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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do notincludeall the information needed to use
ENSTILAR Foam safely and effectively. See full prescribing
information for ENSTILAR Foam.

ENSTILAR® (calcipotriene and betamethasone dipropionate) foam, for
topical use
Initial U.S. Approval: 2006

Enstilar Foam is a combination of calcipotriene, a vitamin D analog, and
betamethasone dipropionate, a corticosteroid, indicated for the topical
treatment of plaque psoriasis in patients 12 years and older. (1)

« Shake before use. Apply Enstilar Foam to affected area(s) once daily for
up to 4 weeks. Discontinue therapy when control is achieved. Do not use
more than 60 grams every 4 days. (2)

« Do not use with occlusive dressings unless directed by a healthcare
provider. (2)

« Avoid useon the face, groin, or axillae, or if skin atrophy is present at
the treatment site. (2)

« Not for oral, ophthalmic, or intravaginal use. (2)

Foam: 0.005%/0.064% - Each gram of Enstilar Foam contains 50 mcg of
calcipotriene and 0.643 mg of betamethasone dipropionate. (3)

------------------------------- CONTRAINDICATIONS - =omremememem e e e

« Flammability: The propellants in Enstilar Foam are flammable. Instruct
the patient to avoid fire, flame, and smoking during and immediately
following application. (5.1)

Hypercalcemia and Hypercalciuria: Hypercalcemia and hypercalciuria
have been observed with use of Enstilar Foam. If hypercalcemia or
hypercalciuria develop, discontinue treatment until parameters of calcium
metabolism have normalized. (5.2)

Effects on Endocrine System: Topical corticosteroids can produce
reversible hypothalamic-pituitary-adrenal (HPA) axis suppression with
the potential for glucocorticosteroid insufficiency during and after
withdrawal of treatment. Risk factors include the use of high-potency
topical corticosteroids, use over a large surface area oron areas under
occlusion, prolonged use, altered skin barrier, liver failure, and use in
pediatric patients. Modify use should HPA axis suppression develop. (5.3,
8.4)

Ophthalmic Adverse Reactions: Topical corticosteroid products may
increase the risk of cataracts and glaucoma. If visual symptoms occur,
consider referral to an ophthalmologist. (5.5)

Adverse reactions reported in < 1% of subjects included application site
irritation, application site pruritus, folliculitis, skin hypopigmentation,
hypercalcemia, urticaria, and exacerbation of psoriasis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact LEO
Pharma Inc. at 1-877-494-4536 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

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

Revised: 8/2021

FULL PRESCRIBING INFORMATION: CONTENTS*

INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Flammability
5.2 Hypercalcemia and Hypercalciuria
5.3 Effects on Endocrine System
5.4 Allergic Contact Dermatitis
5.5 Ophthalmic Adverse Reactions
6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

6.2 Postmarketing Experience
8  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.4 Pediatric Use
8.5 Geriatric Use

GO~ WN -

11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied
16.2 Storage
16.3 Handling
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information are
not listed.

Reference ID: 4837480

Page 1


www.fda.gov/medwatch
www.fda.gov/medwatch

This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
Enstilar® (calcipotriene and betamethasone dipropionate) Foam is indicated for the topical treatment of plaque psoriasis in patients 12
yearsand older.

2 DOSAGE AND ADMINISTRATION

Shake canpriorto using Enstilar Foam. Apply Enstilar Foam to affected areas once daily forup to4 weeks. The maximum dose
should not exceed 60 grams every 4 days. Rub in Enstilar Foam gently. Wash hands after applying the product. Discontinue
Enstilar Foam when controlis achieved.

Enstilar Foam should not be used:

o with occlusive dressings unless directed by a healthcare provider.
e ontheface,groin,oraxillae, orif skin atrophy is present atthe treatment site.

Enstilar Foam is not for oral, ophthalmic, or intravaginal use.

3 DOSAGE FORMS AND STRENGTHS

Enstilar Foam: 0.005%/0.064% - each gram contains 50 mcg calcipotriene and 0.643 mg of betamethasone dipropionate in a white to
off-white opalescent liquid in a pressurized aluminum spray can with a continuous valve and actuator. At administration the product s
a white to off-white foam after evaporation of the propellants.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Flammability

The propellants in Enstilar Foam are flammable. Instruct the patient toavoid fire, flame, and smoking duringand immediately
followingapplication.

5.2 Hypercalcemiaand Hypercalciuria

Hypercalcemia and hypercalciuria have been observed with use of Enstilar Foam. If hypercalcemia or hypercalciuria develop,
discontinue treatment until parameters of calcium metabolism havenormalized. The incidence of hypercalcemia and hypercalciuria
following Enstilar Foam treatment of more than 56 weeks has not been evaluated [ see Clinical Pharmacology (12.2)].

5.3 Effectson Endocrine System

Hypothalamic-Pituitary-Adrenal Axis Suppression

Systemic absorption of topical corticosteroids can cause reversible hypothalamic-pituitary-adrenal (HPA) axis suppression with the
potential for clinical glucocorticosteroid insufficiency. This may occur during treatment or uponwithdrawal of treatment. Factors
that predisposea patientto HPA axis suppression include the use of high-potency steroids, large treatment surface areas, prolonged
use, use of occlusive dressings, altered skin barrier, liver failure,andyoungage.

Evaluationfor HPA axis suppression may be done by usingthe adrenocorticotropic hormone (ACTH) stimulationtest. IfHPA axis
suppressionis documented, gradually withdraw Enstilar Foam, reduce the frequency of application, or substitute with a less potent
corticosteroid.

The followingtrials evaluated the effects of Enstilar Foamon HPA axis suppression [see Clinical Pharmacology (12.2)]:

¢ Inatrialevaluatingthe effects of Enstilar Foam onthe HPA axis, 35 adult subjects applied Enstilar Foam onthe bodyand
scalp. Adrenal suppressionwas notobservedin any subjects after 4 weeks of treatment.

e Inanothertrial, 33 adolescent subjectsage 12 to17 yearsapplied Enstilar Foam on the body and scalp. Adrenal
suppressionoccurredin 3 (9%) of the subjects.

e Inatrial,21 subjectsaged 18 yearsand older with plaque psoriasis applied Enstilar Foam oncedaily for 4 weeks andthen
twice weekly on 2 non-consecutivedaysfor 52 weeks, including oncedaily for 4 weeks if loss of response occurred.
Adrenalsuppression was observedin 2 (10%) of the subjects.
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Cushing’s Syndromeand Hyperglycemia
Systemic effects of topical corticosteroids may also include Cushing's syndrome, hyperglycemia, and glucosuria.

Additional Considerations for Endocrine Adverse Reactions
Pediatric patients may be more susceptible to systemic toxicity due to their larger skin surface to body mass ratios [ see Use in Specific
Populations (8.4)].

Use of more than one corticosteroid-containing product at the same time may increase the total systemic corticosteroid exposure.

5.4 AllergicContact Dermatitis

Allergic contactdermatitis has been observed with topical calcipotrieneandtopical corticosteroids. Allergic contact dematitis to a
topical corticosteroid is usually diagnosed by observinga failure to heal rather than a clinical exacerbation. Corroborate suchan
observationwith appropriate diagnostic patch testing.

5.5 Ophthalmic Adverse Reactions

Use of topical corticosteroids, including Enstilar® Foam, may increase therisk of posterior subcapsular cataracts and glaucoma.
Cataracts and glaucoma havebeenreported with the postmarketing use of topical corticosteroid products. Avoid contact with Enstilar
Foam with eyes. Enstilar Foam may cause eye irritation. Advise patients toreportany visual symptoms and consider referralto an
ophthalmologist for evaluation.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adversereaction rates observed in the clinical trials of a drug
cannotbe directly comparedto rates in the clinical trials of another drugand may not reflect therates observed in practice.

Clinical Trials Conductedin Subjects 18 years and older with Psoriasis

The rates of adverse reactions described below were from three randomized, multicenter, vehicle and/or active-controlled clinical
trialsin adult subjects with plague psoriasis [ see Clinical Studies (14)]. Subjects applied study product once daily for 4 weeks, and
the medianweekly dose of Enstilar Foam was 25 grams. Adversereactions reported in <1% of adult subjects treated with Enstilar
Foam included: applicationsite irritation, application site pruritus, folliculitis, skin hypopigmentation, hypercalcemia, urticaria, and
exacerbation of psoriasis.

Clinical Trials Conductedin Subjects 12to 17 years with Psoriasis

In one uncontrolled clinical trial, 106 subjects aged 12 to 17 years with plaque psoriasis of thescalp and body applied Enstilar
Foam oncedaily forup to 4 weeks. The medianweekly dosewas 40 grams. Adverse reactions reported in <1% of adolescent
subjectstreated were acne, erythema, application site pain, andskin reactions [ see Use in Specific Populations (8.4) and Clinical
Pharmacology (12.2)].

6.2 Postmarketing Experience
Because adverse reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate
their frequency orestablish a causal relationship to drugexposure.

Postmarketing reports for local adverse reactions to Enstilar Foam included applicationsite burning.

Postmarketing reports for local adverse reactions to topical corticosteroids included atrophy, striae, telangiectasia, dryness, perioral
dermatitis, secondary infection, and miliaria.

Ophthalmic adversereactions of cataracts, glaucoma, andincreased intraocular pressure have been reported with the use of topical
corticosteroids, including topical betamethasone products.

8 USE IN SPECIFICPOPULATIONS

8.1 Pregnancy

Risk Summary

Available data with Enstilar Foam are not sufficientto evaluate a drug-associated risk for major birth defects, miscarriages, or
adversematernal or fetal outcomes. Although there are no available data onuse of the calcipotriene componentin pregnantwomen,
systemic exposure to calcipotriene after topical administration of Enstilar Foam is likely to be low [ see Clinical Pharmacology
(12.3)].
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Observational studies suggest an increased risk of having low birth weight infants with the maternal use of potent or super potent
topical corticosteroids (see Data). Advise pregnant women that Enstilar® Foam may increasethe potential risk of havinga low birth
weight infantand to use Enstilar Foam onthe smallest area of skin and for the shortest duration possible.

Inanimal reproduction studies, oraladministration of calcipotriene to pregnantrats during the period of organogenesis resulted in an
increased incidence of minor skeletal abnormalities, including enlarged fontanelles and extra ribs (see Data). Oraladministration of
calcipotriene to pregnantrabbits during the period of organogenesis had no apparent effects on embryo-fetal development.
Subcutaneous administration of betamethasone dipropionate to pregnant rats and rabbits duringthe period of organogenesis resulted
in fetaltoxicity, including fetal deaths, reduced fetal weight, and fetal malformations (cleft palate and crooked or short tail) (see
Data). The available data do not allowthe calculation of relevant comparisons between the systemic exposuresof calcipotriene and
betamethasonedipropionate observed in animal studies to the systemic exposures that would be expected in humans after topical use
of Enstilar Foam.

The background risk of major birth defects and miscarriage in the indicated population is unknown. All pregnancies have a
backgroundrisk of birth defect, loss, or otheradverse outcomes. In the U.S. general population, the estimated backgroundrisk of
major birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15%to 20%, respectively.

Data

Human Data

Available observational studies in pregnant women did not identify a drug-associated risk of major birth defects, preterm delivery, or
fetal mortality with the use of topical corticosteroids of any potency. However, when thedispensed amountof potentor super potent
topical corticosteroids exceeded 300 grams during the entire pregnancy, maternal use was associated with anincreased risk of low
birth weight in infants.

Animal Data

Embryo-fetal developmentstudies with calcipotriene were performed by the oral routein ratsand rabbits. Pregnantratsreceived
dosagesof0, 6,18, 0r54 mcg/kg/day (0,36, 108, and 324 mcg/m?/day, respectively) on days 6-15 of gestation (the period of
organogenesis). There were no apparenteffects on maternal survival, behavior, or bodyweight gain, no effects on litter parameters,
and no effects on theincidence of major malformations in fetuses. Fetuses from dams dosed at 54 mcg/kg/day exhibited a significantly
increased incidence of minor skeletal abnormalities, including enlarged fontanelles and extraribs.

Pregnant rabbits were dosed daily with calcipotriene at exposures 0f0, 4,12, or 36 mcg/kg/day (0, 48, 144, and 432 mog/m?/day,
respectively) on days 6-18 of gestation (the period of organogenesis). Mean maternal body weight gain was reduced in animals dosed
at 12 or36 mcg/kg/day. The incidence of fetal deaths was increased in the group dosedat 36 mcg/kg/day; reduced fetal weight was
also observed in thisgroup. The incidence of major malformations among fetuses was not affected. An increase in the incidence of
minor skeletalabnomalities, including incomplete ossification of sternebrae, pubic bones, and forelimb phalanges, was observed in
the group dosedat36 mcg/kg/day.

Embryo-fetal development studies with betamethasone dipropionate were performed via subcutaneous injection in mice and rabbits.
Pregnant mice were administered doses of 0, 156, 625, or 2500 mcg/kg/day (0,468, 1875, and 7500 mcg/m?/day, respectively) on
days7 through 13 of gestation (the period of organogenesis). Betamethasone dipropionate induced fetal toxicity, including fetal
deaths, reduced fetal weight, malformations(increased incidence of the cleftpalateand crooked or shorttail), and minor skeletal
abnormalities (delayed ossification of vertebra and sternebrae). Fetal toxicity was observed at the lowest exposurethatwas evaluated
(156 mcg/kg/day).

Pregnant rabbits were injected subcutaneously atdosages 0f0,0.625, 2.5, and 10 mcg/kg/day (0, 7.5, 30, and 120 mcg/m?/day,
respectively) on days 6 through 18 of gestation (the period of organogenesis). Betamethasone dipropionate induced fetal toxicity,
including fetal deaths, reduced fetal weight, external malformations (including malformedears, cleft palate, umbilical hernia, kinked
tail, club foot, and club hand), and skeletal malformations (including absence of phalanges of the first digit and cranial dysplasia) at
dosagesof2.5 mcg/kg/day andabove.

Calcipotrienewas evaluated for effects on peri-and post-natal development when orally administered to pregnant rats at dosages of 0,
6, 18 or54 mcg/kg/day (0, 36, 108, and 324 mcg/m?/day, respectively) from gestation day 15 through day 20 postpartum. No
remarkable effects were observed on any parameter, including survival, behavior, body weight, litter parameters, or the ability to nurse
or rearpups.

Betamethasonedipropionate was evaluated for effectson peri-and post-natal developmentwhen orally administered to pregnant rats
atdosagesof0, 100,300, and 1000 mcg/kg/day (0,600, 1800, and 6000 mcg/m?/day, respectively) from gestationday 6 through day
20 postpartum. Mean maternal body weight was significantly reduced on gestation day 20in animals dosed at 300 and 1000
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mcg/kg/day. The meanduration of gestation was slightly, but statistically significantly, increasedat100, 300, and 1000 mcg/kg/day.
The mean percentage of pups thatsurvivedto day 4 wasreduced in relationto dosage. On lactation day 5, the percentage of pups with
a reflex to right themselves whenplaced on their back was significantly reduced at 1000 mcg/kg/day. No effects onthe ability of pups
to learn were observed, andtheability of the offspring of treated rats to reproduce was not affected.

8.2 Lactation

Risk Summary

There is no informationregardingthe presence of topically administered calcipotriene and betamethasone dipropionate in human milkk,
the effects onthe breastfed infant, or the effects onmilk production. Concentrations of calcipotriene in plasma are lowafter topical
administration, and therefore, concentrations in humanmilk are likely to be low [ see Clinical Pharmacology (12.3)]. It isnot known
whethertopicaladministration of large amounts of betamethasone dipropionate could result in sufficientsystemic absorptionto
producedetectable quantities in humanmilk. The developmental and health benefits of breastfeeding should be considered along with
the mother’s clinical need for Enstilar® Foam andany potential adverse effects on the breastfed child from Enstilar Foam or fromthe
underlying maternal condition.

Clinical Considerations

To minimize potential exposureto the breastfed infant via breastmilk, use Enstilar Foam onthe smallest area of skin and for the
shortest duration possible while breastfeeding. Advise breastfeedingwomennotto apply Enstilar Foam directly to thenipple and
areola to avoid direct infantexposure [see Use in Specific Populations (8.4)].

8.4 PediatricUse

The safety and effectiveness of Enstilar Foam for thetreatment of mild to severe plaque psoriasis have been established in pediatric
patientsagel2to 17 years. The use of Enstilar Foam for this indication is supported by evidence from adequate and well-controlled
trialsin adults and from one uncontrolled trialin 106 adolescents age 12 to 17 years with psoriasis of the body andscalp. Calcium
metabolism was evaluated in all pediatric subjects and no cases of hypercalcemia or clinically relevantchanges in urinary calcium
were reported. Hypothalamic pituitary adrenal (HPA) axis suppressionwas evaluated in a subset of 33 pediatric subjects with
moderate plaque psoriasis of the bodyandscalp (meanbody surface area involvementof 16% and meanscalp area involvement of
56%). After 4 weeks of once daily treatmentwith a meanweekly dose of 47 grams, HPA axis suppressionwas observedin 3 of 33
subjects (9%) [ see Warnings and Precautions (5.2), Adverse Reactions (6.1) and Clinical Pharmacology (12.2)].

Because ofa higherratio of skin surface area to body mass, childrenunderthe ageof 12 years are at particular risk of systemic
adverseeffects whenthey are treated with topical corticosteroids. Pediatric patients are, therefore, also atgreater risk of HPA axis
suppressionandadrenal insufficiency with theuse of topical corticosteroids including Enstilar Foam[ see Warnings and Precautions
(5.3)and Clinical Pharmacology (12.2)].

Cushing’ssyndrome, linear growth retardation, delayed weight gain, and intracranial hypertension have beenreportedin pediatric
patients treated with topical corticosteroids.

Localadverse reactions includingstriae have beenreported with use of topical corticosteroids in pediatric patients.
The safety and effectiveness of Enstilar Foam in pediatric patients lessthan 12 years of age havenotbeen established.

8.5 Geriatric Use
Of the total number of subjects in the controlled clinicalstudies of Enstilar Foam, 97 subjects were 65 yearsand over,and 21 were
75and over.

No overalldifferences in safety oreffectiveness of Enstilar Foam were observed between these subjects and younger subjects, and
otherreported clinical experience has not identified differences in responses between the elderly and younger patients, butgreater
sensitivity of some older individuals cannotbe ruled out.

11 DESCRIPTION
Enstilar Foam contains calcipotriene hydrate and betamethasonedipropionate. It is for topical use only.

CalcipotrieneHydrate

Calcipotriene hydrate is a synthetic vitamin D analogand has the chemical name 9,10-secochola-5,7,10(19),22-tetraene-1,3,24-
triol,24-cyclo-propyl-,monohydrate, (10,33,5Z,7E,22E,24S) with the empirical formula C27Hs003-H.0), a molecular weight of 430.6,
and the followingstructural formula (calcipotriene hydrate isa white to almostwhite, crystalline compound):
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Betamethasone Dipropionate

Betamethasonedipropionate is a synthetic corticosteroid and has the chemical name pregna-1,4-diene-3,20-dione-9-fluoro-11-
hydroxy-16-methyl-17,21-bis(1-oxypropoxy)-(11B,16B), with the empirical formula C2sHs7FO-, a molecular weight of 504.6, and the
followingstructural formula (betamethasone dipropionate is a white to almost white, crystalline powder):

o
!
o s
Q J E -
oA

~ ,?5&
]

i

Enstilar® Foam

Each gram of Enstilar Foam contains 50 mcg of calcipotriene (equivalent to 52.2 mcg of calcipotriene hydrate) and 0.643 mg of
betamethasonedipropionate (equivalent to 0.5 mg of betamethasone) in a base of white petrolatum, polyoxypropylene stearyl ether,
mineraloil, all-rac-alpha-tocopherol, and butylhydroxytoluene. Enstilar Foam is a white to off-white opalescent liquid in a pressurized
aluminum spray canwith a continuousvalve and actuator. The propellants used in Enstilar Foam aredimethyl etherand butane. At
administration, the product is a white to off-white foamafter evaporation of the propellants. Enstilar Foam has the appearance of a
non-expanding foam that gradually collapses after spraying.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Enstilar Foam combines the pharmacological effects of calcipotriene hydrate asa synthetic vitamin D3 analogand betamethasone
dipropionateas a synthetic corticosteroid. However, while their pharmacologic and clinical effects are known, the exact mechanisms
of theiractionsin the treatment of plaque psoriasis are unknown.

12.2 Pharmacodynamics

Hypothalamic-Pituitary-Adrenal (HPA) Axis Suppression:

HPAaxis suppression as indicated by a 30-minute post-stimulation cortisol level of <18 mcg/dL was evaluated in the followingtrials
[see Warnings and Precautions (5.3)]:

o Enstilar Foam was applied to adult subjects (N=35) with moderateto severe plaque psoriasis affectinga meanbody surface
area of 18% (range 12to 28%) and mean scalparea of 50% (range 30 to 100%). The mean + SD weekly dose usedwas 62 +
28 grams. HPA axis suppressionwas not observed in any subjects after 4 weeks of treatment. Lack of adrenal suppression
observedin thistrial doesnot rule outthe risk of HPA axis suppression.

e Enstilar Foam was applied to adolescent subjects (N=33) age 12to 17 years with moderate plaque psoriasis affectinga mean
body surfacearea of 16% (range from 10%to 21%) and mean scalp area 0f56% (range from 25% to 90%). The mean = SD
weekly dose usedwas 47+ 22 grams. HPA axis suppressionwas observedin 3 (9%) of the subjects.
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e Enstilar® Foam was applied once daily for 4 weeks toadult subjects (N=21) with plaque psoriasis affectinga meanbody
surfacearea of 15% (range 10to 30%), thentwice weekly on2 non-consecutive days for 52 weeks with 4 weeksand once
daily treatmentwas resumed if loss of responseoccurred. The mean+ SD total doseused in the 52-week periodwas 1400 +

905 grams (including totaldose of 528 + 650 grams used in the loss of response period). HPA axis suppression was
observedin 2 (10%) of the subjects at Week 56.

Effects on Calcium Metabolism
o Effectsofonce daily application of Enstilar Foam for 4 weeks on calcium metabolism in adult subjects (N=564) with plaque
psoriasis were examined in three randomized, multicenter, vehicle-and/or active-controlled clinical trials. Following once
daily application of Enstilar Foam, elevated serum calcium levels outside the normal range were observed in 3 subjects.
Elevated urinary calcium levels outside the normal range were observed in 17 subjects.

e Inatrial, calcium metabolism was evaluated in 106 adolescent subjectsaged 12 to 17 years with plaque psoriasis of thescalp
and bodyafter once daily application of Enstilar Foam for 4 weeks. No cases of hypercalcemiaandno clinically relevant
changes in urinary calcium were reported.

e Inatrial,272 subjectsaged 18yearsand older with plaque psoriasis applied Enstilar Foam once daily for 4 weeksandthen
twice weekly on 2 non-consecutivedaysfor52 weeks, including oncedaily for 4 weeks if loss of response occurred. No
cases of hypercalcemia andno clinically relevant changes in urinary calcium were reported.

Vasoconstrictor Assay
Enstilar Foam is in the mid to potent range corticosteroid as demonstrated by studies in healthy subjects when compared with other
topicalcorticosteroids. However, similar blanching scores donotnecessarily imply therapeutic equivalence.

12.3 Pharmacokinetics

Absorption

The PK of Enstilar Foamwas investigated in bothadults (N=35) and a subset of pediatric subjects with plaque psoriasisage12to 17
years (N=33) following once daily application of Enstilar Foam on the body andscalp for 4 weeks.

Enstilar Foam was applied to adult subjects with moderateto severe plaque psoriasis affectinga meanbody surfacearea of 18% and
meanscalp area 0f 50%. Followingapplication of a mean + SD weekly dose of 62 +28 grams of Enstilar Foam, calcipotriene was
quantifiable in 1 of 35 (3%) subjects and its main metabolite, MC1080, in 3 of 35 (9%) subjects. For subjects with measurable
concentrations, the maximal plasma concentrations (Cmax) andarea under the concentration curve until the last measured time point
(AUCs) forcalcipotrienewere 55.9 pg/mLand 82.5 pg*h/mL, respectively; and the mean+ SD Cmax and AUC st for MC1080 was
24.4+1.9pg/mLand59.3+5.4 pg*h/mL, respectively. Betamethasone dipropionate was quantifiable in 5 of 35 (14%) subjects and
its main metabolite, betamethasone 17-propionate (B17P), was quantifiable in 27 of 35 (77%) subjects. The mean £ SD Craxand
AUC .5 for betamethasone dipropionatewere 52.2 £19.7 pg/mL and 36.5+ 27.4 pg*h/mL, respectively andforB17P were 147.9+
224.0 pg/mL and 683.6+910.6 pg*h/mL, respectively.

Enstilar Foam was applied to pediatric subjectsage 12to 17 years with moderate plaque psoriasis affectinga mean body surfacearea
of 16% and mean scalp area 0f 56%. Followingapplication ofa mean + SD weekly dose of 47+ 22 grams of Enstilar Foam,
calcipotriene and its metabolite MC1080 were below the lower limit of quantificationin all plasma samples. Betamethasone
dipropionatewas quantifiable in 12 of 33 (36%) subjects with the Ciax ranging from 31.1-480 pg/mL. The metabolite of
betamethasone 17-propionate (B17P) was quantifiable in 6 of 33 (18%) subjects with the Cmaxranging from 30.8-91.7 pg/mL.

Elimination

Metabolism
Calcipotriene: Calcipotriene metabolism following systemic uptake is rapid and occurs in the liver. The primary metabolitesof
calcipotriene are less potentthan the parent compound.
Calcipotrieneis metabolized to MC1046 (the a,3-unsaturated ketoneanalog of calcipotriene), which is metabolized further to
MC1080 (asaturated ketone analog). MC1080 is the major metabolite in plasma. MC1080 is slowly metabolized to calcitroic
acid.

Betamethasone dipropionate: Betamethasone dipropionate is metabolized to betamethasone 17-propionate (B17P) and
betamethasone, including the 6R-hydroxy derivatives of those compounds by hydrolysis. Betamethasone 17-propionate (B17P)
is the primary metabolite.
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13NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

When calcipotriene was applied topically to micefor up to24 months atdosages of 3, 10, and 30mcg/kg/day (9, 30,and90
mcg/m?/day, respectively), no significant changes in tumor incidence were observed when comparedto control.

A 104-week oral carcinogenicity study was conducted with calcipotriene in male and female ratsatdoses of 1,5, and 15 mcg/kg/day
(6, 30,and 90 mcg/m?/day, respectively). Beginning week 71, thedosage for high-doseanimals of both genders was reduced to 10
mcg/kg/day (60 mcg/m?/day). A treatment-related increasein benign C-celladenomas was observed in the thyroid of females that
received 15 mcg/kg/day. Atreatment-related increase in benign pheochromocytomas was observed in the adrenal glands of males
that received 15 mcg/kg/day. No other statistically significantdifferences in tumor incidence were observed when comparedto
control. The relevance of these findings to patients is unknown.

When betamethasone dipropionate was applied topically to CD-1 mice forup to 24 months at dosages approximating 1.3,4.2,and
8.5 mcg/kg/day in females, and 1.3,4.2,and 12.9 mcg/kg/day in males (up to 26 mcg/m?/day and 39 mcg/m?/day, in females and
males, respectively), no significant changes in tumor incidence were observed when comparedto control.

When betamethasone dipropionate was administered via oral gavage to male and female Sprague Dawleyrats for up to 24 months at
dosagesof20,60,and 200 meg/kg/day (120, 360, and 1200 mcg/m?/day, respectively), no significantchanges in tumor incidence
were observed when comparedto control.

Calcipotrienedid not elicit any genotoxic effects in the Ames mutagenicity assay, the mouse lymphoma TK locus assay, the human
lymphocyte chromosome aberration test, or the mouse micronucleus test. Betamethasone dipropionate did not elicit any genotoxic
effects in the Ames mutagenicity assay, the mouse lymphomaTK locus assay, or in the rat micronucleus test.

Studies in rats with oraldoses of up to 54 mcg/kg/day (324 mcg/m?/day) of calcipotrieneindicated no impairment of fertility or
generalreproductive performance. Studies in male ratsatoral doses of up to 200 mcg/kg/day (1200 meg/m?/day), and in female rats
atoraldosesofup to 1000 mcg/kg/day (6000 mcg/m?/day), of betamethasone dipropionate indicated no impairment of fertility.

14 CLINICAL STUDIES
Two multicenter, randomized, double-blindtrials were conducted in adult subjects with plaque psoriasis.

e InTrialOne, 302 subjects were randomized to 1 of 3 treatmentgroups: Enstilar® Foam, betamethasone dipropionate in the
same vehicle, or calcipotriene in the samevehicle.

e InTrial Two, 426 subjects were randomized to one of two treatment groups: Enstilar Foam or the vehicle alone. Baseline
disease severity was graded usinga 5-point Investigator’s Global Assessment (IGA). At baselinesubjects scored “Mild”,
“Moderate”, or “Severe”. The majority of subjects in bothtrials (76% and 75%) had disease of “Moderate” severity at
baseline, 14%and 15% of subjects had disease of “Mild” severity at baseline and 10% of subjects had “Severe” disease at
baseline in bothtrials. The extent of disease involvementassessed by meanbody surface areawas 7.1% (range 2 to 28%) and
7.5% (range 2 to 30%). In both trials, subjects were treated once daily for up to 4 weeks.

Efficacy was assessed with treatmentsuccess definedas the proportion of subjects atWeek 4 who were “Clear” or “Almost Clear”
accordingto the IGA. Subjects with “Mild” disease at baseline were requiredto be “Clear” to be considered a treatmentsuccess. Table
1 presentsthe efficacy results for thesetrials.

Table 1. Percentageof Subjects Achieving Treatment Success
According to the Investigator’s Global Assessment of Disease Severity*
Enstilar Foam Betamethasone Calcipotrieneinvehicle Vehicle
dipropionate invehicle

Trial One (N=100) (N=101) (N=101) -
Week 4 45.0% 30.7% 14.9% -
Trial Two (N=323) - - (N=103)
Week 4 53.3% - - 4.8%

*Subjects with “Mild” disease at baseline were requiredto be “Clear” to be considered a treatmentsuccess.

Long-term Use
A randomized, double-blind, vehicle-controlled trial (NCT02899962) evaluated the long-term use of Enstilar Foam in subjects who

achieved treatment success (definedas IGA score of “Clear” or “Almost Clear” with at least a 2 grade improvement from baseline)
Page 8
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afteraninitial 4-week treatmentwith once daily Enstilar Foam. Thesesubjects (N=521) were randomized toreceive Enstilar Foam or
vehicle foam twice weekly on 2 non-consecutive days for up to 52 additional weeks. Subjects experiencing loss of response (defined
asan IGAscore of at least “Mild”) were treated once daily with Enstilar® Foam for 4 weeks, and thosewho regainedan | GA score of
“Clear” or“AlmostClear” after 4 weeks then continued randomized treatment. Disease severity was graded usinga 5-point IGA. The
majority of subjectsin thistrial (82%) had disease of “Moderate” severity at baseline, 11% of subjects had disease of “Mild” severity
atbaseline,and 7% of subjects had “Severe” disease at baseline. The extentof disease involvement assessed by meanbody surface
areawas8.3% (range 1 to 38%)atbaseline.

The mediantime to loss of response was 56 days for subjects treated with Enstilar Foam twice weekly compared to 30 days for
subjects treated with vehicle foam twice weekly. Over the 52-week assessment period, subjects in the Enstilar Foam twice weekly
group experienced loss of response a median of 2.0 times comparedto 3.0 times for subjects in the vehicle foamtwice weekly group.
Figure 1 presentsthe percentage of subjects maintainingan IGA scoreof “Clear” or “Almost Clear” through Week 52 after
randomization.

Figure 1: Percentage of Subjects Maintainingan IGA Score of “Clear” or “Almost Clear” Through Week 52 After
Randomization

100 H
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Enstilar (calcipotriene and betamethasonedipropionate) Foam, 0.005%/0.064% is a white to off-white opalescent liquid in a
pressurized aluminum spray can with a continuous valve and actuator. At administration, the productis a white to off-white foam after
evaporation of the propellants. It is available as:

e 60gram can(NDC 50222-302-60)
e 120gram (2 cansof60 gram) (NDC 50222-302-66)

16.2 Storage
e Store EnstilarFoamat20°C-25°C (68° F - 77°F); excursions permitted between 15° C - 30°C (59° F - 86°F). [See USP
controlled room temperature].
e Contentsunder pressure. Do not punctureorincinerate. Do not expose to heat or store at temperatures above 120°F (49°C).
Do not freeze.
e Unused product should be discarded six months after the can has beenopened.
e Keep outof thereach of children.
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16.3 Handling
e EnstilarFoam is flammable; avoid heat, flame or smoking when using this product.

17 PATIENT COUNSEL ING INFORMATION
See FDA-approved patientlabeling (Patient Informationand Instructions for Use).

Flammability
Instructpatients that Enstilar Foam is flammable; avoid heat, flame, or smoking when applying this medication.

Administration Instructions
o Shake before use and spray thefoam by holdingthecanin any orientation except horizontally.

Gently rub in Enstilar Foam to your affected areas.

Do not use more than 60 grams every 4 days.

Discontinue therapywhencontrolisachieved unless directed otherwise by the healthcare provider.

Avoid use of Enstilar Foam on theface, underarms, groin or eyes. If this medicine gets on faceorin mouth oreyes, wash area

right away.

e Donotoccludethe treatmentarea with a bandage or other covering unless directed by the healthcare provider. Instructthe
patients notto use other products containing calcipotrieneora corticosteroid with Enstilar Foam without first talking to the
healthcare provider.

e Wash handsafterapplication.

Local Reactions and Skin Atrophy
Advise patients thatlocal reactions and skin atrophy are more likely to occur with occlusive use, prolonged use or use of higher
potency corticosteroids.

Hypercalcemia and Hypercalciuria
Advise patients thathypercalcemia and hypercalciuria have been observed with the use of Enstilar Foam [see Warnings and
Precautions (5.2)].

HPA Axis Suppression, Cushing’s Syndrome, and Hyperglycemia
Advise patients that Enstilar Foam can cause HPA axis suppression, Cushing’s syndrome, and/or hyperglycemia [ see Warnings and
Precautions (5.3)].

Ophthalmic Adverse Reactions
Advise patients toavoid contact of Enstilar Foam with eyesandto reportany visual symptoms [ see Wamings and Precautions (5.5)].

Pregnancyand Lactation

e Advise pregnantwomenthatEnstilar Foam may increase the potential risk of havinga low birth weight infant andto use Enstilar
Foam onthe smallest area of skin and fortheshortestduration possible [ see Use in Specific Populations (8.1)].

e Advise breastfeedingwomennot to apply Enstilar Foam directly to the nipple and areola to avoid directinfant exposure [ see Use
in Specific Populations (8.2)].

Manufactured by: LEO Laboratories Ltd., 285 Cashel Road, Dublin 12, Ireland

or

Colep Laupheim GmbH & Co. KG, FockestraRe 12, 88471 Laupheim, Germany (DE)
Distributed by: LEO Pharmalnc., Madison, NJ07940, USA

Enstilar®is a registered trademark of LEO Pharma A/S.
© 2021, LEOPharma Inc. Allrights reserved.
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PATIENT INFORMATION
ENSTILAR® [EN-still-ar]

(calcipotriene and betamethasone dipropionate)
Foam

Important: Enstilar Foam is for use on skin only (topical). Do not get Enstilar Foam near or in your mouth,
eyes, or vagina.

There are other medicines that contain the same medicine that is in Enstilar Foam and are used to treat
plaque psoriasis. Do not use other products containing calcipotriene or a corticosteroid medicine with Enstilar
Foam without talking to your healthcare provider first.

What is Enstilar Foam?

Enstilar Foam s a prescription medicine used on the skin (topical) to treat plague psoriasis in people 12 years
of age and older.

It is not known if Enstilar Foam is safe and effective in children under 12 years of age.

Before you use Enstilar Foam, tell your healthcare provider about all of your medical conditions,
including if you:
have a calcium metabolism disorder.
Have thinning skin (atrophy) at the treatment site
are pregnant or plan to become pregnant. It is not known if Enstilar Foam will harm your unborn baby.
Enstilar Foam may increase your chance of having a low birth weight baby. If you use Enstilar Foam
during pregnancy, use Enstilar Foam on the smallest area of the skin and for the shortest time needed.
e are breastfeeding or plan to breastfeed. It is not known if Enstilar Foam passes into your breast milk.
Breastfeeding women should use Enstilar Foam on the smallest area of the skin and for the shortest time
needed. Do not apply Enstilar Foam directly to your nipple and areola to avoid contact with your baby.
Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins and herbal supplements.

How should | use Enstilar Foam?

Seethe “Instructions for Use” for detailed information about the right way to use Enstilar Foam.

e Use Enstilar Foam exactly as your healthcare provider tells youto use it.

e Your healthcare provider should tell you how much Enstilar Foam to use and where to use it.

e Apply Enstilar Foam to the affected areas of your skin 1 time a day for up to 4 weeks. You should stop
treatment when your plaque psoriasis is under control unless your healthcare provider gives you other
instructions.

Do not use more than 60 grams of Enstilar Foam every 4 days.
Do not use Enstilar Foam longer than prescribed. Using too much Enstilar Foam, or using it too often, or
fortoo long can increase your risk for having serious side effects.

e Shake the Enstilar Foam can before you use it.

Gently rub in Enstilar Foam to your affected areas.
Avoid using Enstilar Foam on your face, groin, or armpits, or if you have thinning of your skin (atrophy) at
the treatment site.

¢ If you accidentally get Enstilar Foam on your face, in your mouth or in your eyes, wash the area with water
right away.

¢ Wash your hands after using Enstilar Foam unless you are using the medicine to treat your hands.

Do not bandage or cover the treated skin area, unless instructed by your healthcare provider.

What should | avoid while using Enstilar Foam?

Enstilar Foam is flammable. Avoid fire, flame, and smoking when applying and right after you apply Enstilar
Foam.

What are the possible side effects of Enstilar Foam?

Enstilar Foam may cause serious side effects, including:

e Too much calciuminyour blood or urine. Your healthcare provider may tell you to stop or temporarily
stop treatment with Enstilar Foam if you have too much calcium in your blood or urine. Your healthcare

provider may do blood and urine tests to check your calcium levels and adrenal gland function while you
are using Enstilar Foam.
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e Enstilar® Foam can pass through your skin. Too much Enstilar Foam passing through your skin can
cause your adrenal glands to stop working properly. Your healthcare provider may do blood tests to check
foradrenal gland problems. Your healthcare provider may tell you to stop or temporarily stop treatment
with Enstilar Foam.

e Cushing’s syndrome, a condition that happens when your body is exposed to too much of the hormone
cortisol.

e High blood sugar (hyperglycemia) and sugar in your urine

e Skin problems, including reactions where Enstilar Foam is applied, and allergic reactions (allergic
contact dermatitis). Tell your healthcare provider if you have any skin problems, including:

¢ thinning of your skin e dryness

e burning e changes in skin color

e inflammation e redness

e tiching e infection

e irritation e raised bumps on your skin

e Eye problems. Using Enstilar Foam may increase your chance of getting cataracts and glaucoma. Do not
get Enstilar Foam in your eyes because it may cause eye irritation. Tell your healthcare provider if you
have blurred vision or other vision problems during treatment with Enstilar Foam.

The most common side effects of Enstilar Foam include:

o0 irritation 0 changes in skin color
0 itching 0 rashwithraised red bumps or skin welts (hives)
o inflamed hair pores (folliculitis) 0 worsening of your psoriasis

These are not all the possible side effects of Enstilar Foam.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store Enstilar Foam?

Store Enstilar Foam at room temperature between 68°F to 77°F (20°C to 25°C).

Do not expose Enstilar Foam to heat or store at temperatures above 120°F (49°C).

Do not puncture or burn the Enstilar Foam can.

Do not freeze Enstilar Foam.

Enstilar Foam has an expiration date (exp.) marked on the can. Do not use after this date.
e Throw away (dispose of) unused Enstilar Foam 6 months after the can has been opened.
Keep Enstilar Foam and all medicines out of the reach of children.

General information about the safe and effective use of Enstilar Foam.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do
not use Enstilar Foam for a condition for which it was not prescribed. Do not give Enstilar Foam to other
people, even if they have the same symptoms you have. It may harm them. You can ask your pharmacist or
healthcare provider for information about Enstilar Foam that is written for health professionals.

What are the ingredients in Enstilar Foam?

Active ingredients: calcipotriene and betamethasone dipropionate.

Inactive ingredients: white petrolatum, polyoxypropylene stearyl ether, mineral oil, all-rac-alpha-tocopherol,
and butylhydroxytoluene.

Propellants: dimethyl ether and butane.

Manufactured by: LEO Laboratories Ltd., 285 Cashel Road, Dublin 12, Ireland or Cdep Laupheim GmbH & Co. KG, Fockestrale 12, 88471 Laupheim,
Germany (DE)
Distributed by: LEO Pharma Inc., Madison, NJ 07940, USA

Enstilar® is a registered trademark of LEO Pharma A/S.
© 2020, LEO Pharma Inc. All rights reserved.

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: 10/2020
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INSTRUCTIONS FOR USE
ENSTILAR® [EN-still-ar]
(calcipotriene and betamethasone dipropionate)
Foam

This Instructions for Use contains information on how to apply Enstilar Foam.
Important Information You Need to Know Before Applying Enstilar Foam: Enstilar Foam is for use on skin only
(topical). Do not get Enstilar Foam near or in your mouth, eyes or vagina. If you accidentally get Enstilar Foam on the

face, in the mouth or in the eyes, wash the area with water right away. Do not swallow Enstilar Foam.

Applying Enstilar Foam:
Follow your healthcare provider’s instructions on how much Enstilar Foam to use and where to use it.

Wash your hands before applying Enstilar Foam.
Step 1: Remove the cap fromthe can. Shake the can
before use.
At least Step 2: Hold the can at least 1.5 inches from the affected
1.5 inches area.
-
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Step 3: The foam can be sprayed holding the can in any
position except sideways (horizontally).

To spray, push down on the nozzle.

Note: Enstilar Foam will slowly become smaller in size
after spraying.

Step 4: Gently rub in Enstilar Foam into your affected skin
area.

Repeat the steps above to apply Enstilar Foam to other
affected areas as instructed by your healthcare provider.

Step 5: After applying Enstilar Foam, put the cap back on the can.

Step 6: Wash your hands after using Enstilar Foam unless you are using the medicine to treat your
hands.

Storing Enstilar Foam

e Store Enstilar Foam at room temperature between 68°F to 77°F (20°C to 25°C).

¢ Do not expose Enstilar Foam to heat or store at temperatures above 120°F (49°C).
¢ Do not puncture or burn the Enstilar Foam can.

e Do not freeze Enstilar Foam.

Disposing of Enstilar Foam
¢ Enstilar Foam has an expiration date (exp.) marked on the can. Do not use after this date.
e Throw away (dispose of) unused Enstilar Foam 6 months after the can has been opened.

Keep Enstilar Foam and all medicines out of the reach of children.

Manufactured by:
LEO Laboratories Ltd.
285 Cashel Road
Dublin 12, Ireland

or
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Colep Laupheim GmbH & Co. KG
Fockestral3e 12

88471 Laupheim

Germany (DE)

Distributed by:
LEO Pharma Inc.
Madison, NJ 07940, USA

Enstilar® is a registered trademark of LEO Pharma A/S.
© 2020, LEO Pharma Inc. All rights reserved.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.
Revised: 10/2020
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