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-/(& DEPARTMENT OF HEALTH & HUMAN SERVICES ' Public Health Service

~~Food and Drug Administration
Rockville MD 20857

~NDA 50-756

Dermik Laboratories, Inc. :
Attention: Ronald F. Panner et
Senior Director, Worldwide Regulatory Affairs
——500 Arcola Road ,
P.O. Box 1200 N
Collegevxlle PA 19426-0107

-
-~

Dear Mr. Panner: . . .-

Please refer to your new drug application (NDA)dated Apnil 9, 1998, received April 10, 1998,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for BenzaClin
(clindamyein 1% and benzoyl peroxide 5% gel) Topical Gel.

We acknowledge receipt of your submissions dated April 24 and 30, June 4 and 19, July 13,
October 1, 2, 23, 26 and 27, and December 2 and 9, 1998; and January 8, and 20, February 4
(two) and 25, and March 3 and 26, 1999. 7 -

We have completed our review and find the information presented is inadequate, and the .
‘application is not approvable under section 505(d) of the Act and 21 CFR 314.125(b). The
deficiency may be summarized as follows:

During a recent manufacturing inspection, your
was found to be non-compliant with our-Good Manufa,cmnng Practice
regulations. Satisfactory inspections will be required for all manufacturing and testing
facilities before this application may be approved. —

Although not the basis for the not approvable action of this application, the following issue
should be addressed in any resubmission:

Clindamycin phosphate powder must meet the requirements of the USP monograph. -We
note that your specifications include an upper limit of ~—— for the assay §f clindamycin
phosphate, which deviates from USP. Please propose a limit that is consistént with usual
compendial practice, or provide a rationale for such a high limit.

Within 10 days after the date of this letter, you are required to amend the application, notify us of
your intent to file an amendment, or follow one of your other options under 21 CFR 314.120. In
the absence of any such action FDA may proceed to withdraw the application. Any amendment
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should respond to all the deficiencies listed. We will not process a partial reply as amajor
amendment nor will the review clock be reactivated until all deficiencies have been addressed.

Under 21 CFR 314.102(d) of the new drug regulations, you may request an inférmal or?e]ephone
conference with this Division to discuss what further steps need to be taken before the
application may be approved. ——

The drug product may not be legally marketed until you have been notified-1 wrmng that the
application is approved.

If you have any questions, contact Kevin Darryl White, Project Manager, at301) 827-2020.

'Sincerely,r o -

-

” /$/ /5‘//1/4'7 7

Jonatiian K. Wilkin, M.D.
Diregtor ' .
Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V

- — v o Center for Drug Evaluation and Research
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cc: :

Archival NDA 50-756
HFD-540/Div. Files
HFD-540/Huene/03.30.99
HFD-540/Walker/03.30.99
HFD-540/Vidra/03.31.99
HFD-540/DeCamp/03.31.99
HFD-540/Mainigi/03.30.99
HFD-540/Jacobs/PCB/03.30.99
HFD-725Farr/RS/03.30.99
HFD-725/Srinivasan/03.30.99
HFD-880Noory/EDB/03.30.99
HFD-880/Bashaw/03.30.99
HFD-54OWhite/9;3.29.99 :
HFD-540/K0ozma-Fornaro/03.31.99
HFD-002/O0RM
HFD-105/ADRA
HFD-95/DDMS
HFD-830/Chen

DISTRICT OFFICE

Drafted by: KDW/March 24, 1999
Initialed by: o
final:

. filename: N50576LT.WPD

NOT APPROVABLE (NA)
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U.S. Food and Drug Administration
Office of Clinical Pharmacology and Biopharmmaceutics .
Division of Pharmaceutical Evaluation-lll - -

MmReview : ) T

To: Kevin Darryl White, Project Manager, HFD-540
From: E. Dennis Bashaw, Pharm.D., DPE-II \9 7) IL'HL\
Date: 03/16/99 L T -
Re:  Benzaclin Topical Gel, NDA 50-756 '

Benzaclin Tapical Gel (formerly - Topical Gel) is a combination product containing 1%.-
~ clindamycin phosphate and 5% benzoyl peroxide. In reviewing this NDA the biopharmaceutics portion

was found tobe deficient due to the fact that the in vivo biostudy was done in a population with healthy

skin: It is the policy of the Div. Of Pharm. Eval {li that topical dermatological studies should be done in
subjects with diseased skin, except in those cases where the disease state dées not affect the integrity
of or the barrier properties of the skin (i.e diseases of pigmentation, etc.) - As acne vulgarts has as a
major presenting feature localized inflammation, patients with the disease represent the approprate
population for such a study

At the time of the original review, the clinical portion "vas also non-approvable and these two elements

were to be the primary reasons for non-approval. Since then a re-analysis of the statistical data. .

indicates that the product is indeed clinically efficacious. As the sponsor has previously demonstrated
adequate safety, the product is now approvable from a clinical standpoint.

It has been the policy of the DPE-lII that when a topical product is clinically approvable and the sponsor
has done the incorrect in vivo biostudy, that the results of such a study can be deferred to a post-
approval setting. The current in vivo study results, although not strictly relevant will be included in the
current package insert as interim labeling with the understanding that the results from the “phase IV

study” will be incorporated when they become available. -

_ The requested FPhase IV study should include the following general study design eleinents:
Use of male and female subjects wath active acne vulgaris. }
Maximal surface area invetsement consistent with the approved labehng (eq: jace chest, upper back)
Maximal dosing frequency and amount applied

tudy duration of at least 1 week.

The protocol should be submitted to the-Agency for review and comment prior to study initiation.

CC:  NDAS50-756(ORIG),
HFD-540/DIV File f—

HFD-540/WhiteK . e

{

HFD-880(Bashaw) B <3
HFD-880(Lazor) -
CDR. ATTN: B. Murphy
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SUMMARY REPORT

A N s v B

-

Application:  NDA 50756/000 Priority: 4S Org Code: 540
Stamp: 10-APR-1998 Regulatory Due: 10-A11R-1 999  Action Goal: District Goal: 09-DEC-1998
. Applicant: DERMIK LABS Brand Name: —————(BENZOYL PEROXIDE
- ~—500 ARCOLA RD ~ 5%/CLINDAMYCIN
COLLEGEVILLE, PA 19426 Established Name: .
- ’ Generic Name: BENZOYL PEROXIDE .
5%/CLINDAMYCIN 1% TOP
Dosage Form: . GEL (GEL)
S Strength: 5%/1%
FDA Contacts: K. WHITE (HFD-540) 301-827-2023 Projg,gj_M;nager f '
~ J.VIDRA (HFD-540) 301-827-2065 , Review Chemlst
W.DECAMPI1 _ (HFD-340) 301-827-2041 , Team Leader

O:erall Recommendation:

ACCEPTABLE on 11-FEB-2000by M. EGAS (HFD-322) 301-594-0095
WlTHHDLD on 06-APR-1999by R. WOODS (HFD-324)301-827-0062
"NITHHOLD on 30-DEC-1998by J. D AMBROGIO(HFD-324)301-827-0062
WITHHOLD on 14-DEC-1998by J. D AMBROGIO(HFD-324)301-827-0062

Establishment: ——— DME No:
t AADA No: -
Profile: CSN OAI Status: NONE Responsibilities: B
Last Milestone: OC RECOMMENDATION .
Milestone Date  29-DEC-1998 B )
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: "~ DMFNo
AADA No
| B \

Profile: CSN- ~ _ OAI Status: NONE - : Responsﬂ)ilities:
Last Milestone® OC RECOMMENDATION -
Milestone Date  01-DEC-1999 e
Dgcision: - ACCEPTABLE
Reason: DISTRICT RECOMMENDAT]ON -
Establishment: 2425129 DMF No: =

RHONE POULENC RORER INC AADA No: =

500 ARCOLA ROAD B i -

COLLEGEVILLE, PA 194260995

APPEARS THIS WAY
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SUMMARY REPORT

Profile: CTL OAI Status: NONE
TESTER

Last Milestone:. OC RECOMMENDATION

Milestone Date  14-JUL-1998

Decision: ACCEFTABLE | ‘

Reason: ' BASED ON PROFILE et

Responsibilities: FiNISHIL) DOSAGE STABILITY

Establishment: 2650125 DMF No:
- RHONE PGULENC RORER PHARMA AADA No:

SAN JOSE RD 604/COTO NORTE IND
MANATI, PR 00701

Profile: OIN " OAI Status: POTENTIAL OAI Responsibilities: FYNISHED DOSAGE
Last Milestone: OC RECOMMENDATION ’ MANUFACTURER
Milestone Date- 16-JUL-1998 )

Decision: ACCEPTABLE" N
Reason: — - DISTRICT RECOMMENDATION

)
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. DEPARTMENT OF HEALTH & HUMARMN SERVICES . ' '
Fublic Healin Service

:
_

Focd ane DrugtAdminisiraisn

o : 1282C MazArthur Blvg- Siz 207
Irvine, California 92612.2445
Telzphone (543) 793-7800

December 1, 1995 - B

RE: NDA 50756, Benzoyl Peroxide 5% / Clicdamysin 1% Gol @emmil)

— -

LG .
D:zr-"-""‘**—-\

Los Angeles Distict Offics rcccrmmmdcd approval to the FDA./Ccn ter for Drug Ew.l 2aton
and Research (CDER) for your role in the above referenced NDA. Previously,
recommendation o Wwithhold approval of the NDA had besn made.

inspecdon, conducted October 19-21, 1999 inftially resulted in a contnued recommerdation

1o withhold approval of the application, howevez, corrective actions stbmitted 1o the Dm.r'ct
— regerding the deviaticns have been deemed accept:sbl' '

Please make note that this is only zLos Andels Diswict recommendation ané final Ageacy
approval will be issued from FDA's Center for Drug Evaluation and Reseazch to the aap‘xca_':-,
Dermik Labs, Collegeville, PA. _ )

If you hzve any qussdons r:ga:dma this letter, please corntact Temi Dodds Pr-a,pmv.l
_Manager at (549) 79o-7758

Sincerely, - ) L

[ s T

/tA‘ung Distnict Direetor

L bst - | ) ‘
os AngelesDIS °‘7_ APPEARS THIS WAY
B ON ORIGINAL
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aindamycin Phosphate

c,HuClNzO!PS 50497 - )

“hreo-a-D-galacto-Octopyranoside, methyl 7-chloro-6,7,8-tri-

¢ deoxy-6-[[(1-methyl-4-propyl-2-pyrrolidinyl)carbonyl}~—— -
amino}-1-thio-, 2-(dihydrogen phosphate), (25-trans)-.

" Methyl 7-chloro-6,7,8-trideoxy-6-(1-methyl-trans-4-propyl-L-2-

lidinecarboxamido)-1-thio-L-threo-a-D-galacto-octo-
pymnosidc 2-(dihydrogen phosphate) [ 247 29-96-2).

# Clindamycin Phosphate has a potency equivalent

1o not less than>758 g of clindamycin (C,gH33CIN,-

0S) per mg, Calculated on the anhydrous basis.

Packaging and storage—Preserve in tight containers.
USP Reference standards (11)—~USP Clindamycin Phosphate
RS. USP Endotoxin RS.
Jdentification, Infrared Absorption (197M) (specimen and Ref-
erence Standard previously dried a1 100° for 2 hours).
Orystallinity (695): meets the requirements.
pH (791): between 3.5 and 4.5, in a solution containing 10 mg
permL. '
Water, Method I (921): not more than 6.0%.
Other requirements—Clindamycin Phosphate intended for use-in
making Clindamycin Phosphate Injection complies with the re-
quirements for Bacterial endotoxins and Depressor substances
woder Sterile Clindamycin Phosphate.
Assay—

Mobile phase—Dissolve 10.54 g of monobasic potassium phos-
phate in 775 mL of water, and adjust with phosphoric¢ acid 10 a

pH of 2.5. Add 225 mL of acetonitrile, mix, and filter. Make.

sjustments if necessary (see System Suitability under Chro-
matography (621)).- [NOTE—Ensure that the concentration of
scetonitrile in the Mobile phase is not less than 22% and not
more than 25%, in order to retain the correct elution order.}
Internal standard solution—Prepare a solution of 4"-hydroxy-

etophenone in acetonitrile containing about 4 mg per mL. Di- -

¢ 3 volume of - this solution with Mobile phase 10 obtain a
solution having a concentration of about 0.04-mg per mL.

Standard preparation—Transfer about 24 mg of USP Clin-
damycin Phosphate RS, accurately weighed, to a 100-mL volu-
®etnic flask. Add-25.0 mL of Internal standard solution, dilute
*ith Mobile phase to volume, and mix. e

Assay preparation—Transfer about 24 mg of Clindamycin

phate, accurately weighed, to a 100-mL volumetric flask,
250 mL of Internal standard solution, dilute with Mobile
¢ to volume, and mix. - —

Chromatographic system (sec Chromatography (621))—The
g chromatograph is equipped with a2 210-nm detector and a
e | 25-cm column that contains packing L7. _The flow

le is about 1 mL per minute. Chromatograph the Standard
mauon,md record the peak responses as directed under

dure: the resolution, R, between the analyte and internal
*'illi::. peaks is not less than 2.0, and the relative standard

for replicate injections is not more than 2.5%.
Procedyr,

the Standard preparation and the Assay preparation imo the

ch""""mzl’apb, record the chromatograms, and measure the re-
for the major peaks. The relative retention times are
%L;(‘) for clindamycin phosphate and 1.2 for 4'-hydroxyace-

i Calculate the quantity, in ug, of C;sH;3;CIN,O;S in

Portion of Clindamycin Phosphate taken by the formula:

BEST POSS!

eparately inject equal volumes (about 20 uL) of .

Official Monographs / Clindamycin 391

100CP(Ry/ Rs),

in which C is the concentration; in mg per mL, of USP Clin-
damycin Phosphate RS in the Stendard preparation, P is the
potency, in ug of Cy3H33CIN,O3S per mg of the USP Clinda-
mycin Phosphate RS, and Ry and Ry are the ratios of the response
of the clindamycin phosphate peak to the response of the internal
standard peak obtained from the Assay preparation and the Stan- +
dard preparation, respectively.

Clindamycin Phosphate Gel

» Clindamycin Phosphate Gel contains the equiva-
lent of not less than 90.0 percent and not more than
110.0 percent of the labeled amount of clindamycin
(C15H33CIN,OS).

Packaging and storage—Preserve in tight containers.

USP Reference standards (11)—USP Clindamycin Pkosphate -
RS. USP Clindamycin Hydrochloride RS. )

Identification~—The retention time of the clindamycin phosphate
peak in the chromatogram of the Assay preparation corresponds
to that in the chromatogram of the Standard preparation, as
obtained in the A5say. .

Minimum fill (755): meets the requirements.

pH (791): between 4.5 and 6.5.

Assay— —

Mobile phase—Dissolve 10.54 g of monobasic potassium phos-
phate in 775 mL of water, and adjust with phosphoric acid to a
pH of 2.5. Add 225 mL of acetonitrile, and mix. Filter through
a filter having a porosity of 0.5 um or less, and degas. Make
adjustments if necessary (see System Suitability under Chro-
matography {621)). )

Resolution solution—Prepare a solution in Mobile phase con- -
taining in each mL about 0.6 mg of USP Clindamycin Phosphate
RS and about 0.6 mg of USP Clindamycin Hydrochloride RS.

Standard preparation—Dissolve an accurately weighed quan-
tity of USP Clindamycin Phosphate RS in'Mobile phase to obtain
a solution baving a known concentration of about 0.25 mg per
mL. -

Assay preparation—Transfer an accurately weighed quantity
of Gel, equivalent to about 20 mg of clindamycin (CjsH;;-
CIN,O;S), to a 100-mL volumetric flask, dilute with Mobile phase
to volume, and shake by mechanical means for 30 minutes. Cen-
trifuge a portion_of_the solution thus obtained, and if necessary, -
filter a portion of the supernatant liquid. Use the clear filtrate
as the Assay preparation.

Chromatographic system (see Chromatography (621))—The
liquid chromatograph is equipped with a 210-nm detector and a
4.6-mm X 25-cm column that contains packing L7. The flow
rate is about 1 mL per minute. Chromatograph the Resolution
solution, and record the peak responses as directed under Pro-
cedure: the relative retention times are about 1 for clindamycin
phosphate and 1.5 for clindamycin, the resolution between the
clindamycin phosphate peak and the clindamycin peak is not less
than 6.0, the column effigiegey is not less'than 1700 theoretical
plates when calculated by the formula:

5.545(t,/ Wiy2)

and the tailing factor is nof more than 1.3. Chsomatograph the
Standard preparation, and record the peak responses as directed
under Procedure: the relative standard deviation for replicate
injections is not more than 2.5%. ~
Procedure—Separately inject equal volumes (about 20 uL) of

“the Standard preparatiom and the Assay preparation into the

chromatograph, record the chromatograms, and measure the re-
sponses for the major peaks. Calculate the quamity, in mg, of
clindamycin (C,3H;3;CIN,OsS) in the portion of Gel taken by the
formula: .

IRIF O -
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. The contents of the Capsules respond to Identification test
B under Benzonatate.
ysiformity of dosage units (905): meet the requirements.

As;:zndard preparation—Transfer about 50 mg of USP Ben-
sonatate RS, accurately weighed, to a 100-mL volumetric flask,
dilute with water 1o volurpe,l and mix. )

Assay preparation—Mix a number of Capsules, cquivalent to
bout 500 mg of benzonatate, with 40 mL of chloroform in a
suitable high-speed blender, and dilute with chloroform to 100.0

_ mL. Transfer 10.0 mL of this solution, equivalent to about 50

mg of benzonatate, to a 100-mL volumetric flask, and cvaporate
ibe chloroform on a steam bath with the aid of a current of air.
Dissolve the residue in water, dilute with water to volume, and
ml;’}ocedure——Transfcr 4.0 mL cach of the Standard prepara-
tion, the Assay preparation, and water 1o provide the blank, 10
separate-test tubes. To each tube add in succession 1.0 mL of
1| M hydroxylamine hydrochloride and 1.0 mL of 3.5 N sodium
bydroxide. mixing after each addition. Allow-to stand for 10
minutes, accurately timed, then add 1.0 mL of 3.5 N hydrochloric
acid, mix, add 1.0 mL of ferric chioride solution (8 in 100), and
mix. Allow to stand for 30 minutes, accurately timed. Gently
swirl the tubes for J-minute to remove any gas bubbles present,
then concomitantlgdetermine the absorbances of the solutions
in 1-<m cells, at thewavelength of maximum absorbance at about
500 nm, with a suitable spectrophotometer, using the blank to
set the instrument. Calculate the quantity, in mg, of benzonatate
(C3oHs3NOy; av.) in the number of Capsules taken by the for/y
mula: -

- C(Ay/ As),
in which C is the concentration, in ug per mL, of USP Benzo-
natate RS in the Standard preparation, and Ay and As are the
sbsorbancesof the solutions from the Assay preparationand the
Standard preparation, respectively.

Hydrous Benzoyl Peroxide

(anhydrous) 242.23
Peroxide, dibenzoyl. -
Benzoyl peroxide [94-36-0}.

» Hydrous Benzoyl Peroxide contains not less than
65.0 percent and not more than 82.0 percent of
C14H,00,. It contains about 26 percent of water for
the purpose of reducing flammability and shock sen-

SSitivity, . T
-~ Caution— Hydrous Benzoyl Peroxide may ex-

plode at temperatures higher than 60° or cause fires
in the presence of reducing substances. Store it in
the original container, treated to reduce static charges.

Pl(hging and storage—Store in the original container, at room
lemperature. [NOTE—Do not transfer Hydrous Benzoyl Per-
Oxide 1o metal or glass containers fitted with friction tops. Do
Nt return unused material to its original container, but destroy
n by_treatmcm with sodium hydroxide solution (1 in §0) until
3 d“_lcm of a crystal of potassium jodide results in no release of
free 10dine.]

ldentification—

Prepare a solution in methanol to contain 10 mg of benzoyl

" "Rroxide per mL. Apply 5 uL of this solution and 5 pL of a

p’r?h‘]y prepared Standard solution of Hydrous Benzoyl Peroxide,

Viously subjected to the Assay, in methano! containing 10 mg

Official Monographs / Benzoyl 179

per mL on a line parallel to and about 2.5 cm from the bottom
of a thin-layer chromatographic plate (sec Chromatography (621))

-coated with a 0.25-mm layer of chromatographic silica gel mix-

ture. Place the plate in 3 developing chamber containing, and
equilibrated with, a mixture of 1oluene, dichloromethane, and
glacial acetic acid (50:2:1). Develop the chromatogram until
the solvent {ront has moved about three-fourths of the length of
the plate. Remove the plate, _ad allow the solvent to evaporate.
Observe the plate under short-wavelength ultraviolet light: the
Ry value of the principal spot obtained from the solution under
test corresponds to that obtained from the Standard solution.
B: Dissolve an accurately weighed quantity in acetonitrile to
obtain a solution containing 0.32 mg of benzoyl peroxide per mL.

Chromatograph this test solution and a freshly prepared Standard -

" solution of Hydrous Benzoyl Peroxide, previously subjected to

the Assay, in acetonitrife<ontaining 0.32 mg per mL as directed
in the test for Related compounds under Benzoyl Peroxide Gel:
the solution under test exhibits a major peak for benzoyl peroxide,
the retention time of which corresponds to that éxhibited by the
Standard solution.

Chromatographic purity—Calculate the area percentage of each
peak in the chromatogram of the test solution prepared as di-
rected in Identification test B: the sum of the areas of all peaks
other than the principal peak does not exceed 2.0% of the total
area, and the area of any individual peak other than-the principal
peak does not exceed 1.5% of the 10tal area.

_ Assay—Place about 500 mg of previously mixed Hydrous Ben-
& 2oyl Peroxide in-an.dccurately weighed conical flask fitted with

a ground-glass stopper, and weigh again to obtain the weight of
the test specimen. Add 30 mL of acetone, and swirl the flask
gently to effect solution. Add 5 mL of potassium iodide solution
(1 in §), and mix. Wash the sides of the flask with a few mL of
acetone, and allow the solution to stand for I minute. Titrate the
liberated iodine with 0.1 N sodium thiosulfate VS. As the end-
point is approached add 1 drop of starch iodide paste TS, and
continue the titration to the discharge of the blue¢olor. Perform
a blank determination, and make any necessary correction. Each
mL of 0.1 N sodium thiosulfate is equivalent 10 12.11 mg of
C14H100,.

Benzoyl Peroxide Gel

» Benzoyl Peroxide Gel is benzoyl peroxide in a suit-
able gel base. It contains not less than 90.0 percent
and not more than 125:0 percent of the labeled amount
of Cy4HygO,

Packaging and storage—Preserve in tight containers.

Identification—Preparc a Standard preparation and an Assay
preparation as directed in the Assay, except to omit the Internal
standard solution, and chromatograph as directed in the Assay:
the Assay preparation exhibits a major peak for benzoyl peroxide,
the retention time of which corresponds 1o that exhibited by the
Standard preparation. .

pH (791): between 3.5 and 6.0.

Related compounds— _ o )

Mobile phase A—Prepare_a-filtered and degassed mixture of
acetonitrile and glacial acetic”acid (1000:1).

Mobile phase B—Prepare-w filtered and degassed mixture of
water and glacial acetic acid<(1000:1).

Test preparation—Transfer an accurately weighed quantity of
Gel, equivalent to about 100 mg of benzoyl peroxide, to a 50-
mL volumetric flask, add 25 mL of acctonitrile, shake vigorously
1o disperse the specimen, sonicate for 5 minutes, dilute with ace-
tonitrile to volume, mix, and filter. ) .

Standard preparation A—Prepare a solution of benzoic acid
in acetonitrile containing 200 pg per mL.

Standard preparation B—Prepare a solution of ethyl benzoate
in acetonitrile containing 20 ug per mL.

Standard preparation C—Prepare a solution of benzaldehyde
in acetonitrile containing 20 ug per-mL.
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Standard preparation D—Prepare a solution of hydrous ben-
zoyl peroxide, previously subjected to the Assay under Hydrous
Benzoyl Peroxide, in acetonitrile containing the equivalent of 40
ug of anhydrous benzoyl peroxide per mL.

Resolution solution—Prepare a solution in acetomtrile con-
taining 100 pg of benzoic acid and 60 ug of methylparaben per
mL. -

Chromatographic system (see Chromatography (621))}—The
liquid chromatograph is equipped with a 235-nm detector and a
3.9-mm X 15-cm column containing packing L1, and is pro-
grammed to provide variable mixtures of Mobile phase A and
Mobile phase B. The system is equilibrated with a mobile phase
consisting of a mixture of 18% Mobile phase A and 82% Mobile
phase B. After injection of cach Srandard preparation and the
Test preparation, the composition of the mobile phase is changed
linearly over the next 10 minutes so that it consists of 60% Mobile
phase A and 40% Mobile phase B, and is maintained at that
composition until the benzoyl peroxide has completely eluted.
The flow tate is about 1.2 mL per minute. Chromatograph the
Resolution solution, and record the peak responses as directed
under Procedure: the resolution, R, between the benzoic acid
and methylparaben peaks is not less than 3.0, and the tailing
factors for the benzoic acid and methylparaben peaks are not
more than 2.0. . oo )

Procedure—[NOTE—Wse peak areas where pcz;k responses are”

indicated.] Separately iaject equal volumes (about 10 uL) of the
Standard preparations and the Test preparation into the chro-
matograph, record the chromatograms by gradient elution (see
Chromatographic system), and measure the peak responses. The
responses of any peaks obtained from the Test preparation cor-
responding to benzoic acid, ethyl benzoate, and benzaldehyde are
not greater than those of the main peaks obtained from Srandard
preparation A (10%), Standard preparation B (1%), and Stan-
dard preparation C (1%), respectively, the response of any other
impurity peak obtained from the Test preparation, other than
the main benzoyl! peroxide peak, any benzoic acid, ethyl benzoate,
benzaldehyde, methylparaben, or propylparaben peak, and any
solvent peak, is not more than that obtained from Standard prep-

aration D (2%), and the sum of the responses of all the impunty _

peaks is not more than 6 times that obtained from Srandard
preparation D (12%).
Assay—

Mobile phase—Prepare a solution of acetonitrile in water (about
5 in 10) such that the retention times for ethyl benzoate and
benzoyl peroxide are about 7 and 14 minutes, respectively.

Internal standard solution—Dissolve ethyl benzoate in ace-
tonitrile to obtain a solution having a concentration of about 3.6
mg per-mL. .

Standard preparation—Place a suitable quantity of hydrous
benzoyl peroxide, recently subjected to the Assay under Hydrous

" Benzoyl Peroxide, in an accurately weighed conical flask fitted

with a glass stopper, weigh again to obtain the weight of the
specimen, and dissolve quantitatively in acetonitrile to obtain a
solution containing a known concentration of about 0.8 mg of
benzoyl peroxide per mL. Pipet 10 mL of this solution and 5
_mL of Internal standard solution into a 25-mL volumetric flask,
dilute with acetonitnle to.volume, and mix. This Standard prep-
aration contains about 0.32 mg of benzoyl peroxide per mL.
Assay preparation—Transfer an accurately weighed quantity
of Gel, equivalent to about 40 mg of benzoyl peroxide, 10 a 50-
mL volumetric flask. - Add 40 mL of acetonitrile and shake unti)
the material is thoroughly dispersed. Sonicate the mixture for S
minutes, dilute with acetonitrile to volume, mix, and filter. Pipet
10 mL of the filtrate and 5 mL of Internal standard solution
into a 25-mL volumetric flask; dilute with acttonitrile to volume,
and mix.
Chromatographic system (see Chromatography (621))—The
_high-pressure liquid chromatograph has a detector set at 254 nm
and a 4-mm X 30-cm stainless steel column that contains packing
L1, and is operated at room temperature. The flow rate 1s about
1 mL per minute. Chromatograph three replicate injections of
the Standard preparation, and record the peak responses as di-
rected under Procedure: the lowest and highest peak response
ratios (Rg) agree within 2.0%, the resolution factor for the ethyl
benzoate and benzoyl peroxide peaks is not less than 2.0, and the
tailing factors for the ethyl benzoate and benzoyl peroxide peaks
are not more than 2.0.

4
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Procedure—Using a microsyringe or sampling valve, chre.
matograph 10 uL of the Standard preparation, and adjust ihe
specimen size and other operating parameters, if necessary, umj)
satisfactory chromatography and peak responses are obtaineg
Chromatograph equal volumes of the Standard preparation ang
the Assay preparation, and measure the peak responses. Ca).
culate the quantity, in mg, of C;,H;c04 in the portion of Gej
taken bv the formula: ’

-  125C(Ry/Rs),

in which C is the concentration, in mg per mL, of benzoyl peroxide
in the Standard preparation, and Ry and R are the ratios of
benzoyl peroxide peak response to ethyl benzoate peak response
obtained from the Assay preparation and the Standard prepg.
ration, respectively. =

e o coait”

Benzoyl Peroxide prieal Gel, Erythromycin and—
see Erythromycin and Benzoyl Peroxide
Topical Gel ' -

Benzoyl Peroxide Lotion

» Benzoyl Peroxide Lotion is benzoyl peroxide in a
suitable lotion base. It contains not less than 90.0
percent and not more than 110.0 percent of the la-
beled amount of C,;H,¢0,. ‘

Packaging and storage—Preserve in tight containers.

Identification—

A: Dilute a quantity of Lotion with acetone to obtain a so
lution having a concentration of benzoyl peroxide equivalent to
10 mg per mL, and proceed™with the solution so obtained as
directed in the /dentification test A under Hydrous Benzoyl Per-
oxide, beginning with “Apply 5 uL of this solution.” The solution
responds to the test. o o

B: It responds to the Identification test under Benzoyl Per-
oxide Gel.

pH (791): between 2.8 and 6.6.

Related compounds— .

Mobile phase A, Mobile phase B, Standard preparation A,
Standard preparation B, Standard preparation C, Standard
preparation D, Resolution solution, and Chromatographic sys-
tem—Proceed as directed in the test for Related compounds
under Benzoyl Peroxide Gel. . .

Test preparation—Transfer an accurately weighed quantity of
Lotion, equivalent-to about 100 mg of benzoyl peroxide, to a 50-
mL volumetric flask, add 25 mL of acetonitrile, shake vigorously
to disperse the specimen, sonicate for 5 minutes, dilute with ace-

tonitnle to volume, mix, and filter. i J

Procedure—Proceed with Lotion as directed for Procedure ip
the test for Related compounds under Benzoyl Peroxide Gel: 1
meets the limits stated: - - :

Assay— =R :

Mobile phase, Internal standgrd solution, Standard preps
ration, and Chromatographic system—Proceed as directed in the
Assay under Benzoyl Peroxide Gel.

Assay preparation—Prepare as directed for Assay preparation

~in the Assay under Benzoy! Peroxide Gel, using Lotion.

Procedure—Proceed as directed for Procedure in the Assoy
under Benzoyl Peroxide Gel. Calculate the quantity, in mg, ©
C¢H g0, in the portion of Lotion-taken by the formula:

125C(Ry/ Rs),

in which Cis the concentration, in mg-per mL, of benzoyl pcr_oxidc
in the Standard preparation, and Ry and Rs are the ratios
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CDER LABELING AND NOMENCLATURE COMMITTEE

CONSULT #]1074 IHFD# 540 [PROPOSED PROPRIETARY NAME:

|PROPOSED ESTABLISHED NAME:

ATTENTION:James D. Vidra e T Clindamycin and Benzoyl Peroxide V J
A. Look-alike/Sound-alike Potential for confusion:
CILOXAN Low XXX Medium High
LANOXIN Low Medium XXX High
CLINOXIDE ~ Low XXX Medium High
CLEOCIN XXX Low Medium High
Low Medium High
B. Mis!eadi}iﬁspects: C. Other Concerns: o -
APPEARS[THIS WAY —
ON OR{GINAL
D. Established Name
XXX Satisfactory — -
Unsatisfactory/Reason -
~ . Recommended Established Name ey _
E. Proprietary Name Recommendations: _
S " ACCEPTABLE XXX UNACCEPTABLE

F. Signature of ChairfDalp/
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05-JUL-2000 ‘ ' FDTCDER EES Page ~ 1of
' ) ESTABLISHMENT EVALUATION REQUEST

,,, SUMMARY REPORT ) ,
Application: ~ NDA 507567000 Prionity: 4S8 | Org Code: 540
Stamp: 10-APR-1998 Regulatory Due: 10-APR-F999  Action Goal: _ - Dismict Goal:  09-DEC-1998
Applicant: DERMIK LABS~ Brand Name: = {BENZOYL PEROXIDE
' 500 ARCOLA RD , 5%/CLINDAMYCIN -
_ COLLEGEVILLE, PA 19426 Established Name:
: . Generic Name: BENZOYE PEROXIDE
, 5%/CLINDAMYCIN 1% TOP
Dosage Form: GEL (GEL)
Smgth 5%/1%
FDA Contacts: K. WHITE (HFD-540) 301-827-2023 , Project 'Maniger
S VIDRA . (HFD-540) 301-827-2065 , Review Chemist
N -2 W.DECAMPII (HFD-540) - 301-827-2041 , Team Leader .
a5 ) C
Overall Recommendation: o

ACCEPTABLE on 11-FEB-2000by M. EGAS (HFD-322) 301-594-0095
WITHHOLD on 06-APR-1999by R. WOODS (HFD- 324)301-827-0062 -
WITHHOLD on 30-DEC-1998by J. D AMBROGIO (HFD-324)301-827-0062
WITHHOLD on 14-DEC-1998by J. D AMBROGIO (HFD-324)301-827-0062

- ~Establishment: - \ DMF No:
] AADA No:
Profile: CSN _ OAI Status: NONE Re5ponsibiliﬁes:E A - 7
Last Milestone: OC RECOMMENDATION
-. -Milestone Date . 29-DEC-1998 v —_
Decision: ACCEPTABLE
Reason: . BASED ON PROFILE .
Establishment:- V DMENo: -
) AADA No:
I | -
P —
) —_— ‘ g oqe, e r— -
Profile: CSN OAI Status: NONE Responsibilities j
Last Milestone: OC RECOMMENDATION - e
Milestone Date  01-DEC-1999 . g
Decision: ACCEPTABLE =
- Reason: DISTRICT RECOMMENDATION
* Establishment; 2425129 DMF No:
RHONE POULENC RORER INC AADA No:
500 ARCOLA ROAD _

‘COLLEGEVILLE, PA 194260995
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) :—/: DEPARTMENT OF HEALTH & HUMAN SERVICES -  Public Health Service
' Focd ane DrugtAcminise

December 1, 1559

__"5‘_

RE: NDA 50—756 Benzoyl Pcromdc 5% / Clirdamyein 1% G:l (Dcrm_\ )

-

Dear ——————

Los Angeles Distct Office recommended approval to the FDA/Center for Drug Evaluatioa
and Research (CDER) for your role in the above referenced NDA. Previously, 2
recommendation to Withhold approval of the NDA had besn made.  The most recert
inspectdon, conducted October 19-21, 1999 inftally resuked in a continued recommendation
1o withhold approval of the application, however, eorective actions susrm‘ted 1o the D)ST.I'CI

Poatd._ng the deviations have been dserned a:ceptabl-

Rlease make pote that this is only z Los Angele.s Distict recommendation and final Ageacy
approval will be issued from FDA's Center for Drug Evalvanion and Research to the applicant
Dermik Labs, Collegcv'iue PA.

'If you heve zny._quesiens regerding this lctt:‘, please coztact Tepi Dodds, Preazproval

Man:-:g:r at (949) 798-7758. e _ o
Smcerely, i "
/ A:ting Districr Dxr:ctc;: o 7
Los Angeles Diszict  APPEARS THIS WAY
ON ORIGINAL

- 12

'1290C MasAnthur Blvd.. Stz 3-
- Iriine, Californig 82612-2445
Telzphone (548) 793-7800



__. approxtmately

——

NDA 50- 756
=M (clindamycan phosphate,l% &-benzoyl peroxide, 5%)

D. ENVIRONMENTAL ASSESSMENT : ‘ " ACCEPTABLE

A complete Environmental Assessment (EA) was submitted although after
reviewing the Expected Introduction Concentrations (EIC) Section, this
spensor was eligible for a Categorical Exclusion, but did not apply for
it. -ThBe EIC for clindamycin phosphate and benzoyl proxide was :
and — respectively. -Both drug substances
well within the required < 1.00 ppb required for the . exclusion.
Therefore this EA is RECOMMENDED FOR APPROVAL for a Categorical
Exclusion.

" Informational Request: That sponsor be made aware of the most recent EA
changes as described in 21 CFR 25.31(b). That regulation essentially
stated use of the NDA drug substance's estimated concentration at the
peint of entry into the aquatic environment be below 1 ppb.

E. METHODS VALIDATION N ACCEPTABLE

Two Methods Validation requests were initiated on 12/7/98 and submitted
to both the Philadelphia District Laboratory (Primary Ldboratory), HFR-
MA160, and the San Juan District Lazboratory (Secondary Laboratory), HFR-

SE560.

F. LABELING

The trademark, - was submitied to the LNC for their review_ on

8/3/98. Their 9/22/98 reply indiceted the Established Name of

clindamycin phosphate - benzoyl peroxide was AGCERTABLE, however, the
Proprietary Name of #———— was UMACCEPTABLE due to a number of look-
alike, sound-alike compounds. . - )

A second trademark, BENZACLIN™ Tcpizzl Gel, was received on 1/20/99
from Sponsor and submitted to the TCA's LNC on 2/2/99. See ATTACHMENT
#5 for additional details. —-

G. ESTABLISHME&T"INSPECTION UNACCEPTABLE
A total of four sites were submitted for cGMP 1nspert1 iz The sites
were: S

, Rhone Poulenc Rorer (CFN

2425129, finished product stabilit. testing) & Rhone Poulenc Rorer (CFX

#2650125, drug product manufacturer:. The .
was WITHHELD FOR APPROVAL by OC and

‘consicdered NON-APPROVAL. The 483 Z0r mw= was dated 8/19/98 re: CS

$57515 (ATTACHMENT #4). Both Rhcns 2oulenc Rorer sites-were ACCEPTABLE.

BEST POSSIBLE Qi}?‘l”




DEPARTMENT OF HEALTH & HUMAN SERVICES ) " Public Health Service

Food and Drug Administration

Rockville MD 20857

“uy

N
o2

James J. Leyden, M.D. ' cy
Skin Study Center

350 Reed Road

Broomall, PA 19008-4008

Dear Dr. Leyden:

Between November 10 - 24, 1998 Mr. Mike M. Rashti representing
the Food and.Drug Administration (FDA), conducted an inspection
of your comduct, as investigator of record, of the clinical
studies - (pfotocol. #DL-6021-9103 and #DL-6021-9301)  of the -
investigational (drug combinatijon of clindamycin 1% and benzoyl
peroxide gel) ——— Topical Gel, performed-for Dermik
Laboratories, Inc. This inspection is a part of*FDA's Bioresearch
Monitoring Program, which includes inspections designed to
validate clinical studies on which drug approval may be based and
to assure that the rights and welfare of the human subjects of
those studies have been protected. —

From our evaluation of the inspection report and the documents
submitted with that report, we found some deviations from
federal regulations and/or good clinical practices. governing your
conduct of clinical investigations. 1Inspectional observations
were made on the Form FDA 483 and were discussed with you at the
close of the inspection. The discussion included but was rot
limited to: (a)enrolling subject #312 in the study despite source
documentation of the cencomitant use of Retin A, and

(b) inadequate record keeping. We acknowledge your responses and
your promise to make corrections/changes in your: procedures to
assure that the findings noted above are not-repeated in any
ongoing or future studies.

————

,
"{
A
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Page 27 - James J. Leyden, M.D.

We appreciate the cooperation shown Investigator Rashti during
the inspection. :

-

Sincerely vours. 7 .

ST -

-
Bette L. Bak¥ton, Ph.D., M.D.
Chief, Clinical Investigations II
Good Clinical Practice Branch
— Division of Scientific
Investigations, HFD-344
- o Office of Compliance
L Center for Drug Evaluation
: and Research -
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’ DERMIK LABORATORIES, INC.

A RHONE-POULENC RORER COMPANY mmr memmee e
Dedicated to Dermatology™ : .

500 ARCOLA ROAD

P.O. BOX 1200 .
COLLEGEVILLE, PA 19426-0107
TEL. 610-454-8000

New Drug Applicatio‘n' No. 50-756
Form FDA 356h
ltem 1.B.

ThL

— ———Topical Gel
— . (clindamycin 1% and
benzoyl peroxide 5% gel)

item 18.: User Fee Cover Sheet (Form FDA 3397)

In accordance with Section 736(a)(1)(B)(i) of the Prescription Drug User Fee Act of 1992
(PDUFA), as amended by the Food and Drug Administration Modernization Act of 1997
(FDAMA), Dermik Laboratories, Inc. sent a check (Check No. ——— in the amount of
$256,846.00 to the Food and Drug Administration, Pittsburgh, Pennsylvnia on March 31,
1998. The Food and Drug Administration assigned the apphcatlon the User Fee
Indentification Number 3442. —

- e

The Use Fee Cover Sheet (Form FDA 3397) for this ~V{opncd Gel (clindamycin 1%
and benzoyl peroxide 5% gel) New Drug Application is located on page 7 of Volume 1
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F Approved: OM8 No.-0810-0
~ DEPARTMENT OF HEALTH AND HUMAN SERVICES E::'“m Date: Novamber 303 ”2:;7

.. PUBLICHEALTH SERVICE )
FOOD AND DRUG ADMINISTRATION USER FEE COVER SHEET
Pubils reporing s 3 tor Sis - s evtmetnd to » par , Insheling %:a Gs for = ”ﬁ%mmmmu
oaintuining the daie tidedad, and and e of r _m—-nmﬂwm“-mwmum*‘*—- of ndorm
swggeetions for reducing Bis burden e
fzports Closrenes Offiest, PME and ta Ofiss of Menegament end Sudget
bt 0L Mumgivey Sulidng Nesm 72I-B . Peperwerkt Radustion Prajost (819-6207)
290 hicesndenes Avenus, LW, Washingten, DC 30853
Washingten, DC 20301
N PRA
Piosse DO NOT RETURN s form 00 olihar of Gues edduesse, "“"_’ =
q o See Instructions on Reverse Before Completing This Form. - -
1. APPLICANT'S NAME AND ADORESS 2 USER FEE BILLING NAME, ADDRESS, AND CONTACT
Dermik Laboratories, Inc. Ronald F. Panner
500 Arcola Road R R . , Senior Director
Collegewlle PA 19425—0107 : Worldwide Regulatory Affairs

- . Rhéne-Poulenc Rorer Pharmacetticals

T ) 500 Arcola Road
Collegeville, PA 19426-0107

| 3. TELEPMONE NUMBER (inchude Area Code) - :
--(610) 454-3026 ' : N

Lrnooucr
Topical Gel (clindagcin 12 and benzovl peroxide SZ gel)
| & DOES THIS APPLICATION GONTAIN CLINICAL DATA? - R ves a NO
IF YOUR RESPONSE 1S “NO™ AND THIS S FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM
. USER FEE LD. NUMBER 7. LUICENSE NUMBERMNDA NUMBER
3442 _ - N0 50756

&BWMMWWW“WMWMFEMWFS&MMAWM

D~ ALARGEVQLUIEPARENTERALDR(BPRODUCT E] THE APPLICATION IS SUBMITTED UNDER 605(b)2)
) ’ APPROVED BEFORE /182 (See reverse before checking box.)
D AN INSULIN PRODUCT SUBMITTED UNDER 506 * —

FOR BIOLOGICAL PRODUCTSONLY

0  wHoLE BLOOD OR BLOOD COMPONENT FOR O A CRUDE ALLERGENIC EXTRACT PRODUCT
a BOVINE BLOOD PRODUCT FOR TOPICAL a AN "IN VITRO™ DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9182 UICENSED UNDER 351 OF THE PHS ACT
§. . HAS THIS APPLICATION QUALIFIED FOR A SMALL BUSINESS EXCEPTION? a Yes - B w
o (Ses reverse if answersd YES)
o . “V
b. HAS A WAIVER OF APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? [ ] YES TR NO

(See reverse if answered YES)

This comﬂeled forrn must be signed and accompany each new drug or biologic product, original or supplement. —

RE OF AUTHORIZED COMPANY REPRESENTATIVE . | e Senior Director | oaTE
a?" V Worldwide Regulatory April 9, 1998
Affairs o =
( i S Ko™

FORM FDA 3397 (12/93)

BEST POSS QLE 5‘95“"*“1 71



©_ 5eST POSSIBLE COF

INSTRUCTIONS FOR COMPLETING USER FEE COVER SHEET
- . FORM FDA 3397

Form FDA 3397 Is to be completed for and submitted with each new drug or blologic product orlglnal application or
supplement submitted to the Agency on or aftor January 1, 1994, The prescription drug User Fee Act of 1892, Public
Law 102-671, authorizes the collection of the information mquouodonthlﬂomtolmplmmma. Fallure to
equ:fommmwhdohylnwngﬂum s’

TTEM NOS. - INSTRUCTIONS

13 Self explanatory.

4 PRODUCT NAME - Iriclude the generic name and the trade name, as applicable. | -

§ If clinical data are required for approval, then the application should be identified as contalning clinical

data, Please refer to the FDA policy regarding clinical data, Interim Guidance, Separate Marketing
Applications and Clinical Data for Purposes of Assessing User Fees Under The Human Prescription Drug User
Fee Act of 1992, July 12, 1993. Coples may be obtained from: Food and Drug Adnilhistration; Oftice of

Small Business, Scientlific and Trade Aﬂaln- 5600 Fishers Lane, HF-50; Rockville, MD 20857 Piease Include
two (2) pre-addmssed malling labels with your request.

6 USER FEE LD, NUMBER PLEASE MAKE SURE THIS NUMBER AND THE NUMBER ON THE APPLICATION
PAYMENT CHECK ARE THE SAME. FOR APPLICATIONS SUBJECT TO USER FEE PAYMENT, please oupply the
following ldentlfying information:

, mﬂ_nﬁuﬁm- A unique identlfication number will be assigned to each submisslon. This individual
ldemmwionnmbunuyboobuhndbyumngﬁnwmﬁwomgewmﬂonmd Research Central
Document Room, at (301) 443-8269, -

W-ﬂnﬂm4dﬂmdm are the U.S. License Number, including leading zeros; the
second characters are the product code (2 letters foliowed by 2 numbers); andtholut‘lehanammme
_ dateontheemrle&tudthesubmbdon.htholomat:DDMONYR.nmladIRyhunlleensod.onﬁe
product code Is unknown, a number can be obtained by calling the Center for Biologics Evaluation and
Research, at (301) 584-2906.

EXAMPLE: For U.S. License Number 4, product code ZZ01, with a documem submlsslon date of 8/3/93, the
number would be: 0004ZZ0103AUGS3. .

L —

-

7 -~ UCENSE NUMBERINDA NUMBER
&B_B&LQQM - Indicate the U.S. License Number. If the facliity Is unlicensed, leave this secﬂon

FOR DRUG PRODUCTS - indicate the NDA number, if known, including a leading zero. NDA numbers can be
obtained by calling the Center for Drug Evaluation and Research, Central Document Rooni, at
(301) 443-0035. -

il

EXAMPLE: For NDA99999, the number would be: N099999.

“* '\!‘

8 EXCLUSIONS - Check the appropriate box if this application is NOT covered by user fees because it is
excluded from the definition of “human drug application” as detined in Section 735(1) and (2) of the
_ Prescription Drug User Fee Act.

_Section 505(b)(2) applications, as defined by the Federal Food, Drug, and Cosmetic Act, are excluded from
application fees if: they are NOT for a new molecular entity which is an actlve ingredient (including any salt
or ester of an active ingredient); or NOT a new indication for use.

9 WAIVER - Complete this section only if the application has qualified for the small business ‘éxceptlon ora
waiver has been granted for user fees for this application. A copy of the official FDA notmcation that the
waiver has been granted must be provided with this submission.

FORM FDA 3397 (1283) BACK - . . —



’ , DERMIK LABORATORIES, INC.

Dedicated to Dennatology™

500 ARCOLA ROAD
_P.O. BOX 1200
COLLEGEVILLE, PA 19426-0107
TEL. 610-454-8000

+
4 1" \‘v“‘.‘ .

A RHONE-POULENC RORER COMPANY

New Drug Application No. 50-756
Form FDA 356h
Item 1.G.

Topical Gel
(clindamycin 1% and
benzoyl peroxide 5% gel)

Item 16: Debarment Certification

In accordance with Section 306(k)(1) of the Federal Food Drug and Cosmetic Act, we
hereby certify that, in connection with this application, Dermik Laboratories, Inc. did not
and will not use in any capacity the services of any person debarred under the Mandatory
Debarment provisions [Section 306(a)] or the Permissive Debarment provisions [Section-
306)b0] of the Federal Food Drug and Cosmetic Act in connection with this application:

BEST EOS IRL
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A RHONE-POULENC RORER COMPANY

DERMIK LABORATORIES, INC.

Dedicated to Dermatology™

~500 ARCOLA ROAD
P.0. BOX 1200 ) -
COLLEGEVILLE, PA 19426-0107

TEL. 610-454-8000

New Drug Application No. 50-756
FormFDA 356h - _
Item L.F.

————Topical Gel
(clindamycin 1% and
- - benzoyl peroxide 5% gel)

" 3\\.&“

Items 13 and 14: Patent Information and Patent Certification =

Patent information and patent certification information are located in this volume beginning on
the next page. - -

APPEARS THIS Way - np—
(ON ORIGINAL B



1)
2)
3)

Active Ingredient(s):

Strength(s):

Trademark:

4) “DosageForm (Route of

5)
6)
7)

8)
9)

10)

~ 11) To the best of our knowledge, each of the clinical investigations included in this
application meets the definition of "new clinical investigation" set forth in 21 CFR—

A list of all published studies or publicly available reports of clinical investigations
known to the applicant through a literature search that are relevantio the conditions for
which we are seeking approval is attached. We have thoroughly searched the scientific
literature and, to the best of our knowledge, the list is complete and accurate and, in our

- opinion, such published studies or publicly available reports do not provide a sufficient
basis for the approval of the conditions for which we are seeking approval without
reference to the new clinical investigation(s) in the application. The reasons that these
studies or reports are insufficient are presented in the attachmentas well.

BEST POSSIBLE COPY

Administration):

Application Firm Name:

IND Number:-
NDA Number:
Approval Date:

Exclusivity — date first ANDA
could be submitted or approved

and length of exclusivity period:

Applicable patent numbers and
expiration date of each:

314.108(a).

clindamycin and benzoy] peroxide

1% and 5%

Topical gel

Dermik Laboratoiigs; Inc.

50-756

Pursuant to Section 505(j)(4)(D)(iii) and
505(c)(3)(D)(iii) of the Federal Food, Drug and
Cosmetic Act, no ANDA may be approved
with an effective date which is prior to 3 years
after the date of approval of this application.

5,446,028, Expires August 29, 2012

Item 13 -Patent/Exclusivity Information;



Item 13. Pitent Information

1) Patent number 544608 -
2) Date of expiration - ~ August 29, 2012

3) Type o_f;ga‘fent : ~drug product; method of use
4) _Narime gfi patent o;/vner Dernﬁk Laboratdries,wlvvhc.

5) US. representative Dermik Laboratb;ié;, Inc.

‘The xindersigned d'ecla;'es that Patent No. 5,446,028, covers the formulation,
composition, and/ or method of use of Applicant’'s — {clindamycin and benzoyl
peroxide) product. This product is the sub]ect of this application for which approval is

being sought.

Signed:
Name:
Title: ‘

///é - " Date: 4/6/98

Ross }/Oehler

tant General Counsel, Patents and Trademarks

Rhéne—l?_oulenc Rorer Pharmaceuticals Inc.
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"EXCLUSIVITY SUMMARY for NDA # ERD"7E;QD SUPPL #

Trade Name BG’JEQ—C/LUJ - Generic Name ('J—-\IJDJIQ-M\.IQ,[VJ/ baJ%O
Applicant Name. ]>§miP\\EL Li*ﬂgﬁai¥ﬁtﬂlléis - HFD_E;QK? ¥“§“‘9XADE§

Approval Date'

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? ~

1. An exclusivity determination will be made for all original
applications, but only for certain supplements. Complete .
Parts _IT and III of this Exclusivity Summary only if (you

answer;_yes“ to one or more of the following questlons aBout
the s®bmission.

a) 1Is it an original NDA? v// ‘;5 B
, "YES /¥ / = NO /__/

b) 1Is it an effectiveness supplement?
YES /__/ NO /’V/j
If yes, what type? (SElj SE2, etc.)

c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
- safety? (If it required review only of biocavailability

or biocequivalence data, answer "no.")

—  YES /jgi; No'/___)Vﬁ

If your answer is "no" because you believe the study is
a bioavailability study and, therefore, not eligible for
. exclusivity, EXPLAIN why it is a biocawailability study,
including your reasons for disagreeing with-any arguments o
made by the applicant that the study was not simply a
,ﬂbloavallablllty study.

If it is a -supplement requiring the reViE% of clinical
data but it is not an effectiveness suppleftent, describe

the change or claim that is supported by the clinical
data:
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d) Did the applicant request exclusivity? -

YES /_-_\/_/ NO /__ /

If the answer to (d) is "yes," how many years of
exclusivity did the applicant request? )
Syenes
- RS- i

IF YOU HAVE ANSWERED "NO®" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. Has a product-with the same active ingredient (s), dosage form;
“strength, route of administration, and dosing schedule — -
previo@sly been approved by FDA for the same use? ’ .

YES /__/ - ‘__7_- NO /____/

if yes, NDA § Drug Name

IF THE ANSWER TO QUEéfION 2 IS "YES," GO DIRECTLY TO THE SIGNATUR
BLOCKS ON PAGE 8. o

3. 1Is this drug product or indication a DESI upgrade?

YES /__/ . NO /V/

= IF THE ANSWER TO QUESTION 3 IS “YES,* GO DIRECTLY TO THE”SIGNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

>
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PART II FIVE-YEAR EXCLUSIVITY FOR_NEW CHEMICAL ENTITIES
(Answer either #1 or #2, as appropriate) -

1~ Singigﬁactive ingredient product.

~~Has FDA previously approved under section 505 of the Act any
drug product containing the same active moiety as the drug
‘under consideration? Answer "yes" if the—active moiety
(including other esterified forms, salts, complexes, chelates
or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular
ester or salt (including salts with hydrogen or coordination
bonding) or other non-covalent derivative (such as a complex,

—chelate, or clathrate) has not been approved. Answer "no" if
the compound requires metabolic conversion (other than -
deesterification of an esterified form of the drug) to produce
an already approved active moiety.

R ‘

YES /___/ _NO /__/

. If "yes," identify the approved drug broduct-‘f’s) containing the
e active moiety, and, if known, the-NDBA #(s).

NDA #

NDA.# _

NDA #

2. Combination product.

If the product contains more than one active moiety (as -
defined in Part 1II, #1), has FDA previously . approved an -
application under section 505-containing any one of the active -
moieties in the drug product? If, for example, the ~ -
combination contains one never-before-approved active moiety
and one previously approved active moiety, answer "yes." (An .
active moiety that is marketed under am OTC monograph, but
-~ that was never approved under an NDA, is considered not ~

previously approved.) - ' -

o L YES /___ [/ - NO/__»__/

p—— ..

If "yes," identify the approved drug product (s) éontaining the
- active moiety, and, if known, the NDA #(s).

woa g SE€ Arracsud) -

NDA # .

wh,

‘,* k"

NDA #

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON PAGE 8. IF “YES," GO TO PART III.

i
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BEST P

NDA # API Drug Name )
50-557 Benzoyl peroxide | Benzamycin Erythromycin Gel _
50-769 Benzoyl peroxide | Benzamycin Pak
50-162 Clindar-ycin Cleocin Capsules
50-163 Clindamycin Cleocin Solution
50-428 Clindamycin Cleocin Palmitate Flavored Granules
50-441 Clindamycin Cleocin Phosphate Solution
50-537 Clindamycin = | Cleocin Topical Solution_ ~
50-648 Clindamycin Clindamycin Phosphate injection .
50-680 Clindamycin Cleocin Vaginal Cream
50-767 Clindamycin | Cleocin Vaginal OV
50-782 | -~ Clindamycin | Clindamycin Topical

ON ORIGINA}_
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PART III THREE-YEAR EXCLUSIVITY FOR NDA' S AND SUPPLE’MENTS

—

To quallfy' for three years of exclusivity, an appllcatlon or
supplement must contain "reports of new clinical investigations
(othe. than bioavailability studies) essential to the approval of
the application and conducted or sponsored by the applicant." This

section should be completed only if the answer to PART II, Question
1 or*2 was "yes."

1. Does the application contain reports__ of clinical
' investigations? - (The Agency interprets  "clinical
. investigations" to mean investigations conducted on humans
other than biocavailability studies.) If. the application
contains clinical investigations only by virtue of a right of
reference to clinical 1nvestlgat10ns in another application,
answer %yes," then skip to questlon 3(a). If the answer-to

3(a) -¥s "yes" for any investigation referred to in another

applléatlon, do not complete remainder of summary for that -

1nvestlgatlon

YES /_\{/ ‘ NO /[

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval" if the
Agency could not have approved the application or supplement
without relylng on that investigation. - Thus, the
investigation is not essential to the approval if 1).
clinical investigation is necessary to support the supplement
or application in light of previously approved applications
(i.e., information other than c¢linical trials, such as

~ biocavailability data, would be sufficient to provide a basis

B for approval as an ANDA or 505(b) (2) application because of
what is already known about a previously approved product),

2) there are published reports of studies {other than those

conducted or sponsored by the appllcantr‘or other publicly

available data that independently would have been sufficient

to support approval of the. application, without reference to

the clinical investigation submitted in the application. —

For the purposes of this section, studies comparing two
- products with the same ingredient(s) are considered to be
bloavallablllty studies.

(a) In Yight of previously approved appllcétlons, is a
clinical investigation (either conducted by the applicant
or available from some other source, including the
published literature) necessary to support approval of
the application or supplement?

YES /__’Z/‘ NO -/ /

we+ BEST POSSIL




(b)

(c)

If "no," state the basis for your conclusion that a
clinical trial is not necessary for approval AND GO
DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

-

Did the applicant submit a list of published studies
relevant to the safety and effectiveness of this drug
product and a statement that the publicly available data

would not independently support approval of the
application?

S YES /__/ MO /_‘4

R NN

If the answer to 2(b) is "yes," do-you personally
know of any reason to disagree with the applicant’s
conclusion? If not applicable, answer NO.

—
=,
P

YES / __/ NO /__ [/

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data .that
could independently demonstrate the .safety and
effectiveness of this drug product?

- YES /___/ NO / _\_//

If yes, explain: =

identify the clinical investigations submitted in the

. If the answers to (b) (1) and (b)(2) were both "no,".

application that are essential to the approval -

‘Investigation #1, Study # DL’(OO’Z—\’G!EOQ -

. Investigation #2, Study # _DL-’_QOZ.\""OHpZ»S

Investigatioﬁ»#B, Study #
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In addition to being essential, investigations must be "new"
to support exclusivity. The agency interprets "new clinical
investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effec-iveness of a
previously approved drug for any indication and 2) does not
duplicate the results of another investigation that was relied
on by the agency to demonstrate the effectiveness of a
- previously approved drug product, i.e., does not redemonstrate
something the agency considers to have been demanstrated in an
already approved application. el
a) For each investigation identified as "essential to the
— approval," has the investigation been relied on by the
agency to demonstrate the effectiveness of a previously
approved drug product? (If the investigation was relied
" on only to support the safety of a previously approved
drug, answer "no.") — ,

.Investigation #1 ‘ YES /__:_,-_/A NO /_\_/_/
Investigation #2 ' YES /__':/ NO /___\//
Investigation #3 YES /;_/ —NO /__\{/
If >you have answered “yes" for one or more_

investigations, identify each such investigation and the
NDA in which each was.relied upon:

NDA # Study # .
" NDA # _ Study #
NDA # .~ ' _ Stﬁdy #
b) For each investigation identified as "essential to the

approval," does the investigation duplicate the results
of another investigation that was relied on by the agency
-to support the effectiveness of a previously approved
drug product? -

: f;Investigation #1 YES /___/ ° NO /_f/

N In;eStigation #2 YES /___/ NO /___{/
Investigation #3 | YES /__/  NO /__ [/
If you have answered ‘"yes" forﬁ—"ae or morer

investigations, identify the NDA in which a similar -
investigation was relied on:

NDA # Study # R
NDA # - Study # — -
NDA # Study #

""" BEST POSSIBLE Gurs



c) If the answers to 3(a) and 3(b) are no, idertify each
""new" investigation in the application or supplement that -
is essential to the approval (i.e., the investigations
listed in #2(c), less any that are not "new"):

Investigation #_}, StL;dy #‘ DL '(OOU "‘Qng
g Investigation #2-, Study # DL" GOL\ 'Q(OL?:

Investigation #___, Study # N

4. To be eligible for exclusivity, a new investigation that is
' essential to approval must also have been conducted or
sponsored by the applicant. An investigation was "conducted
or sponsored by" the applicant if, before or during the .
conduct of the investigation, 1) the applicant was the sponsor -
- of the-IND named in the form FDA 1571 filed with the Agency, — -
or 2)-£he,app11cant (or its predecessor in interest) provided
“substantial support for the study. Ordinarily, substantial

support will mean providing 50 percent or more of the cost of
the study.

a) For each investigation identified in response to question
3(c): if the investigation was carried out under an IND,

was the applicant identified on the FDA 1571 as the
B sponsor?

Investigation #1 !

YES /_)f? ! NO /__/ _Explain:

IND #

Investigation #2

ves /]

IND # No /] 4Explain:

PR

1
]
1
t
1
!

“(b) ~ For each 1nvestIgat10n not carried out under an IND or
- “for which the applicant was not identified as»s the
sponsor, did the applicant certify that it or the
“applicant’s predecessor in interest provided substantial

support for-the study?

LA

_ _Investigation #1

"~ YES / / Explain NO-/ / Explain

i
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Investigation #2

YES /___/ Explain

Vum tmm G tam dem Gmm bme Sem

(€Y Notwithstanding an answer of "yes" to (a). or (b), are
- there other reasons to believe that the-applicant should
not be credited with having "conducted or sponsored" the
study? (Purchased studies may not be used as the basis

for exclusivity. However, if all rights to the drug are

— purchased (not just studies on the drug), the applicant
may be considered to have sponsored or conducted the -
studies” sponsored or conducted by its predecessor in
%gterest.)

s 1/ w0 /AT

‘Av

If yes, explain:

L uwlizleo
Signature \

Tioiar° PROT MGR. . pae

EY

u_k?/io [oo

_..Signatyre of Dtvision Director' Date

3EST POSSIBLE ¢opy

cc: Original NDA Division File HFD-85 Mary Ann Holovac
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PEDIATRIC PAGE BEST P 0SS 5%&

{Complete for d ongmal appllcatmns and all efficacy supplements)

Circle one: SE1 SE2 SE3 SE4 SE5 SE6

JABLA § S Q =75 ét . Supplement # : :
HFL Trade Magﬁ.{% G/SL" . Action eh#\’{ MDM\(QN]/ &QO)

SO .
Appﬁca}nl»Dw\j‘u _ Therapeutic Class _ANT\ Ang-
v -

ioglis adequate _‘/_ inadequate

Indicationts) previously approved
Pediatric information in labeling of approved xmcat

Proposed indication in this application

FOR SUPPLEMENTS, ANSWER THE FOLLOWING QUESTIONS IN RE

IS THE DRUG nmisu IN ANY PEDJATRIC AGE GROUPS? -
WHAT PEDIATRIC AGE GROUPS IS THE DRUG NEEDED? (Check all that apply)
__Chidren (2- 12yrs) deolecentsnz -16yrs)

TION TO THE PROPOSED INDICATION.
es {Continue with questions) __ No {Sign and retum the form)

__Neonates (Birth-imonth) lnfants {1month-2yrs)
1. PEDIATRIC I.ABEUNEIS ADEQUATE FOR ALL PEDIATRIC AGE GROUPS.  Appropriate information has been submitted in th:s or previous
applications and has been adequatsly summarized in the labeling to permit satisfactory labefing for all pediatnc age groups. Further information is not

—

required.
PEDIATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS, Appropriate information has been submitted in this or previous applications and
has been adequately_summarized in the labeling to permit satisfactory labeling for certain pediatric age groups {e.g., infants, children, and adolescents

Xz
but not neonates). Further information is not required.
—_ 3. PEDIATRIC STUDIES ARE NEEDED. There is potential for use in children, and further information is required to permit adequate labeling for thls use.

a. A new dosing formulation is needed, and applicant has agreed to provide the appropriate formulation

A new dosing formulation is needed, however the sponsor is gither not willing to provide it of is in negotiations with FDA. —

b.

—

The applicant has committed to doing such studies as will be Equned

ot
{1} Studies are ongoing,
{2) Protocols were submitted and approved.

{3) Protocols were submitted and are under review.
{4} 1f no pmocol has been submitted, attach memo describing status of discussions.

It the sponsor is not willing to do pediatric studies, attach capies of FOA" Swritten request thatsuch studies be done and of the sponsor's

- written response to that request
4. PEDIATRIC STUDIES.ARE NUT NEEDED. The dmglbmlogxc product has fittle potenual for use in pediatric patients. Attach memo explaining why

pediatric studies are not needed.
5. If none of the above -apply, attach an explanation, as necessary. ~ : .
S (5 po T ’ ""

ARE THERE ANY PEDIATRIC PHASE IV COMMITMENTS IN THE ACTION LETTER?
ATTACH AN EXPLANATION FOR ANY OF THE FOREGOING ITEMS, AS NECESSARY.

ased on information from MBOe IC (el

— Thidna comp d‘ i i
F" ] ulhirleo
Signatufe of Preparer and Title ' Date [ S /
ig ALB 5.b ‘151P
» f.' - / 1\1{1; oo Olig
: (revised 1072097}

Div File

- NOAJBLA Action Package
HFD-006/ KRaberts
FOR QUESTIONS ON COM LETING THIS FURM CONTACT, KHYATI ROBERTS HFD- 8 (ROBERTSK)

ﬁ ‘\‘K:X\‘

(e.g. medical review, medical officer, team leader]

~i ’»l

il



PEDIATRIC PAGE

{Complete for all original applications and all efficacy supplements) [
NOTE: A new Pedlatnc Page must be completed at the time of each action even though one was prepared at the time of the last action.

ABLA # s0-18 (P Supplement # Circle one: SE1 SE2 SE3 SE4 SES5 SE6
HFD 54V Trade and generic names/dosage form: BEMEA'CUPJ - Action; AP AE@
Applicant DERM\K, Therapeutic Class AdTi-ACA €

Indicationis) previously approved _
Pediatric information in labeling of appraved indication(s) is adequate __- inadequate ___

Proposed indication in this application __~O® THE TOR\CAL. TREATWMENT 0¢~ AERIE \‘U‘-—E‘V\'m

FOR SUPPLEMENTS, ANSWER THE FOLLOWING QUESTIONS IN RELATION TO THE PROPOSED INDICATION. )
IS THE DRUG NEEDED IN ANY PEDIATRIC AGE GROUPS? __ Yes (Continue with questions) __No (Sign and return the form)
WHAT PEDIATRIC AGE GROUPS IS THE DRUG NEEDED? {Check all that apply)

__Neonates (Birth-imonth) lufants (lmomh -2yrs) __Children [2-12yrs) Adolecents(12-16yrs)

__ 1. PEDIATRIC LABELING IS ADEQUATE FOH ALL PEDIATRIC AGE GROUPS. Appropriate information has been submitted in this or previous
applications-and has been adequately summarized in the labeling to permit satisfactory labeling for all ped:atnc age groups. Further information is not
required. — } -

_‘é. PEDIATRIC LABELING IS ADEQUATE FOR CERTAIN AGE GROUPS. Appropriate information has been submitted in this or previous applications and
has been adequately summarized in the labeling to permit satistactory labeling for certain pediatric age groups le.g., infants, ch1dren and adolescents
but not neonates). Further information is not required.

_ 3. PEDIATRIC STUDIES ARE NEEDED. There is potential for use in children, and further information is required to permit adequate labelifig for this use.
—a. A new dosing formulation is needed, and applicant has agreed tt; provide the appropriate formulation.
__b. A new dosing formulation is needed, however the sponsor is githef not willing to provide it or is in negot_iat’io"ﬂs with FDA.
—cC Thé applicant has committed to doing such studies as will be required.

(1) Studies are ongoing,

(2} Protocois were submitted and approved.

{3) Protacols were submitted and are under review.
{4} If no protocol has been submitted, attach memo describing status of discussions.

3

__d. If the sponsor is not willing to do pediatric studies, attach copies of FDA's written request thal such studies be done and of the sponsor's
-written response to thatrequest. ——

__4. PEDIATRIC STUDIESARE NOT NEEDED. The drughiologic product has little potential for use in pediatric patients. Attach memo exﬁlaining why
pediatric studies are not needed. :

__5. i none of the above a;;ply. attach an explanation, as necessary.

ARE THERE ANY PEDIATRIC PHASE IV COMMITMENTS IN THE ACTION LETTER? ___ Yes _ﬁo -] -
ATTACH AN EXPLANATION FCR ANY OF THE FOREGOING ITEMS, AS NECESSARY.

]

L

Trk\aue was comnleté?u;_d 7 information from . (e.g., medical review, medical officer, team leader)

Sign:l{ure of Preparer and Title N o Date

s SEST POSSIBLE COPY

NDA/BLA Action Package .
HFD-006/ KRoberts {revised 10720/97)
' FOR QUESTIONS ON COMPLETING THIS FORM CONTACT, KHYATI ROBERTS, HFD-G (ROBERTSKI =~ =
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, DERMIK LABORATORIES, INC.

Dedicated to Denmatology™

500 ARCOLA ROAD-

P.0. BOX 1200

COLLEGEVILLE. PA 19426-0107
"TEL:610-454-8000

Lk 2NN

P v

New Drug Application No. 50-756
Form FDA 356h
Item 2

S Topical Gel

(clindamycin 1% and
benzoyl peroxide-5% gel)

Item 2: Labeling

Title: 2.0.————Topical Gel Carton Label

Draft carton labeling for
Topical Gel is located in this section on the next pag

(clindamycin 1% and benzoyl peroxide 5% gel)

e. Both the——————Topical Gel jar-

and the — vial will be included in the carton when distributed to pharmacies.

_ -~ APPEARS THIS War
o ON ORIGINAL

SEST POSSIBLE Copy
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