TEMOVATE £°

(clobetasol propionate
emollient cream)
Emollient, 0.05%

FOR TOPICAL DERMATOLOGIC USE ONLY—

PRODUCT INFORMATION

NOT FOR OPHTHALMIC, ORAL, OR INTRAVAGINAL USE

DESCRIPTION: TEMOVATE £ (clobetasal propionate emollient
cream) Emotlient contains the active compound clobatasol propi-
onate, a synthetic corticosteroid, for tapical dermatologic use.
Clabetasel, an analog ¢f prednisolone, has a high degree of gluco-
corticoid activity and a slight degrae of mineralocorticoid activity.

" Chemically, clobetasal propionate is {118,16R)-21-chloro-9-
fluora-11-hydroexy-16-methyl-17-(1-oxopropoxy)-pregra-1 4-diene-
3,20-dicne, and # has the following structural fermula;

CHyCi
|

Clobetasol propionate has the empirical formula CosHaCIFO; and
a malecular weight of 457. It is a white to crearn-colored crystalline
powder insoluble in water.

TEMOVATE £ Emofient contains clobetasol propionate G.5 mg/g
in an emollient base of cetostearyl alcohol, isopropyl myristate,
propylene glycol, cetomacrogol 1000, dimethicone 360, sitric acid,
sodium citrate, puritied water, and imidurea as a preservative.

CLINIGAL PHARMACGOLOGY: Like other topical corticosteroids,
clohetasol propicnate has anti-inflammatery, artipraritic, and vaso-
constrictive properties. The mechanistm of the anti-inflammatory
activily of the toplcal stervids, in general, is unciear. However, cortico-
steroids are thought fo act by the induction of phespholipase A,
inhibitory proteins, collectively calizd lipocortins. # is pestulated
that these proteins controf the biosynthesis of potent mediatars of
inflammation such as prostaglandins and leukotrienes by inhibiting
the release of their cammon precussor, arachidonic acid. Arachi-
denic acid is released from membrane phosphalipids by phospha-
lipase A,.
Pharmacokineties: The extent of percutaneous abserption of topicat
corlicostercids is determined by many facters, ncluding the vehicle
and the integrity of the epidermal barrier, Goclusive dressing with
hydrocortisene for up to 24 hours has not been demonstrated to
increase penetration; however, occlusion of hydrocortisone for
96 hours markedly enhances penetration. Topical corticosteraids can
be absorbed from rormat intact siin. Inflammation and/er other
dispase processes in the skin may increase percutaneous absorption.
Studies performed with TEMOVATE £ Emollient indicate that it
is in the super-high range of potency as compared with other topical
corticostercids.

INDICATIONS AND USAGE: TEMOVATE £ Emoilient is a super-high
potency corticostersid formulation indicated for the relief of the
inflammatory and pruritic manifestations of corticosteroid-responsive
dermatoses. Treatment beyond 2 consecutive weeks is not recom-
mended, and the total dosage should not exceed 50 g/week becauss
of {he potential for the drug to suppress the hypothalamic-pituitary-
adrenal {HPA) axis. Use in pediatric patients under 12 years of
age is not recommanded.

In the treaiment of moderate to severe plaque-type psoriasis,
TEMOVATE £ Emollient applied to 5% to 10% of body surface
area can be used up o 4 consecutive weeks. The total dosage
should not exceed 50 ghweek. When dosing for more than 2
weeks, any additional benefits of extending treatment should be
weighed against the risk of HPA suppression. Treatment beyond
4 consecutive weeks is not recommended. Patients should be
instructed to use TEMOVATE £ Emallient for the minimum
amount of time necessary to achisve the desired resulis (see
PRECAUTIONS and INDICATIONS AND USAGF). Use in pediatric
patients under 16 years of age has not been studied.

CONTRAINDICATIONS: TEMOVATE £ Emolliert is contraindicated
in these patients with a history of hypersensitivity to any of the com-
ponents of the preparation.

PRECAUTIONS:

General: Clobetasol propionate is a highly potent topical cortico-
steroid that has been shown to suppress the HPA axis at doses
as low as 2 giday.

Systeric absorption of topical corticostercids can produce revers-
fole HPA axis suppression with ihe potential for glucocorticosteroid
insufficiency after withdrawal from treatment. Manifestations of
Cushing's syndrome, hyperglycemia, and glucosuria can aiso be
produced in some patients by systemic abserption of topicat cortico-
steroids while en therapy.

Patients applying & topical steroid to a farge surface area or to
arsas under occlusion should be evaluated perindically for avidance
of HPA axis suppression. This may be done by using the ACTH stim-
ulation, A.M. plasma cortisol, and urinary free cortisol tests. Patiants
receiving super-potent corticosteroids should not be treated for more
than 2 weeks at a time, &nd only smaf areas should be treated at any
one fime due to the increased nisk of HPA suppression.

in a controlled clinical triat involving patients with maderate to
severe plaque-type psoriasis, TEMCVATE £ Emollient applied to
5% to 10% of body suriace area resulted in additional benefits in the
treatment of patients for 4 consecutive weeks. In this trial, thers wers
o clobetasol-treated patients with clinically significant decreases ta
morning certisol levels after 4 weeks of treatment; however, moming
cortisol levels may not identify patients with adrenal dysfunction.
Therefore, the additiona! benefits of exlending treatment beyond
2 weeks should be weighed against the potential for HPA suppression.
Therapy shoutd be discontinued when control has been achieved.
Treatment beyond 4 consecutive weeks is not recommended.

If HPA axis suppression is noted, an attempt should be made to
withdraw the drug, to reduce the frequency of appiication, or to
substitute a less potent corticosteroid. Recavery of HPA axis function
is generally prompt upon discontinuation of topical corticosteroids.
infrequently, sians and symptoms of glucocorticostercid insufficiency
may occur that require supplemental systemic corticasteroids. For
information on systemic supplementation, see prescribing informa-
tion for those products. ’

Pedialric patisnts may be more suscaptible to systemic toxicity
frem equivalent doses due to their larger skin surface to body mass
ratios (see PRECAUTIONS: Pediatric Use). The use of TEMOVATE £
Emofiient for 4 consecutive wesks has not been studied in pediatric
patients under 16 years of age.

If irritation develops, TEMOVATE £ Emallient should e discen-
tinued and appropriate therapy instituted. Allergic contact dermatitis
with corticosteroids s usually diagnosed by observing a fafture fo
Feal rather than noting a clinical exacerbation as with mest topicat
produsts not containing corticesteroids. Such an abservation should
bhe corroborated with appropriate diagnostic patch tasting.

If concemitant skin infections are present or deveiap, an appro-
priate antfungal or antibacterial agent should be used. If a favorable
respanse does not accur promptly, use of TEMOVATE £ Emotiient
should be discontinued until the infection has been adequatety
contralled.

TEMOVATE £ Emollient shauld not be used in the freatment of
rosacea or perioral dermatifis, and should not be used on the face,
groin, or axillae.

Information for Patients: Patients using topical corticostersids
should receive the following information and instrugtions:

1. This medication is to be used as directed by the physician. itis
for external use only. Avoid contact with the eyes.

2. This medication should not be used for any disgrder other than
that for which il was prescribed.

3. The treated skin area should not be bandaged, otherwise coverad,
or wrapped so as to be occlusive unless directed by the physician.
4 PFatients should report any sigrs of local adverse reactions to the
physician.

5. Palients should inform their physicians that they are using
TEMOVATE if surgery is contemnplated.

6. This medication should not be used on the face, underarms, or
grain areas.

7. As with other corticosteroids, tharapy should be discontinued
when control has been achisved. If no improversent is seen within
2 weeks, contact the physician.

Laboratery Tests: The following tests may be helpful in evaluating
patients for HPA axis suppression:

ACTH stimufation {est

A.M. plasma cortisol fest

Urinary frae cortisol test
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Carcinogenesis, Mutageassis, Impairment of Ferility: Long-term
animal stidies have not been performed to evaluate the carcinogenic
potential of clobetasol gropionate.

Studies fn the rat following subcutaneous administration at
dosage levels up to 50 meg/kg per day revealed that the females
exhibited an increase in the number of resorbed embryos and a
decrease in the number of living fetuses at the highest dose.

Clobetasof propionate was nonmutagenic in 3 difterent test
systems: the Ames test, the Saccharomyces cerevisiaz gene conver-
sion assay, and the £. coli B WP2 fluctuation test.

Pregnancy: Teralogenic Effects: Pregnancy Category C. Cortico-
steroids have been shown to be teratogenic in laboratory animals
when administered systemically at relatively low dosage levels, Some
corticesteroids have been shiown o be teratogenic after dermal
application to laboratory animals.

propionate has not been tested far teratogenicity when
applied topically, however, it is abserbed percutaneously, and
when administered sul ly it was a significant teratogen
in both the rabbit and mouse. Clobetasol propionate has greater
teratogenic potential than steroids that are less poient.

Teratogenicity studies in mice using the subculaneous route
resulted in fetotoxicity at the highest dose tested (1 mg/kg) and
teratogenicity at alf dose levels tested down to 0.03 mg/kg. These
doses are approximately 1.4 and 0.04 times, respectively, the human
topical dose of TEMOVATE = Emollient Abnormeatities seen included
cleft palate and skeletal abnormafities.

In rahbits, clobetasol propionate was teratogenic at doses of 3 and
10 meg/kg. These doses are approximately 0.02 and 0.05 times,
respectively, the human topical dose of TEMGVATE £ Emallient.
Abnormalities seen included cleft pafate, cranioschisis, and other
skeletal abnormalities.

There are no adequale and well-controlied studies of the teratogenic
patential of clobetasod propionate in pregnant womnen. TEMOVATE £
Emollient shoud be used duting pregnancy onty i the potential bene-
At justifies the potential risk to the fetus.

Hursing Mothers: Systemicalty administared corticosteroids appear
in hurnan milk and could suppress growth, interfere with endogenous
corticosteroid production, or cause other entoward effects. It is nod
known whether topica? administration of corticosteroids could result
in sufficient systemic absarption to produce detectable quantities in
human mitk. Because many drugs are excreted in human milk, cau-
tion should be exercised when TEMOVATE £ Emolient is adminis-
tered fo a nursing woman.

Pediatric Use: Safefy and effectiveness of TEMOVATE £ £mollient
in pediatric patients have not been established. Use in pediatric
patients under 12 years of age is not recommended. For continued
use beyond 2 consecirlive weeks, the safety of TEMOVATE £
Emollient has not been studied. Because of a higher ratio of skin
surface area to body mass, pediafric patienis are at a greater risk
than adufts of HPA axis suppression and Cushing's syndrome when
they are treated with topical corficosteroids. They are therefore alse
at grealer sisk of adrenal insufficiency during or after withdrawal
of treatment. Adverse effects including striae have been reported
with inappropriate use of topical corticosteroids in infants and
children.

HPA axis suppression, Cushing's syndrome, linear growth retar-
dation, delayed weight gain, and intracranial hypertension have been
reported in children receiving topical corticosteroids. Manifestations
of adrenal suppression in children nclude low plasma cortisol levels
and absence of respanse to AGTH stimulation. Manifestations of
intragraniat hypertension include bulging fontanslles, headaches,

and bilateral papilledema.
A limited number of patients at or above 65 years of
age (n = 34) have been treated with TEMOVATE £ Emolfient in US

clinical trials. While the number of patients is too small to permit
separate analysis of efficacy and safety, the single adverse reaction
reported in this population was similar to those reported by
younger patients. Based on available data, no adjustment of dasage
of TEMOVATE £ Emolfient in geriatdc patients is warmanted.

ADVERSE REACTIONS: In controlled fials with all clobetasol progio-
nate formulations, the following adverse reactions have been reported:
burning/stinging, peuritas, inflation, erythema, folliculitis, cracking
and fissuring of the skin, numbness of the fingers, tenderness in the
elbow, skin atrophy, and telangiectasia. The incidence of Jocal adverse
reactions reported in the trials with TEMOVATE £ Emolfient was <2%
of patients treated with the exception of burning/stinging, which
occurred in 5% of treated patients.

Cushing's syndrome has been reported in infants and adufis as
a result of prolonged se of other topical clobetaso! propionate
formulations.

The following additicnal jocal adverse reactions are reported infre-
quently with lopical corticosteroids, but may eccur more frequently
with super-high potency corticosteroids such as TEMOVATE £
Emollient. These reactions are listed in an approximately decreasing
order of occurrence: dryness, hypertrichosis, acneffarm eruptions,
hypopigmentation, perioral dermalitis, alergic contact dermatitis,
secondary infection, striae, and miliaria.

OVERDOSAGE: Topically appfied TEMOVATE £ Emollient can be
absorbed in sufficient amounts to produce systemic effects (see
PRECAUTIONS).

DOSAGE AND ADMINISTRATION: Apply a thin fayer of TEMOVATE £
Emoilient to the affected skin areas twice daily and rub in gently and
completely (see INDICATIONS AND USAGE).

TEMGVATE £ Erolfient is a super-high potency topical cortico-
steroid; therefore, treatment shoutd be timited to 2 consecutive
weeks and amounts greater than 50 g/week should not be used.

In moderate to severe plaque-type psoriasis, TEMOVATE £
Emaofiient applied to 5% te 10% of body surface area can be used up
to 4 weeks. The total dosage should not exceed 50 a/week. When
dosing for more than 2 weeks, any additional berefits of extending
treatment should be weighed against the risk of HPA suppression.
As with other highly active corticosteroids, therapy should be dis-
cominued when control has been achieved. If no improvement is
seen within 2 weeks, reassessment of diagnosis may be fecessary.
Treatment beyond 4 consecutive weeks is not recommended. Use
in pediatric patients under ¥6 years of age has nat been studied.

TEMGVATE £ Emollient should not be used with ocelusive
dressings.

Geriatric Use: In studies where geriateic patients {65 years of age
o older, see PRECAUTIONS) have been treated with TEMOVATE
£ Emotlient, safety did not differ from that in younger patients;
therefore, no dosage adjustment is recommended.

HOW SUPPLIED: TEMOVATE £ Emollient, 0.05% is supplied in
15-g {NDC 0173-0454-01), 30-g (NDC 0173-0454-02), and 60-g
(NDG 0173-0454-03) tubes.

Store between 15° and 30°C (59° and 86°F). TEMOVATE £
EmoMient should not be refrigerated.
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