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1 RecommendationslRisk Benefit Assessment

1.1 Recommendation on Regulatory Action

From a clinical perspective, an Approval action is recommended for NDA 50-819 for use of
topical combination drug product, Acanya Gel [c1indamycin (l%)/benzoyl peroxide (2.5%)] gel,
for treatment of acne vulgaris in patients 12 years of age and older. The applicant has
established safety and efficacy over vehicle in two 12 week, multi-center, randomized, double
blind, vehicle-controlled, phase 3 clinical trials (DPSI-06-22-2006-012 and DPSI-06-22-2006
017) with use ofAcanya Gel in treatment of acne vulgaris and has satisfied the combination drug
policy under 21 CFR §300.50.

The 505(b)(2) route of approval for this application is based on published literature; therefore, a
clinical bridge is not needed. The applicant's proposed 505(b)(2) route of approval is based on
the claim that a clinical bridge to listed product BenzaClin® has been established. However the
application is deficient because the NDA application does not include a clinical trial with use of
the proposed drug product, Acanya Gel, to any listed drug as per 21 CFR §320.24(b)(4). Instead,
the applicant is relying on data from Bioe uivalence Stud DPS 07-07-2005-001 conducted with
listed dru BenzaClin® and

t oug It IS SClentl lcally
are simi ar Wit respect to exci ients and

excipient levels strengt 0 , propylene glycol and corresponding
purified water), t e app Icant did not provide ade uate comparative safety and e lcacy ata to
support the sameness ofAcanya Gel and There is no known precedent for use of
a surrogate as the applicant is proposing an It oes not appear to this reviewer that current
regulations allow for use of a surrogate drug to demonstrate comparative bioavailability under 21
CFR §320.24(b)(4).

1.2 Risk Benefit Assessment

The label includes warnings concerning colitis occurring with use of oral and topical
clindamycin and the need for avoidance of ultraviolet light exposure due to a preclinical dermal
photocarcinogenicity signal observed with benzoyl peroxide.

1.3 Recommendations for Postmarketing Risk Management Activities

No postmarketing risk management recommendations are needed.
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1.4 Recommendations for other Post Marketing Study Commitments

Other topical clindamycin, BPO, and clindamycin/ BPO drug products have been on the market
for a number of years; however, it is uncertain whether long term safety data have been assessed
in a systematic fashion. Acne vulgaris is considered a chronic disease and the applicant's safety
database and literature references did not provide long-term safety data with use of benzoyl
peroxide, clindamycin, or clindamycin/BPO topical products containing penetration enhancers
such as propylene glycol. A longterm safety study as per ICH-EIA Guideline for Industry: The
Extent of Population Exposure to Assess Clinical Safety: For Drugs Intended for Longterm
Treatment ofNon-Life- Threatening Conditions might be considered.

2 Introduction and Regulatory Background

To support approval of Acanya Gel the applicant submitted data from two identical pivotal phase
3 trials (DPSI-06-22-2006-012 and DPSI-06-22-2006-017) and one phase 2 dose-ranging study
(DPS-07-12-2005-002) in acne vulgaris subjects comparing the efficacy and safety ofAcanya
Gel with its active monads (clindamycin and BPO) in gel vehicle and gel vehicle. The phase 3
clinical trials were identical multi-center, randomized, double-blind, active and vehicle
controlled, 4-arm, parallel oup comparison studies comparing the efficacy and safety of once
daily applications 0 (1/2.5) gel, vehicle, clindamycin (1 %), and benzoyl
peroxide (2.5%) gels over weeks in the treatment of moderate to severe acne vulgaris.
Studies DPSI-06-22-2006-012 and DPSI-06-22-2006-017 and DPS-07-12-2005-002 are referred
to as 012, 017, and 002; respectively, in this review. The applicant also submitted data from a
phase 3 bioequivalence clinical trial (DPS 07-07-2005-001) in acne vulgaris subjects to support
the 505(b)(2) regulatory route of approval.

As stated above, the applicant is seeking the 505(b)(2) route ofNDA approval; however, the
application does not contain a clinical trial that directly compares Acanya to an approved listed
product to provide clinical information on comparative bioavailability as per 21 CFR
320.24(b)(4). Instead, the applicant submitted data from a phase 3 bioe uivalence clinical trial
(DPS 07-07-2005-001) in acne vulgaris subjects comparing Gel with the
marketed topical combination product BenzaClin clindam cm % Gel for 10 weeks.
Bioe uivalence Stud DPS 07-07-2005-001
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According to the applicant, the formulations for Acanya Gel and
with respect to excipients and exci ient levels except for the followmg:
BPO from 2.5% 2 the amount of propylene glycol from and 3) the
correspon mg pun Ie water. The a plicant believes that t e c mIca and
nonclinical safety ata amassed for Gel full su orts Acanya Gel. In general,
the applicant plans to rely on the sa e y ata generated from Gel to support NDA
filing for the to-be-marketed Acanya Gel.

eve opment work starting in
un er was or canya e contammg 0 clindamycin and 2.5% BPO. It

should be noted that phase 1 dermal safety studies were conducted with a Gel
formulation that is different from the "to-be-marketed" Ge ormu atlOn. The
Division had no input in study design for the phase 3 blOe Ulva ence c inical trial (DPS 07-07-
2005-001) in acne vulgaris subjects comparing Gel with the marketed topical
combination product BenzaClin (clindamycin 1

Although the formulations for Acanya Gel and Gel maybe similar with respect
to excipients and excipient levels, the applicant I not prOVI e "head to head" data from any
clinical trial to support safety and efficacy profile differences or sameness between the two drug
products.

2.1 Product Information

• Description of the product
Acanya Gel (clindamycin phosphate 1.2% and benzoyl peroxide 2.5%) is a combination
product with two active ingredients in a white opaque aqueous gel formulation .

• Established name and ro osed trade name

revIew.

In a subsequent review (dated 9-26-08), the Proprietar
findings indicate that the proposed name, Acanya
vulnerable to name confusion that could lead to me
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{Acanya [clindamycin (l %)/benzoyl peroxide (2.5%)] Gel}

Clindamycin phosphate is a water-soluble ester of the semi-synthetic antibiotic produced
by a 7(S)-chloro-substitution of the 7(R)-hydroxyl group ofthe parent antibiotic
lincomycin. Benzoyl peroxide is an antibacterial and keratolytic agent.

The chemical name for clindamycin phosphate is Methyl 7-chloro-6,7,8-trideoxy-6-(l
methyl-trans-4-propyl-L-2-pyrrolidinecarboxamido)-l-thio-L-threo-a-D-galacto
octopyranoside 2-(dihydrogen phosphate). The structural formula for clindamycin
phosphate is represented below:

Clindamycin phosphate:

The structural formula for benzoyl peroxide is represented below:

Benzoyl peroxide:

Molecular FOnllUla: Cl4HlO0 4 Molecular Weight: 242.23

• Pharmacological class
Lincosamide antibiotic and Benzoyl Peroxide

ro osed indications, dosing regimens, age groups
Gel is indicated for the to ical treatment of acne vul
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2.2 Tables of Currently Available Treatments for Proposed Indications

Acne is a common skin disease with onset in adolescence and characterized by papules, pustules,
and comedones. Acne vulgaris is multi-factorial in etiology, but is known to develop in the
sebaceous follicles with the face as the primary site of involvement face; however, the trunk,
buttocks, and extremities can also be affected. Acne vulgaris can present with varying lesion
types, sizes and numbers and varying degrees of severity. The prevalence ofacne is close to
100% ofthe population, with individuals differing only in severity of expression. Currently
common approved therapies for acne vulgaris include topical (i.e., benzoyl peroxide, antibiotics,
retinoids, salicyclic, azelaic acid) and systemic therapy (i.e., antibiotics, isotretinoin, hormonal).

2.3 Availability of Proposed Active Ingredient in the United States

According to the applicant, there are over 70 nonprescription BPO products, 3 prescription
BPO/erythromycin combination products, 2 prescription BPO/clindamycin combination
products, and 19 prescription clindamycin topical products in the US.

Antibiotic preparations containing erythromycin, tetracycline and clindamycin have become
available for the topical treatment of acne vulgaris since the mid 1970s. Topical tetracycline
preparations are no longer available in the US.

2.4 Important Safety Issues With Consideration to Related Drugs

The major concern in the use ofany clindamycin preparation is the development of diarrhea that
may be associated with pseudomembranous colitis. Orally and parenterally administered
clindamycin has been associated with severe colitis, which may result in death. Diarrhea, bloody
diarrhea, and colitis (including pseudomembranous colitis) have been reported with the use of
topical and systemic clindamycin. Acanya Gel should be discontinued if significant diarrhea
occurs.

Labeling for another c1indamycin /benzoyl peroxide combination drug product, Duac
(clindamycin 1%/benzoyl peroxide) Gel, is being updated to include a ost marketing report of
anaphylaxis. There is one case report ofa 15 year old female in equiring emer ency
room treatment and a second distinct case report involving a 22 year emale from

In the former case, the 15 year old subsequently reported successful use 0 a enzoyl
peroXide product for acne without allergy symptoms. While causality has not been conclusively
established and anaphylaxis is rarely reported with clindamycin, the M.O. reviewer concludes
that it seems reasonable to assume causality to the c1indamycin component ofDuac Gel.

Benzoyl peroxide is an oxidizing agent; it may bleach hair and colored fabric. Benzoyl peroxide
is not considered to be a carcinogen; however, in one study, using mice known to be highly
susceptible to cancer, there was evidence suggestive of benzoyl peroxide as a tumor promoter.
The clinical significance of this is unknown.
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2.5 Summary of Presubmission Regulatory Activity Related to Submission

Advice given to the applicant included:

• March 7,2005 Guidance Meeting (1 % clindamycin/2.5% benzoyl
peroxide) Gel (page 12)

1. For a 505(b )(2) application, the sponsor should conduct comparisons to the reference listed
product(s) to provide clinical information on comparative bioavailability (i.e., 21 CFR
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320.24(b)(4)). See guidance meeting minutes from November 12,2003. With regard to a
505(b)(2), the sponsor should specify the informational pieces that are sought from the reference
listed drug product with regard to the Agency's findings of safety and efficacy for that listed drug
product.

2. Further, this is a fixed combination product as per 21 CPR 300.50. The sponsor should
adequately demonstrate that the combination dyad product is superior to each of the monads in
product vehicle and the vehicle alone for each of the primary endpoints. This could be
accomplished via two adequate and well-controlled clinical studies that incorporate each of the
needed arms ..."

• June 27, 2006 Guidance Meeting (1 % c1indamycin/2.5% benzoyl peroxide)
Gel - 505(b)(2) regulatory route page )

(Note: The applicant requested an EOP2 meeting; however, meeting advice presented as a
Guidance meeting since phase 2 trial was ongoing.)
The sponsor will need to conduct two adequate and well controlled four arm studies: the
sponsor's combination product vs. clindamycin in vehicle vs. benzoyl peroxide in vehicle vs.
vehicle alone ...."

• September 18,2006 End-of-Phase 2 Meeting (1 % clindamycin/2.5% benzoyl peroxide)
Gel

The information provided in the briefing document appears insufficient for a waiver of phase 2
absorption studies to be granted. The Clindagel data is not sufficient to satisfy the recommended
elements ofthe phase 2 maximal use study which would use a formulation identical to the
clinically studied/to-be-marketed formulation. Clindamycin gel product absorption data in place
of the combination product would require justification, since there might be differences in
absorption due to a vehicle effect. Please submit your rationale to demonstrate why data from the
clindamycin only product is sufficient...."

• February 12,2007- Submission 0081 (letter date February 9, 2007, stamp date
February 12, 2007) Photosafety and Repeat Insult Patch Testing Waiver Re

According to the MO reviewer, the formulations for the 1/2.5 and the
Gels are the same with res ect to excipients and excipient eve s except for the
benzoyl peroxide from 2.5%, the amount of propylene glycol from
and the corresponding pun Ie water. A UV/visible spectroscopic stu yo

Gel formulatIOns was conducted to evaluate the absorbance at various wavelengths of
t e rug products and its components. No significant absorbance for drug products or
components was observed above nm. No photosafety concern for either Gel
formulation was identified.

• May 22, 2007- Clinical comments faxed to applicant.
A waiver of hotosafety and further additional insult patch testing was recommended to be
granted for 1/2.5 Gel, IND 41, 733.
• November 27, 2007 Pre-NDA Meeting (1 % clindamycin/2.5% benzoyl peroxide) Gel

10



Clinical Review
{Brenda E. Vaughan, M.D.}
{NDA 50-819}
{Acanya [clindamycin (1 %)/benzoyI peroxide (2.5%)] Gel}

A 505(b)(2) application would be an acceptable approach at this time based on the information
provided. The Division recommends that sponsors considering the submission ofan application
through the 505(b)(2) pathway consult the Agency's regulations at 21 CFR 314.54, and the
October 1999 Draft Guidance for Industry "Applications Covered by Section 505(b)(2)"
available at http://www.fda.gov/cder/guidance/index.htm. In addition, FDA has explained the
background and applicability of section 505(b)(2) in its October 14, 2003, response to a number
of citizen petitions challenging the Agency's interpretation ofthis statutory provision (see
Dockets 2001P-0323, 2002P-0447, and 2003P-0408 (available at
http://www.fda.gov/ohrms/dockets/dailys/03/oct03/1 02303/02p-0447-pdnOOO1-vol1.pdf)).

If you intend to submit a 505(b)(2) application that relies for approval on FDA's finding of
safety and/or effectiveness for one or more listed drugs, you must establish that such reliance is
scientifically appropriate, and must submit data necessary to support any aspects of the proposed
drug product that represent modifications to the listed drug(s). You should establish a "bridge"
(e.g., via comparative bioavailability data) between your proposed drug product and each listed
drug upon which you propose to rely to demonstrate that such reliance is scientifically justified.
If you intend to rely on literature or other studies for which you have no right of reference but
that are necessary for approval, you also must establish that reliance on the studies described in
the literature is scientifically appropriate ..."

(page 5) Additional Clinical Comments:
" .. .Ifyou intend to rely on the Agency's finding of safety and/or effectiveness for a listed
drug(s) or published literature describing a listed drug(s), you should identify the listed drug(s) in
accordance with the Agency's regulations at 21 CFR 314.54. It should be noted that the
regulatory requirements for a 505(b)(2) application (including, but not limited to, an appropriate
patent certification or statement a I to each listed dru u on which a s onsor relies ...."

I
• December 26, 2007 NDA 50-819 Application receipt date for (1 % clindamycin/2.5%

benzoyl peroxide) Gel
Pursuant to §505(b)(2) of the Federal Food, Drug and Cosmetic Act, and in accordance with
Title 21 ofthe Code ofFederal Regulations §314.50, Dow Pharmaceutical Sciences
Inc. (DPSI) herewith submits an original New Drug Application (NDA) for
Gel (1.2% clindamycin phosphate, 2.5% benzoyl peroxide), also known as I

erformed a phase 3 bioequivalence clinical trial in
Gel with the marketed topical combination
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orts Acanya Gel. In general, DPSI will rely on the safety data
Gel to support this NDA filing for the to-be-marketed Acanya

• February 24, 2008
NDA 50-819 filed.

2.6 Other Relevant Background Information

Acanya gel is not marketed in any country.

3 Ethics and Good Clinical Practices

3.1 Submission Quality and Integrity

Table 1: DSI inspected the following 3 clinical study sites:

Site # (Name, Address, Phone
Protocol #

Number of
Indication

number, email, fax#) Subjects

Site 32
Serena Mraz, M.D.
Solano Clinical Research

DPSI-06-22-2006-012 Acne Vulgaris
127 Hospital Drive, #202 65
Vallejo, CA 94589

Site 40
Leonard Swinyer, M.D.
Dermatology Research Center DPSI-06-22-2006-012 79 Acne Vulgaris
3920 South 110 East, Suite 210
Salt Lake City, UT 84124
Site 72
Ronald Savin, M.D.
The Savin Center, PC DPSI-06-22-2006-017 47 Acne Vulgaris
134 Park Street
New Haven, CT 06511

•

Study site selection rationale follows:
Selection of the three sites listed above follows:

• Principal Investigator
potentIal conflict of interest.
Pharmaceutical Sciences an a mmonty s

financial disclosure indicates a
Dow

Overall Assessment of Findings and Recommendations:
The overall assessment of findings and recommendations made by DSI are as follows:
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Receipt ofthe endorsed inspection report for Dr. Mraz is pending. An addendum to this clinical
inspection summary will be forwarded to the review division should there be a change in the
final classification or additional observations of clinical and regulatory significance are
discovered after reviewing the EIR(s).

The data generated by the sites of Drs. Mraz, Swinyer, and Savin appear acceptable in support of
the respective application

3.2 Compliance with Good Clinical Practices

According to the applicant, studies were conducted in accordance with the ethical principles
originating from the Declaration of Helsinki, ICH guidelines, cGCPs and in compliance with
local regulatory requirements.

3.3 Financial Disclosures

The S onsor submitted the following financial disclosure statement for all investigators except
for

"I certify that I have not entered into any financial arrangement with the listed clinical
investigators (enter names of clinical investigators below or attach list of names to this form)
whereby the value of compensation to the investigator could be affected by the outcome of the
study as defined in 21 CFR 54.2(a). 1also certify that each listed clinical investigator required to
disclose to the sponsor whether the investigator had a proprietary interest in this product or a
significant equity in the sponsor as defined in 21 CFR 54.2(b) did not disclose any such interests.
1 further certify that no listed investigator was the recipient of significant payments of other sorts
as defined in 21 CFR 54.2(£)."

4 Significant Efficacy/Safety Issues Related to Other Review Disciplines

4.1 Chemistry Manufacturing and Controls

CMC review is pending.

4.2 Clinical Microbiology

The proposed label for Acanya Gel (clindamycin phosphate 1.2% and benzoyl peroxide 2.5%)
contains no microbiologic indication. According to the Microbiology consultant, no changes to
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the proposed label are recommended and that from a clinical microbiology perspective, the
Application is approvable.

According to the Micro consult of concern is (as articulated in this NDA application), topical
administration ofclindamycin results in increased resistance to various antimicrobials (including
the macrolides), and that this effect may have serious implications, including the disruption of
gut and respiratory flora with overgrowth of pathogens. Recent studies have suggested that
topical administration ofBPO alone may be as efficacious as existing topical combinations.
Resistance to BPO is currently unknown, and the potential for such resistance appears low.
These two factors suggest that additional data would be useful in determining the risks and
benefits of topical antimicrobial administration, and that combination products with a reduced
concentration of BPO be analyzed for their relative ability to inhibit resistance.

Additional information regarding the ability ofthe proposed concentration ofBPO (2.5%) to
inhibit the development of resistance to clindamycin in relevant species including
Propionibacterium acnes and other skin commensals was requested. This issue is concurrently
pending.

4.3 Preclinical Pharmacology/Toxicology

According to the PharmTox reviewer the NDA is approvable from a Pharmacology/Toxicology
perspective. (See PharmTox Review).

Key pre-clinical pharm/tox datasets (an Ames test, an in vivo micronucleus assay, a fertility
study, and an embryo-fetal development toxicity study in rabbit for clindamycin phosphate or
information from the literature, but not referring to any marketed pharmaceutical) are missing
from this application if a sufficient clinical bridge is not established. However, it was later
determined that this 505(b)(2) application is based on literature and therefore data from a clinical
study (clinical bridge) is not needed for approval. However, since bioequivalence clinical trial
DPS 07-07-2005-00 is deemed not sufficient and a clinical bridge is not established, the
applicant cannot use information contained in the BenzaClin label.

In the absence of a clinical bridge, the application is missing the genotoxicity information for
clindamycin (Ames test and in vivo micronucleus assay). The missing genotoxicity is no longer
critical and not needed for approval since the applicant conducted and submitted data from an
oral and a dermal carcinogenicity study with the drug product (both were negative) and benzoyl
peroxide has been shown to be a tumor promoter and tumor progression agent in a number of
animal studies.

4.4 Clinical Pharmacology

A direct in vivo bioavailability assessment ofAcanya was not submitted in the NDA and the
applicant did not provided data to indicate why a direct in vivo bioavailability study under
maximal use conditions should not be conducted. At the pre-NDA meeting the applicant was
advised that the agency would not commit to the granting ofa waiver of in vivo bioavailability
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Biopham reviewer's conclusion and regulatory recommendation (dated 9/29/08) is that clinical
pharmacology information included in this application is not adequate to support the approval of
the proposed product, Acanya Gel®. Specifically, the application does not contain adequate in
vivo bioavailability information required by 21 CFR §320. The clinical pharmacology review
team reminded the applicant of such requirement during the End-of-Phase-2 and pre-NDA
meetings.

However according to the reviewer, should the Division determine that there is sufficient safety
and efficacy information in the clinical studies database for approval, Biopham still recommends
that the vivo bioavailability study be conducted as a Phase IV post marketing commitment. This
is in keeping with previous precedent and underscores the need for such information in drug
development.

4.4.1 Mechanism of Action

Clindamycin is an antibiotic and BPa is antibacterial agent which has been shown to be effective
against P. aenes through its oxidizing ability. BPa is assumed to reduce comedones (non
inflammatory lesions) through its keratolytic and desquamative effects.

4.4.2 Pharmacodynamics

As indicated above in Section 4.2, administration of clindamycin results in increased resistance
to various antimicrobials (including the macrolides).

4.4.3 Pharmacokinetics

According to the applicant, in 1999 a phase 2 absorption study was conducted to evaluate the
absorption properties of clindamycin phosphate gel (Clindagel) versus a comparator product
(Cleocin T, 1.2% clindamycin phosphate [1 % clindamycin] gel). This was an open label study
conducted in 24 patients with acne vulgaris meeting specific inclusion and exclusion criteria.
Clindagel was applied topically to the affected and unaffected areas (face, neck, shoulders, chest
and back) once a day for 5 consecutive days. A range of3 to 12 grams of gel was applied to
these patients each day. Safety and laboratory endpoints included; adverse event capture, and
determinations ofplasma and urine levels of clindamycin in these patients. The results of this
study showed that the gel was well tolerated in all patients. The 5 day treatment regimen resulted
in peak plasma clindamycin concentrations that were less than 5.5 ng/ml. Urine samples
collected after multiple treatment applications showed that less than 0.04% of the total dose was
excreted in the urine (Cleocin T Package Insert).
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The applicant concludes that pharmacokinetic data collected from this trial are consistent with
reported values classical pharmacokinetic studies evaluating the half life, Cmax, Tmax, and
steady state conditions for the clindamycin formulation in healthy volunteers.

5 Sources of Clinical Data

All clinical trials reviewed to support this application were conducted by or for the applicant.
All phase 1 dermal safety studies (except for cumulative irritation potential Study 7002-EIHP
01-04) and Phase 3 Bioequivalence Study DPI-07-07-2005-001 were conducted with

el a similar drug product). According to the applicant, the formulations for Acanya e
Gel are similar with respect to excipients and excipient levels except for the

strengt 0 BPa from 2.5%, the amount ofpropylene glycol from
andthe corresponding purifie water.

5.1 Tables of Clinical Studies

Table 2: Clinical Studies Table

Section 7.1.1

Review
location/section

Section 5.3

Section 5.3

A:ifl~1Iil
vehicle,
B:clindamycin
(1%)
C: benzoyl
peroxide
(2.5%) gels

B:clindamycin
(1%)
C: benzoyl
peroxide
(2.5%) gels

10 Week
multi-center,
randomized,
double
blind,
vehicle
controlled,
3-arm

12 week,
multi-center,
randomized,
double
blind,
vehicle
controlled,
4-arm,
parallel
group
comparison
study

12 week,
multi-center,
randomized,
double
blind,
vehicle
controlled,
4-arm,
parallel
group
comparison
study

Phase 3 BE

Phase 3
Efficacy and
Safety

DPI
06-22
2006
017

DPI
07-07
2005
001

Phase 3 Studies
DPI- Phase 3
06-22- Efficacy and
2006- Safety
012

Study Phase Design Sites
#

Phase 2
DP1- Phase 2 12 week Section 7.1.1
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07-12- dose ranging multi-center, B: lDP-IIO, bid
2005- randomized, C: Clindamycin
002 double- (1%) gel, qd

blind, D: BPO (2.5%)
vehicle- gel, qd
controlled, E: BPO (2.5%)
6-arm, ge~I~""'""=parallel F'" .,~%t~' !

'~AiY,i/y; .;
group vehlCleger:~qd
comparison

Phase 1
7002- Phase I 3 week A: (CP 1%, ? Section 7.1.1
EHIP- cumulative single BP05%)
01-04 irritation center, B: (CP 1%,

potential evaluator BP03 %,PG
blind, 5%)
placebo C: (CP 1%,
controlled BP02.5 %, PG

10%)

D: (CP 1%,
BP02.5 %,PG
5%)

E: (CP 1%, BPO
2 %,PG4%)

F: (CP 1%, BPO
1 %,PG 10%)

G: (CP 1%,
BPO 1 0/0, PG
2%)

CLN- Phase 1 single A.l% placebo gel Section 7.1.1
101 dennal center, Clindamycin/5% with placebo

irritation and randomized, BPO soln
contact evaluator- B. 5%BPO gel
sensitization blind, with placebo
potential in placebo- soln
healthy controlled, C.l%
human clindamycin
subjects soln with
as a result of placebo gel
repeated D
applications Benzamycin®,
in 241 (5% BPO/3%
healthy erythromycin
subjects E. Benzagel®

(5% BPO)

CLN- Phase 1 single A.l% vehicle Section 7.1.1
102 Phototoxicity center, Clindamycin/5%

study randomized, BPO
In 12 healthy double- B.5%
subjects blind, BPO/vehicle

placebo- C. 1%
controlled, clindamycin

/vehicle

17



Clinical Review
{Brenda E. Vaughan, M.D.}
{NDA 50-819}
{Acanya [clindamycin (1%)/benzoyl peroxide (2.5%)] Gel}

CLN- Phase 1 single A.l% vehicle Section 7.1.1
103 Photoallergic center, Clindamycin/5%

randomized, BPO
double- B.5%
blind, BPO/vehicle
placebo- C.l%
controlled, clindamycin

Ivehicle

5.2 Review Strategy

Phase 1 dermal safety studies and pivotal phase 3 trials were reviewed individually_ DPSI-06
22-2006-012 and DPSI-06-22-2006-:017 are considered pivotal clinical studies and are reviewed
for both efficacy and safety. Phase 3 bioequivalence study, DPI-07-07-2005-001, phase 2 dose
ranging study DPI-07-12-2005-002, and phase 1 dermal safety studies are not included in
efficacy assessment but are reviewed for safety.

5.3 Discussion of Individual Studies

Both pivotal clinical trials are identical in design and are multi-center, randomized, double
blind, active and vehicle-controlled, 4-arm, parallel ou comparison studies comparing
efficacy and safety of once daily applications 0 (112.5) gel, vehicle,
clindamycin (1%), and benzoyl peroxide (2.5%) ge s over 12 weeks in t e treatment of moderate
to severe acne vulgaris. Studies DPSI-06-22-2006-012 and DPSI-06-22-2006-017 and DPS-07
12-2005-002 are referred to as 012,017, and 002; respectively, in the review.

Study Objective
Study objective is to evaluate the efficacy and safety, and tolerability ofonce daily applications
of Acanya in comparison with its monads and with its vehicle in subjects with moderate to
severe acne.

Inclusion Criteria
Male or female subjects between the ages of 12 and 70 (inclusive), with a score of3 (moderate)
or 4 (severe) on the EOSS assessment at the baseline visit, with facial acne inflammatory lesion
(papules, pustules, and nodules) count no less than 17 but no more than 40, non-inflammatory
lesion (open and closed comedones) count no less than 20 but no more than 100, and with two or
fewer nodules were eligible for study entry. Women ofchildbearing potential were included
provided that the baseline urine pregnancy test was negative and they were willing to practice
effective contraception for the duration ofthe study.

Exclusion Criteria
Ofnote, the following exclusions criteria were related to safety: 1) female subjects who are
pregnant, nursing mothers, planning a pregnancy during the course ofthe trial, or become
pregnant during the study and 2) subjects with a history of regional enteritis, ulcerative colitis,
inflammatory bowel disease, pseudomembranous colitis, chronic or recurrent diarrhea, or
antibiotic-associated colitis.
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Test Materials
Table 3: IDP-110 0.2% Clindamycin phosphate/2.5% benzoyl peroxide):

Inoredient

Once mixed, the drug product is stored at room temperature with a 3 month expiration date from
the date of mixing.

Blinding
Each site was to assign a study drug technician who served as the study drug mixer and drug
dispenser for the duration ofthe study. Each subject kit contains four (4) cartons with each
carton containing one 50g plastic jar, 10 mL plastic bottle and a mixing paddle.

Randomization
Subjects were randomized to (1/2.5) Gel once daily, Clindamycin (1 %) Gel, once
daily, Benzoyl peroxide (2.5% e, once daily, or Gel Vehicle, once daily on a
2:2:2: 1 basis. Subjects admitted to the trial were stratI Ie y Evaluator's Global Severity Score
and skin phototype (determined by the Fitzpatrick system) and randomized.

Dosing Instructions
Test material was applied to the face once a day for a period of 12 weeks. Test materials use was
limited to the face and was applied as a thin coating (a dab the size ofa large pea) and gently
rubbed in to the skin. Total weekly dosage oftest material is anticipated to be approximately 7
g/week or 1 g/day. Hands were to be washed after study drug application. Study drug was
stored at room temperature and subjects informed that the test article may bleach hair or colored
fabric.
Subject Restrictions During the Study
Subjects should avoid excessive UV exposure by such activities as sun bathing or tanning
parlors.

Study Assessments
The determination of efficacy was based on evaluator-blind evaluations of the signs and
symptoms ofacne vulgaris that included Lesion Counts, Evaluator Global Severity Score
(EGSS), and Visual Analog (VAS) scores. Subjects were evaluated at Baseline and at
subsequent follow-up visits (Weeks 4,8, and 12).
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Lesion Counts
The lesion count groups are inflammatory, non-inflammatory and total. Facial area lesion counts
were recorded from the forehead, left and right cheeks, nose and chin. Facial inflammatory
lesions (pustules, papules, and nodules) were counted as follows: pustules and papules were
counted and recorded together with nodular lesions counted and recorded separately. Non
inflammatory lesions (open and closed comedones) were counted and recorded together. Lesions
counts were collected at each visit and/or upon discontinuation.

Inflammatory lesions are defined as follows:
Papule - a solid, elevated lesion less than .5cm
Pustule - an elevated lesion containing pus less than .5cm
Nodule - palpable solid lesion greater than .5 cm; has depth, not necessarily elevated

Non-inflammatory lesions are defined as follows:
Open comedones (blackhead) - non infected plugged hair follicle with dilated/open orifice;
black in color
Closed comedones (whitehead) - non infected plugged hair follicle: small (microscopic)
opening at skin surface

Evaluator's Global Severity Score (EGSS)
The Evaluator's Global Severity Score is a static assessment that is independent ofthe baseline
score where the investigator's assessment does not make reference to the baseline value. See
Applicant's Table 12.6.2.1 below. The Visual Analogue Scale score was collected in a similar
manner. The same investigator should perform each study assessment for each study subject, for
consistency in evaluations. The definitions for severity are the same for the EGSS and the VAS
assessment.

Table 4 (Applicant's Table 12.6.2.1) Evaluator's Global Severity Score

Score Grade

o Clear

1 Almost
Clear

1 Mild

3 Moderate

4 Severe

5 Vety Severe

Descdption

Normal, clear skin vitith no evidence of acne vulgatis

Rare non-inflammatoty lesions present, with rare non-inflamed papules
(papules must be resolving and may be hyperpigmented, though not pink-red

Some llOn-inflammatOly lesions are present, with feJ.\' inflammatory lesions
(papules/pustules only; no nodulocystic lesions)

Non-inflammatory lesions predominate, ""ith mUltiple inflammatory lesions
evident: several to many comedones and papules/pustules, and the.re may 01

may not be one small nodulocystic lesion

Inflammatoty lesions are IDOt"e apparent, many comedones and
papules/pustules, thet-e mayor w,,'ly not be a few nodulocystic lesions

Highly inflammatory lesions predominate, variable number ofcomedones,
many papules/pustules and many nodulocystic lesions

According to the applicant, the Evaluator's Global Severity Scale (EGSS) used is the scale
proposed at the Division ofDermatology Advisory Committee (DODAC) and this EGSS is
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identical to the scale used for Ziana™ (clindamycin phosphate 1.2% and tretinoin 0.025%) Gel
product. At the September 18, 2006 End-of-Phase 2 (EOP-2) Meeting, the Agency reiterated
that the EGSS scoring scale should be a 5-grade rather than 6-grade scale.

According to the protocol, the VAS Scale will be compared to the conventional EGSS for
validation purposes and as supportive analysis. The applicant was advised at the September 18,
2006 EOP-2 Meeting that the VAS can be measured as an exploratory secondary endpoint but
would have little regulatory utility.

Efficacy Measures
Co-Primary Efficacy Variables:

• Absolute change in lesion counts
• Dichotomized in the Evaluator's Global Severity Score at Week 12.

Secondary efficacy included absolute change from baseline to Week 12 in mean non
inflammatory lesion counts. Supportive efficacy variables included mean percent change from
baseline to Week 12 in inflammatory lesion counts, mean percent change from baseline to Week
12 in non-inflammatory lesion counts and absolute change from baseline to Week 12 in mean
visual analogue scale.

Statistical Methods Planned
Criteria for Evaluation
The intent-to-treat (ITT) population included all subjects enrolled into the study via the
Interactive Voice Response (IVR) system that were randomly assigned to treatment and had at
least one post-baseline efficacy evaluation. The per-protocol (PP) population included subjects
in the ITT that did not meet any of the following criteria: they took any interfering concomitant
medications; did not attend the Week 12 visit (except for discontinued subjects due to an AE due
to treatment or lack of treatment effect); missed more than one study visit (excluding the Week
12 visit); were not compliant with the dosing regimen (subjects were not permitted to miss more
than five consecutive days ofdosing and were required to take 80-120% ofexpected dose); and
out of visit window at the 12-week visit. The safety population included all randomized subjects
who received the study medication.

Efficacy was evaluated using the Evaluator's Global Severity Score (EGSS) and mean absolute
change in inflammatory and non-inflammatory lesion counts. The protocol stated that efficacy
would be demonstrated ifat Week 12:

• Acanya was superior to each monad and vehicle in EGSS and both lesion counts;
• Acanya was superior to each monad and vehicle in mean absolute change in

inflammatory lesions; and
• DP-II0 was superior to vehicle in mean absolute change in non-inflammatory lesion

counts.
Tests of Superiority for Lesion Count Variables (See Biostat Review)
Tests of superiority for the lesion count change variables were based on either parametric or non
parametric methods consistent with the statistical assumptions required to support the analyses.
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Specifically, the tests of superiority were based on an ANOVA with factors oftreatment,
analysis center, and the interaction between treatment and analysis center and the respective
baseline lesion count variable as a covariate or on ranked data submitted to an ANOVA with
factors of treatment, analysis center, and the interaction between treatment and analysis center
and the respective baseline lesion count variable as a covariate. A test for normality ofthe
absolute or percent change from baseline in inflammatory, and non-inflammatory lesions was
based on the Shapiro-Wilk test at a significance level of 0.05 and was applied to the residuals
resulting from an ANOVA (unranked). Should a non-parametric analysis be indicated, the
absolute or percent changes in lesion count were to be rank transformed prior to submitting them
to the ANOVA. The interaction term was to be removed from the model in the event that the p
value for the interaction term is greater than 0.10.

Subset Analyses
Efficacy ofAcanya was evaluated by gender, age, race, and baseline disease severity based on
the EGSS.

6 INTEGRATED REVIEW of EFFICACY

Statistical superiority of combination drug product Acanya was demonstrated over clindamycin,
BPO, and vehicle at predefined study endpoint (Week 12) in two well controlled, multicenter,
blinded, randomized, phase 3 clinical trials for treatment of acne vulgaris.

6.1 Indication

6.1.1 Methods

The applicant submitted data from two identical pivotal phase 3 trials, DPSI-06-22-2006-012
(012) and DPSI-06-22-2006-017 (017) in acne vulgaris subjects comparing the efficacy and
safety ofAcanya Gel with its active monads and its vehicle.
Table 5: Intent-to-Treat (ITT) Population

Study 012 Study 017
No. of Subjects Per 399 (lDP -110) 398 (IDP -110)
Study Arm 408 (Clindamycin 1%) 404 (Clindamycin 1%)

406 (Benzoyl peroxide) 403 (Benzoyl peroxide)
201 (Vehicle) 194 (Vehicle)

Study Total 1414 1399

Study 012 was conducted at the following study sites located in the US (study period 10/04106 to
8/21/07):
Investigators:
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Subjects were enrolled at 33 investigational sites located in the US, one site in Canada, and one
Central America (Belize) investigational site (study period 10/05/06 to 8/13/07):
Investi ators:

6.1.2 Demographics

For Study 012, the overall median age was 16.9 years, 54% were female, and 77% were
Caucasian. In Study 017, the overall median age was16.6 years, 51 % were female, and 77%
were Caucasian) are included in the lIT study population. Table #// presents baseline
demographic data per clinical trial for the ITT study population.

Table 6 (Statistical Table 21): Baseline Demographics (ITT population)

( ApptIIJn Th,. Way On 011,111III
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Table 21: Baseline Demographics (ITT population)

.Study 012

lOP-lIO
n=399

G[indamycin BPO

n=408 =406

Vehicle
n=2iJl

Age (in years)

Mean (Std) 19.3 (lUi) 19.7 (7.2) 19.4 (7of}) 19.7 (7,1)

Median 17.0 17.2 Ill.7 IGJ:l

Min, Max 12,2,46;13 12.1, 49:1 12,0,53.8 12.2,44.4

Gender

!I'fale 184 (46.1%) 193 (47.3'tl) 167 (41.1%) 107 (532%)

Female 215 (:>3,9%) 215 (52.1%) 239 (58.9%) 94 (46.8%)

Race
\Vhlte 308 (77,2%) 311 (':76.2%) 295 (72.7%) 155 (17,1%)

Blsr..k 65 (163%) 70 (172%) 82 (XI.2%) 34 (16.9%)

Asian 8 (2,0%) 16 (3.9%) 8 (2..0%) 6 (3,.0%)

Other 22 (5.5%) 16 (:Ul%) 24 (5jIJ%) 12 (G.O%)

Study 017

lDP-110

n=398

Clindamycin BPO

n=404 1l=403

Vehlcle

n=lM

Age (in 1taars)
Mean (Sid) HU (7.1) 19.6 (7A,) 18c9 (7:1) 18.9 (6..5)
M6>:lisn 16JJ 1"'.0 16.3 HI.4

Min,Ma:<: 12.1, 5441 12.1, 70.2 LLO,48.4 12.3, 50.9

Gender
Male 205 (5LS%) 199 (49.3%) 187 (46.4%) 187 (41U,%)

Female 193 (48,5%) 205 (50;1%) 211'1 (l)1t6%) 98 (50.5%)

Ra.ce

Whil;e 310 (77.9%) 317 (7i!.5%) 303 (75.2%) 1M (77.3%)

Black 63 (15.8%) tl3 (15.6%) 83 (20.6%) 34 (IB%)

Asian 9 (2.3%) 11 (2.1%) 10 (2J.i%~ 5 (2J5%)

Other 21 (5.3%) 19(4.7%) 15 (3.1%) tl (3.1%)

Source: Study Report DPSI-Ol3-22-2006-012, pg" 115; Study

Report DPSI-06-22c.2006-017, pg. 110; and Reviewer ana.lysis.

Baseline Disease Characteristics
In both studies, Baseline EGSS was comparatively balanced between the four arms with majority
of subjects having a baseline global score of 3 or moderate. The mean baseline inflammatory and
non-inflammatory lesion counts were balanced across treatment arms in both studies.
Table 7 (Statistical Table 22): Baseline Disease Severity that follows:
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Table 22: Baseline Disease Severity

Study 012

IDP-110

n=399

EGSS

Clindamycin BPO

11=1108 11=406

Vehicle

n=201

328 (82.2%)

71 (17.8%)

Inflammat.ory lesion count

332 (81.4%)

76 (18.6%)

341 (84.1%)

65 (16.0%)

163 (81.1%)

38 (18.9%,)

Mean (Std)

!vIeclian

1'1in, I\ifal{

26.8 (6.9)

26

17,42

20.8 (6.8)

26
17,48

26.3 (6.7)

25

17,42

26.9 (6.9)

26

16,41

Non-intlllrnmllt.ory lesion count

!vIean (Std)

Median

Min, Max

48.4 (21.7)

43

20,100

45.8 (20.3)

41

20, 100

48.9 (21.3)

44

20, 100

44.0 (20.2)

37

20,100

IDP-110

n=398

Study 017

Clindamycin BPO

n=404 n=4m

Vehicle

n=194

EGSS

3

4

315 (79.1%)

83 (20.9%)

321 (79.5%)

83 (20.5%)

326 (80.9%)

77 (19.1%)

156 (80.4%)

38 (19.6%)

Inflammat.ory lesion connt

1'1ean (Std)

Median

Min,Max

26.0 (7.0)

2<1.5

17,41

2f.-i.7 (ttS)

24

17,41

25.:~ (H.S)

23

17,42

2[1.'-\ (HA)

24

17,40

Non-inllammllt.ory lesion (xmnt

Mean (Shl)

Median

Min, Max

46.5 (21.1)

40

20,100

44.9 (20.1)

39

20,100

44.7 (20.8)

39

20,100

4'1.1 (18.2)

40

20, 94

Source: Study R€port DPSI..Q6-22-2006-012, pg. 134; Study Report

DPSI-OH-22--2006-017, pg. 130; and Reviewer analysis.

6.1.3 Patient Disposition

Study 012
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In Study 012, a total of 1414 subjects were included in the ITT population, 79 subjects were
excluded from the safety population, and 281 subjects were excluded from the PP population. A
total of 1220 subjects completed the study. One hundred ninety-four (194) subjects prematurely
discontinued from the study due to the following: adverse event (10 subjects); subject request (57
subjects); protocol violation (9 subjects); lost to follow-up (98 subjects); pregnancy (1 subject);
lack of efficacy (8 subjects); and other (11 subjects). Of the 79 subjects excluded from the safety
population, 67 had no documented use of study medication and 12 had no post-Baseline
evaluations.

Out of202 additional subjects excluded from PP, 17 violated inclusion/exclusion requirements,
96 missed the final Week 12 evaluation, 8 used a prohibited medication, 18 were non-dosing
compliant, 1 missed more than one interim visit, and 62 had an off-schedule final Week 12
evaluation.

Out of 1414 subjects enrolled in Study 012 at 32 investigative sites, 399 were randomized to
Acanya, 408 to clindamycin (1%) gel, 406 to benzoyl peroxide (2.5%) gel, and 201 to the
Acanya vehicle. In these same treatment groups, respectively, 357 (89.5%), 353 (86.5%), 343
(84.5%), and 167 (83.1 %) subjects completed the study.

Study 017
A total of 1399 subjects were enrolled in the Study 017 and included in the ITT population, 57
subjects were excluded from the safety population and 186 subjects were excluded from the PP
population. A total of 1272 subjects completed the study. One hundred twenty-seven (127)
subjects prematurely discontinued from the study due to: adverse event (11 subjects); subject
request (44 subjects); protocol violation (3 subjects); lost to follow-up (59 subjects); pregnancy
(3 subjects); lack of efficacy (4 subjects); and other (3 subjects). Of the 57 subjects excluded
from the safety population, 50 had no documented use of study medication and 7 had no post
Baseline evaluations. These subjects also were excluded from the PP population. Of the 129
additional subjects excluded from PP, 1 violated inclusion/exclusion requirements, 54 missed the
final Week 12 evaluation, 14 used a prohibited medication, 15 were non-dosing compliant, and
45 had an off-schedule final Week 12 evaluation.

Of 1399 subjects enrolled in the study, 398 were randomized to Acanya, 404 to clindamycin
(1 %) gel, 403 to benzoyl peroxide (2.5%) gel, and 194 to the Acanya vehicle. In these same
treatment groups, respectively, 367 (92.2%), 371 (91.8%),368 (91.3%), and 166 (85.6%)
subjects completed the study.
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Summary table for both pivotal phase 3 studies follows:

Table 8 Enrollment Summary for Phase 3 Studies 012 and 017 (IND 41733 Doc 109)

Study 012 Study 017 Total
Total Enrolled 1414 1399 2813
Total Completed 1220 1272 2492
Early Termination 194 127 321

6.1.4 Analysis of Primary Endpoint(s)

The applicant and the agency agreed on endpoints and study design with exception ofEGSS
grading scale. As previously mentioned, the Agency recommended a 5-grade scale; however,
the applicant assessed EGSS on a six-point scale. For topical acne therapy, subjects categorized
as Grade 5 (i.e., with many nodulocystic lesions) would have been excluded from study
participation as only subjects with two or fewer nodules were eligible for study entry. Minutes
from the EOP2 meeting indicates that "success" would be demonstrated if:

"1. The sponsor's combination product is superior to vehicle in inflammatory and non
inflammatory lesion counts and the global severity score, and

2. The sponsor's combination product demonstrates superiority to both monads in global
severity score and inflammatory lesion counts. Non-inflammatory lesion counts will
be assessed for each of the arms, however, the dyad will not have to demonstrate
superiority over the monads for this endpoint."

The statistical reviewer's analysis of primary efficacy data (EGSS and lesion counts) follows on
the next page in Table 9 (Statistical Table 5):

Table 9 (Statistical Table 5): Primary Efficacy Results - Number (%) of Successes on EGSS at
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Week 12 (lIT)

Table 5: Primary Efficacy Results - Number (%) of Successes on EGSS at

\Veek 12 (ITT)

Study 012

IDP-UO

n=399

Clillda.mycin BPO

n=408 n=406

Vehide

n=201

Number of suc.ces~ (%)
p-valuet

131 (32,8%)

NA
100 (24.5%)

0.002

96 (23,6%)

0.001

38 (18,9%)

<0.0001

IDP-110

n=398

Study 017

Clilldau.lycin BPO

n=404 n=403

Vehicle

n=194

Number of SUCceSSES (%)

p-v11luet
147 (36.9%)

NA
114 (28.2%)

0.000

114 (28.3%)

0.009

27 (13.9%)

<0.0001

t P-values were calculated using logistic regression wit.h treatment, analySis ,center,

dichotomized skin t;}'pe, and baseline sev-erity as fac.tDrs.

:Missing values were imputed using LOCF

Source: Study Report. DPSI~06-22-2006-012, pg. 67; Study Report.

DPSI-06-22-2006-017, pg. 65; and reviewer analysis.

Subjects' global severity score was dichotomized to "success" if the global severity at Week 12
was at least 2 grades less than baseline. According to the statistical reviewer's results,
approximately 33% of the IDP- 110 arm subjects had a two grade improvement from baseline at
Week 12 in Study 012. Also at Week 12 in Study 012, the success rate in both monad arms was
approximately 24% and success rate in the vehicle study arm was approximately 19%. Success
rates were approximately 37% in the Acanya arm, 28% in both monads, and 14% in the vehicle
arm in Study 017. Based on the EGSS score, the differences in the success rates of Acanya
compared to each monad and vehicle were statistically significant with p-values less than 0.01 in
both studies.

Lesion Counts
Table 10 (Statistical Table 6) presents the statistical reviewer's results of the mean absolute
change from baseline in mean absolute change from baseline in inflammatory and non
inflammatory lesion count at Week 12.

The mean absolute change in inflammatory lesion count was approximately 15 in the Acanya
arm, 12 and 13 in the c1indamycin and BPa arms, and 9 in the vehicle arm in Study 012. In
Study 017, the mean absolute change was approximately 14 in the Acanya arm, 11 in both
monad arms, and 6 in the vehicle arm. The differences in mean absolute change from baseline at
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Week 12 of Acanya compared to each monads and vehicle were statistically significant with p
values less than 0.012 in both studies.

The mean absolute change in non-inflammatory lesion count was approximately 22 in the
Acanya arm, 18 and 21 in the clindamycin and BPa arms, and 13 in the vehicle arm in Study
012. In Study 017, the mean absolute change was approximately 19 in the Acanya arm, 15 in
both monad arms, and 8 in the vehicle arm. The differences in mean absolute change from
baseline at Week 12 of Acanya compared to clindamycin and vehicle were statistically
significant with p-values less than 0.007 in both studies. The difference of Acanya compared to
BPa was not statistically significant with a p-value of 0.134 in Study 012. It should be noted that
statistical significance in non-inflammatory lesion count of Acanya compared to each monad was
not required to establish efficacy of Acanya.

Table 10 (Statistical Table 6): Primary Efficacy Results - Mean Absolute Change in Lesion
Counts at Week 12 (ITT)
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Table 6: Primary Efficacy Results - Mean Absolute Change in Lesion Counts

at 'Neek 12 (ITT)

Study 012

IDP-ll0 Clindamydn BPO

11=399 n=408 n=406

Vehicle

n=201

Infl81nmatory lesions

Ivlean absolute change (sd)

p-valuet

Nou-infk'unmatory lesions

Mean absolute change (sd)

p-valuet

14.8 (10.8) 12.2 (11.6) 13.0 (IDA) 9.0 (11.9)

NA <D.DOI 0.012 <O.DOI

22.1 (21.2) 17.9 (19.9) 20.6 (22.0) 13.2 (2004)

NA 0.005 0.134 <0.001

Study 017

IDP-IHl Clindnmydn BPO

11=398 n==404 n=403

Vehicle

n=l94

Inflanunatory lesions

Mean absolute clk·l.nge (sd)

p-valuet

Nou-inflammator~' lesious

Mean absolute change (sd)

p-valuet

13.7 (to.5) 11.3 (11.7) 11.2 (10.6) 5.7 (12.6)

NA 0.003 0.001 «}.ODI

19.0 (19.9) 14.9 (18.8) 15.2 (19:0) 8.3 (19.8)

NA 0.007 0.016 <0.001

t P-values 'Were calculated using ANCOVA with the baseline inflammatory count as

covariate and treatment, analysis center, dichotomized skin tY"Pe, and baseline

severity as facfQIS. Each arm '..,;-as tested against lDP-liO.

Missing values'i';'ere imputed using LOCF.

Source: Reviewer analysis.

Analysis of Secondary Endpoints(s)
The protocol defined analyses of percent change in the inflammatory and non-inflammatory
lesion count as supportive. The sponsor also proposed to analyze the absolute change from
baseline to Week 12 using a visual analogue scale (VAS), completed by evaluators. The
statistical review does not include analysis of the VAS as the applicant was infonned that VAS
would have limited regulatory utility. The differences in lesion count percent change were all
statistically significant in both lesion types with p-values less than 0.037 in both studies. (See
Statistical Review for details).
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6.1.5 Other Endpoints

Efficacy Results over Time
Subjects were treated for 12 weeks. EGSS and lesion counts were evaluated at baseline, Weeks
4, 8, and 12. Based on analysis of success rates based on EGSS scores and mean absolute
change in inflammatory and non-inflammatory lesion count over time, efficacy of Acanya
increased over time (See Statistical review, page 21, Figures 1 and 2).

6.1.6 Subpopulations

Baseline demographic variables were generally balanced across treatment arms in pivotal Studies
012 and 017, average ages of subjects were 19.5 and 19.1 years, respectively. Ages ranged from
12.0 to 53.8 years in Study 012 and from 12.0 to 70.2 years in Study 017. The majority of
subjects were Caucasian in both studies.
Gender
The female study population experienced a better response in the dichotomized global severity
score in the Acanya Gel and clindamycin gel treatment groups but was essentially comparable to
the male population in the BPO gel and vehicle gel groups.
Age
EGSS success rates were presented by age groups. The 25%, 50%, and 75% quantile of age was
approximately 15.2,16.9, and 21.1, respectively. Age groups were formed based on these
quantiles. The success rate was relatively consistent across age groups studied.
Race (EthnicitY)
According to the agency's statistical reviewer the success rate ofthe Acanya arm was higher in
Caucasians than other arms in both studies. Success rate was highest in the Clindamycin arm in
'Other' subgroup in both studies. In Asians, the success rate was highest in the BPO arm. Asian
and 'Other' subjects were only a small proportion ofthe sample and therefore -inference from
these subgroups has limited meaning.

According to the applicant's assessment, the absolute change in inflammatory and non
inflammatory lesions was similar for the Hispanic and White populations. The dichotomized
global success rate in the Hispanic and White populations was nearly the same (38%) for the
Acanya Gel treatment group. For the ITT population, there was approximately an 11 % difference
in the dichotomized global success rate between the White/Hispanic groups and the Black group
in favor of the White/Hispanic group. There is a smaller difference observed between the racial
subgroups treated with the vehicle.

Efficacy Conclusion
Statistical superiority of combination drug product Acanya gel has been demonstrated over its
monads, c1indamycin and BPO, and its vehicle in two well-controlled, phase 3, multi-center,
randomized, double-blind, vehicle-controlled, 12 week clinical studies (012 and 017). Efficacy
was evaluated using the Evaluator's Global Severity Score (EGSS) and mean absolute change in
inflammatory and non-inflammatory lesion counts at Week 12 as agreed upon. All co-primary
endpoints required to establish efficacy were statistically significant in both studies with p-values
less than 0.012. -
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7 Review of Safety

Safety Summary
Bioequivalence Study DPS 07-07-2005-001 is being reviewed mainly to support safety. As
previously stated, in support of an in vivo comparative bioavailability study to bridge Acanya gel
to listed drug BenzaClin® the a licant submitted Bioe uivalence Stud DPS-07-07-2005-001
001 to the NDA.

Bioequivalence Study Protocol Number: DPS-07-07-2005-001
Title: "A Phase III Multi-Center, Randomized, Evaluator-Blind Vehicle Controlled, Three-Arm
Clinical Trial to Evaluate the Bioequivalence 0 Gel to BenzaClin® Gel, and
Superiority to Gel Vehicle, in the Treatment 0 cne ulgaris"

Study Design:
A phase 3 multi-center, randomized, evaluator-blind, active controlled and vehicle-controlled,
parallel comparison involving subjects with mild to severe acne vulgaris bioequivalence study
with clinical endpoints.
Objectives

• To establish the bioequivalence of Gel, and BenzaClin® Gel in the
treatment of acne vulgaris

• To establish superiority of the two active formulations over the vehicle
Inclusion Criteria
Male or female subjects 12 years of age or older with facial acne needed the following for study
entry: 1) a score of2 (mild), 3 (moderate) or 4 (severe) on the Evaluator's Global Severity
assessment at the baseline visit were enrolled, 2) facial acne inflammatory lesion (papules,
pustules, and nodules) count no less than 17 but no more than 40; non-inflammatory lesion (open
and closed comedones) count no less than 20 but no more than 100 (comedones on the nose are
included in this count); and with two or fewer nodules (defined as an inflammatory lesion greater
than or equal to 5 mm in diameter). Women of childbearing potential were included provided
they willing to practice effective contraception for the duration ofthe study and had a negative
urine pregnancy test at the baseline visit.

Ofnote, in pivotal phase 3 studies, moderate severity (Grade 3) was neededfor study
participation; however, subjects were allowed entry with less severe disease (i.e., a score of2).

Exclusion Criteria
Exclusion criteria pertaining to safety included the following: 1) female subjects who are
pregnant, nursing mothers, planning a pregnancy during the course of the trial, or become
pregnant during the study and 2) subjects with a history of regional enteritis, ulcerative colitis,
inflammatory bowel disease, pseudomembranous colitis, chronic or recurrent diarrhea, or
antibiotic-associated colitis.
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Randomization and Blindin
Subjects were randomized to Gel, BenzaClin® Gel, and Gel
Vehicle on a2:2:1 basis. Due to tel erence in compounding ofthe test matena s, each site
designated an unblinded technician or other designated staff person (who did not perform any
subject assessments) to prepare and dispense the test material.

Selection of Doses in the Study
Subject, treatment duration, and dosage selections were based on the currently approved
BenzaClin® label.

Treatment Compliance
The unblinded pharmacist or designated dispenser questioned the subject on history of
medication use since the last visit and assessment of the amount ofretumed study medication
relative to the application area.

Test Materials
Reference listed drug (RLD)
Each gram ofBenzaClin Topical Gel contains, as dispensed, 10 mg (1%) c1indamycin as
phosphate and 50 mg (5%) benzoyl peroxide in a base ofcarbomer, sodium hydroxide,
dioctyl sodium sulfosuccinate, and purified water.

Formulation that is subject ofthis NDA is presented below for comparison; however, this
formulation was not included in the study design ofthe bioequivalence study.
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Table 13 IDP 110 gel-NDA 50-819 (1.2% Clindamycin phosphate/2.5% benzoyl peroxide):

Inol'edient %wlw

Efficacy Variables
Lesion counts and Evaluator's Global Severity Score were assessed and collected at Baseline,
Week 3, Week 6 and Week 10 (or upon discontinuation).

At each visit the evaluator counted the total number of inflammatory lesions on the subject's
forehead, right cheek, left cheek, chin and nose. Nodules were counted separately but were
included in the total inflammatory lesion count. At baseline, nodules were counted to determine
eligibility and were included in the statistical analysis of inflammatory lesion counts. All
inflammatory lesions were counted at once rather than counting papules and pustules separately.
The evaluator also counted the total number of non-inflammatory lesions on the subject's
forehead, right cheek, left cheek, chin and nose. All non-inflammatory lesions were counted at
once, except for the nose, which was counted separately.

In the pivotal phase 3 studies, all non-inflammatory lesions were counted at once and non
inflammatory lesions on the nose were not counted separately.

Inflammatory lesions are defined as follows:
Papule - a small, solid elevation less than 5 mm in diameter. Most ofthe lesion is above the
surface of the skin.
Pustule - a small, circumscribed elevation less than 5 mm in diameter that contains yellow-white
exudate.
Nodule - an inflammatory lesion greater than or equal to 5 mm in diameter (not included in the
count of total inflammatory lesions).

Non-inflammatory lesions are defined as follows:
Opencomedones (black head) - a lesion in which the follicle opening is widely dilated with the
contents protruding out onto the surface of the skin, with compacted melanin cells giving the
plug a black appearance.
Closed comedones (white head) - a lesion in which the follicle opening is closed, but the
sebaceous gland is enlarged by the pressure of the sebum build up, which in tum causes the skin
around the follicle to thin and become elevated with a white appearance.
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Table 14 The Evaluator's Global Severity Scale

Table 9.5.1.2.1.-1: Evaluator's Global Severity Score

o

I

2

3

4

5

Score Grade Description
Clear Normal, dear skin \vith no evidence of acne vulgaris

Rare,. non-inflammatory lesions present with rare,
Almost clear non-inflamed papules (papules must he resolving and

may be hyperpigmented, though not pink-red)
Some non-inflallunatory lesions are present \vith fe\v

:W1ild inflammatory lesions (l)apulesipustules only; no
nodulo-cystic lesions)
Non-inflammatory lesions predominate with multiple

Moderate inflammatory lesions ff'.'ident: several to many
comedones and papules/pustules, and there mayor
may not be one sma11nodulo-cystic lesion
Inflammatory lesions are more apparent, many

Severe comedones and papules/pustules, there mayor may
not be a few nodule-cystic lesions
Highly inflammatofY lesions predominate, val-iable

Very Severe number of comedones, many papules/pustules and
many nodulo-cystic lesions

The EGSS scoring scales are identical in all 3 phase 3 studies.

Efficacy Measures
Primary efficacy:

• Absolute change from baseline to Week 10 in mean inflammatory lesion counts;
• Absolute change from baseline to Week 10 in mean non-inflammatory lesion counts;

Secondary efficacy:
• Mean percent change from baseline to Week 10 in inflammatory lesion counts;
• Mean percent change from baseline to Week 10 in non-inflammatory lesion counts;
• Percent of subjects who achieved a two-point reduction at Week 10 in the Evaluator's
Global Severity Score from baseline.

The Evaluator's Global Severity Score was recorded for each subject and was dichotomized into
"success" and "failure" with a subject considered a success if the Global Severity Score at the
Week 10 was at least two grades less than baseline.

Primary efficacy variables are different from those recommended by the Division for the acne
vulgaris indication. This reviewer is uncertain whether there was agreement as to study design
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and efficacy endpoints or whether this study was submitted to the Agency under IND 41,733 for
review.

Primary and secondary bioequivalence analyses were conducted on the per-protocol (PP)
population.
Primary and secondary superiority analyses were conducted on the intent-to-treat (ITT)
population.

Bioequivalence
Statistical bioequivalence 0 Gel (Test) and BenzaClin® Gel (Reference) were
based on percent change from ase me to Week lOin inflammatory and non-inflammatory
lesions and were established if the 90% confidence interval for the TestlReference Product group
ratio in the inflammatory and non-inflammatory lesion count percent change was within the
interval 0.80 to 1.25 in the PP population.

Statistical methods Planned
Criteria for Evaluation
Primary Bioequivalence Analyses
Tests for demonstrating the statistical bioequivalence 0 Gel (Test) and
BenzaClin® Gel (Reference) were based on absolute change rom ase me to Week 10 in
inflammatory and non-inflammatory lesions and were established if the 90% confidence interval
for the TestlReference Product group ratio in the inflammatory and noninflammatory lesion
count absolute change was within the interval 0.80 to 1.25 in the PP population.

The analysis ofbioequivalence involved only the active study drugs and was computed from
estimates derived from an analysis of covariance (COVANOVA) with factors of product,
stratifying baseline variables, and covariate baseline inflammatory and non-inflammatory lesion
count, respectively. The ratio statistics for the 90% confidence interval was computed by the
methods ofFieller's Theorem based on least squares estimates from the COVANOVA.

Secondary Bioequivalence Analyses
Secondary tests for demonstrating the statistical bioequivalence 0 Gel (Test)
and BenzaClin® Gel (Reference) were based on percent change from ase me to eek 10 in
inflammatory and non-inflammatory lesions and were established if the 90% confidence interval
for the Test/Reference Product group ratio in the inflammatory and non-inflammatory lesion
count percent change was within the interval 0.80 to 1.25 in the PP population.

The analysis ofbioequivalence involved only the active study drugs and was computed from
estimates derived from a COYANOVA with factors of product, stratifying baseline variables,
and covariate baseline inflammatory and non-inflammatory lesion count, respectively. The ratio
statistics for the 90% confidence interval were computed by the methods ofFieller's Theorem
based on least squares estimates from the COVANOVA.
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An additional secondary analysis ofbioequivalence for the dichotomized Evaluator's Global
Severity Score at Week 10 was established if the 90% confidence interval ofthe difference in
success rates was contained within the interval-0.20 to +0.20 in the PP population. The 90%
confidence interval was calculated using Wald's method with Yates' continuity correction. The
analysis ofbioequivalence involved only the active product groups. A last observation carried
forward (LOCF) was used to estimate any missing data. Additionally, failure was imputed for the
dichotomized Evaluator's Global Severity Score for subjects discontinued due to lack of
treatment effect.

Superiority Efficacy Analyses
For tests of superiority, ITT subjects and all three study drugs were included in the.
COYANOVA analysis. Pairwise contrasts between the vehicle and each active study drug for
absolute change from baseline to Week 10 for inflammatory and noninflammatory lesions were
performed to provide comparisons between Test Product and Vehicle groups, as well as the
Reference Product and Vehicle groups. A LOCF was used to estimate any missing lesion count
data. The COVANOVA included factors of product, stratifying baseline variables, and baseline
inflammatory or non-inflammatory lesion count, respectively.

Secondary Superiority Efficacy Analyses
Additional secondary superiority analyses were conducted for percent change from
baseline in lesion counts. These tests for superiority were done for the ITT subjects and all three
study drugs were included in the COYANOVA analysis. Pairwise contrasts between the vehicle
and each active study drug for percent change from baseline to Week 10 for inflammatory and
non-inflammatory lesions were performed to provide comparisons between Test Product and
Vehicle groups, as well as the Reference Product and Vehicle groups. A LOCF was used to
estimate any missing lesion count data. The COVANOVA included factors of product,
stratifying baseline variables, and baseline inflammatory or non-inflammatory lesion count,
respectively.

Also, pairwise comparisons were conducted between the vehicle and each active study drug
using the Fisher's Exact test for the proportion of dichotomized Global Severity Scores as a
secondary superiority analysis for the ITT subjects. An LOCF was used to estimate any missing
data. Additionally, failure was imputed for the dichotomized Evaluator's Global Severity Score
for subjects discontinued due to lack oftreatment effect.

Descriptive Statistics
Descriptive statistics were presented for the following parameters by treatment group for both
the ITT and PP populations:
• Inflammatory lesion counts at Baseline and Weeks 3, 6 and 10;
• Non-inflammatory lesion counts at Baseline and Weeks 3,6 and 10;
• Frequency and percent distributions of the Evaluator's Global Severity Score at Baseline and

Weeks 3, 6 and 10;
• Frequency and percent distributions ofthe dichotomized Evaluator's Global Severity Score at

Baseline and Weeks 3, 6 and 10;
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• Mean absolute and percent change from baseline in inflammatory lesion counts at Weeks 3,6
and 10;
• Mean absolute and percent change from baseline in non-inflammatory lesion counts at Weeks
3,6 and 10.

Study Results
Study Dates: September 1,2005 to August 25,2006
The first subject signed informed consent and was enrolled into the study on September 1, 2005
and the final subject visit occurred on August 25, 2006.

Number of subjects (planned and analyzed):
A total of 1236 subjects were enrolled in the study and randomized with a ratio of2:2:1 as
follows:

• 498 Subjects randomized t Gel, twice daily application.
• 494 Subjects randomized to BenzaClin® Gel, twice daily application.
• 244 Subjects randomized to Gel Vehicle, twice daily application

Two analysis populations were defined in the FDA medical reviewer's report:

Intent-to-treat population (ITT) - All subjects randomized to treatment and treated, with at least
one post-baseline visit.
Per-protocol population (PP) - All subjects in the ITT population who completed the study and
were evaluable for the analyses based on the protocol and FDA medical and statistical reviewer's
best judgment.
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According to the best judgment ofthe FDA medical and statistical reviewers, the determination
ofclinical equivalence of the two active treatments was to be assessed using the FDA's Per
Protocol population (FPP), while the superiority comparison ofthe two active treatments to
placebo was to be assessed using the FDA's Intent-to-treat population (FlIT).
Statistical Analysis Results
1236 patients were enrolled. The FlIT population included 1182 p~tients. The FPP population
included 875 patients.

Table 15: number of subjects in each population per treatment arm

The following table shows the number ofpatients in each population per tre~tment ann&:

Enrollment
Did not l'eCei,,-ec medication

Test
4'98

1
494 244

Total
1236

5
No post·dose ",valuation

8V01J;;Or'S lIT IlolJulation aITJ
Missed more thIIn one ...-..isit

Failed.mclusion eriteI1a

Non-do-sine: Cl)nmliaut
Off-scb.e.d'.lle week 10 visit

481
Hi

1
1

13
1

63

18
471

1

18
1

57

233
11

4

45
1186

J
1

50
7

155
Took 'plohibited medicine

Total sxdusionfrOin spo/!l;[;ors PPPopHmtitm
Sponwr':;: PP vC"lPulation rPPJ

E=lusion from the:FJTT ;md FPP oomuatiolls
No baseline evaluation""

FDA's ITT papUla.nOD (flIT)
ExdU'-ioD from the FPi? p,mulation

BiI1h coutrol or hOmIttnal therap}' staItedJ's~-i!ched
less than three months before thesfud}"·~

Baseline lesion counts out ofinclnsion eriteru
Missing week 10 visit

Out of the visit window {day 7i.l=4} atwe.ek 10 visit
Prohibitedconc.omitant medication use

InclUsion iII theFPP population

390

478

2
108

3

2

2
2

13
&

5
J06

388

1
471

5

25
9

184

1
DO

2
6
6

8
274

P62

4-
1182

7
s:

Discontiuued due to lack oftrea!ment effeet** +1
Tctal emIwiou £rom FDA's PP pon-ulatiou 138 149

+1
74

+2
361

FDA's PP uO<tJulatio<n 360 345 170
&: Patient(s) may ha.'e mulliple reasoos to be excluded from the FITTand FPPpOpltlanollS.
*1: Fourpatieuts: 101-80 (test), l{l4-154 (refarence), W4-161 (test), and 111-65 (test).
*2: Three patients: 103-36 {test), 1{}3·1]4 (test), and 106-52 (placebo).
**: Two patients: 103-54 (placebo) and 104-88 (reIez-enc.e).

875

Four hundred fifty-five (455) subjects randomized to the treatment group completed
the study and 43 subjects prematurely discontinued due to t e ollowing reasons: adverse
reaction (3 subjects), subject request (15 subjects), lost to follow-up (23 subjects), pregnancy (1
subject) and other (1 subject).

Demographic Characteristics
The table below shows the age, gender, and race distribution for the FlIT population.
The age, gender, and race of patients were comparably distributed among the three treatment
groups for the FlIT and FPP populations with/without centers 104 and ]05.
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Table 16: ~ge.' gender, and race d!stribution for the FITT population
Test Reference Plac.ebo Total

Age (yean)
},iean (stand,lJ:d deviation) 19.2 «(i.lS) 18.9 {6.12) 19.7 (6.63) 19.2 (6.24)
Medi:m (range) 17.1 (12.146.0) 16.& (12.Q-48.4) l7.2 (12.1-48.2) 17.1 (12.048.4)
Gender
Male 226
Female 252
Race"
'k'hite 353
BlacktAfrican Amelie-an 45
Ama:ican Jndian/AlaskanNative 5
Asian 23
Native Hawaiian/Pacific Island .5

206 118 550
265 115 632

344 169 866
49 19 113
3 4 12

29 13 65
6 5 16
40 13 109

*: Patlent HIS-145 (test) misseduce record in tbe data set.

An analysis for homogeneity of the inflammatory and non-inflammatory lesion counts for the
FITT and FPP populations with/without centers 104 and 105 at the baseline visit was performed.
There were no statistically significant differences among treatment arms for these populations at
the baseline visit.

Four hundred fifty (450) subjects randomized to the BenzaClin® treatment group completed the
study and 44 subjects prematurely discontinued due to the following reasons: adverse reaction (6
subjects), subject request (15 subjects), lost to follow-up (15 subjects), pregnanc 1 subject),
and other (7 subjects). Two hundred twenty-two subjects randomized to the Vehicle
treatment group completed the study and 22 subjects prematurely discontinue ue to the
following reasons: adverse reaction (2 subjects), subject request (8 subjects), and lost to follow
up (12 subjects).

The following adjustments to the submitted datasets were made in accordance with
recommendations ofthe FDA medical reviewers and our (medical and statistical reviewers) best
. d IJU gment.

Exclusion from the FDA's Intent-to-treat (FITT) and Per-Protocol (FPP) populations
1) Four patients, 102-80 (test), 104-154 (reference), 104-161 (test), and 111-65 (test), did not
have baseline evaluations.

Exclusion from the FDA's Per-Protocol (FPP) population
1) Three patients, 103-36 (test), 103-114 (test), and 106-52 (placebo), started or switched birth
control or hormonal therapy, etc. less than three months before the study.
2) Seven patients (2:5:0 for testreference:placebo) had baseline lesion counts out of inclusion
criteria - [17,40] for papules/pustules total and [20,100] for open/closed comedones2

•

3) Eight patients (2:4:2 for test:reference:placebo) did not have a week 10 visit (early
discontinuation).
4) Forty-four patients (13:25:6 for testreference:placebo) were out ofvisit window (day 70±4) at
the week 10 visit.
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5) Twenty-three patients (8:9:6 for testreference:placebo) used prohibited concomitant
medication prior to and/or during the study.

Primary endpoint:
Percent change from baseline of inflammatory and non-inflammatory lesion counts at week
10
Table 17 (Applicant's Table 1.1) : Efficacy analysis for the percent change from baseline of
inflammatory and non-inflammatory lesion counts (raw and rank values) at week 10 for the FITT
population.

Table 1.1: Efficacy analysis for the percent change from baseline ofinflammatory and
non~inflammatory lesion COutlts (raw and rank values) at \veek 10for the flIT
population.

Variable
Test .-s. placebo
Test Drug Placebo p-,'<llue
1:5 Mean L5 Mean

Ref. '"'S. plac~bo
Ref. Dmg Placebo p-value
L5 Mean L5 J".fean

Ra:w

Non-inflammatory
Raw
Rank

59.88 33.19 <IH100l 61.17 33.13 </lOOOl
nJa n/:a <{LOOOI a/a nfa <0.0001

53.53 30.30 <0'.11001 51.76 29-41 <0.000l.
nfa uia <11.0001 Ilia nfa <0.0001

According to the FDA statistical reviewer, the test and reference treatments were statistically
significantly better than placebo for the percent change from baseline in inflammatory and non
inflammatory lesion counts at week lOin the FITT study population.

Table 1.2: Equivalence Analysis for the percent change from baseline of inflammatory and non
inflammatory lesion counts (raw and rank values) at week 10 for the FPP populations

Table 1.2: Equivalence Analysis for the percent change from baseline ofinflammatory
and non--infl..11lJ.lllMory lesion ,cOlmf:s (raw and rank values) at week 10 for the FPP
populations
Raw

Test I Ret: 1 90%' Confid.e-nce I P'aSsfFail.
L5 mean LS mean :Interval (%)
Inflammatory

Rank
90% Co·nfldence
IntH\.'<l1{%)

IPass/Fail

61.0& I 6L49 I 92.8,106.3 I Pass 97.5,105.6 I Pass
Non-inflammatory

54.54 I 52.83 I 96.4, llO.6 I Pass- 97.5,108.0 I Pass

According to the FDA statistical reviewer, the equivalence test was passed for the percent
change from baseline of inflammatory and non-inflammatory lesion counts (raw and rank values)
at week 10 for the FPP populations

Secondary efficacy endpoints:
Change from baseline of inflammatory and non-inflammatory lesion counts at week 10
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Table 18 (Applicant's Table 2.1): Efficacy analysis for the change from baseline of inflammatory
and noninflammatory lesion counts (raw and rank values) at week 10 for the FITT population

Table 2.1: Efficacy anal}~sis fur the change from baseline ofinflammatory and non
inflammatory lesion coums (nnv and rnnkvalues) at week 10 fur the FITT population

I Ta~tTS-. placebo I Ref...s. Dlacebo
Variable

I
Test Dmg IPlacebG Ip-value IRef.Th'Ug IPlacebo Ip-va1ue
LS Mean LS Mean LS Mean LS:Mean

Inflammatory
Raw I 15..45 I 8-66 I ¢;O.OOOl I 15.62 I 8.51 I ¢;O.OOO1
Rank I 11!a I nia. I <:0.0001 I nfa I nfa I <O.OOGl
Non"inflammatory
Raw I 23.71 I 14.12 I ·"-0.0001 I 23.21 I 13.61 I <0.0001
Rank I niB: I nla. I <D.OOCll I nfa I nfa I <1).0001

Test and reference treatments were statistically better than placebo for the percent change from
baseline in inflammatory and non-inflammatory lesion counts at week lOin the FITT study
population

Table 19 (Applicant's Table 2.2): Equivalence Analysis for the change from baseline of
inflammatory and non-inflammatory lesion counts (raw and rank values) at week 10 for the FPP
populations

Table 2.2: Equivalence Analysis for the change from baseline of inflammatory and non~

inflammatory lesion counts (ra\v and rank values) at week 10 for the FP.P populations
Raw I Rank

Test IRet 1 90% Confidence I Pass.'Fail 1 900;;' Confidence I Pass/Fail
LS mean LS mean :Interval (%) Inten'al (%)

15.55 I 15.81 I 91.2,.106.2 I Pass I 94.9,106.8 I Pass
N on-inf1ammafory

24.:'W I 23.39 I 94.4, 1135 I Pass I 94.7,112.5 I Pass

The equivalence test was passed for the change from baseline of inflammatory and non
inflammatory lesion counts (raw and rank values) at Week 10 for the FPP population.

Additional analysis for the population without sites 104 and 105 were performed. Without
centers 104 and 105:
1) Test and reference treatments were statistically better than placebo for the percent change
from baseline in inflammatory and noninflammatory lesion counts at week lOin the FITT study
population and
2) The equivalence test was passed for the change from baseline of inflammatory and non
inflammatory lesion counts (raw and rank values) at Week 10 for the FPP population.

Applicant's Efficacy Conclusion
According to the applicant's analyses, at the study endpoint (Week 10),

Gel and BenzaClin® Gel demonstrated statistical superiority over
p< . 01) for all primary and secondary variables.
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The bioequivalence analysis of the co-primary endpoints, absolute change from Baseline in
inflammatory and non-inflammatory lesions at Week 10, demonstrated bioequivalence as did the
bioequivalence analyses ofthe co-secondary endpoints, percent change from Baseline in
inflammatory and non-inflammatory lesions and dichotomized global severity.

Comparisons of active treatments to
treatment over Vehicle Ge (p<
evidence supports t e Io-equivalence 0

Vehicle Gel confirmed superiority of each active
1 . Collectively and individually, the body of

Gel to BenzaClin® Gel.

The following comments on the applicant's statistical analysis were included in the statistical
review:
"As described in the FDA medical review's report, the sponsor analyzed the percent change and
change from baseline of inflammatory and non-inflammatory lesion counts at week 10 for their
ITT and PP populations using the methods of Fieller's Theorem based on least squares estimates
from the analysis of covariance with factors of treatment, stratifying baseline variables of skin
tone (Fitzpatrick skin typing test) and baseline Evaluator's Global Severity Score and
corresponding baseline lesion count. The sponsor's statistical analysis shows: 1) Test and
reference treatments were statistically significantly better than placebo for the percent change
and change from baseline of inflammatory and non-inflammatory lesion counts at week 10 for
their ITT population. 2) The 90% Confidence Interval (CI) for the test/reference ratio of mean
percent reduction from baseline for inflammatory lesion count to be (0.91, 1.07) and that ofnon
inflammatory lesion count to be (0.93, 1.11) at Week 10, within the bioequivalence limits of
[0.80, 1.25]. There was no detail provided as to how the sponsor obtained the 90% confidence
interval using the ANCOVA model.

According to the best judgment ofthe FDA medical and statistical reviewers, our statistical
analysis was carried out for the inflammatory and non-inflammatory lesion counts using our
traditional ANOVA model. An analysis for homogeneity of the stratifying baseline variables of
skin tone and Evaluator's Global Severity Score was performed. There were no statistically
significantly differences between treatment arms.

statistical review supports the applicant's findings that test and reference treatments were
statIstically better than placebo for the percent change from baseline in inflammatory and non
inflammatory lesion counts at week lOin the FITT study population and equivalence test was
passed for the change from baseline of inflammatory and non-inflammatory lesion counts (raw
and rank values) at Week 10 for the FPP population.

Reviewer Conclusion:
Study 001 included: 1) milder disease severity (23 % of subjects had mild disease or Grade 2 at
entry vs. Baseline Grade 3 entry criterion required for pivotal phase 3 studies and 2) primary
efficacy variables are not those recommended by the Division for similar drug products for the
acne vulgaris indication. The statistical review supports bioequivalence; none-the-Iess,
data from this study does not su Ice as a clinical bridge to Acanya gel.
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statistical review SUPP~)fts the a
III s alone are sufficient

Should the applicant's two drug products be deemed so similar that the
the clinical brid e is established with use 0

Safety Results (Study DPS 07-07-2005-001)

Table 20 (Applicant's Table 14.3.1): Extent of Exposure
Thble 143.1: Extenr OfE.lq:JCS1lIeo

r:B'Xf~).

'lH\'iTta!m Be=Clin V£bide
(N=4lll) (N=4m) fN=23J)

~"Ti~

'm~Y&lh\~ 13.et=Clin Vebide
(,N=300'J m=38S) (N=1R4)

390 338 184
70.4 ')'03 70.1
5.1 7.1 65

2.0-76.ll 2.0-76.0 7,0-76.0

390 388 184
1365 1365 137.0

11.4- 13:7 10.9-
5.0-1SQ.0 3.0-150.0 4LO-15Q.O

375 375 178
51.0 579 57.4
27~4 28_4 27j}

0.8-191.0 ·0.&-135.3 0.9-149.5

383 (9&%) J.S4 (99%) 184 ( 100%)
7 (2%) 4 (1%) 0 ( 00/0)
o 0 0

lin
695

9.8:
.7.{)"!l2.ll

223
56.0
2.6.7

6.4-149.5

230
136.1

16.8
4Lt).lllU

225 (98%)
5- ( 2"%0)
3

467
69.7

9.S
2.0-92.0

450
57.1
18.1

0.t-1853

466
B5.8
18.4

3.-0-182.1)

454 ( 97%)
11 ( 3%)
6

471
69.4
9.2

1.Q..95.0

470
135.1

17.3
5.0-1ll8.0

.%1:)( 9&%)
11 ( 2%)
10

Du:r:l1ion ofTreolm>ltt (DO}»
N,
Mem
Medion
Range,

Ntmiller 01 App!iclrtio11S
111
MP..an
Median
Range

'."eight ofStudy Medkation Used (groms)
N 4W
lfeJm 51.2
Median 27.2
Rall~ 0.1l-191.0

Complism"
Yes
ND
Unknown

• SnbjEdS'I'll!m not compWmrv.w tllP- oo;ing regimen if !lJ.E.y 3pplied less th3u &0% Dr more than 12in!l<ofthe e:.peered applit:atioos andfO!

mis~l!.dmore than re::l (lG) COll!.1!!c.utiV" opplitlltiClll5 ofstudy;~.

SOu"RCE: KJG'DOWl07J>7_2005_00hANALYSIS"I_EXP (Sep 20, 2006 16:58)

Table 21 (Applicant's Table 14.3.3.1): Adverse Event Characteristics (Safety Subjects)
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Tab1!; 14.3.3.1: Am.....se l!\U!-Characteristi.c
(Safel)' Subjects.}

l\im:iberofE\'e1lG ReporlOO

Number ofSUbjectsRep~g Olll'
-or More Eveols"

Senou?
Ys
No

Seventy ofE,1!'IL1s"
21·fi1d
Modere!;!
Severe
NotR:eportr.d'

bbtions!rip to StudyMed'iclltloJ'
Definitely Unr"Jated
Until-elY
Possible
PEDbabie
DefinileI}' IWated

m;if~!)1
{bi,~~ Ber=Clin Vehide
~ (N=49cO) jl.\'=244)

204 204 Hn

148 ( 30%) 156 { 32:%) 79 ( 32%)

O( G'Hi) (j ,( 3%) 1 ( 1%)
2M (1GO%) 198 ,( 97%) 100 ( 99%)

111 ( 54%) 122 { 62%) 54 ( 54%)
Z4( 41%) 72 ( 36%) 38 ( 38%)
9( 4%) 4 { 2%) 8( 8%)
0 IS 1

123 ( 60%) 1405

"
71%) 69 ( 6-8%)

51 ( 28%) 44 "22'%) 25 ( 25%)
4( 2%) 3

"
1%) :> ( 3%)

i( 3%) 5 { 2~4) 1 ( 1%)
13( 6%) '7 { 3%} :> ( 3%)

a Puc.ellt3ges.'OO5& OJ! number ofsubject5.
l> Perceotllges,oosed OIl number ofeVallS' reported.
• Sl!>'I'!nty \US not Ieponed on SI!ri<YllS- Ad'>·e!'re E""...nt>.

Table 22 (Applicant's Table 14.3.3.2): Summary ofAdverse Events (Safety Subjects)
(Page 1 of7)
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Tab]e 1433.2: SUJm1lll1Y ofAd-,'e!'ge E,,;mls
(Safety Subjects)

(P,age 1 of7)

~Jii1)1~_

:aemaClin \l'ebide
lli=l:m ili'=12Q), (1;"=244)

Ad'.'ene Evem'
Ey" <llSNder.; 1 ( 0.2%) 2' 0.4%} 2 ( 0.8%)

C<>njuuclivit~ 0 ( OJ}~!;') ] 0.2%) 0 ( 0.0%)
Ey" infhmmation 0 ( OJJ%) ] 0,2%} () ( 0.0%)
Ey" initation 1 ( 0.2%) 0 O,O%} () ( O.Ol)'~)

Eyepnuitus 0 ( OJJ%) 0 O,O%} ] ( 0.4%)
Phofophobia 0 ( OJ}%) 0 O,O%} ] ( 0.4%)

(T<Btromtesfinal disorde.'S 10 { 2.(}%} 11 2.2%) :3 ( 1.2'%)
Abdominal pain 1 { 0.2%} 0 0.0%) 0 ( O.O~(~,

Abdominal pain !owar 1 ( 0.2%) 0 0.0%) () ( 0.0%)
Abdominal pain uPpl!r 1 ( 0.2%) ] 0.2%) 0 ( 0.0%)
Aphthous st"m:rtit~ 1 { 0.2%} 0 0.0%) 0 ( O.O~~)

Dental<liscomfort 0 ( 0.1)%) 0 110%) ] ( 0.4%)
Diarrhoea 4 ( 0.&%) 2 0.4%) () ( 0.0%)
Food poisoning (} ( 0.0%) ] 0.2%) 0 ( 0.0%)
(Tastroent"rilis OOSillOphilic 0 ( OJ}%) ] 0'1>01'"\ 0 ( 0.0%). .:..lOj

Gasl:mimestin"l disorder 0 ( OJ}%) 1 0.2%) 0 ( 0.0%)
Gingival oedema 0 ( IUl%) 1 0.2%) (} ( 0.0%)
Haematochezia 1 ( (1.2%) 0 0.0%) 0 ( 0.0%)
InguinaLhemia 0 ( (Ui%) 0 0.0"10) 1 ( O.4~~)

Nausea 1 ( 0.2%) 1 0.2%} 0 ( 0.0%)
Stomach ,discomfnrt 0 ( 0.0%) 1 O~2',~) (} ( 0.0%)

To"fuz"h,e 0 ( O.M''') 2 0.4%) 1 ( 0.4%)
Vomiting 0 ( 0,11%) 0.2%) 0 ( 0.0%)

• Counts reflednumben oJ"subj""t> in "am treatment gmup Teportlu.,o: on.. or more adverse eY'eIlt> that map to'lhe MedDL4- system organ
class orpreferred teIm. Ateam jevel of s:ummaIlzaliOll (system organ da~", ",r pr-efer.red term), subje"l~are oely counted O'nce. Per"ent!ges
of51lbjecl~in. each ireatment group are also gi,'ell,

Of note, there is a 0.8% incidence of diarrhea in
reports of diarrhea in the vehicle study arm.

vs. 0.4% in BenzaClin study arm. No

Table 23 (Applicant's Table 14.3.3.2): Summary ofAdverse Events (Safety Subjects)
(Page 2 of7)

Appes,. Thill w.y On Odgllflll
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Table! 43.3.2: Summ.uy ofAm.'Erse E""ms
(Saf"ty Subjects)

(Page 2 ofT)

f(6)i(tlXl;j
K.~

Bl!lmlClin Vehic.l.,

W=l2ll ~ ~
Adverse E;,:ectli

General di50rdeU ond admini>iration site conditiolJ.S 18 ( 3.6%) 16 ( 33%) 6 ( 25%)

A""idenbl d"ath I) { Q.O%} 1 { 0.2%} 0 ( 0.0%)
Application site dermatitis 1 ( 0.2%) 0 ( I).O%) I ( 0.4%)
Applicationsite dryness 4 ( 0.8%) 4 ( O.S%) 2 ( 0.8%)
Application site e"""..llta I) { O.O%} 1 ( 0.2%) 0 ( 0.0%)
Applicatian s,te eryth<!ma 2 ( 0.4%) 1 ( 0.2%) ·1 ( 0.4%)
Applicaticn site eJ!.c.Ol-iaticn I) ( O.O%) 1 ( 0.2%) 0 ( 0.0%)
Applicati<Jn site wa!iatton 1 { 0.2%} I) ( O.O%) 0 ( 0.0%)
Application site Uritaticn S { 1.6%} 3 ( 0.6%) I ( 0.4%)

Applicattansite<Jede~ I ( 0..2%) 0 ( 0.0%) 0 ( O.O~}~)

Application sit" prori.'"us 1 ( 0.2%) 1 ( 0.2%) 1 ( 0.4%)
Applicatian site swelling I ( 0.2%) 2 ( 0.4%) 0 ( O.{I~O)

Influenza like illness 1 { 0.2%} 3 ( 0.6%) 0 ( 0.0%)

I'}..."...ia 2 ( 0.4%) 0 ( O.O%) 1 ( 0.4%)
Immune S}'>tem disorder.> 3 ( 0.6%) 3 ( O.~·);} 1 ( 0.4%)

Drug h}pel"5en!liti\'ity 0 ( 0.0%) 1 ( 02%) 0 ( 0.0%)
H}~itivi1y 2 ( 0.4%) 1 ( 0.2%) 0 ( 0.0%)

Seasonal allergy 1 ( 02%) 1 ( 0.2%) I ( 0.4%)
fufediolJ.S and westzfioIl$ 93 ( 18.7%) 91 ( IS.6%) 45 (18.4%)

Broncllliis 3 ( 0.6"-"') 1 { 0.2%} 0 ( O.Ol}1J)
Bmncllltis acute I) ( 0,0%) 0 ( 0.0%,) I ( 0.4%)

Conjundi,,-ifu infeetr..·e 0 ( O.O%) 2 ( 0.4%) 0 ( 0.0%)
Ear infection 3 ( 0.6%) 0 { O.O'Ya} 3 ( l.1%)
F<Jlliculitis 1 ( 0.2%) 0 ( 0.0%) 0 ( 0.0%)

• Counts reflect numbe., af subjects mach tre:atmentgroup r"Porting oni': or mOl"ad'l","se e...-ent5 th2t map to the Me<iDRA S}",temorgaD
class or preferred term. AT; eacll level of$tImmam..atioll (system organ class or pre.ferrai telDl), subjects al·" owy·eounted m",,,. PerCl!'Jltages
ofsubject!; in each trealmenl group are aho given.
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Tab]" 14.3.3.2: Summ;n)' ofAdverseE~
(Safety· Subjects)

(Pall" 3 o(7)

~~)fj)~~
~ftVf€~)~

BenzaClin Vehide

C:Eml ~ (N=?44)
AdYe"e E"ent"

Infe£lions and infe.faiiolU (Continued)
Fung;,] infeo,lion 1 ( 0.2%) 0 ( (1.0%) {) 0.0%)
Fm:unde () ( OJ}%) 0 ( O.O~·'D) ] 0.4%)
Gaslr<lelltelltis 4 ( O.S%) ] ( 0.2%) 0 0.0%)
GastroenteIltis viral 4 ( 0.&%) 5 ( 1.0%) :1 O.,8~'o)

Help'" simplex I ( 0.2%) 0 ( 0.0%) 0 0.0%)
HOld~lum 1 ( 0.2',.) () ( (1.0%) 1 0.4%)
Influenza ~ ( 0.4%) 6 ( 1.2%) 1 O.4~i1).L'

Lov.·... Iespirato.-y 'Uacl infection 1 ( 0.2%) () ( 0.0%) 1 0.4%)

Nasop1uIyngitis 33 ( 6.6%) 27 ( 5.5%) 15 6.1%)
Oral cawilidiasis, () ( (U}%) () ( 0.0%) 1 0.4%)
Otitis ,elct'-!-Ylla 1 ( 0.2%) () ( 0.0%) () 0.0%)
Otitis media () ( 0.0%) I ( 0.2%) 1 0.4%)

Paron}"<'hi. 0 ( OJ}%) 1 ( 0.2%) 0 0.0%)
PaitoBsillar abscess 0 { O.O%} 1 ( 0.2%) 0 0.0%)
Pharyngitis streptococcal 4 ( G.S%.) I ( 0.1"/0) 0 0.0%)
Pneumonio 1 ( G.2%) 0 ( 0.0%) 1 O.4~~)

Respiratory traet infection () ( O.ll%) 1 { O.2%} 0 0.0%)
Sinus.iris {) ( 0.11%) 3 ( 0.6%) 1 O.4%}
Skin infection 1 ( 0.2%) 0 ( OJI%) 0 0.0%)
Subcutaneog~abscess 1 ( 0.2%) 0 ( 0.0%) 0 ( 0.0%)
Tinea infection {) ( 0.0%) 1 ( 0.2%) 0 ( 0.0%)
Tonsillitis 1 ( O.2~.) 0 ( 0.0%) 0 ( 0.0%)

• Counts ",flect nnmbl!J's of:mbje<:ts ine",ch tr""tment ,gro!1p npo,rtID,g ,,_ or mon> aWH>l! """nts iliat map to< the l\.fedDR.,\ >J-"'Stem olgan
<:las,- or pr...fm:edt!1m. .At each level of~ummalization('-'Y>.tem OI,~an chs>. or preferred wm), snbj..cts Me Ollly counted once. Percentage.
<Jf:mbjecl£ in eaoh treatml!lll group 3fi> aho given.

48



Clinical Review
{Brenda E. Vaughan, M.D.}
{NDA 50-819}
{Acanya [c1indamycin (l%)/benzoyl peroxide (2.5%)] Gel}

Table 143.3.2: StIJlm1al)· ofAdverse Event>
(Silfety Subjects)

(page 4 of 7)

t10:1tf¥1iaEij
t1O:)W~. BenzaClin Vehide

~ ili=1W (N=J44)
Ad..",,,,,, E..",,,t

fufecllim", and inf".tatiOIB (Continued)
Tooth infection 1 ( 0.2%) 0 ( 0.0%) 0 0.0%)
Uppa' respiratory tract ini'ecti<ln 38 ( H%) 3& ( 7.8%) 20 8.2%}
Ulmary 'lr~t infection 4- ( O.S%) 2 ( 0.4%) 0 0.0%)
Vagjmt", badaial 0 ( 0.1)%) 1 ( 0.2%) 1 0.4%)
Varicella 0 ( RO~''O) 1 ( 0.2%) 0 0.0%)
VUh;ly',,-ag.inal mycotic infection 1 ( 0~2%) 1 ( 0.2%) 0 0.0%)

InjlllY, p"iso"in.g aud pmcedmal complications 13 ( 2.6%) 12 ( H%) 11 4.50/;')
Concussion 0 ( O.O%) 2 ( 0.4%) 0 0.0%,)
Contmion 0 { O.O'}.} 1 ( 0.2%) 0 0.0%)
Foot fracture 0 ( 0:0%) 0 ( 0.0')4,) 2 0.8%)
H=d firadllIe 0 ( OJ)%} 0 ( 0.0%) 1 0.4%)
JGiu!:mjury 0 ( OJ)%) 0 ( OJ)%) 1 0.4%)
Joint "P1'am 3 ( 0.6%) 0 ( 0.0"10) 3 1.2%)
Lig;mlP.,nt mjm}" 0 ( n.O%) 1 ( 0.2%) 0 0.0%)
Limb injury 1 ( 0.2%) 2 ( 0.4%) 1 0.4%)
Urn'€!" limb meture 0 ( O.O%) 0 ( 0.0%) ] 0.4%)
Neck injury I) ( 110%) 1 ( 0.2%) 0 0.0%)
Po;t-traumatic pam I) ( 0;1)%) 1 ( 0.2%) 0 0.0%)
Procedural pain 1 ( 1l.:2%} 1 ( 0.2%) 2 o.:s~~)

Road traffic accident :2 ( O.4%) 2: ( 0.4%) 0 0.0%)
Skin laceration 1 ( 0.2%} 3 ( 0.6%) 1 0.4%)
Sunburn 5 ( 1.0%) 0 ( 0.0%) 1 0.4%)

• Count!; reflect numbersof.ubjeds in "ach ireatm...n groUj> repeHtin,;; on" or~ aaverseevents thatmap to the MedDR.'\. syst!!Ulorgan
dass or pr"fe1'1-ed term. At each leo.'el of summarizatll>ll (system l>rgan class or preferred leon), subjects are only counted on"'". Per<:i>ntages
ofsubjects in. each tl'ealmrnt group are also given.
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Table 143.3.2:. S1'llllillal)" ofAd~ET"i!nts
(Safety Sribjects)
(P~ge 5 of?)

~1:;)))1(~j»Bl!
oc.mmR

]3;mzaClin Vehicle

~ ~ !.N=2W.
Achwse Event'

M.etnbohsm and I>ulrilion disorder:; 1 ( O.2%) 1 ( 0.2%) 0 0.0%)
Diabetes mellitus non-insulin-deP"lldent ] ( 0.2%) 0 ( 1>.0"10) 0 0.0%)
Fluid retention 0 ( 0.0%) I ( <l.2%) 0 0.0%)

1\1uscu!oskeletal :roo connedl¥2 tB::me di.sold~r-;: 7 ( 1.4%) 3 ( 0.6%) 2: O.8~~)

.Arthr~gia 2 ( O.4%) 0 ( O.O~·~) 0 ( 0.0%)
Back pain 2 ( 0.4%) I ( 0.2%) I ( 0.4%)
Costadrondlilis I} ( OJ)%) 1 ( 0.2%) 0 ( 0.0%)
Myalgia 3 ( 0.6"/0) 0 ( 0.0%) 0 ( 0.0%)
Neck pain 0 ( 0.0%) I ( O.~,(,) I ( 0.4%)

N<!1vOUS system disor<1ers II ( 2.2%) 13 ( 2.7%) 6 ( 2.5%)
Hi!adache 8 ( 1.6%) 10 ( 2.0%) 3 ( 12%)
Loos of c_onsciaU:!in~ 0 ( 0.0%) 0 ( 0.0"/0) 1 ( 0.4%)
Migraine 1 ( 0.2%) Q { O.O~~ 0 ( Q.O%)
Mriltiple 5cl..~sis 0 ( 0.0%) 1 ( 0.2%) 0 ( 0.0%)
Sinus hP2dache. 1 ( ·0.2%) 0 { O.O%} 1 ( 0.4%)
S)'Ilcope 0 ( O.O%} 1 ( 0.2%) I ( 0.4%)
Tension headaclIe 1 ( O.2%) I ( 1>.2'%) 0 ( 0.0%)

P!iJ"dri;mic disorders 4 ( Q.8%) 2: ( 0.4':10) 0 ( 0.0%)
Atti!lltion de:5citib}pencti.-ity disomer I ( 0.2%) 0 ( 0.0%) 0 ( 0.0%)
Depre"iOll 0 ( O.O%) 2 ( 0.4~~) 0 ( O.{)%)
Insomnia 2: ( O.4%) 0 ( 0.0%) 0 ( 0.0%)
Stress 1 ( 0.2%) 0 ( 0.0%) 0 ( QJj%)
Suicidal ide:ilion 0 ( 0.0%) I ( 0.2%) 0 ( 0.0%)

Counts nillect nn<nber5<lfsubj""ts in eaclI tr..atrneulgroup reporting On<! or D101.. >:dverS!! events that map to tire MedDR.4. systemorg;'ln
class Dr l'refm-ed·tenn. At ;;ach level ofs1.llJ!Jlldlization (system organ d.lls or pr.eferred Nrm), subjects ,,:reo only couuledonce. Pelcent3ges
ofsubjects in ea.chtrealmalt group. "'.. aho g),;en.

[ ApJ»lI,. Th~Wa.Y On OdgllJlll )
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Tabl" 143.3.2: Summary ofAdvl!Be Events
(S;;,fety Subjed,)

(Page 6ofi)

~oJl(as_

'~I5»tf~m BenzaClin Vehicle
!N=£W ~ ~

Ad,"eI.e E"1!!!J:·
Reproductive sy;ti!Dl ~lldbl"".t <fuorders 1 ( 0.2%) 2 ( 0.4%) ) 1.2%)

Dy,menorrJ1c.i,,, 1 ( 0.2%) 1 ( 0.2%) 3 1.2%)
Meil"<mhagia 0 ( 0.0%) 1 ( 0.2%) 0 0.0%)

Re,piratory, thor",,;c and mediastinal diSDrders 9 ( LS%) 13 ( 2.7%) 5 2.0%)
Asthma 0 ( 0.0%) 2 ( 0.4%) () 0.0%)
Cough. 3 ( 0.6%) 3 ( O'(i%) 2 0.8%)
Dyspnoea E<;;cerbal.ed 0 ( 0.0%) 1 ( O.~ic» () 0.0%)
Nasal congestion 0 ( 0.0%) 2 ( O.4%) 1 0.4%)
PhaI}'llgol;n:yngeal pain 4 ( 0.8%) 8 ( 1.6%) 2 ( 0.8%)
Pulmon;;ry cougesti"I1 () ( (I.O%) 1 ( 0.2%) () ( 0.0%)
Ruineuhoea 0 { O.l}'llo} () ( 0.0%) 1 ( 0.4%)
Sinus c"ngest:i,m 2 ( U.4%) 0 ( 0.0%) 0 ( 0.0%)

Skin and ",bcuw.."us ti..."Ue. ·di•.,rders 5 ( 1.M~) 7 ( 1.4%) ) ( 1.2%)
A=e 1 ( (}.2~o) 0 ( 0.0%) 0 ( 0.0%)
Dennatiti:; atopic. 0 { M%) () ( 0.0%) 1 ( 0.4%)
Dennatiti. contact 0 { {LO~~) 1 ( 0.2"10) () ( 0.0%)
Dy.hidrGSis 0 ( 0.0%) 0 ( 0.0%) 1 ( 0.4%)
Eaema 0 ( 0.0%) 1 ( O.2%) 0 ( 0.0%)
Hair growth ab=lmal 0 ( O.l}%) 1 ( 0.1%) 0 ( 0.0%)
Ingrowing nail 0 ( 0.0%) 1 ( O.1~~) 0 ( 0.0%)
Pityriasis rose. 1 ( 0.2%) 0 ( 0.0%) 0 ( 0.0%)
Rash 2 { O.4%} 0 ( 0.0%) 1 ( 0.4%)
Scar 0 ( O'J)~~) 1 ( 0.2%) 0 ( 0.0%)
Uli:icari;, 1 { n.2~·'O) 1 ( 0.4%) 0 ( 0.0%)

• Counts ....-flect numbers ofsubjecis in ach tte.atment group reporting olle or IDOl·e advl!Be ""!!filE; thai map to the MedORA ~ystemQrg;m
clasg orprefl!n'l!d. term. Ateach level Ofsummarization (sysiem OT~~ dass or preferred tem1), subjects "re only COtmted on"-,,. Perrentlges
"fsubjects in ....cl1 b'l!atment group =aha given..

SOURCE: KJGOOW\07 07 2005 oonA....,.Al.Y~lS\I AEO! D(Oct IS. 20050&:19)

Urticaria noted in both active study arms.

T.ble 14.3.3.2: Summ:lX}· ofAdva-s'e Events
(Smty Subject,)

(Page 70£7)

~O\)l~

'r:~l'~~j)l! Benz.Clin Vehicle

~ ffi=tW (N='44)
Alh...ne E,...nt'

Surgical and medic;il procedm·<!5 3 ( Oc6%) 7 ( H',.) 1 O.4~1t)

Bleastcosmetlc surgery 0 ( OJ)";') 0 ( IlO'%) 1 0.4%)
Nail o!""Jation 1 ( O.2%) 0 ( 0.0%) 0 0.0%)
Tooth el!ttaCtiOIl 1 ( 0.2%) 5 ( 1.0%) 0 0.01%)
Tooth repair 1 ( O.2~.) 1 ( O.2%) 0 0.0%)
Wisdom teeth removal 0 ( {l.0%) 1 ( 0.2%) 0 O.O~"O)

Vas<:1U:U- <1isord<= 1 ( 02%) 0 ( 0.0%) 0 0.0%)
Hypatemion I ( 02%) 0 ( O.O%) 0 0.0%)

Count>.rwct numbe,," of.rubjee.t> in .,acl1 trl!:atwent gr"up reporting 011" or IDm" .dvB:"" "vents that map 10 libe :MedDR..il system org;3"
class. or prefe11"d tam. At ""chl....·el of sm:umarizatton (system Ol'gan class or pr~'"eIredtenn), subjects are only <:<lU11ted onCE. PeIcrotages
ofsuhjects in each treatment group are.also given.

51



Clinical Review
{Brenda E. Vaughan, M.D.}
{NDA 50-819}
{Acanya [c1indamycin (l%)/benzoyl peroxide (2.5%)] Gel}

7.1 Methods

Safety Monitoring
Safety assessments were conducted throughout the study at the following time points: Baseline
(Visit 2, Day 0), Weeks 4,8, and 12. For BE study 001, AEs and cutaneous safety evaluations
were assessed at Baseline and at Weeks 3,6 and 10 for each treatment group.

Safety measurements included:
• Cutaneous Safety Evaluations
• Tolerability Evaluations (subject reported evaluations of skin sensations)
• Adverse Events (AEs)

Vital signs were not collected during the study.

Cutaneous Safety Evaluation
(To be assessed at the time ofthe study visit.)
Scaling:
0- None No scaling
1 - Mild Barely perceptible, fine scales present to limited areas of the face
2 - Moderate Fine scale generalized to all areas of the face
3 - Severe Scaling and peeling of skin over all areas ofthe face

Erythema:
0- None No evidence of erythema present
1 - Mild Slight pink coloration
2 - Moderate Definite redness
3 - Severe Marked erythema, bright red to dusky dark red in color

Tolerability Evaluation
(To be reviewed with the Subject at the study visit as Average over the period since the previous
visit.)

Itching:
0- None No itching
1- Mild Slight itching, not really bothersome
2 - Moderate Definite itching that is somewhat bothersome
3 - Severe Intense itching that may interrupt daily activities and/or sleep

Burning:
0- None No burning
1 - Mild Slight burning sensation; not really bothersome
2 - Moderate Definite warm, burning sensation that is somewhat bothersome
3 - Severe Hot burning sensation that causes definite discomfort and may interrupt daily
activities and/or sleep

Stinging:
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0- None No stinging
1 - Mild Slight stinging sensation, not really bothersome
2 - Moderate Definite stinging sensation that is somewhat bothersome
3 - Severe Stinging sensation that causes definite discomfort and may interrupt daily activities
and/or sleep

Clinical Laboratory Evaluation
Pregnancy testing of female subjects of childbearing potential was the only laboratory
measurement performed during the study.

7.1.1 Clinical Studies Used to Evaluate Safety

The following clinical studies were reviewed for safety: phase 3 trials (DPSI-06-22-2006-012
and DPSI-06-22-2006-01 7), phase 2 dose-ranging study (DPS-07-12-2005-002), phase 3
bioequivalence clinical trial (DPS 07-07-2005-001), Phase 1 cumulative irritation potential Study
7002-EIHP-OI-04 ,Phase 1 dermal irritation and contact sensitization potential CLN-I0l, phase
1 Phototoxicity Study CLN-I02, phase 1 photoallergic CLN-I03.

7.1.2 Adequacy of Data

All adverse events occurring during the study will be recorded and classified on the basis of
MedORA terminology for the interim analyses intent-to-treat population.

7.1.3 Pooling Data Across Studies to Estimate and Compare Incidence

Incidence rates were pooled for phase 3 trials (DPSI-06-22-2006-012 and DPSI-06-22-2006-017)
and phase 2 dose-ranging study (DPS-07-12-2005-002. These studies were identical in duration
and study drug formulation used.

7.2 Adequacy of Safety Assessments

7.2.1 Overall Exposure at Appropriate DoseslDurations and Demographics of Target
Populations

Overall, an adequate number of subjects were exposed to the drug to satisfy recommendations in
the ICH guidance on numbers needed to assess safety. However, extent and duration of
exposure is inadequate in that acne is a chronic disease and the study duration was only 12 weeks
in duration; however, in clinical practice patients are usually switched to a different regimen if
treatment is unsatisfactory or stopped or decreased if clearance is achieved.

A total of 4803 subjects were evaluated in the clinical safety program. Of these, 314 were
healthy subjects and 4489 were subjects w~th acne. The safety studies that included healthy
subjects were the phase 1 studies (CLN-I0l, CLN-I02, CLN-I03, in which subjects were
exposed to a combination 1% clindamycin/5% BPO), and 7002-E1HP-O 1-04 (in which subjects
were exposed to a combination of 1% clindamycin and concentrations ofBPO from 1% to 5%).
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In phase 3 Study DPS-07-07-2005-001, acne subjects were exposed to
phase 2 study (DPS-07-12-2005-002) and 2 phase 3 studies (DPSI-06- 
06-22-2006-017) exposed subject with acne to Acanya Gel.

The total weight of study medication used during Study 012 averaged 64.3 grams in the Acanya
treatment group, 60.9 grams in the clindamycin (1 %) gel treatment group, 62.1 grams in the
benzoyl peroxide (2.5%) gel treatment group, and 62.9 grams in the Acanya vehicle treatment
group.

The total weight of study medication used during the Study 017 averaged 58.5 grams in the
Acanya treatment group, 57.8 grams in the clindamycin (1 %) gel treatment group, 63.7 grams in
the benzoyl peroxide (2.5%) gel treatment group, and 53.3 grams in the Acanya vehicle
treatment group.

7.2.2 Explorations for Dose Response

Study medication was applied for 84 days (12 weeks) by most subjects in all four arms. The
median treatment duration was 84 days for all treatment study arms in both studies. In Study 012,
the mean treatment duration was 82.9 (range 9 - 116 days) in the Acanya arm, 82.2 (2 - 119
days) and 81.8 (4 - 135 days) in the clindamycin and BPO arms, and 80.8 (9 - 120 days) in the
vehicle arm. The mean treatment duration was similar across treatment arms in Study 017: 82.8
(range] - 102 days) in the Acanya arm, 84.0 (6 - 109 days) and 82.9 (1 - 115 days) in the
clindamycin and BPO arms, and 81.4 (11 - 99 days) in the vehicle arm.

Table 24 (Applicant's Table 14.3.0): Extent of Exposure - Applications of Study Medication and
Dosing Compliance (DPSI-07-12-2005-002, DPSI-06-22-2006-012 and DPSI-06-22-2006-0 17
Combined) (Mod. 5, ISS, pg. 21)
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IDP-l10C~

Table 143.00E._ ofE.'qlClGlll-e - Applic.tiou, ofStudy Medic.tion and D<>,ing CompEan".
(DPSI-07-12"2C05-002:, DPSI-06-22:2006-011 and DPSI-C6-22-1006"()17 Combined)

(poge Ion)

Clindamycin &n:ooyi Pa-oxide IDP-IlO
Intent-«>-Treat Subj~b IDP~IlO GeL 1% Gel 2.5% Vebic:le Gel

1>.'umber ofSubjeets 872 &94 88-7 4"34

Number ofA.pplicAti.=
N 831 828 822 400
Man. 81.2 81.6 81.3 79.7
SID 11.6 9.8 ILl 14.6
&.auge l.O-ll4-{1 6;l}.1l6.0 4J)'135.0 O.l}.117.0

CcmpE.mt"
Yes 810 ( 97.5%) 811 ( 97.9%) 794 ( 9&6%) 3S1 ( 953%)
Nl> 21 ( 2.5%) 17 ( 2.1%) 28 ( 3.4%) 19 ( 4-_8%)
UnknDwn 41 66 65 34

• A subject \\'3S """,,;dered comp!i:ml with f1l,;,. dasing Iegimen if ille subjec! applied at lea-31 00%but nomol-e. ibm 120% ofexpec:tedapptie3tioos and did nol
miz mm-e !ban 1ive ,,~uti,"e applic;ili<>It'i.

SOURCE: KGLYNN'DOV.~1DPl103SS\A",~ALYS1S'U_EXP (Oct 8, 2or)] 14:3{l)

7.2.3 Special Animal and/or In Vitro Testing

No special animal or in vitro testing was performed.

7.2.4 Routine Clinical Testing

Urine Pregnancy Test for all females of childbearing potential was the only routine clinical
testing performed. The testing kits were supplied by the Sponsor. Urine pregnancy tests with a
minimum sensitivity of25mlU -HCG/mL of urine was performed within 72 hours prior to the
start of study medication at Visit 2 and at Visits 3, 4, and 5 (end of study).

7.2.5 Metabolic, Clearance, and Interaction Workup

According to the label, Acanya Gel should not be used in combination with erythromycin
containing products due to its clindamycin component. In vitro studies have shown antagonism
between these two antimicrobials. The clinical significance of this in vitro antagonism is not
known.

7.2.6 Evaluation for Potential Adverse Events for Similar Drugs in Drug Class

There is a risk ofcolitis associated with oral and topical use of clindamycin phosphate; however,
these cases are rare in association with topical clindamycin use. Other effects that have been
reported in association with topical formulations of c1indamycin include abdominal pain,
gastrointestinal disturbances, contact dermatitis, irritation, oily skin, and gram-negative
folliculitis.
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Side effects reported with the use ofbenzoyl peroxide include contact dermatitis, skin dryness,
scaling, erythema and edema. The most frequently reported adverse reactions to the combination
products of clindamycin and benzoyl peroxide are dry skin, pruritus, peeling, erythema and
sunburn.

7.3 Major Safety Results

7.3.1 Deaths

There were no deaths observed in either of the two phase 3 studies or the phase 2 study. One
death occurred in the BenzaClin study arm in Bioequivalence Study DPS 07-07-2005-001 due to
a pedestrian auto accident.

7.3.2 Nonfatal Serious Adverse Events

There were 15 subjects with a total of 15 SAEs, all ofwhich were evaluated by the investigators
as being unrelated to study medication. Three of these SAEs resulted in early discontinuation of
treatment and early termination of the subjects. In Bioequivalence Study DPS 07-07-2005-001
(001),4 subjects had SAEs resulting in hospitalization. Ofthe remaining 3 SAEs in Study 001,
depression was considered treatment related. Other SAEs included: severe headache,
exacerbation of signs and symptoms of multiple sclerosis, and asthma (Benzaclin). One subject
in the vehicle treatment study arm was kept in the hospital overnight for observation
after e ectIve reast reduction surgery.

The following four serious adverse events were reported during the study 012: uterine
leiomyoma was reported in the Acanya treatment group, one (possible congestive heart failure)
was reported in the clindamycin (l %) gel treatment group, and two others (gun shot wound and
breast cancer) were reported in the benzoyl peroxide (2.5%) gel treatment group. In Study 017,
six serious adverse events were reported during the study, two within each active treatment
group. Depression and oppositional defiant disorder were reported in the Acanya treatment
group, within the clindamycin (l %) gel treatment group one report each of appendicitis and
cellulitis; and small intestinal obstruction and gallstones were reported within the benzoyl
peroxide (2.5%) gel treatment group.

There were two subjects who had SAEs reported during the course of the Study DPS-07-12-
2005-002. A 16-year-old male assigned to treatment with (1/2.5) Gel diagnosed with
attention deficit hyperactivity disorder (ADHD) and a 16-year-o male assigned to treatment
with Clindamycin (l %) Gel QD, was involved in a snow boarding accident.

Table 25 (Applicant's Table 14.3.1.2.8.1): Summary of Serious Adverse Events by System
Organ Class and Preferred Term (DPSI-07-12-2005-002, DPSI-06-22-2006-012 and DPSI-06
22-2006-017 Combined) (Safety Subjects)
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T:>'ble 14.3.1.1.8.l: S1l1lilI!la!}' ofSorimE M\"",",e E''I!Ulsby SyS1emOrgan Ct.".Dd Prefmed Tam
(DPSI-07-!2-2005-002, DPSI-G6-22c2005..Q12 SJld DPSI-M"22c2000-017c~

(S2.fely S>Jojects)
(Page 10f:1)

Clirldmnyon Bonzoyl PI!mx.~ lDP·UD
lDpcllO Gel, 1% C-el..2.5% VelJicle Gel
,;N=35D m=352) (N~) (N=413)

Number of ~"Jbjem\'Ilho F.e]Xllted
.rl.eatt One Serious: Am'eEe Evett 4 ( 05"%) 4 ( 0.5%) 3 ( 0.4%) 0 ( 0.00/.)

M\-a;eE.'l!tII'
Infections SJld io!esl:Itlc-:l$ 0 ( 0.0'''.) 2 ( 0.2%) 'il 0.0%) 0 ( om.•)

Appendidus () ( 0.0%) 1 ( 0.1%) 0 0.0%) 0 ( om.)
Ci>lluilms 0 ( O.{)%) 1 ( 0.1.%) 0 0.0%) 0 ( 0.0'%)

Injury, p;>i5lJlling and procedur:il CompliCltioIl5 0 ( 0.0%) 1 ( 0.1%) 1 ( 0.1%) (} ( o.m.)
COIlrosSOO 0 ( 0.0%) 1 ( 0.1%) 0 ( 0.0%) () ( o.m.)
Ribfr:1.ctn-"" 0 ( o.a%) 1 ( 0.1%) 0 ( 0.0%) 0 ( o.m.)
SlrnIl frOCll.IlBi b:a:;e 0 ( 0.0%) 1 ( OJ%) 0 ( 0.0%) 0 ( 0.0'%)
Gun i!J.otWDlllld 0 { (l0%) 0 ( 0,('%) 1 ( O.B-~) 0 ( O.mil)

In1,-esrigoti.0IE 0 ( O,i)%) 1 ( 0.1%) 0 ( O.W"') <) ( 0.0%)
rm""51igoiiou 0 ( 0.1)%) 1 ( 0.1.%) 0 ( O.W"') 0 ( 1),0%)

Nervo1lSS)=dj~ 0 ( 0.1)%) 1 { 0.1%} 0 ( 0):1%) 0 ( 0.0%)
COJIli'uhioll. 0 ( 0.0%) 1 ( 0.1%) 0 ( D.W"') 0 ( OJ)%)

Psydliamc d:i5C>Id;m 3 ( 0.4%) 0 ( 0.0%) 0 ( D.W") a ( I}'{l't.)
Al>nonn.\l beha"i= 1 ( 0.1%) 0 ( 0.0%) 0 ( 0))%) 0 ( o.m'O)
D.!p:res5ion 1 ( 0.1%) 0 { 0.0%} () ( OB-%) 0 ( 0.0'%)
Oppositi-o:n:d defiant d:i5order 1 ( {U%) 0 ( 0.0%) 'il ( 0.0%) 0 ( O.()%)

Neoplosms benign, Illllligmml SJld !lIl5J>atifi<!d
{i!1d ryslli SJld polyps} 1 ( U%) °( 0.0%) () { O.IJ%) 0 { ().mf»

Uterine lPjOOJYOO.1lI 1 ( 0.1%) 0 ( O.O%) {) { O.W'-} 0 ( om.)

• ClJ1.ml5 relt..<imunbE5 of "'b5Ed5repcrtiug <me or IlIIlre adverse &ents dl5Sified to MedDR.... (Version 9. J)sy'Stem organ da.sses 3nd:preferred tenns.•4.r
""ill l",,-e! of rummmzation (sys,'ell1 OIgon doss orp."l!!fened tmn) sub5ecls 0'" ooly coonted OIKl>.

10&

Table 26 (Applicant's Table 14.3.1.2.8.1): Summary of Serious Adverse Events by System
Organ Class and Preferred Term (DPSI-07-12-2005-002, DPSI-06-22-2006-012 and DPSI-06
22-2006-017 Combined) (Safety Subjects) Continued

T"bli> 143.1.2.8.1: SunIrll:11)'ofSeril>lS M\l!!'Ze EV'I!Uls by ~1emOrg;mClJissond.PrefmedThm1
(DPSI·07-12-2005·002,DPSI")6-22-~12SJld DPSI-'M-22-20015-4i17 COIIibined)

{S2.fel}· Stiojms)
~!!;e2on)

AdVeISe E\'all"
Gastroiulesti:nil disorders

Smill iutestfu31obstmctiC\'ll
Surgicollll1d.!l'edi.caIproc~
Cho~"tuwy

Clirld3mycin Benzoyl Peroxide lDP-110
IDp·1l0 Gel, 1% Gel, 2.5% VelJideGei
&=851) ,;N=3S2) (h'=840) (N;=fB)

0 ( (lo%) 0 ( 0,0%) ( 0.1%) 0 ( o.mi»
0 ( 0.0%) 0 ( 0.0%) ( O.l%) () ( 0.0%)
0 (; O.O'%) 0 ( OJ1%) ( 0.1%) 0 ( 0.0%)
Q (; 0.0%) 0 ( 0.0%) ( 0.1%) 0 ( 0.0%)

• C(l\lll.!S .refiect~ of subjects zepcrtiug Olli! or more 2m';!!... el;"<!IlI5 d:.l:OSifiedto MedORA (lJo:r;ion 9.1) Sy'StelUQIgan classes 3ndpref<!rred tenu;c.1!U
each Jere] of~ti<m(syS!ew OIgon doss or prefmed term) subj...."t\C 3re cmly c<l\m",d once.

7.3.3 Dropouts and/or Discontinuations

Table 27 (Statistical Table 4): Number (%) of Subjects Who Discontinue the Study: Classified
by the Reason for Discontinuation (ITT)
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Table 4: Number (%) of Subjects \Vho Discontinue the Study: ClaESified by the

Re<l.'::>""'On for Discontinuation (ITT)

Study 012

lDP-IlO

n=39g

Clindllxnydn BPO

n=408 n=406

Vehicle

n=201

Subjects who discontinued 42 (10.5%) 55 (13.5%) 63 (15.5%) 34 (16.9%)

Reasan

Adverse event

Subject request

Protc>col vioIu.tion

Lost to fOllow-up

Pregnancy

Lack of efficacy

Other

1 «1%)

13 (3.3%)

5 (1.3%)

20 (500%)

0(0%)

1 «1%)
2(1.0%)

3 (1%)

Hi (3.9%)

0(0%)
29 (7.1%)

1 «1%)

2 «1%)

'7 (1.7%)

6 (1.5%)

16 (3.9%)

2(<:1%)
33 (8.1%)

(} (0%)

4 (1%)

2(<:1%)

0(0%)
12 (6.0%)

2(1.0%)
16 (800%)

(} (0%)

1 «1%)
3(1.5%)

Study 017

ClindllXuycin BPO

Subjects who discontinued

Reason

Adverse event

Subject request

Protocol violation

Lost to fOllow-up

PregnllXlc~l

Lack of efficacy

Other

lDP-110

n=398

31 (7.8%)

6 (1.5%)

6 (1.5%)

2 (1.0%)

12 (3.0%)

2 (1.0%)
2 (1.0%)

1 «1%)

n=4.04

33 (8.2%)

1 «1%)

11 (2.7%)

0(0%)
20 (.:).0%)

0(0%)

1 «1)'{,)

() (0%)

n=403

35 (8.7%)

2«1%)

15 (.3.7%)

0(0%)

16 (4.0%,)

(} (0%)

0(0%)

1 (<:1%)

Vehicle

n=194

28 (14.3<;t,)

2 (1.0%)

12 (6.2%)

1 (1.0%)

11 (5.7%)

1 (15%)

1 (1.0%)

1 (1.0%)

Source: Study Report DPSI~06-22-2006-012~pg. 115; Study Ridport DPSI-06-22-2006-017,

pg. 115 i.lXld Reviewer analysis.

7.3.4 Significant Adverse Events

Other Significant Adverse Events
In study 012, eight subjects discontinued the study medication due to non-serious, treatment
related adverse events; 11 other subjects experienced treatment-related adverse events for which
medication was not discontinued. Six subjects discontinued the study medication due to non-
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serious, treatment-related adverse events; 5 other subjects experienced treatment-related adverse
events for which medication was not discontinued.

7.4 Supportive Safety Results

Table 28 (Applicant's Table 14.3.1.2.1): Summary of Adverse Events that Resulted in
Discontinuation of Study Medication (Safety Subjects) DPSI-06-22-2006-017

TaN" 143.1.2.1: S1UllIM<y of Ad,,,,,,,, E"'altt tbot~mlt.dfuD'sc.Qnonualioll ofStl1dyMedi~aoo!l
{Saffrty Stlbj&ts)

Clind:amycin Bi:!tlZoyl Peroxid;e- IDP·110
IDp·110 GeI,I% Gel, 25% Viiliid"Gel
iJ'i=lll?) (N=lS') (N='ill) a-'=11l5j

NllIIlbeT ofSubjects Woo Disc:onti.llued US" of
Study Media6Dn Due: to Ad",ersfr E"'!Ul!i '7 ( 1.&%) 1 ( 03%) 2 ( 0.5%) 3 ( 1.6%)

Adv-e-rsE E\-"ellt"
fuj",y, poisowng aool'focedur.1 complic~tiol1S 0 ( 0.0%) 1 ( 0.3'%) 0 ( 0.0%) 0 ( 0.0%)

SDllbm:n 0 ( 0..0%) 1 ( D.3~<.]) ° ( 0,0%) 0 ( 0.0%)
Skill and Sllbtl11>1u"oos tiss"e disord"", 3 ( OJl%) 0 ( 0.0%) 1 ( 0.3%) 2 ( 1.1%)

Dermatitis contlet 1 ( 03%) 0 ( 0.0%) I ( IH%) {) ( 0.0%)
Acn" 1 ( 03%) 0 ( 0.0%) 0 ( O..;O~<O) 1 ( 0.5%)
RE5h pr!Lritic 1 ( 03%) 0 ( 0.0%) 0 ( 0.0%) 0 ( 0.0%)
Ra,b 0 ( 0.0%) () ( O.~~) 0 ( 0.0%) 1 ( Q.5q:J.)

Gastro'''t~1 disorders 2 ( 0.5%) 0 ( 0.0%) 0 ( 0;0%) 0 ( 0.0%)
Dianhoea 2 ( 0.5%) 0 ( D.O!.fJ) 0 ( 0,0%) {) ( 0.0%)
Abdowi",,-I p~in I ( 03%) 0 ( 0.0-:"',) 0 ( 0,0%) {) ( 0.0%)
AMowi",,-! pain upper 1 ( 03%) 0 ( lJ.Oo/,) 0 ( 0.0%) {) ( 0.0%)

G"ner~ldis<ITd",,< and ~dminisrr.ti""su" conditions 1 ( 0.3%) 0 ( 0.0%) 1 <- 03%) 1 ( 0.5%1)
I"flarmnation 1 ( D-.3I?,.(~) 0 ( jl.()%) lJ ( 0.0%) 0 ( 0.0%)
Applk3no:n.si~irrit~tiOOl (I ( 0.0%) 0 ( 0.lJ%) 1 ( 03%) 1 ( 0.5%)
Al'Plic~tiDnsite pnuitus (I ( 0.0%) 0 ( 0.lJ%) 0 ( 0,0%) 1 ( 0..5%)

Va",.,,].., di!'l)rders 1 ( 0">%) 0 ( jJ.jl%) ° ( 0,0%) (I ( 0.0%)
HYl'at~">!DIl I ( 03%) 0 ( 0.0-:""-,) 0 ( 0.(1%) (I ( lJ.Oo/,)

• Counts refl.,ct numbers of Sllbj&ts reporting one or mDre sd""r.. evems classUil!d to M<>dDR.4. ev",.siDll 9.1) <ystem organ clas,,,, :lIld prefured tEDll<••>\t
...ch ]",·,,1 of somm.matiOO> (sy't<>morgallrnss or pref"",ed teTID) SIlbjel:!5 sre "niy C<>lli>te<! O!l.~"-

SOURCE: KGLYl'iN'DOW\06 221005 Ol7'.AN"~YSIS\SAEOHOct S. 2fi07 1l:36i

Ofnote, there were 2 cases ofdiarrhea leading to study drug discontinuation in the Acanya study
arm (Study 017); however, there were no reports ofdiarrhea leading to study drug
discontinuation in Study 012.

Table 29 (Applicant's Table 14.3.1.2.1): Summary ofAdverse Events that Resulted in
Discontinuation of Study Medication (Safety Subjects) DPSI-06-22-2006-012
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Table 14.3.1.2.1: Summary ofAd.erse '&-ems tlm ResultEd inDisron.tinusliDll ofSmdy Medication
(Safety Subjects)

Clindamycln Benzoyll'-ero:ridr IDp·B'}
IDP~nl) Gel} l~lo G~], 2.S~o Vebid~Gel

fN=-E61 (N=,S5;) fN=F8t ili=lm
Number ofSubjecls Who Di.scootinlled Use of
Study '\.i2diatioll Due to Ad"""e E\'Blt> 1 ( 0.3%) 4 ( 1.0%) 4 ( 1.1%) 0 ( !Hl%)

Ad\'Orse Event"
Skin. and 511bcutBn~Dus-tiSSUE: disorde-rs 0 ( G.lJ'lii) :; ( G.8%) 2 ( 0.5%) 0 ( 0.0%)

Acne I) ( O.ll%) 2 ( G5%) 0 ( O.ll%) 0 ( !l.O%)
Rash 0 ( 0.0%) 1 ( G3%) 1 ( 0.3%) 0 ( 0.0%)
Dt}· skin 0 ( O.lJ'lii) 1 { (1.3%) 0 ( 0.0%) I) ( ().O%)
ErytheJm 0 ( a.G%) I ( 0.3%) 0 ( 0.0%) 0 ( 0.0%)
Pn!ritus generalised 0 ( a.()I'.·i» 1 ( G3%) a ( 0.0%) 0 ( 0.1J'l')
Urti.caria localised 0 ( a.O%) a ( 0.0%) 1 ( 0.3%) 0 ( 0.0%)

Pregn3ll(Y, puerperium and perinatal H,nditious o ( <>'0%) 1 ( 0.3%) 0 ( 0.0'%) 0 ( I),(J%)
Pregn:mry 0 ( 0.1)%) 1 ( 03%) () ( M%) 0 ( 0.0%)

General disord"er-s :.iud ad1llini:iU'.srion. s:~te ~ondm-on:s: I ( 0.3%) 0 ( ()Jl%) () ( 0.0%) 0 ( 0.0%)
Application site jrrilariDll 1 ( 0.3%) 0 ( 0.0%) 0 ( 0.0%) 0 ( CLO%)
Application sire pa 1 ( ().3~-o) 0 ( Il.O%) 0 ( 0.0%) 0 ( 1).0+.)

Infectionsandiofesutions I) ( 0.0%) 0 ( O,I)%} 1 ( 0.3%) 0 ( 0.0%)
Pharyngjts srreprococcal 0 ( 0.0%) 0 ( 0.0%) 1 ( 0.3%) 0 ( 0.0%)

Injwy, poisoning and procedurai ~omplicatioM 0 ( 0,13%) 0 ( 0.0%) 1 ( 0.3%) 0 ( 0.1J'l~)

Chm soot W<>1JDd () ( 0.0%) 0 ( ,}.O%) 1 0.3%) 0 ( 0.0%)

" COllnt< reflect !lumbers of .u~ject<r~pOItin~on" or mor~ ad".."e ".-.mt, classified to MedDRA (Ver<ion '9.1) syste!lorg.n c13.ses g"d pr~ferrE<lraws. At
e.dlle.."l "f:summari""liou (S)'"Slem.l!rgm cia" or preferred !elm) .ubjeets llfe ollly COlmled once.

7.4.1 Common Adverse Events

In Studies 012 and 017, a total of339 (25.4%) and 301 (22.3%) subjects, respectively reported at
least one adverse event. The highest proportion of subjects reporting AEs was in the BPO study
arm (28.5%), followed by Acanya (27.5%), vehicle (26.6%) and clindamycin (19.7%). The
proportion of subjects who experienced at least one AE was highest in Acanya arm (24.8%),
followed by clindamycin (22.3%), vehicle (21.6%) and BPO (20.5%) in Study 017. See Table 30
below for AE rates by system organ classes (SOC) that experienced by at least 1% of the
subjects per treatment arm.

Table 30 (Statistical Table 14): AEs by System Organ Class in at Least 1% of Subjects per
Treatment Arm
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Table 14: AEs by System Organ Class in at Least 1% of Subjects per Treatment Arm

Study 012

Clindamycin BPa
soc
Infections and infestations

Nervous system dirorclers

Re::;pirat:ory, thoracic. and nmiaslimJ doorclers

Gastroinetestinal doorders

Injury, poisoning and procedural complications

Psycl:J.iatricdisorders

Skin and subcutaneous t.issuedisorders

General disorders and administrat.lon site conditions

Ivlusculoskelef;a und connective tissue disorders

lOP-ll0
n=386

56 (15.0%)

12 (3,1%)

8 (2.1%)

6 (L6%)
12 (3.1%)

5 (1.3%)

3(0.8%)

2 (0.5%)

4(1.0%)

n=385

41 (lo.a%)

11 (2.9%)

8 (2.1%)

8 (2.1%)

7 (1.8%)

4" (1.0%)
3 (0.8%)

3 (0.8%)

2 (0.5%)

0=376

62 (16.5'1(.)

10 (2.7%)

12 (3.2%)

,') (1.3%)

11 (2.9%)

3 (0.8%)

9 (2.4%)

:> (1.3%)

4 (1.1%)

Vehicle

n=188

29 (15.4%)

1) (2.7\\;:,)

3 (1.6%)

7 (3.7%)
6 (3.2%)

o (O.Oj'}.)

3 (1.6%)

2 (1.1%)

2 (1.1%)

Study 017

IDP-110 G1indamycin BPa
soc
Infections and infestations

Respiratory, thoracic and mediastinal doorders

Gastroinetestinal doorders

Injury, poisoning and procedural complications

Nervous system dIoorders

General disorders and adminIstrat.lon site conditions

Skill and subcuttmcolls t.issuedisorders

Surgical and medical procedures

n=387

54 (14.0%)

17 (4,4%)

6 (Ul%)
5(1.3%)

16(4.1%)

2 (0.5%)

4(1.0%)

1 (0.3%)

n=385

52 (13.5%)

14 (3.6%)

7 (1.8%)

7 (1.8%)
5 (1.3%)

4 (1.0%)

2 (0.5%)

() (0.0%)

n=385

54 (14.0%)

5 (1.3%)

7 (1.8%)

,') (1.3%)

6 (1.6%)

3 (0.8%)

I) (1.3%)

4 (1.0%)

Vehicle

n=185

18 (9.7%)

10 (5.4%)

1 (0.5%)
4 (2.2%)

4 (2.2%)

3 (1.6%)

4 (2.2%)

o (tW%)

Source: Study Report DPSI-06-22-2006-012, pg. 301-308; and Study Report DPSI-OG-22-2006-017, pg.

300-300.

The most common AEs in the infections and infestations class were nasopharyngitis and upper
respiratory tract infection in both studies.

The greatest number of AEs for all groups were related to Infections and Infestations (mainly
upper respiratory tract infections and nasopharygitis) where~~ )~ Gel had 93/204
(18.7%) compared to 91/204 (18.6%) for BenzaClin and 45/ . Yo or the vehicle. AEs
related to General Disorders and Administration Site Conditions were 18 (3.6%), 16 (3.3%), and
6 (2.5%) for Gel, BenzaClin and vehicle, respectively.

The sponsor provided a summary of local signs and symptoms with use of Acanya Gel
and vehicle gel -combined results from 2 studies (DPSI-06-22-2006-012 and DPSI- 06-
017)
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licant's Seq. 19 Amendment 9/15/08)Local Signs and Symptoms with Use of
Gel and Vehicle Gel -

esults from 2 Studies (DPSI-06-22-2006-012 and DPSI-06-22-2006-017)

Local signs and symptoms with use ufACAJ.WA.~~.Gel and vehicle gel
Combined results from 2 studies

B~f()J"e Treatment (Bas,eline) End of Treatment (\Vee.k 12)

Mild Moderate Severe lli1d Moderate Severe

Erythema 22% 4% 0% 15% 2% 0%

Scaling 8% <1'%. 0% 8'% 1% O'}'O

Itching 10% 2% 0% 6°/ <1% 0%70

Burning 3%· <1% 0% 2% <1% O~!O

Stinging 2% <1% 0% 1% <1% 0%

Vehicle Gel (n=373)

BefoJ"e Tl"eatment (Baseline) End of Treatment (Week 12)

Mild Moderate Severe Mild 1\lo·derate Sevel'e

Erythema 19% 4°/ 0% 17% 3% <1%;<0

Scaling 8% 1% 0% 12% 2% 0%

Itching 11% 1% 0% ~'F <1% O'7'Q)/0

Bltming 2% <1% 0% ').V' 0% 0%.. 70

Stinging ")0/' <1% 0% <1% 0% 0%_-/0
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DPS-07-12-2005-002 Table 14.3.5 Summary ofCutaneous Safety and Tolerability at Each
Evaluation (Safety Subjects)

Overall, the twice daily Acanya Gel, and the twice daily BPO (2.5%) gel treatments caused more
scaling, erythema, burning, and stinging over the 12 weeks of treatment. At Week 4, itching was
more prevalent in the Acanya Gel bj.d. and the BPO (2.5%) gel q.d. treatment groups; subjects
treated with Acanya Gel vehicle q.d. had the highest mean itching at Week 8, with the vehicle
showing the highest itching scores. After that time, the incidence for all groups declined to
baseline levels. The detailed results ofthe cutaneous and safety tolerability evaluations are in:
DPS-07-12-2005-002 Listing 16.2.7.1.2 Cutaneous Safety and Tolerability
Evaluations

Figure 2.7.4.2.5.1.2.2.1 Cutaneous and Safety Tolerability at Each Evaluation:
Scaling

FigUTe 2.7.4.2.5.1.2.2.1 Cutaneous and Safety Tolerability at Each Evaluation:
Scaling

0.5

0.4

til
.£

0.3i
l.!m
i:

m 0.2

~

0.1

o 1 2 3 4 567
V"/eel<

8 9 10 11 12

Legend: BBB ClinoanT!Lc.in QD
ElElB Vefllcle QU
F?1" Benzoyl Peroxide BID

Figure 2.7.4.2.5.1.2.2.2 Cutaneous and Safety Tolerability at Each Evaluation:
Erythema
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Figure 2.7.4.25.1.2.2.2 Cutaneous and Safety Tolerability at E.tch Evaluation:
o.s..r- ...;:;;E;.:;,I>'''-1:.;;,;h'''e;;,;;.w;;,;;.;;,;.:l _

0.4

llJ
E
«I 0.3.I:,

~
W
C 0.2
~
«I
:a

0.1

0.0 .....__..,.....__.,.....__,..-_--.__.......__..,.....__..,...__,......_........,__......,.__......__.......

/!do".. 11\, ....~ Gel QD
eec ~nk.Qv[Peroxide QD
EEE c; ;>1lTI'@)'lllIlIiIiI!iii BID

:= ~~~~~~Q'6nQD
FFF Benzoyl Peroxide BID

a

Legend:

2 3 4 56
Week

7 8 9 10 11 12

Figure 2.7.4.2.5.1.2.2.3 Cutaneous and Safety Tolerability at Each Evaluation:
Itching

Figure 2.7.4.2.5.1.2.2.3 Cutaneous aud Safety Tolerability at Each Evaluation:
0.5 J"""' ....;;;;It;;;.;;·c;;;:h;;;;w;;;;:ge..... --.

0.4

~
1: 0.3
2

0.2

0.'1

0.0

Legend: elQD
jgide QD

Bas Clindanwcin QD
BBB Vehicle QD
FFF Benzoyl Peroxide BID

Figure 2.7.4.2.5.1.2.2.4 Cutaneous and Safety Tolerability at Each Evaluation:
Burning
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Cutaneous and Safei)' Tolel"ability at Each Evaluation:
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Figure 2.7.4.2.5.1.2.2.5 Cutaneous and Safety Tolerability at Each Evaluation:
Stinging

Fignre 2.7A.2.5.1.2.2.5Cutaneous and Safety Tolel'ability at Eal:"h Evalnation:
Stinging0.5.r-------------""----=-----------------------,

0.4

o 1 2 3 4 5 6

Weel<
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Legend: AAA
eec
EEE '

BBB ClinoanlYcin QD
eel:) \!etllcle CJU
FFF Benzoyl Peroxide BID

Cutaneous Safety Conclusion
In regard to cutaneous safety and tolerability, no substantive differences were observed between
Acanya gel, its vehicle gel, clindamycin gel, and BPa gel in scaling, erythema, itching, burning,
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and stinging. At the end of Study 012 and Study 017, the percentage of subjects with mild to
moderate scaling ranged from 8% (Acanya) to 14% (Acanya vehicle) and from 8.1%
(clindamycin [1%] gel) to 14.5% (Acanya vehicle), respectively. The percentage of subjects
across all treatment groups who had mild to moderate erythema, itching, burning, and stinging
were similar between the two phase 3 pivotal studies. At Week 12 for Studies 012 and 017, mild
to moderate erythema, itching, burning, and stinging were approximately 15%, 6%, 2%, and 1%
and 18%, 5%,2%, and 1%, respectively.

7.4.2 Laboratory Findings

Pregnancy testing was the only laboratory testing performed during the study period.

7.4.3 Vital Signs

Vital signs were not monitored.

7.4.4 Electrocardiograms (ECGs)

ECGs were not obtained.

7.4.5 Special Safety Studies

Dermal Safety Studies
Waivers Granted
The applicant submitted data from four dermal safety studies I) Study Protocols CLN-I02 (A
Single Center, Placebo-Controlled Phototoxicity Study Of 1% Clindamcin/5% Benzoyl Peroxide
Gel In Health Volunteers"), 2) CLN-I03 ("(A Single Center, Placebo-Controlled Photoallergy
Study Of 1% Clindamcin/5% Benzoyl Peroxide Gel In Health Volunteers"), 3) Phase 1 Study
7002-EIHP-OI-04: 21-Day Cumulative Irritation, and 4) Protocol No. CLN-IOI
"A Single-Center, Placebo Controlled, Contact Irritation/ Sensitization Study In Health
Volunteers (A Human Repeat Insult Patch Test)". All denp.al safet studies (except the
cumulative irritation potential study) were conducted with' Gel. The applicant
submitted a formal request S#081 and was granted a waiver to con uct p otosafety and repeat
insult patch test studies for Gel (1/2.5%)..
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amount of propylene glycol from
pun led water."

and the corresponding

The following formulation was used in conduct of the dermal safety studies:

Components/Composition of Drug Product After Admixture:
%w/w

Active Constituents:

Inactive Constituents:

clindamycin phosphate, USP
1i6~Tli~~-b 1 'd USP~'i~~.f?_1,'@Jii enzoy peroXl e,
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Phase 1 Study 7002-E1HP-Ol-04: 21-Day Cumulative Irritation
A Sin Ie Center, Evaluator-Blind Determination of the Cumulative Irritation Potential of

Gel Formulations and Control Following Repeated Topical Application to Healthy

Study Period: June 10,2004 - July 14,2004
Design: Single-center, evaluator-blind

Study Population: Healthy male or female subjects 18 years of age or older

Primary objective: To estimate the cumulative irritation to the test materials on the intent-to
treat (ITT) population.

Treatment Duration: 3 weeks under occlusion

Stud Procedures
Gel formulations and sodium lauryl sulfate (0.1 mL) were applied under separate

occ USlve patches on the backs of subjects three times a week for three weeks. Each application
was observed 48 hours (72 hours on weekends) later for signs of irritation or inflammation.

Gel Formulations and Control Tested

Table 33 (Applicant's Table 2.7.4.1.1.4.1) Gel Formulations
Table 2.7.4.1.1.4.1"'4lili[~1Gel Formulations

Designation ABC D E F G

1% 10<, 1"/" 1
0
'" 1% 1%/0 '0

5% ~O." 2.5% 2.5% 20
' 1%:>.rG ..1-0

1(}~'~ 6% 10% 5% 4% 10%

Sodil1m Laury} Sulfate, 0.3%

Criteria for Evaluation:
The following grading system was used:
o= No sign of irritation
0.5 = Barely perceptible erythema
1 = Slight erythema
2 = Noticeable erythema with slight infiltration
3 = Erythema with marked edema
4 = Erythema with edema and blistering

For each test article the irritation scores from all subjects was added across evaluation days to
calculate a cumulative irritation score. A Grade 4 score was carried forward. If a subject
discontinued early, the last observed evaluation scores for all test articles was carried forward.
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The cumulative irritation scores were tested pair-wise for test article differences using Fisher's·
protected least significant differences with the two-way analysis of variance (ANaYA),
including main effects of subject and test article without interaction.

Study Results
Thirty-five healthy subjects were enrolled and 33 subjects completed the study. Of randomized
to receive the test articles. Thirty-three (33) subjects completed the study. Of the subjects who
did not complete, one subject had the drug applied but had no evaluations since this subject did
not return to the site after the first study visit. The other subject that did not complete the study
was discontinued due to non-compliance with study visits.

There were 35 evaluable subjects that received 9 gradings with a highest possible score of 4 per
grading, the maximum cumulative irritation score was 1260 (35 subjects x 9 evaluations x Grade
4= 1260). The total scores for each treatment group ate found in Table 1.

Table 24 (Applicant's Table 1) Ratio of Total Score to Total Score Possible
Table 1

Ratio ofTotal Score to Total Score Possible

Treatment Total Score/Maximum Possible Score

el(5%BPO,l%CP.. 10%PG)
1(3% BPO, 1%CP,6%PG)

~el (2.5% BFO, l%CP, lW,4, PG)
el (2.5% BPO,l%CP, 5% PO)
1 (2% BOO, 1% CP, 4% PG)
1(1% BPO. 1% CP. l{)% PG)

Gel (1% BPO, 1% CP, 2%PG)
Sodium Lauryl Sulfate. 0.3%

358.0/1260
281.5/1260
275.0/1260
240.0/1260
259.511260
258.0/1260
Z34.0/1260
152.511260

An 35 ~bjects have been include<1·in the computation of the Maximum Possible Score for
each treatmellt.

SOURCE: imOIway\DOw\7002EIHP\21DAYJ\LRATIO (Ju130, 2004 15:31)

The cumulative irritation scores were tested pair-wise for test article differences using
Fisher's protected least significant differences with the two-way analysis of variance
(ANOY A), including main effectsof sub'ect and test article without interaction. The results of
this analysis are shown in Table 2.' Gel Formulation A (5% Benzoyl peroxide, 10%
Propylene I col 1 % Clindamycin phosp ate) was statistically significantly more irritating than

"all other ' Gel formulations. When the Benzoyl peroxide concentration was reduced to
3% or2. 0 (WIt 6% and 5% Propylene glycol, respectively), mean irritation scores were
reduced by 21.4% and 32.9%, respectively.

Conclusion:
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This reviewer concurs with the applicant's assessment that cumulative irritation scores increased
in a dose response manner with increasing BPO concentration. There were two pairs of
formulations with the same concentration ofBPO (1 % and 2.5%) but different concentrations of
propylene glycol. Formulations with increased propylene glycol concentration resulted in
numerically higher cumulative irritation scores.

Protocol No. CLN-IOI
"A Single-Center, Placebo Controlled, Contact Irritation/ Sensitization Study In Health
Volunteers (A Human Repeat Insult Patch Test"

Study Period: May 5, 1993 through 11 July 1993. A confirmatory rechallenge was conducted
on selected subjects from July 26, 1993 through July 30, 1993.

Study Design
This was a randomized, double-blind, placebo-controlled, Phase I investigation using241
healthy male or female volunteers ages 18 to 65 years of age to evaluate the contact
irritation/sensitization potential of clindamycin/benzoyl peroxide gel combination, gel containing
the individual components, and the gel vehicle. Two marketed treatments were included for
comparison.

OJnote, Acanya (l % clindamycin phosphate solution/2.5% benzoyl peroxide gel combination) is
not included in the panel. The a licant received a waiver om conduct ojan additional
sensitization study because 1/2.5 and GelsJormulations are the same
with res ect to excipients an excipient levels except or t e levels oJbenzoyl peroxide
from 2.5% the amount ojpropylene glycol from and the
corresponding purified water. (See below- Waivers

Test Materials
The Sponsor supplied the following formulations

• 1 % clindamycin phosphate solution/5% benzoyl peroxide gel combination;
• 5% benzoyl peroxide gel with placebo solution;
• 1 % clindamycin phosphate solution with placebo gel;
• placebo gel with placebo solution.
• Benzamycin® (5% benzoyl peroxidej3% erythromycin)
• Benzagel® (5% benzoyl peroxide)

Study Procedures
The study consisted of a two week screening period followed by 10 exposures with the test
solutions under semi-occluded patches over a 6-week period as follows:

• Screening Phase -2 week Screening/Recruitment Phase
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• Induction Phase -- 9 applications during 3 weeks
• Rest Period - absence of application for 14 days
• Challenge Phase - 1 additional application duiring the week following g the Rest Phase.

Patches were applied to the upper back and dermal irritation/sensitization was evaluated every 48
hours (72 hours over the weekend).

Grading of Response
Grade
Negative (0)
Plus/Minus (±)
One Plus (+)
Two Plus (+ +)
Three Plus (+ + +)

Interpretation
No Reaction
Minimal Reaction (faint erythema)
Definite Erythema
Erythema with Edema
Erythema, Edema and Vesiculation

Data Interpretation Guidelines
Skin responses of2 + or greater at 96 hours ofthe Challenge Phase were considered to be
suggestive of the induction ofdelayed contact hypersensitivity. In addition, 2+ responses that
increased in severity or maintained 2 + severity from the 48th hour to the 96th hour challenge
gradings were presumptive evidence of contact allergy, all other responses at 96 hours were
considered indicative ofprimary irritation.

Persistent (i.e., 96 hours or longer) skin responses with papules and/or edema that occurred
during the first week of induction were generally considered to indicate pre-existing delayed
contact hypersensitivity. Persistent reactions ofthis type that developed later in the induction
period indicated induction of contact hypersensitivity.

Study Results
Two hundred forty-one subjects were enrolled in this clinical trial and 209 subjects completed
the study.

Dermal Evaluations
Product A (l % clidamycin/5% benzoyl peroxide)
Scattered minimal (±) to mild (+ ) skin reactions were noted during the induction period with
stronger reactions more prevalent during the later inductions possibly suggestive ofthe induction
of sensitization.

In the Challenge Phase, 21 subject presented responses which increased in severity and/or
maintained a 2+ severity from the 48th hour to the 96th hour gradings which are suggestive of
contact allergy. Other responses which decreased in severity may be indicative of primary
irritation.

b. Product B (l % clidamycin/vehicle)
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There were transient. and scattered minimal to mild reactions with three subjects developing
transient ++ reactions during the latter half of the induction period. Reactions during the
Challenge Phase were also scattered but neither persisted nor increased in seventy beyond a + +
from the 48th hour to the 96th hour challenge readings except in subject number 45.

c. Product C (5% benzoyl peroxide/vehicle)
There were many minimal (±) to mild (+) reactions noted during the induction period with
stronger skin reactions ( + + to + + + ) more prevalent in the second half suggestive of possible
sensitization.

In the Challenge Phase, 26 subjects presented responses which increased in seventy and/or
maintained seventy from the 48th hour to the 96th hour gradings which may be suggestive of
contact allergy. Other responses which decreased in severity may be indicative of primary
irritation.

d. Product D (vehicle/vehicle)
There were transient and scattered minimal (±) to mild (+) reactions with two subjects (number
85 and 114) developing a + + reaction during the induction period. Responses during the
Challenge Phase were also scattered, but were 1 + or less at 96 hours which are more suggestive
of irritation type of responses.

Summary and Conclusions
This Repeat Insult Patch Test was completed by 209 subjects. Thirty-three subjects were
considered reactors based on persistent or accelerating reactions at 96 hours of the challenge. Out
of this number seven subjects had apparent allergic reactions to all four BPO products. Some
apparent allergic reactions may have been irritant reactions as was later shown when previous
reactors did not respond in a confirmatory rechallenge.

For Product A (I % clidamycin/5% benzoyl peroxide), some apparent allergic reactions may
have been irritant reactions as was demonstrated by the confirmatory rechallenge. The
sensitization potential ofthis product must be considered when extrapolating from results of this
study to large number of users.

Product B (I % c1idamycin/vehicle) the sensitization potential of this product appears minimal.
Product C (5% benzoyl peroxide/vehicle) the sensitization potential of the product must be
considered when extrapolating from results ofthis study to large number of users.

Product D (vehicle/vehicle) the sensitization potential ofthis product is minimal

Protocol No. CLN-I03 "A Single Center, Placebo-Controlled Photoallergy Study Of 1%
Clindamycin/5% Benzoyl Peroxide Gel In Healthy Volunteers"

Study Dates
Photoallergy Study CLN-I03 was conducted from 18 October 1993 through 13 January 1994.
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Objectives
The primary objective was to determine in a placebo controlled trial if the combination of
1 % clindamycin phosphate and 5% benzoyl peroxide or its individual components would
produce photoallergic ski reactions using a controlled patch test procedure.

The secondary objective was to assess the irritation sensitization potential of 1% Clindamycin
5% benzoyl peroxide applied twice daily to the antecubital fossa during the challenge week.

Study Design
This was a randomized, double-blind, placebo-controlled, phase I investigation using 28 normal
volunteers to evaluate the photo allergic potential of clindamycin/benzoyl peroxide gel
combination, gel containing the individual components, and the gel vehicle.

Material Application and Treatment Sequence Assignment
The study consisted of four phases over approximately seven weeks: screening phase (including
minimal erythema dose (MED) determination), induction phase, rest phase, and a challenge
phase. The sponsor supplied all test materials to the investigator in coded containers (A, B, C,
and D). All four test materials were applied in duplicate to the mid-lower back of each subject
based on a predetermined computer generated randomization schedule. The treatment sequence
for each subject was documented on a case report form and maintained throughout the trial. In
addition, a jar of I % clidamycin/5% benzoyl peroxide was dispensed to each subject for twice
daily open applications to the antecubital fossa during the Challenge Phase.

The study consisted of the following stages:
• Screening/Admission Phase with MED Determination

Prior to drug application, the minimal erythema dose was determined for each subject in
a non-tanned, non-sun-exposed area on the back below the belt-lie. The MED was
individually determined by administering five tied exposures of full spectrum UV (UV
A/UV) light. The exposure sites were 1 em wide. The site with the smallest perceptible
erythema (faint redness with distinct edges) was selected as the MED for that individual.

• Induction Phase - One application twice weekly during the first three weeks on Mondays
and Thursdays, followed by photoexposure approximately 24 hours after each
application. Response appraisals were performed approximately 24 hours or 72 hours
post-exposure.

• Rest Phase - Absence ofapplication for two weeks.
• Challenge Phase One additional application during the week following the rest phase,

followed by photoexposure approximately 24 hours later.
Response appraisal was done immediately before and following exposure and every day during
that week (Wednesday, Thursday and Friday). In addition, twice daily applications of 1 %
clindamycin/5% benzoyl peroxide gel was applied to the antecubital fossa from Monday to
Sunday. A follow-up evaluation was conducted on the Monday following the last application.

Light Source
A' ". watt solar simulator
e Slon spectrum In the ultraviolet an
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this study. For UVA exposures, a
filter) was interposed. Total irradiance 0

measured using an
on 30 September 1

(UV absorbing
Ull! ormlty of the beam was

. The light source was calibrated

Grading of Responses
Each test site was evaluated by the designated evaluator according to the schedule specified
above. The test site on the antecubital fossa was evaluated daily during the periods of application
and approximately 12-24 hours after the last application. All results were recorded in the case
report form using the following scale:
Negative (0)
Plus-Minus (±)
One Plus (+)
Two Plus (++)
Three Plus (+ + +)
No reaction
Minimal reaction (faint erythema)
Definite erythema
Erythema with edema
Erythema, edema and vesiculation

Special Notations
Hr Hyperpigmentation
V Vesiculation
Pv Papulo-vesicular response
D or d Damage to epiderms: D = oozing, crusting and/or superficial erosions, d

drying/scaling
EEdema

NOTE: Although there is no specific notation for reactions that spread beyond the border, al such
reactions were clearly documented in the case report form. Unsolicited subjective comments
offered by the subjects were also recorded in the case report form during the study.

The evaluation for photocontact allergy was based on the 72 hour post-irradiation reading during
the challenge phase.

Study results
Study dates from November 29, 1993 - January 13, 1994

Subject Selection
Twenty-eight healthy Caucasian adults (4 males and 24 females, age 20-69 years) Fitzpatrick
skin types I, II, and III were randomized. All subjects satisfied the inclusion/exclusion
characteristics required by the protocol except for subject number 2 who was over the age limit
of the protocol. Twenty-seven subjects completed the study. Twenty-six ofthese subjects are
considered evaluable since subject number 2 was over the age limit of the protocol.
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Dropped Subjects
Subject number 27 voluntarily withdrew from the study on 17 December 1993 (Day 19)
due to a family emergency.

Protocol Deviations
Deviations included isolated doses of a non-steroidal anti-inflammatory drug and/or
antihistamine containing medication to treat symptoms of a concomitant illness. In addition two
subjects (numbers 10 and 20) missed an induction visit during the induction phase, which both
subjects made up at the end ofthe induction period. Subject number 2 was discovered to be 69
years of age during the study, but was allowed to complete the investigation.

During the challenge phase, it was necessary to relocate the open patch application from the
antecubital fossa to the lateral surface ofthe upper arm on subjects no. 2, 8, 9, 13 and 20 due to
skin reactions and reported discomfort.

Follow-up Evaluations
Follow-up evaluations after the Challenge Phase were conducted on subjects number 2,3,8,21,
and 23 to monitor skin responses at the end ofthe study.

Adverse Events
Twenty-four subjects reported a total of91 adverse events during the trial. These adverse events
included concomitant illnesses (Le. headache, cold symptoms, sore throat, backache) and/or
dermatological symptoms such as itching and burning.

Product A- 1 % clindamycin/5% benzoyl peroxide
During the first half ofthe induction period, skin responses tended to be stronger on the
irradiated sites than on the non-irradiated sites. Similar intense skin reactions were noted on the
irradiated test sites and the non-irradiated sites towards the latter half ofthe induction phase.
Weaker and less frequent reactions were noted with the vehicle particularly on the non-irradiated
sites. The irradiated untreated control sites exhibited inflammatory reaction during the induction
period, but not nearly as intense or recurring as the treated counterparts.

In the challenge phase nearly equivalent responses were noted on both irradiated and non
irradiated sites. The vehicle and the irradiated untreated control sites remained essentially non
reactive.

Applicant's Conclusion
In view of the skin response pattern and intensity of responses, one subject appeared to present a
reaction to the 1% clindamycin/5% BPa that is suggestive of photoallergy. The individual
components; however, did not show any evidence of photoallergy. This reviewer concurs with
the applicant's assessment.

Protocol Number CLN-I02 "A Single Center, Placebo-Controlled Phototoxicity Study Of
1% Clindamcin/5% Benzoyl Peroxide Gel In Health Volunteers"
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Objective
The purpose of this study was to determine in a placebo controlled trial if the combination of 1%
clindamycin phosphate and 5% benzoyl peroxide or its individual components would produce
photo toxic skin reactions using a controlled patch test procedure.

Study Design
This was a randomized, double blind, placebo-controlled, Phase I investigation evaluating the
phototoxic potential of clindamycin/benzoyl peroxide gel combination, gels containing the
individual components, and the gel vehicle.

Study summary
Twenty-nine subjects were screened to participate in the study: 17 were excluded, and 12
subjects (eight females, four males; 18-61 years of age) were enrolled in the study. Eleven of
these subjects completed the evaluation.

Each subject participated in the study for five days. The screening visit consisted ofa skin
evaluation, a written informed consent, medical history, and an eligibility checklist. A urine
pregnancy test was performed on al females of child-bearing potential.

Day 1
Eligibility of each subject was confirmed and a pregnancy test was repeated on females. A
subject number was assigned, and semi-occlusive treatment patches were applied to the night and
left side of the mid-lower back of each subject, according to a randomization code.

Day 2
Patches on the left side ofthe back were removed and evaluated. Each site including one
untreated control site was irradiated with 18 J / cm2 ofUVA within ten minutes after removing
the patches. The patches on the right side were then removed and all sites were evaluated
immediately and, at 24 hours (Day 3), 48 hours (Day 4), and 72 hours (Day 5), post irradiation.
Three subjects (l, 6, and 11) reported adverse events during the study which included headache
(n=2) and itching and burning on all test sites (n=I). All adverse events resolved, but two
subjects (6 and 11) required medication.

Conclusion
In view of the distribution and pattern of skin responses observed in this study, the investigator
concluded that the phototoxic potential of the 1% clindamycin/5% benzoyl peroxide gel or its
individual components is minimal. This reviewer concurs with the applicant's assessment.

Safety Update
The 120-day safety update consisted ofa summary of pregnancy outcomes for clinical studies for
studies DPS-07-07-2005-001, DPS-07-12-2005-002, DPS-06-22-2006-012, and DPS-06-22
2006-017 (See Section 7.6.2 for pregnancy outcomes). A safety update was submitted under IND
41,733 (Supporting Doc #109).
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7.4.6 Immunogenicity

Clindamycin and benzoyl peroxide are not therapeutic proteins; therefore, are not expected to
elicit an immune response.

7.5 Other Safety Explorations

According to the applicant (Mod.2, Section 2.7.4.5) safety in special groups and situations
assessment evaluations were not considered relevant for the topical Acanya Gel trials and were
not included in the study designs.

7.5.1 Drug-Drug Interactions

The following drug-drug interactions with erythromycin, concomitant topical medication, and
neuromuscular blocking agents are listed in the proposed label:

• Acanya Gel should not be used in combination with erythromycin-containing products
due to its clindamycin component. In vitro studies have shown antagonism between these
two antimicrobials. The clinical significance of this in vitro antagonism is not known.

• Concomitant topical acne therapy should be used with caution because a possible
cumulative irritancy effect may occur, especially with the use of peeling, desquamating,
or abrasive agents.

• Clindamycin has been shown to have neuromuscular blocking properties that may
enhance the action of other neuromuscular blocking agents. Therefore, Acanya Gel
should be used with caution in patients receiving such agents.

7.6 Additional Safety Explorations

7.6.1 Human Carcinogenicity

Controlled clinical studies were 12 weeks in duration or shorter; therefore, assessment of the
carcinogenic effects with long term use ofAcanya Gel is not feasible based on data submitted in
this application.

7.6.2 Human Reproduction and Pregnancy Data

Acanya Gel is labeled Pregnancy Category C. A total of 10 pregnancies were reported that
resulted in early discontinuation oftreatment and early termination of the subjects. Two
pregnancies were reported in Study 001 and 5 pregnancies were reported in the Phase 3
pivotal studies. One female in Study 012 and four females became pregnant during Study
017. The were assigned as follows: BPO gel, (n=2), Acanya Gel (n=2), clindamycin gel,
(n=I), Gel (n=I), and~ . Gel vehicle (1) treatment groups.

Pregnancy outcomes were provided by the applicant for 7 of the 9 in the 120 day safet
Outcomes are available for all subjects except Subject #08 assigned to the
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study arm who was reported as no information received and 2 subjects from Study DPS-07-12
2005-002 (both loss to follow-up.

Protocol No. DPS-07-07-2005-001 Site #104, Subject #010
Protocol No. DPS-07-07-2005-001 Site #108, Subject #081
Protocol No. DPS-06-22-2006-012 Site #34, Subject #032
Protocol No. DPS-06-22-2006-017 Site #58, Subject #005
Protocol No. DPS-06-22-2006-0 17 Site #64, Subject #020
Protocol No. DPS-06-22-2006-0 17 Site #67, Subject #054
Protocol No. DPS-06-22-2006-017 Site #74, Subject #061

Except for Subject #06 who experienced hyperemesis gravidarum during pregnancy,
pregnancies were essentIa y uneventful resulting deliveries without complications in those
reporting.

7.6.3 Pediatrics and Effect on Growth

The applicant performed subgroup analysis of inflammatory and non-inflammatory lesions and
dichotomized global severity scores by age in the ITT population. This categorization of ages
placed approximately half of the subjects in each group for the entire group of phase 3 subjects.
According to the applicant's assessment, for the parameter inflammatory lesion absolute change
there were no differences in the response in either age group. The dichotomized EGSS was
higher at week 12 in the older subjects (37.9% versus 31.9%). The younger subjects experienced
a higher reduction of non-inflammatory lesion counts in the Acanya Gel treatment group than did
the older subjects (22.6 versus 18.6).

Effect on growth was not assessed.

7.6.4 Overdose, Drug Abuse Potential, Withdrawal and Rebound

Overdose, drug abuse potential, withdrawal and rebound were not addressed in the application
and are not expected to occur with this topical medication. Ofconcern is the potential for
development of antimicrobial resistance.
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7.7 Additional Submissions

8 Postmarketing Experience

Acanya gel has not been marketed.

9 Appendices

9.1 Literature Review/References

The applicant's literature search was adequate and provided references on the topic of antibiotic
resistance in the topical treatment of acne vulgaris.

9.2 Labeling Recommendations

Labeling recommendations in included the following:
• Inclusion of description of the pivotal clinical trials and efficacy results.
• Inclusion of the Evaluator's Global Severity Scoring (EGSS) scale used in the clinical

trials.
• TRADENAME Gel should be applied to the affected areas on the face once daily.
• Deletion ofthe table below and requested that sponsor provide a table describing clinical

study results from the two pivotal trials of the following: TRADENAME Gel vs. Vehicle
gel- comparison at 12 weeks of(1) skin irritation (sum of itching ,burning and stinging),
(2) erythema and (3) scaling.
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9.3 Advisory Committee Meeting

An advisory meeting was not held for this drug product.
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