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C DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Rockyville, MD 20857

ANDA 76-897

Sandoz Inc.

Attention: Dietrich Rartel
4700 Eon Drive

Wilson, NC 27893

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated November 11, 2003, submitted pursuant to section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),
for Oxandrolone Tablets USP, 2.5 mg and 10 mg.

Reference is also made to your amendments dated August 19 and
25, September 2, and November 4, 2004; and February 11, March
31, May 4, July 11 and 21, and August 1, 2005; and November 6,
14, 15, and 29, 2006. We also refer to your correspondence
dated April 26, 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) (&) (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 conditions
described in this ANDA require an approved supplemental
application before the change may be made.

Postmarketing feporting 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 change 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 ¢lectronic 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 02:04:35 PM
for Gary Buehler
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Oxandrolone Tablets USP @
Ronly

DESCRIPTION

Oxandrolone oral tablets contain 2.5 mg or 10 mg of the anabolic steroid oxan-
drolone. Oxandrolone is 17B-hydroxy-170-methyl-2-oxa-5a-androstan-3-one
with the following structural formula:

Molecular Formula: C19H3g03 Molecular Weight: 306.44

Inactive ingredients include: hypromellose, lactose monchydrate, pregelatinized
starch, and magnesium stearate.

CLINICAL PHARMACOLOGY

Anabolic steroids are synthetic derivatives of testosterone. Certain clinical effects
and adverse reactions demonstrate the androgenic properties 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 hormones with the possibility of causing serious disturbances of growth and
sexual development if given to young children. Anabalic steroids suppress the
gonadotropic functions of the pituitary and may exert a direct effect upon the
testes.

During exogenous administration of anabolic androgens, endogenous testos-
terone release is inhibited through inhibition of pituitary luteinizing hormone
{LH). At large doses, spermatogenesis may be suppressed through feedback
inhibition of pituitary follicle-stimulating hormone (FSH).

"Anaholic 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

Oxandrolone is 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 ADMIN-
ISTRATION).

DRUG ABUSE AND DEPENDENCE
Oxandrolone is classified as a controlled substance under the Anabolic Steroids
Control Act of 1990 and has been assigned to Schedule i (non-narcotic).

CONTRAINDICATIONS

1. Known or suspected carcinoma of the prostate or the male breast.
2.Carcinoma of the breast in females with hypercalcemia (androgenic anabolic
steroids may stimulate osteolytic bone resorption).

3. 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.

4. Nephrosis, the nephrotic phase of nephritis.

5. Hypercalcemia.

Tablets USP
Bron]

90/C| "AsH
4 SANDOZ
Oxandrolone

Size: 6-3/4 X10-1/8 Fold: 1-1/8 x 1-1/8

- |HAVE BEEN REPORTED. WITHDRAWAL OF DRUG OFTEN RESULTS IN REGRES-

Type: 6.7 Pt. Page 1  11/29/06 JB

WARNINGS

PELIOSIS HEFPATIS, 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 ASSOGIATED WITH LIVER FAILURE.
THEY ARE OFTEN NOT RECOGNIZED UNTIL LIFE-THREATENING LIVER FAIL-
URE 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

SION OR CESSATION OF PROGRESSION OF THE TUMOR. HOWEVER, HEPATIC
TUMORS ASSOCIATED WITH ANDROGENS OR ANABOLIC STERQIDS ARE
MUCH MORE VASCULAR THAN OTHER HEPATIC TUMORS AND MAY BE
SILENT UNTIL LIFE-THREATENING INTRA-ABDOMINAL HEMORRHAGE DEVEL-
OPS. BLOOD LIPID CHANGES THAT ARE KNOWN TO BE ASSQCIATED WITH
INCREASED RISK OF ATHEROSCLEROSIS 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 ATHEROSGLEROSIS AND
CORONARY ARTERY DISEASE.

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

In patients with breast cancer, anabolic steroid therapy may cause hypercalcemia
by stimulating osteolysis. Oxandrolone therapy should be discontinued if hyper-
calcemia 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, androgen therapy may accelerate bone maturation without producing
compensatary gain in linear growth. This adverse effect results in compromised
adult height. The younger the child, the greater the risk of compromising final
mature height. The effect on bone maturation should be monitored by assessing
bone age of the left wrist and hand every 6 months {see PRECAUTIONS,
Laharatory Tests).

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

ANABOLIC STEROQIDS HAVE NOT BEEN SHOWN TO ENHANCE ATHLETIC ABILITY.
PRECAUTIONS

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

General

Women should be observed for signs of virilization (deepening of the voice,
hirsutism, acne, clitoromegaly). Discontinuation of drug therapy at the time of
evidence of mild virilism is necessary to prevent irreversible 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 1, 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 persistent erections of the penis, appearance or aggrava-
tion of acne.

Females: Hoarseness, acne, changes in menstrual periods, or more facial hair.

All patients: Nausea, vomiting, changes in skin color, or ankle swelling.
Gerialric Use: Gertain geriatric use information is protected by marketing exclu-
sivity. .

Laboratory Tests .

Women with disseminated breast carcinoma should have frequent determination of
urine and serum calciumn 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.
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Periodic {every 6 months) x-ray examinations of bone age shouid 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
lipoproteins and decrease high-density lipoproteins. Therefore, caution is
required when administering these agents to patients with a history of cardio-
vascular 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.
Drug Interactions
Anticoagulants: Anabolic steroids may increase sensitivity to oral anticoagu-
lants. Dosage of the anticoagulant 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 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
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) shoutd 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 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.
Oral Hypoglycemic Agents: Oxandrolone 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 increase the edema.
Drug/Laboratory Test Interactions
Anabolic steroids may decrease levels of thyroxine-binding globulin, resulting in
decreased total T4 serum levels and increased resin uptake of Ty and T4. Free
thyroid hormone lgvels remain unchanged. In addition, a decrease in PBl and
radioactive iodine uptake may occur.
Carcinogenesls, Mutagenesis, Impairment of Ferhhty
Animal Data: Oxandrolone has not been tested in laboratory animals for carcino~
genic or mutagenic effects. In 2-year chronic oral rat studies, a dose-related
reduction of spermatogenesis and decreased organ weights (testes, prostate,
seminal vesicles, 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 anabelic steroids may be at an
increased risk for the development of prostatic hypertrophy and prostatlc
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, 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 studies 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 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. Hepatocellular
neoplasms and peliosis hepatis with long-term therapy (see WARNINGS).
Reversible changes in liver function tests also occur including increased brom-
sulfophthalein (BSP) retention, changes in alkaline phosphatase and increases in
serum bilirubin, aspartate aminotransferase (AST, SGOT) and alanine amino-
transferase (ALT, SGPT).
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In Males

Prepubertal: Phallic enlargement and increased frequency or persistence of
erections.

Postpubertal: Inhibition of testicular function, testicular atrophy and oligospermia,
impotence, chronic priapism, epididymitis, and bladder irritability.

in Females

Clitoral enlargement, menstrual irregularities.

CNS

Habituation, excitation, insomnia, depression, and changes in libido,
Hematologic

Bleeding in patients on concomitant 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 males).

Skeletal

Premature closure of epiphyses in children (see PREGAUTIONS, Pediatric Use).
Fluid and Electrolytes

Edema, retention of serum electrolytes (sodium chloride, potassium, phosphate,
calcium).

Metaholic/Endocrine

Decreased glucose tolerance (see PRECAUTIONS, Laboratory Tests), increased
creatinine excretion, increased serum levels of creatinine phosphokinase (CPK).
Masculinization of the fetus. Inhibition of gonadotropin secretion.

OVERDOSAGE

No symptoms or signs associated with overdosage have been reported. It is
possible that sodium and water retention may occur.

The oral LDsg 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 adjunctive to and not a replacement for con-
ventional therapy. The duration of therapy with oxandrolone 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 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 is < 0.1 mg per kilogram body
weight or < 0,045 mg per pound of body weight. This may be repeated intermit-
tently as indicated.

HOW SUPPLIED
Oxandrolone Tablets USP are supplied as follows:
2.5 mg Tablets: white, modified oval-shaped, debossed " 271" on one side and
bisected on the reverse side.
Bottles of 100
Bottles of 1000
10 mg Tablets: white, capsule-shaped, debossed & 272" on one side and plain
on the reverse side.
Bottles of 100
Bottles of 1000
Store at 20° - 25°C (68° - 77°F) [see USP Controiled Room Temperature].

Sandoz Inc.
Princeton, NJ 08540
Rev. 12/06
MF0271REV12/06
058072
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Center for Drug Evaluation and Research
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D PEN_SING RECOMMENDATIONS
tight, light-resistant, child-resistant container.
t, light-resistant containers as defined in the USP, with a child- resistant closure,

k60 cc white round. opaque HDPE, 38 mm white PP CRC, ' swummmn
|nnerseallhner/ ~— j and white pulp liner, 16 gram cotton
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100 cc white, round, opaque HDPE, 38 mm white PP CRC, e
innerseallliner ~~=-=- and white pulp liner, 16 gram cotton

950 cc white, round, opaque HDPE, 53 mm white PP screw caps, —=>~"
" innerseallliner  ...s»y.and white pulp liner, 16 gram cotton
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| tlght llght-I'ESlStant Chlld resistant container.

ONTA ER/CLOSURE SYSTEM

250°cc whlte opaque HDPE, 45 mm white PP screw caps,
° mnerseal/llner awf 4 and white pulp liner, 16 gram cotton
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O THE CHEMIST:"
abeling of Oxandrin® tablets (NDA 13-718) approved April 21, 2003.
Use File
i
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S There is no unexpired exclusivity for this product

Ilght-reS|stant containers as defined in the USP, with a child-resistant closure,

'redylents in the DESCRIPTION section of the package insert appears to be
j of inactive 1ngred|ents found in the statement of components and composition
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ﬁ-‘_' ,950 cc whlte round opaque HDPE 53 mm white PP screw caps =
. |nrnerseallllner _—ee=--and white pulp liner, 16 gram cotton

tablet hav been accurately descnbed in the HOW SUPPLIED section as required by 21 CFR 206,et al.
mtlng of Sohd Oral Dosage Form Products for Human Use; Final Rule, effective 8/13/95).
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r ' geriatric dosing information
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X
X

X
X

X
X

X

: Fallure to Ilst gelatln }_colonngagents ant|m1crob|als for capsules in DESCRIPTION‘?
: Fallure tolist dyesin mprinting i inks? (Colonng agents e.g., iron oxides need not be listed)

_’“USP Issues (FTR L|st USP/NDA/ANDA dispensing/storage recommendations)

" Do container recommendatlons fail to meet or exceed USP/NDA recommendations? If so, are the recommendations X
L pported and is the dlfference acceptable?

x| ] x| x| x| x| X} X




e _pacxaglng conﬁgurafl FLOT for ans o'{her reason does this applicant meet fail to meet all of the X
se of referenced by the R

,s"? If any does AN DA meet them?

Solublhty lnformatlon? If so, USP information should be used.
ellng 0

y values. insert to study. List Cmax, Tmax, T 1/2 and date

" 60 cc whlte round, opaque HDPE, 38 mm white PP CRC  -axsesmm
lnnerseallllner " asmmae - and white pulp liner, 16 gram cotton

SRR

v 100 cc whlte round, opaque HDPE, 38 mm white PP CRC ™=essmsee ¢
mnerseal/llner == and white pulp liner, 16 gram cotton

95_0 cc whlte, round opaque HDPE, 53 mm white PP screw caps s
innersealfliner | . and white pulp liner, 16 gram cotton

(Vol. A1.3, p. 4‘12‘2)"'

.The te leth ve been accurately described in the HOW SUPPLIED section as required by 21 CFR 206,et al.
mpnntlng of Solld Oral Dosage Form Products for Human Use; Final Rule, effective 9/13/95).




mod' bed oval debossed “E 271" on one side and bisected on the reverse side
| aped debossed “E 272" on one side and plain on the reverse side

sgnt to Debbne Catterson from Martin Shimer:

JGrace (no cc)
RS&REV\?G -897apsupersede.label2.DOC




This Labeling Approval Summary supersedes the Labeling Approval Summary dated
: August 19, 2004 and September 2, 2004.
APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-897 Dates of Submission: May 4, 2005
Applicant's Name:l Eon Labs, Inc.

Established Name: Oxandrolone Tablets, USP 2.5 mg and 1»0 mg

BASIS OF APPROVAL:

APPROVAL SUMMARY
Do you Final Printed Labels and Labellng? Yes

Container Labels

Bottles of 100 tablets

2.5 mg-Satisfactory as of September 2, 2004 submission.

Network Path: \WCdsesubogd\in76897\N_000\2004-09-02\Cxandolone 2'5_C.pdf)

10 mg-Satisfactory as of September 2, 2004 submission.
Network Path: \Cdsesubogdi\n76897\N _000\2004-09-02\0Oxandolone 16 C.pdf

Botiles of 1000 tablets
2.5 mg-Satisfactory as of September 2, 2004 submission,
Network Path: \Cdsesubogd1\n76897\N_00012004-09-02\Oxandrolone 2'6 M. pdf

10 mg-Satisfactory as of September 2, 2004 submission,
Network Path: \Cdsesubogd1\n76897\WW_00012004-09-02\0xandolone 10 _M.pdf

Professional Package Insert Labeling (Iss 05/04):
Satisfactory as of Sepfember 2, 2004 submission.
. Network Path: \Cdsesubogd1\n76897\N_000\2005-05-04\Oxandrolone Rev 05-05.pdf

BASIS OF APPROVAL:

Was this approval based upon a petition? No

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 # - April 21, 2003/5-022
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance?
Basis of Approval for the Container Labels:

Basis of Approval for the Carton Labeling:

Other Comments

PATENT/ EXCLUSIVITIES
Patent Data — NDA 13-718
No - Expiration Use Code Use Filg Labeling Impact
5872147 12/0512017 U-585 [To promote weight gain after weight loss in]  Firm declined to None
. certain types of patients 'laddress due to iate filg] See FTR
6080799 07/18/2017 U-588 To promote weight gain after weight loss inj  Firn declined to None
cartain types of patients ddress due to late filg| See FTR
6576659 12/05/2017 U-585 [To promote weight gain after weightloss in|  Firm declined to None
certain types of patients address due to 1ate filg Ses FTR
8670351 10/20/2012 U-585 [To promote weight gain after weight loss in|  Firm declined 1o None
certain types of patients address due to late file See FTR
6828313 12/05/2017 U-585 [To promote weight gain after weight loss in MOU Carve-out
lcertain types of patienis




Exclusivity Data -

Code/sup Expiration Use Code Description Labeling Impact
None There is-no unexpired exclusivity for this product Nane
REVIEW OF PROFESSIONAL LABELING CHECK LIST
» Established Name Yes | No | NA
Different nama than on acceptance 10 file letter? X
Is this product a USP item? If so, USP supplement in which verification was assured. USP 26 X
Is this name different than that used in the Orénge Book? x

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection.

recommendations? if the name was unacceptable, has the firm been notified?

Do you find the name objectionable? List reasons in FTR, # 0. Consider: Misleading? Sounds or Jooks like another b3
name? USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what were the b4

Packaging

Is this @ new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

Is this package size mismatched with the mommended dosage? i yes, the Poisan Prevention Act may require a-
CRC.

Does the package proposed have any safety and/or regulatory concermns?

If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging X
configuration?
Is the strength and/or concentration of the product unsupported by the insest Iabeling? H

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individuatly cartoned? Light sensitive product which might
requira cartoning? Must the package inserl accompany the product?

Are there any other safety concems?

Labeling

Is the name of the drug unclear in print or facking in prominence? (Name should be the most prominent information
on the labef).

Has applicant failed to clearly differentiate multiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidefines)

Labeling(continued) Yes No NA.
Does RLD make special differentiation for this label? (i.e., Pediatri¢ strength vs Adult; Oral Solution vs Conceantrate, X

Warning Statements that might ba in red for the NDA)

Is the Manufactured by/Distribufor statement incorrect or falsely inconsistent between tabels and labeling? {s "Jointly X

Manufactured by...”, statement needed? N

Failure to describe solid oral dosage form identifying markings In HOW SUPPLIED? X

Has the firm failed to sdequately support compatibility or stability clalms which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant {page #) in the FTR

Is the sooring configuration different than the RLD?

"Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? I so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl aleohol in neonates)?

{s there a discrepancy in inactives between DESCRIPTION and the compasiiion statement?

Has the term "other ingredients” been used 1o protect a trade secret? if so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.9., Opacade, Opaspray?

Failure fo list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure 10 list dyes in imprinting inks? (Coloring agents e.9., iron oxides need not be listed)

W] K] K| X)X ®| X

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fall to meet or exceed USP/NDA recommendalions? If so, are the recommendations
supported and is the difference acceptable?

BECAUSE O proposed packaging cophguraton or’roran o!'ﬁarreason does s applicant méel Tanl o meet anf of he
ungmtected%onpgmonga of uge gl refer%ncedg! PP




Does USP hava (abeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a fight resistant container?

Failure of DESCRIPTION to meet USP Dascription and Solubility information? If s0, USP information should be used.
However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: {Compare bicequivalency values: Insert to study. List Cmax, Tmax, T 1/2 and date
study accepiable)

insert iabeling seferences a food effect or a no-effect? If so, was a food study dona?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail whereAvhy.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification X
of tne latest Patent or Exdlusivity. List expiration date for all patents, exclusivities, ete. or if none, please state.

NOTES/IQUESTIONS TO THE CHEMIST:

FOR THE RECORD
Review based on the labeling of Oxandrin® tablets (NDA 13-718) approved April 21, 2003.
2. PATENT/ EXCLUSIVITIES
See Page 1 and #11 of FTR,
3. MANUFACTURING FAGCILITY
Eon Labs, Inc.
4700 Eon Drive
Wilson, NC 27893
4. SCORING:
NDA - 2.5 mg scored, 10 mg unscored
ANDA - 2.5 mg bisected, 10 mg unscored
5. STORAGE CONDITIONS:
NDA - Store at Room Temperature {(59-77°F)
ANDA - Store at 20-25'(68-77'F) excursions permitted to 15'-30°C (59-86°F) [see USP Controﬂed Room
Temperature]
USP-  Preserve in tight, light-resistant containers
6. DISPENSING RECOMMENDATIONS:
NDA - Dispense in a tight, light-resistant, child-resistant container.
ANDA - Dispense In a tight, light-resistant containers as defined in the USP, with a child-resistant closure,
as required.
7. INACTIVE INGREDIENTS:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears o be
consistent with the listing of inactive ingredients found in the statement of components and composition
appearing on page 82 of Volume A1.1.
8. PACKAGING CONFIGURATIONS:
NDA-  2.5mg and 10 mg bottles of 100
ANDA- 2.5 mg and 10 mg bottles of 100 and 1000
9. CONTAINER/CLOSURE SYSTEM:
2.5 mg Bottles of 100 60 cc white, round. opacue HDPE, 38 mm white PP CRC,  mmere
innerseal/liner { === and white pulp liner, 16 gram cotton
2.5 mg Bottles of 1000 250 cc white opaque HDPE, 45 mm white PP screw caps, . messmscomes.
innerseal/liner { === and white pulp liner, 16 gram cotton
10 mg Bottles of 100 100 cc white, round. opaque HDPE, 38 mm white PP CRC, 1 s
innerseal/liner { es==-and white pulp liner, 16 gram cotton
10 mg Botties of 1000 950 cc white, round, opague HDPE, 53 mm white PP screw caps, aEII. .
innersealfliner { .= } and white pulp liner, 16 gram cotton
(Vol. A1.3, p. 422)
10. The tablet have been accurately described in the HOW SUPPLIED section as required by 21 CFR 206,et al.

{Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective 9/13/85).

2.5mg white, modified oval, debossed "E 271" on one side and bisected on the reverse side



11.

10 mg white, capsule-shaped, debossed “E 272" on one side and plain on the reverse side
The following Emait was sent to Debbie Catterson from Martin Shimer:

From:  Shimer, Martin

Sent:  Wednesday, May 04, 2005 12:51 PM
To: Catterson, Debra M

Ce: Park, Sarah Soojung

Subject: ANDA 76-897, Eon's Oxandrolone

Debbie,

Eon submitted a patent amendment on April 27, 2005 addressing the patents covering NDA 13-
718 Oxandrin Tablets. Eon states that the '147, '799, '689 and *351 patents were late listed for
Eon and therefore Eon declines to address these patents. They have provided a MOU statement
to the '313 patent as this patent was timely filed. So this is just a heads up that they should be
making some changes to their labeling to correspond to the MOU statement provided in the-
patent amendment.

Thanks,

Marty

Date of Review: May 10, 2005

Dates of Submission: May 4, 2005

Primary Reviewer: Postelle Birch%é Date: "77 /Z’/ .

Team Leader: John Grace / Zé % Date: S —tl-0¢"
i

ccl

ANDA: 76-897 /

DUP/DIVISION FILE

HFD-813/PBirch /JGrace (no ¢c)
VAFIRMSAMIEONALTRS&REVI76-897apsupercede.label. DOC
Review



This Labeling Approval Summary supersedes the Labeling Approval Summary
dated July 11, 2005 and August 1, 2005.
APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-897
Dates of Submission: November 15, 2006, November 14, 2006 and November 6, 2006
Applicant's Name: Sandoz Inc.

Established Name: Oxandrolone Tablets, USP 2.5 mg and 10 mg

BASIS OF APPROVAL.:

CONTAINER LABELS
2.5 mg Bottles of 100 and 1000 tablets
Satisfactory as of November 14, 2006 submission.

10 mg Bottles of 100 and 1000 tablets
Satisfactory as of November 14, 2006 submission.

PROFESSIONAL PACKAGE INSERT LABELING:
Satisfactory in FPL as of November 15, 2006 submission.

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, 2005/5-023
Has this been verified by the MIS system for the NDA? Yes

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

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

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 inj  Firm declined to None
certain 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
lcertain 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 [To promote weight gain after weight loss in MOU Carve-out’
lcertain types of patients
Exclusivity Data - NDA 13-718
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

FOR THE RECORD:




10.

Review based on the on a OGD labeling template created on November 3, 2006.

PATENT/ EXCLUSIVITIES
See above.

MANUFACTURING FACILITY
Sandoz, Inc., 4700 Sandoz Drive, Wilson, NC 27893

SCORING: - ‘
NDA - 2.5 mg scored, 10 mg unscored
ANDA - 2.5 mg bisected, 10 mg unscored

STORAGE CONDITIONS:

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

ANDA - Store at 20 25 '(68 -77 'F)[see USP Controlled Room Temperature]
USP-  Preserve in tight, light-resistant containers

DISPENSING RECOMMENDATIONS:

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

ANDA - Dispense in a tight, light-resistant containers as defined in the USP, with a child-resistant closure,
as required.

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 82 of Volume A1.1.

PACKAGING CONFIGURATIONS:
NDA- 2.5 mg and 10 mg bottles of 100
ANDA- 2.5 mg in bottles of 100 and 1000 and 10 mg bottles of 100 and 1000

CONTAINER/CLOSURE SYSTEM:
2.5 mg Bottles of 100 60 cc white, round, opaque HDPE, 38 mm white PP CRC,  weem.
innerseal/liner ( === and white pulp liner, 16 gram cotton

2.5 mg Bottles of 1000 250 cc white opague HDPE, 45 mm white PP screw caps, ' s
innerseallliner = and white pulp liner, 16 gram cotton

10 mg Bottles of 100 100 cc white, round, opaque HDPE, 38 mm white PP CRC, g
innerseal/liner ™ and white pulp liner, 16 gram cotton

10 mg Bottles of 1000 950 cc white, round, opaque HDPE, 53 mm white PP screw caps, =
innerseal/liner === and white pulp liner, 16 gram cotton
(Vol. A1.3, p. 422)

The tablet have been accurately described in the HOW SUPPLIED section as required by 21 CFR 206t al.
(Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective 9/13/95).

2.5mg white, modified oval, debossed “E 271" on one side and bisected on the reverse side

10 mg white, capsule-shaped, debossed “E 272" on one side and plain on the reverse side

Date of Review: November 15, 2006

Dates of Submission:  November 15, 2006, November 14, 2006 and November 6, 2006

Primary Reviewer: Postelle Birch-Smith
Team Leader: John Grace
cc: ANDA: 76-897

DUP/DIVISION FILE



2 PAGES WITHHELD IN FULL
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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
11/22/2006 02:29:05 PM
MEDICAL OFFICER

John Grace
11/22/2006 02:33:32 PM
MEDICAL OFFICER



This Labeling Approval Summary supersedes the Labeling Approval Summary

dated November 15, 2006, November 14, 2006 and November 6, 2006.

APPROVAL SUMMARY

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

ANDA Number:

Applicant's Name:

Established Name:

76-897

Sandoz Inc.

Date of Submission:

Oxandrolone Tablets, USP 2.5 mg and 10 mg

November 29, 2006

BASIS OF APPROVAL:

CONTAINER LABELS
2.5mg and 10 mg bottles of 100 and 1000 tablets
Satisfactory as of November 14, 2006 submission.

PROFESSIONAL PACKAGE INSERT LABELING:

Satisfactory in FPL as of November 29, 2006 submission.

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? OGD labeling template.
Basis of Approval for the Container Labels: side-by-side
Basis of Approval for the Carton Labeling: side-by-side

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 in|]  Firm declined to None
certain 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 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 [To promote weight gain after weight loss in MOU Carve-out
certain types of patients ’

Exclusivity Data - NDA 13-718

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 andj OGD labeling template
geriatric dosing information

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.




10.

PATENT/ EXCLUSIVITIES
See above table.

MANUFACTURING FACILITY

- 8andoz, Inc., 4700 Sandoz Drive, Wilson, NC 27893

SCORING:
NDA - 2.5 mg scored, 10 mg unscored
ANDA - 2.5 mg bisected, 10 mg unscored

STORAGE CONDITIONS:

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

ANDA - Store at20 25 ‘(68 -77 'F)[see USP Controlled Room Temperature]
USP-  Preserve in tight, light-resistant containers

DISPENSING RECOMMENDATIONS:

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

ANDA - Dispense in a tight, light-resistant containers as defined in the USP, with a child-resistant closure,
as required.

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 82 of Volume A1.1.

PACKAGING CONFIGURATIONS:
NDA- 2.5 mg and 10 mg bottles of 100
ANDA- 2.5 mg in bottles of 100 and 1000 and 10 mg bottles of 100 and 1000

CONTAINER/CLOSURE SYSTEM: :
2.5 mg Bottles of 100 60 cc white, round, opaque HDPE, 38 mm white PP CRC, ="
innerseal/liner { === and white pulp liner, 16 gram cotton

2.5 mg Bottles of 1000 250 cc white opaque HDPE, 45 mm white PP screw caps, ===
innerseallliner ( === 3nd white pulp liner, 16 gram cotton

10 mg Bottles of 100 100 cc white, round, opaque HDPE, 38 mm white PP CRC, |  wamom
innerseal/liner { we—e== and white pulp liner, 16 gram cotton

10 mg Bottles of 1000 950 cc white, round, opaque HDPE, 53 mm white PP screw caps, =
innerseallliner { === and white pulp liner, 16 gram cotton
(Vol. A1.3, p. 422)

The tablet have been accurately described in the HOW SUPPLIED section as required by 21 CFR 206,et al.
(Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule, effective 9/13/95).

2.5 mg white, modified oval, debossed “E 271" on one side and bisected on the reverse side

10 mg white, capsule-shaped, debossed “E 272" on one side and plain on the reverse side

Date of Review: November 30, 2006

Date of Submission: November 29, 2006

Primary Reviewer: Postelle Birch-Smith
Team Leader: John Grace
cc: ANDA: 76-897

DUP/DIVISION FILE
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Eon Oxandrolone Tabs =~ 12/06

Oxandrolone Tablets USP @
Ronly .

DESCRIPTION
Oxandrolone oral tablets contain 2.5 mg or 10 mg of the anabolic steroid oxan-
drotone. Oxandrolone is 17(-hydroxy-17a-methyl-2-0xa-5¢.-androstan-3-one
with the following structural formula:

OH

e ——CHg

H,C

T——

Y
o/

I—-—

Molecular Weight: 306.44

Inactive ingredients include: hypromeliose, lactose monchydrate, pregetatinized
stareh, and magnesium stearate.

CLINICAL PHARMACOLOGY

Anabolic steroids are synthetic derivatives of testosterone. Certain clinical effects
and adverse reactions demonstrate the androgenic properties 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 hormones with the possibility of causing serious disturbances of growth and
sexual development if given to young children. Anabolic steroids suppress the
gonadotropic functions of the pituitary and may exert a direct effect upon the
testes.

During exogenous administration of anabolic androgens, endogenous testos-
terone release is inhibited through inhibition of pituitary luteinizing hormone
(LH). At large doses, spermatogenesis may be suppressed through feedback
inhibition of pituitary follicle-stimutating hormone (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.

INDIGATIONS AND USAGE

Oxandrolone is 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 ADMIN-
ISTRATION).

DRUG ABUSE AND DEPENDENCE
Oxandrolone is classified as a controlled substance under the Anabolic Stergids-
Control Act of 1990 and has been assigned to Schedule |1} (non-narcotic).

CONTRAINDIGATIONS

1. Known or suspected carcinoma of the prostate or the male breast.
2.Carcinoma of the breast in females with hypercalcemia (androgenic anabolic
steroids may stimulate osteolytic bone resorption).

3. 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.

4. Nephrosis, the nephrotic phase of nephritis.

5. Hypercalcemia.

Molecular»Formula: C19H3003

only,
i

LL‘Z(H ‘
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A SANDOIZ
Oxandrolone

Tablets USP

Size: 6-3/4 X10-1/8 Fold: 1-1/8 x 1-1/8

. |LIVER CELL TUMORS ARE ALSO REPORTED. MOST OFTEN THESE TUMORS

Type: 6.7 Pt. Page1  11/29/06 JB

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 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 FAIL-
URE OR INTRA-ABDOMINAL HEMORRHAGE DEVELOPS. WITHDRAWAL OF
DRUG USUALLY RESULTS IN COMPLETE DISAPPEARANCE OF LESIONS.

ARE BENIGN AND ANDROGEN-DEPENDENT, BUT FATAL MALIGNANT TUMORS
HAVE BEEN REPORTED. WITHDRAWAL OF DRUG OFTEN RESULTS IN REGRES-
SION 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 DEVEL-
OPS. 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 LIPOPROTEINS AND SOMETIMES INCREASED
LOW-DENSITY LIPOPROTEINS. THE CHANGES MAY BE VERY MARKED AND
COULD HAVE A SERIOUS IMPACT ON THE RISK OF ATHEROSCLEROSIS AND
CORONARY ARTERY DISEASE.

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

In patients with breast cancer, anabolic steroid therapy may cause hypercalcemia
by stimulating osteolysis. Oxandrolone therapy should be discontinued if hyper-
calcemia 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 corticat steroid or ACTH may increase the edema.

In children, androgen therapy may accelerate bone maturation without producing
compensatory gain in linear growth. This adverse effect results in compromised
adult height. The younger the child, the greater the risk of compromising final
mature height. The effect on bone maturation should be monitored by assessing
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 hypertrophy and prostatic
carcinoma.

ANABOLIC STEROIDS HAVE NOT BEEN SHOWN TO ENHANCE ATHLETIC ABILITY.
PRECAUTIONS

Concurrent dosing of oxandrolone and warfarin may resulf in unexpectedly
large increases in the International Normalized Ratio (INR) or prathrombin
time (PT). When oxandrelene is prescribed to patients being treated with war-
farin, doses of warfarin may need to he decreased significantly to maintain
the desirable INR level and diminish the risk of potentially serious bieeding
(See PRECAUTIONS, Drug Interactions).

General

Women should be observed for signs of virilization (deepening of the voice,
hirsutism, acne, clitoromegaly). Discontinuation of drug therapy at the time of
evidence of mild virilism is necessary to prevent irreversible 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 11, V, VII, 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 persistent erections of the penis, appearance or aggrava-
tion of acne.

Females: Hoarseness, acne, changes in menstrual periods, or more facial hair.

All patients: Nausea, vomiting, changes in skin color, or ankle swelling.
Geriatric Use: Certain geriatric use information is protected by marketing exclu-
Sivity.

Laboratery 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 hepatotoxicity associated with the use of 17-alpha-alkylated
androgens, liver function tests should be obtained periodically.
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Periodic (every 6 months) x-ray examinations of bone age should be made during
treatment of childrén 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
lipoproteins and decrease high-density lipoproteins. Therefore, caution is
required when administering these agents to patients with a history of cardio-
vascular 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.

Drug Interactions

Anticoagulants: Anabolic steroids may increase sensitivity to oral anticoagu-
lants. Dosage of the anticoagulant 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 10 mg BID in 15
healthy subjects concurrently treated with warfarin, resulted in a mean increase
in S-warfdrin half-life from 26 to 48 hours and AUC from 4.55 to 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 stable
target INR or PT has been achieved.

Furthermore, in patients receiving both drugs, careful monitoring of the INR or
PT, and adjustmient 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.

Oral Hypoglycemic Agents: Oxandrolone 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 increase the edema.

Drug/Laboratory Test Interactions

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
radioactive iodine uptake may occur.

Carcinogenesis, Mutagenesis, impairment of Fertility

Animal Data: Oxandrolone has not been tested in laboratory animals for carcino-
genic or mutagenic effects. In 2-year chronic oral rat studies, a dose-related
reduction of spermatogenesis and decreased organ weights (testes, prostate,
seminal vesicles, 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
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, 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 acceierate 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 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 bronchadilators should be monitored closely for COPD exacerbation and fluid
retention.

The foliowing adverse reactions have been associated with use of anabolic
steroids: :

Hepatic

Cholestatic jaundice with, rarely, hepatic necrosis and death. Hepatoceilutar
neoplasms and peliosis hepatis with fong-term therapy (see WARNINGS).
Reversible changes in liver function tests also occur including increased brom-
sulfophthalein (BSP) retention, changes in alkaline phosphatase and increases in
serum bilirubin, aspartate aminotransferase (AST, SGOT) and alanine amino-
transferase (ALT, SGPT). .

Size: 6-3/4 X 10-1/8 Fold: 1-1/8 x 1-1/8

Type: 6.5 Pt. Page2  11/29/06 JB

In Males

Prepubertal: Phallic enlargement and increased frequency or persistence of
erections.

Postpubertal: Inhibition of testicular function, testicular atrophy and oligospermia,
impotence, chronic priapism, epididymitis, and bladder irritability.

In Females

Clitoral enlargement, menstrual irregularities.

CNS :

Habituation, excitation, insomnia, depression, and changes in libido.
Hematelogic

Bleeding in patients on concomitant 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 males).

Skeletal

Premature closure of epiphyses in children (see PRECAUTIONS, Pediatric Use).
Fluid and Electrolytes

Edema, retention of serum electrolytes (sodium chloride, potassium, phosphate,
calcium).

Metabolic/Endocrine

Decreased glucose tolerance (see PRECAUTIONS, Laboratory Tests), increased
creatinine excretion, increased serum levels of creatinine phosphokinase (CPK).
Masculinization of the fetus. Inhibition of gonadotropin secretion.

OVERDOSAGE

No symptoms or signs associated with overdosage have been reported. It is
possible that sodium and water retention may occur.

The oral LDsgp 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 adjunctive to and not a replacement for con-
ventional therapy. The duration of therapy with oxandrolone 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 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 total daily dosage of oxandroione is < 0.1 mg per kilogram body

weight or < 0.045 mg per pound of body weight. This may be repeated intermit-
tently as indicated.

HOW SUPPLIED
Oxandrolone Tablets USP are supplied as follows:
2.5 mg Tablets: white, modified oval-shaped, debossed "& 271" on one side and
bisected on the reverse side.

Bottles of 100

Bottles of 1000
10 mg Tablets: white, capsule-shaped, debossed "& 272" on one side and plain
on the reverse side.

Bottles of 100

Bottles of 1000
Store at 20° - 25°C (68° - 77°F) [see USP Controlled Room Temperature].

Sandoz Inc.
Princeton, NJ 08540

Rev. 12/06
MF0271REV12/06
058072
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Chemistry Review Data Sheet

- Chemistry Review Data Sheet
1. ANDA #: 76-897
2. REVIEW# 1
3, REVIEW DATE: 2-20-2004
4. REVIEWER: Robert Iser

5. PREVIOUS DOCUMENTS:

Previous Documents : Document Date
Original 11-Nov-2003

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed ‘ Document Date
Original ' 11-Nov-2003

New Amendment - 11-Dec-2003

7. NAME & ADDRESS OF APPLICANT:

Name: | . Eon Labs, Inc.

; . 4700 Eon Drive

Address: Wilson, NC 27893

* Representative: , ' Steven W. Brown
Teléphone: 252y —

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: ' N/A
b) Non-Proprietary Name (USAN): Oxandrolone Tablets, USP

9. LEGAL BASIS FOR SUBMISSION:

Reference Listed Drug: ' Oxandrin ® Tablets, NDA# 13-718
_ (Based on 10 mg strength)

RLD Company: BTG Pharmaceuticals

Patent Certification: No listed patents, page 7

Exclusivity: . None, page 7

Page 3 of 33



CHEMISTRY REVIEW

Chemistry Review Data Sheet

'10. PHARMACOLOGICAL CATEGORY: Androgen/Anabolic Steroid

11. DOSAGE FORM: Tablets

12. STRENGTH/POTENCY: 2.5mgand 10 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 Nota SPOTS product
16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
MOLECULAR WEIGHT:
Oxandrolone
- CisH 50 5

17p-Hydroxy-17-methyl-2-oxa-5 a—aﬁdrostan-3 -one [53-39-4].
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Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
ITEM - DATE
DMF # TYPE HOLDER REFERENCED CODE!' STATUS? REVIEW COMMENTS
. COMPLETED
] - . . . N
—_— — r ) Oxandrolone 1 . Inadequate 18-Feb-2004 Reviewed by
v . : R. Iser
— e Rt S 4 N/A
~ | T K - g N/A
—_— N 5 —
T R
—_ - | L > ——— 4 N/A
- ha]
— BN 3 — 4 N/A
‘ T | o . :
—~ — - 7 - 4 N/A
— — | T 7 - 4 N/A
L 4
— T -, ) '
—— T - 4 N/A
— = 1. —_ 4 N/A |
-
. . -
— | - U . . ‘. N/A
, — — 4 . N/A
— — N 4 | NA
— | =" 2 — 4 | NA
— — | e B N/A

! Action codes for DMF Table:

1 — DMF Reviewed.

.Other codes indicate why the DMF was not reviewed, as follows:
2 -Type | 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")
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Chemistry Review Data Sheet

? 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

18. STATUS:
CONSULTS/ CMC -
RELATED REVIEWS RECOMMENDATION DATE REVIEWER
Microbiology N/A
EES Pending
Methods Validation N/A
Labeling Pending
Bioequivalence Pending
EA Satisfactory 2/19/2004 Robert Iser
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of rece1pt
- X Yes __ No Ifno,explain reason(s) below:
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Executive Summary Section

The Chemistry Review for ANDA 76-897

The Executive Sumniary

Product: Oxandrolone Tablets USP, 2.5 mg and 10mg
Firm: Eon Labs, Inc.

L Recommendations
A. Recommendation and Conclusion on Approvability
NOT Approvable. MINOR will be issued. (Review #1)

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

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Product:
The proposed drug product, Oxandrolone Tablets USP, 2.5 mg and 10 mg, is a non-sterile

product.

The inactive ingredients for Oxandrolone Tablets USP are: Pregelatanized Starch NF, =
Hypromellose USP, Lactose Monohydrate NF, Magnesium Stearate NF, and “Sse=—"""""

Drug Substance:
The applicant’s specifications for Oxandrolone USP are based on the USP monograph and drug
substance manufacturer spemﬁcatlons

~Batch Sizes:
The size of proposed commercial scale 2.5mg and 10mg batches are © — ,and ~
tablets, respectively. The size of the exhibit batches for both strengths were = — tablets.

—

B. Description of How fhe Drug Product is Intended to be Used

The drug product will be marketed as a prescription anabolic steroid, with proposed tablet
strengths of 2.5 and 10 mg, packaging in 100 and 1000 count bottles.

The proposed expiration dating for the product is 24 months; based on three month accelerated
data and the recommended storage conditions are the USP Long term stability conditions.
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Executive Summary Section

C. Basis for Approvability or Not-Approval Recommendation

The recommendation of Not-Approvability is based on a significant number of deficiencies. This
CMC review has identified deficiencies related to Components and Composition, Synthesis, Raw
Material Controls, Container Closure System, Laboratory Controls, and Stability. All
deficiencies are included in # 36.

The status of the bio data review and labeling review are still pending.

Based on the deficiencies described in #36, the drug product cannot be classified as safe and
effective in this (first) review cycle. The firm will be informed regarding the classification of
these deficiencies as a minor amendment.

ITI. Administrative

A. Reviewer’s Signature

B. Endorsement Block' ' - : />

' > 220
HFD-620/R Iser-Review Chemist/2-20-04; revised 2-24-04f B /2 2f27 ]
HFD-623/D.Gill-Team Leader/ '
HFD-617/S.Park-Project Manger/

V:FIRMSAM\EON\LTRS&REV\76897.RV1.doc
C. CC Block

Ce:
ANDA 76-897
Division File
Duplicate Jacket
Field Copy
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Chemistry Review Data Sheet

| Chemistry Review Data Sheet

1. ANDA #: 76-897

2. REVIEW #: 2

3. REVIEW DATE: 4-26-2004

4., REVIEWER: Robert Iser

5. PREVIOUS DOCUMENTS:

Previous Documents

Original
New Amendment

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed
Minor Amendment

7. NAME & ADDRESS OF APPLICANT:

Name:
Address:
Representative:

Telephone:

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name:
b) Non-Proprietary Name (USAN):

9. LEGAL BASIS FOR SUBMISSION:

10.
11.
12.
13.
14.

Reference Listed Drug:

RLD Company:
Patent Certification:
Exclusivity:

PHARMACOLOGICAL CATEGORY:
DOSAGE FORM:
STRENGTH/POTENCY:

ROUTE OF ADMINISTRATION:
Rx/OTC DISPENSED:

Page 3 of 26

Document Date

11-Nov-2003
11-Dec-2003

Document Date
26-Mar-2004

Eon Labs, Inc.

4700 Eon Drive
Wilson, NC 27893

Steven W. Brown

(252) 234-2224

N/A
Oxandrolone Tablets, USP

Oxandrin ® Tablets, NDA# 13-718
(Based on 10 mg strength)

BTG Pharmaceuticals

No listed patents, page 7

None, page 7

Androgen/Anabolic Steroid
Tablets '

2.5mgand 10 mg

Oral

X Rx ___0TC
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Chemistry Review Data Sheet

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

SPOTS product — Form Completed
X Nota SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR FORMULA,
- MOLECULAR WEIGH_T:
Oxandrolone

CioH 300 3 :
17p-Hydroxy-17-methyl-2-oxa-5a-androstan-3-one  [53-3 9-4].

Page 4 of 26
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. Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:
| ITEM DATE
DMF # TYPE HOLDER REFERENCED CODE! STATUS? REVIEW o s
‘<——~ ' COMPLETED g
- Ny | Reviewed by
— b o Oxandrolone 1 Adequate 23-Apr-2004 i
B el = — 4 N/A
= + -
= — > ~ | 4 N/A
%f- VF
— | = 1% S ) —
- ;r 2P ‘ - 4 : N/A
g = — .
" . o P 4 N/A
v | F" 7 s
.- ~ : 4 N/A
— o —
- . ’5,_.. * o . —
- L ,.;3 e R 4 N/A
‘wa -—-’ - co IR 4 N/A
:—T t *“3/ RTERREAE 4 N/A |
- b T,—
- — — FZJ I 4 /A

' 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
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Chemistry Review Data Sheet

18. STATUS:
CONSULTS/ CMC ' :
RELATED REVIEWS RECOMMENDATION DATE REVIEWER
Microbiology N/A
EES Pending
Methods Validation N/A
Labeling Deficient 4/26/2004 Postelle Birch
Bioequivalence Pending :
EA Satisfactory 2/19/2004 Robert Iser
N/A

Radiopharmaceutical

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:

Page 6 of 26




CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA 76-897

The Executive Summary

Product: Oxandrolone Tablets USP, 2.5 mg and 10mg
Firm: Eon Labs, Inc.

Recommendations

A. Recommendation and Conclusion on Approvability
NOT Approvable. MINOR will be issued. (Review #2)

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

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Product:
The proposed drug product, Oxandrolone Tablets USP 2.5 mg and 10 mg, is a non-sterile

product.

The inactive ingredients for Oxandrolone Tablets USP are: Pregelatanized Starch NF,
Hypromellose USP, Lactose Monohydrate NF, Magnesium Stearate NF, and ==t

Drug Substance: -
The applicant’s specifications for Oxandrolone USP are based on the USP monograph and drug
substance manufacturer specifications.

Batch Sizes: , _
The size of proposed commercial scale 2. 5mg and 10mg batches are © —  ,and ™ ==~ _
tablets, respectively. The size of the exhibit batches for both strengths were - . tablets.
B. Description of How the Drug Product is intended to be used-

The drug product will be marketed as a prescription anabolic steroid, with proposed tablet
strengths of 2.5 and 10 mg, packaging in 100 and 1000 count bottles.

The proposed expiration dating for the product is 24 months; based on three month accelerated
data and the recommended storage conditions are the USP Long term stability conditions.

C. Basis for Approvability or Not-Approval Recommendation

The recommendation of Not-Approvability is based on a significant number of deficiencies. This
CMC review has identified deficiencies related to Raw Material Controls, Laboratory Controls,

Page 7 of 26
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Executive Summary Section

Containers, and Stability. All deficiencies are included. The status of the bio data review is still
pending; and the labeling review is not satisfactory.

Based on the deficiencies, the drug product cannot be classified as safe and effective in this
(second) review cycle. The firm will be informed regarding the classification of these
deficiencies as a minor amendment.

III. Administrative
A. Reviewer’s Signature

5717 e

 HFD-620/R Iser-Review Chemist/4-26-2004; revised 4-30-2004/
HFD-623/D.Gill-Team Leader/ ‘
HFD-617/S.Park-Project Manger/

B. Endorsement Block

V:FIRMSAM\EON\LTRS&REV\76897.RV2.doc
C. CC Block

Cc:
ANDA 76-897
Division File
Duplicate Jacket
Field Copy
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Chemistry Review Data Sheet

Chemistry Review Data Sheet
1. ANDA #: 76-897
2. REVIEW #: 3
3. REVIEW DATE: 11-24-2004
4. REVIEWER: Robert Iser

5. PREVIOUS DOCUMENTS:

Previous Documents ' : Document Date

Original ' 11-Nov-2003

Amendment ' 11-Dec-2003

Minor Amendment : _ 26-Mar-2004
6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed . Document Date

Minor Amendment 20-August-2004

7. NAME & ADDRESS OF APPLICANT:

Name: ' Eon Labs, Inc.
. 4700 Eon Drive
Address: Wilson, NC 27893
Representative: Sadie Ciganek .
Telephone: , L —

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Oxandrolone Tablets, USP

9. LEGAL BASIS FOR SUBMISSION:

Reference Listed Drug: Oxandrin ® Tablets, NDA# 13-718
(Based on 10 mg strength)
RLD Company: - ' BTG Pharmaceuticals
Patent Certification: No listed patents, page 7
Exclusivity: None, page 7
10. PHARMACOLOGICAL CATEGORY: Androgen/Anabolic Steroid
11. DOSAGE FORM: Tablets
12. STRENGTH/POTENCY: 2.5 mgand 10 mg
13. ROUTE OF ADMINISTRATION: Oral :
14. Rx/OTC DISPENSED: X Rx ___OTC
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Chemistry Review Data Sheet

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:
Oxandrolone

CisH 300 3 ’
178-Hydroxy-17-methyl-2-oxa-5a-androstan-3-one [53-39-4].

Page 4 of 28



CHEMISTRY REVIEW

| Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

"A. DMFs:
ITEM DATE
DMF# | TYPE HOLDER REFERENCED CODE! STATUS? REVIEW COMMENTS
COMPLETED ,
il ™ Oxandrolone 1 Adequate 24-Nov-2004 Reviewed by
R. Iser
N ~ 4 N/A
I 4 N/A
| “ 4 N/A
5 T Py N/A
> 4 N/A
" ! 4 N/A
t
! 4 N/A
4 N/A
' 4 N/A.
i
{ 4 N/A
; 4 N/A
'l 4 N/A
: 4
| & Jdo D N/A

! Action codes for DMF Table:

1 - DMF Reviewed. N ,

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

Pane 5 of 28
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Chemistry Review Data Sheet

18. STATUS:

CONSULTS/ CMC

RELATED REVIEWS RECOMMENDATION DATE REVIEWER
Microbiology N/A
EES ' Pending
Methods Validation N/A
Labeling Satisfactory 9/21/2004 Postelle Birch
Bioequivalence Satisfactory 11/16/2004 S. Shrivistava
EA Satisfactory 2/19/2004 " | Robert Iser
Radiopharmaceutical N/A

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: '

Panea R nf 28
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Executive Summary Section

The Chemistry Review for ANDA 76-897

The Executive Summary

Product:  Oxandrolone Tablets USP, 2.5 mg and 10mg
Firm: Eon Labs, Inc.

1. Recommendations

A. Recommendation and Conclusion on Approvability
NOT Approvable. Minor amendment will be issued. (Review #3)

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

II. Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

Drug Product:
The proposed drug product, Oxandrolone Tablets USP; 2.5 mg and 10 mg, is a non-sterile

product. :

The inactive ingredients for Oxandrolone Tablets USP are: Pregelatanized Starch NF,
Hypromellose USP, Lactose Monohydrate NF, Magnesium Stearate NF, and Y e —

Drug Substance: |
The applicant’s specifications for Oxandrolone USP are based on the USP monograph and drug

substance manufacturer specifications. :

Batch Sizes: s
The size of proposed commercial scale 2.5mg and 10mg batches are emrmemmpeand T
tablets, respectively. The size of the exhibit batches for both strengths Were e . tablets.

B. Deséription of How the Drug Product is intended to be used

The drug product will be marketed as a prescription anabolic steroid, with proposed tablet
strengths of 2.5 and 10 mg, packaging in 100 and 1000 count bottles. '

The proposed expiration dating for the product is 24 months; based on three month accelerated
data and the recommended storage conditions are:

Store at 20° - 25 °C (68° - 77 °F), excursions permitted to 15° - 30 °C (59° - 86 °F), [see USP

Controlled Room Temperature]. No storage conditions are currently found in the RLD packing
insert; however, it is noted on the bottle label as: Store at Room Temperature (59° — 77° F)

Paae 7 of 28
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Executive Summary Section

C. Basis for Approvability or Not-Approval Recommendation

The recommendation of Not-Approvability is based on a significant number of deficiencies. This
CMC review has identified deficiencies related to Raw Material Controls, Laboratory Controls,
and Stability. All deficiencies are included. The status of the bio data review is satisfactory; and
the labeling review is satisfactory. The site inspections are pending.

Bésed on the deficiencies, the drug product cannot be classified as safe and effective in this
(third) review cycle. The firm will be informed regarding the classification of these deficiencies

as a minor amendment.

II1. Administrative

A. Reviewer’s Signature

B. Endorsement Block :
HFD-630/R.Iser, M.S.-Review Chemist/11-24-04; revised 12-6-04/ 12 / i3] oy

HFD-630/D.Gill, Ph.D.-Team Leader/
HFD-617/S.Park, Pharm.D.-Project Manger/

V:FIRMSAM\EON\LTRS&REV\76897.RV3.doc
" C. CC Block

Cc:
ANDA 76-897
Division File
Duplicate Jacket
Field Copy
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~ Robert Iser
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Chemistry Review Data Sheet

Chemistry Review Data Sheet

1. ANDA #: 76-897

. REVIEW #:

|35

Addendum to Review 4
3. REVIEW DATE:

4. REVIEWER: Robers Iser '

LN

. PREVIOUS DOCUMENTS:

Previous Documenis

Original
Amendment

Minor Amendment
Minor Amendment

6. SUBMISSION(S) BEING REVIEWED:

Submuission{s) Reviewed
Minor Amendment

Telephone Amendment

7. NAME & ADDRESS OF APPLICANT:

Name:
Address:
Representative:
Telephone:

Fax:

8. DRUG PRODUCT NAME/CODE/TYPE:

a} Proprietary Name:
b} Non-Proprietary Name {USAN):

9. LEGAL BASIS FOR SUBMISSION:
Reference Listed Druy;

Patent Certification:
Exclusivity:

1. PHARMACOLOGICAL CATEGORY:

2-25-2003; revised 3-9-03; revised 4-6-05

Document Date

11-Nov-2003 -

11-Dec-2003

26-Mar-2004
20-August-2004

Document Date
i1-F eb-2005

31-Mar-2005

Sandoz Inc.
4700 Eon Drive
Wilson, NC 27893

Steven Brown

I

Oxandrolone Tablews, USP

{Based on 10 mg sirength)
Savient Pharmaceuticals
No listed patents, review #:

None, review #1

Androgen/Anabolic Steroid

Oxandriy & Tables, NDAF 13-7
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

11. DOSAGE FORM: Tablets

12. STRENGTH/POTENCY: 2.5 mg and 10 mg (maximum 30 mg daily)
13. ROUTE OF ADMINISTRATION: Oral

14. Rx/OTC DISPENSED: X Rx __0O1C

15. SPOTS (SPECIAL PRODUCTS ON-L I\E TRACKING SYSTEM):

o SPOTS product - Form Completed

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

Oxandroione

CisH 50 5 '
178-Hydroxy-17-methyl-2-oxa-Sa-androstan-3-one  [53-39-4],




CHEMISTRY REVIEW

Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:

A. DMFs:

HOLDER RHP&‘\LLD CODE' = STATUS? COMMENTS

Oxandrolone : Adequate | 26-April-2005 Reé“;‘ri by
i 4 NiA
I 4 NZA
i 4 N/A
i 4 N/A
5 4 N/A
4 N/A
- 1 N/A
] 4 N/A
- 4 N/A
I 4 N/A
] \ 4 N/A

' Action codes for DMF Table:
1 — DMF Reviewed. 7
Other codes indicate why the DMF was not reviewed, as follows:

2--Type i DMF

3 - Reviewed previously and no revision since last review
4 - Sufficient information in application

5 - Authority to reference not granted

& — DMF not avatiable

7 — Other {explain under "Comments"”)
° Adequate, Inadequate, or
be reviewed}

B..Other Documents: N/A

N/A {There is enough data in the application, therefore the DMF did not nead to




CHEMISTRY REVIEW

18. STATUS:

Chemistry Review Data Sheet

CONSULTS/ CMC

RECOMMENDATION

RELATED REVIEWS DATE REVIEWER
Microbiology N/A
EES Satistactory 4/25/2005 J. D’ Ambrogio.
Methods Validation N/A
Labeling Satisfactory 1172272005 Postelle Birch
Bicequivalence Satisfactory 11/16/2004 S. Shrivistava
EA Satisfactory 2/19/2004 Robert Iser
Radiopharmaceutical N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.

X Yes

___No

[f no, explain reason(s) below:




CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA 76-897

The Executive Summuary

Produet: Oxandrolone Tablets USP, 2.5 mg and 10mg
Firm: Eon Labs, Inc.

i. Recommendations

AL Recommendation and Conclusion on Approvability
Approvable.

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

II. Summary of Chemistry Assessments
A. Description of the Drug Product(s) and Drug Substance(s)
Drug Product: ,
The proposed drug product, Oxandrolone Tablets USP, 2.5 mg and 10 mg, is a non-sterile

product.

The nactive ingredients for Oxandrolone Tablets USP are: Pregelatanized Starch NF,
Hypromellose USP, Lactose Monohydrate NF, Magnesium Stearaie NF, ¢ ecmmsomss

Drug Substance:
The applicant’s specitications for Oxandrolone USP are based on the USP monograph and drug
substance manutacturer specifications.

Batch Sizes:
The size of proposed commercial scale 2:5mg and 10mg batches are = 4nd s
tablets, respectively. The size of the exhibit batches for both strengths were ' e ablets.

B. Description of How the Drug Product is intended to be used

The drug product will be marketed as a prescription anabolic steroid, with proposed tablet
strengths of 2.5 and 10 mg, packaging in 100 and 1000 count bottles.

The proposed expiration dating for the product is 24 months; based on three month accelerated
data and the recommended storage conditions are:

Store at 207 - 25 °C (687 - 77 °F), excursions permitted to 157 - 30 °C (59° - 86 °F), [see USP
Controlied Room Temperatre}. No storage conditions are currently found in the RLD packing

wnsert; however, it is noted on the botle label as: Store at Room Temperature 159° - 77° )




CHEMISTRY REVIEW

Executive Summary Section

C. Basis for Approvability or Not-Approval Recommendation

CMC 1s approvable. The status of the bio data review is satisfactory; the labeling review is
satisfactory; and the site inspections are satisfactory.

I11. Administrative
A. Reviewer’s Signature

B. Endorsement Block

HFD-630/R.Iser, ML.S.-Review Chemist/2-25-05; revised 2-9-03; revised 4-.6-05;"
HED-630/D.Gill, Ph.D.-Team Leader/
HFD-617/S.Park, Pharm.D.-Project Manger/

VFIRMSAMEOMLTRS&REVY76897 RV 3.doc
C. CC Block

Ce:
ANDA 76-897
Division File
Duplicate Jacket
Field Copy

AY]
o]
[{®]
o
[04]
Q
5
(o))
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Gill - Team Leader D& gt - ageoe .
Park — Proiject Manager : ,1//';2?{/0(4

S i

\NLTRS&REVNTAR87 . Addendum Z¢ Review 4




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-897

BIOEQUIVALENCE REVIEW(S)




DIViSIQN OF BIOEQUIVALENCE REVIEW

-76 897
‘Oxandrolone Tablets USP

Naiz’_é'm‘tﬁer 11,2003 -

: P :_'.Shi'ivastava, Ph.D.
Yes

V:\firmsam\EON\Itrs&rev\76897N1103

,b"due to partlal stablhty and dissolution data.

The long term



ihfurmgti'on

" Oxandrolone Tablets, USP

- Oxandrin® Tablets, 10 mg

© Savient Pharms (Previously BTG Pharmaceuticals)

13- 718‘

"‘.November 5,01

Oxandrolone is indicated as adjunctive therapy to promote
veight gain after weight loss following extensive surgery,
chronlc infections, or severe trauma

97%
*© Not indicated
1 Hour
Partially metabolized in liver
- 30% Excreted as parent drug. Other free metabolites

" in urine are also excreted.
94 hrs.
ANDA: 76-761 (Upsher-Smlth 4/ 19/04 In queue)
CD: 99-111 . 02-464 — For BE, requested
fastlng study and to measure parent drug in the plasma
02-235 —. ,,02-327 = ), 02-354 "
Dissolution in 500 mL of 30% isopropyl alcohol using
Paddle at 100 rpm, and samphng at 15, 30, 45, 60, 75
and 90 minutes.
Protocol: 00-041 . - 2.5 mg — accepted single-
dose fasting study and requested dissolution as above.
None -
None




fSllbmlsswn

Yes/No?

How many?

1

z|z|z| 2|z |<|<| 2| 2|~

- Parent

Oxandrolone

Propianolol. HCI

LC/MS/MS

- 2.4 to 240 ng/mL

{1 1to0 300 ng/mL

1 ng/mL

| 80.6

85.6

11t011.7

92.1to0 111

19t04.7

| 9510102

24

132.

t Rm. Temp (hrs)

52

1t 4,"C (hrs)

74

ability (cyeles): ™

6

bility at -20 ’c

36 .

d is acceptable

| N (Due to inadequate data for long-

term storage stability)

matograms

Y

‘Serial

| OF Sgrla_l,Sele‘ctlon of Chrom




ivo Studies

"—d‘Qs‘e Fasting Bioequivalence Study

Fasting Bioequivalence Study

110380605

' | Two-way crossover

|24

|23

123

| Healthy

| Male Female

A=Eon Pharm’s oxandrolone tablet, USP

| B=BTG Pharmaceutical’s Oxandrin® tablet,

USP

| 10 mg

| 1x10mg

7, ry’ of Statlstlcal Analysis, Fasting Bioequivalence Study

Point Estimate 90% Confidence Interval
1.02 94.57-110.75
1.03 94.41-112.30
1.02 - 95.18-108.80

is of Study Samples, Fasting Bioequivalence Study
ddltlonal information in Appendix, Table 6

Number of samples

Number of recalculated
values used after

reanalyzed .
reanalysis _

Actual | % of total | Actual % of total -
number assays number assays
| T|R|' T R |[T| R T R

0 [1 [0 [011 [0 [1 0.0 [0.11

2 12 1023 1023 |2 |2 023 10.23
10 (1 0.0 011 [0 |1 0.0 0.11

1 (0 (011 1 [0 011 0.0

3 |4 1034 1045 |3 |4 0.34 |0.45

lated pl_asma concentration data did not change the study outcome.




SectionIV.B, Page 15

Y
N/A
Y
2.5 mg
Y
tab Y
N/A
In—house
1%.Tween 80®
500 mL
. IT (Paddle)
» 100 rpm
ficatlons NLT —_. in 180 minutes
ethbd and Medium — 500 mL of 30% Isopropyl alcohol
- Apparatus II (Paddle) at 100 rpm
o Y
not calculated N/A.
: - No
Need dissolution data based on the FDA
method.

frié, ldwer strengths compared to highest strength
nghest strength F2 metric for test F2 metric for RLD

10 mg_ 68.78 | 80.70

F2 metric, test compared to reference

F2 metric
76.45
64.21
r Request(s) \
alvers are requested | _ 2.5mg

Based on BE study on 10 mg
strength, in vitro dissolution data
: and formulation proportionality.
ngth tested in vivo? ~ Yes
ptable‘? ‘ No

No

Due to deficiencies



500 mL 30% Isopropyl alcohol

IT (Paddle) at 100 rpm.

15, 30, 45, 60, 75 and 90 minutes or until- = of the
labeled drug is dissolved.

qulvalence point of view, the firm has not met the requirements of in
vitro bioequivalence study, and the apphcatlon is incomplete.






89 'O';(and'réldnéf"_l"'ablets

Reviews

xnglé-ldongésfing Bioequivalence Study

Study D.csign '

10380605
A  relative - bioavailability study of
oxandrolone, 10 mg tablets, under fasting
conditions
T ' 7
- -
| 7/12/03-7/14/03 and 7/21/03 —7/23/03
-
S 8/15/03 — 8/29/03
f days from the first | 48
llection to the last day of
Test Reference
A : B
Oxandrolone-tablets Oxandrin® tablets
Eon Pharma, LLC BTG Pharmaceuticals
RDW00278 2F3013
6/2003 - S
- -—- 6/2004
10 mg  10mg
Tablet Tablet
— tablets e
[E—10) (< ———-
G 97.7 954
ity (mean, %CV) 97.3 (95.2-100.4) 94.2 (92.3-95.1)
e See Appendix Section B
' 1x10 mg 1x10mg

Oral




=INININ

-1 week

AB:3,4,5,10,12, 13,15, 16, 19, 21, 23, 24

BA:1,2,6,7,8,9,11, 14,17, 18, 20, 22

e | Pre-study (0), and at 0.5, 1, 2, 2.5, 3, 3.5, 4, 4.5, 5, 6,
/ ' - 8,12, 16, 24, 30, 36, 48, 60 hrs. post-dose

Plasma separated and stofed at -20 °C

Y

Y

- See Table 1

10 hrs

46 hrs

Blood pressure and heart rate monitored at pre-dose,
and at 3 hrs. post-dose, prior to leaving the clinic

(~36 hrs. post dose), and at 60 hrs, return visit.

- Age Groups Gender Race

Range | % Sex % Category %

- <18 0.0 . Caucasian 4.2

| 18-40 | 62.5 | Male | 83.3 | Afr. Amer. | 50.0

- 41-64 | 33.3 |Female| 16.7 Hispanic 29.2

31] 6575 | 4.2 ~ Asian | 83
| >75 0.0 - Others 8.3
- Reason - Period Replaced?
Adverse reactions including emesis, fever,” |  1II - No
1€, soar throat, fatigue ear pressure




Oxandrolorie Tablets

10

#in Test
Group

# in Ref.
Group

0

1

1

0

Total:

1

1

Subject #s
(Test)

Subject #s
(Ref.)

4

7

4

10 |-

24

4.6

3.8

6.6

4.5

2.4

29 (33

5.3

99.6

99.5

100

103

103

110

92.4(97.2

97.0

0.9965-0.9987

N

Y

Serially




76-897 Oxandrolone Tablets'

11

SOP Title

‘Sample Analysis

Y
N
utcome: :
with the outcorne Y
N/A

Study A

g-term stability data.

1]2481| 2473.26) 2936 1.02
| 2419.39] 28.22 1.01
197.91 26.72 1.00

0.10 33.68 0.79

2377.45| 0.01 1.03

2332.32| 0.01 1.02

190.68| 0.15 1.02

8.31| 51.00 123

4.43(19.02 0.85

ssays: The methods validation is incomplete due to




Oxz ; :drolbné Tablets 12

’ aiici. 90% Confidence Intervals

| 2470.45

2417.36 1.01 9332  108.98

5| 19825 1.00 9368|  106.72
9| 237484) 103 | 9441 11230
| 233020 1.02 0457| 11075

191,04 1.02 95.18|  108.80

0.155519

0.17077
max . 0.13166
d for how many subjects? | 23

Agree

0
0

No

d by th reviewer agree with firm’s calculations.
nd AUC1 showed no statistically significant treatment or sequence effect.




\'Xaiindlforlahé: Tablets

eanl=test, Mean2=Ref; Unit=ng/mL

13
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"__(ie,ntrations, Single-Dose Fasting Bioequivalence Study

|E TABLETS, 10 MG, ANDA #70 =867
INDER FASTING COWDITICNS
- DOSE=1.X {1 MG).

TIME, HRE
. TRT &&%B8 { BEE 8

1=TERT(ECN) 2= REFBTG PHARMACELT)



10 mg
mg/tablet Yow/w
10.0 —

able 13 Dissolution of 2.5 mg Strength

_Test Product

Reference Product,

Strength — 2.5 mg
Lot No. C201546
Mean Y% CV Range

34.8 6.3 =
55.3 - 8.4 o
79.6 5.7 I
84.9 K
85.8 58 | J
90.1 4.8 —

Reference Product, -

Strength — 10 mg
Lot No. 2F3013
Mean %CV Range
30.9 5.2 e
55.7 2.7 s
- 79.7 4.1 i |
84.2 3.0 s
88.9 1.8 —
92.1 1.4 p—
[ |:2.5vs 10 mg
12.5vs 10 mg
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IctéNCIEs .

‘APPLICANT Eon Labs., Inc.

:O%éndrolone Tablet, USP, 10 mg, 2.5 mg
qulvslence has completed its review of your

o‘ledged on the cover sheet The following
’ fldentlfled ' :

is requested because the
febmparative dissolution data = using the

500 mL of 30% Isopropyl alcohol

IT (Paddle)_at 100- rpm.

15, 30, 45, 60, 75 and 90 minutes or
until = of the labeled drug is
dissolved.

/
Sincerely yours,

DaLe P. Conner, Pharm. D.
Director, Division of Bioequivalence
- Qffice of Generic Drugs-
Center for Drug Evaluation and Research




Bid”b;ugiFile
SShrivastava

submission date:211/18703

Strengths: iO mg

Outcomne: IC

ey

All Strengths
Outcome: IC

18



DIVISION OF BIOEQUIVALENCE REVIEW

August 25,2004
. P. Shrlvastava

V: ﬁrnisém\Ebn\ltrs&rev\76897a0804.doc

11 20_03 the ﬁrm submitted a BE study. The study had inadequate stability and
iew, SShrlvastava Appendix, Section B, Attachment-1).

irm has responded to the deﬁmencres and submitted adequate stability
“disso tlon results as requested

» 25 and 10 mg strengths are acceptable However, acceptance of
10d and spe01ﬁcat10n is requested. The waiver of BE study for the 2.5 mg
ance of dissolution testing method by the firm. The application is




or_ANDA 76-761 (Upsher-Smith) 2.5 mg strength, the DBE accepted
ing h_iethod consisting of 500 mL of 0.75% SDS in 0.1N HCI at 37 °C

Yes/No?

How many?

rStudles T

=<|Z|Z|Z2|Z|<|=<|Z| 2|z

zs dzssolved

| © 500 mL of 30% Isopropyl alcohol
S " II (Paddle) at 100 rpm.
15,30, 45, 60, 75 and 90 minutes or unti’=e=et of the Zabeled drug




en¢80® media using the above method. Data are summarized in

ted dissolution in 1% Tween-80® in water and has requested for
h and specification (Appendix, Tables 1 and 2, also see Review,
’ B, Attachment—l)

f0r 1% and 2% Tween-80® are _— .indicating that dissolution
eference products are similar. The firm’s request for approval of 1%
: d1ssolut1on is acceptable However, firm’s proposal to set the
<73 in 180 minutes is not acceptable. Therefore, the reviewer in
: DBE Dissolution Expert set the specification as recommended below
/ ttachment-2) Based on the submitted data, then firm should be able
ed specification at Stage 1.

po'sed dissolution method us1ng 500 mL 1% Tween-80® in water,
le) at” 100 rpm, is acceptable, the proposed specification is not

g conducted by the firm on its oxandrolone tablets, 2.5 mg and 10 mg,
n RDW00278 comparlng them to Oxandrin® tablets 2.5 mg and 10

) at 100 Tpm. The test product should meet the following dissolution
R (Q)of the labeled amount of the drug in the dosage form is dissolved

:2 5 mg strength tablets is proportlonally similar to the 10 mg strength
ct; which underwent bioequivalence testing. - The waiver of in vivo
‘tu‘dy‘r‘eqmrements for the 2.5 mg strength tablets is pending acceptance of
cification by the firm.



dbe infdfmed of the deficiency and recommendations.

Date
/o1 9-oy
Date -/




Reference Product,
Strength — 2.5 mg

ot No RDW00277 Lot No. C201546 ‘
- %CV Range Mean %CV Range |
116 348 6.3 i
o 8.2 . 553 8.4
L+ 2.8 Y796 5.7 |
-.2.6 84.9 5.5 |
21 85.8 5.8
.32 90.1 48
e 76.45

: TestrProduct Reference Product,
, Strength 10 mg Strength — 10 mg
Lot No. RDW00278 Lot No. 2F3013
Range | Mean %CV Range
| - 309 52| T 7
55.7 2.7
79.7 4.1 N
- 84.2 3.0 |
7 88.9 1.8 o
[ - 92.1 1.4 e 47
e 64.21
T | 2.5vs. 10 mg 68.78
R [2.5vs. 10 mg 80.70



10 mg Strength (n=6)

- Test Product,

Reference Product,

Strength - 10 mg Strength — 10 mg
Lot No. RDW00278 Lot No. 2F3013
%CV. Range Mean %CV Range
38T 4 154 2 T A
w7 4.0 31.4 3.5
3.0 51.0 7.1
2.8 © 60.5 1.6
. 4.6 - 68.8 .14
1.7 74.2 14
. 1.5 83.2 1.3
2.0 88.0 1.1
S 89.5 1.3 7
5371 | S b 2.

nﬁr'opyl alcohol (IPA), Apparatus i (Paddle) at 100 rpm,

5 mg Strength (n=12)
- Test Product, Reference Product,
_ Strength- 2.5 mg Strength — 2.5 mg
0. RDW00277 Lot No. C201546
- %CV | Range Mean %CV Range
232 s T 44.8 10.0 r 7
. 180 72.2 . 6.9
- 12.0 84.1 52
13.1 91.1 4.7
a0 126 95.8 4.3
|- 122 99.1 2.6
- 84 987 2.8
3.2 100.9 3.1
s 2.6 97.9 3.9
3004 | D ' ' o




d): 500 mL Isopropyl aleohol (IPA), Apparatus I (Paddle) at 100 rpm, |

"est Product,

Reference Product,
ength - 10 mg Strength — 10 mg
Lot No, RDW00278 Lot No. 2F3013
L %CV Range | Mean %CV Range
5233 T -7 21.8 21.5 i |
218 42.9 8.4
191 | 60.4 7.3 |
L9 73.1 8.1 1
1087 80.0 6.5 |
7.0 83.4- 6.6
5.6 86.3 7.5
19 90.9 4.4
— 25 L T 919 31 '
31.17 - L.
.12.5vs. 10 mg | 35.18 '
25vs. 10 mg | 36.68

of 10 mg Strength (n=6)

5% Sodium Lauryl Sulfate, Apparatus II (Paddle) at 100 rpm.

" Test Product,

~ Reference Product,

gth - 10 mg Strength — 10 mg
‘Lot No. RDW00278 Lot No. 2F3013
- %CV Range Mean %CV | Range _
58 |~ o |36l 44 i
6.1 T 66.1 42 ]
5.8 86.0 23 |
59 91.9 2.0 ]
- 5.9 92.2 3.2
5.2 934 1.0
43 93.1 1.3
1.1 93.6 1.2
1.0 ) 93.5 0.9 ;
7.48 - i




fod1um Lauryl Sulfate, Apparatus II (Paddle) at 100 rpm.

Referencé Product,
Strength — 10 mg
Lot No. 2F3013

Range Mean %CV Range
m " 49.4 4.0 - 77
: 80.3 2.2
93.0 1.0
95.9 0.8
96.2 0.3
95.9 0.4
96.4 0.9
103.3 1.5
95.4 0.7




APPLICANT:Eon Labs, Inc.
QOxandrolone Tablet, USP
12 5 mg and 10 mg

B;oequlvalence has completed its review of your
owledged on the cover sheet. The following

1teSt1ng should be conducted in 500 ml, of 1%
gle SP Apparatus II (Paddle) at 100 rpm. The test
1c meet the. following dissolution specification:

Slncerely 2urs,
| m&h&(ﬂ/)

" Dale P. Conner, Pharm D.
Director, Division of Bioegquivalence

Office of Generic Drugs
Center for Drug Evaluation and Research




Submission date: 8/25/04
Strengths: 2.5 and 10 mg

Outcome: ic.



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-897

ADMINISTRATIVE DOCUMENTS




ot

UM

RECORD OF TELEPHONE CONVERSATION

Reference is made to the firm’s faxes dated Jurfe 4, and June 10, 2004 requesting - DATE:
clarification of deficiencies 4, 7, and 14 of the Minor Deficiency Letter dated May 24, June 10, 2004
2004.

' . : ) ANDA NUMBER
Deficiency 7: 76-897

The firm stated that disintegration is not a meaningful test, and that the RLD product
that they tested did not meet the USP specification for disintegration. The firm also

stated that they have already petitioned the USP to accept their dissolution method. TELECON
The firm asked if the disintegration test is necessary if the dissolution test is acceptable INITIATED BY
by the Division of Bioequivalence. The firm also asked if they can claim in the FIRM
labeling that the drug product is not USP. .PRODUCT NAME:
Oxandrolone Tablets

The Agency stated that the disintegration test is a legal requirement. If the firm
chooses to not meet the USP disintegration specification, the firm can chose to wait
until the USP accepts and publishes the firm’s recommendation. Regarding the
Labeling, the firm may consult with the Labeling Branch regarding the inclusion of a FIRM NAME:

USP, 2.5 mg and 10 mg

statement in the Labeling that the drug product does not meet the USP requirement. Eon Labs, Inc.
Dr. Shrivastava communicated a Bioequivalency comment to the firm. He stated that
the firm did not follow the FDA dissolution method. He asked the firm to develop a FIrRM
dissolution method and provide a comparison data and rationale for the best method. REPRESENTATIVES
. Sadie Ciganek
Deficiency 3: ' : . , Siya Moghaddam
The firm stated that they will be correcting the mistake. Nitin Sheth
.| Deficiency 4: TELEPHONE
‘The firm stated that the USP does not have a specification for melting point, but only NUMBER:
states that the melting point should be 225°C. The melting point is stated as 235°- ettt
238°C in the Merck Index. The firm stated there is a big difference in these two
references. The firm stated that the melting point differences in their submission are FDA
due to the decomposition which occurs during the melting range, which then changes REPRESENTATIVES
the melting point. Therefore, they cannot obtain an accurate melting point. The firm Dave Gill '
- stated that they can set a range, but the range cannot be as narrow as the Agency would Bob Iser
like. The firm asked what the purpose of the melting point test is and asked if any Surendra Shrivastava
alternative and better test would be acceptable. . The firm proposed the ~ —est. The Sarah Park
firm stated that the — test will be in the reduced testing of the vendor validation
program. The firm stated that they will test the first batch — ) " SIGNATURES:
will be conductedon _  —e -
The Agency and the firm agreed that the firm will submit a justification of the Dave Gill 3SG. &
decomposition, wide melting point range, and an alternate test method. Bob Iser
, _ Surendra Shrivastava ‘
Deficiency 14: Sarah Park S ﬂlﬂ/z_/ é // Y / O
The firm asked for clarification of this deficiency. '
The Agency stated that we needed to see stressed conditions to access the degradation ' ﬂ

X

and to make sure that there is sufficient degradation. vz

The firm stated that they have an SOP for forced degradation studies with specified y o2 — 6 ,,.//'
conditions. The firm stated that they will increase the sensitivity to see the impurity o

‘peaks.

The firm’s response will be submitted in their next Minor Amendment.

CC: ANDA 76-897 :
Division File

VAFIRMSAM\EON\TELECONS\76897tc061004.doc



RECORD OF TELEPHONE CONVERSATION

Reference is made to the minor amendment dated February 11, 2005. The following
deficiencies/comments were communicated to the firm.

L.

The drug substance data provided does not justify the proposed specification
for  sse=- Please reduce the drug substance specification for ™" to
NMT sa=#%. Also, please provide the revised specifications.

The firm agreed to provide the requested information.
The Drug Master F 1le { s g currently inadequate. The DMF holder, .

S wsses |, has been notified. Please do not respond to this
letter untll the DMF holder has notified you that they have responded to the

~ deficiencies.

The firm stated that they have received notification frorn the DMF holder i in
reference to the deficiencies.

There is concern that the proposed samp]e preparation change to the drug
TR

substance wﬁ‘*) method ¢ R

et B N A

Please comment.

The firm agreed to not e } The firm stated that
they will submit a revised specifications and method of the raw material.

They also made a commitment that if - ‘weesssesss appear as a result,
proper investigation will be conducted and the Agency will be notified.

If the known impurities specified for the release and stability analysis of the
drug product are process impurities, the specifications should not be higher
than-drug substance specifications. Please reduce your known impurity-
specifications to match your drug substance specifications. As an alternative,
the process impurities can be removed from the drug product release and

- stability specifications if the following information is provided:

DATE
March 29, 2005

ANDA NUMBER
76-897

IND NUMBER

TELECON

INITIATED BY: FDA

PRODUCT NAME
Oxandrolone Tablet USP,
2.5 mgand 10 mg

FIRM NAME
Eon Labs, Inc.

FIRM’S
REPRESENTATIVES:
Sadie Ciganek

Siya Moghaddam

~Steve Brown

Jetf Bauer

TELEPHONE
NUMBER

A .

-




FDA

a. A statement from the supplier that o

are process impurities. REPRESENTATIVES:
Dave Gill
b. Accumulated data to show that the s PULIties do not increase Bf’b IS‘?T
Lisa Kim

over time in all stability samples and conditions.

. ¢. Drug product release and stability specifications revising all
references to Impurities or Related Compounds to Degradation
Products.

d. Revised specifications for Individual Unknown specification to
Largest Unknown Degradation Product at NMT ==,

e. Revised specifications for the Total Impurities specification to Total
Degradation products, and a revised and justified Total Degradation
Product specification based on your observed data and/or analysis of
the RLD at or close to expiry.

f. Addition of a reference to the release and stability sbeciﬁcations that
process impurities are not included in the reported total.

The firm agreed to remove the : " s from the
drug product release and stability specifications and to provide the requested
information. The firm stated that they will revise the impurity specifications
of the Total Unknown Degradation Products to NMT (= % and the Total
Degradation Products to NMT - =i,

5. AnLOQ of NMT ! we is not suitable for the release and
stability analysis of the drug product as the limit of NMT ===, for

w1 not acceptable. Please optimize the current method to
reduce the LOQ or develop another method for analysis of =~ s
with a suitable LOQ. :

The Agency and the firm agreed that once the === s removed
from the drug product release and stability specifications, the current
LOQ will not be and issue.

CC: ANDA 76-897
. Diviston File
VAFIRMSAM\EONALTRS&REV\76897tc032905 .doc




RECORD OF TELEPHONE.CONVERSATION

The firm was asked to provide a revised copy for DS specification
n conformance with USP 29 —Supplement 2, and an
acknowledgement that the USP methods are the official methods.

The firm acknowledged they will comply with the requests
and send a commitment and copy of assay specifications that
match the USP via miscellaneous correspondence tomorrow. .

ANDA NUMBER
76-897

DATE: 11/15/06

TELECON

INITIATED BY:
Agency

PRODUCT NAME
Oxandrolone

FIRM NAME
Sandoz Inc.

ANDA
REPRESENTATIVES:
Diedrich Bartel

TELEPHONE NUMBER

FDA _
REPRESENTATIVES:
Dave Gill DBs&:ar

Leigh Ann Matheny777aV%,d
: g

CC: ANDA 76-897
Division File




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-897

CORRESPONDENCE



Z“ Eon Labs ,
The Pharmacy Drug Company

November 11, 2003

Mr. Gary J. Buehler, Director

Office of Generic Drugs, HFD-600

Center for Drug Evaluation and Research
Food and Drug Administration

Document Control Room

Metro Park North 1l

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: Original ANDA
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Pursuant to section 505(j) of the Federal Food, Drug and Cosmetic Act, and in
accordance with the provisions of the regulations 21 CFR§314.94, enclosed is an
original Abbreviated New Drug Application for Oxandrolone Tablets USP, 2.5 mg
and 10 mg. This application consists of the following volumes:

Volume 1 Basis of submission, patent and exclusivity certifications, Section
505(j)(2)(A) information, labeling, signed disclosure statement,
dissolution profiles, certificates of analysis, and components and
composition statements. '

Volume 2 Raw rraterial control data, facility description; contract testing labs,
manufacturing and packaging records including Executed Batch and
Packaging records, and in-process information.

Volume 3 Container/closure information, finished product controls, methods
validation, stability data, debarment certification and environmental
impact statement.

Volume 4 & 5 Bioequivalence study summary and test results. (Also included is a
diskette containing the raw data).

- A full table of contents precedes each appropriately paginated volume.

‘We have also enclosed three (3) copies of the analytical methods validation package in
separate volumes.

e ey,

Mr. G. J. Buehler November 11, 2003 , Page 1 of 2 /L)
. | NOV 1 2 2003
EonLabs 4700 Eon Drive, Wilson, NC 27893 R TRt
Telephone 252 234-2222  Fax 252 234-2600 www.eonlabs.com )



In addition to the archival and review copies, we certify that we have submitted a
certified true copy of the chemistry, manufacturing and controls data to the District Field
Office, Atlanta, Georgia. Subsequent amendments or supplements containing
chemistry, manufacturing and controls data will also be submitted to the District Field

Office.

During your review, if there are any comments or questions concerning this application,
you may contact us by telephone at (252) ~——— or via facsimile at (252) -

Please advise us if you ‘require any additional informatibn.
Sincerely, '
Eon Labs, Inc.

Steven W. Brown, R.Ph.
Director, Regulatory Affairs

Mr. G. J. Buehler _ November 11, 2003 ‘Page 1 of 2



Oxandrolone Tablets USP, 2.5 mg and 10 mg

Section [l  PATENT CERTIFICATION/EXCLUSIVITY

No Relevant Patents

In the opinion and to the best knowledge of Eon Labs, Inc., there are no patents
that claim the listed drug referred to in this application or that claim a use of the
listed drug. A copy of page ADAB0 from the 23m edition of the FDA publication
Approved Drug Products with Therapeutic Equivalence Evaluations (the “Orange
Book”) is enclosed on the second page following this page.

2 > I e o7 Novendw w3
Steven W. Brown, R.Ph. Date

Director, Regulatory Affairs
Eon Labs, Inc.




Oxandrolone Tablets USP, 2.5 mg and 10 mg

Exclusivity Statement

Eon Labs, Inc., certifies that there is no effective period of marketing exclusivity
associated WIth NDA 13-718 (Oxandrm Tablets, BTG Pharmaceuticals). A copy
of page ADAGBO from the 234 edition of the FDA publication Approved Drug
Products with Therapeutic Equivalence Evaluations (the “Orange Book”) is
enclosed on the following page.

T ) Brnn 7Moot 203
Steven W. Brown, R.Ph. Date

Director, Regulatory Affairs:
Eon Labs, Inc.
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é Eon Labs | Mk’i

The Pharmacy Drug Company W
0 ,Oe,cch}

3
December 11, 2003

MNEW CORRESP
Mr. Gary J. Buehler, Director N
Office of Generic Drugs, HFD-600
Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room
Metro Park North I
7500 Standish Place, Room 150
‘Rockville, Maryland 20855-2773

AMENDMENT

Re: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to section 505(j) of the Federal Food, Drug and Cosmetic Act, for
Oxandrolone Tablets USP, 2.5 mg and 10 mg; ANDA 76-897. -

Responsive to the telephone request of December 10, 2003, from Dr Arianne Camphire,
enclosed are the four cGMP Certifications for the Analytical Testing Laboratories
referenced in Section 10 of our ANDA for Oxandrolone Tablets USP, 2.5 mg and 10 mg.

A certified true copy of this amendment has been submitted to the District Field Office,
Atlanta, Georgia.

Please advise us at (252) —— . f you require any additional information.

Sincerely,

Eon Labs, Inc.

RECEIVED
Steven W. Brown, R.Ph. ' DEC '
Director, Regulatory Affairs 12 2003

OGD/CDER
Mr. G. J. Buehler December 11, 2003 Page 1 of 1

Eon Labs 4700 Eon Drive, Wilson, NC 27893
Telephone 252 234-2222 Fax 252 234-2600 www.eonlabs.com



:reeeipt of your abbreviated new drug
itted pursuant to Section 505(j) of the Federal

\ICATION: November 11, 2003
CEPTA LE FOR FILING: November 13, 2003

1th you further after we have had the
rev1ew the appllcatlon

ny communlcatlons concernlng this application
ANDA number shown above.

~hav questlons concerning this application, contact:

Sarah Kim
Project Manager
(301) 827-5848

Sincerely you
Sy i

Wm Peter Rick

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




RIC D UGS,CDE& FDA

| (301;-594-0320)

MAR - 1 2004
s, Inc. | TEL: ~—
FAX: - S—

PROJECT MANAGER: 301-827-5725

to your abbreviated new drug application dated November 11, 2003, submitted
505() of the Federal Food, Drug, and Cosmetic Act for Oxandrolone Tablets USP, 2.5 mg and

and, therefore Not Approvable under Section 505 of the Act for the reasons provided in
Th1‘ ‘facs1m1le isto be regarded as an official FDA communication and unless’

‘ the apphcatlon Your amendment should respond to all of the deﬁc1enc1es
1 _1 not be con51dered for rev1ew nor will the review clock be reactivated until




 TO BE PROVIDED TO THE APPLICANT

'MAH-¥1 2004

. APPLICANT: Eon Labs, Inc.

- Oxandrolone Tablets USP, 2.5 mg and 10 mg

is ~—“‘"“““"tablets, however, on page
batch record the commercial batch size is
- tablets. Also, the amount per batch of
t»on page 85 is based on a .7 tablet
Please- clarlfy and make the appropriate

er File - listed for the supplier is
dequate. The DMF holder,
n notified. Please do not respond to
1 the DMF holder has notified you that
ded to the deficiencies.

ification for Identification testing of drug

# WD00324 should be revised from conforms
_;to‘a reference standard. Please submit your
tlf;cate of analysis for lot # WD00324.

stablish drug substance specifications for
ecified, and total impurities based on a
method such as HPLC, and Jjustify the proposed
¢riteria.

substance specifications for Residual solvents
Please revise the residual solvent
sp c1f1catlons1for the drug substance based on your

ec1flcatlon for melting point should be added for the
lone'drug substance. Please add a specification
melting p01nt for Oxandrolone drug substance and
;le_e_é'revised certificate of analysis.



ize: results are not 1ncluded for the drug

that was used in the submission batches. |
representatlve particle size results for a

bstance. The specification of NLT —

—~ needs to be revised to cover the entire

ange and should provide for e particle

utioh'rahges.' The revised specification

‘on the drug substance used for the bio-

- method, page 607, states that a USP Reference
tified In-House standard or the equivalent
for Oxandrolone analysis, and for the

nds, a manufacturer’s reference standard,
in~house standard, or equivalent is to be used.
d if a USP or a certified in-house

as used for the analysis of the submission
ndrolone USP tablets, or if a

rer s”reference standard or certified in- house
Hsed for the related compounds testing.

e a statement of what standards were used
isvof the submission batches. Also, please

1f1cate of analysis for Magnesium Stearate lot #
used” 1n the subm1551on batches 1s not 1ncluded

is. stated on page 411, that the proposed in- process

“jon page 604, the specification is listed as
S Please explaln which blend uniformity



re taken, for both strengths, during the
”i“h‘representative of processing extremes;
al samples were taken at the start, middle,
he 10 mg bio-batch (#RDW00278). Results are
' ase provide the results for testing at
»,xtremes, and at the start, middle and end
78

tare high. Please revise and justify the
tease and stability specifications for
“on your observed results, and provide a

drug: product loss on drying spec1f1catlon should
the results of the bio-batch. Please provide
for the bio-batch # RDW00278.

to the chemical names for impurities
cluded in the specifications for the drug
:e'and stability. Please revise your

s to-include a reference to chemical names
impurities.

formation is given for the comparability of the
SP monograph method for assay (GC) and your
HPLCLmethod for assay. Please provide method
data for your .in-house method versus the
monograph method for assay.

acceptance criteria are included in the method
dation reports for any of the validation tests.

evi e’your method validation reports to include a
efe ence to”the acceptance criteria for each test and a.
of whether or not the test passes the listed

‘ crlterla

re is no forced degradation or stress testlng

1nformatlon included in the method validation report.
se”prov1de forced degradation or stress testing
reSults«for_the drug product method validation.




(92 0-
the current stability reports reference
- 3%. Please rev1se your

eet;pgjthe compendial standards. In the event of a
“the official USP method will prevail.



‘ ion specification for your drug product will

1 ‘hed by the Division of Bioequivalence. The
:Qdata for release and stability will be

d based on the criteria set by the Division of

Sincerely yours,

DS6 X

’ fpV’Vilayat A. Sayeed, Ph.D.

Director

Division of Chemistry III

Office of Generic Drugs

Center for Drug Evaluation and Research



TEL: 252-234-2224
FAX: 252-234-2323

PROJECT MANAGER: 301-827-5725

ur abbreviated new drug application dated November 11, 2003, submltted
and Cosmetlc Act for Oxandrolone Tablets USP, 2.5 mg and

3 requlred to take an action described under 21 CFR 314.120
Your amendment shguld respond to all of the deﬁ01enc1es

ent OGD pohcles and procedures. The designation as a
your cover letter. You have been/will be notified in a

Division of Bioe u1valence of any deficiencies identified durmg our review of
If you have substantial dlsagreement with our reasons for not approving this application,

NDED ONLY FOR THE_USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
ED CONF]DENTIAL OR PROTECTED FROM

dellver this document to the addressee you are hereby notified that any dlsclosure,
1ca1:lon is not authorized. If you have received this document in error, please immediately

P ¥ I PN



d;APPLICANT:a Eon Labs, Inc.
 Qgé@dro1one Tablets USP, 2.5 mg and 10 mg

‘résentgd»below represent MINOR deficiencies.

53 “and total impurities but no
Qn;of the speclflcat;ons was included. Please
nstrfrcation for: your drug substance impurities

C i 3»melt1ng p01nt are 1ncluded on page 27 of
end ent dated 26 Mar 2004. The results are r—— °C
; °C’(melt1ng point). The
Please

Please
meltlng point (range) acceptance crlterla to
'the range,~and report your results as a melting

In: the drug substance certificate of analysis. Also,
ease p»oV1de the revised certificate of analysis and
Specrflcatlons;for‘the drug substance.

Please prOV1de 1nformatlon pertaining to the Oxandrolone
reference standard used in the qualification of your in-
ouse” reference standard,; including lot number, comparative
ertlf”cates of analy51s and comparative spectra.




: related compounds are belng reported
your method LOQ for impurities (Stated LOQ
: for unknown impurities).

cceptance criteria is given as NMT~—" %
The LOD acceptance criteria
}iln the drug product release and stability




eria were not 1ncluded for the drug

' ';solvents method. valldatlon report (ARMR
ise’ the drug substance residual solvents
'report (ARMR,334) to 1nclude acceptance

the llght 1nten81ty utlllzed the
and the time each sample
Also, forced

'hlgher ac1d concentration, higher
were trled untll a reasonable amount of




drug

‘Sincerely yours,

CDReR

f~ vilayat A. Sayeed, Ph.D.
" pirector

Division of Chemistry III
Office of Generic Drugs

Center for Drug Evaluation and Research




%)
= Eon Labs
The Pharmacy Drug Company

March 26, 2004

Mr. Gary J. Buehler, Director,

Office of Generic Drugs, HFD-600

Center for Drug Evaluation and Research
Food and Drug Administration

Document Control Room

Metro Park North lI

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 76-897 - MINOR AMENDMENT
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler: '

In accordance with 21 CFR 314.96, this submission constitutes an amendment to our
ANDA for Oxandrolone Tablets USP, 2.5 mg and 10 mg (ANDA 76-897). It is being
submitted in response to the letter from Dr. Vilayat A. Sayeed of the Division of
Chemistry Ill, OGD, dated March 2, 2004. Each of the deficiencies cited in that
correspondence are individually reiterated on the enclosed pages (|n bold type)
followed by our response and any supporting documents.

We certify that a true copy of‘the technical sections of this amendment to our ANDA for
Oxandrolone Tablets USP, 2.5 mg and 10 mg has been submitted to the FDA, Atlanta
District Office, 60 Eighth St. NE, Atlanta, GA 30309.

If there are any questions concerning this amendment, please contact either Mr. Steven
W. Brown, R.Ph., Director, Regulatory Affairs, by telephone at (252) 234-2224, or Mr.
Dietrich Bartel, B.S., Assistant Director, Regulatory Affairs, by telephone at (252} =

-
Sincerely,
Eon Labs, Inc.

v T ~ RECEIVED

"Steven W. Brown, R.Ph. MAR 2 92004

Director, Regulatory Affairs
OGD/CDER
SWB/jpt

Mr. G. J. Buehler March 26, 2004 ' Page 1 of 1

Eon Labs 4700 Eon Drive, Wilson, NC 278393
Talanhnne 2R2 234-2222  Fax 2R2 234-2600 www.eonlabs.com



A. Deficiencies:

1. On pages 81 and 85 of the components and composition section, it is noted
that the commercial batch size for the 10 mg tabletis -—~—— tablets; however,
on page 199 and in the batch record the commercial batch size is listed as
——=, tablets. Also, the amount per batch of each component on page 85 is

" based ona © ——— , tablet batch. Please clarify and make the appropriate
revisions. '

We thank you for pointing out this error. Pages 81and 85 were revised to reflect the
correct commercial batch size of _——tablets. The information on page 199 is
correct and is based on data from the batch record on page 223. We also noticed an
error on page 189, listed under the batch size column. The 10 mg strength reflects an
incorrect batch size of — ,tablets. However, the correct batch size should be
~—"tablets. The corrected pages immediately follow.




ENCY AMENDMENT 4110 2 o

D ,_UGS, CDER FDA
’ Park North 11

TEL:
FAX:

PROJECT MANAGER: 301 -827-5847

Drug, and Cosmetic Act for Oxandrolone Tablets USP, 2 5 mg and 10 mg.
0 ygu_r amendment dated .

"valence has completed its review of the submission(s) referenced above and has identified
presented on the attached page. This facsunlle is to be regarded as an official FDA
,kted a hard-copy will not be mailed. - :

to these deficiencies in accord with 21 CFR 3 14 96. Your amendment should
sfred Fac51m11es or partial replies will not be considered for review, nor will the
d untrl all deﬁcrencres have been addressed Your cover letter should clearly indicate that




VALENCE DEFICIENCIES
. APPLICANT: Eon Labs., Inc.

Oxandrolone Tablet, USP, 10 mg, 2.5 mg

of‘Biéequivalence has completed its review of your
nowledged on the cover sheet. The following
have been 1dent1f1ed

prov1ded the long-term stablllty data for e~ days.
geta for ~. days at = °%c is requested because the
' ‘stored for that long

1de comparatlve dissolution data 'using the

500 mL of 30% Isopropyl alcohol

IT (Paddle) at 100 rpm.

15,. 30, 45, 60, 75 and 90 minutes or
untll — of the labeled- drug is
dissolved.

Slncerely yours,

%W%

V‘C7L" Dale P. Conner, Pharm. D.

Director, Division of Bloequlvalence
Office of Generic Drugs

Center for Drug Evaluation and Research




"" Eon Labs
The Pharmacy Drug Company

August 19, 2004

Mr. Gary J. Buehler, Director,
OGD, CDER, FDA HFD-600

Document Control Room ORIG AMENDMENT
Metro Park North I N/
7500 Standish Place, Room 150 : /;ﬁ“:

Rockville, Maryland 20855-2773

FINAL PRINTED LABELING AMENDMENT

Re: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and
the provisions of the regulations 21 CFR §314.94, for Oxandrolone Tablets USP, 2.5 mg
and 10 mg; ANDA 76-897. .

Reference is also made to the facsimile correspondence dated April 27, 2004, from Ms.
Postelle Birch, that identified specific deficiencies in the labels and labeling for the drug
product.

In éccordahce with 21 CFR 314.96, we are submitting thié amendment to our ANDA to
provide responses to the cited labeling deficenceies. Each of the deficiencies is
reiterated below (in bold type), followed by our response.

Please note:

The Final Printed Labeling in this submlssmn is being provided electronically in
Adobe Acrobat (*.pdf) format on the enclosed diskeite in accordance with current
agency requirements. In addition, the package insert labeling content, side-by-
side comparison, and annotated changes are provided in both pdf, as weII as MS

Word (*.doc), formats.
RECEIVED
AUG 2 3 2004

OGD/CDER

r— v o femmA L s L 1P L L R AmAAA



ANDA 76-897 Oxandrolone Tablets USP, 2.5 mg and 10 mg

FINAL PRINTED LABELING AMENDMENT

Labeling Deficiencies:
1. GENERAL COMMENT
Revise the "Manufactured by:” address on all labeling to read:

Eon Labs, Inc.
Wilson, NC 27893

Eon Labs, Inc. labels all of its drug products in accordance with 21 CFR §201.1.
Various subsections of 21 CFR 201.1 [e.g., (c)(4), (), (g), and (j)], permit a firm to
declare the company's corporate offices as the "Manufactured by:" address on drug
product labeling (container and insert). For example:
201.1(c)(4) "For purposes of this paragraph, person, when it identifies a
corporation, includes a parent, subsidiary, or affiliate company where
_ the related companies are under common ownership and control." ’
201.1()) "If a person manufacturers, packs, or distributes a drug or drug product
at a place other than the person's principal place of business, the label
may state the principal place of business in lieu of the actual place

where such drug or drug product was manufactured or packed or is to
be distributed, unless such statement would be misleading."

2. CONTAINER LABELS

See GENERAL COMMENT

Please refer to our response to‘ deficiency 1, above.
3. INSERT |

a. Revise the chemical name of oxandrolone in the DESCRIPTION section to-
read:

17B-hydroxy-17a-methyl-2-oxa-5a-androstan-3-one

b. Using bold print, insert the following information as the first paragraph of
the PRECAUTIONS section:

Page 2 of 4



ANDA 76-897 Oxandrolone Tablets USP, 2.5 mg and 10 mg

FINAL PRINTED LABELING AMENDMENT

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). '

c. Insert the following information as the first paragraph of the "Information
for patients" subsection of the PRECAUTIONS section:

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

d. Insert the following information as the second subsection of the
PRECAUTIONS: Drug Interactions 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 similar increases in
R-warfarin half-life and AUC were also detected. 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. INR or prothrombin time (PT) should be monitored closely for up to 4
weeks or until a stable INR or PT has been achieved. Monitoring of INR is
recommended when the oxandrolone dose is changed or when
oxandrolone is discontinued during concomitant therapy. Patients should
be closely monitored for signs and symptoms of occult bleeding.

Please revise your labels and labeling, as instructed above. and submit 4 draft
copies for a tentative approval or 12 final printed copies for a full approval of this-
application. If draft labeling is provided, please be advised that you will be
required to submit 12 final printed copies of all labels and labeling at least 60
days prior to full approval of this application. In addition, you should be aware
that color and other factors (print size, prominence, etc.) in final printed labeling
could be found unacceptable and that further changes might be requested prior
to approval. '

Prior to approval, it may be necessary to revise your labeling subsequent to
approved changes for the reference listed drug. In order to keep ANDA labeling
~current, we suggest that you subscribe to the daily or weekly updates of new
documents posted on the CDER web site at the following address -
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ANDA 76-897 Oxandrolone Tablets USP, 2.5 mg and 10 mg

FINAL PRINTED LABELING AMENDMENT

hitp//www.tda,govieder/cdernew/listserv. html

To facilitate review of your next submission, and in accordance with 21 CFR
314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed
~ labeling with your last submission with all differences annotated and explained.

The container labels and package insert labeling have been revised to include the
requested changes: We have provided Final Printed container and package insert
labeling, electronically in pdf format, on the enclosed diskette. In addition, a side-by-
side comparison of our proposed Final Printed labeling with our last submission with all
differences annotated and explained is provided. To facilitate your review, we have
included MS Word versions of the content of the Final Printed package insert labeling,
the side-by-side comparison, and the table of annotated differences.

If there are any questions concerning this labeling amendment, please contact either
Mr. Steven W. Brown, R.Ph., Director, Regulatory Affairs, by telephone at | ———-
=, or Mr. Dietrich Bartel, B.S., Assistant Director, Regulatory Affairs, by telephone at

Sincerely,

Eon Labs, Inc.

Yz~ SR A

éteven W. Brown, R.Ph.
Director, Regulatory Affairs
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E Eon Labs

The Pharmacy Drug Company

August 20, 2004

Vilayat A. Sayeed, Ph.D.
Director, HFD-630

Division of Chemistry Il -

Office of Generic Drugs

Center for Drug Evaluation and Research ORIG AMENDMENT
7500 Standish Place, Room 150 7 N _ A {:J?\

Rockville, MD 20855-2773
- MINOR AMENDMENT -

Re: Oxandrolone Tablets USP, 2.5 mg and 10 mg
ANDA 76-897

Dear Dr. Sayeed:

Reference is made to your correspondence dated May 21, 2004 regarding our Abbreviated New Drug
Application for Oxandrolone Tablets USP, 2.5 mg and 10 mg, ANDA 76-897. In accordance with
the requirements outlined in 21 CFR 314.96, enclosed herein are our responses to the
deficiencies noted in your letter.

COMMENT 1

Drug substance specifications were established for specified, unspecified, and total impurities
but no justification of the specifications was included. Please provide a justification for your
drug substance impurities specifications.

Response:

Eon Labs’ specifications for related compounds - specified, unspecified, and total - for oxandrolone
active pharmaceutlcal mgredlent (API) were based on the established specifications of the ===
- The specifications are in accordance with the ICH guidance:
Q3A-Qualification of Impuntles in New Drug Substances and are listed in =~ .,orrespondlng
DMF ° — The specifications are as follows:

—— ~ NMT e,
e NMT * e
b — -‘,- . —= NMT/ T
Total NMT = ===,

Eon Labs, adopted the same specifications since they conform to the ICH standards and are

supported by datain —+DMF.
RECEIVED

Page 1 of 9 AUG 2 3 2004
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COMMENT 2

There is no limit of quantitation reported for the known impurity ? sscwssmssse===" _in the
drug substance test methods; and the chemical names for the known impurities are not
referenced in the drug substance specifications. Please revise your drug substance test method
to include the LOQ for * "= ssrmuwee , and provide a reference to the chemical names in

the drug substance specifications.

Response:

Upon method verification of the GC method for the determination of related compounds
(manufacturer’s method), it was realized that the ©  .sssmemwwsn . and oxandrolone peaks were not
resolved. Eon Labs developed and validated an independent ” === 1 method specifically for the
impurity. This method has an LOQ of ..... %. The API monograph for
oxandralone, 023-The Testing of Oxandralone Raw Material, has been amended to include the
e procedure for testing of = mswwmmm—=r . The revised monograph and corresponding
validation report for the ~ == method, ARMR 416, are provided, ATTACHMENT 1.

023-The Testing of Oxandralone Raw Material, has also been amended to list the chemical
names of the known impurities with corresponding abbreviated nomenclature. A revised Raw
Material Specification and Analysis Report form reflecting the abbreviated names of the known
impurities is included in ATTACHMENT 1.

In addition to the changes noted above, 023-The Testing of Oxandrolone Raw Material was
further changed to replace the titration assay method to HPLC to be in conformance with that used
for the finished product. Accordingly, a method validation report for the quantitative determination
of oxandralone API by HPLC, ARMR 415, is provided, ATTACHMENT 2.

" COMMENT 3

The results for meltiﬁg point are included on page 27 of the amendment dated 26-Mar-2004.
The results are +— _ (beginning of melting) to — c (melting point). The results fail
outside of your specifications. Please explain the failing results for the drug substance melting
point. ’ o

Response:

The melting point test results submitted in our March 26, 2004 MINOR AMENDMENT were
inadvertently taken from a research and development laboratory notebook generated at the initial
stages of melting point method development. The data from the notebook was intended for
information only in the preliminary assessment of the raw material. Therefore, the test results
submitted in our amendment were not official and did not represent valid QC release data.

The melting point has now been repeated in accordance with the test criteria and procedure described
in USP 27 <741> general chapter. The results meet our originally proposed specification, but exhibit
a broad melting range, ATTACHMENT 3. A more detailed discussion regarding the melting point
of oxandrolone is discussed in the following response to comment 4.
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COMMENT 4

The melting point acceptance criteria that you have set for the drug substance are too wide.
The range should be tighter for melting point, and the results should convey a range of melting
that is typically within <, Please revise your melting point (range) acceptance criteria to
tighten the range; and report your results as a melting range on the drug substance certificate
of analysis. Also, please provide the revised certificate of analysis and specifications for the
drug substance.

Response:

The melting point specification was discussed in the T-conference held on June 10", 2004 between
representatives from Eon Labs (Ms. Sadie Ciganek, Dr. Siya Moghaddam, and Dr. Nitin Sheth) and
FDA (Dr. Dave Gill, Ms. Sarah Park, Dr. Surendra Shrivatava and Dr. Robert Iser). During that
discussion, OGD indicated that the main reason for adding a melting point specification was for
identification purposes and to characterize the crystalline structure of the API.

The melting point/range for oxandrolone currently published in scientific references is unclear.
According to “The Merck Index”, the melting point is specified as 235-238°C compared to the USP
27 which specifies “about 225°C”. Even the raw material manufacturer ~~=differs from both with
a very broad melting range specification 0!« Laboratory studies performed by Eon Labs
indicate that the drug substance does not have a sharp melting point and that the range observed from
the start of the melt to the end is indeed very broad. Furthermore, experience shows inconsistent
results from sample to sample even when tested from the same lot of API. The reason for this is
unknown, but based on our studies and data from the raw material manufacturer ==~ THERMAL
DECOMPOSITION of the API could be occurring upon melting.

Because of the inconsistent melting point observed for the API, we believe that a melting point
specification for identification and/or crystalline structure may not be the most appropriate test
method for oxandrolone. As an alternative, Eon Labs is proposing to use ~~
for identification and crystalline structure. This test is far more reliable and will serve the same
purpose as the melting point. The w=s=rmethod was developed for Eon Labs by e

> a FDA approved contract laboratory. A study report from ™ -~ Laboratory
Report #165648.1, which includes supporting data for the ws— method is provided,
ATTACHMENT 4. '

The Raw Material Specification and Analysis Report form has been amended to replace the
melting point specification with ~=""{see ATTACHMENT 1).

COMMENT 5

Please provide information pertaining to the Oxandrolone reference standard used in the
qualification of your in-house reference standard, including lot number, comparative
certificates of analysis and comparative spectra.
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the USP disintegration specification for disintegration. The data was clearly outside the USP criteria
for disintegration with results ranging from ~——:minutes for the 10 mg dosage strength. The failing
data was used in support of our petition to the USP to remove the disintegration specification from
the Monograph for oxandrolone.

Pursuant to the June 10® conference call, further discussions were held with OGD regarding the
same issue. During those discussions, it was agreed that Eon Labs would test and submit data from
additional brand lots of Oxandrin® (Savient) to provide further evidence that commercially available
product does not meet USP for disintegration. A total of 8 Oxandrin® lots (5 x 2.5 mg and 3 x 10
mg) were purchased from the open market and evaluated. Results showed that 2 out of 3 lots (10
mg) and 1 out of 5 lots (2.5 mg) did not meet the USP disintegration criteria with results ranging
from up to 30 minutes. This data is tabulated and presented in the Research Report No. 08,

ATTACHMENT 9.

Upon visual observation during the disintegration testing, it was concluded that both the Eon Labs’
drug product and the Oxandrin® are “erosion” not “disintegrating” tablets. Pictures were taken
during disintegration to further prove this point and are included in the Research Report No. 08
mentioned above. The disintegration study provides strong evidence that the disintegration testing
for this product is not appropriate and should be removed from the USP.

As discussed in our T-conference on June 10", 2004 and agreed by all parties, dissolution testing is a
far more valuable in vitro tool for measuring the release rate of solid oral dosage forms. Dissolution
testing on each batch ensures that the. tablet is performing in accordance with expectations and
provides the assurance needed that the drug is being released in the formulation. Dissolution data for
the drug product have been submitted to the Division of Bioequivalence (DOB) in a separate
amendment as requested in a letter received from DOB on August 3, 2004.

Based on what we believe to be concrete evidence that the USP disintegration test for oxandrolone is
inappropriate, Eon Labs is seeking approval of its ANDA while its petition is pending at the USP; or,
we request that OGD to take immediate action to resolve this issue with the USP in order to clear the
way for generic approvals. In lieu of the above, we are requesting that OGD take immediate action
to initiate a field investigation of all Oxandrin® lots in the market place to determine if they meet the
USP disintegration requirement.

COMMENT 8

The drug product specifications were lowered for known and total impurities but no
justification of the specifications was included. Also, related compounds are being reported
that are below your method LOQ for impurities (stated LOQ is -, for known and ~™ _ for
unknown impurities). Please provide a justification for your drug product release and stability
impurity specifications. Also, please explain the reporting of impurities that are below your
method LOQ.

Response:
The specifications for the known and total related compounds in the finished product were lowered

in our March 26, 2004 MINOR AMENDMENT to be consistent with the specifications of the raw
material. Also, the reduction of impurity levels was based on data from the CRT stability study (12
month) which showed no significant increase of impurities during the time intervals tested. Because
of this, Eon Labs was confident that it could lower its specifications for known and total related
compounds to NMT " ~~%and — ., respectively.
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With regards to impurity data being reported below the LOQ, it is common practice at Eon Lab’s to

freport an actual test result during product development testing even if that result is below the LOQ. .
This is done so that any trends in degradation can be more readily observed by the Analytical

Research & Development Department (AR&D) during the early stages'of development to correct or

trouble shoot problems. Please be assured that for commercial batch manufacturing, the QC

laboratory @OES NOT report values below the LOQ limit; they spemfy either “LT” or “conforms”

on the official QC testmg record.

COMMENT 9

The Loss on drying acceptance criteria is given as NMT ~ _ in your response letter. The
LOD acceptance criterion remains NMT — ¢ in the drug product release and stability
specifications provided. Please revise your drug product release and stability specifications to
a LOD of NMT _——; and please provide the revised documents.

Response:

We confirm that the LOD limit was reduced in our March 26, 2004 MINOR AMENDMENT to
NMT ~ __—Jowever, the master records were inadvertently not changed at that time. We have now
amended the following miaster documents to reflect the revised LOD limit ATTACHMENT 10.

a). Product Monograph, 0005QC
b). Quality Control Finished Tablet Specification & Report Form
c¢). Post Approval Stability Commitment

COMMENT 10

Your response in deficiency #16 is unsatisfactory. Please revise your specifications for
the release and stability of your drug product to include a reference to the chemical
names for the known impurities that can be potentially observed; and please provide
the revised specifications for drug product release and stability.

Response:

The Product Monograph, O005QC, Quality Control Finished Tablet Specification & Report
Form, and Post Approval Stability Commitments have been amended to include the chemical
names of the two known impurities in the finished product: == Only the
abbreviated nomenclature is used on the spemﬁcanon sheets and stablhty protocols for simplification
purposes (see ATTACHMENT 9). - was not included as a known impurity in the finished
product since it is a process related 1mpur1ty that is monitored in the raw material.

COMMENT 11

Please provide a comparison of the data for drug product assay analysis tested with the USP
monograph (GC) methods and your in-house " , method. Please also include the
acceptance criteria that you used to show comparability or superiority of your in-house
methods. :
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Response:

A cross over study was performed on the 9 month CRT stability samples comparing the USP GC
method (packed column) with Eon Labs  ~™ . in-house method. Due to the problem with GC
injections, it was necessary to use an internal standard for the analysis. The peaks for oxandrolone
and the internal standard in the GC method were very broad. The RSD for the bracketmg for the GC
method was reported at —— compared to Eon Labs - method of . Also, duplicate
injections for the second assay in the USP’s method differed by more thap = from each other.

Based on this data we believe that Eon’s method is more accurate and reproducible than USP’s
method. A side-by-side comparison of the two methods is provided for your review,
ATTACHMENT 11.

COMMENT 12

Acceptance criteria were not included for the drug substance residual solvents methods
validation report (ARMR 334). Please revise the drug substance residual solvents method
validation report (ARMR 334) to include acceptance criteria.

Response:

The revised method validation report, ARMR 334, for residual solvents in the drug product has been
amended to include acceptance criteria, ATTACHMENT 12.

COMMENT 13

There is no method validation report provided for the drug substance related substances
method (C2#). Please provide a method validation report for the drug substance related
substances method.

Response:

The test method used by Eon Labs for determining related cormpounds in the drug substance
(excluding ~ =emeerccne » was provided and validated by the API manufacturer, =~ . Eon
Labs has performed an “abbreviated” validation of the vendor’s method which includes, linearity,
LOD/LOQ, ruggedness, and recovery to ensure that the vendors method performs satisfactorily in
Eon Labs QC laboratory. The “abbreviated” related compound method validation package is -
provided, ATTACHMENT 13. '

COMMENT 14

Please provide information pertaining to the conditions used for the forced degradation studies
including the following: the concentrations of the acid, base and oxidizing solutions; the light
intensity utilized; the temperatures for the heat studies; and the time each sample was held in
each stress condition. Also, forced degradation studies should be completed at conditions that ..
exhibit reasonable percentages (about - of degradation. Please explain if increasing levels
of the stress conditions (i.e. higher acid concentration, higher temperature, etc.) were tried
until a reasonable amount of degradation was observed.
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Response:

Eon Labs typically performs forced degradation studies for all its ANDA products exposing the raw
material and finished product to acid, base, peroxide, light and extreme temperahlreg According to
our internal SOP, which describes the criteria for conducting forced degradation studies, recovery of
the active should be between © .. The information from these studies, which includes the test
conditions for, a01d/base/perox1de concentra’uons intensity of light, temperatures and exposure time
are summarized in corresponding methods validation reports known as Analytical Research
Method Validation Reports (ARMRs).

The method validation report for oxandrolone assay, ARMR 344, was submitted in the original
application. Although forced degradation studies were done at that time, the data was not included
in ARMR 344. The reason for this omission was that oxandrolone does not absorb 11ght making it
difficult to detect any degradation peaks for the drug product. A
(connected to the ="~ was also tried during the studies to better monitor degradatlon peaks
but the results also did not show many peaks. It was concluded that the forced degradation studies
did not provide significant information for the = _. method and the data was not included in
the assay validation report.

The forced degradation studies were repeated in response to your comment. Sample preparation was
done using a higher concentration to intensify any signals with increased levels of stress conditions
(higher temperature and longer exposure) to exaggerate degradation peaks for better detection. With
higher concentrations and greater stress conditions, we were able to see additional peaks and achieve
a reasonable level of degradation. A forced degradation study report, Research Report No. 07,

which summarizes this data and provides the study conditions for acid, base, temperatures and
exposure time are provided, ATTACHMENT 14.

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

COMMENT 1

If your comparability data shows that your in-house drug product assay method is superior to
the current USP monograph method, we recommend that you petition the USP to include your
methods in the Oxandrolone Tablets, USP monograph.

Response:

We acknowledge your comment and havé already petitioned the USP to adopt our assay method as
an alternate USP monograph article.

COMMENT 2
Please provide all current stability results for your drug product.

Response:

Submitted herein is the most current CRT stability data / se==== ; for Oxandrolone Tablets, USP,
2.5 mg, and 10 mg, ATTACHMENT 15.
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We hope our responses satisfactorily address your comments. If you require further information to
complete your review, do not hesitate to let me know. I can be reached at { T

Very truly yours,

Eon Labs, Inc, ‘
adie M. Cigan:

Vice President Regulatory Affairs
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- Eon Labs, Inc.
Eon Labs 227-15 N. Conduit Avenue

The Pharmacy Drug Company Laurefton, NY 11413 .
Telephone 718 276-8600 v 0 R‘ 'NA L

‘August 25, 2004 Fax 718 276-1735

Dale P. Conner, Ph.D.

Director, Division of Bioequivalence QR‘G AME“BMENT

Office of Generic Drugs

Center for Drug Evaluation and Research N / A, 3

7500 Standish Place, Room 150
Rockville, MD 20855-2773

- BIOEQUIVALENCY AMENDMENT -

Re: Oxandrolone Tablets USP, 2.5 mg and 10 mg
ANDA 76-897

Dear Dr. Conner:

Reference is. made to your correspondence dated August 03, 2004 regarding our Abbreviated
New Drug Application for Oxandrolone Tablets USP, 2.5 mg and 10 mg, ANDA 76-897. In
accordance with the requirements set forth in 21 CFR 314.96, enclosed herein are our responses
to the deficiencies noted in your letter.

COMMENT:

The Division of Bioequivalence has completed its review of youf submission(s)
acknowledged on the cover sheet. The followin_g deficiencies have been identified:

1. | You have provided the long-term stability data for 36 days. Stability data for 48
days at -20°C is requested because the samples were stored for that long.

Responsé:

The stability of Oxandrolone in plasma with EDTA during frozen storage conditions has been
documented over the course of 378 days (ATTACHMENT A). Control concentrations of 240
ng/mL, 24.0-ng/mL, and 2.40’ ng/mL are stable when stored at -20°C + -10°€ for this period of
time. “ o : .

COMMENT:

2. Please provide comparative dissolution data using the following method:

RECEIVED

Medium: 500 mL of 30% Isopropyl alcohol.
Apparatus: I (Paddle) at 100 rpm. AUG 2 ¢ 2004
Sampling times: 15, 30, 45, 60, 75 and 90 minutes or
until *_._/ of the labeled drug is dissolved. OGD/CDER
Response:

Eon has performed the comparative dissolution studies as requested using 30% IPA as a
dissolution medium. The results are shown in Tables 1 and 2 and summarized in Figure 1 ina
DISSQLUION PROFILE REPORT (ATTACHMENT B). The results show that the dissolution
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rate of Oxandrolone from Eon’s Oxandrolone Tablets is slower than that of the reference listed
drug. However, both products have been shown to be bioequivalent iz vivo. :

Eon also performed additional dissolution studies (for information only) using various dissolution
methods. The studies were carried out with 0.5% and 1.0% SLS, and 2 % tween 80. Information
relating to other dissolution methods were requested during a T-conference on June 10", 2004 by
Dr. Surendra Shrivatava, Division of Bioequivalence. The study report which includes data from
the different dissolution methods and the study conditions is provided in ATTACHMENT C.

Originally,, Eon Labs developed a dissolution method using 1% tween 80 in water. This
method was filed in the original ANDA and has already been reviewed. The results show
that the dissolution profiles for Oxandrolone (Oxandrin®) using 1% tween 80 in water
were comparable for each dose strength. Thus, it can be concluded that this dissolution
test is suitable for both the brand and generic Oxandrolone Tablets. We are proposing to
maintain this method for QC release of our product for the following reason:

According to the FDA Guidance for Industry: Dissolution testing of immediate release
solid oral dosage forms, August, 1997, in vitro specifications should be established
based on a dissolution profile that based on acceptable bioequivalence study. In
addition, the Guidance states, “If the dissolution of the generic drug product is
substantially different compared to that of the reference listed drug and the in vivo data
remain acceptable, a different dissolution specification for the generic product may be
set.” Dissolution test conditions generally recommend the use of apparatus 1 and 2
with varying agitation. If needed, the addition of a surfactant may be used. The use of
a hydroalcoholic medium has been generally discouraged by FDA.

Therefore, Eon Labs feels that the dissolution method using 1% tween 80 in water is the preferred
method for Oxandrolone Tablets. For this reason, we have requested USP to consider and
approve our dissolution method for inclusion into the monograph -for Oxandrolone
Tablets, USP.

We hope our responses satisfactorily address your comments. If you require further information
to complete your review, do not hesitate to let me know. I can be reached at @ — ewme——e" 7

e

Very truly yours,
Eon Labs, Inc.

Sadie M. Cigane
~ Vice President Regulatory Affairs
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Z"' Eon Labs
The Pharmacy Drug Company

September 2, 2004

ORIG AMENDMENT

Mr. Gary J. Buehler, Director, : \ -
OGD, CDER, FDA HFD-600 N ﬂ’F

Document Control Room

Metro Park North i

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

FINAL PRINTED LABELING AMENDMENT

Re: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and
the provisions of the regulations 21 CFR §314.94, for Oxandrolone Tablets USP, 2.5 mg
“and 10 mg; ANDA 76-897. o

Reference is also made to the facsimile corréspondence dated April 27, 2004, from Ms.
Postelle Birch, that identified specific deficiencies in the labels and labeling for the drug
product. : ' -

In accordance with 21 CFR 314.96, we are submitting this amendment to our ANDA to
provide responses to the cited labeling deficenceies. Each of the deficiencies ‘is
reiterated below (in bold type), followed by our response.

Please note: '

The Final Printed Labeling in this submission is being provided electronically in
Adobe Acrobat (*.pdf) format on the enclosed diskette in accordance with current
agency requirements. In addition, the package insert labeling content, side-by-
side comparison, and annotated changes are provided in both pdf, as well as MS
Word ( .doc), formats. '

RECEIVED
SEP 0 3 2004

OGD/CDER



ANDA 76-897 Oxandrolone Tablets USP, 2.5 mg and 10 mg

FINAL PRINTED LABELING AMENDMENT

Labeling Deficiencies:
1. GENERAL COMMENT

Revise the "Manufactured by:" address on all labeling to read:

Eon Labs, Inc.
Wilson, NC 27893

Eon Labs, Inc. labels all of its drug products in accordance with 21 CFR §201.1.
Various subsections of 21 CFR 201.1 [e.g., (c)@), (f). (@), and (j)], permit a firm to
declare the company's corporate offices as the "Manufactured by:" address on drug.
product labeling (container and insert). For example: ’

201.1(c)(4) "For purposes of this paragraph, person, when it identifies a
corporation, includes a parent, subsidiary, or affiliate company where
the related companies are under common ownership and control.”

201.1() "If a person manufacturers, packs, or distributes a drug or drug product

_at a place other than the person's principal place of business, the label
may state the principal place of business in lieu of the actual place
where such drug or drug product was manufactured or packed or is to
be distributed, unless such statement would be misleading.”

2. CONTAINER LABELS

See GENERAL COMMENT

Please refer to our respbnse' to deficiency 1, above.
3. INSERT

a. Revise the chemical name of oxandrolone in the DESCRIPTION section to
read:

17B-hydroxy-17a-methyl-2-oxa-5a-androstan-3-one

b. Using bold print, insert the following information as the first paragraph of
the PRECAUTIONS section: - .
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ANDA 76-897 Oxandrolone Tablets USP, 2.5 mg and 10 mQ

FINAL PRINTED LABELING AMENDMENT

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).

c. Insert the following information as the first paragraph of the “Information
for patients™ subsection of the PRECAUTIONS section:

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

d. Insert the following information as ‘the second subsection of the
PRECAUTIONS: Drug Interactions 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 similar increases in
R-warfarin half-life and AUC were also detected. 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. INR or prothrombin time (PT) should be monitored closely for up to 4
weeks or until a stable INR or PT has been achieved. Monitoring of INR is
recommended when the oxandrolone dose is changed or when
oxandrolone is discontinued during concomitant therapy. Patients should
be closely monitored for signs and symptoms of occult bleeding.

Please revise your labels and labeling, as instructed above. and submit 4 draft
copies for a tentative approval or 12 final printed copies for a full approval of this
application. If draft labeling is provided, please be advised that you will be
required to submit 12 final printed copies of all labels and labeling at least 60
days prior to full approval of this application. In addition, you should be aware
that color and other factors (print size, prominence, etc.) in final printed labeling
could be found unacceptable and that further changes might be requested prior
to approval.

Prior to approval, it may be necessary to revise your labeling subsequent to
approved changes for the reference listed drug. In order to keep ANDA labeling
current, we suggest that you subscribe to the daily or weekly updates of new
documents posted on the CDER web site at the following address -
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ANDA 76-897 Oxandrolone Tablets USP, 2.5 mg and 10 mg

FINAL PRINTED LABELING AMENDMENT

http:llwww.fda.qovlcderlcdernewllistserv.html

To facilitate review of your next submission, and in accordance with 21 CFR
314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed
labeling with your last submission with all differences annotated and explained.

The container labels and package insert labeling have been revised to include the
requested changes. We have provided Final Printed container and package insert
labeling, electronically in pdf format, on the enclosed diskette. In addition, a side-by-
side comparison of our proposed Final Printed labeling with our last submission with all
differences annotated and explained is provided. To facilitate your review, we have
included MS Word versions of the content of the Final Printed package insert labeling,
the side-by-side comparison, and the table of annotated differences.

If there are any questions concerning this labeling amendment, please contact either
Mr. Steven W. Brown, R.Ph., Director, Regulatory Affairs, by telephone at { ===
== r Mr. Dietrich Bartel, B.S., Assistant Director, Regulatory Affairs, by telephone at

(, _W

Sincerely, -

Eon Labs, Inc.

Steven W. Brown, R.Ph.
_Director, Regulatory Affairs
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IOEQUIVALENCY AMENDMENT

qs CDER FDA

TEL: .

FAX:, o
PROJECT MANAGER: 301-827-5847

, 1es listed.” Facsimiles or partial replies will not be conSIdered for review, nor will the
kunt11 all deficiencies have been addressed Your cover letter should clearly indicate that

/ of thls_commumcatlon with your response. Please submit a copy of your amend ment in both an
areview (01 ange) jacket. Please direct any questions concerning this communication to the
'ntlfied above :

SPECIAL INSTRUCTIONS:

ISJINTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
(A ONTAIN F ORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
OSURE UNDER APPLICABLE LAW, -

an the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
“action to the content of this communication is not authorized. If you have recelved this document in error, please immediately
ele hone and retum lt to us by mall at the above address. . -




EFICIENCIES
‘APPLICANT:Eoﬁ Labs, Inc.

2'Oxandrolone Tablet, USP
2 5 mg and 10 mg

- Bioequivalence has completed its review of your
c nowledged on the cover sheet. The following
been 1dent1fled ‘

“_gegyour acceptance of the following dissolution
ification

1on testlng should be conducted in 500 mL of 1%
® u51ng USP Apparatus II (Paddle) at 100 rpm. The test
d~meet the follow1ng dissolution specification:

thanv’%i (Q) of the labeled amount of the drug in the
rm’ 1S dlssolved in 120 mlnutes

Sineerely’yo

, g .
ny/ Qgizvﬁib . Cﬂibﬁég’
'J(L' Dale P. Conner, Pharm. D.
Director, Division of Bloequlvalence
‘Office of Generic Drugs
- Center for Drug Evaluation and Research

N

S,
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Z = Eon Labs 0 _
~ The Pharmacy Drug Company R ,G‘NAL
November 4, 2004

Mr. Gary J. Buehler, Director
Office of Generic Drugs, HFD-600
Center for Drug Evaluation and Research

Food and Drug Administration | ORIG AMENDMENT
Document Control Room / &
Metro Park North II N/A

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

BIOEQUIVALENCY AMENDMENT

Re: ANDA 76-897 _
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:
/

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to section 905(j) of the Federal Food, Drug and Cosmetic Act, for
Oxandrolone Tablets USP, 2.5 mg and 10 mg; ANDA 76-897. :

In addition, we refer to the 'facsimile transmission from the Division of Bioequivalence
dated October 21, 2004, identifying a dissolution deficiency in the application (copy
enclosed).

In response to the deficiency, we acknowledge and accept the following dissolution
method and specification for Oxandrolone Tablets USP, 2.5 mg and 10 mg:

The dissolution testing will be conducted in 500 mL of 1% Tween-80®
using USP apparatus Il (paddle) at 100 rpm. The test product must meet
the following dissolution specification:

Not less than —==(Q) of the labeled amount of the drug in the dosage
form is dissolved in 120 minutes

" RECEIVED
- NOV 05 2004
OGD/CDFR



We certify that a true copy of this Bioequivalency Amendment to our Abbreviated New
Drug Application for Oxandrolone Tablets USP, 2.5 mg and 10 mg, has been sent to the
Food and Drug Administration, Atlanta District Office, 60 Eighth Street NE, Atlanta,
Georgia 303089.

Please advise us at _ t--“““ if you require any additional information.
Sincerely,

Eon Labs, Inc.

Steven W. Brown, R.Ph.
Director, Regulatory Affairs

F:\Depts\RAVANDAs\Oxandrolone\bioameni .doc



" (301-594-0320)

TEL: e ————..

FAX- ’ PRSSR—

PROJECT MANAGER: 301-827-5725

to ou;‘ ’abbrewated new drug apphcatlon dated November 11, 2003, submitted




' COMMENTS TO BE PROVIDED TO THE APPLICANT: Minor
APPLICANT: Eon Labs, Inc.
Oxandrolone Tablets USP, 2.5 mg and 10 mg

iés presented below represent MINOR deficiencies.

?’your drug substance and drud product
tions:

r. your drug substance and drug product, please
s5ify the known specified impurities as process

'ritles or degradation products, including the

of formation for any classified as degradation

‘e drug substance and drug product (release and
Iity), please justify or qualify the proposed
1ty or degradant llmltS based on your provided
ylflcatlon

,PleaSe:revise your ‘drug substance specification for
known impurities from NMT — to NMT

QaSe clarify if the result for the ' —— . impurity
“included in the drug substance total impurities
lculatlon :

:EQTHemlocation,of the full chemical names for -———— and
_ . in the drug substance specifications
is unclear Please clarify the location of the full

fchemlcal names in the drug substance specification.

£ T e*spec1f1catlon of “conforms” is not acceptable for
' the drug substance ' emmnmiiss® . togt Please propose
itable specifications for the drug substance —
§t Also, please provide an explanation for the
tra sample peak observed at ~7 2% in the provided

rf“%#report.

f;?lease label your in-house drug substance assay method
“as an alternate to the current USP monograph assay



3 Please also label your drug product assay test
an ‘alternative to the USP monograph test, and
) 1de the revised specifications.

'g‘your current LOQ for known and unknown drug
related compounds; please state whether the current
or.the method /=, for known and ~for unknown)
proved. If lowering of the LOQ values is not

.- please justify the current limits.

hod validation report for the determination of the
~soam, 1mpur1ty by GC does not include a reference to the
1ce criteria used. Please provide the acceptance
ria’ set prior to the method validation testing.

nethod validation report for the determination of

~ 1mpur1ty by GC levels of recovery, the recovery
are reported ranging from- e, s for the
Please explain the low recovery results

»ent on the following observation: based on the
f the repeated forced degradation study, are
”jo”current sample concentrations in the method

d to ensure observation of all potentlal

at;on products°

a dlng the current stablllty data provided in attachment
fase make the following revisions to your stability
heets and provide the revised sheets.

A revision of the Loss on Drying specification to NMT

'he reporting of numerical results for disintegration

Beperting of the individual known related compounds,
. with reference to the full chemical name, separately,
as'in the release specifications

} to the light sen51t1v1ty of the drug substance, please
ovﬂde photostability data for the drug product in.the
p: posed commercial packaging conflguratlons



brovide stablllty data using the dissolution
e_crlterla recommended. by the D1v151on of
ﬁlence.

dlthn to responding to the deflclenc1es presented
please note and acknowledge the following comment in

‘dec1s1on regarding approval of your drug product
2ase and stability- specifications for disintegration,
luding the proposed acceptance criteria of NMT
utes, is currently pending.

Sincé}ely'yours,
60

,€> Vilayat A. Sayeed Ph.D.
: Director

‘Division of Chemlstry IIT

Office of Generic Drugs

Center for Drug Evaluation and Research




‘- Eon Labs
The Pharmacy Drug Company

February 11, 2005

Vilayat A. Sayeed, Ph.D., Director
Division of Chemistry 1ll

OGD, CDER, FDA, HFD-630 ' - OBIG AWENDMENT

Document Control Room

Metro Park North II Nl m

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

" MINOR AMENDMENT

RE: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Dr. Sayeed:

References is made to our Abbreviated New Drug Application dated November 11,
2003, submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act
for Oxandrolone Tablets USP, 2.5 mg and 10 mg; ANDA 76-897.

In addition, reference is made to the facsimile correspondence dated December 13,
2004, informing us that our application was deficient and, therefore, Not Approvable.
That correspondence stated that we were to take an action described under 21 CFR
§314.120, to either amend or withdraw the application, and that any amendment would
be considered to represent a MINOR AMENDMENT.

Further reference is made to the teleconference of January 5t 2005, during which
many of the deficiencies outlined below were discussed in detail between the OGD
project team (Dr. Gill, Dr Iser, and Ms. Park) and Eon Labs (Ms. Ciganek, Mr. Brown,
Dr. Moghaddam, and Dr. Sheth).

Therefore, pursuant to 21 CFR §314.96, we are submitting this MINOR AMENDMENT
to respond to the deficiencies cited in your letter, and as addressed per our agreement
in the teleconference. Each deficiency is reiterated be |§n pold type), followed by
our response. Pﬁ&@

, - e 15100
V. A. Sayeed, Ph.D. 0GD / CDER  Page1of6
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A. Deficiencies:
1. Regarding yoUr drug substance and drug product specifications

a. For your drug substance and drug product, please classify the known
specified impurities as process impurities or degradation products,
including the route of formation for any classified as degradation
products.

We have confirmed with our API manufacturer, —and through available
scientific literature that the —. known related compounds identified in our
oxandrolone specifications are process related impurities. Information
regarding these impurities was provided in ' ——_ oxandrolone DMF # ——=
With regard to the route of formation of the degradants, there are no identified
degradation impurities for oxandrolone; therefore, information relating to the
route of formation is not applicable. '

b. For the drug substance and drug product (release and stability), please
justify or qualify the proposed impurity or degradant limits based on
your provided classification.

This comment was discussed in great detail during our teleconference on
January 5", 2005. Eon Labs was informed that the FDA is now applying the
ICH criteria for qualification of impurities to generic drugs. All impurities
above the ICH threshold of 0.10% must be qualified. If qualification was not
possible, then the impurity limits must be reduced to a level where
qualification was no longer necessary. '

The impurities are well known and characterized. We performed comparison
testing of the brand product versus our = for the impurities; however, the
impurities did not appear in the brand at the levels proposed for our product.

Based on this testing and discussions with the API manufacturer, we have
tightened the impurity specifications for ———=. and ©~° - === 10

%, Accordingly, a revised Raw Material Specification and Analysis
Report form and the analytical test method, “The testing of Oxandrolone
raw material” (Method #023), reflecting the reduced impurity specification
are provided, ATTACHMENT 1. '

c. Please revise your drug substance specification for unknown impurities
from NMT' ~% to NMT ~— : |

We have revised the ==—unknown impurities specification to NMT——=
ATTACHMENT 1. »

V. A. Sayeed, Ph.D. , Page 2 of 6



d. Please clarify if the result for the ~ =" impurity is included in the
drug substance total impurities calculation.

We confirm that the result for the * w—.. _ impurity is included in the total
impurities calculation.

e. The location of the full chemical names for e and T
> . in the drug substance specifications is unclear. Please
clarify the location of the full chemical names in the drug substance

- specification. :

We inadvertently ‘neglected ;[o add the full chemical names of the impurities to
the analytical test method Z== We have now revised the method to include
this information (refer to test method pages 10 & 13 of 18), ATTACHMENT 1.

f. The specification of "conforms" is not acceptable for the s
. test. Please propose suitable specifications for
the ¢ ccommmmmor test. Also, please provide an explanation for
the extra sample peak observed at —= in the provided -~ report.

We have revised our acceptance criteria for the . w==ssos= test as
shown on the Raw Material Specification and Analysis Report form and
the analytical test method, “The testing of Oxandroione raw material“ (see
ATTACHMENT 1), to: :

“The " pattern of Oxandrolone standard and sample, is
concordant and shows the characteristic diffraction signals at
the specified 20 values. :

An explanation'for the extra sample peak observed at --=> in the —.
report is enclosed, ATTACHMENT 2. '

g. Please label your in-house drug substance assay method as an
alternate to the current USP monograph assay test. Please also label
your drug product assay test as an alternative to the USP monograph
test, and provide the revised specifications.

We have revised our in-house API assay method in the analytical test
method, “The testing of Oxandrolone raw material” (Method #023); and
the finished product monograph, “Oxandrolone Tablets, 2.5 mg and 10 mg”
(0005QC), to include appropriate language that the assay methods are
alternatives to the current USP tests. Please see pages 2 of 18, and 5 of 21,
in ATTACHMENT 1 and ATTACHMENT 3, respectively. -

V. A. Sayeed, Ph.D. : ‘ Page 3 of 6



2. Regarding your current LOQ for known and unknown drug product related
compounds; please state whether the current LOQs for the method  ~—
for known and === for unknown) can be improved. If lowering of the LOQ
values is not possible, please justify the current limits.

Eon, in consultation with == has reduced the specifications for the known

related compounds, ===~ and = = tc — , each.

The LOQ level of ==, fOr sz o fOI et ssemiiogsil-1 1o BEPTSINNN (o)
unknown related compounds are justified, based on the current specifications of
s fOr === and — — and =, for any unknown related

compound. As discussed during the teleconference, oxandrolone has limited
solubility in the diluent (the LOQ is based on the maximum concentration
possible for oxandrolone), and there are significant amounts of excipients
present in the dosage form (e.g., for the 2.5 mg tablet, there are - mg of
excipients in...=nL of the diluent). Therefore, it is not possible to reduce the LOQ
value from what is currently indicated.

As we discussed in the teleconference, the known related compounds are
process related impurities and are monitored in the raw material. Since the
solubility of oxandrolone is greater without significant amounts of excipients

present, the LOQ for : .n the raw material method is ™7,
the LOQ for — in the GC method is .. and any other related
compoundis = =

Because Oxandrolone is a poorly soluble drug, the LOQ of * === ior the unknown
related compounds is based on the maximum possible concentration of
oxandrolone in the presence of the excipients. Therefore, it is not possible to
reduce the LOQ level. -

3. Your method validation report for the determination of the ™ == impurity
by GC does not include a reference to the acceptance criteria used. Please
provide the acceptance criteria set prior to the method validation testing.

The acceptance criteria set for related compound verification recovery using the
GC method is = —==== . These specifications were set prior t0 this method
verification for the determination of =~ ( by GC in the drug substance,
ATTACHMENT 4. '

4. In the method validation report for the determination of the ==
impurity by GC levels of recovery, the recovery results are reported
ranging from —  for the impurity. Please explain the low recovery
results observed.

V. A. Sayeed, Ph.D. Page 4 of 6



The results for the related compound recovery of —— by the GC method
ranged from —ste  — .. These resulis fall within the acceptance criteria of
_—to* ~Tor the recovery of the related compounds, ATTACHMENT 4.

5. Please comment on the following observation: based on the results of the
repeated forced degradation study, are changes to current sample
concentrations in the method warranted to ensure observation of all
potential degradation products?

As per the assay, the sample concentration for the repeated forced degradation
studies was < wg/ml; however, no significant degradation peaks were
observed. In order to improve the sensitivity of the repeated forced degradation
studies, it was decided to increase the sample concentration from ==~ug/mL to
— pug/mL, and to change the = e sensitivity to the maximum, .. .
With these modifications, more degradation peaks were observed.

As per the related compound determination method, the sample concentration is

__ ug/mL (double the concentration used for the repeated forced degradation
studies) with the =—sensitivity set at the maximum, =~ We believe this
concentration of the related compounds sample is sufficient to detect and
quantify the related compounds. :

6. Regarding the current stability data provided in attachment #15, please
make the following revisions to your stability data sheets and provide the
revised sheets. '

a. A revision of the Loss on Drying specification to NMT "—_

Previously, we had revised the stability reports to reflect an LOD specification
of NMT _7Z72; but neglected to include them. They are now enclosed, along
with revised Post Approval Stability Commitments, ATTACHMENT 6.

b. The reporting of numerical results for disintegration

According to the USP method, there are no numeric values to report for
disintegration. The numeric values submitted in our earlier response to the
disintegration issue were for information only, and not for official release.

c. Reporting of the individual known related compounds, with reference to
the full ;chemical name, separately, as in the release specifications -

We were not able to effectuate the requested change on the enclosed stability
data sheets; because the most recent test station was mid-December 2004,
at about the same time your comments issued. However, we will revise the
stability reports at the next test-station in June 2005.

V. A. Sayeed, Ph.D. Page 5 of 6



7. Due to the light sensitivity of the drug substance, please provide photostability
data for the drug product in the proposed commercial packaging
configurations.

There is no evidence that oxandrolone is light sensitive, and we are unaware of any
photostability issues with this drug, both in solid form and in solutlon Our forced
degradation studles [ g

e al .J do not show any degradatlon peaks
Likewise, there is no ‘evidence of degradatlon from our CRT stability studies where
the drug product is stored in the proposed commercial container-closure system
(white HDPE bottles, ' ==esswcmee .., and CR or Screw cap closure (which is
the same packaging configuration used for the brand product).

8. Please provide stability data using the dissolution acceptance crlterla
recommended by the Division of Bioequivalence.

Dissolution testing was conducted on the three-month accelerated stability samples
of both strengths of the drug product in both packaging configurations (100 and
1,000 count containers). The report is enclosed, ATTACHMENT 5.

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

1. The decision regarding approval of your drug product release and stability
specifications for disintegration, including the proposed acceptance criteria of
NMT - minutes, is currently pending. .

We acknowledge that a decision is pending on the approval of our drug product
release and stability disintegration specification, and the proposed acceptance
criteria of NMT “*="minutes; and that discussions are currently on-going regarding the
disintegration requirement for our product.

We certify that a true copy of the technical sections of this amendment to our ANDA for
Oxandrolone Tablets USP, 2.5 mg and 10 mg has been submitted to the FDA Atlanta
District Office, 60 Eighth St. NE, Atlanta, GA 30309.

Please advise us by telephone at (77 s , between 9:00 a.m. and 5:00 p.m., if you
require any additional information.

Sincerely,
Eon Labs, Inc.

Steven W. Brown, R.Ph.
Director, Regulatory Affairs

V. A. Sayeed, Ph.D. Page 6 of 6
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ANDA - -

76-837

APPLICANT: Eon Labs, Inc,

DRUG

1.

[

PRODUCT: Oxandrolone Tablets UsP, 2.5 mg and 10 mg

The drug substance data provided does not justify the

el .
10027003

F.- 2

proposed specification for ===, Please reduce the

drug substance spesification for ~ ™ . to WMT S
Also please provide the revised specifications.

‘The Drug Master File .- . is currently ineadequate.

The DMF holder, T , has
bean notified. Please do not respond to thils letter
until the DMF holder has notifisd you that they havae
responded to the deficiencies.

. There is concern that the proposed sample preparation

change to ths drug substanca =< method, L m—
. - : will actually caume false
homogeneity. If multiple crystalline forms of the
drug substande are pregent, seves-. DAY mask this
potential = .. Wa recommend not < e
eTE—— ' . Please comment,

If the known impurities spacified for the relaase and
stability amalysis of the drug product are process
impurities, the specifications should not be higher
than drug substance specifications. Please reduce
vour khown impurity spscifications te match your drug
substance specifications. As an alternative, the
process impurities can be remdved from the drug
product release and stability specifications if the
following information is provided:

a. A atatemant from tha supplier that ... and
Aeeeeemesse™  8T€ procegs lmpurities.

b. Accumulated date teo show that the impurities
do not increass over time in all stabilicy

samples and conditions.

¢, Drug product release and stability specification
_revising all referances to Impuvities or Releted
cOupounds to Dagradaticn Producta.

d. Revised specifications for Individual Unknown
gpecification te largest Unknown Degradation

Product at NMT ="

P i
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e. Revised specifications for the Total Impurities
gpecification to Total Degradation products, and
a raviged and justified Total Degradation Product
ppecification based on your observed data and/ox
analysis of the RLD at oxr close to expiry.

£. Addivion of a reference to the release and
stabllity specificatiens that process impurities

are not included in the reported total.

5. An LOO of NMT ~——is not suiteble for the release and
stability analysis of the drug product ae the limit of
NMT —"“for == ig q0ot acceptable. Pleass optimize
the current method to reduce the LOQ or develop
another method for analysim of . with a suitable
LOQ.
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z- Eon Labs
The Pharmacy Drug Company

ORIG AMENDHE
March 31, 2005 _ N / A

Vilayat A. Sayeed, Ph.D., Director
Division of Chemistry Il

OGD, CDER, FDA, HFD-630
Document Control Room

Metro Park North I

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

TELEPHONE AMENDMENT

RE: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Dr. Sayeed:

Reference is made to our Abbreviated New Drug Application' dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for
Oxandrolone Tablets USP, 2 5 mg and 10 mg; ANDA 76-897.

In addltlon, reference - is made to the facsimile correspondence of deficiencies dated
March 16, 2005 (copy enclosed), informing us of topics to be discussed during the
teleconference of March 29, 2005. The teleconference participants for the Office of
Generic Drugs were Ms. Lisa Kim, Dr. Robert Iser, and Dr. David Gill; while, the
participants for Eon Labs were Ms. Sadie M. Ciganek, Dr. Siya Moghaddam, Dr. Jeffery
Bauer, and Mr. Steven W. Brown.

Pursuant to 21 CFR §314.96, we are submitting this TELEPHONE AMENDMENT to
respond to the deficiencies cited in the facsimile of March 16, 2005, and as addressed
per our agreement in the teleconference of March 29, 2005. Each of the deficiencies is
reiterated below (in bold type), followed by our response.

1. The drug substance data provided does not justify the proposed
specification for - . Please reduce the drug substance specification
for 0 NMT ——.,. Also, please provide the revised specifications.

We have lowered the - e -specification
acceptance criteria for * cewwes 10 NMT e, “The revised Raw Material
Specification and Analysis Report form for Oxandrolone USP (EDP# F978) is

enclosed (Attachment 1). | HECEEVED

| | APR 0 4 2005
Eon Labs 4700 Eon Drive, Wison, NC 27603 OGD/CDER

Telephone 252 234-2222 Fax 252 234-2600 www.eonlabs.com



TELEPHONE AMENDMENT

ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

2. The Drug Master File / —is currently inadequate. The DMF holder -
., has been notified. Please do not respond to this
letter until the DMF holder has notified you that they have responded to the
deficiencies.

We have been notified by ' ===ewsee . that they have responded
to the DMF deficiencies. A copy of the cover letter to their response is enclosed
(Attachment 2).

3. There is concern that the proposed sample preparatlon change to the drug
substances«-. method, ‘s, Will actually
cause false homogenelty If multlple crystalllne forms of the drug
substance are present, === may mask this potential ... We
recommend not — ' s, Please comment.

We have revised the wsample preparation procedure for the ™ w«w.a.method to
eliminate » *_ ... amammmecorsme - The revised  =stest method
(The testing of Oxandrolone raw material; Method # ===, which has the
specific instructions on page 17 (“NOTE: Do not === | the sample.”) is enclosed
(Attachment 3). If future testing shows the previously seen anomalous results,
we will promptly initiate an investigation of the results, and notify the reviewing
division to discuss the matter. '

4. If the known impurities specified for the release and stability analysis of the
drug product are process impurities, the specifications should not be
higher than the drug substance specifications. Please reduce your known
impurity specifications to match your drug substance specifications. As
an alternative, the process impurities can be removed from the drug
product release and stability specifications if the following information is
provided:

a. A statement from the supplier that sessw=s and e . are
process impurities.

The e, NAs provided statements that * ... .and
’ M"ﬁ”“ in fact, process impurities. Therefore, they will be removed from
the drug product release and stability specifications, and only monitored in the
API (Attachment 4). :

Page 2 of 4



TELEPHONE AMENDMENT

ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

. Accumulated data to show that the ——=impurities do not increase over
time in all stability samples and conditions.

- The available stability data, although somewhat limited (refer to the
amendment -dated February 11, 2005), indicate that the = process
impurities, 7. 7and = d0 NOt iNcrease over time from the
levels seen in the APL

. Drug product release and stability specifications revising all references
to Impurities or Related Compounds to Degradation Products.

We have revised the drug product release and stability specifications so that
they now reference Degradation Compounds instead of Impurities or Related
Compounds (Attachments 5 & 6).

. Revised specifications for Individual Unknown specmcatlon to Largest
Unknown Degradation Product at NMT ——

The drug product release and stability specifications now refer to an Individual
Unknown Degradation Compound at NMT — , instead of an Individual
Unknown Impurity or Related Compound (Attachments 5 & 6).

. Revised specifications for the Total Impurities specification to Total
Degradation products, and a revised and justified Total Degradation
Product specification based on your observed data and/or analysis of
the RLD at or close to expiry.

The drug product release and stability specifications were revised to refer to
" Total Degradation Compounds with an acceptance criteria of NMT w., as
agreed during the March 29, 2005 teleconference (Attachment 5 & 6).

Addition of a reference to the release and Stability specifications that
process impurities are not included in the reported total.

We have revised the finished product monograph, which is used during drug
product release and stability testing, to include a note that the acceptance
criteria for Total Degradation Compounds (NMT /==, does not include the

process impurities, /e or e (refer to page 14 of the
Monograph # O005QC in Attachment 7).

Page 3 of 4



TELEPHONE AMENDMENT

ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

5. An LOQ of NMT = . is not suitable for the release and stability analysis of
the drug product as the limit of NMT -~ for -~ . is not acceptable.
Please optimize the current method to reduce the LOQ or develop another
method for analysis of =™ _ with suitable LOQ.

Based on our responses to the comments contained in item 4 (a - f), the fact that
we have eliminated —. from the drug product release and stability
'specifications, and as agreed during the March 29, 2005 teleconference; we
believe that this comment is no longer an issue and has been rendered moot.

We are hopeful that these responses Will allow the agency to make the determination
that our ANDA for Oxandrolone Tablets USP, 2.5 mg and 10 mg may be approved.

We certify that a true copy of the technical sections of this Telephone Amendment to
our ANDA for Oxandrolone Tablets USP, 2.5 mg and 10 mg has been submitted to the
FDA Atlanta District Office, 60 Eighth St. NE, Atlanta, GA 30309.

Please advise us if you require any additional information.

Sincerely;

Eon Labs, Inc.

Steven W. Brown, R.Ph.
Director, Regulatory Affairs

F:\Depts\RAVANDAs\Oxandrolong\phoneam1.doc

Page 4 of 4
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April 26, 2005 {(\

o -
N/ x P ALK
Gary J. Buehler, Director { ' :
OGD, CDER, FDA, HFD-600 ‘
Document Control Room
Metro Park North (I
7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

PATENT AMENDMENT

RE: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:;

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
- submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act fo
Oxandrolone Tablets USP, 2.5 mg and 10 mg; ANDA 76-897. '

Additionally, reference is made to the April 22, 2005, telephone request from Mr. Martin
Shimer for an amendment to address the patents that are in effect for the Reference
Listed Drug (RLD), Oxandrin® Tablets (Savient).

Pursuant to 21 CFR §314.96, we are submitting this PATENT AMENDMENT to address
the five patents on the RLD that are listed in the agency’s electronic publication,
“Approved Drug Products with Therapeutic Equivalence Evaluations” (the Electronic
Orange Book [EOB]). The following patents appear in the EOB:

Patent Number Patent Expires Patent Code
5,872,147 December 05, 2017 U585
6,670,351 October 20, 2012 U585
6,576,659 December 05, 2017 us85
6,090,799 July 18, 2017 U585
6,828,313 December 05, 2017 U585

The first four patents (5,872,147, 6,670,351, 6,576,659, and 6,090,799) were listed late
by the NDA holder, Savient, and; therefore, according to 21 CFR§314.94(a)(12)(vi), we
are not required to submit an amended patent certification if the holder of the approved
application for the listed drug does not submit the required information on the patent
within 30 days of issuance of the patent. However, we have provided a certification for

U.S. Patent Number 6,828,313 RECEIVED
APR 2 7 2005
EonLabs 4700 Eon Drive, Wilson, NC 27893 OGD / CDER

Telephone 252 234-2222 Fax 252 234-2600 www.eonlabs.com



PATENT AMENDMENT

ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

We certify that a true copy of the technical sections of this Patent Amendment to our
ANDA for Oxandrolone Tablets USP, 2.5 mg and 10 mg, has been submitted to the
FDA Atlanta District Office, 60 Eighth St. NE, Atlanta, GA 30309.

Please advise us if you require any additional information.

Sincerely,

Eon Labs, Inc.

- Steven W. Brown, R.Ph.
Director, Regulatory Affairs

FADepts\RA\ANDAs\Oxandrolone\patentam.doc

Page 2 of 2



" | [__: Eon Labs

The Pharmacy Drug Company

April 26, 2005

Ms. Mary H. Woleske

District Director

Atlanta District Office

Food and Drug Administration
60 Eighth Street, NE

Atlanta, GA 30309

| PATENT AMENDMENT

Re: ANDA 76-897
‘Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Ms. Woleske:

Enclosed is the Field Copy of our Patent Amendment to our ANDA for Oxandrolone
Tablets USP, 2.5 mg and 10 mg. It contains all amended chemistry, manufacturing,
and controls information for the manufacture of the drug product. .

- We'certify that this is a true copy of the technical sections contained in the archival and
review copies of the Patent Amendment to our ANDA for Oxandrolone Tablets USP, 2.5
mg and 10 mg, submitted to the Office of Generic Drugs.

Please advise us if you require any additional information.

Sincerely,

Eon Labs, Inc.

Steven W. Brown, R.Ph.
Director, Regulatory Affairs

Eon Labs 4700 Eon Drive, Wilson, NC 27893
Telephone 252 234-2222  Fax 252 234-2600 www.eonlabs.com



DEPARTMENT OF HEALTH AND HUMAN SERVICES _ | Form Approved: OMB No. 0910-0338
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
_ ‘ » APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION .

: Eon Labs, inc. April 26, 2005
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)

(252) 234-2222 (252) 234-2323
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Strest, City,
and U.S. License number If previously issued): ) State, ZIP Code, telephone & FAX number) IF APPLICABLE
4700 Eon Drive

Wilson, NC 27893

CFN 1062246
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (/f previously issued) 76-897
ESTABLISHED NAME (e.g., Proper name, USP/USAN name) ' PROPRIETARY NAME (frade name) IF ANY

Oxandrolone Tablets
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (¥ any) CODE NAME (If any)
178-hydroxy-17a-methyi-2-axa-Sa-angrostan-3-one
DOSAGE FORM: STHENGTHS:Z 5 ‘ 410 ROUTE OF ADMINISTRATION:
Q9 Mg an m
Tablet g 9 Qral

(PROPOSED) INDICATION(S) FOR USE: ‘
indicated as adjunctive therapy to promote weight gain after weight ioss following extensive surgery,
chronic infections, or severe trauma, and for the relief of bone pain accompanying osteoporosis.

APPLICATION INFORMATION
APPLICATION TYPE -
{check one) 1 NEW DRUG APPLICATION (21 CFR 314.50) B ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

D BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE £ 505 (o)1) 1 505 (b)(2)
IF AN ANDA, OR 505(b)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
R ] .
NameofDrug  Oxandrin Holder of Approved Application ~ Savient Pharmaceuticals

TYPE OF SUBMISSION (check one) [} oRiaINAL APPLICATION AMENDMENT TO A PENDING APPLICATION' [ resusmission

D PRESUBMISSION D ANNUAL REPORT D ESTABLISHMENT DESCRIPTION SUPPLEMENT B EFFICACY SUPPLEMENT

D LABELING SUPPLEMENT D CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT . D OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY L] cee {J cme20 1 Prior apPROVAL (PA)
REASON FOR suBMmissioN Patent Amendment '

PROPOSED MARKETING STATUS (check one) PRESCRIPTION PRODUCT (Rx) EE OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES suBMITTED _One THIS APPLICATION IS {X] PAPER D PAPER AND ELECTRONIC D ELECTAONIC

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 testing (e.g., Final dosage form,
Stabilitv testing) conducted at the site. Please indicate whether the site is readv for inspection or. if not. when it will be readv.

See attached. '

| ¥RR: %7 2005
FORM FDA 356h (9/02) ] . e e

~
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ESTABLISHMENT INFORMATION

Manufacturing Site:

Eon Pharma, LL.C (d.b.a. Eon Labs) CFN 1062246
4700 Eon Drive
Wilson, NC 27893

Contact: Steven W. Brown, R.Ph., Director, Regulatory Affairs

Main: (252) 234-2222
Direct: T e
Facsimile: ‘

Operations Performed: .

1. Testing of raw materials, components, drug product containers and closures,
packaging materials, in-process materials, finished drug products, and stability;
Manufacture and process drug products and in-process materials;

Package drug products;

Label drug products;

Warehousing and shipping.

ok wn

The site is ready for inspection. The last inspection was April 13 to 19, 2004.



Section 505(j)(2)(A)(viii) Statement

The applicant, Eon Labs, Inc., acknowledges U.S. Patent No. 6,828,313 associated
with NDA 13-718 for Oxandrin® Tablets (Savient Pharmaceuticals) shown in the 25%
Edition -of the FDA electronic publication entitted Approved Drug Products with
Therapeutic Equivalence Evaluations (the “Electronic Orange Book” [EOB]). This
patent will expire on December 5, 2017. .

The applicant certifies under Section 505 (j)(2)(A)(viii) of the Federal Food, Drug, and
Cosmetics Act that this patent is a method of use patent, claiming methods to promote
weight gain after weight loss in certain type of patients (U585 in the EOB), and that this
patent does not claim any of the indications for which the applicant is seeking approval.

Steven W. Brown, R.Ph. " Date
Director, Regulatory Affairs
Eon Labs, Inc. '



z- Eon Labs
The Pharmacy Drug Company

Ma? 4, 2005 -
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N /A
Mr. Gary J. Buehler, Director,

OGD, CDER, FDA HFD-600
Document Control Room

Metro Park North |l

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

FINAL PRINTED LABELING AMENDMENT

Re: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mgand 10 mg .

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and the
provisions of the regulations 21 CFR §314.94, for Oxandrolone Tablets USP, 2.5 mg and 10
mg; ANDA 76-897.

In addition, reference is made to the April 22, 2005, telephone request from Mr. Martin Shimer
for an amendment to address the patents that are listed in the “Electronic Orange Book” (EOB)
for the Reference Listed Drug (RLD), Oxandrin® Tablets (Savient).

Finally, we refer to the PATENT AMENDMENT dated April 26, 2005, in which we provided a
certification under Section 505(j)(2)(A)(viii) of the Federal Food, Drug, and Cosmetics Act that
U.S. Patent No. 6,828,313 is a method of use patent, claiming a method to promote weight gain
after weight loss in certain types of patients (U585 in the EOB), and that this patent does not
claim any of the indications for which we are seeking approval.

In accordance with 21 CFR 314.96, we are submitting this amendment to our ANDA to provide
final printed labeling that “carves-out” the language protected by the patent.

The Final Printed Labeling and annotated side-by-side comparison are being provided
electronically in Adobe Acrobat (*.pdf) format on the enclosed diskette in accordance with
current agency requirements.

" Please advise us if you require any additional information.

- Sincerely,
Eon Labs, Inc.

'Stevén W. Brown, R.Ph. | ' , RECEIVED
Director, Regulatory Affairs '
' MAY 0 5 2005

OGD /CDER

Eon Labs 4700 Eon Drive, Wilson, NC 27833
Telephone 252 234-2222 Fax 252 234-2600 www.eonlabs.com



E Eon Labs

The Pharmacy Drug Company

July 11, 2005

Mr. Gary J. Buehler, Director

Office of Generic Drugs /
CDER, FDA, HFD-600 N e
Document Control Room / 4
Metro Park North ||

7500 Standish Place, Room 150

Rockvilie, Maryland 20855-2773

L LABELING AMENDMENT |

RE: ANDA76-807
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler: »

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and the
provisions of the regulations 21 CFR§314.94, for Oxandrolone Tablets USP, 2.5 mg and 10 mg;
ANDA 76-897.

Reference is also made to a telephone conversation of July 11, 2005 between Mr. Dietrich
Bartel and Ms. Postelle Birch, that identified specific deficiencies in the labeling for the drug
product. Changes identified are outlined in the annotations of the Package Insert Revisions.

The final printed labeling, side by side comparison and table of annotations is provided
electronically on the enclosed diskette in pdf format in accordance with the new guidance to
industry regarding electronic submission. In addition, product insert text is also provided in

Word format.

Since this amendment contains only labeling, we are not filing this amendment to the FDA
Atlanta District Office.

If there are any questions concerning this amendment, please contact me by telephone at (252)
=" between 8:00 a.m. and 5:00 p.m., or by facsimile at (252, ===

Sincerely,
Eon Labs, Inc.

Dietrich Bartel, B.S. |
Assistant Director, Regulatory Affairs : R E C EI\/E D

JUL 13 2005
OGD/CDER

Eon Labs - 4700 Eon Drive, Wilson, NC 27893
Telephone 252 234-2222 Fax 252 234-2600 www.eonlabs.com



C Eon Labs

The Pharmacy Drug Company

August 1, 2005

ORIG AMENDMENT

Mr. Gary J. Buehler, Director / /% I
Office of Generic Drugs

CDER, FDA, HFD-600

Document Control Room

Metro Park North |

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

| LABELING AMENDMENT ___ |

RE: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and the
provisions of the regulations 21 CFR§314.94, for Oxandrolone Tablets USP, 2.5 mg and 10 mg;
ANDA 76-897.

We also make reference to the felephone communication from Ms. Postelle Birch, Division of
Labeling and Program Support, OGD to Eon Labs, Inc. on July 28, 2005.

Reference is made to the following labeling changes being submitted for your review.
A. Indications and Usage
Paragraph one was edited to read: “Oxandrolone is indicated 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).”

B. Information for Patients
The “Geriatric Use:” section o
C. Dosage and Administration
The “Geriatric Use” section mamscomnamn
The final printed labeling, side by side comparison and table of annotations is provided

electronically on the enclosed diskette in pdf format in accordance with the new guidance to
industry regarding electronlc submission.  In addition, product insert text is also provided in

Word format.
AECENVED
AUG ¢ 3 2005

Eon Labs 4700 Eon Drive, Wilson, NC 27893 . v peapan
Telephone 252 234-2222 Fax 252 234-2600 www.eonlabs.com @(j&) / @U[ﬁ:ﬁ



Since this amendment contains only labeling, we are not filing this amendment to the FDA
Atlanta District Office.

If there are any questions concerning this amendment, please contact me by telephone at (252)
" hetween 8:00 a.m. and 5:00 p.m., or by facsimile at (252) ===

Sincerely,
Eon Labs, Iné

QMMCZW

Dietrich Bartel, B.S.
Director, Regulatory Affairs
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Angust 26, 2005

M, Carrie Lewmley

Food and Dryy Administration
Metro Park North I

7500 Standish Place
Rockville, MD 20855-2773

« GENERAL CORRESPONDENCE -
Re: _CHANGE IN OWNERSHIP OF EON LARS, INC.

Dear Mg, Lemiey:

Flease be advised that Eon Labs, Iac. (Bon Labs) was recently uequired by Sandoz Ing. {Sandoz)
in a corporaie merger that closed on July 217, 20035, Effective amm@,daaieiy. Fon will adopt the
Sandoz name on all official correspondence fo the agency and will begin operating under the
Sandoz business structure.

In aceordance with 2§ CFR 31472 (a), we are notlying you of the CHARGE IN
CWNERSDIP of the corporation and are advising you that alf rights, title and interest with
rogards to &1l of Eon Lab’s ANDAs, approved aod pendmg, will be imzasfened 1o Sandoz. The
corporale headguartcrs for the new Sanduz will b 508 Cameyie Center, Suite 400, Princeton, NI
08540.

Thig Is the next phase in the history of Eon Labs. We arc looking forward 0 the coming
challenges and ttend to provide the agency with the same responsive interaction that was shared
in the past. If you require additional information regarditig the merger, feel free 1o call. I ean be
reached ot (© ==

Sincerely,
Sadie M. Ciganck .

ey %}M«@eﬁf«

Vive President Regulatory Affairs
Sandoz Ine.

227—1'~?\ (”onaust Avenue, Laurelton, NY 11413 Phxme (718}’76*8661) Faxi (?18) 2768633

& GRAL hascg for




45 SANDOZ

November 29, 2006

Mr. Gary J. Buehler, Director
Office of Generic Drugs

CDER, FDA, HFD-600
Document Control Room

Metro Park North Il

7500 Standish Place, Room 150
Rockville, Maryland 20855-2723

LABELING AMENDMENT - FPL ||

RE:  ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and the
provisions of the regulations 21 CFR§314.94, for Oxandrolone Tablets USP, 2.5 mg and 10 mg;
ANDA 76-897. _ _

We also make reference to the telephone fax from Mr. Peter Rickman, OGD to Sandoz inc. on
November 29, 2006. We are submitting for review the final printed labeling for the Oxandrolone
Tablets USP insert in pdf format. In addition, a side by side comparison and table of
annotations is provided electronically on the enclosed CD in pdf format in accordance with the
new guidance to industry regarding electronic submission. '

Since this amendment contains only labeling, we are not filing this amendment to the FDA
Atlanta District Office. '

If there are any questions conceming this amendment, please contact Dietrich Bartel, B.S.,
Director, Regulatory Affairs by telephone at ( between 8:00 a.m. and 5:00 p.m.,

P~ — -

or by facsimile at ( o

Sincerely,

Sandoz Inc.

Qutrorod Ho

Deborah Goff, B.S., RA.C.
Regulatory Affairs Associate Il

Sandoz Inc. 4700 Sandoz Drive Wilson, NC 27893



Form Approved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: S ber 30 2008

FOOD AND DRUG ADMINISTRATION D e 3
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
Sandoz Inc. November 29, 2006
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
(252) 234-2222 (252) 234-2323

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City,
and U.S. License number if previously issued): State, ZIP Code, telephone & FAX number} I¢ APPLICABLE

4700 Sandoz Drive

Wilson, NC 27893

CFN 1062246

PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 76-897
ESTABLISHED NAME {e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Oxandrolone Tablets USP

CHEMICAL/BIOCHEMICAE/BLOOD PRODUCT NAME g/my) CODE NAME (1f any)
17R8-hydroxy-17-methyl-2-oxa-5a-androstan-3-one
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:

Tablet 2.5 mg and 10 mg ' Oral

(PROPOSED) INDICATION(S) FOR USE:
Indicated as adjunctive therapy to promote weight gain after weight loss following extens:ve surgery, chronic
infections, or severe trauma, and for the relief of bone pain accompanying osteoporosis.

APPLICATION DESCRIPTION

APPLICATION TYPE

(check one) ] NEW DRUG APPLICATION (CDA. 21 CFR 314.50) "[X}' ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

[} BIOLOGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [7 sos oxn) [ sos )2

] ¥ AN ANDA, OR 505(v)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Oxandrin® Holder of Approved Application Savient Pharmaceuticals

TYPE OF SUBMISSION (check one) ] ortomvaL appLICATION X1 amEnDMENT TO A PENDING APPLICATION 1 resusmission

D PRESUBMISSION . D ANNUAL REPORT D ESTABLISHMENT DESCRIPTION SUPPLEMENT D EFFICACY SUPPLEMENT

D LABELING SUPPLEMENT D CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT D OTHER

[F A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

{F A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY 1 cee J e ] exior approvaL @a)

REASON FoR suBMissioN Labeling Amendment — Final Printed Labeling

PROPOSED MARKETING STATUS (check one) PRESCRIPTION PRODUCT (Rx) L—_l OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES susMITTED One THIS APPLICATION IS D PAPER PAPER AND ELECTRONIC D ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

mede locatmns of all manuﬁwtmmg, packaging and control sites for drug substance and drug product (continuation sheets may be used if y). Include name, address, contact,
ber (CFN), DMF number, and manufacturing steps and/or type of testing (c.g., Final dosage form, Stability testing) oonducted at the site. lese

mdlmewhetherthe site is ready for inspection or, if not, when it will be ready.

See attached.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

N/A




This application contains the following items: (Check all that apply)

1. Index

Labeling (check one) [C] Draft Labeling X Final Printed Labeling

2
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 (.g., 21 CFR 314.50(e)(2)(i); 21 CFR 601.2)

. Nonclinical pharmacology and toxicology section {e.g., 21 CFR 314.50(d)(2); 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)

Clinical data section (e.g., 21 CFR 314.50(d)(5); 21 CFR. 6012)

5
6
7. Clinical Microbiology (e.g., 21 CFR 314.50(d)(4))
8
9

Safety update report (¢.g., 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 (.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 G}(2X(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(I}3))

18. User Fee Cover Sheet (Form FDA 3397)

19: Financial Information (21 CFR Part 54)

OoooooooooooOoooOOoiooo=iE

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 fimited to the following:

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.

. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80, and 600.81.

Local, state and Federal environmental impact laws.

if thls application applies to a drug product that FDA has proposed for schedulfing under the Controlied 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, to the best of my knowledge are eerlrﬁed to be true and accurate.
Warning: A willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

TN A WN

SIGNA’ OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE »
. Dietrich Bartel, B. S. .
Director, Regulatory Affairs 29 Nov . 2006
ADDRESS (Street, City, State, and ZIP Code) TELEPHONE NUMBER
4700 Sandoz Drive, Wilson, NC 27893 Direct:  ———

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:

Department of Health and Human Services Department of Health and Human Services An agency may not conduct or sponsor, and a person is not
Food and Drug Administration Food and Drug Administration required to respond to, a collection of information unless it
Center for Drug Evaluation and Research Center for Biologics Evaluation and Research displays a currently valid OMB control number.
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ESTABLISHMENT INFORMATION

Approved Site: CFN 1062246

Sandoz Inc.
4700 Sandoz Drive
Wilson, NC 27893

Contact: Dietrich Bartel, B.S., Director, Regulatory Affairs

Telephone: ———.
Facsimile: T c—

Operations Performed: (1) manufacture and process drug products, and in-process
materials; (2) package drug products; (3) label drug products; (4) test raw material
components, drug product containers, closures, packaging materials, in-process materials,
finished drug products, and stability; (5) warehousing and shipping.

The site is ready for inspection. The last inspection was February 15 to 17, 2006.
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Telephone Fax

ANDA 76-397
OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place '
Rockville, MD 20855-2773

301-827-0507

NOU 29 el

TO: Sandoz, Inc.

ATIN: Dietrich Bartel

FROM: Wm 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. . .

| Krcocived by someonc other than the addressee or a person authorized to deliver this document 1o the sddsessee, you are bereby notified that any disclosure,
disseminatios, copying, or other 2tion to the content of this communication is not amthorized: Ifyou have reccived this document jo cryor, please immediately
notify us by telephone and rewam it 10 us by mail af the shove address.
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Oxandrolone Tablets USP
By

DESCRIPTION

Oxandrolone oral tablets contain 2.5 mg or 10 mg of the anabolic sterold oxan-
drolone. Oxandrolone is 17-hydroxy-17a-methyl-2-0xa-5a-androstan-3-one
with the following structural formula:

Molecular Formula: Gq9Hzn03 Molecular Weight: 306.44

Inactive ingredients include: hypromellose, Tactose monohydrate, pregelatinized
starch, and magnesium stearate.

CLINICAL PHARMACOLOGY ’

Anabolic steroids are synthetic derivatives of festosterone. Certain clinical effects
and adverse reactions demonstrate the androgenic properties of this class of
drugs. Complets dissoeiation of anabolic and androgenic 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
sexyal development if given to young children. Anabolic steroids suppress the
gonadotropic functions of the pituitary and may exert a direct effect upon the
testes.

During exogenous administration of anabolic androgens, endogenous festos-
terone release is inhibited through inhibition of pituitary luteinizing hormone
(LH). At large doses, spermatogenesis may be suppressed through feedback
inhibition of pltuitary follicle-stimulating hormone (FSH).

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

INDICATIONS AND USAGE

Oxangdrolone is indicated as adjunctive therapy to offset the protein catabolism
assoclated with prolonged administration of corticosteroids, and for the relief of
the bone pain frequently accompanying osteoporesis (see DDSAGE AND ADMIN-
ISTRATION).

DRUG ABLISE AND DEPENDENCE
Oxandrolone is classified as a controlled substance under the Anaholic Steroids
Control Act of 1980 and has been assigned to Schedule Il (non-narcotic).

CONTHAINDICATIONS

1. Known or suspected carcinoma of the prostate or the male breast.
2.Garcinoma of the breast in females with hypercalcemia (androgenic anabotic
steroids may stimufate osteolytic bone resorption).

3. 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 tie human dose.

4. Nephrosls, the nephrotic phase of nephritis.

5. Hypercalcemia.
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WARNINGS

PELIOSIS HEFATIS, A CONDITION IN WHICH LIVER AND SOMETIMES SPLENIC|
TISSUE 1S REPLAGED WITH BLOOD-FILLED GYSTS, HAS BEEN REPORTED IN
PATIENTS RECEIVING ANDROGENIC ANABOLIC STEROID THERAPY. THESE
CYSTS ARE SOMETIMES PRESENT WITH MINIMAL HEPATIC DYSFUNGTION,
BUT AT OTHER TIMES THEY HAVE BEEN ASSOCIATED WITH LIVER FAILURE.
THEY ARE OFTEN NOT RECOGNIZED UNTIL LIFE-THREATENING LIVER FAIL-
URE OR INTRA-ABDOMINAL HEMORRHAGE DEVELOPS. WITHDRAWAL OF
DRUG USUALLY RESULTS IN GOMPLETE DISAPPEARANGE OF LESIONS.

LIVER CELL TUMORS ARE ALSD REPORTED. MOST OFTEN THESE TUMORS
ARE BENIGN AND ANDROGEN-DEPENDENT, BUT FATAL MALIGNANT TUMORS|
HAVE BEEN REPORTED. WITHDRAWAL OF DRUG OFTEN RESULTS IN REGRES-
SION OR CESSATION OF PROGRESSION OF THE TUMOR. HOWEVER, HEPATIC
TUMORS ASSOCIATED WITH ANDROGENS OR ANABOLIC STEROIDS ARE
MUGH MORE VASCULAR THAN. OTHER HEPATIC TUMORS AND MAY BE
SILENT UNTIL LIFE-THREATENING INTRA-ABDOMINAL HEMORRHAGE DEVEL-)
OPS. BLOOD LIPID CHANGES THAT ARE KNOWN TO BE ASSOCIATED WITH
INCREASED RISK OF ATHEROSCLEROSIS ARE SEEN IN PATIENTS TREATED
WITH ANDROGENS OR ANABOLIC STERDIDS. 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 ATHEROSCLEROSIS AND
CORONARY ARTERY DISEASE.

Cholestatic hepatitis and jaundice may occur with 17-alpha-alkylated androgens
at a refatively low dese. if cholestatic hepatitis with jaundice appears or if liver
function tests become abnormal, oxandrolone should be discontinued and the
etiology should be defermined. Drug-induced jaundice is reversible when ths
medication is discontinued.

In patients with breast cancer, anabolic sterold therapy may cause hypsrcalcemia
by stimulating osteolysis. Oxandrolone therapy should be discontinued if hyper-
calcemia nceurs.

Edema with or without congestive heart fallure may be a serious complication in
patients with pre-sxisting cardiac, renal, or hepatic disease. Concomitant
administration of adrenal cortical steroid or ACTH may increase the edema.

In children, andragen therapy may accelerate bone maturation without producing
compensatory gain in linear grawth. This adverse effect results in compromised
adult height. The younger the child, the greater the sisk of compromising final
mature height. The effect on bone maturation should be monitored by assessing
bone age of the left wrist and hand every 6 months (see PRECAUTIONS,
Laboratory Tests).

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

ANABOLIC STERDIDS HAVE NOT BEEN SHOWN TO ENHANGE ATHLETIC ABILITY.
PRECAUTIONS .

Concurrent dosing of oxandrolone and warfarin may resuil In unexpectodly
large Increases in the International Normalized Ratlo (INR) or prothrombin
time (PT). Whea oxandrolcne is prescribed to patients belng treated with war-
farin, doses of warfarin may need 1o be decreased significantly to maintaln

* the desirable INR level and diminish the risk of potentially serious bleading

{See PRECAUTIONS, Drug Interactions).

General

Women should be observed for signs of virilization (deepening of the voice,
hirsutism, acne, clitoromegaly). Discontinuation of drug therapy at the time of
evidence of mild virilism is necessary to prevent imeversible virilization. Some
virilizing changes in women are irmeversible even after prompt discontinuance of
therapy and are not preventad by congomitant use of estrogens. Menstrual
iregularities may also oceur.

Anabolic steroids may cause suppresslon of ciotting factors 11, V, VIl, and X, and
an increase in prothrombin time.

Information for Patlents

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 slde effects
of androgens:

Males: Too frequent or persistent erections of the penis, appearance or aggrava-
tion of acne.

Females: Hoarseness, acne, changes in menstrual periods, or more facial halr.

All patlents: Nausea, vomiting, changes in skin colos, or ankle swelling.
Gerlatric Use: Certain geriatsic use information is protected by marketing exclu-
shvity.

Laboratory Tests

Women with disseminated breast carcinoma should have frequent determination of
urine and serum caicium 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 chiained periodically. - :
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Periodic (every 6 months) x-ray examinations of bone ags should be made dusing
treatment of chiidren to determine the rate of bone maturation and the effects of
antrogen therapy on the epiphyseal centers.
Androgenic anabolic steroids have been reported to increase fow-density
lipoproteins and decrease high-density fipoproteins. Tharefore, caution is
required when administering these agents o patients with a history of cardio-
vascular disezse or who are at risk for cardlovascular disease. Serum determination
_ of lipid levels should be performed periodically and therapy adjusted accordingly.
Hemaglobin and hematocrtt should be checked periodically for polycythemia in
patients who are receiving high doses of anabolic steroids.
Drug Interactions
Anlizoagulanis: Anabolic sterolds may increase sensitivity to oral anticoagu-
lants. Dosage of the anticoagulant may have to bo 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 10 mg BID in 15
healthy subjects concumently treated with warfarin, resulted i a mean increase
in S-warfarin half-lita from 26 to 48 hours and AUC from 4.55 to 12.08
ngehs/mL; simllar increases in R-warfarin haif-life and AUG were also detected.
Microscopic hematuria (9115) and gingival bleeding (1/15) were also observed. A
5.5-fold decrease in the mean warfarin dese 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
regeiving treatment with warfarin, the INR or prothrombin time (PT) should be
monitored closely and the dose of warfarin adjusted as necessary untii a stable
target INR or PT has been achieved.
Furthermore, in patients recelving both drugs, careful monitoring of the INR or
PT, and adjustment of the warfarin dosage if indicated are recommended when
the oxandrolone dos is changed-or discontinued. Patients should be closely
monitored for signs and symptoms of occult bleeding.
Oral Hypoglyeemie Agents: Oxandrolone may inhibit the metabolism of oral
hypoglycemic agents.
Adrenal Sterolds or ACTH: n patients with edema, concomitant administration
with adrenat cortical steroids or ACTH may increase the edema.
Drug/Lahoratory Test interactions
Anabolic steroids may decrease levels of thyroxine-binding globulin, resulting in
decreased total T4 serum levels and increased resin uptake of Ts and Ta. Free
thyroid hormone levels semain unchanged. In addition, a decrease in PBI and
radioactive iodine uptake may occur.
GCarcinogenesls, Mutagenesis, Impairment of Feriliity
Animnal Data: Oxandralone has not been tested in laboratory animals for carcing-
genic or mutagenic effects. In 2-year chronic oral rat studies, a dose-related
reduction of spermatogenesis and decreased organ weights (testes, prostate,
seminal vesicles, ovaries, uterus, adrenals, and pituitary) were shown.
Human Data: Liver cell tumors have been reported in patients receiving long-
{erm therapy with androgenic anabolic steroids in high doses (see WARNINGS).
Withdrawal of the drugs did not lead to regression of the tumars in all cases.
Geriatric patients treated with androgenic anabolic steroids may be at an
increased risk for the development of prostatic hypertraphy and prostatic
carcinoma.
Pregnancy
Teratogenic effects-Pregnancy Category X (see CONTRAINDICATIONS).
Nursing Mothers :
it is not known whether anabolic sterolds 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 fo the mother.
Pedlatric e
Anabolic agents may accelerate epiphyseal maturation more rapidly than linear
growth in children and the efiect may continue for 6 months after the drug has
been stopped. Therefare, therapy should be monitored by x-ray studies at 6-
month intervals 1n order to avoid the risk of compromising adutt height.
Androgenic anabotic steroid therapy should be used very cautiously in children
and only by specialists who are aware of the effacts on bone maturatin (Sea
WARNINGS).

ADVERSE REACTIONS

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

The following adverse reactions have besn associated with use of anabolic
steroids:

Hepatle

Cholestatic Jaundice with, rarely, hepatic necrosls and death. Hepatoceliular
neoplasms and peflosis hepatis with long-term therapy (see WARNINGS).
Reversible changes in liver function tests also occur including increased brom-
sulfophthalein (BSP) retention, changes in alkaline phosphatase and increases in
serum bilirubln, aspartate aminotransferase (AST, SGOT) and alanine amino-
transferase (ALT, SGPT).
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In Males
Prepuberial: Phallic enfargement and increased fraquency or persistence of

erections.

Postpubertal: Inhibition of testicular function, testicular atrophy and ofigospermia,
impotence, chronic priagism, epididymitis, and bladder irritability.

In Females

C|'i‘tsora| enlargement, menstrual irvegularities.

Cl

Habituation, excitation, insomnia, depression, and changes in fibido.
Hematologle

Bleeding in patients on concomitant anticoagulant therapy.

Breast

Gynecomastia.

Larym

Deepening of the voice in females.

Hair

Hirsutisn and male pattern baldness in femnales.

Sidn

Acne (especially in females and prepubertal males).

Skeletal

Premature closure of epiphyses in children (sae PRECAUTIONS, Padiatric Use).
Fluld and Elecirolytes

Edema, retention of serum electrolytes (sodium chioride, potassium, phosphate,
calcium).

Metabolic/Endocrine

Decreased glucose tolerance (see PRECAUTIONS, Laboratory Tests), increased
creatinine excretion, increased serum levels of creatining phosphokinase (CPK).
Masculinization of the fetus. Inhibition of gonadutropin secretion.

OVERDOSAGE

No symploms or signs associated with overdosage have been reported. 1t is
possible that sedium and water retentfon may occur.

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

DOSAGE AND ADMINISTRATION
Therapy with anabolic Steroids Is adjunctive to and not a replacement for con-
ventional therapy. The duration of therapy with oxandrolone will depend on the .
response of the patient and the possible appearance of adverse reactions.
Therapy should be irtermittent.
Adults :
The response of individuals to anabolic steroids varies. The daily adult dosage is
25 mg to 20 mg given In 2 to 4 divided doses. The desired response may ba
achieved with as ittie 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 intormittently as
indicated.
Chlldren
For children the total daily dosage of oxandrolone is < 0.1 mg per kilogram body
welght or < 0.045 mg per pound of body weight This may be repeated intermit-
tently as indicated.
HOW SUPPLIED
Oxandrolone Tablets USP are supplied as follows:
2.5 mp Tahlels: white, modified oval-shaped, debossad *E 271" on one side and
bisected on the reverse side.

Botiles of 100

Battles of 1000
10 my Tablets: white, capsule-shaped, debossed *& 272" on one side and plain
on the raverse side.

Botties of 100

Bottles of 1000
Store at 20° - 25°C (68° - 77°F) [see USP Controlled Room Temperature].

Sandoz Inc.
) Princeton, NJ 08540
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Oxandrolone Tablets USP : @
Rx only

DESCRIPTION

Oxandrolone oral tablets contain 2.5 mg or 10 mg of the anabolic steroid
oxandrolone. Oxandrolone is 17B-hydroxy-17a-methyl-2-oxa-5a-androstan-3-
one with the following structural formula:

Molecular Formula: C19Hz003 Molecular Weight: 306.44

Inactive ingredients include: hypromeliose, lactose monohydrate, pregelatinized
starch, and magnesium stearate.

CLINICAL PHARMACOLOGY

Anabolic steroids are synthetic derivatives of testosterone. Certain clinical effects
and adverse reactions demonstrate the androgenic properties 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 hormones with the possibility of causing serious disturbances of growth and
sexual development if given to young children. Anabolic steroids suppress the
gonadotropic functions of the pituitary and may exert a direct effect upon the
testes. '

During exogenous administration of anabolic androgens, endogenous
testosterone release is inhibited through inhibition of pituitary luteinizing hormone
(LH). At large doses, spermatogenesis may be suppressed through feedback
inhibition of pituitary follicle-stimulating hormone (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

Oxandrolone is 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 ABUSE AND DEPENDENCE
Oxandrolone is classified as a controlled substance under the Anabolic Steroids
Control 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.

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

3. 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.

4. Nephrosis, the nephrotic phase of nephritis.

5. 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 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 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 ATHEROSCLEROSIS 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
ATHEROSCLEROSIS AND CORONARY ARTERY DISEASE.

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




in patients with breast cancer, anabolic steroid therapy may cause
hypercalcemia by stimulating osteolysis. 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, androgen therapy may accelerate bone maturation without producing
compensatory gain in linear growth. This adverse effect resuits in compromised
adult height. The younger the child, the greater the risk of compromising final
mature height. The effect on bone maturation should be monitored by assessing
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 hypertrophy and prostatic
carcinoma.

ANABOLIC STEROIDS HAVE NOT BEEN SHOWN TO ENHANCE ATHLETIC
ABILITY.

PRECAUTIONS

Concurrent dosing of oxandrolone and warfarin may result in unexpectedly
large increases in the International Normalized Ratio (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).

General

Women should be observed for signs of virilization (deepening of the voice,
hirsutism, acne, clitoromegaly). Discontinuation of drug therapy at the time of
evidence of mild virilism is necessary to prevent irreversible 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 should instruct patients to report immediately any use of warfarin
and any bleeding. :



The physician should instruct patients to report any of the foliowing 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.
All patients: Nausea, vomiting, changes in skin color, or ankle swelling.

Geriatric Use:
Certain geriatric use information is protected by marketing exclusivity.

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 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
lipoproteins and decrease high-density 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.

Drug Interactions . _
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 oral anticoagulant
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, resulted in a mean increase
in S-warfarin half-life from 26 to 48 hours and AUC from 4.55 to 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 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 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.

Oral Hypoglycemic Agents: Oxandrolone may inhibit the metabolism of oral
hypoglycemic agents. :

Adrenal Steroids or ACTHE In patients with edema, concomitant administration
with adrenal cortical steroids or ACTH may increase the edema. '

Drug/Laboratory Test Interactions
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
radioactive iodine uptake may occur.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Animal Data: Oxandrolone has not been tested in laboratory animals for
-carcinogenic or mutagenic effects. In 2-year chronic oral rat studies, a dose-
related reduction of spermatogenesis and decreased organ weights (testes,
prostate, seminal vesicles, 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
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, 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 studies at 6-
month intervals in order to avoid the risk of compromising aduit 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 monitored closely for COPD exacerbation and fluid
retention.

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

Hepatic S -
Cholestatic jaundice with, rarely, hepatic necrosis and death. Hepatoceliular
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
Prepubertal: Phallic enlargement and increased frequency or persistence of
erections. A

Postpubertal: Inhibition of testicular function, testicular atrophy and
oligospermia, impotence, chronic priapism, epididymitis, and bladder irritability.

In Females
Clitoral enlargement, menstrual irregularities.



CNS
Habituation, excitation, insomnia, depression, and changes in libido.

Hematologic
Bleeding in patients on concomitant 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 males).

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

Fluid and Electrolytes |
Edema, retention of serum electrolytes (sodlum chloride, potassium, phosphate,
calcium).

Metabolic/Endocrine

Decreased glucose tolerance (see PRECAUTIONS, Laboratory Tests),
increased creatinine excretion, increased serum levels of creatinine
phosphokinase (CPK). Masculinization of the fetus. Inhibition of gonadotropin
secretion.

OVERDOSAGE
No symptoms or signs associated with overdosage have been reported Itis
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 adjunctive to and not a replacement for
conventional therapy. The duration of therapy with oxandrolone 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 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 total daily dosage of oxandrolone is <0.1 mg per kilogram body
weight or < 0.045 mg per pound of body weight. This may be repeated
intermittently as indicated.

HOW SUPPLIED
Oxandrolone Tablets USP are supplied as foliows:
2.5 mg Tablets: white, modified oval-shaped, debossed " £ 271" on one side
and bisected on the reverse side. :
Bottles of 100
Bottles of 1000

10 mg Tablets: white, capsule-shaped, debossed " & 272" on one side and plain
on the reverse side.

Bottles of 100

Bottles of 1000

Store at 20°-25°C (68°-77°F) [see USP Controlled Room Temperature].

Sandoz Inc.
Princeton, NJ 08540

Rev. 12/06
MF0271REV12/06
088072
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FACSIMILE TRANSMITTAL SHEET

DATE: _June 10,2004 TIME: 2:00 om

TQ: _ Ms. Sa(ah Parks COMPANY:

FROM: Sadie M. Ciganek

MY FAX NUMBER: 1-718-276-8635

Re: Oxandralone Tablets
ANDA 76-897

Dear Sarah;

In anticipation of cur scheduled conference call today at 2:00 PM, | wouid like 1o include twe
ather topics for discussion in addition 1o the disintegration vs. dissolution issue previously sent to
you in our June 4" fax. We hcpe that the team leader and sameone from the Division of
Ricequivalence will be present in the meeting.

The iwo additional items for discussion are Comment #4 (melting point} and #14 (forced
degradation studies) from your May 24, 2004 deficiency letter.

| look forward to having a meeting and hope that our issues can be resoived.
Bes! Regards,

Sadie M. Ciganek
Vice Presicent Regulatory Affairs
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FACSIMILE TRANSMITTAL SHEET

DATE: Jung 4. 2004 TIME: 10:30 am

TO: Ms. Sarah Parks COMPANY:

BB L1

FROM: Sadie M. Ciganek
MY FAX NUMBER: [-718-276-8635

Oxandrolone Tablets, USP, 2.5 mg and 10 mg
ANDA 76-897

Dear Sarah:

With regard 1o our recent phone conversation of June 4, 2004, we arc requesting a T-canference
with your department to discuss (e following issue:

Reference: FDA deficiency letter dated May 21, 2004. Comment #7

We need to discuss comment 47 for disintegration. We are proposing 10 eeeme——

T, smee 1t is more appropnate for this product.

Sadiz M. Ciganek
Vice President Regulatory Alfuirs




: Eon Labs, inc.
£ Y '
z Eon Labs 927-15 N. Conduit Avenue

The Pharmacy Drug Company Laurelton, NY 11413
Telephone 718 276-8600
Fax'718 276-1735

ORIG AMENDMEN!
Tuly 21, 2005 A/ |

NS
Gary J. Buehler, RPh.
Director, HFD-600
Office of Generic Drugs
Center for Drug Evaluation & Research
Food and Drug Administration
Document Contro! Room .
Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773

- GENERAL CORRESPONDENCE -
CHANGE IN OWNERSHIP OF EON LABS, INC.

Re: Oxandrolone Tablets, USP, 2.5 mg and 10 mg
ANDA 76-897

Dear Mr. Buehler:

Eon Labs, Inc. (Eon Labs), the holder and owner of the above-referenced ANDA, was recently
acquired by Sandoz Inc. (Sandoz), 506 Camegie Center, Suite 400, Princeton, NJ, 08540 in a
corporate merger that closed on July 20®, 2005. Effective immediately, Eon will adopt the
Sandoz npame on all official correspondence to the agency and will begin operating under the
Sandoz business structure.

In accordance with 21 CFR 314.72 (a), we are notifving vou of the CHANGE IN
OWNERSHIP of the corporation and are advising you that ail rights, title and interest with
regards o our approved and pending applications will be transferred to Sandoz. The corporate
headquarters for the new Sandoz will remain at the 506 Carnegie Center, Princeton, NJ address
provided above.

In the new' Sandoz organization, Regulatory Affairs will be coordinated from: four separate
locations. Each location will have a.fully functional Regulatory Affairs Department headed by a
Director (or equivalent) that will have responsibilities for filing ANDAs, annual reports,
supplements, FPL labeling, deficiency letter responses, etc. Because of this organizational
structure, there will be multiple points of interface beiween thé new Sandoz and the agency. All
four sites will report into the corporate Vice President Regulatory Affairs, Ms. Sadie M. Ciganek.

The Regulatory Affairs contact person for each site is provided below. This information will help
facilitate future communication between the agency and the new Sandoz:

i) Sandoz (New York) Ms. Enna Krivitsky
P

227-15 North Conduit Avenue, Ph: (718) ==
Laurelton NY 11413




2). Sandoz (North Ceirolina) '

4700 Eon Labs Drive
Wilson, NC ' 27893

3). Sandoz {Colorado)
2555 W Midway Bivd
Broomifield, CO 80020

4y, Sandoz (New Jersey)
2400 Route 130 North
Dayton, NJ 08810

This is the next phase in the history of Eon Labs.

Mr. Dietrich Bartel
Ph: { e

Fax: n;u-u-w

Ms. Beth Brannon

Ph: S e

pic: b SART—

Ms. Carfnelle Lucas
Fax: R -——-——

We are looking forward to the coming

challenges and intend to provide the agency with the same responsive interaction that was shared
in the past. If you require additional information regarding the merger, feel free to call. 1can be

reached at ( ——

Sincerely,
Sadie M. Ciganek

Vice President Regulatory A%fairs

Sandoz Inc.
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November 6, 2006

Mr. Gary J. Buehler, Director

Office of Generic Drugs ORIG AMENDMENT
CDER, FDA, HFD-600 N
Document Control Room ?

Metro Park North Il

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

LABELING AMENDMENT — FINAL PRINTED LABELING

RE: ANDA 75-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application for Oxandrolone Tablets USP, 2.5
mg and 10 mg, ANDA 76-897; submitted on November 11, 2003.

Reference is also made to the FDA email dated November 3, 2006 from Ms. Postelle D. Birch-
Smith, Labeling Reviewer, Office of Generic Drugs, Center for Drug Evaiuation and Research.
As requested, the package insert for Oxandrolone Tablets USP, 2.5 mg and 10 mg has been
revised in accordance with the labeling template provided in the above referenced email.

There were no text changes required for the bottle labels previously submitted by Sandoz Inc.
on September 2, 2004.

As required by the electronic labeling rule published December 11, 2003 (68 FR 69009), and
the Guidance for Industry: Providing Regulatory Submission in Electronic Format, the Final
Printed Labeling (FPL) and annotated changes are being submitted in Adobe Acrobat (*.pdf)
format on the enclosed CD. In addition, the labeling content is provided in M8 Word (.doc)
format.

Since this amendment contains oniy labeling, we are not filing this labeling amendment with the
FDA Atlanta District Office.

If there are any gquestions concerning this labeling amendment, please contact Dietrich Bartel.
B.S., Director, Regulatory Affairs, by telephone at (252) . === or by facsimile at (252, ==

-
Sincerely, _

Sandoz Inc. REC’EZVED
Cebrorod el | NOV 0 8 2006
Deborah Goff, B.S., RA.C. oGD / CDER

Regulatory Affairs Associate |l

Sandoz Inc. 4700 Sandoz Drive Wilson, NC 27893




November 14, 2006 G R l GI NAL

Mr. Gary J. Buehier, Director
Office of Generic Drugs

CDER, FDA, HFD-800
Document Control Room

‘Metro Park North i

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

LABELING AMENDMENT

RE: ANDA 76-897 '
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehier:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and the
provisions of the regulations 21 CFR§314.94, for Oxandrolone Tablets USP, 2.5 mgand 10 mg;
ANDA 76-897. '

We also make reference to the telephone communication from Ms. Postelle Birch, Division of
Labeling and Program Support, OGD to Sandoz Inc. on November 14, 2006. Per her request,
we are submitting for review the final printed labeling for Oxandrolone Tablets USP container
labels in pdf format. In addition, a side by side comparison and table of annotations is provided
electronically on the enclosed CD in pdf format in accordance with the new guidance to industry
regarding electronic submission. ‘

Since this amendment contains only labeling, we are not filing.this amendment to the FDA
Atlanta District Office.

If there are any questions concerning this amendment, please contact Dietrich Bartel, B.S.,
Director, Regulatory Affairs by telephone at {: e . Detween 8:00 a.m. and 500 p.m.,
or by facsimile at (. oo

Sincerely,

Sandoz Inc. B
) v Hey neCEIVED

&z_»\,uomuv\ N _ NOY 152008

Deborah Goff, B.S., RAC. - OGD/ CDER

Regulatory Affairs Associate |l

Sandoz Inc. 4700 Sandoz Drive Wiison, NC 27893
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November 15, 2006 .

Mr. Gary J. Buehler, Director

Office of Generic Drugs ERT
CDER, FDA, HFD-600 ORK;:‘ éﬂfﬁ\leg/
!

Document Control Room ' “f
Metro Park North i ,

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

LABELING AMENDMENT - FPL

RE: ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003,
submitted pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act, and the
provisions of the regulations 21 CFR§314.94, for Oxandro!one Tablets USP, 2.5 mg and 10 mg;
ANDA 76-897.

- We also make reference to the telephone communication from Mr. Peter Rickman, OGD to

Sandoz Inc. on November 15, 2006. We are submitting for review the final printed labeling for
the Oxandrolone Tablets USP insert in pdf format. In addition, a side by side comparison and
table of annotations is provided electronically on the enclosed CD in pdf format in accordance
with the new guidance to industry regarding electronic submission.

Since this amendment contains only labeling, we are not filing this amendment to the FDA
Atlanta District Office.

If there are any questions concerning this amendment, please contact Dietrich Bartel, B.S.,
Director, Regulatory Affairg by teiephone at w— petween 8:00 a.m. and 5:00 p.m,,
or by facsimile at N

Sincerely,

Sandoz Inc.

o L RECENVED
erodn el HoLEIVE,
;\9 % NGOV 16 7006

Deborah Goff, B.S., R.A.C. ‘ {:}GD / {:QER

Reguiatory Affairs Associate 1l

Sandoz Inc. 4700 Sandoz Drive YWilson, NC 27883
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4700 Sendaz Drive
Yyiison, MLC. 27393
Phone: {252} 234-2222
Fax: {252) 234-2323

To: Ms. Leigh Ann Matheny ' From:  Diefrich Barte

Fax:s  301-827-0274 ~ Pages: 10

Phone: 301-827-5727 ' Date: 16 November 2006

Re:  ANDA76-897 ' cc:

[} Urgent O For Review - []Piease Comment [1Please Reply L1 Please Recyclo
Ms. Matheny,

As agreed, attached is a courtesy desk copy of the ANDA Cormespondence being sent in
hard copy (archive and review) to the OGD document room today by overnight courier.

Sincerely,

Dietrich Bartel

Sandoz Inc.
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November 16, 2006

Mr. Gary J. Buehler, Director

Office of Generic Drugs

CDER, FDA, HFD-600

Document Control Room _

Metro Park North 1T ' ' ‘
7500 Standish Place, Room 150 '

Rockville, Maryland 20855-2773

ANDA CORRESPONDENCE J

RE: ANDA 76-897 '
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Mr. Buehler:

Reference is made to our Abbreviated New Drug Application dated November 11, 2003, submitted
pursuant to Section 505(}) of the Federal Food, Drug, and Cosmetic Act, and the provisions of the
regulations 21 CFR§314.94, for Oxandrolone Tablets USP, 2.5 mg and 10 mg; ANDA 76-897.

We also make reference to the teléphone communication from OGD to Sandoz Inc. on November
15,2006. As recommended, the following changes are included in this correspondence:

Chemistry, Manufacturing and Contrels:

1. The assay specification for the active raw material, oxandrolone USP, has been revised in
accordance with USP 29 Supplement 2 from e 10 “98.0 ta 102.0 %, Also,
Identification Test B has been revised from the TLC method to the HPLC retention time
method. A copy of the revised drug substance specification is provided.

2. In addition, with regard to the assay method for the drug substance, we certify that the in-
house method used is an alternate method and this method is better or comparable to the USP
assay method.

Labeling

1. We commit to revising all labeling for this product, on next printing, to indicate that the drug
product p——

N
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We certify that an exact duplicate copy of this submission has been filed to the FDA Atlanta District
Office. ' '

If there are any questions concerning this amendment, please contact Dietrich Bartel, Director,
Regulatory Affairs by telephone at ( between 8:00 a.m. and 5:00 p.m., or by facsimile

at _—

Sincerely,

Sandoz Inc.

Dietrich Bartel,
Director, Regulatory Affairs,
Sandoz Inc.



]
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November 16, 2006

Ms. Mary H. Woleske

District Director

Atlanta District. Office

Food and Drug Administration
60 Eighth Strect, NE

Atlanta, GA 30309

Re: ANDA 76-897 — ANDA Correspondence
Oxandrolone Tablets USP, 2.5 mg and 10 mg

Dear Ms. Wo'lcs‘ke:

Enclosed is the field copy of the ANDA Correspondence to Sandoz’ Abbreviated New Drug
Application for Oxandrolone Tablets, USP 2.5 mg and. 10 mg. ’

We certify that this is a true copy of the information contained in the archival and review copies of
the Correspondence to our ANDA for Oxandrolone Tablets USP, 2.5 mg and 10 mg, submitted to
the Office of Generic Drugs on this same date.

If there are any questions concerning this amendment, please contact Dietrich Baﬁel Director,
Regulatory Affairs, by telephone at | —emssmmmsmsems

Sincerely,
Sandoz Inc.

Dietrich Bartel
Director, Regulatory Affairs
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DEPARTMENT OF HEALTH AND HUMAN SERVICES E:;Eaﬁgﬁfg‘;gr gfpi?:é ;‘f;ggggﬂa
FOOD AND DRUG ADMINISTRATION Soe OMB S tatament on pags 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
{Title 21, Code of Federal Reguiations, 314 & 60_3 )

APPLICANT INFORMATION
NAME OF APPLICANT DATE OF 3UBMISSION
~ Sandoz inc. , November 186, 2006
TELEPHONE NO. /include Area Code) FACSIMILE (FAX) Number (Inciude drea Cade)
{252) 234-2222 ' _ {252) 234-2323

APPLICANT ADDRESS (Number, Street, City, Stare, Covniry, ZIP Code or Muait Code, AUTTHORIZED U.S. AGENT NAME & ADDRESS (Number, Streer, City,
and U.8. License number i previowusly issved): . Suxte, ZIP Code, (elaphone & FAK numberi IF APPLICABLE

4700 Sandoz Drive

Wiilson, NC 27833

CFN 1062246

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APFLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if praviousiy issuzd) 76-897
ESTABLISHED NAME le.g., Proper name, USP/USAN rame) PROPRIETARY NAME {trade name} [F ANY
Oxandrolone Tablets USP -
CHEMICAL/BIOCHEMICAL/BLOOD PRCDUCT NAME /f anyj CODE NAME (if anyj
17B-hydroxy-17-methyl-2-oxa-5a-androstan-3-one
DOSAGE FORM: STRENGTHS: ) ROUTE OF ADMDNISTRATION:
25mgand10m
Tahlet 9 g Oral

(PROPOSED) INDICATION(S) FOR USE: :
Indicated as adjunctive therapy to promote weight gain after weight loss following extensive surgery, chronic
Infactions, or severe trauma, and for the relief of bone pain accompanying osteoporosis.

APPLICATION DESCRIPTION

APPLICATION TYPE
(check anz) (] NEW DRUG APPLICATION (CDA, 21 CFR 114.50) ABRREVIATED NEW DRUG APPLICATION (ANDA. 21 CFR 314.94)
[T] 310L0GICS LICENSE APPLICATION {BLA, 21 CFR Part 6013
I8 AN NDA, IDENTIFY THE APPROPRIATE TYPE [ sos oy 7 s0s gy
IF AN ANDA, CR 505(bj(2), IENTIPY THE REFERENCE LISTED DRUG PRQDUCT THAT 1S THE BASIS FOR THE SUBMISSION
Mame of Drug Oxand rin'” ' Hoider of Approved Application Savient Pharmaceuticals
TYPE OF SUBMISSION rch """_’ k] 1 oriamat aprLication ] AMINDMENT TO A PENDING APPLICATION 7 sesunmssion
] rrasvmamssion [ asmrcar reponr (] mSTARLISHMENT DESCRIPTION SUPPLEMENT . [ ercacy suprremmes
[ caseme soreLsvamr [ cHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT X omsEn

IF A SUBMISSION CF PARTIAL AFPLICATICN, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [ s [ eaxaa 7 ereon azerovar pay

REASON FOR suBmission ANDA Correspondence

PROPOSED MARKETING STATUS {check one) B prescawrrion rroDUCT R%) [ ovar mHE counTar PRODUCT (07C)
NUMBER OF VOLUMES SUBMITTED  One THI3 APPLICATION 18 [ ] papsx [T vapee anp siscTRONIC ™ mscmaome

ESTABLISHMENT INFORMATION (Fuil estabrlishment information showld be provided in the body of the Application.)

Provide locatiens of all manufacturing, packaging and control sites foc drag substance and drug product {conrinparion sheets may be used it necessary). Include pame, address, contact,
teiephone sumnber, registration aumbar (CFN), DMF number, and maaufacturing steps and/or type of testing (e.g., Final dosage form, Stabilily testing) conducted at the site, Please
ivdicale whether the site is ready for mepestion or,.if not, when H will be ready.

See attached.

Crosy References (Yist related 1icense Applications, INDs, NDAs, PMAg, 510(k)s, IDEs, BMFs, and DMFs referenced in the enrrent appilcation)

N/A
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This application contains the following items: (Check alf thar apply)

1. Index

2. Labeling /check orre) ' [ pran Labeting [ Final Printed 1abeling

3. Summary 21 CFR 314.50(c)
4. Chemistry section '

Al Chemistry, mann{acturing, and controls information (e.g., 21 CFR 314.50(d)(1): 21 CFR 601.2)

B. Samples (21 CFR 314,50(c)(1}; 21 CFR 601.2(x)) {Submit osly upon FDA’s request)

C. Methods validation package (2.2, 21 CFR 3314.50¢e)(2)(i); 21 CFR 501.2)

[¥3

Nonclinical pharmacology und toxicology section {¢.g., 21 CFR 314.50(d)(2); 21.CFR 501.2)

6., Human pharmacokinetics and bivavailability section (c.g.. 21 CFR 314.5 0(d)3); 21 CFR 601.2)

Clinical Microbiology (e.g., 21 CFR 314.59(d)(4))

8. Clinjcal data section (e.g., 21 CFR 314.50{d)({5); 21 CFR 601.2)

9. Safety update report {c.g., 23 CPR 3 14.50(d}5Xvi}(b); 21 CFR 601.2)

(0. Statistical section {e.g., 21 CFR 314.50(d)(6); 21 CFR 601.2)

1. Case report tabularions (e.g., 21 CFR314.50(f)(1); 21 CFR 601.2)

12. Case repert 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 dmg (21 U.S.C355(b)(2) or (H2HA))
15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment centification (FD&C Act 306(k)(13)

17. Field copy certification (21 CFR 314.50(1)(3))

Oix00o0noooDooooooooRiox s

13. User Fee Cover Sheet (Form FDA 3397)

.| 19. Financial Information (21 CFR Part 54)

u]w

20. OTHER (Specify

CERTIFICATION :

1agrea to update this application with new safety informatien about the product that may reasonably affect the statement of contraindications,
wamings, precaulions, or adverse reactions in the draff iabeling. | 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 folfewing:

- Good manufacturing practice reguiations in 21 CFR Parts 210, 211 or applicabie reguiations, Parts 606, and/or §20.

. Bioiogical establishment standards in 21 CFR Part 600.

Labsling regulations in 21 CFR Parts 201, 506, 610, 660 and/or 809, ) .

. I the case of a prescription drug or biciagical product, prescription drug advertising regulations in 21 CFR Part 202.

. Reguiations on making changes in appifcation in FD&AC Act Section 508A, 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, . o

. Lecal, state and Federal environmental impact laws. .

if this application applies (o a drug product that FDA has proposed for scheduling under the Centrolled Substancss Act, § agree not to market the
product until the Drug Enfarcement Adminisiraticn makes a final scheduling decision.

The dala and informaticn in this submission have been reviewed and. to the best of my knowledge are cedified to be true and accurale,
Wamning: A willfully faise statement is a criminal offense, U.S. Code, tile 18, section 1004, '

NG A=

SIGNATURE OF RESPCNSIBLE OFFICIAL OR AGENT TYPED NAME AND TTILE 1 DATE
- » -
/ : Dietrich Bartel, B. 5. '
2 . y -
%W Director, Regulatory Affairs /6 Ngv. 285
ADDRESS fStreet, City, Stare, and 2IP Cade} TELEPHONE NUMBER
4700 Sandoz Drive, Wilson, NC 273893 Direct: et

Public reporting burden for thia collectlon af information is estimated 0 average 24 hours par sresponse, including the dme lor reviewing
instructiens, searching existing dawa sources, gathering and mainimining the dala needed, and compleling and jeviewing the coilecton o
information.  Send comments regarding tis burden estimate or any other aspect of this coilecion of informaticn, including suggesticna for reducing
this burden to;

Oepartment of Health and Human Services Department of Heaith and Human Services An agency may not conduct ar sponsbr, and a persor is ot
Feod and Drug Administration Food and Dinug Administration required lo resgond 0, 3 coliection of information uniezs R
Centar %or Drug Evaluation and Research Center for Blologics Evaiustion and Research displays a currantly vaitd OMB contrel aumber.

Cantral Document Room 1401 Roclwviika Plke N

§307-B Ammendals Road Rockyilie, MO 20852-1448

Beltavifie, WD 20705.1268
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ANDA 76-897
Oxandrolone Tablets USP, 2.5 mg and 10 mg

ESTABLISHMENT INFORMATION

Approved Site: CFN 1062246

Sandoz Inc.
4700 Sandoz Drive
Wilson, NC 27893

Contact:  Dietrich Bartel, B.S., Director, Regulatory Affairs

Telephone:( e~
Facsimile: e,

- Operations Performed: (1) manufacture and process drug products, and in-process materials;
(2) package drug products; (3) label drug products; (4) test raw material components, drug
product containers, closures, packaging materials, in-process materials, finished drug
products, and stability; (5) warehousing and shipping. )

The site is ready for inspection. The last inspection was February 15 to 17, 2006.
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