. QJ =g
6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026 @ 9ANF
CORPORATE 763-315-2000 EAX 763-315-2001 MAY 2 3 2003

SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244

www.upsher-smith.com , . (}G a / C @ E R

Excellence Through Innovation



Upsher-Smith Labofatories, Inc.
ANDA 76-761
"o (Oxandrolone Tablets, USP) 2.5 mg

report using the 95% confidence interval which supports the proposed specification of

Upsher-Smith is requesting the Agency’s concurrence with the proposed drug 'product
total related compound specification of _— If the Agency disagrees with this proposal,
Upsher-Smith is requesting a teleconference as soon as possible to discuss the topic
further.

- We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430 be released without Upsher-Smith’s written consent to an authorized member of
the Office of Generic Drugs. ' o

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our file.

As required per 21 CFR 3 14.96(b), Upsher-Smith hereby certifies that a field copy of this
amendment, dated May 21, 2005, has been submitted to the Minneapolis District Office
for their review. This third (field) copy is a “true” copy of this amendment.

If there are any questions or comments regarding this amendment, please contact me at
(763) ———— '

Sincerely,

UPSHER-SMITH LABORATORIES, INC.
Wm@ﬁ C 0oy

Kimberly C. Oakins
Regulatory Affairs Specialist

Enclosures



- UPSHER-SMITH

Pharmaceuticals Since 1919

| ’ ORIG AENDMENT
Tune 6, 2005 | | - | N W‘N\

FEDERAL EXPRESS W b\\ A

5f

Mr,.Gary.Buehler o _ | MINOR

Acting Director, Office of Generic Drugs

Center for Drug Eval_ue_ltion .and Research : | CHEMISTRY '-
Food and Drug Administration - | AMENDMENT

Document Control Room
Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 76-761; M (Oxandrolone Tablets, USP) 2.5 mg
'MINOR CHEMISTRY AMENDMENT responding to the Agency’s April 14, 2005
Chemistry Deficiency Letter '

Dear Mr. Buehler:

Reference is made to the Upsher-Smith Laboratories, Inc. (Upsher-Smlth) pending
ANDA 76-761 for the above referenced product.

Reference is also made to the Agency’s April 14, 2005 MINOR Chemistry Deficiency
Letter. A copy of the MINOR deficiency Letter is provided in Attachment 1.

Reference is also made to facsimiles submitted to the Agency on May 13, 2005
(Attachment 2) and May 21, 2005 (cover letter provided in Attachment 3).

This amendment is submitted herewith to the above referenced ANDA to address the
Chemistry comments noted. This amendment has been  designated as a MINOR
AMENDMENT. The following deficiency items, shown in bold print, have been
addressed in the order presented in the deficiency letter.

RECEIVED

v )
UPSHER-SMITH LABORATORIES, INC. JUN @ 7 2005
6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026 ! Do PR
CORPORATE 763-315-2000 FAX 763-315-2001 QGD / E ki‘”h

SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244
www.upsher-simith.com

Excellence Through Innovation



Upsher-Smith Laboratories, Inc.
‘ ANDA 76-761
e~— ! (Oxandrolone Tablets, USP) 2.5 mg

Chemistry Deficiencies: : .

1. The Drug Master File (DMF) ' _ _.. for Oxandrolone, USP remains
deficient. The deficiencies have been transmitted to the DMF holder. Please
do not respond to this deficiency letter until you have received notification
from the DMF holder that the deficiencies have been addressed.

In response to a deficiency letter dated Aprll 14,2005  «w
submitted an amendment to DMF # ___.. for Oxandrolone, USP on May 23,
2005. A copy of the cover letter is prov1ded in Attachment 4.

2. Please demonstrate that Oxandrolone drug substance will not convert to
other . _ .o forms upon long-term storage Also, we recommend
-addition of a _ﬂw“““m test (e.g., ' ™=====  or etc.) to the drug
substance release and stability for every batch. Please consult with your
drug substance manufacturer.

Please referto  w. ,Mmﬂwainendment to DMF # -~ submitted to the Agency
on May 23, 2005 for discussion regarding demonstra’uon that the Oxandrolone
drug substance will not convert to other mepewnsrs forms upon long-term

STOTAQE,  rome sy s AT has 1ncorporated a e test
=== 1o the drug substance release and stability testing for every t batch. In
addition, Pharmaceutics International Inc. (PIT) has incorporated a ~ fest to

the drug substance release testing of every batch. PII Will use an " scan of
the drug substance lot used in the biolot provided by = w==~-=_ as the reference
scan. Methodology and acceptance criteria utilized by both and PII is
consistent with USP/NF <941>  =meseitnuens A copy of the revised PII drug
substance release specification is provided in Attachment 5.

As a result of the addition of ==—_ testing for the drug substance, = ==

s is being added as an analytical testing site to perform ===
testing for the drug substance only. = =" mceae is located at the
following address:

~ e

_ o
Telephone ! <= '

The FDA registration number for i e Aletter
providing GMP and debarment certification is prov1ded in Attachment 6.



Upsher-Smith Laboratories, Inc.
ANDA 76-761
w1 (Oxandrolone Tablets, USP) 2.5 mg

3. Please tighten your drug product specification for Total Impurities both for
release and stability based on observed results, Alternatively, justify the
acceptance criteria by comparison with the reference listed drug. '

In the original ANDA, Upsher-Smith proposed a Total Impurity (Degradation
Product) specification of _..— In the November 20, 2003 deficiency letter, the
Agency requested that the Total Impurities (Degradation Products) specification
for both release and stability be lowered. In our April 16, 2004 response, Upsher-
Smith proposed @ .- Iotal Impurity (Degradation Products) acceptance
criterion, based on the limited data available at the time.

In the April 14, 2004 deficiency letter, the Agency again requested that the Total
Impurity (Degradation Products) specification for both. release and stability be
lowered. On May 13, 2005, Upsher-Smith submitted a meeting request
(Attachment 2) to discuss the Total Impurity (Degradation Products) acceptance
criteria, proposing a --— limit. On May 18, 2005, Mike Darj, Chemist FDA,
requested ©  — stability data and a . regression statistics report. An
amendment was submitted on May 21, 2005, providing the requested data. (A
copy of the cover letter is provided in Attachment 3.) On May 26, 2005, Sarah
‘Park, Project Manager FDA, stated that the Agency would not grant our meeting
request due to the amount of data provided. She indicated the Agency would
review the data provided to support the proposed specification as part of our
official deficiency response.

Subsequently, Upsher-Smith has re-reviewed the available data, and is proposing
a —Total Impurity (Degradation Products) acceptance criterion for drug
product release and stability. Provided in Attachment 7 is a revised justification

. for the proposed specification, ‘ «.....— stability data, and a copy of the e
regression statistics report in support of the proposed acceptance criterion of ~ -

Copies of the revised PII finished product release specification, PII finished
product stability specification, and the Upsher-Smith finished product release
specifications (one per packaging configuration) are provided in Attachment 8.
Please note that, consistent with Mike Darj’s May 18, 2005 request, terminology
has been changed from “related compounds” to “degradation products.”

If the Agency does not concur with the proposed acceptance criterion of = =
Upsher-Smith is requesting a teleconference with the Agency to discuss and
resolve this issue and avoid another subsequent deficiency, further delaying
approval and patient access to quality, low-cost generic alternatives to the
innovator product.

We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR



Upsher-Smith»Laboratories, Inc.
ANDA 76-761
mammsmess (Oxandrolone Tablets, USP) 2.5 mg

314.430 be released without Upsher-Smith’s written consent to an authorized member of
the Office of Generic Drugs. '

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our file.

As required per 21 CFR 314.96(b), Upsher-Smith hereby certifies that a field copy of this
amendment, dated June 6, 2005, has been submitted to the Minneapolis District Office
for their review. This third (field) copy is a “true” copy of this amendment. -

If there are any questions or comments regarding this amendment, please contact me at
(763) oo

Sincerely,

UPSHER-SMITH LABORATORIES, INC.
| o\/,vmmaa C .Oclns

Kimberly C. Oakins
Regulatory Affairs Specialist

Enclosures



UPSHER-SMITH LABORATORIES, INC.
6701 Evenstad Drive
Maple Grove, MN 55368
TELEPHONE: (763) 315-2000
FAX: (763) 315-2260

FAX

TO: Jeanne Skanchy

FAX: - {301) 827-9274

FROM: Kimberly Oakins
Regulatory Affairs Specialist

DATE: September 14, 2006

RE: - ANDA 76-761, Oxandrolone Tablets, USP 2.5 mg
AMENDMENT rasponding to the Agency’s request for post-
approval commitment to submit changes in compliance with
use

NUMBER OF PAGES (INCLUDING COVER PAGE): 7 ‘ )

Dear Ms. Skanchy:

Per your request on September 14, 2008, please find 2 faxed copy of the amendment
submitted to the Agency for the above reference application, ANDA 76-761, Oxandrolone
Tablets, USP 2.5 mq. :

If you have any questions of comments regarding this submission, please contact me at (763)

t———

Best regards,
(VI : 0
OZL:V;/} L’X’A% C Cm*wvv:‘

Kimberly Oakins :
Regulatory Affair Specialist

The pages in this 2csirpjle sre for the sole use of the individual and entity 16 whom they are addrzssed. They muy contam

information shat is priviicged, confideaial and sxempt from disclosure under applicable law. I you are pot the intended recipient or
the erapiayee or agent respensible for delivering shis imsmission to the intended recipient, be aware that apy disclosime, duplicaton
distribution, review or use of the contents of this transtnission are strictly prohibited. [ you have received this transmission in srtor,

piease notify this firm immediately by collcct call so that we may retrizve this ransmisgion or have it destroyed.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Agproved: OMB Ho. 0970-0358
£00D AND DRUS ADMINISTRATION Expiration Date: Avgust 31, 2008
' See CMB Statement cn page 2.
 APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, oo ony
N
OR AN ANTIBIOTIC DRUG FOR HUMAN USE S
(Title 21, Code of Federal Regulations, Farts 314 & 607) o
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Upsher-Smith Laboratories, Inc 9/16/06
TELEPHONE NO. {Inciuce Area Cade) FACSIVILE {FAX] Mumber (Include Arsa Code)
763-315-2000 _ : 1 763-258-3578 v
APSLICANT ADDRESS {Numbar, Sireet, Gity, State, Couniry, ZiP Coda or Mai AUTHORIZED U.S. AGENT NAME & ADDRESS (Numnber, Strest, Cily, State,
Code, and .S License number Jf previously issued): ‘ ZiP Code, telsphone & FAX numtber} IF APPLICARLE
6701 Evenstad Drive N/A
Maple Grove, MN 55369
PRODUCT DESCRIPTION
N DRUG OR ANTIBIOTIC APPLICATION NUMSER, OR BICLOGICS LICENSE APPLICATION NUMBER (if previously issued) 76-761
ESTABLISHED NAME (8.9, Froper 1ame, USFAUSAN nama) PROPRIETARY NAME (trsde name) IF ANY
Oxandrolone Tablets, USP B
CHEMICAL/SIOCHEMICALBLOCD FPRODUCT NAME (it any) CODE NAME (If any)
Oxandrolone YA
OOSAGE FORM: . STRENGTHS: RGUTE GF ADMINISTRATION:
Impmediate-Telease Tablet 2.5mg Oral
(PROPOSED] INDICATION{S) FOR USE: ‘
' Adjunctive therapy to promote weight gain
APPLICATION DESCRIPTION o .o . L e e e NG §
AFBLICATICN TYPE _
{chack onej I NEW DRUG APPLICATION {CDA, 21 CFR 314.50) 5] ABBREVIATED NEW DRUG APPLICATION {ANDA, 21 CFR 314.9¢]
’ 1 SICLOGICS LICENSE APPLICATION BLA, 21 CFR Part B01) ’
[F AN NDA, IDENTIFY THE APPROPRIATE TYPE 1505 (d)t) {1 505 ()(2) ,
[E AN ANDA, OR 505D} 2) DENTIFY THE REFERENCE LISTED BRUG PRODULCT THAT IS THE EASIS FOR THE IUBMISSION ]
NMame of Drug Oxandrm@ Tablets Heidar of Approved Application Savient Pha.nnaceuﬁcais
TYPE OF SUBMISSION (chsck ane) 17 CRIGINAL ARPFLICATION [ AMENOMENT TO APENDING APPLICATION . [J RESUBMISSION,
[ FRESUBMISSICN [ ANNUAL REPORT (] SSTAALISHMENT DESCRIFTICN SUPPLEMENT {1 EFFICACY SUPPLEMENT
[ LABEUNG SUPPLEMENT 1 CHEMISTRY MANUFACTURING AND SONTROLS SUPPLEMENT [} OT™HER :
1 iF A SUBMISSION GF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TG PARTIAL SUBMISSION:
|E A SUPPLEMENT, IDENTIFY THE APPROPRIATE CA‘-'.‘EGOR‘{ Dcee 73 088-30 ] erior Approval (PA)
REASON EOR SUBMISSION )
Amendment regarding post-approval commatment to subrmit chanees in compliance with USP
BROPCSED MARKETING STATUS {check ong) R PRESCRIPTICN FRODUCT (R ' [ OVER THE COUNTER PRODUCT OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION S B PAPER [ PAPER AND ELECTRONIC {3 SELECTRONIC
ESTARLISHMENT INFORMATION (Full sstabllshment Information should be provided In the body of the Applcation.)
Pravide locations of 2il manufaauing, nackaging and control sites {or drug sutstance and drug product {continuation sheats may be used if necessary). inciude nama,
address, sortact, teieghona number, ragisration number {CFM), DME number. snd manufacturing steps 3ne/sr type of testing {e.3. Final dossge form. Stagitity tesding)
senducted at the she. Please indicsts whethet the site js ready for ingpextion of, if nol, whan it will ba ready.
Refer to ANDA
oross References (ist refated Licenso Applications, INDs, NDAs, PMAs, 51 0(k}s, IDEs, BMFs, and DMFs referanced In the current application)
" Refer o ANDA
FANSELES Y LO - A

FORM FDA 356h (4/62) PAGE 1 OF #

A A
S
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o

is application contains the Tollowing items: (Check all that apply)

1. index

2: Labeling (check one} 71 Drah Labeling ] Final Printed Labeling

3, Summary {21 CFR 314,50 {g))

4. Chemistry section

A, Chemisiry, manufacturing, ahd controis information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)

5. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 {a)) (Submit only upon FDA's request)

C. Methods \}aﬁda(jon package {e.g,, 21 CFR 314.50{)2)()); 21 CFR §01.2)

[s]]

Nonciinical pharmacology and toxicology section {e.g., 21 CFR $14,50(d)(2); 21 CFR 501.2)

. Human pharmacckinetics and bicavailability section (e.g., 21 CFR 314.50(d)23); 21 CER 601.2)
. Ciinical Microbiclogy (e.g., 21 CFR 314.50(d)4) ' ‘

[S-30 B I s 1]

. Clinical data section (e.g., 21 CFR 314.30(d){6); 21 CFR €01.2)

9. Safety updale report (6.9, 21 CFR 314.50(d)(S)vi)(b): 21 CFR 801.2)

. Statistical section {e.g., 21 CFR 314.50(d){8); 21 CFR 801.2}

11. Case report tabulations (2.g.. 21 CFR 314.50(f)(1); 21 CFR €01.2)

42. Case repor forms (e.g., 21 CFR 314,50 ()(2); 21 CFR 801.2)

13, Patent information on any patant which slaims the drug (21 U.8.C. 358(b) or (c))

14. A patent cerfification with respect to any patent which daims the drug (21 U.S.C. 355 (1)(2) or (H(2)A))

15, Establishment desaription (21 CFR Part 609, if applicable}

16. Debarment-certification (FD&C Act 306 (k)(1)) ' _ L
17. Field copy certificalion (21 CFR 314.50 ()(3))

a

18. UserFee Cover Sheet (Form FDA 3397) T
- .

_ Financiai Informafion (21 CFR Part 53)

DD[HE]]DDD[]DDDC]C]DE}D[JTEEE]E]EI

20. OTHER (Specify)
CERTIFICATION '

! agree to update this application with now safely information about the product that may reasonably affect the statement of vonwaindlcations,
wamings., precautions, or agverss reactions in the draft izbeling. | agree to submit safety update reports as provided for by regulation of as .
raquested by FDA. If this application is approved, | agree to comply with all applicatle laws and ragulaticos that apply to approved applications. . -
ihcluding, butnotlimited 15 the following: 7~ . ‘ T ’ ’ T : T P
¥ Goeod mandfacluting prectice reguiations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or £20. oo
Bioiegical establishment standards in 21 CFR Part 800. S
{ abeling regulations in 21 CFR Parts 201, 6C8, £10, 880, and/or 809. : Com
in the case of & prescription drug or biclogical product prasoription drug adverfising regulations in 21 CFR Part 202. e o
Regulations oh making changes in applicaton in FD&C Act secion 5084, 21 CFR 314.71, 314.72, 314.97, 314.98, and 801.12. :
. Reguiationg on Reports in 21 CFR 314.80, 314.81, 800.80, and 500.81. ’
i . Local, state and Federal environmentzl impact laws. i
if this application applies to'a drug preduct that FUA has proposed for ssheduling under the Controlled Substances Act, | agree not {o market tha’”
sroduct untl the Drug Enforcement Administraion makes a final scheduling cedision. )
“The data and information in this submission have been reviewed znd, 1o the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a crirminal offense, U.3, Code, title 18, section 1001,

N B

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
Ninnle Gu C defing Kimberly C. Oakins | 9/14/06
ADDRESS {Strast, Ciy/Stste, and ZIP Code) Telepnane Number
701 Evenstad Drive, Maple Grove, MN 35369 _ { 763 ) 315-2000

Public reporting burden for this coflection of information is estimated o average 24 hours per response, including the fime for reviewing
instructions. searching existing data scurces, gathering and meintaining the data needed, and completing and reviewing the collection gf information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden fo!

Departnent of Heaith and Human Sarvices

Food and Drug Adminisiration £ inis i
C%_O;?; L,:UDTQ%A rinistreton f;%?;;;dpgf}jf\”"‘ nistration An sgency may net conduct or sponsar, and 3 persen is
1401 Rockville Pike 12229 WHKNS Avanue not required to respond lo, a coliaction of irformation
Rrysovile, MO 20852-1448 Rockvifle, MD 20352 uniess it displays @ currently valid OMB conirol number.
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- :Rockville, MD 20855-2773

September 14, 2006

FEDERAL EXPRESS/FACSIMILE
: AMENDMENT
IN RESPONSE
‘ TO FDA
Mz, Gary Buehler REQUEST

Director, Office of Generic Drugs

Center for Drug Evaluation and Research
Food z2nd Drug Administration
Document Control Room

Metro Park North IT -

7500 Standish Place, Room 150

'RE:  ANDA 76-761; Oxandrolone Tablets, USP, 2.5 mg

AMENDMENT responding to the Agency’s request for post-approval
_commitment to submit changes in compliance with USP

) Dear Mr Euehler:

-

Reference is made to the Upsher-Smith Laborateries, Inc. (Upsher-Smith) pending

- ANDA ’,_'76_—76'1 for the above referenced product.

" psher-Smith Laboratories, Inc, acknowledges that any changes made-to the USP
-, menograph for the above reference product will be submitted to the application post-~

. Specifically, Upsher-Smith I aboratories, Inc. commits to submitting a revised drug

substance specification for Oxandrolons, USP via an Annual Report post-approval to
incorporate the assay specification of 98.0-102.0%, published in USP 24, Supplement 2.

We request that information related to this application be treated 2s confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430, be released without our written consent to an authorized member of the Office

of Generic Drugs.

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our fije.
UPSHER-SMITH LABORATORIES, INC.
$701 EVENSTAD DIIVE, MAPLE GROVE. MR USA 35369-802¢
CORFORSTE 762-315-2000 FAX 765-313-2001
SArES & DISTRIBUTION 18003542299 SAlES EaX 765-313-2244
wwvaupshersmidi.com
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Pursuant to 21 CFR 314.96(b), we hereby certify that a field copy of this application has
been submitted to the Minneapolis District Office for their review. Upsher-Smith
certifies the field copy is a complete and true copy of the technical information provided
in this application. '

If you have any questions or comments regarding this submission, please contact me at
(763) e

Sincerely, -
UPSHER-SMITH LABORATORIES, INC.

Kimbery C. Oakins
Regulatory Affairs Specialist

Enclosures

]
UdY



September 14, 2006

. CERTIFIED MAIL/RETURN RECEIPT REQUESTED

W. Charles Becoat

Director

Minneapolis District Office
Food and Drug Administration
212 3™ Avenue South
Minneapolis, MN 55401-1912

RE: ANDA 76-761; Oxandrolone Tablets, USP, 25 mg
AMENDMENT respondmg to the Agency’s request for post-approval
_commitment to submit changes in compliance with USP

Dear Mz, Becoat:

As tequired per 21 CFR 314.94(d)(5), please find enclosed the District FDA copy of
this Amendment, dated September 14, 2006, for the above referenced drug product

If vou have any questions or comments regarding this submission, please contact me at

Sincerely,

UPSHER-SMITH LABORATORIES, INC.

Q&W),ek@j (- 0ahiino

Kimberly C. Oakins
Regulatory Affairs Specialist

Enclosures
UPSHER-SMITH LABORATORIES, INC.
701 EVENSTAD DRIVE. MAPLE GROVE, MN USa 535695028
CORPORATE 763-3315-2000 FaX 763-315-200%
SALES & DISTRISUTION 1.300-854-2299 $a1ZS FAX 763-335-22#4
arorw upshersmidicom
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November 16, 2006

VIA FEDERAL EXPRESS/FACSIMILE

Mr. Gary Buehler T '
; ) elephone Amendment
Director, Otfice of Generic Drugs P

Center for Drug Evaluation and Research :
Food and Drug Administration CMC and Labeling
Document Control Room
Metro Park North 11

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA 76-761; Oxandrolone Tablets, USP, 2.5 me
Amendment responding to Agency’s telephone deficiency received November 16

Dear Mrt. Buehler:

Reference 1s made to Upsher-Smith Laboratories, Inc. (Upsher-Smith) pending ANDA 76-
761 for the above reference product. Reference is also made to the telephone deficiency
communication received from Jeanne Skanchy on November 16, 2006.

The USP monograph for Oxandrolone was revised and published in USP29/NF24
Supplement 2, effective August 1, 2006. The assay acceptance criteria were revised 1o 9%.0-
102.0%. Although previous concurrence was obtained to implement this change post-
approval, the Agency requested that we implement this USP change prior to approval. In
addition, the assay determination by titration was removed from the monograph. Provided in
Artachment 1 contains a rsvised specification for Oxandrolone, USP which incorporates
these changes to the assay specification to be consistent with the USP monograph.

The USP assay test method was also revised in Supplement 2 for Oxandrolone.
- , the manufacturer of oxandrclons, performed 2 comparison of the USP
HPLC method versus the currently propesed HPLC test method SOF T231 (same as PIT test
T\{ 04-0168). The methods were found to be equivalent. A copy of e
" e Validation Test Report TPRS is provided in Aftachment 2. Lp:he*—Smidl
proposes 10 maintain TM-04-0168 as an altemate regulatory analytical test method. Upsher-
Smiuth acknowledges that USP methods are the regulatory metboda and in case of any
dispute, USP methods should be used.

UPSHER-SMITH LABORATORIES, INC.
3701 EVENSTAD DRIVE, MAPLE GROVE, MN USa 55369-5026
TORFOPATE 7€3-315.2000 FAX 763-315-2001
SALES & DISTRIBUTION 1-800-854-2209 SalBS PaX 763-335-2044
e, upsherstmith. com

Srcellence Through innovarion
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ANDA 76-761 Oxandrolone Tablet, USP 2.5 mg
Telephone Amendment
November 16, 2006

Additionally, the Agency requested that Upsher-Smith revise the package insert to remove
reference to v , which will not be official until Upsher-Smith receives
FDA approval. The package insert has been revised to state “USP Dissolution Test
Pending”. Final printed labeling for the package insert is provided electronically on a virus-
free CD immediately following this cover letter. The software used to determine that the disc
1s virus-iree was Symantec AntiVirus, Program Version 10.0.2.2020, Scan Engine 61.3.0.18,
Virus Definition File Version 11/15/2006 rev, 18, A courtesy hard copy of the package
insert is provided in Attachment 3.

We request that mformation related to this application be treated as confidential within the

" meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR 314.430,

be released without our written consent to an authorized member of the Office of Genpenie
Drugs.

This amendment is being submitted in duplicate as an archival and a review copy for
Incorporation info our file,

Pursuant to 21 CFR 314.96(b), we hereby certify thet a field copy of this amendment has
been submitted to the Minneapolis District Office for their review. Upsher-Smith certifies
the field copy is a complete and true copy of the technical information provided in this
application.

If you have any questions or comments regarding this submission, please contact Kim QOakins
at (763) ‘

Sincercly,
UPSHER-SMITH LARORATORIES, INC.

Tanya Carone, RAC
Associate Manager, New Product Regulatory Affairs

Attachments



ORIG AMENDMENT

October 10, 2006 A - v A
FEDERAL EXPRESS  GRATUITOUS

\ AMENDMENT
Mr. Gary Buchler

Director, Office of Generic Drugs
Center for Drug Evaluation and Research

Food and Drug Administration R : =y
Document Control Room EC;VED
Metro Park North II _ OCT 1120086
7500 Standish Place, Room 150 GGD / CDER

Rockville, MD 20855

RE: ANDA 76-761; Oxandrolone Tablets, USP 2.5 mg
GRATUITOUS AMENDMENT to remove the proprietary name

——

Dear Mr. Buehler:

Reference is made to the Upsher-Smith Laboratories, Inc. (Upsher-Smith) pending

ANDA 76-761 for the above referenced product.

Upsher-Smith is hereby requesting the removal of * === " as the proprietary name
for the above referenced product.

We request that all information related to this application be treated as confidential within
the meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR
314.430 be released without Upsher-Smith’s written consent to an authorized member of
the Office of Generic Drugs.

This amendment is being submitted in duplicate as an archival and a review copy, for
incorporation into our file.




Upsher-Smith Laboratories, Inic.
ANDA 76-761
Oxandrolone Tablets, USP 2.5 mg

If there are any questions or comments regarding this amendment, please contact me at
(763) e—— : '

Sincerely,

UPSHER-SMITH LABORATORIES, INC.
) (
Q% /\,4;}‘!;12@&7}3 Cﬁ (ﬁ//‘Q/b-'\/\ﬂ

Kimberly C. Oakins
Regulatory Affairs Specialist



ORIGINAL

FEDERAL EXPRESS

November 8, 2006

Mr. Gary Buehler, R.Ph.

Director, Office of Generic Drugs Amendment to Pending
Center for Drug Evaluation and Research ANDA

Food and Drug Administration _
Mefro Park North II; Room 150 ORIG AMENDMENT
7500 Standish Place | M/A fa

Rockville, MD 20855

RE: ANDA 76-761 Oxandrolone Tablets, USP 2.5 mg
Amendment to Pending ANDA — Final Printed Labeling

Dear Mr. Buehler:

Reference is made to the Upsher-Smith Laboratories, Inc. (Upsher-Smith) pending ANDA 76-
761 for the above referenced product.

The package insert has been revised to incorporate changes provided in a labeling template sent
" to Upsher-Smith from FDA via email on November 3, 2006. A copy of the November 3, 2006
email is provided in Attachment 1. '

A side-by-side comparison of the previously submitted labeling (revision 0204) for Oxandrolone
Tablets, USP 2.5 mg with the revised labeling (revision 0906) is provided with all d1fforences
annotated and explained. (Attachment 2).

In addition to the changes made to the package insert, the proprietary name was also removed .
from all of the labeling components. A Gratuitous Amendment was submitted to the Agency on
October 10, 2006, indicating the removal of the proprictary name “ === Final printed
labeling for all components are provided both electronically on a CD located immediately
following the cover letter and in courtesy paper copies (Attachment 3).

RECEIVED

NOY @ 9 2008
oGl LOER

Y ?QHER SMY I H LABOR:\TORII: S, INC

Excellence Through bimovation



ANDA 76-761 , : November 8, 2006
Oxandrolone Tablets;, USP 2.5 mg ’
Amendment fo Pending ANDA ‘
The following items are provided in support of this Amendment:
* A copy of the labeling template sent from FDA to USL on November 3, 2006
(Attachment 1).

* A side-by-side comparison of the previously submitted package insert (revision 0204) for
Oxandrolone Tablets, USP 2.5 mg with the revised package insert (revision 0906) is
provided with all differences annotated and explained. (Attachment 2).

» Final printed labeling for Oxandrolone Tablets, USP, 2.5 mg. These labeling components
are provided electronically on a virus-free CD, consuming approximately 600 KB of
storage space. The software used to determine that the disc is virus-free was Symantec
AntiVirus, Program Version 10.0.2.2020, Scan Engine 61.3.0.18, Virus Definition File
Version 11/7/2006 rev. 19. The following files are contained on the CD:

Label Description File name :
100 c.ount unit dose carton 2.5mgudcartdn.pdf

5 count bottle 2.5gmg5bottle.pdf
100 count bottle 2.5mgl00bottle.pdf
1000 count bottle 2.5mg1000bottle.pdf
Unit Dose Blister 2.5mgblister.pdf
Package Insert. pi.pdf

The CD is provided in a protective sleeve immediately following this cover letter. A
courtesy paper copy of the final printed labeling is provided in Attachment 3.

We request that information related to this application be treated as confidential within the
meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR 314.430, be
released without our written consent to an authorized member of the Office of Generic Drugs.

This amendment is being submitted in duplicate as an archival and a review copy, for
ncorporation into our file

If there are any questions regarding the information provided in this submission, please contact
me at (763) e

Sincerely,

UPSHER-SMITH LABORATORIES, INC.
‘ ) 1 2 Ia .
V A Doty COsfAAA7
Y C(f\)bi(j 2’" L
Kimberly C. Oakins

Associate Manager Marketed Products Regulatory Affairs

attachments



| UPSHER-SMITH

November 29, 2006

VIA FEDERAL EXPRESS/FACSIMILE

Mr. Gary Buehler . Amendment to Pending
Director, Office of Generic Drugs » ANDA
Center for Drug Evaluation and Research

Food and Drug Administration
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA 76-761; Oxandrolone Téblets, USP, 2.5 ing i
Amendment responding to Agency’s telephone fax received November 29, 2006

Dear Mr. Buehler:

Reference is made to Upsher-Smith Laboratories, Inc. (Upsher-Smith) pending ANDA 76-
761 for the above reference product.

The package insert has been revised to incorporate changes provided from the labeling
deficiency sent to Upsher-Smith from FDA via telephone fax on November 29, 2006. A
copy of the telephone fax is provided in Attachment 1.

A side-by-side comparison of the previously submitted labeling (revision 1106) for
Oxandrolone Tablets, USP 2.5 mg with the revised labeling (revision 1106A) is provided
with the differences annotated and explained in Attachement 2.

Final printed labeling for the package insert is provided electronically on a virus-free CD
immediately following this cover letter and in courtesy paper copies. The software used to
determine that the disc is virus-free was Symantec AntiVirus, Program Version 10.0.2.2020,
Scan Engine 61.3.0.18, Virus Definition File Version 11/28/2006 rev. 18. A courtesy hard
copy of the package insert is provided in Attachment 3 :

We request that information related to this application be treated as confidential within the
meaning of 21 CFR 314.430, and that no information, except as provided in 21 CFR 314.430,
be released without our written consent to an authorized member of the Office of Generic
Drugs.

UPSHER-SMITH LABORATORIES, INC.

6701 EVENSTAD DRIVE, MAPLE GROVE, MN USA 55369-6026
CORPORATE 763-315-2000 FAX 763-315-2001
SALES & DISTRIBUTION 1-800-654-2299 SALES FAX 763-315-2244
www upsher-smith.com

Excellence Through Innovation



ANDA 76-761
Oxandrolone Tablet, USP 2.5 mg November 29, 2006
Amendment to Pending ANDA

This amendment is being submitted in duplicate as an archival and a review copy for
incorporation into our file.

If you have any questions or comments regarding this submission, please contact me at (763)

v—-~

Sincerely,
UPSHER-SMITH LABORATORIES, INC.

Kimberly C. Oakins _
Associate Manager, Marketed Products Regulatory Affairs

Attachments



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0810-0338
FOOD AND DRUG ADMINISTRATION Expiration Date: September 30, 2008

See OMB Slatement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,

FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE

(Title 21, Code of Federal Regulations, Parts 314 & 601) APPLICATION NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

Upsher-Smith Laboratories, Inc. 11/29/06

TELEPHONE NO. (Include Area Code)} FACSIMILE (FAX) Number (Include Area Code)

763-315-2000 763-258-5578

APPLICANT ADDRESS (Number, Street, Cily, State, Country, ZIP Code or Mail AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, Cily, State,
Code, and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

6701 Evenstad Drive
Maple Grove, MN 55369

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 76-761

ESTABLISHED NAME (e.g., Proper name, USP/USAN name} PROPRIETARY NAME (trade name) IF ANY

Oxandrolone Tablets, USP - NA

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (if any)
17-hydroxy-170-methyl-2-oxa-5a-androstan-3-one : NA ,
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Tablets 2.5mg Oral

(PROPOSED) INDICATION(S) FOR USE:

Adjunctive therapy to offset protein catabolism associated with prolonged administration of corticosteroids, and for relief of bone
ain frequently accompanying osteoporosis. '

APPLICATION DESCRIPTION

APPLICATION TYPE
{check one) 1 NEW DRUG APPLICATION (CDA, 21 CFR 314.50)  [® ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[ BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE (3505 (b)(1) 0 505 (b)(2)
TE AN ANDA, OR 505(b)(2), IDENTIEY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Nameof brug _ Oxandrin Tabletsr Holder of Approved Application _ Savient Pharmaceutical Inc.
TYPE OF SUBMISSION (check one)  [3 ORIGINAL APPLICATION [ AMENDMENT TO APENDING APPLICATION [1 RESUBMISSION
[ PRESUBMISSION L1 ANNUAL REPORT [J ESTABLISHMENT DESCRIPTION SUPPLEMENT [ EFFICACY SUPPLEMENT
[ LABELING SUPPLEMENT D GHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY ) []CBE [J CBE-30 [ Prior Approval (PA)

REASON FOR SUBMISSION
Providing final printed labeling per November 29, 2006 FDA telephone fax.

PROPOSED MARKETING STATUS (check one) X PRESCRIPTION PRODUCT (Rx) [J OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS [0 PAPER PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacluring, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Refer to ANDA

ross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

FORM FDA 356h (10/05) A PAGE 1 OF §



Refer to ANDA

This application contains the following items: (Check all that apply)

1. Index
2. Labeling (check one) [ Draft Labeling B4 Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4. Chemistry section
A. Chemistry, manufacturing, and comrols'information (e.g., 21 CFR 314.50(d)(1); 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1); 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)
5. Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)
6. Human pharmacokinetics and bicavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

. Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR 601.2)
. Safety update report (e.g., 21 CFR 314.50(d)5)(vi)(b); 21 ‘CFR 601.2)
10. Statistical section (e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)
11. Case report tabulations (e.g., 21 CFR 314.50(f)(1); 21 CFR'601.2)
12. Case report forms (e.g., 21 CFR 314.50 (f)(2); 21 CFR 601.2)
13. Patent information on any patent which claims the drug (21 U.S.C. 355(b) or (c))
14, A patent certification with respect to any patent which claims the drug (21 U.5.C. 355 (b)(2) or (I}2)(A))
15. Establishment description (21 CFR Part 800, if applicable)
16. Debarment certification (FD&C Act 306 (k)(1))
17. Field copy certification (21 CFR 314.50 (I)(3))
18. User Fee Cover Sheet (Form FDA 3397)
19. Financial Information (21 CFR Part 54)
20. OTHER (Specify)
CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft tabeling. 1 agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following:

1. Good manufacturing practice regulations in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.
Regulations on making changes in application in FD&C Act section 506A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulafions on Reporis in 21 CFR 314.80, 314.81, 600.80, and 600.81.
7. Local, state and Federal environmental impact laws. :
If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act, | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, fo the best of my knowledge are certified to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

O|0|0O|0|oio|a|o|0ooo| O o|Oo0| 000 0|0jx|0

NOURWN

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE:
g A ] o)ﬁfww Kimberly C. Oakins 11/29/06
' @A% C O ' Associate Manager, Marketed Products Regulatory
{ Affaris :
ADDRESS (Street, City, State, and ZIP Code) , Telephone Number
701 Evenstad Drive, Maple Grove, MN 55369 _ ( 763 ) 315-2000

Public reporting burden for this collection of information is estimated to average 24 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to: |

FORM FDA 356h (10/05) PAGE 20F 5






NOV. 29. 2006 12:39PM CDER/06D/10/MICRO

Telephone Fax

ANDA 76-761

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North IT
7500 Standish Place

Rockville, MD 20855-2773

301-827-0507

TO: Upsher Smith Laboratories TEL: " —
ATTN: Mark Robbins FAX: —

FROM: W Peter Rickman

This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for Oxandrolone Tablets, USP
Pages (including cover): __2 :

SPECIAL INSTRUCTIONS:

Labeling Comments

Per conversation, please see attached label with mark-ups.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM

DISCLOSURE UNDER APPLICABLE LAW.
freceived by someone other then the addresses or a person authorized 1o deliver this document to the addressee, you are hiereby notified that any disclosure,
dissemination, copying, or other actior to the content of this communication is not mithorized. If you have reocived this document in error, please immediazely

notify us by telephone and return jt to us by mail at ﬂ.lc gbove address.
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Oxandrelone Tablets, USP e

Rx only
DESCRIPTION
Oxandrolong Tabiets, USP contain 2.5 mg of the anabolic steroid oxandrolone. Oxandrolone is 17B-hydroxy-17a-
methyl-2-oxa-5c-androstan-3-one with the following structural formuta;
ol

Molecular Formula: CygHzq05 Molecular Weight 306.44
Inactive i i include anhy lactose, stearate, and p inized starch.
USP Dissolulion Test Pending.

CLINICAL PHARMAGOLOGY

Anabolic steroids are synthetic derivatives of testosterone. Certain clinical effects and adverse reactions
demonstrate the androgenic properties of this class ot drugs, Complete dit ion of anabalic and

effects has not been achieved. The actions of anabolic steroids are therefore similar to those of male sex
hormones with the possibility of causing serious disturbances of growth and sexual development if given to young
cl?ildren. Anabolic steroids suppress the gonadotropic functiens of the pituitary and may exert a direct effect upon
the testes.

During istration of anabelic release is inhibited through
inhibition of pituitary luteinizing hormone {LH). At large doses, is may be sup through
teedback inhibition of pituitary follicle-stimulating hormane (FSH).

Anabolic steroids have been reported to increase low-density lipoproteins and decrease high-density lipoproteins.
These levels revert to normal on discontinuation of treatment.

INDICATIONS AND USAGE

0xandrolone Tablets, USP are |nd|cated as adjunctive therapy to offset the protein catabolism associated with
and for the relief of the bone pain frequently accompanying
osteoporosis (see DDSAGE AND ADMINISTRATION).

DRUG ABUSE AND DEPENDENCE

under the Anabolic Steroids Control Act of 1990 and has been

assmned to Schedule n (non-narcotlc)

CONTRAINDICATIONS

1. Known or suspected carcinoma of the prostate or the malg breast.

. Carcinoma of the breast in females wilh hypercalcemia {androgenic anabalic steroids may stimulate osteolytic
bone resorption).

. Pregnancy, because of possible ion of the fetus. O: has been shown to cause
embryotoxicity, fetotoxicity, infertility, and masculinization of female animat offspring when given in doses 9
times the human dose.

. Nephraosis, the nephrotic phase of nephritis.

. Hypercalcemia.

WARNINGS

N

(2]

[LES

PELIOSIS HEPATIS, A CONDITION IN WHICH LIVER AND SOMETIMES SPLENIC TISSUE IS REPLACED WITH
BLOOD-FILLED CYSTS, HAS BEEN REPORTED IN PATIENTS RECEIVING ANDROGENIC ANABOLIC STEROID
THERAPY. THESE CYSTS ARE SOMETIMES PRESENT WITH MINIMAL HEPATIC DYSFUNCTION, BUT AT OTHER
TIMES THEY HAVE BEEN ASSOCIATED WITH LIVER FAILURE. THEY ARE OFTEN NOT RECOGNIZED UNTIL LIFE-
THREATENING LIVER FAILURE OR INTRA-ABDOMINAL HEMORRHAGE DEVELOPS. WITHDRAWAL OF DRUG
USUALLY RESULTS [N COMPLETE DISAPPEARANCE OF LESIONS.

LIVER CELL TUMORS ARE ALSQ REPORTED. MOST OFTEN THESE TUMORS ARE BENIGN AND ANDROGEN-
DEPENDENT, BUT FATAL MALIGNANT TUMORS HAVE BEEN REPORTED. WITHDRAWAL OF ORUG OFTEN
RESULTS IN REGRESSION OR CESSATION OF PROGRESSION OF THE TUMOR. HOWEVER, HEPATIC TUMORS
ASSOCIATED WITH ANDROGENS OR ANABOLIC STEROIDS ARE MUCH MORE VASGULAR THAN OTHER
HEPATIC TUMORS AND MAY BE SILENT UNTIL LIFE-THREATENING INTRA-ABDOMINAL HEMORRHAGE
DEVELOPS. BLOOD LIPID CHANGES THAT ARE KNOWN TO BE ASSOCIATED WITH INCREASED RISK OF
ATHEROSCLEROSIS ARE SEEN IN PATIENTS TREATED WITH ANDROGENS OR ANABOLIC STEROIDS. THESE
CHANGES INCLUDE DECREASED HIGH-DENSITY LIPGPROTEINS AND SOMETIMES INCREASED LOW-DENSITY
LIPOPROTEINS. THE CHANGES MAY BE VERY MARKED AND COULD HAVE A SERIOUS IMPACT ON THE RISK

OF ATHEROSCLEROS!S AND GORONARY ARTERY DISEASE.

Cholestatic hepatilis and jaundice may occur with 17-alpha-alkylated androgens at a refatively low dose. If cholestatic
hepatitis with jaundice appears or if liver function tests become abnormal, oxandrotone should be discontinued and the
etiology should be determined. Drug-induced jaundice is reversible when the medication i |s dlscontlnued

In patients with breast cancer, anabolic steroid therapy may cause ia by

Oxandrolone therapy should be discontinued if hypercalcemia occurs.

Edema with or without congestive heart failure may be a serious complication in patients with pre-existing cardiac,
renal, or hepatic disease. Concomitant administration of adrenal cortical steroid or ACTH may increase the edema.

In children, therapy may bone without produci y gain in linear
growth. This adverse effect results in compromised adult helght The younger the chlld the grealer the risk of
compromising final mature height. The effect on bone should be ing bone age of

the left wrist and hand every 6 months (see PRECAUTIONS, Laboratory Tests).

Geriatric patients treated with androgenic anabolic steroids may be at an increased risk for the development of
prostatic hyp phy and prosiatic

ANABOLIC STEROIDS HAVE NOT BEEN SHOWN TO ENHANCE ATHLETIC ABILITY.

PRECAUTIONS
Concurrent dosing of oxandmlnne and wartarin may result in n the
ized Ratio (INR) time (PT). When oxzndrotone is presmhed lo pallenls being treated

with warfarin, doses of warlann may need lo be significantly to the INR level
and diminish ‘the risk of potentially serious bleeding. (See PRECAUTIONS, Drug Inleractions).

General

Women should be observed for signs of virilization of the voice, hirsutism, acne,

Discontinuation of drug therapy at the time of evidence of mild virilism is necessary to prevent |rreversnble
virilization. Some virilizing changes in women are irreversible even after prompt discontinuance of therapy and are
not prevented by concomitant.use of estrogens. Menstrual irregularities may also occur.

Anabolic steroids may cause suppression of clotting factors I, V, VII, and X, and an increase in prothrombin time.
Information for Patients

The physician shou!d instruct patients to report immediately any use of warfarin and any bleeding.

The physician should instruct patients to report any of the following side effects of androgens:

Males: Too frequent or persistent erections of the penis, appearance or aggravation of acne.
Females: Hoarseness, acne, changes in menstrual periods, or miore facial hair.
All patients: Nausea, vomiting, changes in skin color, or ankle swelling.

Geriatric Use:

Certain geriatric use i ion is by

Laboralory Tests

Women with disseminated breast carcinoma should have frequent determination of urine and serum calcium levels
during the course of therapy (see WARNINGS).

Because of the hepatoloxicity associated with the use of 17-alpha-alkylated androgens, liver function tests should
be obtained periodically.

Periodic (every 6 months) x-ray examinations of bone age should be made during treatment of children to
determine the rate of bone maturation and the effects of ardrogen therapy on the epiphyseat centers.

Androgenic anabolic steroids have been reported to increase low-density lipoproteins and decrease high—densily
lipoproteins, Therefore. caution is required when administering these agents to patients with a history of
cardiovascular disease or who are at risk for cardiovascular disease. Serum determination of lipid levels should be
performed periodically and therapy adjusted accordingly.

Hemoglobin and hematocrit should be checked periodically for polycythemia in patients who are receiving high
doses of anabolic steroids.
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Drug Interactions

Anlicoaguiants:

Anabolic steroids may increase itivity to oral Dosage of the may have to be
decreased in order to maintain desired prothrombin time. Patients receiving oral anticoagulant therapy require
close monitoring, especially when anabolic steroids are started or stopped.

Warfarin: A multidose study of oxandrolone, given as 5 or 16 mg BID in 15 healthy subjects concurrently
treated with warfarin, resulted in a mean increase in S-warfarin haif-life from 26 to 48 hours and AUC from
4.55 10 12.08 ng*hr/miL; similar increases in R-warfarin half-life and AUC were also detected. Microscopic
hemaluria (9/15) and gingival bleeding (1/15) were also observed. A 5.5-fold decrease in the mean warfarin
dose from 6.13 mg/day to 1.13 mg/day (approximately 80-85% reduction of warfarin dose}, was necessaiy
to maintain a target INR of 1.5. When oxandrolone therapy is initiated in a patient already receiving treatment
with warfarin, the INR or prothrombin time {PT} should be monitored closely and the dose of warfarin
adjusted as necessary unti! a stable target INR or PT has been achieved.

Furthermore, in patients receiving both drugs, careful monitoring of the INR or PT, and adjustment of the
warfarin dusage if indicated are when the dose is changed or discontinued.
Patients should be closely monitored for signs and symptoms of occult bleeding.

" Oral Hypoglycemic Agents:

Oxandrotone may inhibit the metabolism of oral hypoglycemic agents.

Adrenal Steroids or ACTH:

In patients with edema, concomitant administration with adrenal cortical steroids or ACTH may incredse the edema.
Drug/Lahoratory Test Interactions

Anabolic steroids may decrease levels of thyroxine-binding globulin, resulting in decreased tolal Ty serum levels
and increased resin uptake of T3 and T4. Free thyroid hormone levels remain unchanged. In addition, a decrease
in PBI and radloacllve iodine uplake may occur.

of Fertility

Animal Data:

Oxandrolone has not been tested in laboratery animals for carcinogenic or mutagenic effects. I 2-year chronic
oral rat studies, a dose-refated of a organ weights (testes, prostate,
seminal vesicles, ovaries, uterus, adrenals, and pituitary) were shown.

Human Dafa:

Liver cell tumors have been reported in patients receiving long-term therapy with androgenic anabolic steroids in
high doses (see WARNINGS). Withdrawal of the drugs did not lead to regression of the tumors in all cases.
Geriatric patients treated with androgenic anabolic steroids may be at an increased risk for the development of
prostatic hypertrophy and prostatic carcinoma.

Pregnancy

Teratogenic effects — Pregnancy Category X (see CONTRAINDICATIONS).

Nursing Mothers

It is not known whether anabolic steroids are excreted in human milk. Because of the potential of serious adverse
reactions in nursing infants from oxandrolone, 2 decision should be made whether to discontinug nursing or to
discontinue the drug, taking into account the importance of the drug to the mother.

Pedialric Use

Anabolic agents may accelerate epiphyseal maturation more rapidly than linear growth in children and the effect
may continue for 6 months after the drug has been stopped. Therefore, therapy should be monitored by x-ray
studies at 6-month intervals in order to avoid the risk of compromising adult height. Androgenic anabolic steraid
therapy should be used very cautiously in children and only by specialists who are aware of the effects on bone
maturation (se¢ WARNINGS).

ADVERSE REACTIONS

Patients with moderate to severe COPD or GOPD patients who are unresponsive to bronchodilators should be
monitored closely for COPD exacerbation and fluid retention.

The following adverse reactions have been associated with use of anabolic steroids:

Hepatic

Cholestatic jaundice with, rarely, hepatic necrosis and death. Hepatocelluiar neoplasms and peliosis hepatis with
long-term therapy (see WARNINGS). Reversible changes in liver function tests also occur including increased
bromsulfophthalein (BSP) retention, changes in alkaline phosphatase and increases in serum bilirubin, aspartate
aminotransferase (AST, SGOT) and alanine aminotransferase (ALT, SGPT).

In Males
F Phallic andi or persil of

Postpuberial: Inhibition of testicular function, testicular atrophy and oligospermia, 1mpotence chronic priapism,
epididymitis, and bladder irritability.

In Females
Clitoral

CNS: Habituation, excitation, insomnia, depression, and changes in libido.

Rematologic: Bleeding in patients on concomitant oral anticoagulant therapy.

Breast: Gynecomastia.

Larynx: Deepening of the voice in females.

Hair: Hirsutism and male pattern baldness in females.

Skin: Acne (especially in females and prepubertal mates).

Skeletal: Premature closure of epiphyses in children {see PRECAUTIONS, Pediatric Use).

Fluid and Elecbrolytes: Edema, retention of serum electrolytes {sodium chioride, potassium, phosphate, calcmm)

Metabolic/Endocrine: Decreased glucose tolerance (see PRECAUTIONS, L y Tesls), i
excretion, increased serum levels of (GPK). inization of the fetus. Inhibition of
gonadotropin secretion.

OVERDOSAGE
No

or signs i with have been reported: It is possible that sodium and water

retention may occur.
The orai LD50 of oxandrolone in mice and dogs is greater than 5,000 mo/kg. No specific antidote is known, but
gastric lavage may be used.

DOSAGE AND ADMINISTRATION

Therapy with anabolic steroids is to and not a for ct therapy. The duration of
therapy with Oxandrolone Tablets, USP will depend on the response of the patient and the possible appearance of
adverse reactions. Therapy should be intermittent.

Adults

The response of individuals to anabolic steroids varies. The daily adult dosage is 2.5 mg to 20 mg given in 2 to 4
divided doses. The desired response may be achieved with as litile as 2.5 mg or as much as 20 mg daily. A course
of therapy of 2 to 4 weeks is usually adequate. This may be repeated intermittently as indicated.

Children

For children the total daily dosage of Oxandrolone Tablets, USP is 0.1 mg per kilogram body weight or <0.045
mg per pound of body weight. This may be repeated mlermmenlly s indicated.

HOW SUPPLIED

Oxandrotone Tablets, USP 2.5 myg are oval, white, scored, uncoated tablets, debossed with “2.5" on one side and
“U” to the left and “S” to the right of the score on the other side. Oxandrolone Tablets, USP are available in bottles
of 100 tablets (NDC 0245-0271-11), bottles of 1000 tablets (NDC 0245-0271-10) and in unit dose cartons of 100
tablets (10'cards containing 10 tablets each) (NDC 0245-0271-01).

Store at 20-25°C {68-77°F). Excursions permitted to 15-30°C (59-86'F) (see USP Controiled Room Temperature].
Dispense in a tight, light-resistant container with a child-resislant closure as defined in the USP.

Keep out of reach of children.
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