CENTER FOR DRUG
EVALUATION AND
RESEARCH

Approval Package for:

APPLICATION NUMBER:
65-123 |

Generic Name: Mupirocin Ointment USP, 2%
Sponsor: Clay-Park Labs Inc.

Approval Date: November 7, 2003



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-123

CONTENTS

Reviews / Information Included in this ANDA Review.

Approval Letter(s)
Tentative Approval Letter(s)
Final Printed Labeling

CSO Labeling Review(s)
Medical Officer Review(s)
Chemistry Review(s)
Microbiology Review(s)
Bioequivalence Review(s)
Administrative Document(s)
Correspondence

S TV




CENTER FOR DRUG
EVALUATION AND
~ RESEARCH

APPLICATION NUMBER:

65-123

APPROVAL LETTER



L —

. Post-marketing reporting requirements for - thie"ahhreyiatvdl

ANDA 65-123 -

NV 7 23

Clay-Park Labs;/Inc.

Attention: Candis Edwards _ R
1700 Bathgate Avenue S
Bronx, NY 10457 B P

Dear Madam:

This is in reference to your abbrev1ated new drug appllc',;
(ANDA) dated January 4, 2002, submitted pursuant to Section
505(j) of the Federal Food, Drug,.and Cosmetic Act {(the. Act)
for Mupirocin Ointment USP, 2%. We note that this product 1s“
subject to the exception provisions of Section 125(d) (2)- -of-
Title I of the ‘Food and Drug Administration Modernlzatlon Act
1997. : o

September 11, 2002; and January 24,
2003. ’ . |

‘January 27,

We have completed the rev1ew of thlS abbrev1ated app
have concluded that the drug is safe and effectlve £ u
recommended in the submitted labeling.: Accordlngly the :
application is approved.: The Division of Bloequlvalence,,asrt
determined your Mupirocin Ointment USP, ,. to be: bloequlvalenti
and, therefore, therapeutically equlvalent to the llsted drug“

Bactroban® Olntment 20, of GlaxoSmlthKllne

Under Section 506A of the Act certaln changes :
described in this abbreviated appllcatlon requlre ana jejo)
supplemental application before the change may_be,made

application are set forth in 21-CFR 314.80-81 and 314198“
Office of Generic Drugs should be adv1sed of any change i)
marketing status of this drug : - L

We request that you submit, in duplicate, any proposed e
advertising or promotional copy that you intend to use 1n your o
initial advertising or promotional - campaigns. Please submlt all
proposed materials in draft or mock-up form, not final prlnt




Submit both copies together with a copy of the final printed
labeling to the Division of Drug Marketing, Advertising, and
Communications (HFD-40). Please do not use Form FDA 2253 . = . -
(Transmittal of, Advertisements and Promotional Labeling for o

Drugs for Human Use) for this initial subm1851on

We call your attention to 21 CFR 314.81(b) (3) which. ‘requires
that materials for any subsequent advert1s1ng or promotlonal 
campaign be submitted to our Division of Drug Marketlng,-ﬂ'

Advertising, and Communications (HFD-40) w1th a‘completed Form
FDA 2253 at the time of their initial use. -

Since elY'yours

Gary’ Buehler
Director

Office of Generlc Drugs o _
Center - for Drug Evaluatlon and:

1
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For Dermatologic Use NOV =7 2003

Rx oni@ ,/ E@;
- DESCRIPTION

Each gram of Mupirocin Ointment USP, 2% contains 20 mg mupirocin in a bland water miscible ointment base (polyethylene glycol
ointment, N.F.) consisting of polyethylene glycol 400 and polyethylene glycol 3350. Mupirocin is a naturally occurring antibiotic. The
chemical name is (£)-(25,3R.4R.55)-5-[(25.35,45,55)-2,3-Epoxy-5-hydroxy-4-methylhexyl]tetrahydro-3,4-dihydroxy-B-methyl-2 H-
pyran-2-crotonic acid, ester with 9-hydroxynonanoic acid. The molecular formula of mupirocin is CogHaq0g and the molecular weight is”

500.62. The chemical structure is: 7 oH
HO .
CHa \/ACOQICHﬂaCOOH
CHg :@O CH3
T

HO

muptrocin

GLINICAL PHARMAGOLOGY P

Application of 14C-labeled mupirocin ointment to the lower arm of normal male subjects followed by occlusion for 24 hours showed no
measurable systemic absorption (<1.1 nanogram mupirocin per milliliter of whole blood). Measurable radioactivity was present in the
stratum corneum of these subjects 72 hours after application.

Following intravenous or oral administration, mupirocin is rapidly metabolized. The principal metabolite, monic acid, is eliminated by
renal excretion, and demonstrates no antibacterial activity. ln a study conducted in seven healthy adult male subjects, the elimination
half-life after intravenous administration of mupirocin was 20 to 40 minutes for mupirocin and 30 to 80 minutes for monic acid. The
pharmacokinetics of mupirocin has not been studied in individuals with renal insufficiency. .

Microbiology: Mupirocin is an antibacterial agent produced by fermentation using the organism Pseudomonas fluorescens. it is active
against a wide range of gram-positive bacteria including methicillin-resistant Staphylococcus aureus {MRSA). It is also active against
certain gram-negative bacteria. Mupirocin inhibits bacterial protein synthesis by reversibly and specifically binding to bacterial isoleucy!
transfer-RNA synthetase. Due to this unique mode of action, mupirocin demonstrates<no /n vifro cross-resistance with other classes of
antimicrobial agents.

Resistance occurs rarely. However, when mupirocin resistance does occur, it appears to result from the production of a modified
isoleucyltRNA synthetase. High-levet plasmid-mediated resistance {(MIC > 1024 mcg/mL) has been reported in some strains of S.
aureus and coagulase-negative staphylococei.

Mupirocin is bactericidat at concentrations achieved by topical administration. However, the minimum bactericidal concentration (MBG)
against relevant pathogens is generally eight-fold to thirty-fold higher than the minimum inhibitory concentration (MIC). In addition,
mupirocin is highly protein bound (>97%), and the effect of wound secretions on the MICs of mupirocin has not been determined.
Mupirocin has been shown to be active against most strains of Staphylococcus aureus and Streptococcus pyogenes, both in vitro and in
clinical studies. (See INDICATIONS AND USAGE.) The following /n vifro data are available, BUT THEIR CLINICAL SIGNIFICANCE 1S
UNKNOWRN. Mupirocin is active against most strains of Staphylococcus epidermidis and Staphylococcus saprophyticus.

INDICATIONS AND USAGE
Mupirocin Ointment USP, 2% is indicated for the topical treatment of impetigo due to: Staphylococcus aureus and Streptococeus
pyogenes.

CONTRAINDICATIONS

This drug is contraindicated in individuals with a history of sensitivity reactions to any of its components.
WARNINGS

Mupirocin Qintment USP, 2% is not for ophthalmic use.

PRECAUTIONS

If a reaction suggesting sensitivity or chemical irritation should occur with the use of Mupirocin Ointment USP, 2%, treatment should be
discontinued and appropriate afternative therapy for the infection instituted.

As with other antibacterial products, prolonged use may result in overgrowth of nonsusceptible organisms, including fungi. Mupirocin
‘Ointment USP, 2% is not formulated for use on mucosal surfaces. Intranasal use has been associated with isolated reports of stinging
and drying. Bactroban®* Nasal {mupiracin caicium ointment) - is available for intranasal use.

Polyethylene glycol can be absorbed from open wounds and damaged skin and is excreted by the kidneys. In common with other
polyethylene glycol-based ointments, Mupirocin Ointment USP, 2% should not be used in conditions where absorption of large




quantities of polyethylene glycol is possible, especially if there is evidence of moderate or severe renal impairment.
{nformation for Patients: Use this medication only as directed by your healthcare provider. It is for external use only. Avoid contact with
the eyes. The medication should be stopped and your healthcare practitioner contacted if irritation, severe itching, or rash occurs.

If impetigo has not improved in 3 to 5 days, contact your heaithcare practitioner.

Druc? lgleractions: The effect of the concurrent application of Mupirocin Ointment USP, 2% and otherdrug*pPoducts has not been
studied.

Carcinogenesis, Mutagenesis, impairment of Fertility: Long-term studies in animals to evaluate carcinogenic potential of mupirocin
have not been conducted. ’

Results of the following studies performed with mupirocin calcium or mupirocin sodium in vitro and in vivo did not indicate a potential
for genotoxicity: rat primary hepatocyte unscheduled DNA synthesis, sediment analysis for DNA strand breaks, Salmonelia reversion test
Ames), Escherichia coli mutation assay, metaphase analysis of human lymphocytes, mouse fymphoma assay, and bone marrow
micronuctei assay in mice.

Reproduction studies were performed in male and female rats with mupirocin administered subcutaneously at doses up to 14 times a
human topical dose (approximately 60 mg mupiracin per day) on a mg/m? basis and revealed no evidence of impaired fertility and
reproductive performance from mupirocin.

Pregnancy

Teratogenic Effects.

Pregnancy Category B: Reproduction studies have been performed in rats and rabbits with mupiracin administered subcutaneously at
doses up to 22 and 43 times, respectively, the human topical dose (approximately 60 mg mupirocin per day)ona mg/m? basis and
revealed no evidence of harm fo the fetus due to mupirocin. There are, however, no adequate and well-controlled studies in pregnant
worgeg. Because animal studies are not always predictive of human response, this drug should be used during pregnancy only if clearly
needed. ) ,

Nursing Methers: It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk, caution
should be exercised when Mupirocin Ointment USP, 2% is administered to a nursing woman.

Pediatric Use: The safety and effectiveness of Mupirocin Ointment USP, 2% have been established in the age range of 2 months to 16
years. Use of Mupirocin Ointment USP, 2% in these age groups is supported by evidence from adequate and well-controlled studies of
Mupirocin Ointment USP, 2% in impetigo in pediatric patients studied as a part of the pivotal clinica! trials. (See GLINICAL STUDIES.)

ADVERSE REACTIONS

The following local adverse reactions have been reported in connection with the use of Mupirocin Ointment USP, 2%: burning, stinging,
or pain in 1.5% of patients; itching in 1% of patients; rash, nausea, erythema, dry skin, tenderness, swelling, contact dermatitis, and
increased exudate in less than 1% of patients.

DOSAGE AND ADMINISTRATION -
A small amount of Mupirocin Ointment USP, 2% should be applied to the affected aréathree times daily. The area treated may be
covered with a gauze dressing if desired. Patients not showing a clinical response within 3 to 5 days should be re-evaluated.

CLINICAL STUDIES
The efficacy of topical Mupirocin Ointrent USP, 2% in impetigo was tested in two studies. In the first, patients with impetigo were
randomized to receive gither Mupirocin Qintment USP, 29 or vehicle placebo ti.d. for 8 to 12 days. Clinical efficacy rates at end of
therapy in the evaluable populations (adults and pediatric patients included) were 71% for Mupirocin Ointment USP, 2% (n=49) and
35% for vehicle placebo (n=51). Pathogen eradication rates in the evaluable populations were 949% for Mupirocin Ointment USP, 2% and
62% for vehicle placebo. There were no side effects reported in the group receiving Mupirocin Ointment USP, 2%.
In the second study. patients with impetigo were randomized to receive sither Mupirocin Ointment USP, 2% t.id. or 30 to 40 mgfkg oral
erythromycin ethylsuccinate per day (this was an unblinded study) for 8 days. There was a follow-up visit 1 week after treatment ended.
Clinical efficacy rates at the follow-up visit in the evaluabie populations (adults and pediatric patients included) were 93%
for Mupirocin Ointment USP, 2% (n=29) and 78.5% for erythromycin (n=28). Pathogen eradication rates in the evaluable patient
pPO%uIations were 100% for both test groups. There were no side effects reported in the Mupirocin Ointment USP, 2% group.

ediatrics
There were 91 pediatric patients aged 2 months to 15 years in the first study described above. Clinical efficacy rates at end of therapy in
the evaluable populations were 78% for Mupirocin Ointment USP, 2% (n=42) and 36% for vehicle placebo %1:49). in the second study
described above, all patients were pediatric except two adults in the group receiving Mupirocin Ointment USP, 2%. The age range of the
pediatric patients was 7 months to 13 years. The clinical efficacy rate for Mupirocin Ointment USP, 2% (n=27) was 96%, and for
erythromycin it was unchanged (78.5%).

HOW SUPPLIED

Mupirocin Ointment USP, 2% is supplied in 15 gram, 22 gram and 30 gram tubes.
Store at controlled room temperature 20° to 25°C (68° to 77°F).

* Bactroban® Nasal is a registered trademark of SmithKline Beecham Pharmaceuticals.

Mfg. By: CLAY-PARK LABS, INC., Bronx, NY 10457
1112:2X N0B02
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Store at controlied room temperature 20° to 25°C (68° to 77°F).
Each gram contalns 20 mg mupirocin In a polysthylene glycol ointment,
NF base.
Dosage: For dermatologic use only. Apply a small amount of ointment to wmm
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Store at controlied room temperature 20° to 25°C (68° to 77°F). /

Each gram contains 20 mg mupirocin in a polyethylene glycol ointment, NF base. 11215CPL-2X

Dosage: For dermatologic use only. Apply a small amount of ointment to the affected area three times

dally. Patients not showing a clinical response within 3 to 5 days should be re-evaluated. N1001

See accompanying prescribing information. .
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Store at controlled room temperature 20° to 25°C (68° to 77°F).

Each gram contains 20 mg mupirocin in a polyethylene glycol ointment, NF base.
Dosage: For dermatologic use only. Apply a small amount of ointment to the affected area three times
dally. Patients not showing a clinical responise within 3 to § days should be re-evaluated. N1001

See accompanying prescribing information.
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Store at controlied room temperature 20° to 25°C (68° to 77°F).
Each gram contalns 20 mg mupirocin in a polyethylene glycol ointment, NF base.
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REVIEW OF PROFESSIONAL LABELING Lot
DIVISION OF LABELING AND PROGRAM SUPPORT .
LABELING REVIEW BRANCH -

ANDA Number:  65-123
Date of Submlssmn January 4, 2002

Appllcant's Name: . CIay—Park Labs lnc

Established Name: Muplrocm Olntment USP 2%

Labeling Deficiencies: -

1. . INSERT
a. General Comment »

~We consider your |nsert labehng prlnter s proof and not flnal prlnt Flnal prlnted labellng o
is the true size, prmt and color that you plan to use in the marketplace ' iR

by \_DESCRIPTION '_
'Revise the molecular welght to be i ln accord 'wr : '

o ‘PRECAUTIONS

i ‘Start'a new paragraph W|th the sentence" "Muplrocm Olntment surfaces" At

the end of this paragraph add the text “Bactroban Nasal (muplrocrn calcrum
ointment) —is avalable for lntranasal use" v

ii. - Start: a new paragraph with the sentence “Polyethylene glycol

d. . HOW SUPPLIED

At the end of this sectlon add the statement “*Bactroban® Nasal'is a reglstered
" trademark of SmlthKllne Beecham Pharmaceuncals"’—,% o

Please revise your msert Iabellng, as instructed above and submrt in- flnal prlnt R

Prior to approval it. may be necessary to further revise your Iabellng subsequent to approved changes for: ./
the reference listed drug. We suggest that you routinely-monitor the followmg web3|te for any approved

changes t_tg [Iwww.fda, gov/cder/ogd/rld/labelmg review branch html ot
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To facilitate review of yourinext submission, and in accordanoe with 21 CFR 314"9'4(a)’( )(|v) please
provide a side-by-side comparison of your proposed Iabellng W|th your Iast submlssmn with all dlfferences
annotated and explalned . L

-

i
;

('Vﬁfm /Peter Rlckman” REEEY
~Acting Director - - : RO
Division of Labellng and Program Support, R
. ~ Office of Generic Drugs 7.7 SR
- S _Center for Drug Evaluatlon and Research B T
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CHEMISTRY REVIEW.

ANDA 65-123
Mupirocin Ointment USP, 2%

Clay-Park Labs, Inc.

Ruth Ganunis
Division of Chemistry IT
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CHEMISTRY REVIEW

Chemistry Review Data Sheet

Chemistry Review Data Sheet
1. ANDA 65-123 |
2. REVIEW # 1
3. REVIEW DATE: 7/10/02
4. REVIEWER: Ruth Ganunis

5. PREVIOUS DOCUMENTS:

Previous Documents Document Date
Acceptable for Filing 3/7/02

6. SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed Document Date
Original 1/4/02

New Correspondence (Electronic submission and ~ 2/8/02
corrections)

New Correspondence (composition statement) 3/6/02

New Correspondence (corrected 356H form) 3/7/02

An electronic CMC section was submitted for this application. However, since the reviewer
document failed generation, the electronic submission was not reviewed.

APPEARS THIS WAY
ON ORIGINAL
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 CHEMISTRY REVIEW
Chemistry Review Data Sheet

7. NAME & ADDRESS OF APPLICANT:

&.

9.

11.

12.

13.

14.

15.

Name: Clay-Park Labs, Inc.

i 1700 Bathgate Avenue

Address: Bronx, NY 10457
Representative: ' Candis Edwards
Telephone: 718-960-9976

DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: N/A
b) Non-Proprietary Name (USAN): Mupirocin Ointment USP, 2%

LEGAL BASIS FOR SUBMISSION: The application is based on Bactroban®

Ointment manufactured by SmithKline Beecham Pharmaceuticals (NDA# 50-591). The firm

states that no effective patents or exclusivity periods are in force for the referenced product
(p. 14-15). :

10. PHARMACOL. CATEGORY: Antibiotic

DOSAGE FORM: Ointment

STRENGTH/POTENCY: 2%, in 15 g, 22 g, and 30 g tube sizes
ROUTE OF ADMINISTRATION: Topical

Rx/OTC DISPENSED: X Rx OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X __Not a SPOTS product

Page 4 0f 20



 CHEMISTRY REVIEW
Chemistry Review Data Sheet

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

Ca6H 4409 500.62 _

Nonanoic acid, 9-[[3-methyl-1-oxo0-4-[tetrahydro-3,4-dihydroxy-5-[[3-(2-hydroxy-1-
methylpropyl)oxiranylJmethyl]-2 H-pyran-2-yl]-2-butenyl]oxy]-, [2 S-2a( E),3b,4b,5a[2 R*, 3
R*(1 R*,[2R*)]]]-.

(E)-(2S,3R,4R,5S)-5-[(2S8,35,48,5 S)-2,3-Epoxy-5-hydroxy-4-methylhexyl]tetrahydro-3,4-
dihydroxy-b- methyl-2 H-pyran-2-crotonic acid, ester with 9-hydroxynonanoic acid.
[12650-69-0].

H
' : O 0
H,C H H ~
YT A
H,C ; ~aH CH, O OH
HOHH HO 0
17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:
DATE
Dl;/IF TYPE | HOLDER REFS;%DI?ICED CODE'! | STATUS? REVIEW COMMENTS
COMPLETED
P 11 Smcmrt— 3 NA 12/10/01 The firm’s response
- to the 12/10/01
deficiency letter
has been reviewed
and found
inadequate. The
deficiencies will be
communicated to
the firm by S.
Furness.
e | IIT T R 3 A 8/11/02 6/15/01 Update
i emommos. provides for no
e changes to the
L DMF

! 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
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5 — Authority to reference not granted
6 — DMF not available
7 — Other (explain under "Comments")

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:

DOCUMENT APPLICATION NUMBER DESCRIPTION
N/A
n _
OGN ORIGINAL —
18. STATUS:
CONSULTS/ CMC
RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS
Microbiology N/A _
EES Acceptable 3/25/02 J. D Ambrogio -
Methods Validation N/A
Labeling Pending
Bioequivalence Pending
EA Acceptable
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

If no, explain reason(s) below:

APPEARS THIS way

0N ORIGINAL
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- CHEMISTRY REVIEW

Executive Summary Section

The Chemistry Review for ANDA 65-123

The Executive Summary

L.

11.

Recommendations

A

Recommendation and Conclusion on Approvability
Not Approvable (Minor)

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

Summary of Chemistry Assessments

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

-The drug product

At present, there are no approved generic Mupirocin Ointments USP, 2%.

Mupirocin is a direct fermentation product. The drug substance is a white to off-
white crystalline powder. The drug substance, obtained from -———— conforms to

the USP monograph, and meets additional tests for related substances and residual
solvents. ’

- e

The ﬁrm momtors e

e ) o adequately controlhng the
manufacturmo process. The drug product conforms to the USP monograph. In
addition to the USP requirements, the firm monitors related substances, v1scosﬂy,
and microbial limits for finished product and stability.

The drug product is packaged into 15 g and 30 g tubes. Accelerated stability
studies support the firm’s proposed 24 month expiration period. In addition, the
firm has conducted thermal cycling stability studies on the drug product. At
completion of the cycling studies, the drug product conforms to the firm’s
proposed specifications.

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

N/A

Page 7 of 20



. CHEMISTRY REVIEW.

Executive Summary Section

C. Basis for ApproVa‘bility or Not-Approval Recommendation
The application is not approvable for minor CMC issues. The deficiencies are
related to the specifications, and for use of “=——~=""yithout justification.

III. Administrative

A. Reviewer’s Signature

B. Endorsement Block
HFD-643/RGanunis/7/10/02; 8/1/02 (as revised) {{#vuo @i s

: X
HFD-G43/RAdamS/7/14/102 5 g, o g )l

C. CC Block

ANDA
ANDA DUP
DIV FILE
Field Copy

APPEARS THIS WAY
ON ORIGINAL
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_ CHEMISTRY REVIEW

’ ANDA 65-123
Mupirocin Ointment USP, 2%
Clay-Park Labs, Inc.

M. Scott Furness

Division of Chemistry 1I
Office of Generic Drugs

LFPEARS THIS WAY
ON ORIGINAL



. CHEMISTRY REVIEW

Table of Contents
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- B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or Risk

Management Steps, if APPIOVADIE.........cceveieurierieeierec et ses e e se s seseeeens 6

II. Summary of Chemistry ASSESSMENLS ........cecvvveveirerrererreecieerereereenseenes s 6
A. Description of the Drug Product(s) and Drug SubStance(s).........cooevevevereverereeneeerrererreeressseesesseeens 6
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C. Basis for Approvability or Not-Approval Recommendation ................ceueeuveeereeeerneensereeesesesessens 6
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CHEMISTRY REVIEW

7.

Chemistry Review Data Sheet

Chemistry Review Data Sheet

ANDA 65-123
REVIEW # 2
REVIEW DATE: 1/29/03

REVIEWER: Scott Furness

PREVIOUS DOCUMENTS:
Previous Documents Document Date
Original 1/4/02
New Correspondence (Electronic submission and corrections) | 2/8/02
New Correspondence (composition statement) 3/6/02
New Correspondence (corrected 356H form) 3/7/02
Acceptable for Filing 3/7/02
Labeling Deficiency 7/1/02
CMC Review #1 ~ N/A Major 8/02/02
Labeling Acceptance 12/26/02

' SUBMISSION(S) BEING REVIEWED:

Submission(s) Reviewed | Document Date

Major CMC Amendment | 9/5/02

Telephone Amendment #1 | 1/24/03

Telephone Amendment #2 | 1/27/03

NAME & ADDRESS OF APPLICANT:

Name:

Clay-Park Labs, Inc.

. 1700 Bathgate Avenue
Address: Bronx, NY 10457
Representative: Candis Edwards
Telephone: 718-960-9976

Page 3 of 20




 CHEMISTRY REVIEW
} Chemistry Review Data Sheet

8. DRUG PRODUCT NAME/CODE/TYPE:

. a) Proprietary Name: N/A
b) Non-Proprietary I/\Iame (USAN): Mupirocin Ointment USP, 2%

9. LEGAL BASIS FOR SUBMISSION: The application is based on Bactroban®

Ointment manufactured by SmithKline Beecham Pharmaceuticals NDA# 50-591). The firm

states that no effective patents or exclusivity periods are in force for the referenced product
(p. 14-15). '

10. PHARMACOL. CATEGORY: Antibiotic

11. DOSAGE FORM: Ointment

12. STRENGTH/POTENCY: 2%, in 15 g, 22 g, and 30 g tube sizes
13. ROUTE OF ADMINISTRATION: Topical

14. Rx/OTC DISPENSED: ¢ Rx ___0TC

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

SPOTS product — Form Completed

¥ Not a SPOTS product

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

HO

H3CY\<l\\\\‘\“
O

W O COH
o) 0
OH

Name: (E)-(25,3R,4R,55)-5-[(28,38,4S,55)-2,3-Epoxy-5-hydroxy-4-methylhexyl]tetrahydro-
3,4-dihydroxy-b-methyl-2H-pyran-2-crotonic acid, ester with 9-hydroxynonanoic acid
Molecular Formula: CyH 4409

Molecular Weight: 500.62
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CHEMISTRY REVIEW
Chemistry Review Data Sheet

17.  RELATED/SUPPORTING DOCUMENTS:

A. DMFs:

—_ H.,

1 Adequate 1/21/03 -

_ il B — : 3 A 11/27/02 3

! Actioﬁ 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

18. STATUS:

Acceptable : 3/25/02 J. D Ambrogio
Labeling Acceptable 12/26/02 Michelle Dillahunt
Bioequivalence Acceptable 10/14/03 Carol Kim
EA Acceptable

19. ' ORDER OF REVIEW:

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

Executive Summary Section

The Chemistry Review for ANDA 65-123

The Executive Summary
=

I. Recommendations

A.

Recommendation and Conclusion on Approvability

- Approval is recommended.

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

I Summary of Chemistry Assessments

A.

Description of the Drug Product(s) and Drug Substance(s)
At present, there are no approved generic Mupirocin Ointments USP, 2%.

Mupirocin is a direct fermentation product. The drug substance is a white to off-
white crystalline powder. The drug substance, obtained from ——'-""” , conforms to

the USP monograph, and meets additional tests for related substances and residual
solvents.

The drug product
s> The firm monitors

= a

i et e B s )

o o T e adequately controlhng the
manufacturmg process. The drug product conforms to the USP monograph. In
addition to the USP requirements, the firm monitors related substances, viscosity,
and microbial limits for finished product and stability.

The drug product is packaged into 15 g, 22 g, and 30 g tubes. Accelerated
stability studies support the firm’s proposed 24 month expiration period. In
addition, the firm has conducted thermal cycling stability studies on the drug

product. At completion of the cycling studies, the drug product conforms to the
firm’s proposed specifications.

Description of How the Drug Product is Intended to be Used
N/A

Basis for Approvability or Not-Approval Recommendation

The application is approvable. The drug product related substances stability
specification and assay sampling issues were resolved by means of a series of
telephone calls (and subsequent telephone amendments).

Page 6 0f 20




CHEMISTRY REVIEW

Executive Summary Section

III. Administrative
cc: ANDA 65-123
DIVFILE
Field Copy
Endorsements (Draft and Final with Dates): -

1 bt B 10(2]03
HFD-643/SFurness/1/29/03; 10/21/03 (as revised upon completion of bio review)

HFD-643/RAdams/2/1/03; 102103 R €. @obamss 10 fo(f03

V:\Mfirmsam\CLAYPARK\ltrs&rev\65135ap.doc

F/T by: mda/10/21/03

TYPE OF LETTER: APPROVAL

APPEARS THIS WAY
ON ORIGINAL
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APPLICATION NUMBER:
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ANDA:65-123



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-123

CORRESPONDENCE



F e

Cray-ParkLaBss, INC. - R AGIS GROUP

October 30, 2003 ,

Mark Anderson, Project Manager Havd CQX’L\T?’ Fax
Food and Drug Administration '
Office of Generic Drugs, CDER

Document Control Room ) r
Metro Park North II, HFD-615 P FAE GO
7500 Standish Place, Room 150 |  The P y
Rockville, MD 20855 » ,L,(/a@/f”g’l:ﬁ ’
Or. Seye
TELEPHONE AMENDMENT o A
| /2003

Submitted By Fax — Hard Copy to follow

Re: ANDA #65-123 Mupirocin Ointment USP, 2%

Dear Mr. Anderson:

. Pursuant to our telephone conversation with the Agency on October 29, 2003, in

reference to our ANDA # 65-123 for Mupirocin Ointment USP, 2%, Clay-Park Labs, Inc.

~ hereby submits our response to the following comments, designated as a Telephone

Amendment:;
Comment #1:

What is the difference between the two viscosity test methods (STP#D1 120-8 and
STP#D1121-7)?

~ Response #1:

The two viscosity test methods are identical. STP #D1120-8 is the number for the

"method in the Finished Product Test Monograph whereas STP #D1121-7 is the method

number in the Stability Product Test Monograph. The difference in numbers reflects our
internal numbering system.

Comment #2: RECE‘V ED
NOV 0 3 2003
OGD/CDER

How is the product sampled for viscosity testing?




Response #2: -

Viscosity testing is performed on a composite sample. The sampling plan is described in
the revised finished product and stability product test monographs (See Attachment A).

Comment #3: ;

Why does the viscosity change over storage?

Response #3:

Based on the review of the 24 month Controlled Room Temperature (CRT) stability data -
for Mupirocin Ointment USP, 2%, Lot # RX123, 15 g, 22 g and 30 g tubes, the observed
viscosity change is from ' —— === This change is representative of
the product. The product mamtalns its physwal attnbutes throughout the 24 month

period. There is no separation observed in the stability samples. The e
in the - ,

We hereby propose to revise the Finished Drug Product and Stability Specifications for
viscosity as follows:

Old Specification New Specification

Finished Product Monograph '

Stability Product Monograph | e : i

See Attachment A for the revised Finished Product and Stability Test Monographs.

Please note that in order to update the application, Clay-Park Labs, Inc. hereby submits
the CRT stability summary data report for Mupirocin Ointment USP, 2%, Lot # RX118,
22 g tube, accrued to date (see Attachment B).

| Additionally, the Post Approval Stability-Protocols for Mupirocin Ointment USP, 2%
were revised to reflect the changes in the viscosity specifications and are presented in
Attachment C.

L

APPEARS THIS way
ON ORIGINAL



We hope this will satisfy the Agency’s request. Should you require further assistance,
please contact the undersigned as follows:

Telephone:  (718) 960-9976 - Fax: (718)960-0111
Sincerely,

ﬂJrCandis Edwards

Vice President Regulatory Affairs
Clay-Park Labs, Inc.

/

APPEARS THIS WAY
ON ORIGINAL



CrLay-Park 1L ags, INC. ‘ R AGIS GROUP

. 1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800
January 27, 2003

Mark Anderson, Préj ect Manager
Food and Drug Administration
Office of Generic Drugs, CDER
Document Control Room

Metro Park North II, HFD-615
7500 Standish Place, Room 150
Rockville, MD 20855 "

Telephone Amendment
Submitted via Fax — Hard Copy to Follow

Re: ANDA # 65-123 Mupirocin Ointment USP, 2%
Dear Mr. Anderson: “

In response to our telephone conversation with Scot Furness today, January 27, 2003, in

reference to the Telephone Amendment submitted January 24, 2003, on ANDA # 65-123
for Mupirocin Ointment USP, 2%, Clay-Park Labs, Inc. hereby re-submits the following
requested documents: '

. The revised Stability Product Mono graph. for Mupirocin Ointment USP, 2% is
presented as Attachment A. The monograph was revised to change the specification
for Total Related Substances from «—

e The Post Approval Stability Protocols for 15 g, 22 g and 30 g tubes, previously
submitted on Friday, January 24, 2003, designated as a Telephone Amendment, have
been revised to incorporate the specifications for Total Related Substances and
Individual Impurities in Mupirocin Qintment USP, 2%, which were omitted (See
Attachment B for the revised Approval Stability Protocols). We hope that this will
satisfy the agency’s request.

The change in the specifications for Total Related Substances was made at the FDA’s
request in order to meet the standard set by the reference listed drug. We continue to
believe that there is significant risk in adopting the -~ standard in light of the ~e—
value that was obtained during the 24 month Room Temperature Stability Study.
However, we defer to the agency’s judgment on this issue.

| | RECEIVED
JAN 2 8 2003
OGD/CDER




Should you require any further assistance, please contact the undersigned as follows:

Telephone: (718) 960-9976 Fax: (718) 960-0111

Sincerely,

Candis Edwards
Vice President of Regulatory Affairs
Clay-Park Labs, Inc.

APPEARS THIS WAY
ON ORIGINAL



CLay-Park-LABs, INC. -~ MR rcis croup

1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800

January 24, 2003

Mark Anderson, Pr6ject Manager
Food and Drug Administration
Office of Generic Drugs, CDER
Document Control Room

Metro Park North II, HFD-615
7500 Standish Place, Room 150
Rockuville, MD 20855

Submitted by FAX — Hard Copy to Follow

Telephone Amendment

Re: ANDA # 65-123 Mupirocin Ointment USP, 2%

' Dear Mr. Anderson:

As per our telephone conversation on January 21, 2003, for clarification purposes, Clay-
Park Labs, Inc. hereby submits the requested documents.

The Revised Finished Product and Stability Product Monographs for Mupirocin Ointment
USP, 2% are presented as Attachment A. The monographs were revised to include the
specifications for Total Related Substances and Individual Impurities

The Finished Product Monograph was revised to include the specifications for Total
Related Substances and Individual Impurities under Test for Related Substances.

The Stability Product Monograph was revised to include the specifications for = ———————-
—Individual Impurities and Total Related Substances.

The Revised Post Approval Stability Protocols for Mupirocin Ointment USP, 2% for the
15 g, 22 g and 30 g package sizes are presented as Attachment B. The Post Approval
Protocols were revised to specify that the product assay is to be performed from samples
each taken from the cap, middle and crimp positions of the tubes.

We hope this will satisfy the agency’s request.

JAN 2 8 2003 Q\

recEivED . V)
NN
N
OGD/ CDER N§



Should you require further assistance, please contact the undersigned as follows:

Telephone: (718) 960-9976 Fax: (718)960-0111
Singerely,

Candis Edwards
Vice President Regulatory Affairs
Clay-Park Labs, Inc.

APPEARS THIS WAY
ON ORIGINAL
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- MR rais eroup

1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800

CLAY-PArk LABS, INC.

September 11, 2002 ;

Candis Edwards

ORIG AMENDMENT [ soa0onts
I\ \ M 70 CEdwards@agis-group.co.il

Mr. Gary J. Buehler (HFD-600) I\3 o ma,ﬂz W

Director, Office of Generic Drugs

Center for Drug Evaluation & Research | / / 7 / O;
US Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857-1706

RE: Clay-Park Labs, Inc. ‘
ANDA #65-123 for Mupirocin Ointment USP, 2%
22 gm Tube Data Request Should Be a Minor Amendment

Dear Mr. Buehler:

I wanted to bring to your attention a classic, transparent attempt by a brand name company to
manipulate the approval process to prevent and delay generic products from reaching the market.

On January 4, 2002, Clay-Park Labs, Inc. (CPL), filed an ANDA for Mupirocin Ointment USP,
2%. As part of that filing, we submitted stability data on the 15 g and 30 g tube sizes and
requested approval of the 22 g tube based on a bracketing protocol. When CPL conducted its
bioequivalence and stability testing, the reference listed drug (RLD) was marketed only in 15 g
and 30 g tube sizes. Just prior to the filing of our ANDA, however, the RLD sponsor
discontinued the 15 and 30 g tube sizes and introduced the 22 g tube, so that now the 22 g tube is
the only product currently in the market. Assuming that the RLD sponsor’s tube size change was
an attempt to delay eventual generic substitution, CPL submitted its 15 g and 30 g data along
with a bracketing protocol for its 22 g tube expecting that this would be sufficient for CPL to
obtain timely approval of its generic product.

Our concern is that the Office of Generic Drugs ("OGD") has denied our request that FDA
consider the bracketing protocol, and has indicated it would require new data on the 22 g tube
size and that this would be a Major Amendment. This is in spite of the fact that the lots of
ointment were identical, as noted by the batch records. The only change is the crimping
placement, so that 30 g tube is shorter to hold 22 g of product. There are no other differences.
(See attached cover letter to Major Amendment to ANDA 65-123 for additional description.) In

RECEIVED

SEP 1 2 2002
OGD/CDER



September 11, 2002
Page 2

this circufnstance, to place this application back in the 180-day queue as a Major Amendment
appears unreasonable ahd rewards precisely the kinds of manipulating of the generic approval
process attempted by the brand name companies.

We believe that the middle tube size should be the subject of a bracketing exception. The
ointment was manufactured using the same controls as in the ANDA batch, the tube is identical,
and the headspace or internal container’s open space is the same since the tube is crimped based
on 22 g, not 30 g. These limitations are actually better than the solid oral dosage limitation
required in a bracketing situation with tablets/capsules, where the headspace can actually be

different, thereby affecting the potential for degradation due to the presence of additional
atmospheric conditions in the container.

There is no logical reason for the FDA and CPL to find themselves burdened with a six-month
Major Amendment review when all of the data is available for approval of the generic.
Requiring a Major Amendment in this case is to reward the manipulation of the RLD sponsor

with extra monopoly time for an inconsequential change in container closure systems, which
delays CPL’s approval.

We respectfully request that OGD review this issue and conclude that the bracketing protocol is
acceptable and therefore, a Minor Amendment and not a Major Amendment is appropriate.

w

Candis Edwards
Director of Regulato alrs

Cc:  Gary Yingling, Kirkpatrick & Lockhart, L.L.P.
Richard Adams, Team Leader - FDA Division of Chemistry II
Mark Anderson, Project Manager - FDA Division of Chemistry I



CLAY-PArk LABs, INC. - R AGIS GROUP

1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800

September 5, 2002

o/
Thomas Hinchliffe, Project Manager

Food and Drug Administration ORIG AMENDMENT -
Office of Generic Drugs, CDER f\l / Wp@ﬂ
Document Control Room, :

Metro Park North II

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

MAJOR AMENDMENT
RE: ANDA # 65-123 Mupirocin Ointment USP, 2%

Dear Mr. Hinchliffe:

In reference to the deficiency letter dated August 2, 2002 (Attachment A) on our
abbreviated new drug application for Mupirocin Ointment, 2%, ANDA # 65-123, Clay-
Park Labs, Inc. hereby submits the deficiency response for Chemistry and Labeling
sections;-designated as a Major Amendment.

As requested by the Agency, Clay-Park Labs, Inc. hereby withdraws the bracketing
protocol submitted in ANDA #65-123 and provides new exhibit batch data to
support the 22 g tube size. Hence, this Amendment changes from Minor to Major.

While the information provided in this Major Amendment is under review by the ‘

Agency, we respectfully request that you consider revisiting the acceptance of the pre-
approval bracketing protocol for this product, especially when circumstances exist that
may warrant special consideration based on scientific justification as described below.

Clay-Park Labs, Inc. submitted the protocol for the 22 g tube size in response to the
reference listed drug sponsor’s action of introducing a 22 g tube size while
simultaneously limiting production on the 15 g and 30 g tube sizes. This action by the

listed drug sponsor appears to have been marketing driven, in that it served to restrict
generic substitutability.

Regarding the issue of the acceptance of the comparability protocol, Clay-Park Labs, Inc.

explained in a teleconference with the Office of Generic Drugs that the tube used to fill
the 22 g product was identical to the tube used to fill the 30 g product. The onl)RECE IVED

SEP 0 6 2002 Q
OGD/CDER }
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difference is the amount of product filled into the tubes and the fact that the 22 g tube is
crimped at a higher position than the 30 g tube, due to the lower fill volume.
Additionally, the same lot of tubes was used to package the 22 g and 30 g product.

Accordingly, there is no scientific reason to expect that the product packaged ina22 g
tube would provide a different safety, efficacy or stability profile when the same batch of
the drug product is used to fill the different-sized tubes (i.e., 15 g, 22 g and 30 g), the
same lot of tubes is used for the 30 g and 22 g product packaging, and the same controls
are used in packaging the three tube sizes. With the Agency’s concurrence, Clay-Park

Labs, Inc. would propose to provide justification for these particulars via a Minor
Amendment. '

Moreover, we respectfully suggest that acceptance of this data as a Minor Amendment by
the Office of Generic Drugs would comport with FDA’s oft-stated policy that more
ANDA amendments will be categorized as Minor Amendments and fewer will be

categorized as Major Amendments, for the purpose of reducing the total time for
approval of ANDAs.

Please note that this request is made as an adjunct to our submission of this Major
Amendment, and not as a substitute for it. Above all, we are concerned that review
of this product be as expeditious as possible.

Should you have any comments or require any further clarifications on this Major
Amendment, please contact the undersigned as follows:

Telephone: 718-960-9976 Fax: 718-960-0111 ,

Sincerely,

(D0

Candis Edwards
Director of Regulatory Affairs




CLAY-Park LaBs, INC. - R AGIS GROUP

1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800

March 7, 2002
/ .

Mr. Gary Buehler, Director . ]47‘
Food and Drug Administration A2
Office of Generic Drugs, CDER _ . ? SO
Document Control Room NEW Comnn >
Metro Park North II, HFD-600 s
7500 Standish Place, Room 150 I
Rockville, MD 20855-2773 -~
Re: CORRESPONDENCE TO ANDA # 65-123 IU{I/IA A

FOR MUPIROCIN OINTMENT USP, 2% Lyl

Dear Mr. Buehler:

Clay-Park Labs, Inc. hereby submits a Correspondence to ANDA # 65-123 for Mupirocin
Omtment USP, 2% submitted on January 4, 2002.

On February 8, 2002, Clay-Park Labs, Inc. submitted a correspondence to ANDA # 65-
123, which contained a corrected Form FDA 356h where the marketing status was
corrected from over the counter (OTC) to prescription product (B).

Upon reviewing the correspondence dated February 8, 2002, we found that a
typographical error was made in the number of volumes of the submitted ANDA. The
correct number of volumes should be nine (9), instead of zero (0), which was correctly
represented in the original Form FDA 356h, submitted on January 4, 2002.

We respectfully request that you disregard all previous incorrect Forms FDA 356h,
submitted on January 4, 2002 and February 8, 2002, and replace them with the Form
attached with this letter (See Attachment 1). We apologize for any inconvenience this
may have caused you. - ‘

HRECEIVED

MAR 0 8 2002
OGD/CDER




Should you have any questions, please contact the undersigned as folloWs :
Telephone: (718) 960-9976 Fax: (718)960-0111

- Sincerely,

JMW /

Foyp, Candis Edwards
Director of Regulatory Affairs

APPEARS THIS WAY
ON ORIGINAL
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ANDA 65-123 o -

Clay-Park Labs, Inc.

 Attention: Candis Edwards L MAR"7 002

1700 Bathgate Avenue
Bronx, NY 10457
i mmin

Dear Madam:

We acknowledge the receipt of . ‘your abbrev1ated new drug _
application submitted pursuant to Sectlon 505(])v0f the Federal'
Food, Drug and Cosmetlc Act. s :

"Reference is made to the telephone conversation dated

March 6, 2002 and your correspondence dated March 6, 2002.

NAME OF DRUG: Mupirocin Ointment USP, 2% =

DATE OF APPLICATION: January 4, 2002

DATE (RECEIVED) ACCEPTABLE FOR FILING: January-8, 20025?

We will correspond w1th you further after we have had the o
opportunity to rev1ew the appllcatlon

Please identify any communlcatlons concernlng thlS appllcatlon
with the ANDA number shown above. -

Should you have questions‘conCerning this application),oontaot;o
Mark Anderson

Project Manager -
(301) 827%5848w

Slncerely yours,

%Z@mﬁf

Wm Peter Rickman

Acting Director :
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



CLaY-PARk LaBs, INC. -~ MR ncis croup

1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800

March 6, 2002

Mr. Gary Buehler, Director
Food and Drug Administration
Office of Generic Drugs, CDER
‘Document Control Room

Metro Park North II, HFD-600
7500 Standish Place, Room 150
Rockville, MD 20855-2773

Re: Amendment to ANDA # 65-123 for Mupirocin
Ointment USP, 2% to Complete ANDA File

Dear Mr. Buehler:

As per a telephone request from Martin Shimer, Regulatory Management Officer on
March 6, 2002, Clay-Park Labs, Inc. hereby submits the following informationto
complete the file for Mupirocin Ointment USP, 2%, ANDA #65-123:

1) A copy of the revised Quantitative Statement, (See Attachment A), which reflects
the removal of the scale up batch ( ~———s) that was referenced on page 1167 of the
original submission. In the eventuality of approval of the drug product, Clay-Park
Labs, Inc. does not commit to manufacture the scale-up batch because we do not have
the appropriate manufacturing equipment. However in the event a scale-up batch is
required, Clay-Park Labs, Inc. commits to manufacture the scale-up batch based on
the commitment statement presented on page 1382 of the original submission. For
ease of review page #1383 is presented (See Attachment B).
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2) A copy of the Post Approval Stability Protocol for the 22 g tube (Attachment C).

Should you have any comments or require any further clarification on this ANDA, please
contact the undersigned as follows:

Telephone: (718) 960-9976 Fax: (718)960-0111
/

w&%:@x

Vo Candis Edwards
Director of Regulatory Affairs

APPEARS THIS WAy
ON ORIGINAL



CLAY-PARrk LABs, INC. - R AGIS GROUP

1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800

February §, 2002 ' M W

Mr. Gary Buehler, Director
Food and Drug Administration
Office of Generic Drugs, CDER
Document Control Room
Metro Park North II, HFD-600
7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: Electronic Submission for Mupirocin OQintment USP,
2%, ANDA '

Dear Mr. Buehler:

In support of the hard copy of the ANDA for Mupirocin Ointment, USP, 2%, we are hereby
submitting two copies of the electronic submission of the Chemistry, Manufacturing and Control
(CMC) section. The CMC electronic submission includes the following files, which are
contained on one (1) diskette:

[ER Fi.Ie‘Namre.' RS |- o " Document
Cpl0006.003 ' - CMC ESD File
Cpl0006.004 Log File
Cpl0006.1gc Companion Document including Table of Contents

The diskette and a Declaration Statement are contained in the blue (Archival Copy) jacket, Form
FDA 2626.

Clay-Park Labs, Inc. submitted an original Abbreviated New Drug Application (ANDA) for
Mupirocin Ointment USP, 2% in the hard copy format on January 4, 2002: Du%%%da% entry
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noted. They have been corrected in the electronic submission document (ESD) and referenced in
the companion document.

Clay-Park Labs, Inc. is hereby submitting the corrections to the following discrepancies to
update the hard copy of ANDA for Mupirocin Ointment USP, 2%:

1. On page 0002 o/f the hard copy, the proposed marketing status of the Form FDA 356h
- was incorrectly marked as over the counter (OTC) instead of prescription product (RX).
The revised Form FDA 356h is presented as Attachment A.

2. On page 1275 of the hard copy, the test results for Average Molecular weight was
incorrectly reported as 403 instead of 404 on the Certificate of Analysis for Polyethylene
Glycol 400, NF. The corrected Certificate of Analysis is presented in Attachment B.

3. On Page 1731 of the hard copy, the microbiologist name was incorrectly reported as
==, instead of "-=~~===for the Microbial Limit Test on the Certificate of Analysis
for Mupirocin Ointment USP, 2%-Placebo. The corrected Certificate of Analysis is
presented in Attachment C.

Should you have any questions, please contact the undersigned as follows:
Telephone: (718) 960-9976

Sincerely,

\élﬁ/"//
”, ~/ -

Candis Edwards
Director of Regulatory Affairs
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CLaY-ParRk LABs, INc. -~ MR acis grour

1700 BATHGATE AVE. BRONX, NY 10457 (718)901- 2800
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February 8, 2002

Mr. Gary Buehler, Director
Food and Drug Administration
Office of Generic Drugs, CDER
Document Control Room
Metro Park North II, HFD-600
7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: CORRESPONDENCE TO ANDA
FOR MUPIROCIN OINTMENT USP, 2%

Dear Mr. Buehler:

Clay-Park Labs, Inc. submitted an original Abbreviated New Drug Application (ANDA)
for Mupirocin Ointment USP, 2% in the hard format on February 4, 2002. During the
data entry in Entry Validation Application (EVA) for the electronic submission,
discrepancies were noted in the hard copy of the ANDA. They have been corrected in
the electronic submission (ESD). -

Clay-Park Labs, Inc. is hereby submitting the corrections to the following discrepancies
to update the hard copy of ANDA for Mupirocin Ointment USP, 2%:

1. On page 0002 of the hard copy, the proposed marketing status of the Form FDA
356h was incorrectly marked as over the counter (OTC) instead of prescription
product (R). The revised Form FDA 356h is presented as Attachment A.

2. On page 1275 of the hard copy, the test results for Average Molecular Weight
was incorrectly reported as 403 instead of 404 on the Certificate of Analysis for
Polyethylene Glycol 400, NF. The corrected Certificate of Analysis is presented
in Attachment B.

3. Onpage 1731 of the hard copy, the microbiologist’s name was incorrectly
reported as =~ , instead of === for the Microbial Limit Test on the
Certificate of Analysis for Mupirocin Ointment USP, 2% - Placebo. The
corrected Certificate of Analysis is presented in Attachment C.




Should you have any questions, please contact the undersigned as follows:
Telephone: (718) 960-9976 . Fax: (718)960-0111

Sincerely,

=

Candis Edwards
Director of Regulatory Affairs

APPEARS THIS WAy
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CLAY-PARK LABS, INc. MR acis croup

(U7B(> \/ 1700 BATHGATE AVE. BRONX, NY 10457 (718)901-2800

| January 4, 2002 6{)5\\))(’@ O‘b | - [[(?h *

N (él"’”'{ reve!
Mr. Gary Buehler, Director was (e - ‘ ’ o
Food and Drug Administration M | I 7 / ve (7/ / / //%/0 .
Office of Generic Drugs, CDER X 4 1l vt
Document Control Room \) Q\M 6..2 e y,
Metro Park North II, HFD-600

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

Re: ANDA for Mupirocin Ointment USP, 2% \/ ;

Dear Mr. Buehler:

Clay-Park Labs, Inc. hereby submits an original abbreviated new drug application
(ANDA) in hard copy format to be followed by electronic format, to seek approval to
market Mupirocin Ointment USP, 2% that is bioequivalent to the reference listed drug
Bactroban® Ointment (Mupirocin Ointment, 2%), distributed by SmithKline Beecham to
NDA # 050591.

This ANDA consists of nine (9) volumes. Clay-Park Labs, Inc. is filing an archival copy
(in blue folders) of the ANDA that contains all the information required in the ANDA
and a technical review copy (in red folders) that contains all the information in the
archival copy with the exception of the bioequivalence section (VI). A separate copy of
the bioequivalence section is provided in orange folders.

This also certifies that, concurrently with the filing of this ANDA, a true copy of the
technical sections of the ANDA (including a copy of the 356h form and a certification
that the contents are a true copy of those filed with the Office of Generic Drugs) is being
- sent to our local district office. This “field copy” is contained in burgundy folders.

For more detailed information on the organization of this ANDA, please refer to the
“Executive Summary” attached after the Table of Contents.

Clay—Park Labs, Inc will submit CMC ESD electromc submlssmn (dlskettes) for

period.




Should you have any comments or require any further clarification.on tﬁis_ ANDA, please
contact the undersigned as follows:

Telephone: (718) 960-9976 Fax: (718(960-0111

Sincerely,

G

Candis Edwards )
Director of Regulatory Affairs

APPEARS THIS way
ON ORIGINAL



