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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT
Epiduo 0.1% / 2.5% gel

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 g of gel contains:
Adapalene 1 mg (0.1%)
Benzoyl Peroxide 25 mg (2.5%)

Excipient with known effect: Propylene glycol.

For the full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM

Gel.
A white to very pale yellow opaque gel.

4. CLINICAL PARTICULARS

4.1. Therapeutic indications

Cutaneous treatment éfcne vulgaris when comedones, papules and pustules are pressat (S
section 5.1).

4.2. Posology and method of administration

Epiduo should be applied to the entire acne afteateas once a day in the evening on a clean
and dry skin. A thin film of gel should be appliedth the fingertips, avoiding the eyes and lips
(see section 4.4).

If irritation occurs, the patient should be directe apply non-comedogenic moisturizers, to use
the medication less frequently (e.g. every othg),da suspend use temporarily, or to discontinue
use altogether.

The duration of treatment should be determined H®y Doctor on the basis of the clinical
condition. Early signs of clinical improvement a#iy appear after 1 to 4 weeks of treatment.

The safety and effectiveness of Epiduo have nat kaelied in children below 9 years of age.

4.3. Contraindications

Hypersensitivity to the active substances or to@frhe excipients listed in section 6.1.



4.4. Special warningsand precautionsfor use

Epiduo Gel should not be applied to damaged skithere broken (cuts or abrasions) or
eczematous skin.

Epiduo should not come into contact with #es, mouth, nostrils or mucous membranes.
If product enters the eye, wash immediately withmvavater.

This product contains propylene glycol (E1520) thaty cause skin irritation.

If a reaction suggesting sensitivity to any companaf the formula occurs, the use of Epiduo
should be discontinued.

Excessive exposure to sunlight or UV radiation sthtwe avoided.

Epiduo should not come into contact with any cadgumaterial including hair and dyed fabrics
as this may result in bleaching and discoloration.

45, Interaction with other medicinal products and other forms of interaction

No interaction studies have been conducted witlldipi

From previous experience with adapalene and berpmyxide, there are no known interactions
with other medicinal products which might be usethoeously and concurrently with Epiduo.
However, other retinoids or benzoyl peroxide orgdrwith a similar mode of action should not be
used concurrently. Caution should be exercisedstmetics with desquamative, irritant or drying
effects are used, as they may produce additivantreffects with Epiduo.

Absorption of adapalene through human skin is leee(section 5.2), and therefore interaction
with systemic medicinal products is unlikely.

The percutaneous penetration of benzoyl peroxidiénenskin is low and the drug substance is
completely metabolised into benzoic acid whichapidly eliminated. Therefore, the potential
interaction of benzoic acid with systemic medicipadducts is unlikely to occur.

4.6. Fertility, pregnancy and lactation
Pregnancy:

Animal studies by the oral route have shown repctde toxicity at high systemic exposure (see
section 5.3).

Clinical experience with locally applied adapalemel benzoyl peroxide in pregnancy is limited
but the few available data do not indicate harraftécts in patients exposed in early pregnancy.
Due to the limited available data and because @ werak cutaneous passage of adapalene is
possible, Epiduo should not be used during pregnanc

In case of unexpected pregnancy, treatment sheuttidecontinued.

Breastfeeding:

No study on animal or human milk transfer was caeltl after cutaneous application of Epiduo
(adapalene / benzoyl peroxide) Gel.

No effects on the suckling child are anticipatettsithe systemic exposure of the breast-feeding
woman to Epiduo is negligible. Epiduo can be usgtihd breast-feeding.



To avoid contact exposure of the infant, applicatcd Epiduo to the chest should be avoided
when used during breast-feeding.

4.7. Effectson ability to drive and use machines

Not relevant.

4.8, Undesirable effects

Epiduo may cause the following adverse reactioniseasite of application:

Body System Frequency Adverse Drug Reaction
(MedDRA)

Eye disorders Not known* Eyelid oedema
Respiratory, thoracic | Not known* Throat tightness

and mediastinal

disorders

Skin and subcutaneoysCommon £1/100 to <1/10) Dry skin, irritative contact
tissue disorders dermatitis, skin irritation, skin

—

burning sensation, erythema, ski
exfoliation (scaling)

Uncommon £1/1000 to <1/100) | Pruritus, sunburn

Not known* Allergic contact dermatitis,
swelling face, pain of skin
(stinging pain), blisters (vesicles)

*Post marketing surveillance data

If skin irritation appears after application of Hpo, the intensity is generally mild or moderate,
with local tolerability signs and symptoms (erytteerdryness, scaling, burning and pain of skin
(stinging pain)eaking during the first week and then subsidirgngmneously.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after asétiom of the medicinal product is important. It
allows continued monitoring of the benefit/riskdnate of the medicinal product. Healthcare
professionals are asked to report any suspectesisaleactions via the national reporting system

listed in_Appendix V*.

4.9, Overdose

Epiduo is for once-daily cutaneous use only.

In case of accidental ingestion, appropriate symptic measures should be taken.



5. PHARMACOLOGICAL PROPERTIES
5.1. Phar macodynamic properties

Pharmacotherapeutic group: D10A Anti-Acne Prepanatifor Topical Use
ATC code: D10AD53

Mechanism of action and Pharmacodynamic effects:

Epiduo combines two active substances, which amtuth different, but complementary,
mechanisms of action.

- Adapalene: Adapalene is a chemically stable, naphthoic aadvdtive with retinoid-like
activity. Biochemical and pharmacological profieidies have demonstrated that adapalene acts
in the pathology ofAcne vulgaris: it is a potent modulator of cellular differentiaticand
keratinisation and it has anti-inflammatory promst Mechanistically, adapalene binds to
specific retinoic acid nuclear receptors. Currentdence suggests that topical adapalene
normalizes the differentiation of follicular epitte cells resulting in decreased microcomedone
formation. Adapalene inhibits the chemotacticddiitonal) and chemokinetic (random) responses
of human polymorphonuclear leucocytesnnitro assay models; it also inhibits the metabolism
of arachidonic acid to inflammatory mediatots.vitro studies have shown inhibition of the AP-1
factors and the inhibition of the expression of li&k receptors 2. This profile suggests that the
cell mediated inflammatory component of acne isiced by adapalene.

- Benzoyl peroxide: Benzoyl peroxide has been shown to have antimiat@ctivity; particularly

against P. acnes, which is abnormally present in the acne-affecgtbsebaceous unit.
Additionally benzoyl peroxide has demonstrated kxfive and keratolytic activities. Benzoyl
peroxide is also sebostatic, counteracting thesskee sebum production associated with acne.

Clinical efficacy of Epiduo in patients aged 12 years and older:

The safety and efficacy of Epiduo applied onceyd&ir the treatment of acne vulgaris were
assessed in two 12-week, multicenter, controlleciczl studies of similar design, comparing
Epiduo to its individual active components, adapalend benzoyl peroxide, and to the gel
vehicle in acne patients. A total of 2185 patientye enrolled in Study 1 and Study 2. The
distribution of patients in the two studies wasragjmately 49% male and 51% female, 12 years
of age or older (mean age: 18.3 years; range 1@)Besenting 20 to 50 inflammatory lesions
and 30 to 100 noninflammatory lesions at baselli patients treated the face and other acne
affected areas as needed once daily in the evening.

The efficacy criteria were:
(1) Success rate, percentage of patients rated ‘Chrat’ ‘Almost Clear’ at Week 12
based on the Investigator's Global Assessment (JGA)
(2) Change and Percent Change from baseline at Weigk 12
« Inflammatory lesion counts
¢ Non-inflammatory lesion counts
« Total lesion count

The efficacy results are presented for each stadyable 1 and combined results in Table 2.
Epiduo was shown to be more effective comparedstonbnads and gel vehicle in both studies.
Overall, the net beneficial effect (active minugiete) obtained from Epiduo was greater than the
sum of the net benefits obtained from the individumamponents, thus indicating a potentiation of
the therapeutic activities of these substances wised in a fixed-dose combination. An early



treatment effect of Epiduo was consistently obsgrveStudy 1 and Study 2 for Inflammatory
Lesions at Week 1 of treatment. Noninflammatoryioles (open and closed comedones)
noticeably responded between the first and forteknef treatment. The benefit on nodules in

acne has not been established.

Table 1 Clinical efficacy in two comparativetrials

Study 1
Study 1 Adapalenet+BPO| Adapalene BPO Vehicle
Week 12 LOCF; ITT N=149 N=148 N=149 N=71
Success (Clear, Almost Clear) 41 (27.5%) |23 (15.5%) 23 (15.4%) 7 (9.9%)
p=0.008 | p=0.003 | p=0.002
Median Reduction (% Reduction)
in
Inflammatory Lesion Count 17 (62.8 %) 13 (45.7|%3 (43.6 %)11 (37.8 %
p<0.001 | p<0.001 | p<0.001
Noninflammatory Lesion Count 22 (51.2 % 17 (3% 16 (36.4 %)14 (37.5 %
p<0.001 | p<0.001 | p<0.001
Total lesion Count 40 (51.0 %)| 29 (35.4|98Y (35.6 %426 (31.0 %
p<0.001 | p<0.001 | p<0.001
Study 2
Study 2 Adapalenet+BPO| Adapalene BPO Vehicle
Week 12 LOCF; ITT N=415 N=420 N=415 N=418
Success (Clear, Almost Clear) 125 (30.1%) | 83 (19.8%)92 (22.2%) 47 (11.3%)
p<0.001 | p=0.006 | p<0.001
Median Reduction (% Reduction)
in
Inflammatory Lesion Count 16 (62.1 %), 14 (50.0/% (55.6 %)10 (34.3 %
p<0.001 | p=0.068 | p<0.001
Noninflammatory Lesion Count 24 (53.8 % 22 (4% 20 (44.1 %)14 (29.5%
p=0.048 | p<0.001 | p<0.001
Total Lesion Count 45 (56.3 %)| 39 (46.9|28 (48.1 %)24 (28.0 %
p=0.002 | p<0.001 | p<0.001
Table 2 Clinical efficacy in combined comparativetrials
Adapalene+tBPO | Adapalene BPO Ged Vehicle
N=564 N=568 N=564 N=489
Success (Clear, Almost Clear) 166 (29.4%) 106 (18.794)115 (20.4%) 54 (11.1%)
M edian Reduction (% Reduction)
in
Inflammatory Lesion Count 16.0 (62.1) 14.0 (50.0) | 15.0(54.0)| 10.0(35.0)
Noninflammatory Lesion Count 23.5(52.8) 21.0 (45.0) | 19.0 (42.5)| 14.0(30.7)
Total Lesion Count 41.0 (54.8) 34.0 (44.0)| 33.0(44.9)| 23.0(29.1)




Clinical efficacy of Epiduo in children 9to 11 years old

During a paediatric clinical trial, 285 childrenttviacne vulgaris, aged 9 — 11 years (53% of the
subjects were 11 years old, 33% were 10 yearsraldld% were 9 years old) with a score of 3
(moderate) on the IGA scale and a minimum of 20nmaitmore than 100 total lesions
(Noninflammatory and/or Inflammatory) on the fagec{uding the nose) at baseline were treated
with Epiduo Gel once daily for 12 weeks.

The study concludes that the efficacy and safetfilps of Epiduo Gel in the treatment of facial
acne in this specific younger age group are cadistith results of other pivotal studies in
subjects with acne vulgaris aged 12 years and sli@ring significant efficacy with an
acceptable tolerability. A sustained early treatiedfect of Epiduo Gel compared to Gel Vehicle
was consistently observed for all Lesions (Inflartong Non-Inflammatory, and Total) at Week
1 and continuing to Week 12.

Study 3

Week 12 LOCF; ITT | AdapalenetBPO Vehicle Gel
N=142 N=143

Success (Clear, 67 (47.2%) 22 (15.4%)
Almost Clear)
Median Reduction
(% Reduction) in
Inflammatory Lesion 6 (62.5%) 1(11.5%)
Count
Noninflammatory 19 (67.6%) 5 (13.2%)
Lesion Count
Total Lesion Count 26 (66.9%) 8 (18.4%)

5.2.  Pharmacokinetic properties

The pharmacokinetic (PK) properties of Epiduo andlar to the PK profile of Adapalene 0.1%
gel alone.

In a 30-day clinical PK study, conducted in pasewith acne who were tested with either the
fixed-combination gel or with an adapalene 0.1%amedl formula under maximised conditions
(with application of 2 g gel per day), adapaleneswat quantifiable in the majority of plasma
samples (limit of quantification 0.1 ng/ml). LowVels of adapalene (& between 0.1 and
0.2 ng/ml) were measured in two blood samples téit@n the subjects treated with Epiduo and
in three samples from the subjects treated withpatine 0.1% Gel. The highest adapalene AUC
o-24ndetermined in the fixed-combination group was h§%h/ml.

These results are comparable to those obtainedrewigus clinical PK studies on various
Adapalene 0.1% formulations, where systemic exmosuadapalene was consistently low.

The percutaneous penetration of benzoyl peroxidéows when applied on the skin, it is
completely converted into benzoic acid which isabpeliminated.

5.3. Preclinical safety data

Preclinical data reveal no special hazard for husmbased on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxighgtotoxicity or carcinogenicity.



Reproductive toxicology studies with adapalene Haeen performed by the oral and dermal
routes of administration in the rat and rabbitefatogenic effect has been demonstrated at high
systemic exposures (oral doses from 25 mg/kg/detypwer exposures (dermal dose of

6 mg/kg/day), changes in the numbers of ribs diebeae were seen.

Animal studies performed with Epiduo include lotalerance studies and dermal repeat-dose
toxicity studies in rat, dog and minipig up to 18eks and demonstrated local irritation and a
potential for sensitisation, as expected for a doation containing benzoyl peroxide. Systemic
exposure to adapalene following repeat dermal egiptin of the fixed combination in animals is
very low, consistent with clinical pharmacokinetitata. Benzoyl peroxide is rapidly and
completely converted to benzoic acid in the skid after absorption is eliminated in the urine,
with limited systemic exposure.

6. PHARMACEUTICAL PARTICULARS
6.1. List of excipients

Disodium edetate

Docusate sodium

Glycerin

Poloxamer

Propylene glycol (E1520)

Simulgel 600PHA (copolymer of acrylamide and sodacryloyldimethyltaurate, isohexadecane,
polysorbate 80, sorbitan oleate)

Purified water

6.2. Incompatibilities
Not applicable.

6.3. Shelf life

2 years.
Epiduo in-use stability is at least 6 months diitst opening.

6.4. Special precautionsfor storage
Do not store above 25°C.

6.5. Nature and contents of container

Epiduo is stored in two types of container:

Tube:

50,159,300, 45 g, 60 gand 90 g white plasties having a high density polyethylene body
structure with a high density polyethylene headsetl with a white polypropylene screw-cap.

Multidose container with airless pump:
15 g, 30 g, 45 g and 60 g white multidose contaivig airless pump and snap on cap, made of
polypropylene, low density polyethylene and highgity polyethylene.

Not all pack sizes may be marketed.



6.6. Special precautionsfor disposal and other handling

No special requirements.
Any unused medicinal product or waste material khba disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATIONHOLDER

[to be completed nationally]

8. MARKETING AUTHORISATION NUMBER(S)
[to be completed nationally]

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
[to be completed nationally]

10. DATE OF REVISION OF THE TEXT
26 May 2015
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p<0.001 p<0.001 p<0.001
HERIENE BB HL 22 (51.2%) 17 (33.3%) 16 (36.4%) 14 (37.5%)
p<0.001 p<0.001 p<0.001
B 40 (51.0%) 29 (35.4%) 27 (35.6%) 26 (31.0%)
p<0.001 p<0.001 p<0.001
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p=0.002 p<0.001 p<0.001
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HERIENE BB HL 23.5(52.8) 21.0 (45.0) 19.0 (42.5) 14.0 (30.7)
B 41.0 (54.8) 34.0 (44.0) 33.0 (44.9) 23.0 (29.1)
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
EPIDUO Gel safely and effectively. See full prescribing information for
EPIDUO Gel.

EPIDUO® (adapalene and benzoyl peroxide) Gel 0.1%/2.5%
For topical use
Initial U.S. Approval: 2008

INDICATIONS AND USAGE-----------==-nmmmmmmmeaan
EPIDUO gel is a combination of adapalene, a retinoid, and benzoyl peroxide,
and is indicated for the topical treatment of acne vulgaris in patients 9 years of
age and older. (1)

EPIDUO gel is not for oral, ophthalmic, or intravaginal use. (2)

Apply a thin film of EPIDUO 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)

Each gram of EPIDUO gel contains 1 mg (0.1%) adapalene and 25 mg (2.5%)
benzoyl peroxide. (3)

CONTRAINDICATIONS

None. (4)

Ultraviolet Light and Environmental Exposure: Avoid exposure to sunlight
and sunlamps. Wear sunscreen when sun exposure cannot be avoided. (5.1)
Erythema, scaling, dryness, stinging/burning, irritant and allergic contact
dermatitis may occur with use of EPIDUO gel and may necessitate
discontinuation. (5.2)

ADVERSE REACTIONS
Most commonly reported adverse events (>1%) in patients treated with
EPIDUO gel were dry skin, contact dermatitis, application site burning,
application site irritation and skin irritation. (6)

To report SUSPECTED ADVERSE REACTIONS, contact
[manufacturer] at [phone #] or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 01/2013
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
EPIDUO gel is indicated for the topical treatment of acne vulgaris in patients 9 years of age and older.

2 DOSAGE AND ADMINISTRATION
For topical use only; EPIDUO gel is not for oral, ophthalmic, or intravaginal use.
Apply a thin film of EPIDUO 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.

3 DOSAGE FORMS AND STRENGTHS
Each gram of EPIDUO gel contains 1 mg (0.1%) adapalene and 25 mg (2.5%) benzoyl peroxide in a white to very pale
yellow, opaque, aqueous based gel.

4 CONTRAINDICATIONS
None

5 WARNINGS AND PRECAUTIONS

51 Ultraviolet Light and Environmental Exposure
Exposure to sunlight, including sunlamps, should be minimized during the use of EPIDUO gel. Patients with high levels of
sun exposure and those with inherent sensitivity to sun should exercise particular caution. Use of sunscreen products and
protective apparel, (e.g., hat) are recommended when exposure cannot be avoided. Weather extremes, such as wind or
cold, may be irritating to patients under treatment with EPIDUO gel.

5.2 Local Cutaneous Reactions
Erythema, scaling, dryness, and stinging/burning may be experienced with use of EPIDUO gel. These are most likely to
occur during the first four weeks of treatment, are mostly mild to moderate in intensity, and usually lessen with continued
use of the medication. Irritant and allergic contact dermatitis may occur. Depending upon the severity of these adverse
reactions, patients should be instructed to use a moisturizer, reduce the frequency of the application of EPIDUO gel, or
discontinue use. The product should not be applied to cuts, abrasions, eczematous or sunburned skin. As with other
retinoids, use of “waxing” as a depilatory method should be avoided on skin treated with EPIDUO gel.
Avoid concomitant use of other potentially irritating topical products (medicated or abrasive soaps and cleansers, soaps and
cosmetics that have strong skin-drying effect and products with high concentrations of alcohol, astringents, spices, or
limes).

6 ADVERSE REACTIONS

6.1 Clinical Studies Experience
Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed in the clinical
studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not reflect the rates
observed in practice.
During clinical trials, 1401 subjects were exposed to EPIDUO gel. A total of 1036 subjects with acne vulgaris, 12 years
and older, were treated once daily for 12 weeks to 12 months. Related adverse events reported within 12 weeks of treat-
ment and in at least 1% of subjects treated with EPIDUO gel and those reported in subjects treated with the vehicle gel are
presented in Table 1:

Table 1 Drug Related Adverse Events Reported in Clinical Trials by At Least 1% of Patients Treated For 12 Weeks

System Organ Class/ EPIDUO gel Vehicle gel

Preferred Term N = 564 N =489

Subjects with AE (s) 14% 4%

Dry Skin % 2%

Contact dermatitis 3% <1%

Application site burning 2% <1%

Application site irritation 1% <1%

Skin irritation 1% 0%

Local tolerability evaluations, presented in Table 2, were conducted at each study visit in clinical trials by assessment of erythema,
scaling, dryness, burning, and stinging.

Table 2 Incidence of Local Cutaneous Irritation in Controlled Clinical Trials (N = 553)
Treatment Emergent Signs and Symptoms

Maximum Severity End of Treatment Severity
During Treatment (12 Weeks)
Mild Moderate Severe Mild Moderate Severe
Erythema 27% 13% 1% 8% 2% 1%
Scaling 35% 11% 1% 9% 1% <1%
Dryness 41% 13% 1% 10% 2% <1%
Stinging/burning 41% 15% 3% 7% 2% 1%

Analysis over the 12-week period showed that local tolerability scores for erythema, scaling, dryness, and stinging/burning peaked at
Week 1 of therapy and decreased thereafter.

During a pediatric clinical trial, 285 children with acne vulgaris, 9 to 11 years of age were treated with EPIDUO gel or with the
vehicle gel once daily for 12 weeks. Overall, the safety profile of EPIDUO gel in these subjects is comparable to the safety profile
observed in older subjects 12 years of age and above, both in the nature and frequency of the observed events.

Analysis of local tolerability evaluations shows similar incidence of treatment emergent signs and symptoms as in subjects 12 years of

age and above, with local tolerability signs and symptoms peaking during the first week and decreasing over time.

Reference ID: 3252048
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Postmarketing Experience

The following adverse reactions have been identified during postapproval use of EPIDUO Gel: eyelid edema, sunburn,
blister, pain of skin, pruritus, swelling face, conjunctivitis, skin discoloration, rash, eczema, throat tightness and allergic
contact dermatitis. Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

DRUG INTERACTIONS

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.

No formal drug-drug interaction studies were conducted with EPIDUO gel.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category C. There are no well-controlled trials in pregnant women treated with EPIDUO gel. Animal
reproduction studies have not been conducted with the combination gel or benzoyl peroxide. Furthermore, such studies are
not always predictive of human response; therefore, EPIDUO gel should be used during pregnancy only if the potential
benefit justifies the risk to the fetus.

No teratogenic effects were observed in rats treated with oral doses of 0.15 to 5.0 mg adapalene/kg/day, up to 25 times
(mg/m?day) the maximum recommended human dose (MRHD) of 2 grams of EPIDUO gel. However, teratogenic changes
were observed in rats and rabbits when treated with oral doses of > 25 mg adapalene/kg/day representing 123 and 246
times MRHD, respectively. Findings included cleft palate, microphthalmia, encephalocele and skeletal abnormalities in
rats; and umbilical hernia, exophthalmos and kidney and skeletal abnormalities in rabbits.

Dermal teratology studies conducted in rats and rabbits at doses of 0.6-6.0 mg adapalene/kg/day [25-59 times (mg/m?) the
MRHDY] exhibited no fetotoxicity and only minimal increases in supernumerary ribs in both species and delayed
ossification in rabbits.

Nursing Mothers

It is not known whether adapalene or benzoyl peroxide is excreted in human milk following use of EPIDUO gel. Because
many drugs are excreted in human milk, caution should be exercised when EPIDUO gel is administered to a nursing
woman.

Pediatric Use

Safety and effectiveness of EPIDUO gel in pediatric patients under the age of 9 have not been established.

Geriatric Use

Clinical studies of EPIDUO gel did not include sufficient numbers of subjects aged 65 and over to determine whether they
respond differently from younger subjects.

DESCRIPTION

EPIDUO (adapalene and benzoyle peroxide) gel, 0.1%/2.5% is a white to very pale yellow, opaque gel for topical use
containing adapalene 0.1% 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: CyH03  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:
o [
[e]

Molecular formula: C14H;00,4 Molecular weight: 242.23

EPIDUO gel contains the following inactive ingredients: acrylamide/sodium acryloyldimethyltaurate copolymer, docusate
sodium, edetate disodium, glycerin, isohexadecane, poloxamer 124, polysorbate 80, propylene glycol,

purified water, and sorbitan oleate.

CLINICAL PHARMACOLOGY

Mechanism of Action

Adapalene

Adapalene binds to specific retinoic acid nuclear receptors but does not bind to cytosolic receptor protein. Biochemical and
pharmacological profile studies have demonstrated that adapalene is a modulator of cellular differentiation, keratinization
and inflammatory processes. However, the significance of these findings with regard to the mechanism of action of
adapalene for the treatment of acne is unknown.

Benzoyl peroxide

Benzoyl peroxide is an oxidizing agent with bactericidal and keratolytic effects.

Pharmacodynamics

Pharmacodynamics of EPIDUO gel is unknown.
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Pharmacokinetics

A pharmacokinetic study was conducted in 10 adult subjects with acne vulgaris who were treated once daily for 30 days
with 2 grams/day of EPIDUQ gel applied to 1000 cm? of acne involved skin, (face, chest, and upper back).

Two subjects (20%) had quantifiable adapalene plasma concentrations above the limit of quantification (LOQ =
0.1ng/mL). The highest adapalene Cpax and AUCq.,4n Was 0.21 ng/mL and 1.99 ngeh/mL, respectively. Excretion of
adapalene appears to be primarily by the biliary route. Pharmacokinetics of EPIDUO gel in pediatric subjects have not
been evaluated.

Benzoyl peroxide is absorbed by the skin where it is converted to benzoic acid and eliminated in the urine.
NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity, photocarcinogenicity, genotoxicity, or fertility studies were conducted with EPIDUO gel.
Carcinogenicity studies with adapalene have been conducted in mice at topical doses of 0.4, 1.3, and 4.0 mg/kg/day (1.2,
3.9, and 12 mg/m?/day), and in rats at oral doses of 0.15, 0.5, and 1.5 mg/kg/day (0.9, 3.0, and 9.0 mg/m*day). In terms of
body surface area, the highest dose levels are 9.8 (mice) and 7.4 times (rats) the MRHD of 2 grams of EPIDUO gel. In the
rat study, an increased incidence of benign and malignant pheochromcytomas in the adrenal medulla of male rats was
observed.

No significant increase in tumor formation was observed in rodents topically treated with 15-25% benzoyl peroxide
carbopol gel (6-10 times the concentration of benzoyl peroxide in EPIDUO gel) for two years. Rats received maximum
daily applications of 138 (males) and 205 (females) mg benzoyl peroxide/kg. In terms of body surface area, these levels are
27-40 times the MRHD. Similar results were obtained in mice topically treated with 25% benzoyl peroxide carbopol gel
for 56 weeks followed by intermittent treatment with 15% benzoyl peroxide carbopol gel for rest of the 2 years study
period, and in mice topically treated with 5% benzoyl peroxide carbopol gel for two years.

The role of benzoyl peroxide as a tumor promoter has been well established in several animal species. However, the
significance of this finding in humans is unknown.

In a photocarcinogenicity study conducted with 5% benzoyl peroxide carbopol gel, no increase in UV-induced tumor
formation was observed in hairless mice topically treated for 40 weeks.

No photocarcinogenicity studies were conducted with adapalene. However, animal studies have shown an increased
tumorigenic risk with the use of pharmacologically similar drugs (e.g., retinoids) when exposed to UV irradiation in the
laboratory or sunlight. Although the significance of these findings to humans is not clear, patients should be advised to
avoid or minimize exposure to either sunlight or artificial irradiation sources.

Adapalene did not exhibit mutagenic or genotoxic effects in vitro (Ames test, Chinese hamster ovary cell assay, mouse
lymphoma TK assay) or in vivo (mouse micronucleus test).

Bacterial mutagenicity assays (Ames test) with benzoyl peroxide has provided mixed results, mutagenic potential was
observed in a few but not in a majority of investigations. Benzoyl peroxide has been shown to produce single-strand DNA
breaks in human bronchial epithelial and mouse epidermal cells, it has caused DNA-protein cross-links in the human cells,
and has also induced a dose-dependent increase in sister chromatid exchanges in Chinese hamster ovary cells.

In rat oral studies, 20 mg adapalene/kg/day (120 mg/m?day; 98 times the MRHD based on mg/m?/day comparison) did not
affect the reproductive performance and fertility of F, males and females, or growth, development and reproductive
function of F, offspring.

No fertility studies were conducted with benzoyl peroxide.

CLINICAL STUDIES

The safety and efficacy of EPIDUO gel applied once daily for the treatment of acne vulgaris were assessed in two 12-
week, multicenter, controlled clinical studies of similar design, comparing EPIDUO gel to the gel vehicle in acne subjects.
Treatment response was defined as the percent of subjects who had a two grade improvement and rated ‘Clear’ and
‘Almost Clear’ at Week 12 based on the Investigator’s Global Assessment (IGA) and mean absolute change from baseline
at Week 12 in both inflammatory and non-inflammatory lesion counts. An IGA score of ‘Clear’ corresponded to residual
hyperpigmentation and erythema may be present. An IGA score of ‘Almost Clear’ corresponded to a few scattered
comedones and a few small papules.

In Study 1, 517 subjects were randomized to EPIDUO gel, adapalene 0.1% in vehicle gel, benzoyl peroxide 2.5% in
vehicle gel, or vehicle gel. The median age of these 517 subjects was 15 years old and 60% were males.

At baseline subjects had between 20 to 50 inflammatory lesions and 30 to 100 non-inflammatory lesions. The majority of
subjects had a baseline IGA score of ‘Moderate” which corresponded to more than half of the face is involved, many
comedones, papules and pustules. The efficacy results at week 12 are presented in Table 3.

In Study 2, 1668 subjects were randomized to EPIDUO gel, adapalene 0.1% in vehicle gel, benzoyl peroxide 2.5% in
vehicle gel, or vehicle gel. The median age of subjects was 16 years old and 49% were males. At baseline subjects had
between 20 to 50 inflammatory lesions and 30 to 100 non-inflammatory lesions as well as an Investigator Global
Assessment score of ‘Moderate’. The efficacy results at week 12 are presented in Table 3.

In study 3, 285 pediatric subjects 9 to 11 years of age were randomized to EPIDUO gel or vehicle gel. The median age of
subjects was 11 years and 24% were males. At baseline, subjects had a minimum of 20 but not more than 100 total lesions
(inflammatory and/or non-inflammatory) with an Investigator Global Assessment score of ‘Moderate’. The efficacy results
at week 12 are presented in Table 3.

Table 3: Clinical Efficacy of EPIDUO Gel at Week 12

Study 1
EPIDUO gel Adapalene 0.1% in Benzoyl Peroxide 2.5% Vehicle gel
Vehicle gel in Vehicle gel
(N =149) (N =148) (N =149) (N=71)
IGA: Two Grade
Improvement and Clear 32 18 18 4
or Almost Clear (21.5%) (12.2%) (12.1%) (5.6%)

Reference ID: 3252048




Inflammatory Lesions:
Mean Absolute 16.0 11.4 10.5 9.5
(Percent) Change (52.4%) (39.9%) (35.8%) (31.8%)
Non-inflammatory
Lesions: Mean
Absolute (Percent) 234 15.2 13.7 13.2
Change (45.9%) (29.6%) (32.2%) (27.8%)
Study 2
EPIDUO gel Adapalene 0.1% in Benzoyl Peroxide 2.5% Vehicle gel
Vehicle gel in Vehicle gel
(N =415) (N =420) (N =415) (N =418)

IGA: Two Grade
Improvement and Clear 125 83 92 47
or Almost Clear (30.1%) (19.8%) (22.2%) (11.3%)
Inflammatory Lesions:
Mean Absolute
(Percent) Change 15.4 12.3 13.7 8.7

(53.4%) (41.7%) (47.6%) (30.2%)
Non-inflammatory
Lesions: Mean
Absolute (Percent) 24.6 21.0 19.2 11.3
Change (48.1%) (40.8%) (37.2%) (23.2%)

In both Studies 1 and 2 the treatment effect was smaller in subjects with a small number of baseline lesions than in subjects with a

large number of baseline lesions.

Study 3
EPIDUO Gel Vehicle Gel
N=142 N=143

IGA: Two Grade
Improvement and Clear
or Almost Clear

67 (47.2%)

22 (15.4%)

Inflammatory Lesions:
Mean Absolute (Percent)

7.4 (36.0%)

0.7 (-13.2%)*

Change

Non-inflammatory
Lesions: Mean Absolute
(Percent) Change

20.2 (54.7%) 2.9 (2.3%)

** . That is, a mean percent increase of 13.2%

16

17

Reference ID: 3252048

HOW SUPPLIED/STORAGE AND HANDLING
EPIDUO (adapalene and benzoyl peroxide) gel 0.1% / 2.5% is white to very pale yellow in color and opaque in
appearance, and is supplied as follows:

45 gram tube NDC 0299-5908-45

45 gram pump NDC 0299-5908-25

Storage and handling
— Store at 25°C; excursions permitted to 15° — 30°C (59° — 86°F).
— Protect from light.
— Keep out of reach of children.
— Keep away from heat.
— Keep tube tightly closed.
PATIENT COUNSELING INFORMATION
[See FDA Approved Patient Labeling (Patient Information)]

Information for Patients

—  Advise patients to cleanse the area to be treated with a mild or soapless cleanser; pat dry. Apply EPIDUO gel as a
thin layer, avoiding the eyes, lips and mucous membranes.

- Advise patients not to use more than the recommended amount and not to apply more than once daily as this will not
produce faster results, but may increase irritation.

- EPIDUO gel may cause irritation such as erythema, scaling, dryness, stinging or burning.

- Advise patients to minimize exposure to sunlight, including sunlamps.
Recommend the use of sunscreen products and protective apparel, (e.g., hat) when exposure cannot be avoided.

- EPIDUO gel may bleach hair and colored fabric.



Patient Information
EPIDUO® (Ep-E-Do-Oh)
(adapalene and benzoyl peroxide)
gel 0.1%/2.5%

Important: For use on the skin only (topical). Do not use EPIDUO gel in or on your
mouth, eyes, or vagina.

Read this Patient Information leaflet about EPIDUO gel before you start using it and each
time you get a refill. There may be new information. This leaflet does not take the place
of talking with your doctor about your treatment or your medical condition. If you have
any questions about EPIDUO gel, talk with your doctor or pharmacist.

What is EPIDUO gel?
EPIDUOQ gel is a prescription medicine for skin use only (topical) used to treat acne
vulgaris in people 9 years of age and older.

Acne vulgaris is a condition in which the skin has blackheads, whiteheads and pimples.
It is not known if EPIDUO gel is safe and effective in children younger than 9 years old.

What should I tell my doctor before using EPIDUO gel?
Before you use EPIDUOQ gel, tell your doctor if you:
e have other skin problems, including cuts or sunburn
e have any other medical conditions
e are pregnant or planning to become pregnant. It is not known if EPIDUO gel can
harm your unborn baby. Talk to your doctor if you are pregnant or plan to
become pregnant.
e are breastfeeding or plan to breastfeed. It is not known if EPIDUO gel passes into
your breast milk and if it can harm your baby. Talk to your doctor about the best
way to feed your baby if you use EPIDUO gel.

Tell your doctor about all the medicines you take, including prescription and non-
prescription medicines, vitamins and herbal supplements.

Especially tell your doctor if you use any other medicine for acne. Using EPIDUO gel
with topical medicines that contain sulfur, resorcinol or salicylic acid may cause skin
irritation.

Know the medicines you take. Keep a list of them to show your doctor and pharmacist
when you get a new medicine.

How should I use EPIDUO gel?
o Use EPIDUO gel exactly as your doctor tells you to use it. EPIDUO gel is for
skin use only. Do not use EPIDUO gel in or on your mouth, eyes, or vagina.
e Apply EPIDUO gel 1 time a day.
e Do not use more EPIDUO gel than you need to cover the treatment area. Using
too much EPIDUO gel or using it more than 1 time a day may increase your
chance of skin irritation.

Reference ID: 3252048



Applying EPIDUO gel:
e Wash the area where the gel will be applied with a mild cleanser and pat dry.
e EPIDUO gel comes in a tube and a pump. If you have been prescribed the:
0 Tube: Squeeze a small amount (about the size of a pea) of EPIDUO gel
onto your fingertips and spread a thin layer over the affected area.
0 Pump: Depress the pump to dispense a small amount (about the size of a
pea) of EPIDUO gel and spread a thin layer over the affected area.

What should I avoid while using EPIDUO gel?

e You should avoid spending time in sunlight or artificial sunlight, such as tanning
beds or sunlamps. EPIDUO gel can make your skin sensitive to sun and the light
from tanning beds and sunlamps. You should wear sunscreen and wear a hat and
clothes that cover the areas treated with EPIDUO gel if you have to be in sunlight.

e You should avoid weather extremes such as wind and cold as this may cause
irritation to your skin.

e You should avoid applying EPIDUO gel to cuts, abrasions and sunburned skin.
You should avoid skin products that may dry or irritate your skin such as harsh
soaps, astringents, cosmetics that have strong skin drying effects and products
containing high levels of alcohol.

e You should avoid the use of “waxing” as a hair removal method on skin treated
with EPIDUO gel.

e EPIDUO gel may bleach your clothes or hair. Allow EPIDUO gel to dry
completely before dressing to prevent bleaching of your clothes.

What are the possible side effects of EPIDUO gel?
EPIDUO gel may cause serious side effects including:

e Local skin reactions. Local skin reactions are most likely to happen during the
first 4 weeks of treatment and usually lessen with continued use of EPIDUO gel.
Signs and symptoms of local skin reaction include:

Redness

Dryness

Swelling

Scaling

Stinging or burning

Tell your doctor right away if these side effects continue for longer than 4 weeks or get
worse, you may have to stop using EPIDUO gel.

Tell your doctor if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of EPIDUO gel. For more information, ask
your doctor or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

You may also report side effects to GALDERMA LABORATORIES, L.P. at 1-866-735-
4137

Reference ID: 3252048
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How should I store EPIDUO gel?
e Store EPIDUO gel at room temperature, 68° — 77° F (20° — 25° C)
» Keep EPIDUO gel inside container and out of light and away from heat.

Keep EPIDUO gel and all medicines out of the reach of children.

General information about EPIDUO gel

Medicines are sometimes prescribed for purposes other than those listed in a Patient
Information Leaflet. Do not use EPIDUO gel for a condition for which it was not
prescribed. Do not give EPIDUO gel to other people, even if they have the same
symptoms you have. It may harm them.

This Patient Information leaflet summarizes the most important information about
EPIDUO gel. If you would like more information, talk with your doctor. You can also
ask your doctor or pharmacist for information about EPIDUO gel that is written for
health professionals.

What are the ingredients in EPIDUO gel?

Active ingredient: adapalene and benzoyl peroxide

Inactive ingredients: acrylamide/sodium acryloydimethyltaurate copolymer, docusate
sodium, edetate disodium, glycerin, isohexadecane, poloxamer 124, polysorbate 80,
propylene glycol, purified water and sorbitan oleate

Revised: January 2013

Marketed by:

GALDERMA LABORATORIES, L.P., Fort Worth, Texas 76177 USA
Manufactured by:

Galderma Production Canada Inc., Baie d’Urfé, QC, H9X 3S4 Canada
Made in Canada.

GALDERMA is a registered trademark.

XXXXX-X
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T HE SR AN TUDERIEMERBR T E i S Ty, L, 8itBaic L - T, EHEMIC
HRL LA (LT A R d) ZMAKICHIEE COSRIMRBR SUIAICBEE L 245, E
BB O Y 27 BN L2 Z LR ENTWD, 29 LEEAROE M TOEREMEIIRHTH D,
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B2 e O/ AFZFERAEMERIE) 132080 E100LA R TH Y | IGAZX =73 [HhEEE] ThoTo, 12H
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# 3. 12 BIZBT B EPIDUO #/V D EERAA ik
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EPIDUO # /L THENRL WL A 7 IVEH
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Bt 24k (F) (52.4%) (39.9%) (35.8%) (31.8%)
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B L0 BIRESIR NN E Do T,




Study 3

EPIDUO /L
N =142

7L FAl
N =143

IGA : 2 Bef Dk
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RN -
f*@f@*@f 2 20.2 (54.7%) 2.9 (23%)

* PN 132% Th o722 & 2RT,

16 W/ R R OB

EPIDUO (7 Z /%L ag{b_2 VA V) 0.1%,/2.5%7 Vit B~ A A OB R B TH
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e EPIDUO 7 /VITEiRZ#ET, SO 7= 5 WG CREBICAN TRETH 2 L,
EPIDUO ZF /& E %, T XRTOEANI/NEOFOENRNE ZABRET S Z &,

EPIDUO # /WIZ 84 5 £fkiE R
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(104451))
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f;;fg@ﬂ(ff’% ; [-16.1;-7.3] [5.1:17]

RufiE (CEEHME)
ARHIEE & & BAIRE & DZEDBNFHEMEX . Wilcoxon rank sum
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(568151)) AL (489
25% 1)
JVEE
(564
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U 166 106 115 54
(RIS (29.4) (18.7) (20.4) (11.1)
T B

K. %)

SIEVE R B 16.0 14.0 15.0 10.0

Wb s e (62.1) (50.0) (54.0) (35.0)
e (A

%, %)

IF 7% e T 235 21.0 19.0 14.0
st | (528) (45.0) (42.5) (30.7)
gLl (A

%, %)

A R 41.0 34.0 330 230
o gy | (54.8) (44.0) (44.9) (29.1)

(B oD
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* SNEAICR B el
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naphtalene-2-carboxylic acid
313 1 CogHs0s3
Sy 41252
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e

R AR~HMEABRORMRTH D,
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13 1 CrH104
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2) +ENERE (EIPNEE ITAHRER)
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4) #ER (EPRE SR GRER)

5) Gollnick H.: Drugs. 2003;63(15):1579-96.

6) thNEEL (T AT NH I F—EFB)

7) HENEE (AN VT A RS RIRREE)

8) tLNEEL (RARY 7 Z 1 TRl iz G E(L AR

9) Gollnick H. etal.: J Am Acad Dermatol. 2003; 49 (1): S1-S37;
10)Burkhart CG., et al: J. Cutan. Med. Surg. 2000;4 (3):138-141.
11)Ives TJ. American Pharmacy. 1992;NS32(8):33 - 8
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1.8.2 ZhEE « ZRB X OZ DR ERIL
1.8.2.1 Zhue - E

FHESIE

1.8.2.2 & ERHL

AANX, INAT AL THREESEONAAE LT ESNTZT X/ > 0.1% & lfRb~<> > A v
(LLF. BPO) 25%4 & H T 2EEHBRAAITHSH, AFINCEEND 2 2OH By (7 X/ L
K ONBPO) OERBEFFITMHMHHTH D . SFMESIEOREIRD D84 ORKITIERT5, 74X /31
TN IR VT ) A RERIEYE GlAa 55 15&%??1!:&%%‘6) ETMRIENER 2 AT 577 F—@BihE
KTHY ., BPOITRESTETEMA A L7 7 451 Propionibacterium acnes (P. acnes) (Zx%f L“CEE%@
PUBETEYE A F 3 L, RBHEASSAZEMER LD 6TV D, M TIE. WTNOARZIE
PESHEIRRIEE L TRETRSN TV D, Eio, WA SIFIRETA R7 A4 Tl SMHLF 2 A4 R
& BPO OFFFRIENHEIE S TS, RITIX, 74732 0.1%7 Vi, 2008 4 7 A IZAHL CTHEGR
SNtz (Bdhd T4 7= U %7 0 01%) . BPO IZAAIDOBFE T, HrAZIEATICHEY LTV,
2015 4F 3 A 12 BPO 2.5% %7 /L i3 itk S A3 & L CARGR ST (REACF L 25%) |

AHND B AN HESERE 265 & LI HIHRR (27123 31 5R) 12k T, 128 H OB EL
B RIZE LT, AANTT #7302 0.1%7 /W5t L C i <p<o 001) L7z [FFofE (OF
YifE) - 82.7% (77.3%) vs.68.6% (62.7%) 1 . —J5. AHANE BPO 2.5% 7 /W% L THEIZEK
B ROEBME A2 RS 220y 72708 [82.7% (77.3%) vs. 81.6% (73.5%) . p=0.317] . WAFRDHh
P & SEEMEIIARFNDIE S B@Emh o7z, %W‘iﬂz%@i@w%c:% LT, THL Y 0.1%57 L
(ZRET D ARFN OB LB BE 250 v, 12 H TRk L7, FERIEMHERZ DR T
H%O)fft%ﬁ)%afgﬂ’bto —J7. BPO 2.5%%7 /WIZxf L Clk, ARFIOEMEITIR S ho7h8,
12 3 B O RIEVER B E I OFERIEME B DO WA 1T, B TH D L ARKFIDIZ D REinot,

12 H (LOCF) O XJFUER (RREBE DI FA 50%LL EO#ERE OFIEG) 1%, KHINT &
SNV 01% T VR TYBPO 2.5% 7 v L0 —E L CEno7e [ARA : 925%, BPO 2.5% 7 /L :
86.5%. 7 ¥ /L 01%7 /v 1 79.2%] , RHIRGRE (271253 8R) 2B\ TiE, €03V HHE
OFRERIZZN O OFIEDFER EFETH Y, I DI, AREIOFEIEN 12 0A th £ TR 5
ZENRENT,

#£1 FEBEEAOROERN—ITTELM, LOCF (27123 RBR)

WD 2 D Rl 7 %51 > 0.1%,”BPO 7 AL 01% BPO 2.5%
CE#) (%) 2.5%M A7 L v TV
(N=212) (N=101) (N=104)
TEVE R B KL 84.6 (30.9) 71.4 (66.2) 86.7 (78.9)
IERIEVE R B 8 82.8 (74.6) 68.6 (61.1) 78.8 (70.2)
BRI 82.7 (17.3) 68.6 (62.7) 81.6 (73.5)
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Bl 2 MEANRBRICB T D AKOENET 0 7 7 A VEFRETH D Z & AR LT e, MM TTAHGER
3B (18087 7R, 18088 ik, 18094 iklR) DUfET —X DA X TV v ADFERTIL, KAl
DFEHR (12BH D IGA T THBHE] £-13 NRERBWHE] LHEShE-EBREDES) 17
H X1 0.1%%7 4, BPO 2.5% 7 /L K OV VIERNC R L Tl (p<0.001) Z R L7z, 7o, /0=
(R W THHZRAN RS 1238 E@ﬁﬁ;mbgn(ﬁﬁk&wﬁﬁk@# 18.9%, AHLA| & 7L
%&@%@ﬁﬁ:ﬂﬂ®\ HEHEO8HEHAIZ %mwanto#%rﬁ&rﬁ&o#&r@
LTIEL, 2, 408 FIEVERBEI R LTI 1, 2 KOV 43 BIZARKIOFH RN
O b,
FEMESEORIKAR (R, T8/ IRE%) SORIERS, HRREICHIBEER 2nWZ &b K
PRBOF AT RAILEEEZEZ D, BRICELTH, BekE HARTIZIZFR CRESHV LR
TWo, Lo T, SEMESIEOBZKEEER OVARICE L C R 225 LK I3 AFEE T, skt
BROFEFITAARNEFCHEH T2 Z &% &l Lz,
LLEm S REIORRE - 208 % [SEHESE) LRE LT,
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1.8.3 HiIE - HEB X UOZ DR ERIL
1831 A& HE

10 18], PEEEL. EMIOEEL BT 5,

1.8.3.2 R EARHL
QL HE

A A NS SRR 1T 5 BPO O hE K VRt & Mt L7-ENERER (27124 3 Bk) TiX
12;8H (ITT-LOCF) DB O3 iX, BPO 2.5%%7 /L % O BPO 5% %7 /L iE 7 )V EEAI X 0 i
RIS BEICE o 72 (p<0.001) [l (FE4fE) | BPO 2.5%7%7 /L7 58.3% (49.7%) .
BPO 5%/ /L' 7% 65.9% (57.6%) . 7 /VEHIN 255% (18.0%) ) . JATHliEM: GREE, 8. &
JERCIE, 2 O FERR, HRIRIBVE) O SRR BN TR OEIE 1T, £ O R AR E,
BPO 5%~ /L% BPO 2.5% % /v K OV /VEEHI & 0 i < B OSER DR BLFIE DS BPO 5% /L Tl
3B (D EERRA 21, FTBEAS 1H1) (2% LT BPO25% 7 /L Cix 14l (£ 5K Tholz,
BPO 5%7° /L "CliZ BPO 2.5% %7 /v X V) R FTRITIE Ds « kA% <58 BTz,

ARF & T H 31 0.1%,BPO 5.0%E A7 /L Dy Frfile e 2 it L7 [N aER (27126 3R) T
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(AVTSS) 1%, AFIDOFFNT Z /312 0.1%,/BPO 5%ALE 7L L WIES (8.7vs4.1) | AFIDOH]
TAMEDR T #7312 0.1%,/BPO 5%HRL &7 /L K VAR 2 & D3RS S 472,

REND ARNFFESEBEE x5 & LB MERE (27123 35 ([2B8\\W T, 1238 H 02
BRI LT, AFNIT #3502 0.1% 57 WISk L THEBHE (p<0.001) Z7< L. BPO 2.5%%
JZKE L THAED ETARAID TR R mhno7-, 12 E (LOCF) o SiEthER (BB
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1.9.1.1 JAN

R 1445 4 F 11 B A ESRFEFR S 0411001 Z2 X v @ S i,

JAN (AAR%) VA%
(F4) Adapalene
1.9.1.2 INN

WHO Recommended International Nonproprietary Names: List 32 (WHO Drug Information, Vol. 6, No. 3,
1992) |Z adapalene & L CUXEL 417,

1.9.2 @EEX> VAV
1.9.2.1 JAN

TRk 24 45 11 A 2 BAFRAHAR R 11025 2 Sl L v@mans,

JAN (AAR%) WL A L
(FI4) Benzoyl Peroxide
=2 (AAA) WL A L
(F44) Dibenzoyl Peroxide
1.9.2.2 INN

Al Recommended International Nonproprietary Names (r-INN) Az Tf Proposed International
Nonproprietary Names (p-INN) (ZUX#H; ZdL TV,
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b4 - B4 | 6-[4-Methoxy-3-(tricyclo[3.3.1.1%"|dec-1- | sBER(L X2 >/ A L (N O LA
yl)phenyl]naphtalene-2-carboxylic acid
KO D8R

HE1E

RNRE - 2R

FHMESR

AL - HE 1H 1A, PeEE%. BEICEELZBAT 5,
B3RSO E
TR GO | BUE : 7L RO b A L
Shiksy - v R | B 2T a A (IgHIST 28 L Img R ONEER Y A )L 25mg A7)
Mk T HE RV R ONEEE L A L (BPO)
A5 YR s 5 Behw LR
i FEH (mg/kg/day) (mg/kg/day)
TR N V/IBPO T4 N V/IBPO
Z vk 4 JE 1353 2/50 < 2/50
AR AT O J5 T BRI B 2358 B v, #5-BR
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42211
RDS.03.VRE.34280 CD1579 (BPO) stability assessment in A ~ GALDERMA M99 S & B SEAMG
human plasma samples kept at room ‘ @II A RESEARCH &
temperature DEVELOPMENT
42212
RDS.03.VRE.34127 Bioanalytical method for determination of ‘EII ~ GALDERMA HEA B E STAG
Adapalene in minipig plasma samples by #1 A RESEARCH &
HPLC with fluorescence detection DEVELOPMENT
42213
RDS.03.VRE.34127.S01 | Bioanalytical method for determination of AR ~ GALDERMA NTEAN HNEE SEAT
Adapalene in minipig plasma samples by ‘ gll A RESEARCH &
HPLC with fluorescence detection - DEVELOPMENT
Supplement
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42214
RDS.03.VRE.34127.S02 | Bioanalytical method for determination of A ~ GALDERMA M99 S & B SEAMG
Adapalene in minipig plasma samples by g‘ A RESEARCH &
HPLC with fluorescence detection DEVELOPMENT
Determination of long term stability in
frozen minipig plasma samples
4.232.1
RDS.03.SRE.8502 Adapalene/BPO Combo: 4-week toxicity AR ~ GALDERMA NTEAN H gL SEAT
study in the Sprague Dawley rats by E‘ A RESEARCH &
cutaneous administration DEVELOPMENT
42322
RDS.03.SRE.12307 Adapalene/BPO Combo - 4 week toxicity e ~ [ ] sk HNG B SEAT
study by cutaneous administration in the EII A
beagle dog
4.2.32.3
RDS.03.SRE.12435 Adapalene and BPO AE ~ [ ] HEA HE B HE
A 4-week pilot dermal toxicity study of E‘ A
adapalene + BPO gel (0.1% + 2.5%) in
minipigs
42324
RDS.03.SRE.12446 Adapalene and BPO £ A~ [ ] ok s Bk HE
A 13-week dermal toxicity study of @II A
adapalene (0.1%) BPO (2.5%) combo gel in
minipigs
4.2.32.5
RDS.03.SRE.12466 Adapalene and benzoyl peroxide topical gel £ A~ ] Wk s Bk 2 A
- 13 week dermal toxicity study in the @II A
minipig
4.2.3.2.6
KPE/BG/05104 Additional information concerning 13-week - E. A GALDERMA HEA B E S
dermal toxicity studies in Gottingen RESEARCH &
minipigs DEVELOPMENT
4.2.36.1
RDS.03.SRE.12305 | Acute dermal irritation in rabbits iﬁj H~ [ ] WAk N e
FR
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4.2.3.6.2
RDS.03.SRE.12741 | GK530G @ 7 % Fu 7= IR — Y filisg ik FRH~ ] 5l *EPE R S
AR FH |
[ |
4.2.3.6.3
RDS.03.SRE.8503 | Adapalene 0.1% / BPO 2.5% gel: Skin &1 A~ GALDERMA Vs TN Er e
sensitization test in guinea-pigs (Modified #1 A RESEARCH &
Buehler test: 9 applications) DEVELOPMENT
42364
RDS.03.SRE.12306 Phototoxic and photoallergenic potential by ﬂﬂ ~ [ ] HEA B E 2
cutaneous route in guinea pigs #1 A
423771
Te 783/98-4616 Acute oral toxicity in the rat - Limit test - +l 5~ | T sk R ST
y Bl
42.3.7.7.2
1190/017 Simulgel 600: reverse mutation assay "Ames ‘$ 1ﬂ ~ [ A HNGE 2 A
test" using salmonella typhimurium and +W1 A I
escherichia coli
4.2.3.7.7.3
RDS.03.SRE.12303 | Simulgel 600: Mutation at the thymidine ‘$ 1 H~ * Vs TN R A
kinase (tk) locus of mouse lymphoma #1 A
L5178Y cells (MLA) using the microtitre
fluctuation technique
4.23.7.74
LC098243 Tolerance test according HET-CAM on ﬁ ~ I Tk PR Sz
choriod-allantoid membrane of chicken egg +£ A
4.2.3.7.75
LC098244 Tolerance test using sheep red blood cells - $I A . H - WS HNEE Sz
hemolysis
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53.1.3.1
RDS.03.SRE.4932 Effect of different application regimen on AR ~ GALDERMA M99 S & B S
percutaneous absorption of CD0271 ‘ @II A RESEARCH &
(Adapalene) and CD1579 (Benzoyl DEVELOPMENT
Peroxide) when applied as a fixed-dose
combination or in association of two
commercially available products in ex vivo
human skin
5.3.1.3.2
RDS.03.SRE.4708 Permeation and metabolisation of [*C]- £ A~ GALDERMA sk NG R ST A
Adapalene formulated alone or in @II A RESEARCH &
combination with benzoyl peroxide in the DEVELOPMENT
same formulation through Reconstructed
Human Epidermis
5.3.1.3.3
RDS.03.SRE.4781 Comparison of in vitro liberation-penetration - El A GALDERMA HEA B E STAG
of Adapalene (0.1% w/w) and Benzoyl RESEARCH &
peroxide 2.5% (w/w) formulated in different DEVELOPMENT
formulations through human skin.
53.14.1
RDS.03.VRE.4461 Determination of adapalene in human, rat - El A GALDERMA HEA B E S
and dog plasma by high-performance liquid RESEARCH &
chromatography with fluorescence detection DEVELOPMENT
5.3.1.4.2
RDS.03.VRE.34298 Validation of bioanalytical method for I A~ E3l%) H gL HE
determination of benzoic acid in human E‘ A
plasma by liquid chromatography tandem
mass spectrometry
5.3.1.4.3
RDS.03.VRE.34016 Sensitive determination of adapalene in - E. A GALDERMA HEA- g R HE
human plasma by high-performance liquid RESEARCH &
chromatography with fluorescence detection DEVELOPMENT
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5.3.1.4.4
RDS.03.VRE.34280 CD1579 (BPO) STABILITY - El A GALDERMA Mi4Y HNE B HE
ASSESSMENT IN HUMAN PLASMA RESEARCH &
SAMPLES KEPT AT ROOM DEVELOPMENT
TEMPERATURE
5.3.1.45
RDS.03.VRE.4461.501 | Stability long-term of Adapalene in frozen - $I A GALDERMA HEA- g R HE
human plasma stored at approximately -20C RESEARCH &
for about eighteen months. DEVELOPMENT
Effects of benzoyl peroxide for the
determination of adapalene in human plasma
samples.
5.3.1.4.6
RDS.03.VRE.34299 Long term stability of benzoic acid in human A ~ E N & B S
plasma sample at -20°C during 3, 6 and 12 ‘ EII A
months
5.3.1.4.7
RDS.03.VRE.34016.502 | Bioanalytical method for determination of - $I A GALDERMA HEA- g R HE
adapalene in human plasma samples by RESEARCH &
HPLC with fluorescence detection - DEVELOPMENT
Supplement
5.3.1.4.8
RDS.03.VRE.34156 Bioanalytical method for determination of A ~ GALDERMA 99 S & B SEAMG
Adapalene in in vitro liberation penetration @II A RESEARCH &
samples by HPLC with fluorescence DEVELOPMENT
detection - Validation
5.3.1.4.9
RDS.03.VRE.34157 Bioanalytical method for determination of A ~ GALDERMA M99 S & B SEAMG
Benzoyl peroxide in in vitro liberation @II A RESEARCH &
penetration samples by HPLC with UV DEVELOPMENT
detection - Validation
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53311

RD.07.SRE.27122

MULTIPLE-DOSE SAFETY STUDY OF
GK530G IN HEALTHY MALE
SUBJECTS

I ~
+R

H LT < R4

Edl)

FEPER

ZFA

53321

RD.03.SRE.2685

Pharmacokinetics and safety of adapalene
following repeated applications of either the
combination of adapalene 0.1% and benzoyl
peroxide 2.5% gel or adapalene 0.1% gel in
subjects with acne vulgaris

A~
Fp

GALDERMA
RESEARCH &
DEVELOPMENT

EZAs

PR

AFAm

53322

RD.06.SRE.18097

A Pharmacokinetic Study to Determine the
Systemic Exposure to Adapalene During
Dermal Application of Either a Fixed-
Combination of Adapalene 0.1% and
Benzoyl Peroxide 2.5% (Adapalene and
Benzoyl Peroxide Topical Gel) Gel or
Adapalene 0.1% Topical Gel for 30 Days in
Subjects with Acne Vulgaris.

A~
&S B

GALDERMA
RESEARCH &
DEVELOPMENT

EZAs

PR

7FAm

53511

RDT.07.SRE.27124

A Multicenter, Randomized, Double-
Blinded, Vehicle-Controlled Parallel Group
Efficacy and Safety Study of 2 Different
Concentrations of CD1579 Gels versus
Vehicle in the Treatment of Acne Vulgaris.

2014 4= 3 H ~
2014 4F 9 H

HNT N~ R4t

EN

PR

AFAm

53512

RDT.07.SRE.27123

A multicenter, randomized, double-blinded,
active-controlled parallel group efficacy and
safety study of GK530G versus CD0271
0.1% gel and CD1579 2.5% gel in the
treatment of acne vulgaris

2014 4 3 | ~
20144 10 A

H LT < R4

Eslg)

FEPER
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5.35.1.3
RD.06.SRE.18094 A Multi-Center, Randomized, Double-Blind, 2004 4E 2 A ~ GALDERMA At &R SEATh
Parallel Group Study to Evaluate the Safety 2004 4E 12 A RESEARCH &
And Efficacy of a Fixed Combination of DEVELOPMENT
Adapalene 0.1% / Benzoyl Peroxide 2.5%
(Adapalene/Benzoyl Peroxide Topical Gel)
Gel Compared to Each Monad and Topical
Gel Vehicle in Subjects with Acne Vulgaris
5.35.1.4
RD.06.SRE.18087 A Multicenter, Randomized, Double-Blind, 4 ~ GALDERMA TN HREE ST
Parallel-Group Study to Demonstrate the @II A RESEARCH &
Efficacy and Safety of Adapalene/Benzoyl DEVELOPMENT
Peroxide Topical Gel Compared with
Adapalene Topical Gel, 0.1%; Benzoyl
Peroxide Topical Gel, 2.5% and Topical Gel
Vehicle in Subjects with Acne Vulgaris
5.35.15
RD.06.SRE.18088 A Multicenter, Randomized, Double-Blind, AR ~ GALDERMA 99 S & B AL
Parallel-Group Study to Demonstrate the ‘ g‘ A RESEARCH &
Efficacy and Safety of Adapalene/Benzoyl DEVELOPMENT
Peroxide Topical Gel Compared with
Adapalene Topical Gel, 0.1%; Benzoyl
Peroxide Topical Gel, 2.5% and Topical Gel
Vehicle in Subjects with Acne Vulgaris
53521
RDT.07.SRE.27125 A Long Term Study of GK530G in Subjects 201345 A ~ HAT < fett E N HNE R 2L
with Acne Vulgaris 2014 4E 7 A
53522
RD.06.SRE.18089 A Long-term Safety and Efficacy Study of a 200442 H ~ GALDERMA Y NGB AT
Fixed Combination of Adapalene 0.1% and 20054 5 A RESEARCH &
Benzoyl Peroxide 2.5% (Adapalene and DEVELOPMENT
Benzoyl Peroxide Topical Gel) Gel in
Subjects with Acne Vulgaris
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5.3.5.3.1
GALDERMA PHASE IV - EPIDUO META GALDERMA Mi4Y HNE B A
ANALYSES, FINAL RESEARCH &
DEVELOPMENT
5.3.5.3.2
- GK530G Integrated Statistical Analysis Plan - $I A GALDERMA HEA- g R ST A
RESEARCH &
DEVELOPMENT
5.3.5.3.3
CD0271 0.1% / CD1579 2.5%Gel - $| JE! GALDERMA HEA HE B LA
Safety Statistical Analysis Plan of overseas RESEARCH &
studies DEVELOPMENT
5.3.5.3.4
Integrated Summary of Efficacy - JP Tables - El A GALDERMA HEA B E STAG
2.7.3 RESEARCH &
DEVELOPMENT
5.3.5.35
Integrated Summary of Safety - JP Tables - %. A GALDERMA HEA B E STAG
274 RESEARCH &
DEVELOPMENT
5.3.5.3.6
- GALDERMA R&D - Foreign safety data - E. A GALDERMA HEA- g R ST A
RESEARCH &
DEVELOPMENT
5.3.5.4.1
RD.07.SRE.27121 SAFETY STUDY BY PATCH TEST AND (e ~ HAT <Rt Eslz| gk SEAM
PHOTO PATCH TEST OF GK530G IN ‘ EII A
HEALTHY MALE SUBJECTS
5.3.5.4.2
RDT.07.SRE.27126 A Tolerability Study in Healthy Japanese G ~ T ITF <Rt EHN HNEE AT
Male Subjects With Two Fixed-Dose @II A
Combinations; GK530G and CD0271 0.1% /
CD1579 5% Combo Gel
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5.3.5.4.3
RD.03.SRE.2674 INTRA-INDIVIDUAL EVALUATION OF A ~ GALDERMA Mi4Y HNE B A
CUTANEOUS TOLERANCE OF A ONCE EII A RESEARCH &
DAILY APPLICATION OF A DEVELOPMENT
COMBINATION ADAPALENE 0.1%
AND BENZOYL PEROXIDE 2.5% OR 5%
GEL COMPARED TO BENZOYL
PEROXIDE 2.5%, 5% OR 10% GEL IN
HEALTHY VOLUNTEERS
5.3.5.4.4
RD.03.SRE.2681 Determination of the Phototoxic Potential of AR ~ GALDERMA 99 S & B AL
a combination product with adapalene 0.1% @II A RESEARCH &
plus benzoyl peroxide 2.5% in a gel after a DEVELOPMENT
single application to the skin of healthy
subjects
5.3.5.45
RD.03.SRE.2682 Determination of the Photoallergy Potential A ~ GALDERMA 99 S & B SEAMG
of a combination product with adapalene @II A RESEARCH &
0.1% plus benzoyl peroxide 2.5% in a gel DEVELOPMENT
after repeated applications to the skin of
healthy subjects
5.3.5.4.6
RD.03.SRE.2683 Determination of the cutaneous contact A ~ GALDERMA 99 S & B AT
sensitization potential of a combination ‘ @II A RESEARCH &
product with Adapalene 0.1% plus Benzoyl DEVELOPMENT
peroxide 2.5% in a gel after repeated
applications to the skin of healthy subjects.
5.3.5.4.7
RD.03.SRE.2687 Determination of the cumulative irritation A ~ GALDERMA 99 S & B SEAMG
potential of a combination product with ‘ @II A RESEARCH &
adapalene 0.1% plus benzoyl peroxide 2.5% DEVELOPMENT
in a gel after repeated applications to the
skin of healthy subjects in comparison with
adapalene gel 0.1%, benzoyl peroxide gel
2.5% and 10% and tazarotene gel 0.1%
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5.3.6.1
DEVELOPMENT SAFETY UPDATE F QA GALDERMA T4Y g Bk HE
REPORT No 03 E‘ A L A RESEARCH &
Period covered: 01-Octover-2013 to 30- DEVELOPMENT
September-2014
CD0271 + CD1579 GEL
5.3.6.2
PERIODIC SAFETY UPDATE REPORT F AR A Galderma International 99 S & B HE
no9 E‘ A L A
FOR EPIDUO® (adapalene 0.1%, benzoyl
peroxide 2.5%) GEL
5.3.6.3
PERIODIC SAFETY UPDATE REPORT I AR Galderma International S HNE B HE
For ACTIVE SUBSTANCE(S): adapalene E‘ A L H
0.1% / Benzoyl peroxide 2.5% topical gel
5.3.6.4
DEVELOPMENT SAFETY UPDATE = =N W= GALDERMA HEA HE B HE
REPORT 003 gll )EJII H RESEARCH &
Period covered: 01 August 2013 to 01 July DEVELOPMENT
2014
ADAPALENE (CD0271)
5.3.6.5
PERIODIC SAFETY UPDATE REPORT == =N W= Galderma International HEA HE ok HE
L S5
FOR DIFFERIN (adapalene)
Gel 0.1%, Cream 0.1%, Solution 0.1%,
Lotion 0.1%, Gel 0.3%
5.3.6.6
PERIODIC SAFETY UPDATE REPORT FR AR Galderma International WS HNE B HE
no 14 I E‘ Hk H
FOR BENZOYL PEROXIDE TOPICAL
FORMULATIONS

10
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