
DIFFERIN ® (adapalene) Cream, 0.1%
Rx Only BRIEF SUMMARY
For topical use only. Not for ophthalmic, oral, or intravaginal use.
INDICATIONS AND USAGE: DIFFERIN® Cream is indicated for the topical
treatment of acne vulgaris.
CONTRAINDICATIONS: DIFFERIN® Cream should not be administered to
individuals who are hypersensitive to adapalene or any of the components
in the cream vehicle.
PRECAUTIONS: General: If a reaction suggesting sensitivity or chemical
irritation occurs, use of the medication should be discontinued. Exposure to
sunlight, including sunlamps, should be minimized during use of adapalene.
Patients who normally experience high levels of sun exposure, and those with
inherent sensitivity to sun, should be warned to exercise caution. Use of
sunscreen products and protective clothing over treated areas is recommended
when exposure cannot be avoided. Weather extremes, such as wind or cold,
also may be irritating to patients under treatment with adapalene.
Avoid contact with the eyes, lips, angles of the nose, and mucous membranes.
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 adapalene.
Information for Patients: Patients using DIFFERIN® Cream should receive
the following information and instructions:
1. This medication is to be used only as directed by the physician.
2. It is for external use only.
3. Avoid contact with the eyes, lips, angles of the nose, and mucous 

membranes.
4. Cleanse area with a mild or soapless cleanser before applying this 

medication.
5. Moisturizers may be used if necessary; however, products containing

alpha hydroxy or glycolic acids should be avoided.
6. Exposure of the eye to this medication may result in reactions such as

swelling, conjunctivitis, and eye irritation.
7. This medication should not be applied to cuts, abrasions, eczematous or 

sunburned skin.
8. Wax epilation should not be performed on treated skin due to the potential

for skin erosions.
9. During the early weeks of therapy, an apparent exacerbation of acne may

occur. This is due to the action of this medication on previously unseen
lesions and should not be considered a reason to discontinue therapy.
Overall clinical benefit may be noticed after two weeks of therapy, but at
least eight weeks are required to obtain consistent beneficial effects.

Drug Interactions: As DIFFERIN® Cream has the potential to produce local
irritation in some patients, concomitant use of other potentially irritating
topical products (medicated or abrasive soaps and cleansers, soaps and
cosmetics that have a strong drying effect, and products with high concentra-
tions of alcohol, astringents, spices or lime rind) should be approached with
caution. Particular caution should be exercised in using preparations containing
sulfur, resorcinol, or salicylic acid in combination with DIFFERIN® Cream. If
these preparations have been used, it is advisable not to start therapy with
DIFFERIN® Cream until the effects of such preparations in the skin have subsided.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenicity
studies with adapalene have been conducted in mice at topical doses of 0.4, 1.3,
and 4.0 mg/kg/day, and in rats at oral doses of 0.15, 0.5, and 1.5 mg/kg/day.
These doses are up to 8 times (mice) and 6 times (rats) in terms of mg/m2/day
the maximum potential exposure at the recommended topical human dose
(MRHD), assumed to be 2.5 grams DIFFERIN® Cream, which is approximately
1.5 mg/m2 adapalene. In the oral study, increased incidence of benign and malig-
nant pheochromocytomas in the adrenal medullas of male rats was observed.
No photocarcinogenicity studies were conducted. Animal studies have
shown an increased risk of skin neoplasms with the use of pharmacologically
similar drugs (e.g., retinoids) when exposed to UV irradiation in the laboratory
or to sunlight. Although the significance of these studies to human use is not
clear, patients should be advised to avoid or minimize exposure to either
sunlight or artificial UV irradiation sources.
Adapalene did not exhibit mutagenic or genotoxic effects in vivo (mouse
micronucleus test) and in vitro (Ames test, Chinese hamster ovary cell
assay, mouse lymphoma TK assay) studies.
Reproductive function and fertility studies were conducted in rats administered
oral doses of adapalene in amounts up to 20 mg/kg/day (up to 80 times the
MRHD based on mg/m2 comparisons). No effects of adapalene were found on
the reproductive performance or fertility of the FO males or females. There
were also no detectable effects on the growth, development and subsequent
reproductive function of the F1 generation.
Nursing Mothers: It is not known whether this drug is excreted in human
milk. Because many drugs are excreted in human milk, caution should be
exercised when DIFFERIN® Cream is administered to a nursing woman.
Pediatric Use: Safety and effectiveness in pediatric patients below the age
of 12 have not been established.
ADVERSE REACTIONS: In controlled clinical trials, local cutaneous irritation
was monitored in 285 acne patients who used DIFFERIN® Cream once 
daily for 12 weeks. The frequency and severity of erythema, scaling, dryness,
pruritus and burning were assessed during these studies. The incidence of
local cutaneous irritation with DIFFERIN® Cream from the controlled clinical
studies is provided in the following table:

DIFFERIN ® (adapalene gel) Gel, 0.1%
Rx Only BRIEF SUMMARY
INDICATIONS AND USAGE: DIFFERIN® Gel is indicated for the topical 
treatment of acne vulgaris.
CONTRAINDICATIONS: DIFFERIN® Gel should not be administered to
individuals who are hypersensitive to adapalene or any of the components
in the vehicle gel.
WARNINGS: Use of DIFFERIN® Gel should be discontinued if hypersensitivity
to any of the ingredients is noted. Patients with sunburn should be advised
not to use the product until fully recovered.
PRECAUTIONS: General: If a reaction suggesting sensitivity or chemical
irritation occurs, use of the medication should be discontinued. Exposure to
sunlight, including sunlamps, should be minimized during the use of adapalene.
Patients who normally experience high levels of sun exposure, and those with
inherent sensitivity to sun, should be warned to exercise caution. Use of
sunscreen products and protective clothing over treated areas is recommended
when exposure cannot be avoided. Weather extremes, such as wind or cold,
also may be irritating to patients under treatment with adapalene.
Avoid contact with the eyes, lips, angles of the nose, and mucous membranes.
The product should not be applied to cuts, abrasions, eczematous skin, or
sunburned skin.
Certain cutaneous signs and symptoms such as erythema, dryness, scaling,
burning, or pruritus may be experienced during treatment. These are most
likely to occur during the first two to four weeks and will usually lessen with
continued use of the medication. Depending upon the severity of adverse
events, patients should be instructed to reduce the frequency of application or
discontinue use.
Drug Interactions: As DIFFERIN® Gel has the potential to produce local irri-
tation in some patients, concomitant use of other potentially irritating topical
products (medicated or abrasive soaps and cleansers, soaps and cosmetics
that have a strong drying effect, and products with high concentrations of
alcohol, astringents, spices, or lime) should be approached with caution.
Particular caution should be exercised in using preparations containing sulfur,
resorcinol, or salicylic acid in combination with DIFFERIN® Gel. If these prepa-
rations have been used, it is advisable not to start therapy with DIFFERIN® Gel
until the effects of such preparations in the skin have subsided.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenicity
studies with adapalene have been conducted in mice at topical doses of 0.3, 0.9,
and 2.6 mg/kg/day and in rats at oral doses of 0.15, 0.5, and 1.5 mg/kg/day,
approximately 4-75 times the maximal daily human topical dose. In the oral
study, positive linear trends were observed in the incidence of follicular cell
adenomas and carcinomas in the thyroid glands of female rats, and in the
incidence of benign and malignant pheochromocytomas in the adrenal
medullas of male rats.
No photocarcinogenicity studies were conducted. 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 to sunlight.
Although the significance of these studies to human use is not clear, patients
should be advised to avoid or minimize exposure to either sunlight or artificial
UV irradiation sources.
In a series of in vivo and in vitro studies, adapalene did not exhibit mutagenic
or genotoxic activities.
Pregnancy: Teratogenic effects. Pregnancy Category C. No teratogenic effects
were seen in rats at oral doses of adapalene 0.15 to 5.0 mg/kg/day, up to
120 times the maximal daily human topical dose. Cutaneous route teratology
studies conducted in rats and rabbits at doses of 0.6, 2.0, and 6.0 mg/kg/day,
up to 150 times the maximal daily human topical dose exhibited no fetotoxicity
and only minimal increases in supernumerary ribs in rats. There are no adequate
and well-controlled studies in pregnant women. Adapalene should be used dur-
ing pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers: It is not known whether this drug is excreted in human
milk. Because many drugs are excreted in human milk, caution should be
exercised when DIFFERIN® Gel is administered to a nursing woman.
Pediatric Use: Safety and effectiveness in pediatric patients below the age
of 12 have not been established.
ADVERSE REACTIONS: Some adverse effects such as erythema, scaling,
dryness, pruritus, and burning will occur in 10-40% of patients. Pruritus or
burning immediately after application also occurs in approximately 20% of
patients. The following additional adverse experiences were reported in
approximately 1% or less of patients: skin irritation, burning/stinging, erythema,
sunburn, and acne flares. These are most commonly seen during the first
month of therapy and decrease in frequency and severity thereafter. All
adverse effects with use of DIFFERIN® Gel during clinical trials were
reversible upon discontinuation of therapy.

Other reported local cutaneous adverse events in patients who used
DIFFERIN® Cream once daily included: sunburn (2%), skin discomfort-
burning and stinging (1%) and skin irritation (1%). Events occurring in less
than 1% of patients treated with DIFFERIN® Cream included: acne flare, 
dermatitis and contact dermatitis, eyelid edema, conjunctivitis, erythema,
pruritus, skin discoloration, rash, and eczema.
OVERDOSAGE: DIFFERIN® Cream is intended for cutaneous use only. If 
the medication is applied excessively, no more rapid or better results will
be obtained and marked redness, scaling, or skin discomfort may occur.
The acute oral toxicity of DIFFERIN® Cream in mice and rats is greater than
10 mL/kg. Chronic ingestion of the drug may lead to the same side effects
as those associated with excessive oral intake of Vitamin A.
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OVERDOSAGE: DIFFERIN® Gel is intended for cutaneous 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 of DIFFERIN® Gel in mice and rats is greater than 10 mL/kg.
Chronic ingestion of the drug may lead to the same side effects as those
associated with excessive oral intake of Vitamin A.
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Incidence of Local Cutaneous Irritation with
DIFFERIN® Cream from Controlled Clinical Studies (N=285)

None Mild Moderate Severe

Erythema 52% (148) 38% (108) 10% (28) <1% (1)

Scaling 58% (166) 35% (100) 6% (18) <1% (1)

Dryness 48% (136) 42% (121) 9% (26) <1% (2)

Pruritus (persistent) 74% (211) 21% (61) 4% (12) <1% (1)

Burning/Stinging 71% (202) 24% (69) 4% (12) <1% (2)
(persistent)
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New Appeal Process for Medicare Part B Denials
B Y  M A RY  E L L E N  S C H N E I D E R

Senior Writer

L A S V E G A S —  On Jan. 1, Medicare of-
ficials implemented a new five-step process
for appealing Medicare Part B claims.

The changes apply to Part B initial claim
determinations issued and mailed on or af-
ter that date, Edward R. Gaines III, senior
vice president for compliance and gener-
al counsel at Healthcare Business Re-
sources Inc. of Durham, N.C., said at a

meeting on reimbursement sponsored by
the American College of Emergency
Physicians. 

The new process includes some signifi-
cant procedural differences that could ben-
efit physicians, including an opportunity
for an independent review earlier in the
process, Mr. Gaines said in an interview.
� Step 1. The new process begins with a
“redetermination” of the initial claim de-
cision made by the Part B carrier. The re-
determination is also made by the Part B

carrier but the appeals decision is made by
an employee who was not involved in the
initial determination. This is the only step
in the process that involves the Part B car-
rier that made the original decision, Mr.
Gaines said. 

Physicians have 120 days from the re-
ceipt of the notice of initial determination
to file an appeal. Mr. Gaines recommend-
ed filing all documentation with the letter
requesting a redetermination, including
case summaries explaining your code se-

lection. Otherwise, the carrier automati-
cally receives up to 14 additional days to
its 60-day decision deadline. 
� Step 2. Providers can appeal the rede-
termination decision in a step called re-
consideration. Physicians have 180 days
from the date of receipt of the redeter-
mination to file this appeal with the Qual-
ified Independent Contractor (QIC) indi-
cated in the Part B carrier letter. 

The redetermination step replaces the
old “fair hearing” process. The old process
was frequently criticized since the fair
hearing officer usually had close ties to the
Part B carrier that made the original de-
cision, Mr. Gaines said. 

He recommended submitting all rele-
vant evidence in support of the claim
when the notice of reconsideration is sub-
mitted because this is a new review and
the QIC will not consider what the carri-
er ruled previously. 

QICs are bound by Medicare national
coverage deci-
sions, CMS rul-
ings, laws, and
federal regula-
tions. But they
are not bound
by other docu-
ments including
local coverage
decisions, pro-
gram guidance,
or manual in-
structions, he
said. The recon-
sideration deci-
sion is rendered

within 60 days under the appeals process.
� Step 3. A hearing with an administra-
tive law judge is held in person, by video,
or by telephone. Otherwise, the adminis-
trative law judge (ALJ) will base his or her
decision on the written record. To have an
ALJ review the appeal, submit a written re-
quest within 60 days of the reconsidera-
tion notice. At this level of the appeal, at
least $110 must be in dispute.

To get an in-person hearing, physicians
must make that request before the hear-
ing date is set and explain why a telephone
or video hearing is not acceptable, Mr.
Gaines said. Consider obtaining legal
counsel at this point in the process, Mr.
Gaines advised. 
� Step 4. If still not satisfied, a provider
may now appeal to the Medicare Appeals
Council. This must be done within 60
days from the receipt of the ALJ decision.
The Medicare Appeals Council is another
addition to the process. Previously, physi-
cians who wanted to appeal a decision be-
yond the ALJ would have to go to federal
district court, and few physicians took
that step, Mr. Gaines said.

There is no right to a hearing before the
council, but physicians can request an oral
argument. In addition, parties to the ap-
peal can file briefs. 

� Step 5. The final appeal is to the fed-
eral district court. This must be filed with-
in 60 days of the Medicare Appeals Coun-
cil decision. The case may be filed in the
U.S. District Court where the appealing
physician resides. At this step in the process,
at least $1,090 must still be in dispute. ■

The new process
includes
procedural
differences that
could benefit
physicians, such
as opportunity for
an independent
review earlier in
the process.
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