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Through: Moo-Jhong Rhee, Ph.D.
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To: CMC Review #1 of NDA207917

Subject: Final Recommendation

The CMC review #1 noted the following pending issue: 

Final “Acceptable” recommendation from the Office of Compliance had not been 
issued.

Because of this deficiency, this NDA was not recommended for approval from the ONDP 
perspective in CMC Review #1.

On June 29, 2015, the Office of Compliance issued an overall “Acceptable”
recommendation for the facilities involved in the NDA (see Attachment I).

The label and labeling revised as of June 2 and June 16, 2015 are deemed satisfactory
from ONDP perspective (see Attachment II).

Recommendation:

This NDA is now recommended for APPROVAL from the ONDP perspective.

Gene W. 
Holbert -A

Digitally signed by Gene W. Holbert -A 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=1300122836, 
cn=Gene W. Holbert -A 
Date: 2015.06.30 13:08:56 -04'00'

Moojhong 
Rhee -S

Digitally signed by Moojhong Rhee -S 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, cn=Moojhong Rhee -
S, 0.9.2342.19200300.100.1.1=1300041261 
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Attachment II: Final Labels/labeling

The following PI update is based on the Amendment June 16, 2015.

A. PI
a. Highlights section

EPIDUO FORTE (adapalene and benzoyl peroxide) gel, 0.3%/2.5% is for topical use
Initial U.S. Approval: XXXX

-------------------------- INDICATIONS AND USAGE----------------------------
EPIDUO FORTE gel, is a combination of adapalene, a retinoid, and benzoyl peroxide, and, is indicated for the 
topical treatment of acne vulgaris

-----------------------DOSAGE AND ADMINISTRATION----------------------
EPIDUO FORTE gel is not for oral, ophthalmic, or intravaginal use. (2)
Apply a thin layer of EPIDUO FORTE gel to affected areas of the face and/or trunk once daily after washing. Use a 
pea-sized amount for each area of the face (e.g., forehead, chin, each cheek). Avoid the eyes, lips, and mucous 
membranes. (2)

---------------------DOSAGE FORMS AND STRENGTHS---------------------
Gel, 0.3%/2 5% in 15-g, 30-g, 45-g, 60-g and 70-g pumps

b. Dosage Forms and Strengths

Each gram of EPIDUO FORTE gel contains 3 mg (0.3%) adapalene and 25 mg (2.5%) 
benzoyl peroxide in a white to very pale yellow, opaque gel. EPIDUO FORTE is available in 
pumps containing 15 g, 30 g, 45 g, 60 g or 70 g.

c. Description

EPIDUO FORTE (adapalene and benzoyl peroxide) gel, 0.3%/2.5% is a white to very pale 
yellow, opaque gel for topical use containing adapalene 0.3% and benzoyl peroxide 2.5%. 

Adapalene, a synthetic retinoid, is a naphthoic acid derivative with retinoid-like properties.  
The chemical name for adapalene is (6-[3-(1-adamantyl)-4-methoxyphenyl]-2-naphthoic acid). 
It has the following structural formula:

Adapalene:

Molecular formula:  C28H28O3 Molecular weight: 412.5

Benzoyl Peroxide is a highly lipophilic oxidizing agent that localizes in both bacterial and 
keratinocyte cell membranes.  The chemical name for benzoyl peroxide is dibenzoyl peroxide.  
It has the following structural formula:

Benzoyl Peroxide:

(b) (4)
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IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: NDA 207917

2. DATES AND GOALS:

Letter Date: 
Sep. 17, 2014

Submission Received Date :
Sep. 17, 2014

PDUFA Goal Date: 
July 17, 2015

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: Epiduo Forte
Established or Non-Proprietary 
Name (USAN):

Adapalene and Benzoyl Peroxide

Dosage Form: Gel
Route of Administration Topical
Strength/Potency 0.3%/2.5%
Rx/OTC Dispensed: Rx

4. INDICATION:

Acne vulgaris 

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

Adapalene: Benzoyl Peroxide

Molecular formula: C28H28O3

Molecularweight:      412.5  g/mol
Molecular formula: C14H10O4 (anhydrous)
Molecularweight:     242.23 g/mol (anhydrous)

(b) (4)
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6. NAME OF APPLICANT (as indicated on Form 356h):

Galderma Research and Development LLC

7. SUBMISSION PROPERTIES:

Review Priority: Standard 

Submission Classification 
(Chemical Classification 
Code):

Type 5

Application Type: 505(b)(2)

Breakthrough Therapy No

Responsible Organization
(Clinical Division):

Division of Dermatology and Dental Products

Other Information

8. CONSULTS:

CONSULT YES NO COMMENTS: (list date of request if already sent)
Biometrics x
Clinical Pharmacology x
Establishment Evaluation 
Request (EER)

x Submitted.

Pharmacology/Toxicology x

Methods Validation x

Not a new molecular entity. Furthermore, the 
proposed product is a higher strength of an 
approved product, Epiduo gel (NDA 22320). Its 
formulation is identical to that of Epiduo gel 
except for a higher strength of adapalene.

Environmental Assessment x Categorical exclusion claimed.  
CDRH x

Other x
Quality Microbiology. The assignment has been 
made to Erika Pfeiler.
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Initial Risk Assessment
Initial Risk Assessment on Drug Product Based on OGD’s Product Risk Ranking System

Product 
attribute/CQA

Factors that can 
impact the 
CQA

Probability 
(O)

Severity of 
Effect (S)

Detectabilit
y (D)

FMECA 
RPN 
Number

Comment

Assay, stability
(Benzoly 
peroxide)

• Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

4 2 Release (1) 
Stability (3)

Release (8) 
stability (24)

Poorly stable 
drug but not 
high risk.

Assay, stability 
(Adapalene)

• Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

1 2 Release (1) 
Stability (3)

Release (2) 
stability (6)

Highly stable 
drug and not 
high risk.

Physical 
stability (API)

• Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

1 3 Release (1) 
Stability (3)

Release (3)
stability (9)

Experience with 
Epiduo gel 
suggests that 
change in 
polymorph is 
not likely.

Physical 
stability (phase 
separation) 
(particle size 
and/or droplet 
size)

• Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

2 3
Release (1) 
Stability (3)

Release (6) 
stability (18)

Physical 
apperance and 
particle sizing 
are included in 
the drug product 
specification

Content 
uniformity

• Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

3 2 2 12
Included in the 
assay test.

Viscosity • Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

3 3 With spec 
(2)

18

In-vitro release 
(cream, 
ointment, gel)

• Formulation
• Raw materials
• Process 
parameters
•

2 2 4 16
Not proposed as 
a spec.
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Scale/equipment
• Site • Site

Microbiologica
l properties
(MLT and 
AME)

• Formulation
• Raw materials
• Process 
parameters
•
Scale/equipment
• Site

With 
presevative or
bateriostatic/b
acteriocidal

(1)

1 With spec 
(3)

3
MLT and AET 
are included in 
the DP spec.

Leachables • Formulation
• Raw materials
• Container 
closure
• Process 
parameters
•
Scale/equipment
• Site

3 2 5 30

Overestimated 
by the ranking 
system.  It 
should be low 
risk.

Minimal fill • Process 
parameters
•
Scale/equipment
• Site

1 1 1 1 Controlled by 
in-process test 
on fill weight.

Package 
integrity 
(interior, 
exterior, 
leakage, etc.)

• Process 
parameters
•
Scale/equipment
• Site

1 1 With spec 
(3)

3 Weight loss is 
included in 
registration 
stability 
protocols not in 
DP spec.  It was 
demonstrated to 
be very low in 
supporting 
stability studies.

Pump 
Functionality

• Formulation
• Container 
closure
• Process 
parameters
•
Scale/equipment
• Site

4 1

(Non-metered 
design)

With spec 
(1)

Without 
spec (3)

With spec 
(4)

Without 
spec (12)

Significant 
change in the 
amount 
dispensed per 
actuation was 
observed at 12 
month time 
point for two
g batches 
(Batches 
102186 and 
102187).

(b) (4)
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Parameter Yes No Comment

7.

Are drug substance manufacturing 
sites identified on FDA Form 356h or 
associated continuation sheet?  For 
each site, does the application list:

Name of facility,
Full address of facility including 
street, city, state, country 
FEI number for facility (if previously 
registered with FDA)
Full name and title, telephone, fax 
number and email for on-site contact 
person. 
Is the manufacturing responsibility 
and function identified for each 
facility?, and
DMF number (if applicable)

x

8.

Are drug product manufacturing sites 
identified on FDA Form 356h or 
associated continuation sheet.  For 
each site, does the application list:

Name of facility,
Full address of facility including 
street, city, state, country 
FEI number for facility (if previously 
registered with FDA)
Full name and title, telephone, fax 
number and email for on-site contact 
person.
Is the manufacturing responsibility 
and function identified for each 
facility?, and
DMF number (if applicable)

x
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This document will be sequentially signed in DARRTS by all of the following who authored or 
reviewed this assessment:

See appended electronic signature page}
Shulin Ding
CMC-Lead 
Division II
Office of New Drug Quality Assessment

{See appended electronic signature page}
Moo-Jhong Rhee
Branch Chief 
Division II
Office of New Drug Quality Assessment

Shulin Ding 
-S
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3. Facility-Related Risks (e.g., expected in-process testing not being performed,
questionable development, unexplained stability failures, data integrity issues, etc.). 
Describe any potential 21CFR 211 compliance issues.  

! There are no outstanding facility issues at this time.  

Reference ID: 3648086

(b) (4)
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(b) (4)
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