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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT

Differin Cutaneous Solution 0.1 % w/w

2QUALITATIVE AND QUANTITATIVE COMPOSITION
Adapalene 0.1 % w/w.

For excipients, see 6.1.

3PHARMACEUTICAL FORM

Cutaneous sol ution.

Clear, colourless solution.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

For the treatment of acne vulgaris of the face, chest and back where comedones, papules and pustules predominate.

4.2 Posology and method of adminstration

For topical (cutaneous) administration only.

A thin film of the solution should be applied once a day before retiring and after washing to the acne-affected areas.
Ensure that the affected areas are dry before application. Care should be taken to avoid eyes and lips.

It is recommended that the physician assess the continuation of improvement of the patient after three months of
treatment with Differin Cutaneous Solution.

4.3 Contraindications

Usein patients hypersensitive to any of the ingredients.

4.4 Special warnings and special precautionsfor use

1.  Thisproduct should not come into contact with the eyes, mouth, angles of the nose, or mucous membranes.

Differin Cutaneous Solution should not be applied to eczematous skin, cuts and abrasions. Hands should be
washed after use. If the solution enters the eye, it should be washed immediately with warm water.

2. If areaction suggesting sensitivity or severeirritation occurs, use of the medication should be discontinued. If the
degree of local irritation warrants, patients should be directed to use the medication less frequently, to
discontinue use temporarily or to discontinue use altogether.

4.5 Interaction with other medicinal products and other forms of interaction

There are no known interactions with other medicaments which may be used topically and concurrently with this
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product. Adapaleneis essentially stable to oxidation and chemically nonreactive. Concomitant use of topical antibiotics
or benzoy! peroxide are not expected to produce mutual degradative effects.

Percutaneous absorption of adapalene solution is low, therefore interaction with systemic medicamentsis unlikely.
There is no evidence that the efficacy of oral drugs such as contraceptive steroids and antibiotics is influenced by the
topical use of adapalene.

Because this product has the potential for local irritation, it is possible that the concomitant use of abrasive cleansers,
strong drying agents or irritant products will produce additive irritant effects.

This product, used at night, may also be administered with other topical anti-acne treatments applied in the morning,
e.g. erythromycin (4%) or clindamycin (1%) lotions, and benzoyl peroxide water based products up to 10%.

4.6 Pregnancy and lactation

Studiesin animals have shown no real teratogenic effects of this product at high doses. However, there are no adequate
reproduction studies in pregnant women and therefore this product should not be used during pregnancy unless
considered essential by the physician.

It is not known whether this drug is excreted in animal or human milk. Therefore this product should not be given to

women breast-feeding infants unless considered essential by the physician. It should not be used on the chest areain
these women.

4.7 Effects on ability to drive and use machines

Based on the pharmacodynamic profile and clinical experience, performance related to driving and using machines
should not be affected.

4.8 Undesirable effects

Side effects include skin irritation, (erythema, dryness, scaling, burning) and stinging at the site of application whichis
reversible when treatment is reduced in frequency or discontinued. Eyelid oedema as well as eye irritation when the
product comes into contact with the eyes have been reported rarely.

4,9 Overdose

Differin Cutaneous Solution isintended for topical use only. If the medication is applied excessively, no more rapid or
better results will be obtained and marked redness, peeling or discomfort may occur.

The acute oral toxicity value in miceis greater than 10ml/kg. Unless the amount ingested is small, an appropriate
method of gastric emptying should be considered.

5SPHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Product with retinoid like pharmacological profile, poorly absorbed after topical application.
5.2 Pharmacokinetic properties

Metabolism is mainly by O-demethylation, hydroxylation and conjugation, and excretion is primarily by the biliary
route.
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5.3 Preclinical safety data

In animal studies, adapalene was well tolerated on cutaneous application for periods of up to six months in rabbits and
for up to two yearsin mice. The magjor symptoms of toxicity found in all animal species by the oral route were related
to an hypervitaminosis A syndrome, and included bone dissolution, elevated alkaline phosphatase and dlight anaemia.
Large oral doses of adapalene produced no adverse neurological, cardiovascular or respiratory effectsin animals.
Adapalene is not mutagenic. Lifetime studies with adapalene have been completed in mice at cutaneous doses of 0.6, 2
and 6 mg/kg/day and in rats at oral doses of 0.15, 0.5 and 1.5 mg/kg/day. The only significant finding was a

statistically significant increase of benign phaeochromocytomas of the adrenal medulla among male rats receiving
adapalene at 1.5mg/kg/day. The changes are considered to have no relevance to the cutaneous use of adapalene.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Ethanol
Macrogol 400

6.2 Incompatibilities
Not applicable.
6.3 Shelf Life

Unopened: 5 years
After first opening: 30 days

6.4 Special precautionsfor storage

Do not store above 25°C.
Because the product contains ethanol, avoid exposure to excessive heat.

6.5 Nature and contents of container

Type Il Ph. Eur. frosted glass bottle fitted with a screw cap. The bottle is accompanied with a Dab-O-Matic
applicator.

6.6 Instructions for use and handling

No special requirements.

7MARKETING AUTHORISATION HOLDER
Galderma (UK) Ltd.

Galderma House

Church Lane

Kings Langley

Herts WD4 8JP
England

8 MARKETING AUTHORISATION NUMBER

PA 590/6/1
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O DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19t October 1993
Date of last renewal: 19" October 2003

10 DATE OF REVISION OF THE TEXT

September 2004
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