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ANDA 65-085 B

NOV T 2003
; ’ ‘\\ -
f -
‘ TEVA Pharmaceuticals USA » f&
Attention: Vincent Andolina

1090 Horsham Road
P.O. Box 1090 .
North Wales, PA 19454

Dear Sir:

This is in reference to your abbreviated new drug application
(ANDA) dated January 11, 2001, 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 is
subject to the exception provisions of Section 125(d) (2) of

Title I of the Food and Drug Administration Modernization Act of
1997.

Reference is also made to your amendments dated January 21,

April 9, May 3, August 23, and November 21, 2002; and June 17,
and August 13, 2003.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling.. Accordingly the
application is approved. The Division of Bioequivalence has
determined your Mupirocin Ointment USP, 2%, to be bioequivalent
and, therefore, therapeutically equivalent to the listed drug
(Bactroban® Ointment, 2%, of GlaxoSmithKline).

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an .approved
supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application 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.



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

Submit both coﬁies 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
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FDA 2253 at the time of their initial use. '

Si ely yours,

Gary Buehler il (Z/élej:EB
Director .
Office of Generic Drugs

Center for Drug Evaluation and Research
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1010 MUPIROCIN OINTMENT USP, 2%
For Dermatologic Use

NOV -7 2003

OESCRIPTION
Each gram of Mupirocin Ointment 2% contains 20 mg mupirocin in B ter miscible ointment base (polyethylene glycol
ointment, N.£) consisting of polyethylene glycol 400 and polyem% C 0. Mupirocin is a naturally oceurring antibiotic.
hvdroxy-4 34-di 8
RN 3. ti

The chemical name is (£)(253R.4R55)-5-((25354559)
methyl-2H-pyran-2-crotonic acid, ester with 9-hydroxynor
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GLINICAL PHARMAGOLOGY
Application of 14C4abeled mupirocin oingmenl to the lower arm of rormal male subjects followed by occlusion for 24 hours

showed no systemic <11 irocin per milliliter of whole blood). Measurable radioactivity
was present in the stratum corneum of these subjects 72 hours after application.
Foilowing intra Us or oral i i is rapidly i The principal iz, monic acid,

by renal excretion, and demonstrates no antibacterial activity. In a study conducted in seven healthy aduit male subjects, the
imi halt-iife after i inistration of mupirocin was 20 to 40 minutes for mupirocin and 30 to 88 minutes for
monic acid. The pharmacokinetics of mupirocin has not beerrSfidied in individuals with renal insufficiency.
Microbi: irocin is an antil ial agent by ion .using the organism P . It
is active against a wide range of gram-positive bacteria including methicillin-resistant Staphylococcus aureus (MRSA). Itis also
active against certain gram-negative bacteria. Mupirocin inhibits bacterial protein is by ibly and ifi hinding
1o bacterfal isoleucyl lransfer-RNA synthetase. Due to this unique mode of action, mupirocin demonstrates no i wlra cross-
Tesistance with other classes of antimicrobial agents.

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

is icidal at ions achieved by topical inistration. However, the i i
{MBC) 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 aurgus and
both it vitro and in clinical studies. (See INDICATIONS AND USAGE). The following in vitro data are available, BUT THEIR GLINICAL
SIGNIFICANGE 1S UNKNOWN. Mupirocin is active against most strains of i idis and Staphyk
saprophyticus.
INDICATIONS AND USAGE
Mupirocin ointment 2% is indicated for the topical treatment of impetigo due to: aureus and
pyogenes.
CONTRAINDICATIONS .
This drug is contraindicated in individuals with a histary of sensitivity reactions to any of its components.
WARNINGS
Mupirocin ointment is not for ophthalmic use.
PRECAUTIONS
If a reaction suggesting sensitivity or chemical irritation should occur with use of mupirocin ointment 2%, treatment should be
i g a i ive therapy for the infection instituted.
As with other antibacterial products prolonged use may resultin (] of il i including fungi.
Mupirocin ointment is not formulated for use on mucosal surfaces. Intranasal use has been associated with isolated reports of
slinging and drying. A paraffin-based formulation — *Bactroban® Nasal (mupirocin calcium ointment} — is available for intranasal
use. .




——-y
Polyethylene glycol can be ahsorbed from open wounds and damaged skin and is excreted by the kidneys. In common with other
glycol-based ointment should not be used in condilions where absorption of large quantities

of polyethylene glycol is possible, especlally if there is evidence"ui moderate or gevere renal impairment.

Information for Patlents: Use this medication only as directed by your health provider. It is for external use only. Avoid contact
with the eyes. The medication should be stopped and your health care practitioner contacted if irritation, severe itching, or rash
oceurs.

if impetigo has not improved in 3 to 5 days, contact your health care practitioner.
Drug Interactions: The effect of the concurrent application of mupirocin ointment and other drug products has not been studied.
it of Ferlility: Long-term studies in animals to gvaluate carcinogenic potential of

is, M
pirocin have not been

Results of the followmu studies performed with mupirocin calcium or fmupirocin sodium in vitro and in vivo did not indicate a
potentiaf for fat primary DNA sediment analysis for DNA strand” breaks,

ion test (Ames), ichia coli mutation assay, metaphase analysis of human lymphocytes, mouse lymphoma
assay, and bone marrow micronuclei assay in mice.

studies were in male and female rats with irocir at doses up to 14
times a human topical dose (approximately 60 mg mupirocin per day) on a mu/m2 basis and revealed no evidence of |mpa|red
fertility and rep: per from mupi

F Effects: F Categary B: ion studies have been performed in rats and rabbits with
i i at doses up to 22 and 43 times, respectively, the human topical dose (approximatety 60 mg
mupirocin per day) on a mg/m? basis and revealed no evidence of harm to the fetus due to mupiracin. There are, however, no
adequate and well-controlled studies in pregnant women. Because animal studies are not always predictive of human response,
this drug should be used during pregnancy only if clearly needed.

Nursing Mothers: It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human
milk, caution should be ised when ointment is to a nursing woman.

Pediatric Use: The safety and effectiveness of mupirocin ointment have been established in the age range of 2 months to 16
years. Use of mupirocin ointment in these age groups is supported by evidence from adequate and well-controlied studies of
mupirocin ointment in impetigo in pediatric patients studied as a part of the pivotal clinical trials (See CLINICAL STUBIES).

ADVERSE REACTIONS

The following local adverse reactions have been reponed in ion with the use of mupirocin ointment: burning, stinging, or
pain in 1.5% of palients; 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 smail amount of mupirocin ointment should be applied to the affected area three times daily. The area treated may be covered
with a gauze dressing if desired. Patients not showing a clinicat response within 3 to 5 days should be reevaluated.

CLINICAL STUDIES

The efficacy of tuplca| muplrocln ointment in impetigo was tested in two studies. n the first, patients with impetigo were
ized to receive either ointment or vehicle placebo ti.d. for 8 to 12 days. Clinical efficacy rates at end of therapy

in the evaluable populations (aduns and pediatric patients included) were 71% for mupirocin ointment (n=43) and 35% for vehicle

placebo (n=51). Pathogen i rates in the ions were 94% for mupirocin ointment and 62% for vehicle

placebo. There were no side etfects reported in the group receiving mupirocin ointment.

In the second study, patients with impetigo were randomized to receive either mupirocin ointment ti.d. or 30 to 40 mg/kg 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 evaluable populations (adults and pediatric patients included)
were 93% for mupirocin ointment (n=29)-and 78.5% for erythromycin (n=28). Pathogen eradication rates in the evaluable patient
populations were 100% for both test groups. There were no side effects reported in the mupirocin ointment group.

Pediatrics: There were 91 pediatric pahenls aged 2 months to 15 years in the first study described above. Clinical efficacy rates
at end of therapy in the evaluabl were 78% for irocin ointment (n=42) and 36% for vehicle placebo (n=49). In
the second study described above, all patients were pediatric except two adults in the group receiving mupirocin ointment. The
ape range of the pediatric patients was 7 months to 13 years. The clinical efficacy rate for mupirocin ointment (n=27) was 96%,
and for the erythromycin it was unchanged (78.5%).

HOW SUPPLIED

Mupirocin Qintment USP, 2% is supplied in 15 gram, 22 gram, and 30 gram tubes.

Store at controlled room temperature 15° to 30°C (59° to 86°F) {see USP).

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

Manufactured By:
TEVA PHARMACEUTICALS USA
Sellersville, PA 18960

Rev. D 4/2003
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MUPIROCIN oirment, use ‘m

2%

For Dermatologic Use Only. Not For Ophthalmic Use. &/

Usual Dosage: For dermalologic use anly. Apply a small amn% ;;men( 1o Lhe affected
area three times daily. Patients not showing a clinical resp in 3 to 5 days should be
d. See ing prescribing i 10N.en

B only Y‘

Store at controlied room temperature 15° to 30°C {59° to 85°F)(see USP).

For control number and expiration date, see crimp.

Each gram contains 20 mg mupirocin in a potyethylene glycol gintment, NF base.

KEEP THIS AND ALL MEDICATIONS OUT OF THE REACH OF CHILDREN. €20733
TEVA PHARMACEUTICALS USA. Sellersvitle, PA 18960 Iss. 572001
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MUP[ROC[N OINTMENT, USP

2%

For Dermatologic Use Only. Not For Ophthaimic Use@

Q

Usual Dosage: For dermatologic use onfy. Ap%%mall amount of ointment to the affected
n

area three times daily. Patients not Showm% ical response within 3 to 5 days should

be reevaluated. See accompanying prescribitg T formation.
B only o
Store at controiled room temperature 15° 10 30°C (59° to 86 F)(see USP).

For control number and expiration date, see crimp. _
i irocin i hylene glycol ointment, NF base.
Each gram contains 20 mg muptrocin in a polyet!
KEEPgTHlS AND ALL MEDICAT, 5 OUT OF THE REACH OF CHILDREN. €20731
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MU PIROCIN OINTMENT, USP
2%
K only

For Dermatologic Use Only. Not For Ophthalmic Use.

LYx=afy v
S -7

| R S

Usual Dosage: For dermatologic use only. Apply a small amount of ointment to the affected area
three times daily. Patients not showing a clinical response within 3 to 5 days should be reevaluated.
See accompanying prescribing information.

I
I
I
{ Information for Patients: Use this medication only as directed by your heaith provider. it is for
i ¢external use only. Avoid contact with the eyes. The medication should be stopped and your health
j care practitioner contacted if irritation, severe itching, or rash occurs.

1

1

If impetigo has not improved in 3 to 5 days, contact your health care practitioner.
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For Dermatologic Use Only. Not For Ophthalmic Use.
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i For control number and expiration date, see crimp.
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| MUPIROCIN onmmwnr. use
1 2%

B only oy -7 2003

For Dermatologic Use Only. Not For Ophthalmic Use.

Usual Dosage: For dermatologic use only. Apply a small ointment to the affected area
three times daily. Patients not showing a clinical responseq in*3 to 5 days should be reevaluated.
See accompanying prescribing information.

\aformation for Patients: Use this medication only as directed by your health provider. It is for
external use only. Avoid contact with the eyes. The medication should be stopped and your health
care practitioner contacted if irritation, severe itching, or rash occurs.

if impetigo has not improved in 3 to 5 days, contact your health care practitioner.
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MUPIROC[N OINTMENT, USsP
2%
B: only

For Dermatologic Use Only. Not For Ophthalmic Use.
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Each gram contains: 20 mg mupirocin in a

polyethylene glyco! ointment, NF base.

For control number and expiration date, see crimp. ‘l"\|\N|‘|\“|\|‘|““||\“ \\l“““\l“
Store at controlied room temperature '
15° 10 30°C (59° to 86°F)(see USP).

KEEP TH!S AND ALL MEDICATIONS OUT OF THE REACH  n

OF CHILDREN. 3 0093-1010-42 1 00

TEVA PHNRIVIACEUTICALS USA, Sellersvilie, PA 18960
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— .REVIEW OF. PROFESSIONAL LAB.ELING ’ :
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BBANCH '7
ANDA Number: 65-085 _ Date of Suﬁmission_: _- Jaﬁua‘:r&":"lj?‘ 2001  :‘ '
Applicant's Name: . TEVA Phannaceutig;als USA . o SRR S
Established Name: ~ Mupirocin Oint;n:lbgn'_t USP, 2% | .
LabelinQ Deﬁcien.cies: P
1. GENERAL COMMENT: '
Revise the storage temperature recommendatioh throughdﬁt your'labels ahd labellngasfollows : _‘ e
Store at controlled room temperaturé 1>5°‘ to 36°C (59° td 86°F)(see USP). . v S e
2. CONTAINER 15 gram and 30 gram ' i- | - o
a. See GENERAL COMMENT aboyé;f N o
: b. “Fbr dermatologic usé oni:y.",. | DR
/ c. Add the statement “Not fbf bphthaliﬁic usé.”_ v. . ; ’
4. Side Pane! - “reevaluated’ '(deie,te"the'_"‘ A :

3. CARTON 1x15 gram and 1 x 30 gram
See comments under CONTAINER.
4, INSERT -

"a. DESCRIPTION

Add the molecular weight (500.63) and the molectlar formufa (CzsHaO9) to this section.

b.  CLINICALPHARMACOLOGY = . .= 0 o

i. Delete the first paragraph (the c.l'Jvrrenf second paragraph bec”ofhés"the first”
~ paragraph). ' : Co T L
ii. Add the following text as the second parargraph:‘
Following intravenous or oral administration, mupirocin is .r'apidly.rh:étaboli'vzed—."’;'l"h’e
principal metabolite, monic acid, is eliminated by renal excretion,and

demonstrates no antibacterial activity. In a study conducted in seven healthy adult -

male subjects, the elimination half-life after intravenous administration.of B SN
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. ' o '



il Mlcroblology Revise thls subsectlon as follows

~ Microbiology: Muplrocrn is'an antlbacterlal agent produced by fermentatron us|ng
the organism Pseudomonas fluorescens. t is active against a wide range of gra
positive bacteria including methicillin-resistant Staphylococcus aureus (MRSA)
is also active against certain gram- negatlve bacteria. . Mupirocin inhibits bacterlal
protein synthesis by’ reversrbly and specifically blndlng to bacterial |soleucyl
transfer-RNA synthetase. Due to this unique'mode of actlon mupirocin.
demonstrates no in vrtro cross—re5|stance W|th othe ol sses of antlmrcroblal
agents ' o :

. ReS|stance occurs rarely However when muplroc sistance does occu ;
- appears to result from the produc’uon of a modified isoleucyl-tRNA synthetase -
High-level plasmld medlated resistance’(MIC > 1024 mcglmL) has been reported-:

in some strams of S aureus and coagulase negatrve staphylococcr

. Muplrocrn is bactencrdal at concentratlons achreved by toplcal admrnrstratlon
-~ However, the minimum bactencrdal concentration (MBC) against relevant .
pathogens is generally elght -fold to thlrty—fold higher than the minimum |nh|brtory,,v
concentration (MIC). In addition, mupirocin is highly protein bound (>97%), and_ -

the effect of wound secretlons on the MICs of mupirocin has not been determlne
Mupirocin has been shown to be active agarnst most strains of Staphylococcus

aureus and Strepfococcus pyogenes, both in vitro and in clinical studies. (See
INDICATIONS AND USAGE). The: foIIowrng in. wtro dataare. avallable BUT
 THEIR CLINICAL SIGNIFICANCE IS UNKNOWN Muprrocm is actrve agalnst

- against most strarns of Staphylococcus eprde lis

» saprophyticus

c. ,INDICATIONS AND USAGE ‘

i »" : aureus and Streptococcus‘
Lii., . Delete the astensked statements
d. CONTRAINDICATIONS

contralndlcated in |nd|V|duaIs ? (add |n)

e -_PRECAUTIONS

i Thlrd paragraph -4 and drylng A paraff n- based formulatlon Bactroba'
» : Nasal (muplrocrn calcmm omtment) -is, avallable for mtranasal use...-

ii. X V-Add the foIlowrng subsectrons after the fourth paragraph

Informatlon for Patlents Use this medication onIy as drrected by your
healthcare provider. It is for external use only. Avoid contact with the eyes. The -
medication should be stopped and your healthcare practrtroner contacted |f
|rntat|on severe |tch|ng, or rash occurs

If |mpet|go has not rmproved |n 3 to 5 days contact your healthcare practrtroner

‘Drug |nteract|ons The effect of the concurrent applrcatron of muplrocm o
orntment and other drug products has not been studled R




Carcinogenesis, Mutagenesis, Imparrment of Fertllrty Long-term studres in: o
ammals to evaluate carcmogenlc potentlal of mup|rocm have not been conductedr

Results of the following ‘studies performed with muprrocrn calcrum or muplrocrn
sodium in vitro and in vivo did not indicate a potential for genotoxwrty rat primary
hepatocyte unscheduled DNA synthesis, sediment analy5|s for DNA strand breaks;,
Salmonella reversion test (Ames), Escherichia coli mutation assay, metaphase o
-analysis of human Iymphocytes mouse lymphoma assay, and bone marrow
mlcronucle| assay |n mrce e T RN :

Reproductlon studles were performed in male and female rats W|th muprrocm
~administered subcutaneously at doses up to 14 times a human toplcal dose
(approximately 60 mg mupirocin per day) on a mg/m2 basis and revealed no
gewdence of |mpa|red fertlllty and reproductrve performance from muprrocm

il . Revise the “Pregnancy Category B" subsectron as follows

Pregnancy Teratogemc Effects Pregnancy Category B:. Reproduction
studies have ... and rabbits with mupirocin administered subcutaneously at doses .-
up to 22 and 43 times, respectively, the human toplcal dose (approxrmately 60 ‘mg. .
mupirocin per day) on a. mg/m2 basis and revealed no evidence of harm to the SR
fetus due to mupirocin. There are, however, no adequate and well-controlled -
studies in pregnant women. Because animal studies are not always predrctrve o

human response thls drug should be used durlng pregnancy only if clearly*
needed

. V'ReVlse the “Nursmg Mothers subsectron a f

.. Nursing Mothers It IS not known whether thls drug |s excreted in human m|lk
. Because many drugs are. excreted in human milk, caut|on should be exermsed :
' when muplrocm omtment Is admmrstered to nursing woma

V.- ,Add the followrng as the last subsectron B

Pediatric Use: The safety and effectrveness of muplrocrn omtment have been .
~ established in the age range of 2 months to 16 years. Use of mupirocin orntment
in these age groups is supported by evidence from adequate and well-controlled -
studies of mupirocin ointmentin |mpet|go in pediatric patients studied asaparto
the prvotal cl|n|cal tnals (See CLINICAL STUDIES

DOSAGE AND ADMINISTRATION
reevaluated" (delete the e

Add the sectron below to |mmed|ately follow the DOSAGE AND ADMlNlSTRATlON
.- section:

CLINICAL STUDIES | : ‘ =
‘The efficacy of topical mupirocin ointment in |mpet|go was tested i |n two stud|es In the ﬁrst
patients with impetigo were randomized to receive either mupirocin omtment or vehicle:
placebo t.i.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™ =~ -
(n=49) and 35% for vehicle placebo (n=51). Pathogen eradication rates in the evaluable
populatlons were 94% for mupirocin ointment and 62% for vehicle placebo. There were no ..
side effects reported in the group recelvmg muplrocln omtment 3 : : :



In the second study, patients wrth |mpet|go were randomrzed to receive elther muprrocrn ‘
. ointment t.id. or 30 to 40 mg/kg oral erythromycm ethylsuccmate per day (thrs wasan’’
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 evaluable populahons (adults and
-pediatric patients included) were 93% for mupirovin ointment (n=29) and 78.5% for
lerythromycrn (n=28). Pathogen eradlcatron rates in the evaluable patlent populatrons were,
100% for’ both test groups There were no S|de effects reported |n the mup|rocm ointment -
group . . SRNETI

Pedlatrlcs There were 91 pedlatrlc patlents aged 2 months to 15 years rn the ﬁrst study
described above. Clinical efficacy rates at end of therapy in the evaluable populatlon k
were 78% for mupirocin ointment (n=42) and 36% for vehicle’ placebo (n=49). Inthe
second study described above, all patrents were pedlatnc except two adults in the group :
receiving mupirocin omtment The age range of the pediatric’ patlents was: 7 ‘months to 13~
yyears. The clinical efficacy rate for muplrocm omtment (n—27) was 96%, and for the'
erythromycm rtwas unchanged (78 5%) :

h. HOW SUPPLIED ‘
i. » See GENERAL COMMENT above

ii. Add the statement “Bactroban® Nasal isa reglstered trademark of SmrthKlme |
Beecham Pharmaceutrcals :

Please revise your contamer labels and carton and msert Iabellng as mstructed a> _ve nd su nit:
container labels and carton labeling in ﬁnal pnnt and msert Iabelrng in draft You may submlt |n ot |
in final print if you prefer.

Prror to approval it may be necessary to further rewse your labelrng subsequent to .app oved vhanges for
the reference. lrsted drug.: We suggest that you routrnely monltor the followmg
- changes -
http //www fda. gov/cder/ogd/rld/labellng rev1ew bran

To facmtate review of your next: submlsswn and in accordance wrth 21 CFR 314.94(a)(8)(|v) please provrde
a side-by-side comparlson of your proposed |abellng W|th your last submission with all differences
annotated and explamed :

- .- Wm. Peter Rlckman
3 Actrng Director
" Division of Labehng and Program Support
- Office of Generic Drugs , S
Center for Drug Evaluatlon and Research B



APPROVAL SUMMARY (List the package size, strength(s) and date of submrssron for approval):f _
Do you have 12 Final Printed Labels and Labellng’? Yes No If no, Ilst why '
Container Labels: 15 gram and 30 gram
Carton Labeling: 1x 15 gram and 1.x 30 gram
Professional Package Insert Labeling:
Revisions needed post-approval: ,
BASIS OF APPROVAL:
* Was this approval based upon a petition? No v

What is the RLD on the 356(h) form Bactroban® Olntment
'NDA Number: 50-591 '

NDA Drug Name: Bactroban® (muplrocm 2%) Orntment
" NDAFirm: SmithKline Beecham - = :
Date of Approval of NDA Insert and supplement #: 4/22/99 (SE8 022) ,
Has this been verified by the MIS system for the NDA? Yes - RN
Was this approval based upon an OGD labeling gurdance’7 No -
Basis of Approval for the Container Labels: side-by-sides’. -
Basis of Approval for the Carton Labellng srde by-srdes R
Other Comments:

REVIEW OF PROFESSIONAL LABELlNG CHECK LIST"‘
' Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 24
Is this name dlfferenl than that used in the Orange Book? .

o N Error Preventlon Analy5|s B
Has the firm proposedapropnetary name’7 No- - i "= Sl e DA

Packaging

Is this anew packaging configuration, never been approved by an ANDA or NDA? Ifyes, descrlbe in FTR

Is this package size mismatched with the recommended dosage? If yes the Porson Prevenhon Act may requrre a
CRC. . . .

Does the package proposed have any safety and/or regulatory concerns’7

Conflict between the DOSAGE AND ADMINISTRATIQN and INDICATIONS seclrons and the packagl
configuration?

Is the strength and/or concentration of the product unsupported. by the |nser1 Iabellng7
Is the color of the container (i.e. the color of the cap of @ mydriatic ophthalmic) or cap incorrect? =

Individual cartons required? NO Issues for FTR: Innovator individually carfoned? ' YES Light sensmve pmduct o
which might require cartonmg’? NO Must the package insert accompany the product‘7 YES Sy i

Are there any other safely concerns?.

Labeling

Is the name of the drug unclear in pnnt or Iackmg in promlnence7 (Name should be the most promlnent mformatron
on the label). S

Has applicant failed to clearly dlfrerenuate multiple product strengths’7
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP gmdellnes)

Does RLD make special differentiation for this label? (i.e., Pediatric strength Vs Adult Oral Solutron vs Concentraie )
Waming Statements that might be in red for the NDA) -

Is the Manufactured by/Distributor statement |ncorrect or falsely inconsistent between labels and Iabellng” Is "Jomtly
Manufactured by...", statement needed?

nactive Ingredients: (FTR: List page # in application where inactives are Ilsted)
Does the product contain alcohol? If 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 alcohol in neonates)?
Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients™ been used to protect a trade secret? If so, is claim supported?

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




Do container reéommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendatrons .
supported and is the difference acceptable?

Because of proposed packaging configuration or for ans other Teason, does thls apphcant meet fail to meet ail of the
unprotected conditions -of use of referenced by the R

Does USP have labeling recommendations? If any, does ANDA meet them"

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

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP lnformatlon should be used.-'
However, only include solvents apPeanng in innovator labeling. L

Bioequivalence Issues: (Compare broequwalency values |nsert to study Llst Cmax Tmax T 1/2 and date
study acceptable) . .

Insert labeling references a food effect or a no-effect’? If so, was a food study done’7 R

Has CLINICAL PHARMACOLOGY been modrt‘ ed? If so, briefly detaif where/why..

Patent/Exclusivity Issues?: FTR: Check the Orange Book editioh or cumilative supplement for verification .

of the latest Patent or Exclusivity. List exprratlon date for all patents, exclusivities, etc. or if none, please state.”

FOR THE RECORD ‘ :
1. ) Rewew based on the labehng of Bactroban Olntment' approved 4/22/99"1
2. Patent/ Exclusivities: o

5. v Teva is the manufacturer

7. Thrs.ls afirst _genenc.

Date of Review: 4-12 o1v' |

There are no active patents or. exclusiviﬁes for this'_ drug product.

w

Storage Conditions: E
NDA — Store between 15° and 30° C (59° and 86°F) . : &
ANDA — Store at controlled room temperature, between 15° and 30°C (59 and 86°F) L
USP Preserve in collap3|ble fubes or in well-closed contalners ' :
4. Product Line: - : :
The innovator markets thelr product in 1 gram Slngle Umt Packages of 50 and 15 gram and 30 gram tubes ‘
The applicant proposes to market thelr product |n 15 gram and 30 gra

6. Inactlve Ingredlents : Tamet e IR
The Ils’ung of inactive |ngred|ents |n the DESCRIPTION sectlon of the package insert appears to be consrstent‘ i
with the listing of inactive ingredients found in the statement of components and composrtlon appeanng on.: .~
page 60 (Volume1 1) ' : . ‘

Primary Reviewer: Adolph Vezza

01 ‘/W“f"

arlie Hoppes ;-

Team Leade"r:’

D \V

cc: ANDA: 65-085
DUP/DIVISION FILE : :
HFD-613/AVezza/CHoppes (no cc) . T
aev/4/12/01|V: \FIRMSNZ\TEVA\LTRS&REV\GSOSSna1 I
Review



" REVIEW OF PROFESSIONAL LABELING ~ - T
 DIVISION OF LABELING AND PROGRAM SUPPORT -
LABELING REVIEWBRANCH - '

ANDA Number:
Date of Submlssmn October 25 2001 _
Applrcant's Name: TEVA Pharmaceutlcals USA

Established Name: - Muplrocm Omtment USP 2% o

65-085

a.

Labeling Deficle:ncies; o

- 1. . -CARTON 1x 15 gram and 1X 30 gram

We encourage you to mclude an lnformatlon for Patlent sectlon as seen. | your insert -

labellng

b. ~ When prlntlng final prlnted carton Iabellno please ensure that' 'he ‘lstabllshe | narne‘
: appears on each panel e :
2. INSERT IR
| a. TITLlE
' lmmedlately followmg the establlshed name add the text .“For Dermatolgl‘_’ Js ",
b lNDICATIONS AND USAGE R R R |
Revuse to read Muplrocrn omtment 2% |s‘
SPRECAUTIONS |

o '-"i‘. S Flrst paragraph— ‘

i - Information for Patients Lo

Revrse as follows

muprrocnn omtment 2% treatment

ii. Th|rd paragraph -

formulat|on - *Bactroban Nasal
[Add asterisk]. o

Revise * =™ {0 read “health provrder it . health care praoti'tioner_._'.; [
~ [two words mstead of one] I



d. - HOWSUPPLIED

[ We encourage the mclusron of the NDC numbers |n thrs sectlon

Prior to approval, it may be necessary to further revise your Iabellng subsequent o approved changes'for*
the reference Irsted drug We suggest that you routlnely monrtor the foIIowrng websrte for any approved

annotated and explarned

B

- Wm. Peter Rickman
Actlng Director ™ * o Lo
Division of Labeling and Program Support,:

Office of Generic Drugs - - - :
Center for Drug Evaluatlon and Research‘



APPROVAL SUMMARY (List the package size, strength(s) and date of sumeSS|on for approval)
Do you have 12 Final Printed Labels and Labeling? " Yes No If no, llst why: ;
Container Labels: 15 gram and 30 gram
- Carton Labeling: 1 x 15 gram and 1 x 30 gram
Professional Package Insert Labehng
Revisions needed post-approval:. .
 BASIS OF APPROVAL:/
Was this approval based upon a petltlon’? No L
‘What is the RLD on the 356(h) form Bactroban® Olntment
NDA Number: 50-591 -
‘NDA Drug Name: Bactroban® (muplrocm 2%) Olntment
NDA Firm: SmithKline Beecham'. ~
Date of Approval of NDA Insert and supplement #: 4/22/99 (SE8 022)
Has this been verified by the MIS system for the NDA? Yes L
Was this approval based upon an OGD labeling gurdance'? No-.
~ Basis of Approval for the Container Labels:  side-by-sides -
" Basis of Approval for the Carton Labellng Slde by-SIdes
Other Comments

'REVIEW OF PROFESSIONAL LABELING CHECK LIST
. Established Name -~
Different name than on acceptance to file letter? .
Is this product a USP item? . If so, USP supplement in which verification was assured USP 24
Is this name dlfferent than that used in the Orange Book?

. Error Prevention Analy5|s
Has the firm proposed a propnetary name?- No,
Packaging

L

Is this a new packagrng configuration, never been approved by an ANDA or NDA’7 If yes, descnbe in FTR.

Is this package size mrsmatched wnth the recommended dosage? If yes the Porson Preventuon Act may requrre a
CRC. : . . AR

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

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sectlons and the packagmg
configuration?

" Is the strength and/or concentration of the product unsupported by the lnsert Iabeling? )
Is the color of the container (i.e. the color of the cap of a mydriatic ophthaimic) or cap incorrect? . -

Individual cartons required? . NO Issues for FTR: Innovator individually cartoned? YES . Light sensrtlve product
which might require cartoning? NO .Must the package insert accompany the product'7 YES - . g

Arethere anyothersafetyconcerns? - ] L
,Labellng

| -!s the name of the drug unclear i in pnnt or lackmg |n promlnence? (Name should be the most promlnent |nformat|onf
on the label). -

Has appllcant failed to clearly dlfferentlate multiple product strengths'7
Is the corporate logo larger than 1/3 container label?. (No regulation - see ASHP gurdelmes)

Does RLD make special differentiation for this label? (i.e., ‘Pediatric strength vs Adult OraI Solutron Vs Concentrate
.Warming Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely mcons:stent between Iabels and Iabelrng? ls "
Manufactured by..." , statement needed?"

ointly.

Inactive Ingredients: (FTR: List page # in application where mactrves arelisted) -

Does the product contain alcohol? If 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 alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?
Has the term "other ingredients" been used to protect a trade secret? If so, is claim supported?
USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? if so, are the recommendatlons
supported and is the difference acceptable?




Because of proposed packaging confi gurat'on or for aBy other reason, does this appllcam meetﬁll to meef aII of the
unprotected conditions of use of referenced by the Rl -

Does USP have labeling recommendations? If any, does ANDA meet them?

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

Failure of DESCRIPTION to meet USP Description and Solubility |nformat|on'? If so, USP mforrnatlon should be
used. Howéver, only include solvents appearing in innovator labeling.

Bloequwalence Issues: (Compare b|oequwalency values: msert to study. . List Cmax, Tmax T 1/2 and date
study acceptable) . .

Insert labeling references a food effect or a no-effect? If S0, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, brleﬂy detail where/why. -

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulatlve supplement for- venﬁcatlon :
of the latest Patent or Exclus:vny Llst expiration date for all patents excluswltles etc. or if none, please state.”

NOTESIQUESTIONS TO THE CHEMIST

inthe CLINICAL PHARMACOLOGY/M|croblology sectlon the flrm |nd|cates that': Muplrcm is-an:
antibacterial agent produced by fermentatlon usmg the organlsm Pseudomonas fluorescens”.

- Is this lnformatlon accuratefor thls ANDA'?

APPEARS THIS WAY? i
ON ORIGINAL




FOR THE RECORD [Portlons from prewous revnewer]

R Rewew based on the labeling of Bactroban Olntment approved 4/22/99 |n draft (NDA 50 591/SE8 022
2. Patent/ Exclusivities: - C
There are no active/patents or exclusivities for this drug product.

3. Storage Condrtlons :
" NDA - Store between 15° and 30°C (59° and 86°F)
ANDA ~ Store at controlled room temperature, between 15° and 30°C (59° and 86°F)
USP Preserve in collapS|bIe tubes or in weII closed contalners a

4.‘ - Product Llne

“The innovator markets thelr product in 1 gram Slngle Unlt Packages of 50 and 15 gram and 30 gram tube_‘
The appllcant proposes to market thelr product in 15 gram and 30 gram tubes

4. . Tevais the manufacturer

6. ~ Inactive Ingredlents ' ' B ' _
The listing of inactive ingredients in the DESCRIPTION sectlon of the package |nsert appears to be -

consistent with the listing of inactive ingredients found in the statement of components and composmon
appearing on page 60 (Volume 1.1). . - o .

7. This is a first generic.

' Date of Review:  12/7/01

Date of Submlssmn 10/25/01

MRM

~ Jacqueline Council, Pharm.D.. AR . Date:i”."v A

Charlie Ho pes

“ce:. .- ANDA: 65-085 ,
‘ - DUP/DIVISION FILE
HFD-613/JCouncil/CHoppes (no cc) :
Vi \FIRMSNZ\TEVA\LTRS&REV\65085na2 Idoc doc'
Review -




APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING .
DIVISION OF LABELING AND PROGRAM SUPPORT :
- LABELING REVIEW BRANCH i

. ANDANumber: 7 65:085 "
Date of Submission: i}}ugus’t 23, 2002‘{1__":" »
Applicant's Name: TEVA Pnarmaoeutioals. USA

Established Name: Mupirocin Ointment USP, 2%

APPROVAL SUMMARY (Llst the package size, strength(s), and date of SmeISSIOn for approval):’
Do you have 12 Final Prlnted Labels and Labellng'7 Yes . -

Container Labels 15 gram and 30 gram : ! ’ h <
Satlsfactory in FPL as of the August 23, 2002 submlssnon [Vol 4 1, Attachment 6]

Carton Labelmg 1 x 15 gram and 1 x 30 gram :
Satisfactory in FPL as of the August 23, 2002 submlssmn [Vol 4 1 Attachment 6]

5

" Professional Package Insert Labeling: L R
Satisfactory in FPL as of the August 28, 2002 submussnon [VoI 41 Attachments Iss 8/200

Code I20738] v s LT :
~ Revisions needed post—approval None

BASIS OF APPROVAL

PaténtDataJ-NDASO-'591 - L S o e
Patent No. Patent Expiration | Use Code. Description ~ - - How Filed

; Labelmg Impact
None . None . None . [ There are no unexpired patents for this |- CNA None
) ) produclln theOrange Book Dalabase P

Exclusivity Data— NDA 50-591

Code - ._Reference ,‘ ) ' T Exoiration Labeling Impact |. .
None There is no unexpired exclusivity for this product in the Orange Book Database. - NIA. o None» "

Was this approval based upon a petition? No S
. Whatis the RLD on the 356(h) form: Bactroban® Olntment
NDA Number: 50-591.
- NDA Drug Name: Bactroban® (muplrocm 2%) Olntment
NDA Firm: SmithKline Beecham : '
Date of Approval of NDA Insert and supplement #: 4/22/99 (SE8-022)
" “Has this been verified by the MIS system for the NDA? Yes. -
Was this approval based upon an OGD labeling guidance? No -
Basis of Approval for the Container Labels: side- -by-sides
Basis of Approval for the Carton Labehng S|de by-sudes
Other Comments . R L

APPEARS THIS WAY
CN ORIGINAL



REVIEW OF PROFESSIONAL LABELING CHECK LIST - - . ; R
Established Name - |ove L
Different name than on acceptance to file letter?
Is this product a USP item? If so, USP suppl 1t in which verification was assured. USP 25
Is this name different than that used in the Orange Book?

Error Prevention Analysis
Has the firm proposed a proprietary name? No

Packaging . )

ts this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe’ in FTR. )

Is this package size mi 1ed with the recc ded dosage? If yes, the Poison Prevention Act ray require a
CRC. SN

Does the péckage proposed have any safety and/or regulatory concerns? -

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging - .-
configuration? N . . K ’ e

Is the strength and/or concentration of the product unsupported by the insert labeling?
Is the color of the container (i.e. the color of the cap of a mydriatic ophithalmic) or cap-incorrect?

Individual cartons required? NO Issues for FTR: Innovator individually cartoned? YES " Light sensitive product
which might require cartoning? NO_ Must the package insert accompany the product? YES R

Are there any other safety concerns?
Labeling

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

Has applicant failed to clearly differentiate multiple product strengths?
Is the corporate logo larger than 1/3 container fabel? (No regulation - see ASHP guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oraf Solution vs Concen(ra(e, .
Warmning Statements that might be in red for the NDA) S

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels ang labeling? Is “Jointly ‘[ - -~ | - X
Manufactured by:..", statement needed? . . : )

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

Does the product contain alcohol? - If 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 alcohol in neonates)?

Is there a discrepancy in inactives b 1 DESCRIPTION and the composition statement? . .
Has the term “other ingredients" been used fo protect a trade secret? If so, is claim supported?.
USP Issues: (FTR: List USPINDA/ANDA dispensingistorage recommendations)

Do container recommendalions fail to meet or exceed USF/NDA recommendations? If 0, are the recommendations
supported and is the difference acceptable? ’

BECAUSE Of proposed packaging corfiguralion of Tor any othor reason, does TS ‘apphcant meet Tail o meet allof The
unprotected conditions of use of referenced by the RLD? i

Does USP have labeling recommendations? If any, does ANDA meet them?
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?- .

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

~Bioequivalence Issues: (Compare bicequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable) B .

Insert labeling referencés a food effect or a no-effect? If so, was a food study done? L - - i
Has CLINICAL PHARMACOLOGY been modified? If so, briefiy detail where/why. . N : ] - X

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

NOTES/QUESTIONS TO THE CHEMIST:

In the CLINICAL PHARMACOLOGY/Microbiology section the firmi indicatés that, “Mupirocin is an
-antibacterial agent produced by fermentation using the organism Pseudomonas fluorescens”. -

Is this information accurate for this ANDA_?

Yes, Mupifocin is an antibacterial agent produced by fermentation usihg thehorgahis_h]‘Pseudbimonas"j :
fluorescens. This is an accurate statement. : L B T N
" Scott ’ C




FOR THE RECORD' [Portions from previous reviewer].

1. Review based on the labeling of Bactroban® Qintment (NDA 50-591/SE8- 022) approved 4/22/99 in draft;.
issued 5/99).
2. Storage Conditions:

NDA — Store at controlled room temperature 20° to 25° C (68° to 77°F). - ’
ANDA - Store at controlled room temperature between 15° and 30°C (59° and 86°F)(see USP)
USP — Preserve in collapsible tubes or in well-closed containers

3. Product Line:

The innovator markets their product in 1 gram Single Unit Packages of 50 and 15 gram and 30 gram tubes. B

The applicant proposes to market their product in 15 gram-and 30 gram tubes
4. Teva is the manufacturer.

5. Inactive Ingredients: '
-The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be -

consistent with the listing of inactive |ngred|ents found in the statement of components and composrtlon -
appearing on page 60 (Volume 1.1).

6. This is a first generic.

Date of Review: = 09/30/02 Date of Submission: 8/23/02

Primary Reviewer: Michelle Dillahunt MWcM Date‘: ,-O/,/()’],

Team Leader: Lillie Golson MK Je o _ 7 Date: /D///“/

cc: ANDA: 65-085 -
'"DUP/DIVISION FILE
HFD-613/MDillahuntl/LGolson (no, cc)
Vv \FlRMSNZ\TEVA\LTRS&REV\65085ap X doc
Revrew

APPEARS THIS way
ON ORIGINAL




SUPERSEDES APPROVAL SUMMARY FOR SUBMISSION DATED AUGUST 23 2002
: APPROVAL SUMMARY .
: - REVIEW OF PROFESSIONAL LABELING
_ R DIVISION OF LABELING AND PROGRAM SUPPORT
' ‘ LABELING REVIEW BRANCH

ANDA Number: 65-085

Date of Submission: - April 14, 2003 * o
"Applicant's Name: TEVA Pnarmaceuticals USA _‘f

Established Name:‘ Mupirocin Ointment USP 2% |

APPROVAL SUMMARY (List the package size, strength(s) and date of submlssmn for approval)
Do you have 12 Final Prlnted Labels and Labellng'7 Yes : - :

‘ Contalner Labels 15 gram, 22 gram and 30 gram .

Satlsfactory in FPL as of the August 23 2002 subm:ss:on [Vol 4 1, Attachment 6] 15 gram and
30 gram :

Satisfactory i in FPL as of the Apnl 1 4 2003 subm:ss:on [VoI 5 1, Attachment 7] 22 gram

Carton Labeling: 1x15 gram 1x22 gram and 1x30 gram

Satisfactory in FPL as of the August 23 2002 subm/ssmn [Vol 4 1 Attachment 6]— 1 5 gram and'- :
30 gram

Satlsfactory in FPL as of the Apl’l/ 14 2003 subm:ss:on [VoI 5 1, Attachment 7] '22‘ gram

Professmnal Package Insert Labeling: . ‘ '
Sat/sfactory in FPL as of the Apl’l/ 14 2003 subm:ss:on [VoI 5. 1 Attachment 7 Rev D 4/2003]

Revisions- needed post-approval: Lo T

GENERAL: Revise your storage temperature on your contalner Iabels and |nsert labehng t
’ “Store at 20-25° C (68 - 77° F) , :

[see USP Controlled Room Temperature] ' ‘ ' wo

The firm has submitted a commitment to revise the labeling storage condltlons as stated above at S

time of next printing. (see correspondence dated 6/1 7/03)

BASIS OF APPROVAL.: .
Patent Data — NDA 50-591- .~ ,' , L T Sl
‘ Patent No. - | "Patent Expiration | Use Code | - - __ Description "~~~ " | HowFiled : : | Labeling Impact )
- None - None - .| - None | Thereareno unexpired patents for this - “ - NIA- Tl E T None

product in the Orange Book Database.

Exclusmty Data— NDA 50-591

Code , Reference : | Expiration . Labeling Impact | * -
None - There is no unexpired exclusivity for this product in the Orange Book Database ~NA - None -

Was this approval based upon a petition? No

What is the RLD on the 356(h) form:" Bactroban® Olntment

NDA Number: 50-591

NDA Drug Name: Bactroban® (mupirocin 2%) Olntment

NDA Firm: SmithKline Beecham . '

Date of Approval of NDA Insert and supplement #: 4/22/99 (SE8 022)
Has this been verified by the MIS system for the NDA? Yes

- Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side- -by-sides

Basis of Approval for the Carton Labeling: side- by-S|des
Other Comments ‘




REVIEW OF PROFESSIONAL LABELING CHECK LIST ’
Established Name
Different name than on acceptance to file letter?
Is this product a'USP item? If so, USP supplement in which verifi catlon was assured. USP 26 -
Is this name different than that used in the Orange Book?

Error Prevention Analysis
Has the ﬁrm proposed a proprietary name? No . T . C

Packaging

Is this a new packaging confi guration never been approved by-an ANDA or NDA? If yes, describe in FTR. " -

Is this package srze mnsmatched WIth the recommended dosage? If yes the Pmson Preventuon Act may requnre a.
CRC.- g . :

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

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sectuons and the packaglng
configuration?

T

Is the strength and/or concentration of the product unsupported by the |nsert Iabehng’7 ’
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? NO Issues for FTR: Innovator individually cartoned? YES nght sensmve product
which might require cartoning? NO Must the package insert accompany the product? -YES - -

Are there any other safety concerns? ‘

Labeling

Is the name of the drug unclear in print or Iacklng in prommence? (Name should be the most promlnent |nformat|on
on the label). . -

Has applicant failed to clearly differentiate multiple product strengths? .
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Soluhon vs Concentrate )
Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely |nconsrstent between labels and Iabehng? Is "Jomtly
Manufactured by...", statement needed? .

Inactive Ingrédients: (FTR: List page # in application where. inactives are listed) ‘
Does the product contain alcohol? If 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 alcohol in neonates)? .
Is there a discrepancy in inactives between DESCRIPTION and the composition statement?. v
Has the term "other ingredients" been used to protect a trade secret? If so, is claim supported?

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

Do container recommendations fail to meet or exceed USP/NDA recommendatlons'> If so, are the recommendatlons .
supported and is the difference acceptable? .

Because of proposed packaging configuration or for an ofher reason, does this apphcant meet fall 1o meet all of the
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them?
"Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, uspP mformatron should be
“used. However, only include solvents appearing in innovator labeling. . .- - o

Bloequwalence Issues: (Compare bloequwalency values insert to study. Lrst Cmax Tmax T 1/2 and date
study acceptable)

K}

Insert labeling references a food effect or a no-effect? If so, was a food study done?
Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. .

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification | "
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc..or:if none, please state. -

NOTES/QUESTIONS TO THE CHEMIST

In the CLINICAL PHARMACOLOGY/MlcrobroIogy sectron the f|rm |nd|cates that “Muplrocm is an_
antibacterial agent produced by fermentation usmg the orgamsm Pseudomonas ﬂuorescens” P

Is this information accurate for thls ANDA?

Yes, Mupirocin is an antlbacterlal agent produced by fermentatlon usmg the orgamsm Pseudomonas‘ '
fluorescens. This is an accurate statement. . o
Scott '




FOR THE RECORD: [Portions from previous reviewer].

1. Review based on the labeling of Bactroban® Olntment (NDA 50 591/SE8 022) approved 4/22/99 in draft -~
issued 5/99). - :

2. Storage Conditions: _
NDA - Store at controlled room temperature 20° to 25° C (68° to 77°F) S
ANDA — Store at controlied room temperature between 15°.and 30°C (59° and 86 F)(see USP)
USP - Preserve in collapsible tubes or in well-ciosed containers ‘ L
The firm provided a commitment to revise storage temperature to: 20 to 25 c (68° to 77°F) [see =
uUsP Controlled Room Temperature] .

w

Product Line: o L T R AR
The innovator markets their product i in 1 gram Single Unit Packages of 50 and 15 gram'and 30 gram tubes..
- The applicant proposes to market thelr product in 15 gram 22 gram and 30 gram tubes ' '
4. Teva submitted an amendment on, Apnl 14 2003 to add a 22 gram package srze '
5. ~ Tevais the manufacturer B N
6. Inactive lngredlents - R . REER R
The listing of inactive rngred|ents in the DESCRIPTION sectlon of the package |nsert appears to be
. consistent with the listing of inactive ingredients found in the statement of components and composrtron'
appearing on page 60 (Volume 9. .
7. This is a first generic. ' ‘
vDate of Review: 6/23/03 ) : . . : o R Date of Submrsswn 4/14/0 '

Primary Reviewer:»MichelleﬂESit:I}a&h/l&nz ' 11'4/ _ o ﬁ: Date: b/g,tf/()}

_Team Leader: Lillie Golsor

cc: ANDA: 65-085
DUP/DIVISION FILE
HFD-613/MDillahuntl/LGolson (no cc) P
V: \FIRMSNZ\TEVA\LTRS&REV\65085ap2 L. doc %
Review , AP

RPPEARS THIS WAY
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- ANDA APPROVAL SUMMARY
ANDA: 65-085

DRUG PRODUCT: Mupirocin Ointment USP

4
FIRM: TEVA Pharmaceuticals USA

DOSAGE FORM: Ointment

POTENCY: 2%

CGMP STATEMENT/EER UPDATE STATUS: Signed cGMP certification was

provided on p. 2575 of the original submission. EER was found
acceptable on 6/18/01.

BIO STUDY: The Bio Study was found acceptable by the Medical

Officer on 01-MAR-2002. The Biostatistical consult was found
acceptable on 1/7/03. ’

METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS
FIRM'S): The drug substance and drug product are both USP. The
firm is using the USP testing methods with the following
exception: they are using a
" assay method for the non-compendial test of Related

Compounds and Impurities. Appropriate validation data were
provided. '

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?): Containers used in the stability studies

were identical to those described in the container section. An
‘18-month expiration date has been established for this strength

of drug product. See Stability Section of Review for a thorough
- explanation of this truncated expiry. ’

LABELING: Labeling was approved on 6/24/03.
STERILIZATION VALIDATION (IF APPLICABLE) : N/A

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): The exhibit batch
records were included for lot #0984-034 for a batch size of
<— of drug product. Master batch records were provided for the
projected market batch size of of drug product. The
manufacturing process described in the executed batch records is
the same as that provided in the master batch records. The firm
proposed addition of a new package size of 22 grams in the
4/14/03 amendment. In addition to this new packaging size added




in that amendment,; the firm also proposes a scale-up to -
from the original batch size of In support of these .
changes, the firm provided copies of executed batch records (lot
#1454-066) in Attachment 2 of the 4/14/03 submission. This ,
batch was packaged into 15 gram, 22 gram, and 30 gram tubes. A
proposed commercial product batch record was provided in
Attachment 6 of the 4/14/03 submission. The -—— drug substance
was obtained from

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?): See above

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
- BIO/STABILITY?): See Above. '

ral'zh?’)
CHEMIST: SCOTT FURNESS DATE: 9/15/03
SUPERVISOR: RICHARD ADAMS DATE: o . plewn 4 (3fe3
LPPEARS THIS WAY

ON ORIGINAL



10.

12.

CHEMISTRY REVIEW NO. 1

ANDA # 65-085

NAME AND ADDRESS OF APPLICANT
TEVA Pharmaceuticals USA
Agent: Vincent Andolina

1090 Horsham Road .

P.O. Box 1090

North Wales, PA 19454

LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Bactroban® Ointment by
Smithkline Beecham approved in NDA #50-591. The firm filed
a patent certification exemption statement indicating that
the RLD is subject to the exception provision of section
125 (d) (2) of Title 1 of FDAMA. As such, certification to
the listed patents is not required. (p. 9). No
exclusivities noted (p. 10). The proposed drug product
contains the same active ingredient and has the same
strength, dosage form, route of administration, indication,
and usage as the reference listed drug. ‘

SUPPLEMENT (s)
N/A

- PROPRIETARY NAME

N/A

NONPROPRIETARY NAME

‘Mupirocin Ointment USP, 2%

SUPPLEMENT (s) PROVIDE(s) FOR:
N/A '

AMENDMENTS AND OTHER DATES:

Firm Original Submission: - 11-JAN-2001
Telephone Amendment: , 13-FEB-2001
FDA Acceptable for Filing: 21-FEB-2001
PHARMACOLOGICAL CATEGORY - 11. Rx or OTC
Antibacterial Rx

RELATED IND/NDA/DMF (s)

DMF T * 8 . , S




13.

14.

15.

16.

17.

18.

19.

DMF ———

DOSAGE FORM
Ointment

POTENCY
2%

OH

CHEMICAL NAME AND STRUCTURE
HO N CO,H
- Y\”/ (CHz)B/
FBC\T//\\<<T\\N” O O :
O
OH

Chemical Name: (E)-(2S,3R,4R,5S)-5-[(2S,3S,4S5,58)-2,3-
Epoxy-5-hydroxy-4-methylhexyl]tetrahydro-3, 4~dihydroxy-b-
methyl-2H-pyran-2~-crotonic acid, ester with 9-

hydroxynonanoic acid [12650-69-0]
Molecular Weight: 500.62

RECORDS AND REPORTS
N/A

COMMENTS

This first cycle submission contains minor deficiencies
with respect to CMC. The Bioequivalency Studies, Labeling
studies and EER remain pending. Methods validation will
not be necessary since both the drug substance and drug
product are compendial.

CONCLUSTONS AND RECOMMENDATIONS
Not-Approvable (MINOR)

REVIEWER: ] DATE COMPLETED:
M. Scott Furness 4/17/01
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2. ANDA # 65-085

3. NAME AND ADDRESS OF APPLICANT
TEVA Pharmaceuticals USA
Agent: Vincent Andolina
1090 Horsham Road
P.O. Box 1090
North Wales, PA 19454

4. LEGAL BASIS FOR SUBMISSION
Reference Listed drug product: Bactroban® Ointment by
Smithkline Beecham approved in NDA #50-591. The firm filed
a patent certification exemption statement indicating that
the RLD is subject to the exception provision of section
125 (d) (2) of Title 1 of FDAMA. As such, certification to
the listed patents is not required. (p. 9). No )
exclusivities noted (p. 10). The proposed drug product
contains the same active ingredient and has the same
strength, dosage form, route of administration, indication,
and usage as the reference listed drug.

5. SUPPLEMENT (s)
N/A

6. PROPRIETARY NAME
N/A

7. NONPROPRIETARY NAME

Mupirocin Ointment USP, 2%

8. SUPPLEMENT (s). PROVIDE (s) FOR:
N/A
9. AMENDMENTS AND OTHER DATES:
Firm Original Submission: 11-JAN-2001
Telephone Amendment: 13-FEB-2001
CMC/Labeling Amendment: 25-0CT-2001
FDA Acceptable for Filing: 21-FEB-2001
Labeling Deficiency: 18~APR-2001
10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Antibacterial Rx



12.

13.

14.

15.

16.

17.

18.

18.

RELATED IND/NDA/DMF (s)

DMF I e e b o At
DMF e -

DOSAGE FORM
Ointment ,

POTENCY
2%

CHEMICAL NAME AND STRUCTURE

OH

Chemical Name: (E)—(28,3R,4R,5S)—5-[(28,38,48,58)—2,3—
Epoxy—5—hydroxy—4—methylhexyl]tetrahydro—3,4—dihydroxy—b—
methyl-2H-pyran-2-crotonic acid, ester with 9-
hydroxynonanoic acid [12650-69-0]

Molecular Weight: 500.62

RECORDS AND REPORTS
N/A

COMMENTS

This second cycle submission contains minor deficiencies
with respect to CMC. The Biocequivalency Studies remain
pending. Labeling remains deficient. EER was found
acceptable on 6/18/01. Methods validation will not be

necessary since both the drug substance and drug product:
are compendial.

CONCLUSIONS AND RECOMMENDATIONS
Not-Approvable (MINOR)

REVIEWER: DATE COMPLETED:
M. Scott Furness 12/11/01
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CHEMISTRY REVIEW NO. 3
ANDA # 65-085

NAME AND ADDRESS OF APPI.ICANT
TEVA Pharmaceuticals USA
Agent: Vincent Andolina

1090 Horsham Road

P.O. Box 1090

North Wales, PA 19454

LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Bactroban® Ointment by
Smithkline Beecham approved in NDA #50-591. The firm filed
a patent certification exemption statement indicating that
the RLD is subject to the exception provision of section
125 (d) (2) of Title 1 of FDAMA. As such, certification to
the listed patents is not required. (p. 9). No
exclusivities noted (p. 10). The proposed drug product
contains the same active ingredient and has the same
strength, dosage form, route of administration, indication,
and usage as the reference listed drug.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME
Mupirocin Ointment USP, 2%

SUPPLEMENT (g) PROVIDE(s) FOR:
N/A '

AMENDMENTS AND OTHER DATES:

Firm Original Submission: 11-JAN-2001
Telephone Amendment: 13-FEB-2001
CMC/Labeling Amendment : 25-0CT-2001
Bioequivalency Amendment: 21-JAN-2002
CMC Amendmernt : 15-APR-2002

FDA Acceptable for Filing: 21-FEB-2001
Labeling Deficiency #1: / 18-APR-2001
CMC Deficiency #1: 26-APR-2001
Medical Officer Deficiency: 26-NOV-2001
Bicequivalency Deficiency: 05-DEC-2001
Labeling Deficiency #2: 18-DEC-2001

CMC Deficiency #2: 14-JAN-2002



10.

12.

13.

14.

15.

1l6.

17.

18.

19.

Medical Officer Acceptance: 0I-MAR-2002

PHARMACOIL.OGICAL CATEGORY 11. Rx or OTC
Antibacterial Rx

RELATED IND/NDA/DMF (s)
DMF, ————
DMF < -

DOSAGE FORM
Ointment

POTENCY
2%

CHEMICAL NAME AND STRUCTURE

HO
Hch:\<‘\‘\‘\..
O
OH
Chemical Name: (E)-(2S,3R,4R,5S)-5-[(2S,38,4S,58)-2,3-

Epoxy-5-hydroxy-4-methylhexyl] tetrahydro-3,4- dlhydroxy b-
methyl-2H-pyran-2-crotonic acid, ester with 9-
hydroxynonanoic acid [12650-69-0]

Molecular Weight: 500.62

RECORDS AND REPORTS
N/A

COMMENTS

This third cycle submission contains minor deficiencies
with respect to CMC. The Bioequivalency Studies remain
pending. Labeling remains deficient. EER was found
acceptable on 6/18/01. Methods validation will not be

necessary since both the drug substance and drug product
are compendial.

CONCLUSIONS AND RECOMMENDATIONS
Not -Approvable (MINOR)

REVIEWER : _ DATE COMPLETED:
M. Scott Furness ' 7/26/02
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CHEMISTRY

REVIEW NO. 4

ANDA # 65-

085

NAME AND ADDRESS OF APPLICANT

TEVA Pharmaceuticals USA
Agent: Vincent Andolina
1090 Horsham Road

P.0O. Box 1090

North Wales, PA 19454

LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Bactroban® Ointment by
Smithkline Beecham approved in NDA #50-591. The firm filed
a patent certification exemption statement indicating that
the RLD is subject to the exception provision of section
125 (d) (2) of Title 1 of FDAMA. As such, certification to
the listed patents is not required. (p. 9). No : -
exclusivities noted (p. 10). The proposed drug product
contains the same active ingredient and has the same
strengtli, dosage form, route of administration, indication,
and usage as the reference listed drug.

SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A N/A

NONPROPRIETARY NAME
Mupirocin Ointment USP, 2%

SUPPLEMENT (s) PROVIDE (s) FOR:
N/A '

AMENDMENTS AND OTHER DATES:

Firm Original Submission: 11-JAN-2001

FDA

Telephone Amendment:
CMC/Labeling Amendment:

13-FEB-2001

25-0CT~-2001

Bioequivalency Amendment: 21-JAN-2002
CMC Amendment: 15-APR-2002
CMC Amendment: 23-AUG-2002

Acceptable for Filing:
Labeling Deficiency #1:
CMC Deficiency #1:

Medical Officer Deficiency:

Bioequivalency Deficiency:
Labeling Deficiency #2:

21-FEB-2001

18-APR-2001
26-APR-2001
26-NOV-2001
05-DEC~2001
18-DEC-2001



10.

12.

13.

14.

15.

16.

17.

CMC Deficiency #2: 14-JAN-2002
CMC Deficiency #3: 01-AUG-2002
Labeling Deficiency #3: 01-AUG-2002
Medical Officer Acceptance: 01-MAR-2002
Biostatistical Acceptance: 07-JAN-2003

Labeling Acceptance:

PHARMACOLOGICAL CATEGORY 11.

Antibacterial

RELATED IND/NDA/DMF (s)

01-0CT-2002

Rx or OTC

Rx

DI Jopm—— - SR

DMF  cormosinen

- DOSAGE FORM

Ointment

POTENCY
2%

CHEMICAL NAME AND STRUCTURE

OH

HO

Hsc\T//\\<iT\\w”
O

OH

Chemical Name: (B)-(2S,3R,4R,5S)-5-[(2S,3S,4S,58)-2, 3-
Epoxy—5—hydroxy—4—methylhexyl]tetrahydro—B,4—dihydroxy—b—

methyl-2H-pyran-2-crotonic acid, ester with 9-

hydroxynonanoic acid [12650-69-0]
Molecular Weight: 500.62

RECORDS AND REPORTS
N/A

COMMENTS

This fourth cycle submission successfully addressed all
deficiencies with respect to CMC. The Bioequivalency
Studies, Labeling, and EER were found acceptable. Methods
validation will not be necessary since both the drug
substance and drug product are compendial.



18.

19.

CONCLUSIONS AND RECOMMENDATIONS
Approval is recommended.

REVIEWER: ' DATE COMPLETED:
M. Scott Furness 9/4/02
APPEARS THIS WAY

ON ORIGINAL
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-CHEMISTRY REVIEW NO. 5

ANDA # 65-085

NAME AND ADDRESS OF APPLICANT
"TEVA Pharmaceuticals USA
Agent: Vincent Andolina

1090 Horsham Road
P.O. Box 1090
North Wales, PA

19454

‘LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Bactroban® Ointment by
Smithkline Beecham approved in-NDA #50-591. The firm filed
a patent certification exemption statement indicating that
the RLD is subject to the exception provision of section
125 (d) (2) of Title 1 of FDAMA.- As such, certification to
the listed patents is not required. (p. 9). No

exclusivities noted (p. 10). The proposed drug product
contains the same active ingredient and has the same
strength, dosage form, route of administration, indication,
and usage as the reference.listed drug.
SUPPLEMENT (s) : 6. PROPRIETARY NAME
N/A . N/A N
NONPROPRIETARY NAME
Mupirocin Ointment USP, 2%
SUPPLEMENT (s) PROVIDE (s) FOR:
N/A : '
AMENDMENTS AND OTHER DATES:
Firm Original Submission: 11-JAN-2001
- Telephone Amendment: 13-FEB-2001
CMC/Labeling Amendment: 25-0CT-2001
Bioequivalency Amendment: 21-JAN-2002
CMC Amendment: 15-APR-2002
CMC Amendment: 23-AUG-2002

Unsolicited Amendment:

14-APR-2003

FDA Acceptable for Filing: 21-FEB-2001
Labeling Deficiency #1: 18-APR-2001
CMC Deficiency #1: 26-APR-2001
Medical Officer Deficiency: 26-NOV-2001
Bioequivalency Deficiency: 05-DEC-2001



Labeling Deficiency #2: 18-DEC-2001

CMC Deficiency #2: . 14-JAN-2002
CMC Deficiency #3: 01-AUG-2002
Labeling Deficiency #3: 01-AUG-2002
Medical Officer Acceptance: 01-MAR-2002
Biostatistical Acceptance: 07-JAN-2003
Labeling Acceptance: 14-APR-2003
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibacterial ‘ Rx

RELATED IND/NDA/DMF (s)
DMF E . e e

DMF ——

DOSAGE FORM
Ointment

POTENCY
2%

-OH

CHEMICAL NAME AND STRUCTURE
HO W (ONG COH
o e
H3CM\\\\“ O O ’ )
O

: OH .
Chemical Name: (E)-(2S,3R,4R,5S8)-5-[(2S,35,4S,58)-2,3-
Epoxy-5-hydroxy-4-methylhexyl] tetrahydro-3,4-dihydroxy-b-
methyl-2H-pyran-2-crotonic acid, ester with 9-
hydroxynonanoic acid [12650<69-0] -
Molecular Weight: 500.62

RECORDS AND REPORTS
N/A

COMMENTS

Although the fourth cycle CMC submission had successfully
addressed all deficiencies with respect to CMC, the firm
submitted an unsolicited amendment on 4/14/03 for addition
of a new 22 gram packaging size. Although the requisite
data provided by the applicant to justify that addition is
acceptable, the drug substance DMF has been found ‘

2



18.

19.

inadequate. "The Bioequivalency Studies, Lébeling, and EER
were found acceptable. Methods validation will not be
necessary since both the drug substance and drug product
are compendial.

CONCLUSIONS AND RECOMMENDATIONS
Not -Approvable (MINOR)

REVIEWER: DATE COMPLETED:
M. Scott Furness 7/29/03

APPEARS THIS WAY
ON ORIGINAL
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CHEMISTRY REVIEW NO. 6

ANDA # 65-085

NAME AND ADDRESS OF APPLICANT
TEVA Pharmqpeuticals USA
Agent: Vincent Andolina

1090 Horsham Road

P.O. Box 1090
North Wales,

PA 19454

LEGAL BASIS FOR SUBMISSION

Reference Listed drug product: Bactroban® Ointment by
Smithkline Beecham approved in NDA #50-591. The firm filed
a patent certification exemption statement indicating that
the RLD is subject to the exception provision of section
125 (d) (2) of Title 1 of FDAMA. As such, certification to
the listed patents is not required. (p. 9). No
exclusivities noted (p. 10). The proposed drug product
contains the same active ingredient and has the same

CMC Amendment:

strength, dosage form, route of administration, indication,
and usage as the reference listed drug.

SUPPLEMENT (s) 6. PROPRIETARY NAME

N/A N/A

NONPROPRIETARY NAME

Mupirocin Ointment USP, 2%

SUPPLEMENT (s) PROVIDE(S) FOR:

N/A

AMENDMENTS AND OTHER DATES:

Firm Original Submission: 11-JAN-2001
Telephone Amendment: 13-FEB-2001
CMC/Labeling Amendment: 25-0CT-2001
Bioequivalency Amendment: 21-JAN-2002
CMC Amendment: 15-APR-2002
CMC Amendment: 23-AUG-2002
Unsolicited Amendment: 14-APR-2003

13-AUG-2003 ~

FDA Acceptable for Filing: 21-FEB-2001
Labeling Deficiency #1: 18-APR-2001
CMC Deficiency: 26-APR-2001
-Medical Officer Deficiency: 26-NOV-2001



10.

12.

13.

14.

15.

16.

17.

Bidequivalency Deficiency: 05-DEC-2001

Labeling Deficiency #2: 18-DEC-2001
CMC Deficiency: ’ 14-JAN-2002
CMC Deficiency: 01-AUG-2002
Labeling Deficiency #3: ' 01-AUG-2002
Medical Officer Acceptance: 01-MAR-2002
Biostatistical Acceptance: - 07-JAN-2003
Labeling Acceptance: 14-APR-2003
CMC Deficiency: 05-AUG-2003
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Antibacterial ' Rx

RELATED IND/NDA/DMF (s)
DMF =~ ~—— — R N
DMF  Seomme

DOSAGE FORM
Ointment

POTENCY

2%

OH

HO

CHEMICAL NAME AND STRUCTURE
K\ . O . CO H
- HC A w0 ' o
<
OH

Chemical Name: (E)-(2S,3R,4R,58)-5-[(28,38,4S,55) -2

13_

Epoxy—S-hydroxy;4—methylhexyl]tetrahydrof3,4—dihydroxy—b—

methyl-2H-pyran-2-crotonic acid, ester with 9-
hydroxynonanoic acid [12650-69-0]
Molecular Weight: 500.62

RECORDS AND REPORTS
N/A

COMMENTS
This sixth cycle submission successfully addressed

all

deficiencies with respect to CMC. The Biocequivalency

Studies, Labeling, and EER were found acceptable.

Methods



18.

19.

validation will not be necessary since both the drug
substance and drug product are compendial.

CONCLUSIONS AND RECOMMENDATIONS

Approval is recommended.
/

REVIEWER: DATE COMPLETED:
M. Scott Furness ' 9/15/03
APPEARS THIS WAY

ON ORIGINAL



Redacted 9
Page(s) of trade
secret and /or
confidential
commercial

information



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

65-085

BIOEQUIVALENCE
REVIEW(S)



= | ol e

— | o Mok

| DEC -5 2001
BIOEQUIVALENCY DEFICIENCIES

ANDA: # 65-085 v APPLICANT:‘TEVA Pharmaceuticals USA
DRUG PRODUCT: Mupirocin Ointment USP, 2%

. The Division of Bioequivalence has completed its review of your
submission(s) ackhowledged on the cover sheet. The following
deficiencies have been identified: ' :

1. You have not provided specific details regarding how
the independent audit of the tubes with packaging
problems was carried out.

2. All patients who received study medication prior to
correction of the packaging problem that led to
potential unblinding (i.e., July 1, 2000) should be
excluded from the study analysis. Please reanalyze the
data excluding these patients and submit the reanalysis
to the Agency.

Sincerely yours,

Dale P. Conner, Pharm.D.

Director, Division of Bioequivalence
Office of Generic Drugs.

Center for Drug Evaluation and Research
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Administrative Offices:
TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090

Vincent Andolina, RAC
Director, Regulatory Affairs

Liquids, Semisolids and Specialty Projects
North Wales, PA 19454-1090

Phone: (215) 591 8642
FAX: (215) 591 8812

August 13, 2003

Gary Buehler, Director

Office of Generic Drugs ‘
Food and Drug Administration R

Document Control Room ﬂ\m
Metro Park North IT e s

7500 Standish Place, Room 150 i-CEIVED
Rockville, MD 20855-2773 AUG 1 4 2003

ANDA #65-085 | OGD/CDER
MUPIROCIN OINTMENT USP, 2% |
NEW CORRESPONDENCE

Dear Mr. Buehler:

Teva Pharmaceuticals USA submits herewith information to the above-referenced ANDA in

response to a letter from the Office of Géneric Drugs dated August 5, 2003 (provided in

Attachment 1 for ease of review). The August 5, 2003 letter contains a single comment, namely
DMF for -was found deficient. '

——="=was issued a deficiency letter based on an update they submitted to their DMF in May

2003. Please note that ————— May 2003 submission contained no substantive changes, and as

- such, they have requested withdrawal of the submission. A copy of ——— August 8, 2003

request for withdrawal of the submission is enclosed in Attachment 2 for your reference.
As DMF  ~—-should require no further review at this time, we bel
deficiencies remaining for ANDA #65-085. Therefore, we look fo
application. Should you have any further questions or comments,
at (215) 591-8642 or via facsimile at (215) 591-8812.

ieve there are no outstanding
rward to final approval of this
please feel free to contact me

Sincerely,
VA/jbp
Enclosures
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Administrative Offices:
TEVA PHARMACEUTICALS USA

1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Vincent Andolina, RAC
Director, Regulatory Affairs
Liquids, Semisolids and Specialty Projects

Phone: (215) 591 8642 V4
FAX: (215) 591 8812

June 17, 2003

Gary Buehler, Director TELEPHONE AMENDMENT
Office of Generic Drugs

Food and Drug Administration y

Document Control Room NEW HRES P

Metro Park North II , ( !

7500 Standish Place, Room 150

Rockville, MD 20855-2773

ANDA #65-085
MUPIROCIN OINTMENT USP, 2%
TELEPHONE AMENDMENT- RESPONSE TO JUNE 13, 2003 REQUEST

Dear Mr. Buehler:

Teva Pharmaceuticals USA submits herewith a telephone amendment to the above-referenced
ANDA in response to a telephone request received on June 13, 2003 in a conversation between
Michelle Dillahunt of the Office of Generic Drugs and Philip Erickson, Director of Regulatory
Affairs at Teva. During this conversation Ms. Dillahunt requested a commitment for the revision
of the labeled storage condition for the packaged drug product to indicate storage between 20° -
25° C (68° and 77° F). Please note that this application was originally submitted on January 11,
2001 with our current labeled storage requirement of “ Store at controlled room temperature 15°
to 30°C (59° to 86°F) (see USP)”. The original application proposed packaging in 15 gram and
30 gram tubes and was amended on April 14, 2003 to propose a commercial package size of 22

gram tubes. The labeling proposed throughout this pending application has always contained our
stated range of 15°t0 30° C. - '

In the absence of any previous comment regarding the stated storage temperature, Teva has
manufactured and packaged —validation batches in preprinted tubes that contain reference to
~our original storage statement. The stability data provided in relation to all package sizes
contained in this application were deemed supportive of the labeled storage conditions.
Furthermore, the USP definition of controlled room temperature allows for excursions within the

temperature range stated by our labeling and appropriate reference to USP storage is provided
within the storage statement text. '

RECEIVED
JUN 1 8 2003
OGD / CDER



ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

MINOR AMENDMENT- RESPONSE TO JANUARY 14, 2002 REVIEW LETTER
Page 2 of 2 B

As the difference in storage statement does not pose an issue of product quality, Teva proposes
to initially market the ——validation batches of drug product with the original storage statement
proposed by this application. This proposal will avoid the unnecessary destruction of drug
product as 1t is not possible to repackage a semi-solid drug product, nor is it feasible to over label
the tubes. We hereby commit to immediately update the storage statement to the requested 20°
to 25°C (68° to 77°F) temperature range on all affected labeling for this product. The revised
labeling will be provided to this application as a post approval Special Supplement — Changes
Being Effected in 0 days. Teva further commits that all product manufactured from this point
forward will be packaged with the requested storage temperature statement. This proposal was

discussed and deemed acceptable by Mark Anderson of your office in a June 16, 2003 telephone
conversation.

It is our belief that the information provided herein represents a complete response to the request
set forth in the June 13, 2003 telephone request. We look forward to final approval of ANDA

65-085. Should you have any further questions or comments, please feel free to contact me at
(215) 591-8642 or via facsimile at (215) 591-8812.

Sincerely,
VA/rsv

Enclosures
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Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Vincent Andolina, RAC
Director, Regulatory Affairs
Liquids, Semisolids and Specialty Projects

Phone: (215) 591 8642 4
FAX: (215) 591 8812

April 14, 2003

Gary Buehler, Director UNSOLICITED AMENDMENT:
Office of Generic Drugs ADDITION OF 22 GRAM

Food and Drug Administration : PACKAGE SIZE

Document Control Room

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773 ORIG AMENDWENT

ANDA #65-085 M AC

MUPIROCIN OINTMENT USP, 2%
UNSOLICITED AMENDMENT- ADDITION OF 22 GRAM PACKAGE SIZE

Dear Mr. Buehler:

Teva Pharmaceuticals USA submits herewith an unsolicited amendment to the above-referenced ANDA
with the purpose of proposing a 22 gram package size for Mupirocin Ointment USP, 2%. Please note that
on July 22, 2002, Vincent Andolina of TEVA Pharmaceuticals USA discussed this change with Mark
Anderson of the Office of Generic Drugs who confirmed that use of the CBE-30 filing mechanism was
appropriate should this change be made post-approval. In light of the recent Citizen Petition filed by

GlaxoSmithKline requesting delay of approval of generic Mupirocin Ointment ANDAs, TEVA is
submitting this proposal prior to final approval of ANDA 65-085. '

"This proposal is being made as it has come to our attention that the innovator company has ceased

marketing 15 gram and 30 gram package sizes, and now only markets in a 22 gram package
configuration.

In addition to the new package size, the exhibit batch and the proposed commercial manufacturing
directions contained herein also contain a batch size scale-up t¢ s . from the original batch size of
~emeee In accord with SUPAC Guidance for Industry- Nonsterile Semisolid Dosage Forms, section
V.A.1, this change is a Level 1 change and as such would be a post-approval annual reportable change.
Please note the only equipment change made as a result of this scale change is the use of
s Spemﬁcally,

e S e

e N SR

RECEIVED
APR 15 2003
OGD / CueR
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ANDA #65-085

MUPIROCIN OINTMENT USP, 2%
AMENDMENT- ADDITION OF 22 GRAM PACKAGE SIZE

" Page2of2

In support of our proposal, please find enclosed the following documentation:

‘Attachment 1:

Attachment 2:

Attachment 3:

Attachment 4:

Attachment 5:

Attachment 6:

- Attachment 7:

A packaging component summary describing the 22 gram blind end tube and cap
is provided. Please note that this packaging component is manufactured by
-~ and is identical to the 15 and 30 gram tubes approved in ANDA 65-
085, with the exception of its dimensions as well as the resin used in manufacture
of the cap. In addition, please find a letter of DMF authorization from
e, echnical information and diagram of the component, a letter from
wemmsemnee=  Stating that the new Cap  ommszmmmrme=m== , has been used to package
other CDER-approved products, and TEVA’s packaging component specification
sheet. Further, please find a certificate of analysis and a certificate of compliance
for this component in Attachment 1.

An executed batch card is provided for Lot 1454-066 which was packaged in the
15 gram, 22 gram and 30 gram tubes. A packaging and disbursement summary
for this batch is also enclosed. Please note that our intent is to package future

batches in only the 22 gram configuration.

A summary of the lot numbers of raw materials used to manufacture Lot 1454-

066 are provided in addition to certificates of analysis (TEVA and supplier) for
these lots.

Finished product certificates of analysis are provided for Lot 1454-066 for the 15
gram, 22 gram and 30 gram package sizes.

Stability summary - reports for Lot 1454-066 stored under controlled room
temperature and accelerated conditions are provided. Please note that we

propose retention of the 18-month shelf life proposed in an August 23, 2002
minor amendment.

A proposed commercial product batch record updated to reflect the newly
proposed 22 gram package size is provided. Please note that TEVA intends to

market only the proposed 22 gram package, as this is the only size being
marketed by the innovator.

Twelve copies of final print container labels and carton labels for the 22 gram
package size are provided. Please note that these documents are identical to
those previously submitted for the 15 gram and 30 gram tubes other than fill size.
In addition, twelve copies of final print insert labeling are provided herein. The
only change made to this insert is the addition of the 22 gram package to the
“how supplied” section. Because it is TEVA’s intent to market only the 22 gram

package, the insert will be updated post-approval to reflect only the availability
of that size. '

Should you have any questions or comments regarding the information contained herein, please feel free
to contact me at (215) 591-8642 or via facsimile at (215) 591-8812.

Sincerely,

VA/jbp
Enclosures
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Administrative Offices: Vincent Andolina, RAC '
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs

1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects
North Wales, PA 19454-1090

Phone: (215) 591 8642
FAX: (215) 591 8812

Gﬁ!ﬁ MAENDRENT

November 21, 2002 N l %

Gary Buehler, Director BIOEQUIVALENCE AMENDMENT
Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

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

"ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

BIOEQUIVALENCE AMENDMENT- RESPONSE TO OCTOBER 24, 2002 TELEPHONE
REQUEST

Dear Mr. Buehler:

We submit herewith a bioequivalence amendment to the above-referenced pending ANDA in
response to a telephone request received from the Office of Generic Drugs, Division of Medical
Affairs on October 24, 2002 via conference call. Participants in the October 24, 2002 discussion
included Dr. Dena Hixon, Dr. Krista Scardina, Carol Kim and Dr. H. Li of OGD and Deborah
Jaskot, Paul Fackler, Vincent Andolina, David Kormamn, and Jill Pastore of TEVA
Pharmaceuticals USA. In addition to the call, Dr. Hixon forwarded the comments regarding our
application via facsimile, a copy of which is provided in Attachment 1 for reference.

Please note that a request was placed with Dr. Scardina to allow an extension of the deadline of
our response due to the fact that the statistician who originally did the analyses for this study
now works for a competitor and therefore can no longer assist us with this project. A new
statistician was contracted to perform the re-analyses requested in Dr. Hixon’s October 24, 2002

facsimile, so additional time was needed to allow that person to familiarize themselves with the
study and the work required.

Comments are addressed below in the order they were presented in the October 24, 2002
facsimile.

RECEIVED

NOV 2 2 2002
OGD / CDER



ANDA #65-085

MUPIROCIN OINTMENT USP, 2% :

BIOEQUIVALENCE AMENDMENT- RESPONSE TO OCTOBER 24, 2002 TELEPHONE REQUEST
Page 2 of 3

1.

A data set consisting of line listings for the 201 patients enrolled in the study on July 1,
2000 or later containing all the information for each patient as requested in comment #1
is provided on compact disc (hereafter “CD”) in Attachment 2.

A listing of all subjects excluded from the Per Protocol (hereafter “PP”) or Intent to Treat
(hereafter “ITT”) population with detailed explanations of the reason for exclusion is
provided on the CD in Attachment 2.

Regarding the different clinical responses between ClinResp and ClinRes2 for some
patients, please note that we have reviewed our previous submissions to identify the
cause of this possible discrepancy.

On April 9, 2002 a bioequivalence amendment was sent in response to a March 27, 2002
telephone request. This amendment included a CD that contained output listings and a
document file containing a description of each data set and an explanation of variables
used for the study. No data sets were sent with this amendment. On May 3, 2002, a
bioequivalence amendment was sent in response to an April 22, 2002 telephone request.
This amendment included a CD that contained the raw data set of clinical responses
(Clinresp).

To clarify, there are two data sets containing clinical responses, Clinresp and Clinres2.
Clinresp contains the raw data while Clinres2 is a derived data set. There were 625
records in the raw data set, Clinresp, and 692 records in the derived data set Clinres2. In
Clinres2, 67 records were added to the raw data set according to the nine rules of
assigning missing values for clinical response, as described in Section 15.0, page 113 of
the Clinical Study Report in the original ANDA. Forty-eight records of clinical response
were changed according to the nine rules for assigning clinical response in derived data
set Clinres2. There were a total of 38 patients (48 records) that had different clinical
responses on the raw data set versus the derived data set. We hope this clarifies the
situation, and apologize for any confusion our previous presentations may have caused.

Per your request, any patient with a clinical response of “unevaluable” has been excluded
from the PP population.

As requested, we have included the statistical analysis of the efficacy for the ITT
population, and note that both treatments resulted in a statistically significant difference
(p<0.05) from placebo. Thus, we believe the study was sufficiently sensitive to discern
differences between products. This information is provided on the CD in Attachment 2.
In addition, a print out of the overall results, including confidence intervals for the
primary endpoint (Visit 4), is provided in Attachment 3.

As requested, we have included the statistical analysis of equivalence for the PP
population. Please refer to the CD in Attachment 2.



ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

"BIOEQUIVALENCE AMENDMENT- RESPONSE TO OCTOBER 24, 2002 TELEPHONE REQUEST
Page 3 of 3

7. The revisions and/or clarifications requested to the list of rules used for assigning missing
values for clinical response have been made

8. All data noted agbove have been provided on CD in a SAS transport file. These data are
accompanied by a description of the content of each file, as well a document file

contamning a description of each data set and an explanation of the variables included in
each SAS data set.

We believe the information contained herein fully responds to the requests presented in the
facsimile from Dr. Hixon and as discussed during the conference call on October 24, 2002.

Should you have any further questions, please do not hesitate to contact me at (215) 591-8642 or
via facsimile at (215) 591-8812.

Sincerely,
VA/jbp
Enclosures

APPEARS THIS WAY
ON ORIGINAL
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Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

: L
I3 a ot
Phone: (215) 591 8642 o/ Z&éé‘ A ?/Q '{4)(6‘0 )./
FAX: {215) 591 8812 ) 0 . L‘ 7

August 23,2002

Vincent Andolina, RAC
Director, Regulatory Affairs
Liquids, Semiﬁo\lids and Specialty Projects

Gary Buehler, Director
Office of Generic Drugs
Food and Drug Administration

Vy
Document Control Room mmMENT

Metro Park North II o N ( AN
7500 Standish Place, Room 150 B :

MINOR AMENDMENT

Rockville, MD 20855-2773

ANDA #65-085

. MUPIROCIN OINTMENT USP, 2%

MINOR AMENDMENT- RESPONSE TO AUGUST 1, 2002 REVIEW LETTER

Dear Mr. Buehler:

Teva Pharmaceuticals USA submits herewith a minor amehdment to the above-referenced ANDA
in response to a review letter received from the Office of Generic Drugs dated August 1, 2002. A

copy of this review letter is provided in Attachment 1 for reference. Please note that comments are
addressed in the order presented by the Agency. ‘

1. ~— has responded to their deficiency letter for DMF — A copy of the cover letter
that accompanied their August 12, 2002 submission 1s provided in Attachment 2 for your
reference. ,

2. As requested, we have revised the Total Impurity specification for finished product release

to NMT ——, (from NMT ~and for stability to NMT —— (from NMT ™"
Please note that we also propose to reduce expiration dating from 24-months to 18-months.
These limits are based on controlled room temperature data obtained for our ANDA batch as
well as on an informal stability study that was conducted on innovator product. Please note
that we took steps to obtain innovator samples at or near expiry as suggested in the review
letter, however our wholesalers only had available lots that were manufactured recently.

Pledse note that this propésal was discussed in an August 13, 2002 conversation between M.
Scott Furness, Ph.D., of OGD and Jill Pastore, R.Ph. of Teva Pharmaceuticals USA in which
Dr. Furness indicated the above proposal would be found satisfactory by the Agency.

~
To ensure that future lots would meet the specifications noted above, we have also tightened

the following specifications: ————(drug substance, finished product rREEEIVED:-
month stability).  ~——— . (18-month stability) and Total Impurities (drug substance).

AUG 2 6 2002
QGD /CDER y

Y

F
o

A




ANDA #65-085

MUPIROCIN OINTMENT USP, 2%

MINOR AMENDMENT- RESPONSE TO AUGUST 1, 2002 REVIEW LETTER
The following tables provide a side by side comparison of the specifications presented in our
April 15, 2002 minor amendment versus those proposed herein. Those specifications that
have been revised are bolded for ease of review.

Drug Substance:
‘ : Specification Proposed in | Specification Proposed
Related Compound/Impurity Aprll 2002 Amendment Hereln
—— NMT -
[ E—— NMT o
T NMT  one
R — NMT e
S NMT ...
RRT= meme NMT ... NMT ' e
Any Unidentified Impurity NMT ==~ - NMT s
Total Unidentified Impurities NMT == NMT '
 Total Related Compounds/Impurities | = NMT =~ | © . NMT| e

Finished Product Release:

Release Specification

Finished Product Related Proposed in April 2002 Release Specification
Substance Amendment Proposed Hereln

| mm———i, NMT ) .

I NMT =~ , NMT “,
G — NMT - , NMT o )

! , NMT -~ NMT ==
—— NMT =, NMT oo

RRT= o= NMT ™~ NMT -

Largest Individual Unidentified NMT ( - o NMT ( = %4

Impurity

Total Unidentified Degradation NMT' . . NMT =%

Products and Impurities

Finished Product Stability:

Stability Specification 18-Month Stability
Proposed in April 2002 Specification Proposed
Amendment _ Herem

Finished Product Related
Substance _

|j Yo NMT oo NMT —

| R NMT ey NMT o

| sem— NMT e NMT e

RRT= -~ NMT — , NMT =~
Largest Individual Unidentified NMT(~ % NMT ( =
Impurity

Total Unidentified Degradation NMT  w . NMT  ——
Products and Impurltles

Total Impurities NMT =5 7 NMT: =& .




ANDA #65-085
MUPIROCIN OINTMENT USP, 2%
MINOR AMENDMENT- RESPONSE TO AUGUST 1, 2002 REVIEW LETTER

A revised Raw Material Procedures Manual containing the updated API specifications
proposed above is provided in Attachment 3. Please note that the lots of API used to

manufacture the pivotal batch (Rx 0984-034) provided in this ANDA comply with these
revised specifications.

~In Attachment 4, please find the revised Finished Product Procedures Manual containing

the updated release and stability specifications noted above. Please note that the pivotal
batch (Rx 0984-034) meets these revised release and stability specifications.

In Attachment 5, please find a revised Finished Product Stability Protocol, also updated in
accord with the above proposal.

Labeling Comments:

1.

Carton: The Information for Patient section as seen in the insert labeling has been added to
the carton labeling as suggested. However, the established name does not appear on each
panel due to space constraints. The name does appear on panels 1 and 3 as well as the end
flap (which is Teva’s format for other FDA-approved semi-solid products). Twelve copies

of final print carton labels for the 15 gram and 30 gram package sizes are provided in
Attachment 6. '

Insert: All suggested revisions have been made to the insert labeling with the exception of
the inclusion of the NDC numbers in the How Supplied section. Please note it is not our
format to include NDC numbers, which instead can be found on the tube labels and carton
labels. Please find twelve copies of final print insert labeling in Attachment 7.

Tubes: Please find in Attachment 8 twelve copies of final print tube labels for the 15 gram

and 30 gram tubes. These labels are identical in content to the draft labels provided in our
October 25, 2001 minor amendment.

It is our belief that the information provided herein represents a complete response to the comments
set forth in the review letter dated August 1, 2002. Should you have any further questions or
comments, please feel free to contact me at (215) 591-8642 or via facsimile at (215) 591-8812.

Sincerely,

Mo Qonclotind
VA/jbp

Enclosures
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Administrative Offices: Vipcent Andolina, RAC .
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs

1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects
North Wales, PA 19454-1090 :

Phone: (215) 591 3000 /
FAX: (215) 591 8600

May 3, 2002

Gary Buehler, Director BIOEQUIVALENCE AMENDMENT
Office of Generic Drugs

Food and Drug Administration

Document Control Room

Metro Park North II

7500 Standish Place, Room 150 i At et e st o
Rockville, MD 20855-2773 : (BTt AR TS MU A??

ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

BIOEQUIVALENCE AMENDMENT- RESPONSE TO APRIL 22, 2002 TELEPHONE
REQUEST

Dear Mr. Buehler:

We submit herewith a bioequivalence amendment to the above-referenced pending ANDA in
response to a telephone request received from Steve Mazzella of the Office of Generic Drugs,
Division of Bioequivalence in an April 22, 2002 conversation with Vincent Andolina of TEVA.
Specifically, Mr. Mazzella noted that the compact disc provided in TEVA’s April 9, 2002
amendment contains files that cannot be used for analyses. He requested data in either text or
SAS format accompanied by a decode file. A follow up call was held between TEVA and OGD
on April 29, 2002 to clarify Mr. Mazzella’s request. Present for that call were Deborah Jaskot,

Vincent Andolina and Li Luo of TEVA, and Dr. Lizzie Sanchez and Dr. H. Li of FDA’s
Division of Bioequivalence.

Please note that our biostatistics group has provided the following based on their understanding
of FDA’s request as discussed in the April 29, 2002 conference call:

e Summary from the biostatistics group of the information contained on the compact disc
(Attachment 1).

e Printout of the raw SAS data sets (Attachment 2).
e Printout of the format of the SAS data sets (Attachmeht 3).

o Copy of page 112 of the original ANDA which explains the reason for exclusion of
patients from the PP cohort (Attachment 4). ﬁECEWEﬁ

MAY 0 8 2002

OGDF@EER

e Compact disc containing the requested information (Attachment 5).




ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

BIOEQUIVALENCE AMENDMENT- RESPONSE TO April 22, 2002 TELEPHONE REQUEST
Page 2 of 2 - )

We believe the information contained herein fully responds to the Agency’s April 22, 2002
request as clarified in the April 29, 2002 teleconference call. Should you have any further

questions, please do no; hesitate to contact me at (215) 591-8642 or via facsimile at (215) 591-
8812.

Sincerely,
Nincet e

VA/jbp
Enclosures

APPEARS THIS WAY
~ ON ORIGINAL
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Administrative Offices: Vincent Andolina, RAC o
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090

Phone: (215) 591 3000 -/
FAX: (215) 591 8600

~ April 15, 2002

Gary Buehler, Director | | MINOR AMENDMENT
Office of Generic Drugs ’

Food and Drug Administration
Document Control Room |
Metro Park North II

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

ANDA #65-085
MUPIROCIN OINTMENT USP, 2% '
MINOR AMENDMENT- RESPONSE TO JANUARY 14, 2002 REVIEW LETTER

Dear Mr. Buehler:

Teva Pharmaceuticals USA “submits rherewith a minor amendment to the above-referenced
ANDA in response to a review letter received from the Office of Generic Drugs dated J anuary

14, 2002. A copy of this review letter is provided in Attachment 1 for reference. Please note
that comments are addressed in the order presented by the Agency.

1. Regarding tightening of the finished product stability specifications for _ =
Total Unidentified Degradation Products/Impurities and Total Impurities, please note that
we have reviewed all currently available data as well as data obtained for the original

- release of the active pharmaceutical ingredient (API) for this product. As aresult of these
reviews, we have revised several of our API release specifications in order to allow lower
impurity stability specifications for the finished product. Therefore, we have also revised
our finished product release and stability specifications. Please note that the stability
specification for === _was increased based on the increase seen at 24-months for
the pivotal batch (Rx 0984-034), as well as for the IND batch (Rx 0984-009) which was
submitted in a November 10, 1999 Investigational New Drug Application.

The following tables provide a side by side comparison of the specifications presented in
our October 25, 2001 minor amendment versus those proposed herein for the API and
finished product. Those specifications that have been revised are bolded for ease of

review. RECEVED
APR1 g 2002
OGD/ CDER



ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

MINOR AMENDMENT- RESPONSE TO JANUARY 14, 2002 REVIEW LETTER
Page 2 of 3

Drug Substance:
Specification Proposed in | Specification Proposed
Related Compound/Impurity October 2001 Amendment Herein
, NMT — NMT
! NMT — NMT -
NMT NMT —
NMT e NMT e
NMT - NMT
R — NMT o NMT -
RRT= oo NMT . NMT —.
Any Unidentified Impurity NMT ~ NMT  wnm
Total Unidentified Impurities N/A NMT o)
Total Related Compounds/Impurities NMT .~ NMT e
Finished Product Release:
' Release Specification
Finished Product Related Proposed in October 2001 | Release Specification
Substance Amendment Proposed Herein
— NMT  see NMT  —,
l_% NMT e NMT -,
| NMT — , NMT
e : NMT =, NMT -,
JEEE—— NMT =, NMT -~
e NMT -~ _NMT
RRT= NMT -~ , NMT =,
Largest Individual Unidentified NMT (== % NMT( . %
Impurity
Total Unidentified Degradation NMT ) NMT ™o
Products and Impurities
Total Impurities NMT = , NMT - o
Finished Product Stability:
Stability Specification
Finished Product Related Proposed in October 2001 | Stability Specification
Substance Amendment Proposed Herein
| —— : NMT — . NMT ‘e )
| Tm—— NMT -~ . NMT ~
l’ [SOE— NMT == . NMT ...»
' e NMT NMT -
R ——— NMT e NMT -
| T NMT .o NMT - >
RRT= s NMT o NMT =,
Largest Individual Unidentified ‘ NMT — 4 NMT =%
Impurity
Total Unidentified Degradation NMT e NMT _ »
Products and Impurities
Total Impurities NMT ™ 4% NMT -~ %




ANDA #65-085

MUPIROCIN OINTMENT USP, 2%

MINOR AMENDMENT- RESPONSE TO JANUARY 14, 2002 REVIEW LETTER

Page 3 of 3 -
A revised Raw Material Procedures Manual containing the updated API specifications
proposed above is provided in Attachment 2. Please note that the lots of API used to

manufacture the pivotal batch (Rx 0984-034) provided in this ANDA comply with these
revised specifications.

In Attachment 5, please find the revised Finished Product Procedures Manual containing
the updated release and stability specifications noted above. Please note that the pivotal
batch (Rx 0984-034) meets these revised release and stability specifications.

In Attachment 4, please find a revised Finished Product Stability Protocol, also updated
in accord with the above proposal. Updated stability reports for the pivotal batch Rx
0984-034 (long-term controlled room temperature as well as accelerated studies)
containing the revised specifications noted herein are provided in Attachment 5. In
addition, long-term controlled room temperature stability data are provided in
Attachment 5 for the IND batch Rx 0984-009 as discussed in response #1. Please note
that the stability reports for the IND batch reflect the specifications that were in place at

the time of testing of that batch, and therefore do not reflect the updated specifications
proposed herein.

2. Please note that we== has responded to the deficiency letter concerning their DMF

mos | fOr ewwwe. and a copy of the cover letter that accompamed the1r March 7
2002 response is prov1ded in Attachment 6 for your reference.

In addition, please note that in our minor amendment dated October 25, 2001, we added
— testing as an in-process test. Per a commitment made in that amendment, please
ﬁnd in Attachment 7 a revised master production batch record which includes instructions for
obtaining samples for testing of Tre—————  testing will be conducted

on all future commercial batches of this product accordlng to the test and spemﬁcatlon proposed
in the October 25, 2001 amendment.

It is our belief that the information provided herein represents a complete response to the
comments set forth in the review letter dated January 14, 2002. Should you have any further

questions or comments, please feel free to contact me at (215) 591-8642 or via facsimile at (215)
591-8812.

Sincerely,

N/WU?/}&* ﬂm&@f&vﬂ

VA/bp
Enclosures
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Administrative Offices:

TEVA PHARMACEUTICALS USA
1090 Horsham Road, PO Box 1090
North Wales, PA 19454-1090

Phone: (215) 591 3000 7
FAX: (215) 591 8600

ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

MINOR AMENDMENT - RESPONSE TO JANUARY 14, 2002 REVIEW LETTER

In accord with the 21 CFR 314.96(b), TEVA Pharmaceuticals USA hereby certifies that the field

copy is a true copy of the technical section of this submission and has been provided to the
Philadelphia District Office.

NW &wﬁf&m ' + /57’ 2007
Vincent Andolina, RAC

Director, Regulatory Affairs
Liquids, Semisolids and Specialty Projects

Date
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Administrative Offices: Vi.ncent Andolina, RAC .
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 : Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090

Phone: (215) 591 3000 - ./
FAX: (215) 591 8600

April 9, 2002

Gary Buehler, Director BIOEQUIVALENCE AMENDMENT
Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North I

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

ANDA #65-085

MUPIROCIN OINTMENT USP, 2%

BIOEQUIVALENCE AMENDMENT- RESPONSE TO MARCH 27, 2002 TELEPHONE
REQUEST

Dear Mr. Buehler:

We submit herewith a bioequivalence amendment to the above-referenced pending ANDA in
response to a telephone request received from Steve Mazzella of the Office of Generic Drugs,
Division of Bioequivalence in a March 27, 2002 conversation with Philip Erickson of TEVA.
Specifically, regarding the electronic information provided for the clinical study, Mr. Mazzella
requested confirmation of the inclusion of data under the entries listed within the index, as the
reviewer could not access the following information: 1) Skin infection rating scale and global
assessment for each patient visit, 2) Bacteriologic response for each patient per visit, 3) Reasons
for subject withdrawal, and 4) Reasons for subjects who were excluded from ITT, ITTM, and PP
populations. In addition, the reviewer requested explanations of the variables of each of the SAS

“ data sets and an SAS decode format for each SAS variable in the raw data sets.

In response, please find enclosed the following:

1. " In Attachment 1, please find a compact disc which contains the information noted above
in #1-4. These tables had been provided in the original ANDA in hard copy but were
inadvertently omitted electronically, therefore the enclosed CD has been provided to

include this information electronically. We apologize for any inconvenience this may
have caused.

RECEIVED

APR 1 0 2002
OGN / CHFR
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Specifically, the CD contains the following listings:
¢ (FDA) D: \SAS612.70MUPIROCIN\OUTPUT\LISTINGS\ LBATCH.LIST

e SAS LOG FIL'E FOR PROGRAM WHICH CREATED THE OUTPUT LISTINGS:
(FDA) D: \SAS612.70MUPIROCIN\OUTPUT\LISTINGS\ LBATCH.LOG

. Ekplanations of the variables of each of the SAS data sets and an SAS decode format
for each SAS variable: (FDA) D:\SAS612.700MUPIROCIN\DEFINE.DOC

2. In Attachment 2, please find an explanation of the variables for each of the SAS data
sets as well as a SAS decode format for each variable in the raw data sets. Please note
this information is also provided on the CD provided in Attachment 1 as noted above.

We believe the information contained herein fully responds to the requests made by Mr.
Mazzella on March 27, 2002. Should you have any further questions, please do not hesitate to
contact me at (215) 591-8642 or via facsimile at (215) 591-8812.

Sincerely,

it

VA/jbp
Enclosures

APPEARS THIS WAY
ON ORIGINAL
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Administrative Offices: Vi.ncent Andolina, RAC .
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090

Phone: (215) 591 3000
FAX: (215) 591 8600

ORIG AENDMENT BT

AR

January 21, 2002

Gary Buehler, Director

Office of Generic Drugs

Food and Drug Administration
Document Control Room
Metro Park North II

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

ANDA #65-085
MUPIROCIN OINTMENT USP, 2%

BIOEQUIVALENCE AMENDMENT- RESPONSE TO NOVEMBER 16 AND DECEMBER 5,
2001 REVIEW LETTERS '

Dear Mr. Buehler: .

We submit herewith a bioequivalence amendment to the above-referenced pending ANDA in
response to review letters dated November 16, 2001 and December 5, 2001 from the Office of

Generic Drugs, Division of Bioequivalence. Copies of the review letters are provided in
Attachment 1 for reference.

In response to the comments in the November 16, 2001 review letter regarding the methods,
criteria used to categorize samples and the range of issues considered in defining and
categorizing the samples, we would like to provide the following information:

TEVA’s placebo-controlled clinical study comparing our generic formulation of Mupirocin
Ointment USP, 2% to SmithKline Beecham’s Bactroban® Ointment, 2% began on April 28,
2000. Prior to the commencement of the study, all study medication was blinded by ————
- », the company contracted by TEVA to apply a black, opaque shrink wrap material
to all tubes in order to conceal the identity of the manufacturer of the product contained therein.
At the time of blinding, the shrink wrap was applied in error, such that the crimp ends of the
tubes were not covered by the shrink wrap. SmithKline’s product is packaged in tubes with a
black line which appears vertically on the crimp seal, while TEVA packaged product in tubes
whose crimp end had no marks. To resolve this error, a piece of silver, opaque, tamperproof tape
was applied to the crimped end of each tube to conceal the entire crimp. Product was then
shipped to clinical sites, and the trial commenced.




ANDA 65-085

Mupirocin Ointment USP, 2%
Bioequivalence Amendment
Page 2 of 2

During the first round of clinical site monitoring visits, it was discovered that some study
medication tubes were being returned by patients to the clinical sites with the silver, opaque
tamperproof tape not fully adhered to the tubes. Upon discovery of this issue, corrective
processes were immediately put in place at both the clinical packager and the investigative sites
to repair all remainingl medication that was dispensed after July 1, 2000. Further, a “Returned
Study Drug Processing Protocol” was promptly developed at TEVA for determination of the
potential that any of the involved parties had become unblinded. TEVA then contacted
to provide a non-biased assessment of the potential for unblinding of study physicians, study
staff, and/or patients. —~=—==weagreed to follow the “Returned Study Drug Processing Protocol”
for TEVA, and provided a report upon completion of their assessment. Please find the protocol
in Attachment 2, which provides the justification, procedure and definitions for addressing the
issue at hand (this protocol was also provided on pages 206-208 of the original ANDA).
~——_..__. Teport was provided to the Agency in a September 21, 2001 Telephone Amendment,
and is provided in Attachment 3 for ease of reference.

As a precaution, prior to ««-;.;_,.,ras/s/ei/ssment, the study sample size was increased from 300
patients to 350 patients to ensure enroliment of at least 200 patients who had a positive baseline
culture, who received at least one dose of study medication, and whose study medication tube
blinding was classified as “unlikely” to have been compromised.

Comments provided in the December 5, 2001 review letter are addressed below in the order they
were presented.

1. For specific details regarding the procedure used to carry out the indepéndent audit of the

tubes with packaging issues, please refer to the “Returned Study Drug Processing Protocol”
provided in Attachment 2.

2. Asrequested, the data were reanalyzed to include only those patients enrolled on or after July
1, 2000. These results demonstrate, as did the analyses provided in the original ANDA, that
TEVA’s Mupirocin Ointment USP, 2% is bioequivalent to SmithKline Beecham’s
Bactroban® Ointment, 2%. Please find a description and summary of this reanalysis in

‘Attachment 4. In addition, all data tables are provided in hard copy as well as on diskette in
Attachment 5.

We trust that the information provided herein fully responds to the Agency’s November 16 and
December 5, 2001 review letters. Should you have any further questions or concems, please feel
free to contact me by telephone at (215) 591-8642 or via facsimile at (215) 591-8812.

Sincerely,

Nt (nddie.

VA/ibp
Enclosures
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Administrative Offices: . - Vincent Andolina, RAC
TEVA PHARMACEUTICALS USA » Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects
North Wales, PA 19454-1090

. o/
Phone: (215) 591 3000
FAX: (215) 591 8600
October 25, 2001 QR‘G AMENDMEN?

N/am
Gary Buehler, Director MINOR AMENDMENT
Office of Generic Drugs
Food and Drug Administration ‘ :
Document Control Room e
z”yﬁ: C% fFuQ 2

Metro Park North II f@ e O @}25;;‘1;@_
7500 Standish Place, Room 150 IR ¢ \
Rockville, MD 20855-2773 ~ _ v
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MINOR AMENDMENT- RESPONSE TO APRIL 26, 2001 REVIEW LETTER" WL

Dear Mr. Buehler:

We submit herewith a minor amendment to the above-referenced pending ANDA for Mupirocin
Ointment USP, 2% in response to a review letter received from the Office of Generic Drugs dated
April 26, 2001. A copy of the review letter is provided in Attachment 1 for reference. Responses
are provided in the order in which comments were presented in the review letter.

A. Deficiencies

1. In response to your request, we note that the comparison of ANDA and production
formulae chart as provided on page 2610 in the original ANDA notes the theoretical
amount of ointment produced per the master and executed batch formulae (i.e. ~—=—

«wsyr. However, we have also updated the composition chart originally provided on
page 2491 to include the theoretical batch yield. Please find this revised chart as well
as page 2610 as originally submitted in the ANDA in Attachment 2.

2. Regarding the GC residual solvent test, please note that it is our practice to report
Limit of Detection only on limit tests. 1t is generally accepted that the Limit of
Quantitation is- -; greater than the Limit of Detection. In our validation report
(submitted in the original ANDA onpages 2754-2775), we listed the detection limits

for . . —— e -~ respectively.
* Consequently, the Limits of Quantitation are = == , ot
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e respectively. Please note that these figures are significantly lower
than the limits set in the spec1ﬁcat10n [ ot e pESPECtively).

3. Presently, there are no formally established time limits on production with regard to
storage or holding of intermediates during the manufacture of this product. The
manufacture and packaging of the ANDA Lot #0984-034 began on J anuary 27, 2000
and was completed on February 4, 2000. Therefore, manufacture and packaging
occurred within a period of nine days, which is well within FDA guidelines of
completion within thirty days. Please note that it is our standard practice at the time
of process validation to establish batch hold times for individual products.
Therefore, during process validation for Mupirocin Ointment USP, 2%, the
manufacturing process will be assessed to identify the maximum bulk storage time

for this product. To accomplish this task, ‘

T RV R

4. As requested, please note that we have added = tmwssumeacsmmosmems testing as an in-
process control. Please refer to the Finished Product Procedures Manual in
Attachment 3 which has been revised to include this test with the specification “the
average of the individual test results is ===, 0f the labeled amount of
Mupirocin, with a relative standard deviation of NMT ™. The master production
batch record for this product will be updated to include instructions for obtaining

samples for ~ , testing, and will be submitted to the Agency at the
time of the next amendment to thls file.

5. Please note that the Minimum Fill test results reported on the drug product Certificate
of Analysis correspond to the average net content of ten containers in accord with
USP <755>. For clarification purposes, the Finished Product Procedures Manual has
been updated to state that the procedure involves averaging the net content of ten
containers. Please refer to page 4 of the manual provided in Attachment 3.

6. With respect to your request to tighten the release and stability specifications for
Related Compounds and Impurities, please note that we were reluctant to tighten
finished product impurity specifications due to existing raw material impurity
specifications. We contacted the  swe——mwmwe. | t0 see if any of the raw material
specifications could be tightened, which in turn would allow us to tighten the
finished product specifications. In that process, it was discovered that i FAW
material related substances specifications had been revised in a February 27, 2000
_correspondence to FDA related to DMF | = ,and the revisions were

B

inadvertently not communicated to TEVA. As a result, we believe it necessary to
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revise our raw material specifications to be in accord with those contained in~ e
DMF such that we may continue to receive this active ingredient from = «esmse===

For ease of review, the following table shows the raw material specifications for
related substances as submitted in our original ANDA and those proposed herein
which are in accord with specifications contained in * === DMF m===Those
specifications that have been revised or added are bolded.

Drug Substance | Specification in Specification
Related Substance Original ANDA Proposed Herein
NMT == NMT )
| i NMT == NMT =~
R | NMT + == NMT s
— NMT @~ NMT( —
| emm——— NMT oo NMT: —
| e NMT = NMT __,
RRT = = N/A NMT —— »
Individual Unidentified NMT — NMT 1)
Impurity g
Total Impurities ' NMT . — NMT =,

Please find a revised Raw Material Procedures Manual for Mupirocin USP in
Attachment 4. In addition, the certificates of analysis for the ——lots of Mupirocin
USP used in manufacture of the pivotal batch (#9369 and #9255) have been updated
to note the revised specifications and are provided in Attachment 5.

Considering the above specifications, we conducted a review of all data avallable for

finished product and have tightened release specifications *

~ Total Unidentified) and stability specifications / - — ...and Total
Unidentified) where appropriate. Please note that the spemﬁcatlon for e
was increased to NMT ==~ . and RRT = === vas added, to reflect === raw

material specifications. For ease of review, the following table shows the finished
product specifications proposed in the original ANDA and those revised

specifications proposed herein. Again, those specifications which have been revised
or added are bolded.
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Finished Specification in
Product Original ANDA Release Stability
Related (Release and Specification Specification
Substance Stability) Proposed Herein | Proposed Herein
e NMT e NMT | e NMT s
| e NMT NMT =, NMT =)
| — NMT — NMT =~ NMT ~,
e NMT — & NMT = NMT '~ ,
l e NMT ___ o - NMT == NMT =
| e NMT — 6 NMT = & NMT [ =,
RRT = eseen N/A NMT .~ NMT ( pmo,
Largest NMT seceeee NMT e NMT ¢ =5
Individual
Unidentified
Impurity
Total NMT ., NMT oo NMT ..
Unidentified
Degradation
Products and
Impurities
Total N/A NMT e NMT . oo
Impurities
Please refer to the revised Finished Product Procedures Manual in Attachment 3 and
the Finished Product Stability Protocol in Attachment 6 for these revised
specifications. In addition, the finished product certificates of analysis (15 gram and
30 gram tube) have been updated to note the revised specifications and are provided
in Attachment 7. Please note that they do not reflect the test and specification for
T - (proposed herein) as this test was not a requirement at the time
of batch release. Certificates of analysis for all future batches will include this data.
7. As requested, a specification for Total Impurities has been added for Related

Compounds and Impurities for release and stability (see table above). Please refer
to the Finished Product Procedures Manual in Attachment 3 and the Finished
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Product -Stability Protocol in Attachment 6 which contain this additional
specification. .

The stability commitment has been revised as requested and is provided in
Attachment 6.

In accord with Teva’s internal procedures, the drug product expiration datmg 1
calculated from the date
= AS can be seen on page one of the commer01a1 batch card prov1ded n the
original ANDA (page 2598 of the ANDA), the manufacturing start date begins on the
day the active is added to the batch (page 8, step 3 of the batch instructions), and the
expiration date is calculated using this date. The commercial batch card from the

original ANDA is provided in Attachment 8 for ease of reference (ANDA pages
2598- 2608).

B. Notes and Acknowledgments

1.

As requested, please find updated stability summary reports containing all available
long-term stability data in Attachment 9. Stability reports for the controlled room
temperature studies have been updated to note the revised specifications contained
in this amendment and are also provided in this attachment.

Please note that smsme= :he holder of DMF # === . responded to the Agency
regarding their deficiencies on June 7, 2001. A copy of the cover letter which
accompanied their response is provided in Attachment 10 for your reference.

C. Labeling

1.

General: Please note that the storage temperature has been revised as requested
throughout the labels and labeling.

Container (tube): All requested revisions have been incorporated in the container
labels. Please find four copies of draft container labels as well as a comparison
document showing the changes between these labels and those last submitted to the
Agency in Attachment 11.

Carton: The requested revision to the storage temperature has been incorporated in
the carton labeling. Four draft copies as well as a comparison document showing the

changes between this carton and the carton last submitted to the Agency are provided
in Attachment 12.
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4. Insert: All requested revisions have been incorporated in the insert labeling. Four
draft copies are provided in Attachment 13, along with a comparison document

showing the changes between this version and the last version submitted to the
Agency.

We look forward to your continued review and approval of ANDA #65-085. Should there be any

further questions, please do not hesitate to contact me by phone at (215) 591-8642 or by facsimile
at (215) 591-8812.

Sincerely,

Wiwcor, Mndleasis.

VA/jbp
Enclosures

nrYLARS THIS WAy
ON ORIGINAL
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Administrative Offices: B Vincent Andolina, RAC
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs
1090 Horsham Road, PO Box 1090 ' Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090 -

Phone: (215) 591 3000
FAX: (215) 591 8600

September 21, 2001 NEW CORRESP

eptember 21, ‘%& 2
Gary Buehler, Director TELEPHONE AMENDMENT-
Office of Generic Drugs BIOEQUIVALENCE INFORMATION

Food and Drug Administration -
Document Control Room

Metro Park North II

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

ANDA #65-085
MUPIROCIN OINTMENT USP,2% .
TELEPHONE AMENDMENT- BIOEQUIVALENCE INFORMATION

Dear Mr. Buehler:

We submit herewith an amendment to the above-referenced pending ANDA for Mupirocin Ointment
USP, 2% in response to a voice mail message left by Mr. Steve Mazzella of the Office of Generic Drugs
for Vincent Andolina of TEVA Pharmaceuticals USA on September 18, 2001. Specifically, Mr.
Mazzella requested a copy of a report from  wemmse=s=== regarding blinded clinical supplies, which
was referenced in the original ANDA. '

As requested, please find enclosed'the —ereport. As described in the clinical study report
provided in the original ANDA, e~ 2valuated the study drug tubes using the Returned Study Drug
Processing Protocol which was provided in' Appendix B1 (pages 206-208) of the submission. Please
note that the === _ eport contained herein, dated December 14, 2000, reports that 98 tubes were
“somewhat likely” to have been compromised. Inthe ANDA however, it is reported that 109 tubes were
“somewhat likely” to have been compromised. The explanation for this discrepancy is that there were
eleven (11) tubes that could not be evaluated by === because they were never returned by patients.
These patients either lost their study medication tubes or were lost to follow up. Because these eleven
tubes had been dispensed prior to the date that the issue with the tubes was known to exist, TEVA
conservatively classified these tubes as “somewhat likely” to have been compromised for a total of 109
. tubes in this category rather than the 98 tubes reported by ~——
We look forward to your continued review of ANDA #65-085. Should you have any further questlons
please do not hesitate to contact me by phone at (215) 591- 864%9{_@}{, facsimile at (215) 591-8812.

é(;% U/‘Pf
incerely, PrAe
\/ W(J/ SEP 2 Jyooot
VA/jbp 2, Luv &
Enclosure 00” f:_i‘;fg
Loy
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TEVA Pharmaceuticals USA

Attention: Vincent Andclina

1090 Horsham Road . .
P.O. Box 1090 . © FEB 271 2001
North Wales, PA 19454 '

Dear Sir:

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

Reference is made to the telephone conversation dated

February 9, 2001 and to your correspondence dated
February 13, 2001.

NAME OF DRUG: Mupirocin Ointment USP, 2%
DATE OF APPLICATION: January 11, 2001
DATE (RECEIVED) ACCEPTABLE FOR FILING: January 12, 2001

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

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

Should you have questions'concernihg this application, Contaét¢g_~'7"

Mark Anderson
Project Manager
(301) 827-5849

Sin

Wm Petér
Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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Corporate Headquarters: Vi.ncent Andolina, RAC .
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs _ .
1090 Horsham Road, PO Box 1090 Liquids, Semisolids and Specialty Projects
North Wales, PA 19454-1090 i
o/
Phone: (215) 591 3000 :
FAX: (215) 591 8600
February 13, 2001 NEW GQRBESE.
NC
Gary Buehler, Director . NEW CORRESPONDENCE

Office of Generic Drugs "
Food and Drug Administration '
Document Control Room

Metro Park North 11

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

ANDA #65-085
MUPIROCIN OINTMENT USP, 2%
NEW CORRESPONDENCE

Dear Mr. Buehler:

We submit herewith new correspondence to the above-referenced ANDA for Mupirocin Ointment
USP, 2% in response to a telephone call held between Mr. Paras Patel of the Office of Generic Drugs
and Vincent Andolina of TEVA Pharmaceuticals USA on February 9, 2001. Specifically, Mr. Patel
requested the complete addresses for the clinical sites noted on page 92 of TEVA’s ANDA for this

- product. As requested, a list containing all clinical site addresses in the order presented on page 92
is provided. -

We look forward to your continued review of ANDA #65-085. Should there be any further
questions, please do not hesitate to contact me by phone at (215) 591-8642 or by facsimile at (215)

591-8812. R
Sincerely,

Wil indilocg

VA/jbp

Enclosure
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Corporate Headquarters: Vi.ncent Andolina, RAC .
TEVA PHARMACEUTICALS USA Director, Regulatory Affairs .
1090 Horsham Road, PO Box 1090 . Liquids, Semisolids and Specialty Projects

North Wales, PA 19454-1090

Phone: (215) 591 3000

FAX: (215) 591 8600 ﬂ(;/ b J@M LA

January 11, 2001 ng“t\(

Gary Buehler, Acting Director
Office of Generic Drugs
Food and Drug Administration
Document Control Room

Metro Park North II

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

ORIGINAL ABBREVIATED NEW DRUG APPLICATION
MUPIROCIN OINTMENT USP, 2%

Dear Mr. Buehler:

We submit herewith an abbreviated new drug application for the drug product Muplrocm Ointment
USP, 2%.

Enclosed are archival and review copies assembled in accord with Office of Generic Drugs February
1999 Guidance for Industry: Organization of an ANDA (OGD #1, Rev. 1). These copies are
presented in a total of 15 volumes; 7 for the archival copy and 8 for the review copy. -

The application contains a full report of a multi-center, double-blind, placebo-controlled, three-way
parallel design clinical study which compared Mupirocin Ointment USP, 2%, manufactured by TEVA
Pharmaceuticals USA to the reference listed drug, Bactroban® (mupirocin) 2% Ointment manufactured
by SmithKline Beecham. :

We look forward to your review and comment. Should there be any questions regarding the
information contained herein, please do not hesitate to contact me by phone at (215) 591-8642 or by
facsimile at (215) 591-8812.

Sincerely,
F0
Wik Qdlebing. S
Am{/ poMmry
VA/jbp JAN 12 2001

Enclosures

o, -
\ .



