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1 EXECUTIVE SUMMARY

1.1 Recommendation on Regulatory Action

This reviewer recommends approval with revisions to proposed labeling.

1.2 Recommendation on Postmarketing Actions

1.2.1 Risk Management Activity

No specificrisk management activity is needed forthisNDA.

1.2.2 Required Phase A Commitments

No nonclinical dermal carcinogenicity or photo-carcinogenicity studies have been conducted
with any of the topical formulations of desonide. A dermal carcinogenicity study conducted with
Desonide Gel 0,05% and a study to determine the photoco-carcinogenic potential of Des on ide
Gel are recommended as Phase 4 commitments. See Pharmacology/Toxicology review by Dr.
Barbara HilL.

1.2.3 Other Phase 4 Requests

No other phase 4 requests were deemed necessary.

1.3 Summary of Clinical Findings

1.3. i Brief Overview of Clinical Program

The clinical development program included two phase 3 clinical studies in pediatric patients with
mild to moderate atopic dermatitis (AD). One of the phase 3 stüdies, Study 403,wasa three-arm
study that compared Desonide Gel 0.05% (Desonide gel) to Desonide Gel Vehicle (Vehicle gel)
and also to the reference listed drug, DesOwen(ß Lotion (DesOwen lotion). The second phase 3
study, Study 105, compared Desonide gel to Vehicle gel.

Special safety studies consisted of anHPA axis suppression study in pediatric patients with
moderate to severe AD,. a cumulative irritation and contact sensitization study in healthy adults,
and a vasoconstrictive study to compare with vasoconstrictive properties of DesOwen lotion
compared with Desonide gel.
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1.3.2 Efficacy

Desonide gel showed clinically and statistically significant effcacy when compared with vehicle
gel in two randomized, double-blind controlled phase 3 clinical trials in pediatric patients with
mildto moderate AD (Study 403 and Study 105). The duration of each of these trials was 4
weeks and the primary efficacy endpoint measured at week 4 was clear or almost clearandat
least a two-grade reduction in severity on the Investigator's Global Severity Score (IGSS).

1.3.3 Safety

Desonide gel was evaluated in 3 phase 1 safety studies including anhypothalamic-pituitary-
adrenal (HPA) axis suppression study in 40 children (37 evaluable) with moderate to severe AD
ages 3 months to 12 years. One of the patients, a 6 month-old infant, showed labolatoryfindings
ofHP A axis suppression after 4 weeks of twice daily application.

Desonide gel was also evaluated iutwo phase 3, randomized, placebo controlled clinical studies
in pediatric patients 3 months and older with mild to moderate AD. The adverse events observed
did not raise safety concerns with four weeks of twice daily use treatment of affected areas.
Patients were not to treat the intertriginous. skin in these studies and the. safety of application to
these sites has not been studied. A waiver was granted for photo irritancy and photosensitization
studies, because information was submitted to the IND that showed no significant absorption by
the drug product in the range of29 nm to 100 nm.

1.3.4 Dosing Regimen and Administration

The proposed dosing regimen is twice daily topical use for the minimum duration needed to
achieve control of the disease and for no more than 4-consecutive weeks. Product labeling wil
also include statements concerning avoiding use under occlusion and in intertriginous areas.

1.3.5 Drug-Drug Interactions

No drug-drug interactions were studied as part of this clinical development program and none
were needed.

1.3.6 Special Populations

An important consideration for safety is. systemic. absorption of this topical corticosteroid product
in infants ånd young children. Children have a larger skin surface to body mass ratio and may be
more susceptible to systemic toxicity from equivalent doses of topical steroids than adults. The
phase 3 clinical trial study population enrolled children as young as age 0.26 years.. In the HPA
axis suppression study one 6 month-old infant(the youngest subject enrolled) had laboratory
findings ofHPAaxis suppression after 4 weeks of treatment. Labeling for this topical
corticosteroid wil include precautions regarding the risks of systemic absorption of topical
corticosteroids in :. ... .
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. Labeling wil also include advice about using the product for the minimum
duration needed to achieve desired results and discontinuing use after 4-consecutive weeks.

~Pl£l\l\S .n\\S 'N~'f
OM OR\G\tl~l
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2 INTRODUCTION AND BACKGROUND

2.1 Product Information

Denide TM (desonide gel) 0.05%, contains desonide, a low-to-mediuin potency topical steroid,
at a concentration of 0.5 mg per gram in an aqueous gel base of purified water, glycerin,

propylene glycol, edetate disodium dihydrate, methylparaben, propylparaben, sodium hydroxide,
andCarbopolQ! 981. None of these components are new inpharmaceuticals and cosmetic
applications. The drug product wil be packaged iD -, 15-g, 30-g, and 60-g tubes. See product

review by Dr. Ernest Pappas for more details.

2.2 Currently Available Treatment fOr Indications

Currently available topical medications for the treatment of AD include other FDA-approved
topical corticosteroids as well as topical calcineurin inhibitors,pimecrolimus and tacrolimus.
Pimecrolimus is approved for mild to moderate AD and the tacroliinus for moderate to severe
AD. The topical calcineurin inhibitors are topical immunosuppressants and are approved as
second-line treatment. Both carry a black box warning about the possible development of
cancer.

2.3 Availabilty of Proposed Active Ingredient in the United States

The proposed active ingredient is available in the United States. The reference listed drug for
thisNDA is DesowenCI Lotion.

2.4 ImportanfIssuesWith Pharmacologically Related Products

Safety concerns with topical corticosteroids include local reactions such as atrophy, striae, and
telangiectasia with longer term use. Allergic reactions can occur with topical steroids. The signs
and symptoms may be lessened by the anti-inflammatory propertiesofthe steroids, leading to the
assessment of failure to respond rather than allergic reaction.

Systemic absorption can resultsIn HPA axis suppression in certain situations. Children are at
higher fisk than adults due to their larger body surface area to body mass.

2.5 Presubmission Regulatory Activity

A guidance meeting with the Agency took place on February 10,2005. The purpose was to

provide general guidance on the content and format ofthe NDA application under 2LCFRJ12.

The following were among the discussion items at thismeeting:
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. The FDA stated that the sponsor needs to address the systemic exposure of des on ide and its
metabolites with maximum use conditions.

. The sponsor's bridging study did not meet the pre-specified non-inferiority analysis and the

sponsor agreed after discussion with the FDA that an additional 4-week vehicle-controlled
study would be conducted.

Additional clinical information requested by the Agency included the following:

. The results of the topical safety studies should be reported as line listings and the number of
patients with a positive response rather than the cumulative index.

. HPA suppression study should be done with the final foriulation. Systemic levels should
also be determined as part of this study.

. The sponsor was advised to address ICH Elaguidelines for chronic use. The sponsor was
advised that they could extend the new phase 3 study beyond4 weeks. They could also
supply data from the published literature for FDA review.

2.6 Other Relevant Background Information.

No other background information was reviewed.

3 SIGNIFICANT FINDINGS FROM OTHER REVIEW DISCIPLINES

3.1 CMC

. Please see CMCreview by Dr. Ernest Pappas. The CMC reviewer recommended approval of
this application because the information submitted ensures the Agency's Quality Standards; i.e.,
identity, strength, quality and purity.

3.2 Animal Pharmacology/Toxicology

Please see animal pharmacology/ toxicology review by Dr. Barbara HilL. Dr. Hil found this
NDA is approvable from a pharmacological/toxicological perspective and recommended the
following nonclinicalstudies as Phase 4 commitments:
. A dermal carcinogenicity study conducted with Desonide gel; and
. A study to determine the photoco-carcinogenic potential of Desonide gel.

4 DATA SOURCES, REVIEW STRATEGY, AND DATA INTEGRITY

4.1 Sources of Clinical Data

The only sources of clinical data reviewed were those. submitted as part of theNDA application.
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4.2 Tables of Clinical Studies

Study
No.lphase

1031
Phase 1

2031
Phase 1

3031
phase 2

4031
Phase 3

105

Objectives

Safetyl
Iritation and
sensitìzation

Safety and
Biologìc
actìvityl
Vasoconstrìctìon

Safety/adrenal
suppressìon

Safety and
clìnìcal effcacy

Safety and
clìnì(~al efficacy

Design!
Control
T elDuration
Desonìde Gel;
DesOwen lotion
and Vehicle gel

Sìngle
applìcatìon:
Desonìde Gel;
DesOwen
lotìon;
Cyclocort
Cream 0.1%
And
hydrocortìsone
cream 0.5% and

Vehicle el
Open label!
Desonìde gel
twìce daì1y/ 4
weeks
3 arm
randomìzed,
controlled trìal;
Desonìde gel;
DesOwen lotion
and vehìcle gel.

Randomized,
controlled trial;
Desonìde gel
vs. Vehìcle gel

4.3 Review Strategy

Populatioii

Healthy
adult
volunteers

Healthy
adult
volunteers

Moderate to
severe AD;
Group 1

Grou 2

Mì1d to
moderate
ADìn
chì1dren
ages 3

months to
18 ears.
Mì1d to
moderate
ADìn
chì1dren

ages 3
months to
18 ears.

Number
entered/completed

230 enrolled;
227 evaluable for
ìrrìtation analysìs;
212 evaluable for
sensìtzatìon
anal sis
36/36

Group 1: 20/20
Group 2: 20/17

Desonìde gel (289
enrolled)
DesOwen lotion
(285 enrolled)
Vehìcle gel (92
enrolled)

Desonìde gel (136
enrolled)

Vehìcle gel (65
enrolled)

Endpoint

Assessment of

ìrrìtatìon

(scale 0 to 4);

Vìsual
assessment of

vasoconstrìctìon
of the test sìtes

using a 4-poìnt
scale.

Cosynotropin
stìmulation test

Clear or almost
clear and 2-

grade
ìmprovement
onIGSS

Clear or almost
clear and 2-

grade
ìmprovement
onIGSS

All clinical studies submitted in the NDAapplication are reviewed here for safety and both phase
3 studies were reviewed for effcacy aswell as safety.
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4.4 Data Quality and Integrity

No issues were identified as part of the NDA review with the data quality and integrity.

4.5 Compliance with Good Clinical Practices

The studies were conducted in compliance with good clinical practices.

4.6 . Financial Disclosures

Financial disclosure was complete and did not raise any concerns.

5 CLINICAL PHARACOLOGY

5.1 Pharmacokinetics

Not measured as part ofthe clinical development program. Please see review by Dr. Ghosh.

5.2 Pharmacodynamics

The vasoconstrictive properties of Des on ide gel were evaluated ina 36-patient single
application, evaluator-blind study (Study 203). . Overall, the data demonstrate that the
vasoconstrictive properties of Desonide gel are comparable to DesOwen lotion, a group VI
corticosteroid. See review by Dr, Tapash.Ghosh.

A 4-week study to evaluate the potential. for HPA axis suppression in pediatric patients with
moderate to severe AD was done which showed laboratory findings ofHPA axis suppression at
week4 by cosynotropin stimulation test in one of the subjects tested. See review by Dr. Tapash
Ghosh.

5.3 Exposure-Response Relationships

Not done as part ofthisapplication.
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6 INTEGRATED REVIEW OF EFFICACY

6.1 Indication: Mild to Moderate Atopic Dermatitis

6.1.1 Methods

Clinical efficacy and safety data from two phase 3 studies, StudyA03 and Study 105, were used
to support the proposed indication.

6.1.2 General Discussion of Endpoints

The primary efficacy endpoint, measured by the IGSS, a categorical scale, has been previously
accepted by FDA in the study of AD and was agreed upon during the end-of-phase 2 meeting
with the applicant. Almost clear or clear with a two-grade improvement is considered a
clinically meaningful response.

6.1.3 StudyDesign

Study 403 was a randomized, evaluator-blind, three-arm study of Desonide gel vs. Vehicle gel
and DesOwen lotion iuthe treatment of AD. Subjects age 3 months to 18 years with mild to
moderate AD were enrolled in a 3:3:1 ratio to desonide gel, DesOwen lotion, and Vehicle gel.
The study enrolled 666 subjects (289 desonide gel, 285 DesOwen lotion, and 92 Vehicle gel) at
31 centers. Subjects applied study medication to affected areas twice daily for four weeks and
were evaluated at baseline, Week 2, and Week 4. The severity of AD was assessed using the
IGSS, erythema, induration, oozing/crusting and body surface area (BSA) involvement.

Study 105 has a similar design to Study 403 except that it has only two arms, Desonide gel and
Vehicle gel. The efficacy evaluations were also slightly different. The study enrolled 201
subjects (136 Desonide gel and 65 Vehicle gel) at 15 centers. Subjects applied study medication
to affected areas twice daily for four weeks and were evaluated at baseline, Week 2,. and Week 4.
The IGSS differed from that used in Study 403. The IGSS in Study 105 was a 5-point scale
rather than a 6-point scale (it did not have a 'very severe' category) and it included oozing and
crusting as part ofthe descriptions ofthe levels. See also statistical review by Dr. Kathleen
Fitsch.

6.1.4 Efficacy Findings (from Statistical review by Dr. Fritsch)

The primary effcacy analysis for Study 403 is shown below.
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Clear(O) or Almost Clear (1)
witli.aUeast 2 rades redüction
a protocol-specified. primary analysis
b 97.5% lower confidence bound for (Desonide gel- DesOwen lotion)
C p-value for Desonidegel vs. Vehicle gel

Table ¡-Study 403: Treatment Success at Week4, ITT

Deson'ideGel
N=289

Clear (0) or Almost Clear (1)8 173 (59.9%)

128 (44.3%)

Desbwen Lotion
N=285

Vehicle Gel
N=92

195 (68.4%)
-16.7%b

147 (51.6%)
-15.a%b

30 (32.6%)
-:0.001c

13(14.1%)
-:0.001c

This study failed to meet the pre-specified criteriafor demonstrating non-inferiority to DesOwen
lotion. Therefore, the sponsor conducted another phase 3 trial, study 105, comparingDesonide
gel to Vehicle gel. The results of the primary efficacy analysis for Study 105 are shown below.

Table2 - Study 105: Treatment Success at Week 4, ITT

.. DesonideGel
N=136

Vehicle Gel
N=65

Clear (0) or Almost Clear (1) 74 (54.4%)

Clear (0) or Almost Clear (1) 38 (27.9.%)
with .atJ.east2 Qradesreduction8
a protocol-specified primary analysis
b p-value for Desonide gel vS.Vehicle gel

9 (13.8%)
-:0.001b
4 (6.2%)
-:0.001°

This study, like Study 403, demonstrated effectiveness of Des on ide gel compared with Vehicle
gel. The treatment effect was 21.7%(active- vehicle) for the protocol specified primary analysis,
which included clear or almost clear aswel1 as at least a two grade reduction on the IGSS as the
definition ofresponder.

A summary of treatment effect in subgroups defined by gender, age,ethnicity is shown in Table
3.

APPEARS THiS WAY ON ORIGINAL
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Table 3 Subgroup Analyses by Gender, Age and Ethnicity(from Sponsor's table 2.7.3.2.1.1.12 )

ne.ooide m=45) Dtpnidt Vecle iN=lm
Genolei' Mae Feim. Ma. Feme

Success 80 (4%) 86( 37%) 6 ( 9%) 11 ( 13%)
Failure 114 ( 59%) 145 ( 63%) 64( 91%) 76( 87%)

Aie 3 mt. to "'3 yr 3 vrs to "6 yr 3 mil¡ 10 "'3 yrs3 yr io "6 in
Success 55 ( 45%) 42( 41%) 5 ( 10%) 3 ( 9%)
Failure 68 (55%) 61 ( 59%) 44 ( 90%) 29( 91%)

6 yr 10 "'12 yr 12 yr 1018 yrs 6 yr to "'12 yr12 yrs 10 18 vrs
Suecess 39 ( 31%) 30 ( 41%) 6 ( 12%) 3 ( 11%)
Faíure 87 ( 69"Ai) 43 ( 59%) 43 ( 88%) 24( 89%)

Ethncity HipanC/Lalino Nol Hi51a!Uç!alino HjSPMjclI,tioNol Hispaoic!tino
Success 19 ( 38%) 147 ( 39%) 2 ( 11%) 15 ( 11%)
Failure 31 ( 62%) 228 ( 61%) 17 ( 89%) 123 ( 89%)

These data show treatment effect in subgroups defined by gender, age and ethnicity.

Treatment effect by race and baseline disease severity is shown in Table 4..

Table 4 Subgroup Analyses by Race and Baseline Disease Severity (Source: Sponsor's table 2.7.3.2.1.1.12)

Desnj IN:i25) Desgde YehicQ &",15)

Black Afcan Amricai In Black Afcan American Inianl
Race White Amerian Alakan Native Whte Amercan Alskan Native

SUCCU9 88 ( 41%) 42 ( 34%) 2 ( 50"/0) 12 ( 13%) 3 (8%) 0 ( 0%)
Failure 128 ( 59%) 82 ( 66%) 2 ( 50"/0) 81 ( 87%) 34 ( 92"10)1 ( 100%)

Native Hawaüa Native Hawaii
Asian Othr Pacjfç Islader Ql &i Qtlr Paçjfç Islaer Ot.r

Success 9 ( 53%) o ( 0%) 26 ( 40%) o ( 0%) 0 (0%) 2 ( 10%)
Failure 8 ( 47%) 1(100"10) 39( 60"10) 6(100%) 0 (0"10) 18 ( 90%)

Da,ilie Inn'tiplor's
Global SeVll'ty

Succes
Failure

l.
60 ( 310/.)

134 ( 69%)

3 fMdete)
106 ( 46%)
125 ( 54%)

~
8 (11%) 9

65 (89%)75

3(Moderal
(11%)
(89%)

These data show treatment effect in subgroups defined by race and baseline IGSS score.

Treatment effect was also observed in each ofthe signs of AD, which include erythema,
crusting/oozing and induration as shown in the following table.
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Table 5 Effect on Individual Signs of Atopic Dermatitis (from Sponsor's Table 2.7.3.3.2.2)

IntenMo-Tnat Subjects

7001-G3HP-04-3 7001-G3HP-OI-05

Desoni Gel Vehicle
Week 4 LSMEAN LSMEAN P.Value'
Erma 61.% 29.7% -=0.01

Desonide Ge Vehicle
LS~IEAN LSME P-Val'

4&.4% 14.6'l. -=0.001

IitioD 57.4% 27.8% -=.001 47.% 17,5% -=0.001

Oozig/Crtig 76.4% 43.5% 0:0.001 69.2% H.6'l. -=0.001

6.15 Clinical Microbiology

Not applicable.

6.1.6 Efficacy Conclusions

Statistically and clinically significant improvement in AD has been demonstrated in two
randomized-controlled clinical trials of four weeks duration in pediatric patients with mild to
moderate AD. In each study a dichotomized IGSS was used as the major criteria for treatment
success, in which patients were categorized as success if they demonstrated a two- grade

improvement from baseline. Although, Study 403 did not succeed in demonstrating non-
inferiority to DesOwen lotion, both pivotal studies succeeded in showing a statistically and
clinically significant difference was between Desònide gel and Vehicle gel in favor of Desonide
gel. Treatment effect was observed in subgroups defined by age, gender and race. Improvement
was noted in each of the investigator observed signs of AD, which included erythema, induration
and . crusting/oozing.

7 INTEGRATED REVIEW OF SAFETY

7.1 Methods and Findings

7.1.1 Deaths

No deaths were reported.
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7.1.2 Other Serious Adverse Events

Serious adverse events were reported for three patients. One patient, an 8-year~oldgirl
randomized to active treatment in Study 403, was seen inthe emergency department for
Streptococcal pharyngitis. The patient continued study treatment and completed the study. The
investigator considered the event unlikely related to study medication. The event was initially
classified as serious but later, it was deteriinedthatthepatient never was admitted to the
hospital and therefore no longer met criteria for classification as a serious adverse event.

A 3-year-old girl had two events-mycoplasma pneumonia and partial seizures with secondary
generalization. Theseizures took place the day after the onset of study medication and following
the cosynotropin stimulation test. . The patient had a history of seizures and left hermiparesis and
mild CPo The patient was hospitalized and diagnosed with mycoplasma pneumonia. The subject
continued on study medication and completed the study.

.Reviewer's comment:.le recurrence o/seiztires toolcplace in apatientwitltltistol) o/selzures
trer tlte cosynotropin stimulation test. .lù reviewer agrees tltattlte seizures are not lilcel; to be
relatedto stutl drttg

A 59-year-old man had a serious adverse event of gall stones requiring surgica1treatment. The
event was considered severe and urrelated to study drug by the investigator. The patient
completed the study.

.Reviewer's comment.. .lùreviewer agrees with tlte investigator's assessment o/relationsltip to
stutl drttg

In the Phase I study, Study 103, two subjects (#1 05, 213) had positive pregnancy tests at the
final visit. Subject ioS's pregnancy was confirmed with a second testbythe site and by her
primary care physician; The subject delivered a normal baby boy without any complications.
Subject 213 had informed the site one day prior to the final visit thatarecent change in her
hormonal birth control method could result in a positive pregnancy test. After several
unsuccessful attempts to contact the subject, the investigational site reported that the pregnancy
outcome information was lost to follow up.

7.1.3 Dropouts and Other Significant Adverse Events

7.1.3.1 .Overall profile of dropouts

The overall profie of dropouts is shown below for each of the pivotal studies is shown below. In
both of the pivotal trials a higher proportion of patients in the vehicle arm discontinued early
compared to the active . arm(s). Overall, the principle reasons for early discontinuation in the
vehicltuirm in each of the studies were "lackofeffcacy" and "patient request". The principle
reason for patient discontinuation in the active. arms was "lost to follow..up". Inboth pivotal
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studies, :. 1 % of patients in the desonide gel arm discontinued for lack of effcacy or for adverse
events.

Study 403 took place from March 10, 2004to October 19,2004.

Table 6 Overall Profie of Dropouts for Study 403.

2
2
4

o
9

o
o

DesOwen
Lotion

285 92

268 82

17 10

1 5

4 0
2 2

0 0
8 3

0 0
2 0

DesoÍiide Gel

Subjects Enrolled 289

Completed the Study

Discontinued the Study
Number of patients discontinued by reason

Lack of Effcacy /W orsening of Condition
Adverse Event
Subject Request
Protocol Violation
Lost to Follow-Up
Pregnancy
Other*

272

17

A smaller proportion of patients in each of the active treatment groups discontinued compared
with vehicle. In the vehicle arm 11% of patients (10/92) discontinued early compared with 6%
of patients in the DesOwen lotion group and 6% of patients. in the Desonide gel group.

Study 105 took place from May 9,2005 to September 13,2005.

Table 7 Overall profie of dropouts for Study 105

Desonide Vehicle

Subjects Enrolled 136 65

Completed the. Study
Discontinued Study

Number discontinued by reason for discontinuation
Lack of Efficacy/Worsening of Condition

Adverse Event
Subject Request
Protocol Violation
Lost to Follow-Up
Pregnancy
Other*

132
4

55
10

o
1

1

o
2

o
o

3

1

5

o
i

o
o

A high proportion of patients in the vehicle arm (10/65, 15%) discontinued the study early
compared with patients in the active arm (4/136, 3.0%). 

Five patients inthe Vehicle gel arm
requested to be removed from the study and 3 were discontinued for lack of effcacy, including
worsening from baseline. In contrast, none of the patients in the Desonide gel arm discontinued
forlack of efficacy.
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7.1.3.2 Adverse events associated with dropouts

A total of 1 1 subjects prematurely discontinued from the phase J studies due to an adverse event:
three among Desonide gel '-treated subjects (N= 425), four among Vehicle gel-treated subjects
(N=157) and four among DesOwen-treated subjects (N=285).

The following is a summary of the three subjects assigned to Desonide gelwho discontinued due
to adverse events. For details, please see appended reviews of study reports.
. Suo/ect /3-ÓO InStucl 403- a /-year-oldgirl was: disconlinued jòr an adverse event t?

lelangiectasia on ihe upper arms, /run!c and legs.
. Suo/ect 28-427 in Stucl 403-a /-year-old male was disconlimiedjòra./are t?ALJ

. Suo/ect 08-0/7 in Stucl /O.i a 4. 75year old male was disconlinued /Or a rash onlhe ftee

andarms and fiver. .Boih evenls resolved and were considered unrelaied 10 slucl drug by
iheinvesligalor.

Of the foursubj ects assigned to. Vehicle gel that discontinued due to an adverse event, three
discontinued for worsening or flare. 9f AD and one also discontinued for burning and stinging on
application of study drug. See appended review of Study 105, There were no discontinuations
in the Vehicle gel group in Study 403. '

The four DesOwen lotion- treated patients who discontinued for adverse events reported the

following: skin infection and urticaria in one subject each as well two events ofcontact
dermatitis in two subjects. See appended review of Study 403.

7.1.3.3 Other significant adverse events

Two percent of subjects in the Desonide gel group and. 8% of subjects in the Vehicle gel group
reported at least one treatment-related adverse event, defined as at least possibly related to study
medication, during the study. See review of appended reviewofindividual study reports for a
comprehensive listing of adverse events.

7.1.4 Other Search Strategies

The reviewer sought to identify all application site AE's that were spontaneously reported
regardless in Desonide gel group and the Vehicle gel group in the combined phase 3 studies.

These were summarized regardless of investigator attribution.

Methods:
The AE datasets for studies 403and 105 were summarized bybody system using terms "General
Disorders and Adminístrationsíte conditions" and "Skin and subcutaneous tissue disorders".
Cases of pyrexia and injection site reaction were excluded from consideration. Theresults are
summarized below for Vehicle and for Desonide geL The subject numbers are in parentheses.

Vehicle-treated subjects:
Study 403: 7 events in 7 subjects (107,159,214,301,431,475,850)
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Study 105: 9 events in 8 subjects (46, 65,69, 80, 85,117,127,130)
The total number of events was .16 in 15 subjects for the combined vehicle group.

Desonide Gel-treated subjects: ,

Study 403: 11 events in 10 subjects (33,60,292,318,319,427,603,624,771,856)
Study 105: 1 event in 1 subject (#17) (excluded subject 68 because itstated that this was not in
application site)

Total Events 12in 11 subjects
The total number of events was 12 in 11subjects for the combined Desonide gel group;

Incidence rate of AEs that were Application related and Skin-related was 16/157(10%) in the
vehicle group and 12/425 (3%) in the Desonide gel group. These 12 events in the Desonide gel
group included buming(4 events), rash (3), pruritus (2), worse atopic dermatitis (2) and
telangiectasia (1).

1?eviewer's comment: 77ese data should be summarized in the Adverse .!eaction section in
labeling.

7.1.5 Common Adverse Events

,
7.1.5.1 Eliciting adverse events data in the development program

Adverse events were elicited using a non-'directive approach at each offce visit. The treatment

period in the phase 3program was four weeks. Patients had physical examination and history at
baseline. Atweek 2 and week 4 patients had sa(etyevaluations which included recording of
adverse events as well as local adverse reactions.

7.1.5.2 Appropriateness of adverse event categorization and preferred terms

Adverse event categorization and preferred terms were appropriate. MedRA classification
system was used.

In addition to adverse events assessments, study 403 included active assessments oflocal adverse
events, dryness, scaling, and burning/stinging, on a 0 (none) to 3 (severe ) point scale. These are
reviewed iuthe following section.

7.1.5.3 Incidence of common adverse events

The incidence of active. assessments for dryness, scaling and burning/stinging. in study 403 are
discussed here. Study 403 was chosen because it contains a standard of care arm to which both
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active study drug and its vehicle can be compared. This allows an assessment of the safety ofthe
study drug vehicle.

The severity of dryness at baseline was similar across treatment groups with 46%, 45%, and 47%
ofsubjects with moderate to severe dryness in the Desonide gel, DesOwen lotion, and Vehicle
gel groups, respectively. At the end ofthe 4-week treatment period, approximately 8% of
subjects in the Desonide gel group, approximately 4% of subjects in the DesOwen lotion group,
and 19% of subjects in the Vehicle gel group had moderate to. severe dryness. Severity scores
averaged 1.4 in all three treatment groups at baseline, which reduced toO.6, 0.5, and 0.9 at the
Week 4 evaluation for the Desonide gel, DesOwen lotion, and Vehicle gel groups, respectively.

/?epiewer's comment.; LJesonide gel was intermediate inproportions o/patients experiencing

dryness at week -I and fill betrJ/en LJesOwen lotion- which hadthe lowestproportion ifpatients
with dryness and Pehicle gel with the highest. In all three treatment groups. proportion if

patients with moderate to sePere dryness at lfek -Iwere less than at baseline. J7ese data do not

raise any str(Y concerns.

The severity of scaling at baseline was similar across treatment groups with approximately 29%,
29%, and 25% of subjects with moderate to severe scaling in theDesonide gel, DesOwen lotion,
and Vehicle gel groups, respectively. At the ~nd of the 4-week treatment period, 2% of subjects
in the Desonide gel group, approximately 5% of subjects in the DesOwen lotion group, and 14%
of subjects in the Vehicle gel group had moderate to severe scaling. Severity scores averaged 1.0
in all three treatment groups at baseline 8ndreduced to 0.3,0.3, and 0.6 atthe Week 4 evaluation
for the Desonide gel, DesOwen lotion, and Vehicle gel groups, respectively.

.Rep/ewer's comment.. The proportions ifpatients with moderate/o sePere scaling decreased

./om baseline in all three treatment groups. These data do not raise any str(Y concerns.

The severity of burning/stinging at baseline was similar across treatment groups with 1 1 %, 12%,

and 16% of subjects with moderate to severe burning/stinging in the Desonide gel, DesOwen
lotion, and Vehicle gel groups, respectively. At the end of the 4-week treatment period, 1 % of
subjects in the Desonide gel and DesOwen lotion groups and 12% of subjects in the Vehicle gel
group had moderate to severe burning/stinging. Severity scores averaged 0.5In the Desonide gel

and DesOwenlotion groups and 0.6 in the Vehicle gel group, which reduced to 0.1 atthe Week4
evaluation for the Desonidegel and DesOwen lotion groups and 0.4 in the Vehicle gel group.

.Rep/ewer's comment.. J7eproptJrtions q/patients with moderate to sePere stinging/burning

decreased ./om baseline iit all three treatment groups. J7ese data do not raise any str(Y

concerns.
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7.1.5.4 Common adverse event tables

The followingtable shows adverse events observed in .~. 5% of patients in the phase 3 studies.
The counts reflectthe number of patients in each treatment group reporting one or more adverse
events.

Table 8 Adverse Events Occurring at a Frequency ofa 5% (of Subjects) (Source: Table 2. 7 .4.2.1.1.4)

Des()nide Gel Desonide Vehicle

Number of Subjects

Number of Subjects Reporting

One or More Events

425 157

85 (20%) 46 (29%)

System Organ Class

General disorders and administration site conditions

Infections and infestations

Skin and subcutaneous tissue disorders

Dermatitis atopic

19 ( 4%)

36 ( 8%)

6 ( 1%)

2 (oel%)

12 (8%)

18( 11 %)

9 (6%)

8 (5%)

Of all the common adverse events, defined as thoseoccUlring in ~5% of the AD study
population in either thedesonide gel ordesonide vehicle treatment group, all were higher in
Vehicle gel compared with Desonide gel. The common adverse events included infections and
infestations, skin and subcutaneous tissue disorders, AD and general disorders and
administration site conditions.

Reviewer's comment: Some levelifbackground occurrence iftltese adverse events is expected
given tlte stucl popula/ion. Patients wi/It ALJ are susceptible to skin iitction~ especiallY wi/It S
Aureu.s reqitiring antimicrobial treatment. Ille datå suggest tltat witlt active treatment iftlte ALJ
witlt desonat~ suo/ects are less likely to sirjr adverse even/s related to ALJ compared witltvelticle Ireatment. .
The incidence rates of common adverse events occurring in ~ I % in the combined phase 3
studies are shown in the following table:

Table 9 Incidence Rates of Adverse Events for Studies 403 and 105 (From sponsor's Table 2.7.4.2.1.1.5)

Number of Subjects Reportiiíg One or More Events

System Organ Class

Eye disorders
Conjunctivitis
Gastrointestinal lJisorders

DesonideGel
N=425

85 ( 20%)

Vehicle Gel
N=157

.46(29%)

5 ( 1%)
4( 1%)
4( t%)

1 ( 1%)
1 ( 1%)
4( 3%)
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Abdominal pâin\ipper
Diarrhea
Stomach discomfort
Toothache
Vomiting
General disorders and administration site conditions
Application site burning
Application site pruritus
Pyrexia
Immune.system disorders
Hypersensitivity
Infections and infestations
Ear infection
Eye infection
Gastroenteritis
Gastroenteritis viral
Impetigo
Infection
Influenza
Nasopharyngitis
Otitis media
Pneumonia
Staphylococcal bacteremia
Staphylococcal infection
Upper respiratory tract infection
Injury, poisoning and procedural complications
Arthropod bite
Blood blister
Excoriation
Sunburn
Musculoskeletal and connective tissue disorders
Muscle cramp
Nervous system disorders
Headache
Respiratory, thoracic. and mediastinal disorders
Asthma
Nasal congestion

Pharyngolaryngeal pain
Rhinorrhea
Skin and subcutaneous tissue disorders
Dermatitis atopic

Skin atroghy

Desonide Gel Vehicle Gel
N=425 N=157

I( ~1%) H Ï %)

1 ( ~1%) 1 ( 1%)
1 ( ~1%) H 1%)
o ( 0%) 1 ( 1%)
o ( 0%) 1 ( 1 %)

19( 4%) 12 ( 8%)
4 ( 1%) 4 ( 3%)
2 ( ~l%) 3 ( 2%)

10 ( 2%) 6 ( 4%)
I( ~1%) 1 ( 1%)
o ( 0%) 1 ( 1%)

36( 8%) 18(11%)
4 ( 1%) H 1%)
O( 0%) H 1%)
o ( 0%) 1 ( 1%)
2 ( ~1%) 2 ( 1%)
o ( 0%) 1 ( 1%)
1 ( ~1%) 1 ( 1%)
1 ( ~1%) 2 ( 1%)
7 ( 2%) 5 ( 3%)
o ( 0%) 1 ( 1%)
o ( 0%) 1 ( 1%)
1 ( ~l%) 1 ( 1%)
o ( 0%) 1 ( 1%)
6 ( 1%) 1 ( 1%)

19 ( 4%) 5 ( 3%)
4 ( 1%) 2 ( 1%)
o ( 0%) H 1%)
3 ( 1%) H 1%)
3 ( 1%) 2 ( 1%)
5 ( 1%) l( 1%)
o ( 0%) 1 ( 1%)
8 ( 2%) 2 ( 1%)
8 ( 2%) 2 ( 1%)
4 ( 1%) 5 ( 3%)
1 ( ~1%) 1 ( 1%)
1 ( ~l%) 1 ( 1%)
O( 0%) 1 ( 1 %)

1 ( ~l%) 2 ( 1%)
6 ( 1%) 9 ( 6%)
2 ( ~1%) 8( 5%)
O~ O%~ l( 1 %)

Theincidence rates of headache were numerically higher, albeit similar, in the Desonide gel
group (2%) compared with Vehicle gel (1%). All of the adverse events of headache in both
treatment groupswereratedmildinseverity.and all were assessed as either. definitely unrelated
or unlikely related to study drug by the investigator. This reviewer identified no other
differences in incidence rates of adverse events that suggested attribution to Desonide gel over
Vehicle gel.
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7.1.5.5 Identifying common and drug-related adverse events

Adverse events listed as definitely, probably, or possibly related to study drug by the investigator
are summarized in the following table.

Table 10 Acars Events -At Least PoslblyRelated øerrng at a Freuency of li 1 % of Subjec

(SPQMO'S Tablê 2.7.4.2.1.US)

Desonide Gel
N=425
9 (2%)

Vehicle Gel
N=157

B( 8%)Number of Subjects Reporting One orMore Events

System Organ Class

General disorders and administration site conditions
Application site burning
Application site pruritus
Infections and infestations
Impetigo
Injury, poisoning and procedural complications
Sunburn
Skin and subcutaneous tissue disorders
Dermatitis atopic

Skinatro h

6(1%)
4 (1%)
2(,1%)
0(0%)
0(0%)
0(0%)
0(0%)
3 (1%)
1( ,1%)
o 0%

6(4%)
4 (3%)
2 ( 1%)
1 (1%)
1 (1%)
1 (1%)
1 (1%)
7(4%)
6 (4%)
1 1%

Application site burning occurred in 1 % of subj ects treated with Desonide gel compared with 3%
of subjects treated with Vehicle · gel. It appears that the active moiety is mitigating these effects
inthe Desonide gel group. As would be expected, a higher proportion of subjects in the Vehicle
gel group had AD-related adverse events compared with those assigned to Desonide gel.

.!eviewer's comment: ffiscorrespondY to the table thalllte sponsor has pTOposedin drtr/
labeling. This tablt! may be misintepreted becausei! seems that application ifLJesonide gelis
protective./omadverse events such as stinging and burning. Howeve0ihismay be misleading
tt as t' appear~ the vehiclt! componentis cGusiiig these adverse events.ffe tdble does not
include acontTOI arm that would establish the '!cts if vehicle Itse(/

7.1.5.6 Additional analyses and explorations

No additional analyses ahd explorations were done in this review.

7.1.6 Less Common Adverse Events

Not shown in Table 10 because they accounted for S 1 % of study subjects in the Desonide gel
group were the adverse events heat rash (mild), telangiectasia (mild)and application site
erythema (severe) in one subject each. These events were assessed as at least possibly related to

study drug by the investigator.
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7.1.7 Laboratory Findings

7.1.7.1 Overview of laboratory testing in the development program

Laboratory testing was not done as part of the phase 3 development program. Laboratory testing
was done as part ofthe safety study evaluating for HPA axis suppression, Study 303. None of
the subjects in that study showed HPA axis suppression. See appended review.

7.1.7.2 Selection of studies and analyses for drug-control comparisons of laboratory values

Not applicable.

7.1.7.3 Standard analyses and explorations oflaboratory data

Not applicable.

7.1.7.4 Additional analyses and explorations

Not applicable.

7.1.7.5 Special asSessments

Not applicable.

7.1.8 Vital Signs

7.1.8.1 Overview of vital signs testing in the development program

Vital signs Were not collected in the clinical developmentprogram.

7.1.8.2 . Selection of studies and analyses for overall drug-control. comparisons

Not applicable.

7.1.8.3 Standard analyses and explorations of vital signs data

Not applicable.

7.1.8.4 Additional analyses and explorations:

Not applicable.
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7.1.9 Electrocardiograms (ECGs)

ECGs were not collected in the clinical development program.

7.1.9.1 Overview of ECG testing in the development program, including briefreview of
preclinical results

Not applicable.

7.1.9.2 . Selection of studies and analyses for overall drug-control comparisons

Not applicable.

7.1.9.3 Standard analyses and explorationsofECGdata

Not applicable

7.1.9.4 Additional analyses and explorations

Not applicable.

7.1.10 Immunogenicity

Immunogenicity was not assessed as part of the clinical development program and was not
needed.

7.1.11 Human Carcinogenicity

Human carcinogenicity was not assessed as part of the clinical development program and was
not needed based on the drug class.

7.1.12 Special Safety Studies

Special safety studies included the following:

7001-G3HP-Ol-03(Studyl03): A Single Center, Evaluator-'Blind Evaluation oftheCumulative
Irritation and Contact Sensitization Potential of Des on ide Gel, DesOwenUÐ Lotion 0.05%,
Desonide Gel Vehicle, and Control Following Repeated Topical Application to Healthy Subjects

700 1-'G3HP-02-03(Study 203): A vasoconstrictive study. The primary visual scoring efficacy
data demonstrate vasoconstrictive properties of Des on ide Gel similar to DesOwen Lotion.
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7001-G3HP-03-03 (Study 303): HPA axis suppression: Phase 2 Multicenter, Open-Label
Evaluation of the Adrenal Suppression Potential of Topically Applied Desonide Gel in Pediatric
Subjects with Moderate to Severe Atopic Dermatitis.

7.1.13 Withdrawal Phenomena and/or Abuse Potential

No instances of abuse have been reported in any ofthe studies in this development program and
none of the topical. drugs in these studies have. known potential for abuse.

No instances. of withdrawal or rebound were reported in the safety database.

7.1.14 Human Reproduction and Pregnancy Data

No studies in pregnant women were performed as part of this clinical development program.
The product wil be pregnancy class C, if approved.

7.1.15 Assessment of Effect on Growth

Assessment of effect on growth was not done as part ofthe clinical development program. The
phase 3 studies were of 4-weeks duration.

7.1.16 Overdose Experience

No overdose experience occurred during clinical development.

7.1.17 Postmarketing Experience

The drug is not marketed in any country.

7.2 Adequacy of Patient Exposure and Safety Assessments

7.2.1 Description of Primary Clinical Data Sources (Populations Exposed and Extent of

Exposure) Used to Evaluate Safety

7.2.1.1 Study type and design/patient enumeration

Atotal of425 patients were exposed to desonate gel in the phase 3 clinìcalprogram. Another
157 patients were treated with vehicle,and285 were treated with Desowen lotion. Alistingof
studies by type and patient enumeration is shown below.
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Speal Safety Studies:
303: HPA axis suppression in patients with moderate to severe AD

Coor 1 (~3 years, -( 5 years): 20 subjects entered/ 20 completed.
ÇQhort 2(~3 months, -( 3 years): 20 subjects entered/ I Tcompleted.

103: Dermal safety and repeat insult patch test
230 entered/ 227 evaluable for irritation analysis, 212 evaluable for sensitization.

203: Vøsonstrctve asy: 36 entered/36 completed.

Phase 3 Studies:
403: Safety and efficacy in pediatric patients with mild to moderate AD, 4 week study

Desonide gel: 289 entered/ 272 completed
Vehicle gel: 92 entered / 82 completed
DesOwen lotion: 285 entered / 268 completed

105: Safety and efficacy in pediatric patients (3 months to 18 years) with mild to moderate AD
Desonide Gel: 136 enrolled
Vehicle gel: 65 enrolled

7.2.1.2 Demographics

For the combined phase 3 studies, the mean age ranged from 0.3 to 18.9 years, the gender
distribution ranged from 45-46% male and 54-55% female, and the most commonrace.was
Caucasian which ranged from 51 %to 59%.

7.2.1.3 Extent of exposure (dose/duration)

The planned extent of exposure in the phase 3 studies was twice daily topical application for 4vveeks. .
7.2.2 Description of Secondary Clinical Data Sources Used to Evaluate Safety

7.2.2.1 Other studies

Not applicable.

7.2.2.2 Postmarketingexperience

Not applicable.
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7.2.2.3 Literature

Not applicable.

7.2.3 Adequacy of Overall Clinical Experience

The overaU clinical experience was deemed adequate to assess safety and effectiveness of short
term treatment e.g., 4 weeks. The safety and effectiveness for longer than 4 weeksis not
established and product labeling wil reflect this.

7.2.4 Adequacy of Special Animal aiid/or In Vitro Testing

Animal and in vitro testing was deemed adequate. See pharmacology/toxicology review byDr.
Barbara Hil.

7 .2.5 Adequacy of Routine Clinical Testing

Routine clinical testing was deemed adequate to assess the safety and efficacy of short term use.

72.6 Adequacy of Metabolic, Clearance, and Interaction Workup

Not applicable.

7.2.7 Adequacy of Evaluation for Potential Adverse Events for Any New Drug and

Particularly for Drugs in the Class Represented by the New Drug;
Recommendations for Furher Study

Not applicable.

7.2.8 Assessment of Qualiy and Completeness of Data

The data provided for the safety review was complete and of adequate quality.

7.2.9 Additional Submissions, Including Safety Update

The 120 day safety update was submitted on April 19,2006. There was no new clinical
information to report.

7.3 Summary of Selected Drug-Related Adverse Events, Important Limitations of
Data, and Conclusions

The clinical trial data support the safety ofthe use of Desonide gel in subjects with mild to
moderate AD as young as age 3. months. The most common treatment- related adverse events in
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the phase.3 trials were application site burning and itching. An important limitation of the data is
that the duration oftreatment inthe clinical studies was four weeks whereas, AD is a chronic
disease. It wil be emphasized in product labeling that the safety of Des on ide gel treatment
beyond four weeks is not established. Although no instances of HP A suppression were noted in
the special safety study (Study 303), it is important to note that while this study meets FDA
requirements, it is limited in sample size and duration of treatment. Therefore, class labeling wil
be included for describing risks ofHPA axis suppression. Class labeling wil also describe
cutaneous risks of topical corticosteroids.

7.4 General Methodology

7.4.1 Pooling Data Across Studies to Estimate and Compare Incidence

7.4.1.1 Pooled data vs. individual study data

This reviewer reviewed both individual study data from the two pivotal effcacy studies as well
as the pooled data from the sponsor's integrated. summary of safety, in which the sponsor pooled
for the safety data for Desonidegel and Vehicle gel from Study 403 and Study 105. A total of
425 subjects treated with Desonide gel and 157 subjects were treated with Vehicle gel in the two
phase 3 studies combined.

7.4.1.2 Combining data

Data were combined for Desonide gel and Vehü~le gelin the sponsor's iss report. DesOwen
lotion was not included inthe combined data tables.

7.4.2 Explorations for Predictive Factors

7.4.2.1 Explorationsfor dose dependency for adverse findings

Only one drug concentration was tested in the clinical development program, 0.05%.

7.4.2.2 Explorations for time dependency for adverse findings

The treatment period for all clinical studies was four weeks or shorter in duration. No
explorations were performed for greater than four weeks. Labeling wil reflect that the safety
and effcacy of use beyond four weeks has not been evaluated.

Several adverse effects including cutaneou$ atrophy and HPA axis suppression with topical
corticosteroids can be dose and time dependent. The package insert wil include "class labeling"
with cautions regarding such adverse events.
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7.4.2.3 Explorations for drug-demographic interactions

This reviewer described adverse.events by gender and age using SOC terms. After reviewìng the
safety database of Study 403 for adverse events classified as either General and Administration
Related or Skin and Subcutaneous, this reviewer noted a higher number of flares (or worsening)
of AD in children less than the median age of 5.4 years (N=334) compared to those older than
the median age (N=332). The highest number occurred in the Vehicle gel group.

Among patients less than age 5.4 years, there were four children Vehicle gel group (N=50) and
two children in Desonide gel treatment group.(N=146), all under age 2, who had worsening or
flare of AD in Study 403. One subject assigned to DesOwen lotion (N=l 38) had worsening of

AD. In contrast, among those who were older than the median age, only one subject (an ll-year-

old child assigned to the Vehicle gel group) iii any treatment group had worsening of AD.

Reviewer's commenl.' .7ese data suggestthat the younger children treated with Féhicle gel

(especial(y under age 2years; are more like(y to have worseningo/ALJ compared with older
children as the incidence rate was 8% among children less than the median age in the Féhicle
group The incidence was smaller in the active arms and it is not clear from thesesmall
numbers what reiationshtj these events might have to active stuc( drug. Among children less
than tht! median ag~ theproportions in the two active arms were similar to each other(each
~.IfJboth lower than Féhicle gel

BvGender:
In Study 105, rates of infections and infestations were no higher in active compared with vehicle
for either gender. Rates in the active groups were 12% in both males and females compared with
19% in males treated with vehicle and 12% for females treated with vehicle. In Study403, rates
of infections and infestations in the Desonide gel group were no higher than vehicle for either
gender, though they werenurrerically higher than DesOwen lotion in females. The rates in the
Desonide gel, DesOwen lotion and Vehicle gel group were: 10%, 7% and 16% in males and 5%,
4%, and 5% in females, respectively.

Table 11 Rates (%)of Adverse Events by Gender: Study 403

Desonide Gel DesOwen lotion Vehicle gel

males 9 (12/127) 7 (10/136) 16 (6/38)

females 5 (9/162) 4(6/149) 5 (3/54)

males 2 (2/127) 5(7/136) 8 (3/38)
females 1.2 (2/162) 4 (6/149) 3.7 (2/54)

males 4 (5/127)
females 4 7/1~i)

InfectionslInfestations

Skin and subcutaneous dlo

General and administration

In this table, the only adverse event class that showed a higher rate in the Desonide gel group
compared with vehicle gel was in general and administration conditions for females. Of the
seven females with general and administration site conditions in the Desonide gel group, two had
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pyrexia, one had fatigue, one had an injection reaction from another product. This leaves three
subjects in the Desonide gel group with application site reactions: (#771) had erythema and
pruritus of her face, # 603 reported stinging, #292 reported burning and stinging at the
application site. One female subject in the DesOwen lotion group reported application site
pruritus. None of the subjects assigned to vehicle gel experienced application site reactions.

Among male subjects, two experienced application site burning and one male subject reported
application site pruritus in the Desonide gel group. One male patient experienced application
site burning and one experienced application site pigmentary changes in the DesOwen lotion
group. Two male patients assigned to vehicle gel reported application site pruritus. In both
males and females combined, application site burning and stinging have been reported in about
2% (6/289) of subjects treated with Desonide gel. This should be described in labeling. Overall,
these safety data do not suggest any meaningful differences by gender when comparing
Desonide gel treated patients to either control group.

7.4.2.4 Explorations for drug-disease interactions

Not applicable.

7.4.2.5 Explorations for drug-drug interactions

Notapplicable.

7.4.3 Causality Determination

The datafrom the clinical trials support thatdesonide gel vehicle may cause application site
symptoms such as burning based on the close temporalrelationship of to study drug application.
This effect may be reduced in the drug product by the presence of the active ingredient,
desonide, which has. anti inflammatory effects. One patient in Study 403 had new onset atrophy
which may have been caused by the study drug, given that atrophy is a well-described potential
side-effect of topical steroids. The label should adequately address these concerns.

8 ADDITIONAL CLINICAL ISSUES

8.1 Dosing Regimen and Administration

There are not any concerns with the dosing regimen and the topical administration of this drug
product. The dosing and. administration is similar to marketed topical formulations of desonide.

In the clinical trials, patients were to apply the gel topically twice daily to the affected areas and
avoid application to the face and inguinal area.
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8.2 Drug-Drug Interactions

No drug-drug interactions were studied in the Clinical development program.

8.3 Special Populations

8.4 Pediatrics

AD is predominantly a disease of children. The safety and effectiveness of desonate gel was
studied in pediatric patients as partofthis drug development program, including special safety
studies of HP A axis suppression in children down to age. 3 months.

8.5 Advisory Committee Meeting

Notapplicable.

8.6 Literature Review

No literature was reviewed for this NDA.

8.7 Postmarketing Risk Management Plan

No special post-marketing risk management plan is deemed necessary.

8.8 Other Relevant Materials:

No other materials were reviewed for this NDA.

9 OVERAL ASSESSMENT

9.1 Conclusions

The data support the safety and efficacy of Desonide gel in the treatment of patients ages 3
months and older with mild to moderate AD. Desonide gel was superior (clinically and
statistically) to vehicle gel in two wen controlled phase 3 clinical trials in pediatric patients with
mild to moderate AD. The active assessments for local reactions did not raise concerns when
compared to DesOwen lotion or Vehicle gel. The drug product was also studied in an HPA axis
suppression study in pediatric patients ages 3 months and older with moderate to severe AD and
none of the patients were found to have adrenal suppression with 4 weeks of use.
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9.2 Recommendation on Regulatory Action

This reviewer recommends approval with revised labeling and phase 4 commitments.

9.3 Recommendation on Postmarketing Actions

9.3.1 Rìsk Management Activity

Postmarketing risk management is to include the submission of annual reports, including adverse
event reports, as required fora marketed drug product in the United States.

9.3.2 Required Phase 4 Commitments

No nonclinical dermal carcinogenicity or photo-carcinogenicity studies have been conducted
with any of the topical formulations of desonide. A dermal carcinogenicity study conducted with
Desonide Gel and a study to determine the photoco-carcinogenic potential of Des on ide Gel are
recommended as Phase4 commitments. See Pharmacology/Toxicology review by Dr. Barbara
HilL.

9.3.3 Other Phase 4 Requests

No other phase 4 requests are needed.

9.4 Labeling Review

Please see the appended line-by£line labeling review for details.

9.5 Comments to Applicant

There are no additional comments to be conveyed to the sponsor other than the phase 4
commitments needed for pharmacology/toxicology and the changes to the proposed lapeL.

APPEARSTHIB Wlivmi r...i/" ,
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10 APPENDICES

10.1 Review. of Individual Study Reports

10.1.1 7001-G3HP-04,-03 (Study 403): A Randomized, Evaluator-Blind, 3-Arm, Multi-
Center Study to Evaluate the Safety and Efficacy of Topically Applied Desonide
Gel vS.Desonide Gel Vehicle and DesOwencI Lotion for the Treatment of
Pediatric Subjects with Mildto Moderate Atopic Dermatitis

Trial Design Study 403:
StudySites: 31, US
Number of Patients: 666
Study period: March -October 2004

Objectives:
The objective of this study was to determine the safety and efficacy of Desonide gel compared to
its Vehicle gel and DesOwen lotion in the treatment of mild to moderate AD in pediatric subjects
ages three (3) months to 18 years.

7ne trial was to be evalZlator blind Ilterijre- il was tlte invesligalor's designee wlto observed
tlte first tlplication ifstZltl drZlg railter titan ~Ite investigator. 7nere tire visible dilrences in
packaging between tlte LJesonide gd and LJesOwen lotioltas well as tlte appearance iftlte dntg
prodZlct.

StydyDesign: multi-center, randomized, evaluator-blind, vehic1e- and active-controlled,

parallel comparison involving pediatric subjects with mild to moderate AD.

No. Patients: 666 subjects were enrolled

(Desonide gel: 289 subjects, DesOwen lotion: 285
subjects, Vehicle gel: 92 subjects).

Diagnosis and MainCriteriafor Inclusion:
Male or female subjects in generally good health ofany race, 3 months to 18 years of age with
visible flexural dermatitis.

Subjectshad a diagnosis of AD as defined by the United Kingdom refinement of the Hanifin and
Rajka diagnostic criteria for AD. The subject must have had:
a) An itchy skin condition in the last 12 months (children under the ageof12 months must have
had a "history" of itchy skin) plus three (3) or more of the following:
b) Onset of AD below two (2) years of age.
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c) History of flexural involvement.
d) History of generally dry skin.

e ) Personal history of other atopic. disease (in children under four years, history of atopic disease
in a first-degree relative could be included).
f) Visible flexural dermatitis.

Subjects were required to have AD that involved a minimum of 10% of body surface area (BSA)
and a baseline. Investigator's Global Severity Score, erythema score, and induration score rated
as mild or inoderate and an oozing/crusting score rated as moderate or less.

Test product. reference Qroduct,batch number:',-', .... - - " ,'--,.,', '...... .... ',. ......- -,,'
Desonide gel, batch numbers: 878, 879, 880
Vehicle gel, batch number: 881

Durationof Treatment: Twice daily for 4 weeks

Criteria forEvaluation:
Primary Efficacy:
· Dichotomized Investigator's Global Severity Score (IGSS) at Week 4
Secondary Efficacy:
. Percent change from baseline iuSigns and Symptoms of AD scores at Week 4
Other Effcacy:
. Dichotomized IGSS Score at Week 2

· Percent change from baseline in Signs and Symptoms of AD scores at Week 2

. Pruritus severity

· Percent change froin baseline in BSA of areas treated with study drug

HoW Meßsured:
IGSS:
Score
o

Grade
Clear

Definition
No ìnflarnatory sìgns of AD

1 Almost Clear Just perceptìble eryhema, and
Just perceptible papulation/ìnduratìon

2 Mild Mild eryhema,. and
Mildpapulatìon/ìnduration

3 Moderate Moderate erythema, and
Moderate papulation/induration

4 Severe Severe eryhema, and
Severe papulatìon/ìnduratìon

5 Very Severe Severe erythema, and Severe papulatìon/induration wìth oozing/crusting
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Signs and Symptoms of AD
The following guidelines were used for grading erythema, induration,.and oozing and crusting in
each of the five areas of the body (face, scalp, trunk, arms and legs). The signs and symptoms
were evaluated and summed over the body regions and the percent change from baseline was
analyzed.

1?eviewer'scomment: Ana(yzing the percent change in data ob/ainedftom an ordinal scale such
as those used to evaluate the signs and symptoms does not appear tobe a very meaningjl
ana(ysis

1. Erythema Severity:
Erythema was defined as abnormal redness of the skin. It was scored ona scale of 0 to 3 as
follows:

Score
o
1

2
3

Grade
None
Mild
Moderate
Severe

Guideline
No redness present
Faintly detectable eryhema; very light pink
Dull red, clearly distinguishable
Deep/ dark red

2. Induration Severity: 

Induration was scored on a scale of 0 to 3 as follows:

Score
o
1

2
3

Grade
None
Mild
Moderate
Severe

Guidelie
No elevation
Barely perceptible elevation
Clearly perceptible elevation but not extensive
Marked and extensive elevation

3. Ooz.ng andCrustingSeverity:

Oozing and Crusting was scored on a scale ofOto 3 as follows:

Score
o
1

2
3

Grade
Absent
Mild
Moderate
Severe

Guideline
None
Faint signs of oozing
Definite oozing or crust but with 50r fewer sites per area
Marked and extensive

Pruritus Severity Score 

The pruritus score was determined by the investigator for pediatric subjects by using his/her
clinical judgment and input from the subject and parent/guardian; The following scores were
used to describe the severity grade:
Score Grade Guideline
o None No pruritus
1 Mild Occasional, slight itching/scratching
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2
3

Moderate
Severe

Constant or intermittent itching/scratching which is not disturbing sleep
Bothersome itching/scratching which is disturbing sleep

Safety Eyaluation:
All non-solicited adverse events were recorded.

Local Adverse Events
The evaluator also assessed local irritation by rating the following symptoms: dryness, scaling,
stinging/burning, striae, telangiectasia, skin atrophy, secondary infection, hypertrichosis,
miliaria, and ecchymoses. The evaluator determined the score for each of these variables by
direct evaluation (dryness and scaling) or through interviewing the subject (stinging/burning)
when possible. The following definitions ofterms were applied to these evaluations.

1. Dryness
Score Grade
o None
1 Mild
2 Moderate
3 Severe

2. Scalin.g

Score Grade
o None
1 Mild
2 Moderate
3 Severe

3; Stinging/urning
Score Grade
o None
1 Mild
2 Moderate
3 Severe

Guideline
No dryness
Slight but definite roughness
Moderate roughness
Marked roughness

Guideline
No scaling
Barely perceptible shedding, noticeable only on light scratching or rubbing
ObviollS but not profuse scaling

Heavy scale production

Guidelie
No stinging/uming
Slight warm, tingling sensation; not really bothersome
Definite warm; tingling/stinging sensation that is somewhat bothersome
Hot, tingling/stinging sensation that has caused definite discomfort

4. Striae: Striae was recorded as either present or absent.

5. TelangiecJasia: Telangiectasia was recorded as either present or absent.

6. Skin Atrophy: Skin atrophy was recorded as either present or absent.

7. SecondaryJnfection: Secondary infection was recorded as either present or absent.
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Statisti cal Methods:
The primary analyses included non-inferiority and superiority testing of the IGSS conducted on
the intent-to-treat population.

Non-inferiority testing used the one-sided 97.5% confidence interval approach with a 110n-

inferiority margin of 10%for dichotomized IGSS and a noninferiority marginof15% for the
percent change from baseline in Signs and Symptoms of AD scores at Week 4. Two~sided
hypothesis testing was conducted for the superiority analyses of the dichotomized IGSS and for
the percent change from baseline in Signs and Symptoms of AD scores at Week 4 using a
significance level of 0.05.

The last observation carried forward method was used to extrapolate missing effcacy data. No
imputations were made for safety data (1ocalizedadverse events) that were missing.

Additional Analyses
AMarch 10,2004 communication froin the FDA Clinical reviewer recommended that the
dichotomized lGSS be modified so that the definition of success required a two-point minimumimprovement from baseline. .
Subject demographics and baseline characteristics are shown in the following two tables.

Table 12 Subject Demographics

Number of Subjects

Desonide Gel.

289

DesOwen Lotion

285

Vehicle Gel

92

Age (Years)

Mean
STD
Range

Gender

Male

Fernale

Race

White
Non-White

Black

Asianlacific Islander

Hispanic/Latino
American/Alaskan Native
Other

6.55 6.87 6.39
4.68 4.75 4.91

0.26-18.50 0.28-18.97 0.55-18.54

127 (44%) 136 (48%) 38( 41%)

162 (56%) 149 (52%) 54 (59%)

158 (55%) 178 (62%) 65 (71%)
l3I( 45%) 107 (38%) 2T( 29%)

67 (23%) 50 (18%) 12( 13%)

9 (3%) 7(2%) 0(0%)
36 (12%) 32 (11%) 12( 13%)

4(1%) 2 (1%) 0(0%)
15 5% 166%) 3 3%

The mean. age in this study was 6 years across treatment groups. Patients ranged in age fi;om
approximately 3months to 18 years. More than half ofthe study subjects were female (52%-
59%). The majority of subjects were Caucasian. There was an imbalance in the racial
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distribution among treatment groups with a Caucasian patients making up a larger proportion of
the patients assigned to vehicle gel compared with the other treatment groups.

Table 13 Baseline Characteristics:

Investigator's Global Severity

Clear
Almost Clear
Mild
Moderate
Severe
Ver Severe

(N=289) (N=285)

Vehicle Gel

(N=.92)

Desonide Gel DesOwen Lotion

O( 0%)
O( 0%)

123 (43%)
166 (57%)

0(0%)
o 0%

0(0%)
0(0%)

134 (47%)
151( 53%)

O( 0%)
o 0%

0(0%)
0(0%)

46 (50%)
46 (50%)
0(0%)
o 0%

AU of the patients enrolled were classified as mild ormoderate on the IGSS. A higher
proportion of patients were classified as moderate in the Désonide gel group (57%) compared
with either DesOwen lotion (53%) or Vehicle ge1(50%).

EFFICACY RESULTS:

Primary Analysis: Dichotomized Investigator's Global Evaluation at Weeks 2 and 4. Subjects
were considered a success ifthe global evaluation was a 0 (Clear) or 1 (Almost Clear).

Table 14 (ITT) From Sponsor's report.. .
Success Rate

DesOwen
Lotion

Success Rate

.. .
Differenceiii 97.5% LowerDesonide Gel

Success Rates Confidence Limit

. .

Non-
Inferior

No

No

Week 4

Week 2 ..
59.9%

41.%
68.4%

47.4%

-8.6%

-5.8%

-16.72%

-14.31%

The results of the primary analysis failed to demonstrate non-inferiority of Desonide gel to
DesOwen lotion. The observed lower confidence bound for the difference between Desonide gel
and Desowen lotion exceeded the protocol pre-specified limit by 5% for the primary variable.

In the following analysis, subjects were considered a success if the Week 2 or Week 4 global
evaluation waS a 0 (Clear) or 1 (Almost Clear) for subjects with a baseline globalseverityof3
(Moderate). Subjects with a baseline global severity of2 (Mild)wereconsideredasuccess if 

the
Week2 or Week 4 investigator's global was a 0 (Clear).
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Table 15 Response at Week 4 (ITT) Study 403 (FDA statistician's analysis)

Desonide Gel

N=289
173 (59.9%)

Clear (0) orAlmostClear (I)
with at least 2 grades reduction

a: Protocol -'specified primary âl1alysis
b: 97.5% lower confidence interval bound for (Desonide gel-DesOwen Lotion) Margin=10%
c: p-value for Desonide gel vs. Vehicle gel

128 (44.3%)

DesOwen Lotion
N=285

195 (68.4%)

-16.7%b
147 (51.6%)

-15.8%b

Vehicle Gel

N=92
30 (32.6%)

..0.001 c

13 (14.1 %)

..0.001 c

Clear (0) or AlmostClear (I)'

The FDA statistician's results for the primary effcacy endpoint agreed with that of the sponsor.
The difference in response rate. for either definition of treatment success failed to demonstrate
non-inferiority. The treatment effect was 20% for Desonide gel - Vehicle gel and 27% for
DesOwen lotion ~ Vehicle gel using the two-grade improvement criteria for treatment success.

Secondary Effcacy Endpoint:

A description of changes on the signs and symptoms evaluation is as follows. These tables are
from the sponsor's study report (Source page i 79~181; Tables 14.3.3.1). Although, the

percentage change is not a meaningful analysis, these data demonstrate the general trend toward
a larger decrease in all three signs, erythema, induration and oozing/crusting over time in both
active arms compared with Vehicle gel.

APPEARS THIS WAY
,r', "1 .l' l) '.'~. H.i I II.. ..l.

'1 .' ~ i¡: ¡tl .
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Table 16 Summary of Mean Erythema, Induration and Oozing/Crusting

Desonide Gel
Baseline Week 4

Erythema

Induration

Oozing/Crusting

4.6

4.4

1.

1.8

1.9

0.4

Baseline Week 4

Erythema

Induration

Oozing/Crusting

4.7

4.4

1.

Baseline Week 4

Erythema
Induration
Oozing/Crusting

4.4
4.2

1.

3.1

3.1

1.

Pruritus:
The mean pruritus score in the three treatinentgroups is as follows.

Table 17 Mean pruritus scores overtime (Adapted from sponsor's table 14.3.5)

N Baseline Week 4 

Desonide Gel 289 2.1 0.6
DesOwen lotion 288 2.0 0.6

92 1.9 1.4

The magnitude of the decreases. in mean pruritus in both. active. arms were similar and both
showed a greater change compared with vehicle..
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SAFETY:
There were no deaths reported in this study.

One significant adverse event was reported during the study. An 8-year-old girl (1 4-743)
randomized to the Desonide gel group experienced sore throat and a high fever and was
diagnosed withstrep pharygitis. The subject was treated with antibiotics and antipyretics and
resolved. The event was initially reported as a serious adverse event. However, the event was
later reclassified as a non-serious adverse event, because it was noted that the patient was seen in
the Emergency Department, but was never admitted to the hospitaL. The event was considered
unlikely related to the study medication.

The percentages of subjects ih each treatment group who experienced adverse events during the
Study were: 19% Desonide gel, 0.05%, 19% Desowen lotion and 29% Vehicle gel.

There were 6 subjects who prematurely discontinued from the study due to an adverse event, 2
subjects in the Desonide gel group, 4 subjects in the DesOwen lotion group, and no
subjects in the Vehicle gel group. More subjects reporting the adverse events of AD in the
Vehicle gel group than in the groups assigned to Desonide gel and DesOwen lotion.

Telangiectasia (Lesonide get)..
In the Desonide gel group, subject 13-60, a.1-year-oldgirl was enrolled in the study on March
23,2004 and reported an adverse event on April 1, 2004 of telangiectasia on the upper arms,
trunks, and legs. The subject withdrew from the study on April 9, 2004. The adverse event Was
considered probably related to study medication. The subject applied 28 applications of study
medication while enrolled in the study. No concomitant medications were prescribed for this
subject.

Reviewer's comment: 7lis adverse event is notable in that the telangiectasia occurred with
relative(y short-term use and no other concomitant medications had beenprescribed.Jr the
patient. //is possible that the patient's young agemadeher vulnerable to this adverse event.

Atopic dermatitis /lare (Lesonide get)..
Subject 28-427, a 1-year-old boy was enrolled into the study on August 24,2004. On September

6, 2004, he was reported to have had an AD fiareandwas prescribed 1 %
hydrocortisone. The investigator considered the event unrelated to study medication and
resolved on September 8, 2004. The subject discontinued from the study on September 14,2004
after having received 31 applications of study medication.

Skin iijction (LesOwenlotion)..

Inthe DesOwenlotion group,subject 1 i~784,a 6-year~0Id girl was enrolled in the study
on September 7, 2004. The subject reported an adverse event of skin infection on September 13,
2004and was prescribed Bactroban cream andClindamycin. The subject discontinued from the
study on September .13, 2004 after having applied 13 applications of study medication. The
adverse event was considered unrelated to study medication and was resolved on September 20,
2004.
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urticaria (LesOwen Lotion).'
Subject 13-174, a 7-year-old girl enrolled in the study on April 14,2004. On April 30, 2004 she
experienced urticaria and was prescribed Diphedryl allergy. The subject withdrew from the
study on May 4, 2004 after having received 33 applications of study medication. Theadverse
events considered probably related to study medication by the investigator and resolved on May
1,2004.

Contact dermatitis (LesOwenLolio;r.'
Subject 23-438, a 0.5-year-old girl was enrolled in the study on July 1,2004 andreported an
adverse eventof contact dermatitis on July 7,2004. The subject withdrew from the study on
July 9, 2004 after having received 17 applications of study mediation. No concomitant
medications were prescribed for this subject. The adverse event was considered unlikely related
to study medication and was noted as "continuing" at the time the subject withdrew from the
study.

Reviewer's comment: Although the investigator deemed the contact dermatitis to be unlikel;
relatedto study medicati01l an alternative etiolog) was notproVlded

Contact dermatitis (LesOwen Lotion).'
Subject 28-345, an 11.84-year-old boy was enrolled in the study on May 13, 2004 and reported
and adverse event of contact dermatitis on May 20,2004. Benadryl was prescribed for this
subject for the indication of itching. The subject withdrew from the study on May 21, 2004 after
having received 17 applications of study medication. The event was considered possibly related
to study medication by the investigator and was resolved on May 25, 2004.

Reviewer's comment.. Two patients assignedto LJesOwen lotion experienced contact dermatitis
nis is a difcult diagnosis to make. since the st(jroid would tend 10 mask the signs a/ dermatitis.

APPEARS 1M'S WAY
ONOR'G\NAl

43



Clinical Review
Elektra J. Papadopoulos, M.D.
NDA 021844, N-OOO
DesonideGel,0.05%

10.1.2 7001-'G3HP-OI-05 (Study 105): A Randomized, Double-Blind, Placebo-
Controlled, Multi-Center Study to Evaluate the Safety and Efficacy of Topically
Applied Desonide Gel vs. Desonide Gel Vehicle for the Treatment of Pediatric
Subjects with Mild to Moderate Atopic Dermatitis

Trial Design:

Study Sites: 15, U.S.

Number of patients: 201 (136 in active, 65 in vehicle)

Study Period: May 9,2005 to September 13, 2005

Objectives: The objective ofthis study was to determine the safety and effcacy of Des on ide gel
compared to Vehicle gel in the treatment of mild to moderate AD in pediatric subjects ages three
(3) months to 18 years.

Study Design: multi-center, randomized, double-blind, placebo-controlled comparison
involving pediatric subjects with mild to moderate AD.

Diagnosisand¥ain Criteria for Inclusion:
Male or female subjects in generally good health of any race, 3 months to 18 years of age.

Subjects had a diagnosis of AD as defined by the United Kingdom refinement of the Hanifin and
Rajka diagnostic criteria for AD.

Subjectswererequiredtohave AD that
. involved a minimum of 10% body surface area (BSA),

. a baseline IGSS of mild to moderate; and

. an erythema and induration score of at least mild.

.Reviewer's comment.' 7nese criteria (bulleteel difred somewhat./om thaI in Slutl 4(J.

Test i;roductand referenceuroduct, batch number:
Desonide gel, batch number: 880
Desonide gel Vehicle,. batch number: 881

MethQd..of Ap12licationand Treatment.schedule:
The ltudydrug should be applied iDa thin fim(approximately 1-2 mg/cm2) and gently rubbed

into the skin over affected areas. The first application of study drug wil be made under
supervision of the investigator's designee. Areas selected for treatment at the Day 0 Visit were
to be treated for the duration of the study unless signs of localized adverse events exist.
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Primary and secondary efficacy. endpoints were identical to Study 403.

How Measured:

Table 18 Erythema Severity

Score
o
I

2
3

4

Grâde
Absent
Minimal
Mild
Moderate
Severe

Guideline
No eryhema present (may be minor discoloration)
Faint pink, barely apparent
Light pink, noticeable
Pink-red, easily noticeable
Deep or bright red, may feel warm to the touch

Table 19 Induration/Papulation Severity:.' '.' .:

Score
o
1

2
3

Grade
Absent
Minimal
Mild
Moderate

4 Severe

Guideline
No evidence of elevation
Barely perceptible elevation
Perceptible but not extensive elevation
Marked and somewhat extensive
elevation
Marked and extensive elevation

Table 20 Lichenifcation:

Score
o
i
2
3

Grade
Absent
Minimal
Mild
Moderate

4 Severe

Guideline
No lichenification present
Slightly accentuated superficial skin lines
Minor epidermal thickening in one or two areas
Moderate epidermal thickening in few areas, moderately
accentuated skin lines
Prominent epidermal thickening with deep skin lines, 4
or
more areas involved

Table 21 Scaling

.Score
o
i
2
3

4

Grade
Absent
Minimal
Mild
Moderate
Severe

'., ..

Guideline
Absent, no evidence of scaling
Occasional fine scale
Fine,.flaky scale predominates
Coarse scale predominates
Thick, coarse, cnisted scale
preçlominates

Table 2200zing and Crusting

Score Grade
o Absent

i Minimal
2 Mild
3 Moderate
4 Severe

Guideline. .
No evidence of oozing or
crusting
Rare oozing/crusting
Occasional oozing/crusting
Diffuse oozing/cnisting
Marked,oozing/cnisting
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Table 23 Pruritus

Score
o
1

2

3

Grade
Absent
Mild
Moderate

Severe

Guideline ..
No pruritus
Occasional, slight itching/scratching
Constant or intennittent itching/scratching which is not disturbing
sleep
Bothersonie itching/scratching ',hichisdisturbing sleep

Safety evaluation was also similar to Study 403.

Table 24 Safety Assessments:

Parameter Visit 4
Week 4

Adverse Events

Local Adverse Events
Evaluations

Screening Visit 2

Day 0

Visif3
Week 2

x
x
X

X
X

Direct evaluation by the evaluator was performed for dryness and scaling. Stinging and burning
were.assessed through interview of the subject.

I. Di'yness

i. Stalig

o
1

2
3

None
i-1ìd
Modeiate
Sevèlè

o
1

None
Mid

2
3

Moderate
Sevele

3. StinginglBuruing

o
1

2

None
Mid
Modeiate

3 SeVe1'e

Nodiess
Slight but definite rougle.ss
Moderte roughess
Marked roughes

No scaling
~ai'elypeieptible shedding, noticeable only on light

scrtchig or robbing

Obvious but not prflle scaling

Heatrscae pi'oduction

No stinginglbuw.ing
Slight Wan tînglig sention; not really botheisøne
Definite waith; ting1înstingingseusat1on that is
somewhat botherome

:Hot, ting1ig/stingingsenation ththa caused defite
discomfor
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4. Striae

Stl'ae will be recorde as eithr present Of absent.

S. Telangiedasia

Telangiectasa wiD be recorded as either present or absnt

6. SkiAtrophy
Skin atrophy will be recorded as either present or abseQt.

7. Secondai1' Infection

Secondai inection will be reordd as either present or absent.

8. Hypel'tl'cbosio;

Hyperchosis wil be record as eithr prsent or absent.

9. Miliada

Milaria will be recoided as either presnt or absent

10. Ecrliyioses
Ecchymoses wiD be i'ecorded as either prsent 01' absent,

11. Thin,Sbin)'Sldn
Thin, shny sk wiD be recorded as either present or abi¡ent

Open ended query was used to assess whether any adverse events were experienced since the last
visit.

Method ofTreatmentAssignment:

Subjectswere to be randomized to Desonide gel, or Vehicle gel ona 2:1 basis. Drugsupplies
were to be numbered and dispensed sequentially tö the subjects entering the study within an
investigational site. The sequentially numbered drug supplies were to be randomly selected from
the Desonide gel, and Vehicle gel supplies in blocks having a ratio of 2: 1.

Complete blocks of drug supplies were to be distributedto the investigational sites to maintain
the randomization ratio of 2: 1 within an investigational site.

Statistical Methods:
Statistical significance waS based on two-sided hypothesis testing resulting in p.,values of 0.05 or
less. No adjustments ofp-values for multiple comparisons were made. Primary and secondary
tests of superiority of Des on ide gel over Vehicle gelwere conducted primarily on the intent'-to-
treat population and the last observation carried forward method was used to extrapolate effcacy
data which were missing.

Primary Effcacy Analyses
The primary variable dichotomized IGSS at Week4was analyzed witha Cochran-Mantel-
Haenszel test, stratified by site.
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Secondarx Effcacy Analyses

The percent change from baseline in signs of AD including erythema, induration/papulation,
lichenification, scaling, and oozing/crusting scores were analyzed with an analysis of variance
with factors of treatment and site.

Other Effcac,y Analyses
The following were also summarized using descriptive statistics by treatment group and visit:
. IGSS;
. The dichotomized IGSS at week 2;

· Signs of Atopic Dermatitis including erythema, induration/papulation, lichenification,
scaling, and oozing/crusting;

. Percent change from baseline in signs of AD scores;

. Pruritus; and

. Percentage ofBSA affected.

Sensitivity Analyses:Sensitivity analyses to assess the potential effects of missing data included
both anon-reoner imputatio and a reondedmJ'tion for missing data.

APPEARS TH1SWAY
ONORlGlNAl
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Patient Disposition:

Table 25 Summary of Subject Enrollment, Evaluabilty, and CompletionlDiscontinuation

Desonide

Subjects Enrolled (all ITT) 136

Vehicle

65

Study Completion/Discontinuation Reason

Completed the Study
Lack of Efficacy/Worsening of Condition
Adverse Event
Subj ect Request

Protocol Violation
Lost to Follow-Up
Pre nanc

132
o
1

1

o
2

o

55
3

1

5

o
1

o

A higher number of patients discontinued study treatment in the vehicle arm compared with
desonide ointment. Most of the patients withdrew for "patient request" followed by lack of
"effcacy, worsening." Overall, about 10/65 (15%) vehicle patients discontinued early compared
to 4/136 (3 %). patients assigned to active treatment.

Study Conduct:

Table 26 Protocol Deviations

Desonide Gel Vehicle Gel Total

Number of Subjects
136 65 201

Number of Subjects with Deviations
14 13 27

Deviation*

Missed Week4 Visit
Week 4 Visit Outside the Visit Window of:! Days
NotCompliant with Dosing Regimen

Prohibited Concomitant Medication

4
5

5

5

9
10

8

oo o

14 13 27

Subjects inay have had morethanone exclusionary violation.

ßeviewer'scomment.. '/l?seprotocoldeviationsareunlilæ(y 10 have i1?uencedthe overailirial

outcome.
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EFFICACY RESULTS:

Table 27 Analysis of the Primary Endpoint: DichotomizedIGSSatWeek 4 (ITT) (from sponsor's report)
. .

Dichotomized Desonide (N=136) Desonide Vehicle (N=65)
Global Severity .

Success
38 (27.9%) 4 (6.2%)

P-Value
,0.001

Failure . .

98 (72.1%) 61 (93.8%)
. . . . .. ' .

,--.

LOCF was implemented pnor to dichotomization

Table 28 Primary analysis of IGSS (source FDA statistical reviewer)
. .

Desonide Gel Vehicle Gel
N=136 N=65 .

Clear (O)or Almost Clear (i) 74 (54.4%) 9 (13.8%)

. . '0.001 b

Clear (0) or Almost Clear (1) 38 (27.9%) 4 (6.2%)

~ith at least 2 grades reduction" . ,0.001 b

a: Protocol-specified pnmary analysis
b: p-value forDesonide gel vs. vehicle gel

'I'EARS THIS WAY

ON ORIGINAL
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Table 29 Analysis ofthe Secondary Endpoints (ITT)

Desonide Vehicle
(N=136) (N=65)

N MEAN N MEAN P-Value

Erythema 136 48.4 65 14.6 ,0.001

Induration/Papulation 136 47.4 65 17.5 ,0.001

Lichenification 118 43.2 53 9.9 ,0.001

Scaling 121 55.3 60 19.4 ,0.001

Oozing/Crusting 62 69.2 38 31.6 0.006

Table 30 Sensitivity Analyses (ITT) (Source: Sponsor's study report)

Dichotomized ross at Week 4
MissingEvaluation= "Failure"

Desonide Gel Desonide Vehicle

Dichotomized
Global Severity
Success
Failure

(N=136) (N=65) P-Value

38 (27.9%)
98(72.1%)

4 (6.2%)
61 (93.8%)

,0.001

Missing Evaluation = "Success"

DesonideGel Desanide Vehicle

Dichotomized
Global Severity
Success

Failure

(N=136) (N=65) P-Value

42 (30.9%)
94 (69.1%)

12 ( 18.5%)
53 (81.5%)

0.047

Each of the sensitivity analyses assessing the potential impact of missing data supports the
primary analysis.
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Subgroup Analyses:

Table 31 Subgroup Analyses of Dichotomized IGSS at Week4 by Gender, Age, and Ethnicity

De,oDide IN-136) Desonide Vehie1e (N-65)
Gender .M .& .M &m

Success 23 ( 34%) 15 ( 22%) 3 ( 9%) 1 ( 3%)
Failure 44 ( 66%) 54 ( 78%) 29 (91%) 32 ( 97%)

Aie 3 intb to "3 yrs 3 yr. to ,,6 vn 3 inth. to ,,3 yrs 3 yrs 10 ,,6 yrs
Success 14(37%) 4 ( 14%) 1 ( 6%) 1 ( 8%)
Failure 24 ( 63%) 24 ( 86%) 17 ( 94%) 11 ( 92%)

6 yrs to .:1' yo 12 yo 1918 yo 6mtoo(12ns 1" yrn to 18m
Succ_ 9 ( 21%) ii ( 39%) o ( 0%) 2 ( 17%)
Failur 33 ( 79%) 17 ( 61%) 23 ( 100%) 10 ( 83%)

Ethnltlty HiQiianiç/Latino Not.HispapjelL-ating Hispanic/LaMP Not Hispanic/Latno
Success 2 ( 140.) 36 ( 30%) O( 0%) 4( 7%)
Faihlre 12 ( 86%) 86 ( 70%) 7 ( 100%) 54( 93%)

Gender
In the Desonide Gel group, 34% of male subjects (23/67 subjects) and 22% of female
subjects (15/69 subjects) were considered a treatment success compared 9% of male subjects
(3/32 subjects) and 3% of female subjects (1/33 subjects)in the Desonide Gel Vehicle group.

~
In the DesonideGelgroup, 37% of subjects age 3 months to less than 3 years (14/38
subjects), 14% of subjects age 3 years to less than 6 years (4/28 subjects), 21 % of subjects age 6
years to less than 12 years (9/42 subjects), and 39%ofsubjects age 12 to 18 years (11/28
subjects) were considered a treatment success. In the Desonide Gel Vehicle group, 6% of
subjects ageJ months to lessthan 3 years (1/18 subjects), 8% of subjects age 3 years to less than
6 years 0/12 subjects), 0% of subjects age 6 years to less than 12 years (0/23 subjects), and 17%
of subjects age 12to18years (2/12 subjects) were considered a treatment success.

Ethnicity
In the Desonide Gel group, 14% of Hispanic/Latino subjects (2/14 subjects) and 30%of
non Hispanic/Latino subjects (36/122subjects) were considered a treatment success compared
0% of Hispanic/Latino subjects (0/7 subjects) and 7% of non Hispanic/Latino subjects (4/58
subjects) in the Desonide Gel Vehicle group.
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Table 32 Subgroup Analyses of Dichotomized IGSS at Week 4 by Race and Baseline Disease Severity

Desoiide Q'=t36) Desoiide Vehicle Q'=65)
Blacl:Afcan Amcan Indin! Blacl: Afcan Aiercan IndiaP/

Race Whle Amrican A1jl!cn Native Whle Ai Alaska Native

Succes 15 (26%) 16 ( 28%) o ( 0%) 2 ( 7%) 2( S%) o ( 0%)
Fllure 43 ( 74%) 41 ( 72%) o ( 0%) 26 ( 93%) 23( 92%) 1 ( 100%)

Native HawaiiaP/ Native Hawaiin!~ Oter Pacifi Isnder Othr Asjan Oth Pacifc Mande Olber
Success 4(50%) o ( 0%) 4 ( 29%) 0(0%) O( 0%.) 0(0%)
Failure 4 ( 50%) 1 (100%) 10 ( 71%) 6 (100%) o ( 0%) 5 ( 100%)

Baselile Ii""dilator's

Global Severity
Success
Failure

2.
16 ( 23%)

55 (. 77%)

3 (Modte)
22 ( 34%)

43 ( 66%)

l.
3 ( 11%)
24 ( 89%)

3 IMo4ate) .
I ( 3%)

37 (. 97%)

Race
In the Desonide gel group, 26% of White subjects (15/58 subjects), 28% of
Black/African American subjects (16/57subjects), 50% of Asian subjects (4/8 subjects), 0% of
Native Hawaiian/Other Pacific Islander subjects (0/1 subjects), and 29% of subjects oe'other"
races (4/14 subjects) were considered a treatment success. In the DesonideGelVehicle group,
7% of White subjects.(2/28 subjects), 8% of Black/African American subjects (2/25subjects), 0%
of American Indian/Alaskan Native subjects (0/1 subjects), 0% of Asian subjects (0/6 subjects),
and no subjects of "other" races (0/5 subjects) were considered a treatment success.

Raseline Investigator's QlobalSeverity
In the Desonide gel group, 23% of subjects with mild baseline severity (1 6/7 1 subjects)
and 34% of subjects with moderate baseline severity (22/65 subjects)were considered a
treatment success compared 11% of subjects with mild baseline severity (3/27 subjects) and3%
of subjects with moderate baseline severity (1/38 subjects) in the Desonide Gel Vehicle group.
Results of the subgroup analyses for the per~protocol can be found inTable 14.4.2 and closely
resemble the results of the intent-to-treat population.

.ieviewer'scomment: /n conclusiolh subgrottp anakses showed treatment dJct in subgroups
dØned byage, gender, race, ethnicily and baseline severity

Safety:
There were no deaths in this study and no serious adverse events were reported.

Two percent and 33% of adverse events reported in the Desonide gel and Vehicle gel groups,
respectively were considered certainly, probably, or possibly related to study
medication.

There were 5 subjects that prematurely discontinued from the study due to an adverse event.
One subject in the Desonide gel group discontinued prematurely and 4 subjects in the Vehicle
gel group discontinued prematurely. Subject 08-017 was assigned to the Desonide gel group.
Subjects 12-085, 10-046,04-080, and 03-130 were assigned to the Vehicle gel group.
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LJesontde Gelgrottp..
. Subject08-0l7, a 4.75 year old male was enrolled on June 01, 2005 and assigned to active

study drug. A rashouthe face and arms was reported to have occurredouJune 07,2005
(resolution date June 19,2005) and fever ouJune 11,2005 (resolutioudate June J 7). He
was prescribed Ibuprofen as needed for fever. The subject withdrew fromthe study on June
20,2005 after having received 12 applications of study medication. Both events were
considered to be unlikely related to. study medication by the investigator.

/?eviewer'scomment: These symptoms (/ver and rash) could be explained by a virallJrction.
7Jis reviewer agrees with the investigator's assessmentlhat the adverse events are unlike(y
related to stutl medication.

léhiclegel group..

. Subject 12-085, a7.33 year old male was enrolled in the study on May 31, 2005. On June

03, 2005, he experienced worsening from baseline in his condition and started Cutivate.
The subject withdrewfromthe study on June 14,2005. The event was considered related to
study medication by the investigator and was considered resolved on June 14,2005.

. Subject 10-046, an 11.34 year old male was enrolled in the study on May 25,2005. On June
13, 2005, he experienced of worsening from baseline in his condition and was prescribed
Keflex as well as Topicort 0.05% cream. The subject withdrew from the study on June 14,
2005. The event was considered unlikely related to study medication by the investigator and
was considered resolved on July 12, 2005.

. Subject 04-080, a 5.92 year old male was enrolled in the study on June 21, 2005. On June
24,2005, he experienced burning and stinging and was prescribed Cutivate. The subject
withdrew from the study on July 05,2005. The event was considered related to study
medication by the investigator and was considered resolved on June 30, 2005.

. Subject 03-130, a 1.66 year old female was enrolled in the study on June 29,2005. On July

05,2005, she was reported to have flaring of AD and was prescribed Bactroban ointment.
She withdrew from the study on July 20, 2005. The event was considered to be probably
related to study medication by the investigator and the outcome was "resolved".

/?eviewer'scomment:These reports raise the question ifwhelher the vehicle ttsed is irritating
and exacerbating the diseasevs.whether these adverse events would haveoccurred as part if

the natural course if the disease. /t is very dizcult to make anyconclusions in this regard
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Table 33 Summary of Adverse Events (ITT) (From Sponsor's table 14.6.3.1)

System Organ Cla.

Ear and labyrinth disorden
Ea pain

Eye disordrs

Conjunctivitis
Eye swelling

Gastrointestial disorde
Diarhoea
Toothche

GenKal disorders and adnnistition site conditions
Application site bUlnig
Application site pritus
Injection site paiii
PyKia

lnectons and infestations

Application site inection
Ear intion
Gastioenteitis viml
Impetigo
Inßiua
Nasopharyngitis
Pneumona
Pneumonia vil'a!
Stiphylococcal bacteaeiia
Tinea inection

Upper rê.piratory tract inftion
Uriii tract intioii

I ( 1%)
i ( 1%)
S ( 4%)
4 ( 3%)
i ( 1%)
i ( 1%)
1 ( 1%)
O( 0%)
7 ( S%)
o ( 0%)
o ( 0%)

l( 1%)
6 ( 4%)
16 ( 12%)

i ( 1%)
3 ( 2%)
i ( 1%)
o ( 0%)
o ( 0%)
S( 4%)
O( 0%)
i ( 1%)
i ( 1%)
i ( 1%)
2 ( 1%)
I( 1%)

Desonde Vehicle

o ( 0%)
O( 0%)
i ( 2%)
i ( 2%)
o ( 0%)
i ( 2%)
o ( 0%)
i ( 2%)

g ( 12%)
4 ( 6%)
1( 2%)
o ( 0%)
3 ( 5%)
10 ( 15%)

o ( 0%)
i ( 2%)
2 ( 3%)
i ( 2%)
i ( 2%)
3 ( S%)
i ( 2%)
o ( 0%)
1 ( 2%)
0(0%)
O( 0%)
o ( 0%)

System Organ CIa"".
Iijul). poisoning and piocedur complications

Artropod sting
Excorition
Fall
Foot frctue

loint spin
Miiscidosnleta! and conntie .lisue disorders

Musclecraip
Nervous system disorders

Headache
Respiratory, thracic and mediastil disorde'S

Cough
Nasal congestion

Ski and subciitaneous tissu disordel'S

Dermlitis atopic

1leatrash
Rash
Ski atrophy

Vasciilar disordes
Veíipai

Desoiide

5( 4%)
i ( 1%)
i ( 1%)
i ( 1%)
i ( 1%)
i ( 1%)
o ( 0%)
o ( 0%)
i( 1%)
1 ( 1%)
2 ( 1%)
i ( 1%)
1 ( 1%)
2 ( 1%)
o ( 0%)
i ( 1%)
i ( 1%)
o ( 0%)
i ( 1%)
i ( 1%)

Deonde Vehicle

o ( 0%)
O( 0%)
o ( 0%)
I) ( 0%)
o ( 0%)
o ( 0%)
i ( 2%)
i( 2%)
1 ( 2%)
i ( 2%)
O( 0%)
o ( 0%)
O( 0%)
4 ( 6%)
3 ( 501)
O( 0%)
o ( 0%)
i ( 2%)
O( 0%)
o ( 0%)

All of these were either mild or moderate, with the exception of one case of severe diarrhea and
two cases of severe AD (both in vehicle arm). As would be expected, a higher incidence rate of
AD-related adverse events were observed inthe Vehicle gel group (5%) compared with
Desonide gel (0%). Anumerically higher incidence rate of conjunctivitìswas observed in the
Desonide gel group (3%) compared with Vehicle gel (2%).
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Table 34 Adverse Events Occurring at a Frequency of:! 5%

Niiiuber of Subjects

Qes9Qi; Quoir1c.YeWck

136 65

29 ( 21%) 19 ( 290.4)

1( 5%) 8 ( 12%)
0 ( 0%) 4 ( 6%)
6 ( 4%) 3 ( 5%)

16 ( 12%) 10 ( 15%)
5 ( 4%) 3 ( 5%)
2 ( 1%) 4 ( 6%)
0 ( 0%) 3 ( 5%)

Niuuber of Subjects ~pormg
One or Mor Events

System Organ Classl
Generl disordes'sancl admintmtion site condition

Applicationsite burnngPyr
Infctions and inestation

Nasopharyngitis
Skin and subcutaneous tissue disorders

Dermtitis atopic

Table 35 Adverse Events AtLeastPossibly Related Occurring at a Frequency ofil 1%~ Deson Vecle

Number of Siibjects 136 6S

Niuuber of Subjects Reportg
One or More EVeIts 1 ( 1%) 1 ( 11%)

System Organ Class'

General disorders and admstition site conditions o ( 0%) j ( 8%)
Application site bumin o ( 0%) 4 ( 6%)
Appl~ation site p~iNs o ( 0%) 1 ( 2%)

IitiOIl and inestations o ( 0%) 1 ( 2%)
tmpetigo o ( 00) 1 ( 2%)

Ski an subcutaneous tissue disorders 1 ( 1%) 3 ( 5%)
Deiatitis iitopic o ( 0%) 2 ( 3%)
Heat cah 1 ( 1%) o ( 0%)
Ski atry o ( 0%) 1 ( 2%)

P-Value

0.002

0.003
0.010
0.323
0.323
0.323
0.100
0.103
1.000
0.323

Overall, vehicle alone appears to be associated with local symptoms of burning and pruritus. As
stated previously, two patients had adverse events related to worsening of AD in the vehicle arm.
Adverse events related to AD were not observed in active.arm.

Results of the active assessments for atrophy, telangiectasia and striae are described below. The
source for these data is the sponsor's Figiire14.6.L.
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Table 36 Atrophy

Baseline

Desonide
Gel

Week 2

Vehicle Gel

Week 4 Baseline . Week 2
.

Week4

N
Absent
Present

136
131 (96%)

.. 5 (4%)

129
124 (96%)

5 (4%)

132
128 (97%)
4 (3%) .

65
63 (97%)

2(3%)

63
61 (97%)
2 (3%)

57
56 (98%)

1 (2%)

Table 37 Telangiectasia
.

Desonide . . Vehicle. .

Baseline Week 2 Week 4 
.

Baseline Week 2 Week 4 
.

N 136 129 . 132 65 63 57
. . .

57 (Absent 135 (99%) 128 (99%) 132 ( 100%) 65 ( 100%) 63 ( 100%)
100%)

Present 1 (1%) . 1 ( 1 %) 0(0%) 0(0%) 0(0%) 0(0%)
. .

Table 38 Striae
.

. Desonide . Vehicle .

Baseline Week 2 Week 4 Baseline
.

Week 2 Week 4 .
.

N 136 129 132 65 63 57
Absent 130 (96%) 122 (95%) 126 (95%) 61 (94%) 59( 94%) 53 (93%)
Present 6 (4%) 7 (5%) 6 (5%) 4( 6%) 4(6%) 4 (7%)

APPEAS THIS WAY ON ORlGINAl
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Table 39 Summary of Adverse Events Including Severity and Relationship (source Table 14.6.3.1)

Severity

Mild
Moderate
Severe

Desonide Vehicle

136 65

41 27

29 (21%) 19 (29%)

41 ( 100%) 27 ( 100%)
0(0%) 0(0%)

22 (54%) 17(63%)
18 (44%) 8 (30%)

1 (2%) 2(7%)

36 (88%) 16(59%)
4 ( 10%) 2(7%)

1 (2%) 2 (7%)
0(0%) 3 ( 1 1%)
0 0%) 415%)

Number of Subjects

Number of Events

Number of Subjects Reporting
One or More Events

Serious
No
Yes

Relationship to Study Medication

Definitely Unrelated
Unlikely
Possible
Probable
Related

Two patients in the vehicle arm had worsening of AD. One ofthesewàs (003-130), a one year
old girl with 70% BSA involvement at baseline.

APPEARS THIS WAY ON ORlGlNAL
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10.1.3 Dermal Safety Studìes

Study 7001-G3HP-03-03: A Multi-Center, Open-Label Evaluation of the Adrenal
Suppression Potential of Topically Applied Desonide Gel in Pediatric Sub,jects ;with
Moderate to Severe Atopic Dermatits

Study Period: March 9, 2004 -September 16,2004

Phase of Development: 2

Objectives: To determine the safety and systeinic tolerance of Desonide Gel in the
treatment of pediatric subjects with moderate to severe AD

Number of subjects planned:~20 subjects were to be enrolled into each cohort-3 months to 2
years 11 months and 3 years to 5 years 11 months. Forty subjects were enrolled, 20 in each
group.

Forty subjects were enrolled (3 months to 2 years 11 months: 20 subjects, 3 years to 5 years 11

months: 20 subjects). All 40 subjects enrolled in the study were included in the intent-to-treat
population.

Diagnosis and Main Criteria for Inclusion: .

Male or female subjects of any race between the ages of 3 months and 5 years 11 months
weighing a minimum of 8 pounds with visible flexural dermatitis. Subjects had a diagnosis of
AD as defined by the UK refinement ofthe Hanifin and Rajka diagnostic criteria for AD. The
subject must have had an itchy skin condition in the last 12 months, plus 3 or more ofthe
following:

a) Onset of AD below two (2) years of age.
b) History of flexural involvement.
c) History of generally dry skin.
d) Personal history of other atopic disease (in children under four (4) years, history of atopic
disease in a first-degree relative could be included).
e) Visible flexural dermatitis.

Subjects were required to have AD that involved a minimum of 35%body surface area (BSA)
and a baseline Physician's Global Severity Score and baseline erythema score rated as moderate
or severe,

Test product, dose and mode of administration, batchnumber:
Desonide Gel, topical application to the affected areas twice daily for 4 weeks, batch number:
878.
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Study Assessments: Included assessment of AD by Physician's Global Severity Score (0..5, clear
to very severe); percentage BSA affected; skin irritation evaluation at baseline, week 2 and week
4.

AM cortisol adrenal function tests (pre and post co synoptrop in administration) were done at
baseline and at week 4. Any subject with abnormal test results was to return for follow-up. If
the Visit 3 laboratory results show a Subject has an abnormal adrenal function, this was to be
reported asanAE and the adrenal function test repeated monthly until the cortisol levels return
to normaL.

Reviewer's comment: Qínot~ no bloodpressure measurements wereiaken.

All endpoints were evaluated using descriptive statistics. The intent-to-treat population consisted
of all subjects who used at least one dose of study medication. The modified intent-to-treat
population was the primary population for evaluating end of treatment HP A suppression and it
consisted of subjects who completed 4 weeks ofthe study and had completecosynotropin
stimulation test data at baseline and at Week 4.

Study Results:
The study enrolled 40 pediatric subjects ages 6 months to 5.6 years. Of these 37 had complete
cosynotropin stimulation test data at baseline and week 4.

One 6-month old subject (3 %) showed abnormal adrenal response following 4 weeks of twice
daily application of study medication. The remaining evaluable subjects had no laboratory
findings of adrenal suppression after 4 weeks of twice daily application of study medication.

Local Adverse Events:
No subjects reported striae, skin atrophy, secondary infection, ecchymoses, sensitization, or thin,
shiny skin, at any evaluation. Localized burning/stinging was present in 2/38 subjects (5%) at
only theW eek 2 visit.

Adverse Events:
Ten of40 subjects (25%) enrolled reported a total of 13 adverse events during the study. Two of
the events were serious. The two serious AEs were mycoplasma pneumonia and partial seizures
with secondary generalization and both occurred in the same subject.
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Adrenal suppression is defined as a post-stimulation cortisol peak value~ 18.0 Ilg/dL at Week 4.

Subject 300fclinical site 1 had a history of seizure disorder.

Protocol violation: Subject 50 of site 3 was withdrawn for a low cortisol level on visit 1.

The patient listings of cortisol levels are shown in the following table.

Table 40 Adrenal Function Test Results - Cortisol Levels (Source: Listing 16.2.10.1.2)

Pre Post
Diff

Week
Week

Site Subject Age/Sex Visit Cortisol Cortisol
Pre Fold

4 Pre
4 Adrenal

to Increase Post suppression
Level Level

Post
Diff Diff

17 4.7/F
1 10.0 29.0 19;0 1.9

-2.3 -3.0 Normal
3 7.7 26.0 18.3 2.3

18 5.6/M
1 9.2 30.0 20.8 2.2

2.8 -7.0 Normal
3 12.0 23.0 11.0 0.9

19 5.5/M
1 12.0 29.0 17.0 1.4

0.0 -1.0 Normal
3 12.0 28.0 16.0 1.

20 5.2/F
1 6.9 22.0 15.1 2.1

2.7 2.0 Normal
3 9.6 24.0 14.4, 1.5

29 4.7/F
1 13.0 29.0 16.0 1.2

0.0 -1.0 Normal
3 13.0 28.0 15.0 1.

30 3.2/F
1 6.5 28.0 21. 3.3

2.2 2.0 Normal
3 8.7 30.0 21. 2.4

31 1./M 1 14.0 28.0 14.0 1.0 c2.0 -2.0 Normal
3 12.0 26.0 14.0 1.

32 2.2/M
1 7.9 22.0 14.1 1.7

-1.4 -2.0 Normal
3 6.5 20.0 13.5 2.0

3 3.8/M
1 12.0 22.0 10.0 0.8

-2.0 6.0 Normal
3 10.0 28.0 18.0 1.8

2 3.8/M
1 14.0 22.0 8.0 0.5

2.0 2.0 Normal
3 16.0 24.0 8.0 0.5

3 4.4/F
1 8.2 28.0 19.8 2.4

3.8 4.0 Normal
3 12.0 32.0 20.0 1.6

4 L9/F
1 41.0 45.0 4.0 0.0

-25.0 -14.0 Normal
3 16.0 31.0 15.0 0.9

49 2.7/F
1 19.0 26.0 7.0 0.3

-4.0 -3.0 Normal
3 15;0 23.0 8.0 0.5

Not evaluable

50 2.0/M
1

3.9 20.0 16.1 4;1 (abnormal
3 baseline cortisol

levels)

13 3;I/F
1 17.0 22.0 5.0 0.2

-8.0 8.0 Normal
3 9.0 30.0 21.0 2.3
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1 3.3 25.0 21.7 6.5
2.0 -16.9 Abnormal14 0.5/F

3 5.3 8.1 2.8 0.5

Not evaluable
1 (missing basline15 1./M 11.0 ND

post~stìmulation3

cortisol levels)
1 7.9 27.0 19.1 2.4 1. 2.0 Normal16 2.9/F
3 9.2 29.0 19.8 2.1

Not evaluable
1

3.1 (abnormal0.8/F 4.6 19.0 14.4
baseline cortisol

53
3

levels)
1 9.0 21.0 12.0 i,3 3.0 -2.0 Normal54 2.0/M
3 12.0 19.0 7.0 0.5

,
1 10.0 21.0 11.0 1.

-0.5 1.0 Normal5 9 4.9/F
3 9.5 22.0 12.5 1.
1 5.1 22.0 16.9 3.3 1. 0.0 Normal10 3.8/F
3 6.4 22.0 15.6 2.4

1 7.0 20.0 13.0 1.8
-0.6 -1.0 Normal11 3.4/M

3 6.4 19.0 12.6 1.9

1 11.0 21.0 10.0 0.9
-3.5 -2.9 Normal12 4.1/F

3 7.5 18.1 10.6 1.4

1 7.2 23.0 15.8 2.1 -1. Normal21 4.7/F
3 6.1 24.0 17.9 2.9

1 9.6 22.0 12.4 1.2
-1 0 Normal22 3.0/F

3 8,6 22.0 13.4 1.5

1 9.0 28.0 19.0 2.1
-3.6 .5 Normal23 3.4/M

3 5.4 23.0 17.6 3.2

1 14.0 35.0 21.0 1.
-3 ~9 Normal24 3.3/F

3 11.0 26.0 15.0 1.
1 8.2 24.0 15.8 1.9

0.7 2 Normal25 5,0/F
3 8.9 26.0 17.1 1.9

1 7.1 21.0 13.9 1.9
2.1 2 Normal26 2.9/M

3 9.2 23.0 13.8 1.5

1 13.0 20.0 7.0 0.5
0 3 Normal27 2.7/F

3 13.0 23.0 10.0 0.7

1 11.0 24.0 13.0 1.
7 6 Normal28 3.8/F

3 18.0 30.0 12.0 0.6

1 9.7 22.0 12.3 1.2
8.3 4 Normal37 2.2/M

3 18.0 26.0 8.0 0.4

1 12.0 26.0 14.0 1.
-2.2 -2 Normal38 2.6/M

3 9.8 24.0 14.2 1.4

1 19.0 28.0 9.0 0.4
-9.3 0 Normal39 1./F

3 9.7 28.0 18.3 1.8

1 10.0 20.0 10.0 1.0
-1.5 5 Normal40 2.9/F

3 8.5 25.0 16.5 1.9
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8 41 2.6/M
1 9.0 19.0 10.0 1.

Normal
3 10.0 20.0 10.0 1.0

42 2.4/M
1 19.0 33.0 14.0 0.7

3 -7 Normal
3 22.0 26.0 4.0 0.1

43 1.4/M
1 12.0 27.0 15.0 1.2

0 -6 Normal
3 12.0 21.0 9.0 0.7

44 1.5/F
1 15.0 36.0 21.0 1.4

8 -6 Normal
3 23.0 30.0 7.0 0.3

Narratives of selected patients with abnormal cortisol values follow:
Subject 4-14, a 6-month girl, had a pre-stimulation cortisol value of3 mcg/dL at baseline. The
subject was allowed to continue in the study based on normal post-stimulation results of25
mcg/dL. At Week4, the subject had a pre-stimulation value in the normal range per the CST
package insert (5 mcg/dL) and a post-'stimulation value of 8 mcg/dL.As stated earlier, adrenal.
suppression was defined as a post-stimulation cortisol peak value S 18.0 ¡.g/dL at Week 4.
Therefore, this subject met this criterion for adrenal suppression.

ßeviewer'scomment: ffe sponsor removed this sub/ectftom the .MTTpopulation because if
delaye:dcollection if the poststimtilation blood sample. However- the FD/! has included this
su/nectas ane:valuable su/nect since she hadlaboratory data at baseline as welltrer 4' weeks if

.De:somde gel use. ffe: case report ./rm has been carijlfy reviewed by the Agency and stllports
inclusion ifthissu/nect. fft' su/nect dtdnot have repeat CosyntropinstlÍ1ulation testing to

evaluate reversibiltly ifsuppressio~ and the abnormalresult was not reported as an A.E' both
are protocol violations.

Subject 34, a 4 year old girl, displayed considerable signs of anxiety over the blood draws and
lost consciousness after the baseline CST was completed. The pre-stimulation plasma cortisol
value was 40 mcg/dL and the post-stimulation value was 45 mcg/dL. The study endocrinologist
deemed the elevated prestimulation value was likely due to the emotional state ofthe child. At
Week 4, the pre and post-'stimulation cortisol levels were 16 and 31 mcg/dL, respectively. This
subject was included in the MITT population.

Subjects 3-50 and 4-53 were administered the baseline CST. However, these subjects were
withdrawn from the study at sponsor's request for safety due to the -0 5 mcg/dL prestimulation
level and were not included in the MITT population.

Conclusions:
This study was done in a limited sample of children with moderate to severe AD who were
administered topical Desonide gel twice daily for four weeks. Some of the children were not
evaluable due to abnormal cortisol levels at baseline or.delays and/or difficulty with drawing
blood or administering the cosynotropin. One of the subjects included in theevalutlble
population (3% ) had abnormal cosynotropin stimulation tests.
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Study 103:
Title: A Single Cen~er, Evaluator-Blind Evaluation ofthe Cumulative Irritation and Contact
Sensitization Potential of Des on ide Gel, DesOwenCI Lotion 0.05%, Desonide Gel Vehicle, and
Control FollowingRepeated Topical Application to Healthy Subjects

Trial Design:

This was a single-center, investigator blind, phase I study.

There were 3 phases of this study: induction/irritation, rest and challenge.

Induction/irritation: Desonide gel, DesOwen lotion, Vehicle gel, and 0.3% sodium laurylsulfate
were to be applied under separate occlusive patches on the back of subjects 3 times per week for
3 weeks. Each application was to be observed 48 hours (72 hours on weekends) later for signs of
irritation or inflammation.

Rest Period: After the induction/irritation phase, there was to be a rest period of approximately 1-
2 weeks (7-18 days) during which nopatcheswereto be applied.

Challenge Phase: After the rest period, 3 patches (Desonide Gel, Desonide Gel Vehicle and
DesOwen lotion) was applied to previously untreated sites on the back for48 hours. Sites were
evaluated at the time of patch removal (48 hours post patehing) and 72 hours post-patching. The
rater evaluated the skin signs using the following scale:

0== No sign of irritation
0.5 = Barelyperceptible erythema
1 = Slight erythema
2 = Noticeable erythema with slight infitration
3 = Erythema with marked edema
4 = Erythema with edema and blistering

Any subject showing a potential for delayed contact sensitization was to be re-challenged 14 to

18 days later to confirm the reaction. Other symptoms of skin reactions (i.e. pruritus, stinging,
burning) to the test products was noted as an adverse event.

Eligibilty:
Men and women 18-70years of age were eligible for the study.
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Study Results:
Two hundred thirty (230) subjects were enrolled and treated with test articles. Seventeen (17)
subjects terminated the study early. Of the 17 who discontinued early, five discontinued due to
noncompliance by missing two or more of the scheduled visits. Five (5) subjects withdrew
consent. One (1) subject discontinued due to prohibited concurrent medication. Six (6) subjects
discontinued due to adverse events, four of which were probably related to the test articles, one
that was possibly related and one that was unrelated to the test articles. One subject (# i 38) was
patched once but never evaluated and was not included in. the cumulative irritation.

There were 10 instances of burning and seven instances of stinging at the sodium laurylsulfate
site. The DesOwen lotion. site had 19 cases of burning and 5 cases of stinging. Burning occurred
atthe Vehicle gel site four times but stinging did not occur at this site. There was 1 instance of
burning and 2 instances of stinging at the Desonide gel ~ite.

There was one serious adverse event (gallstones, Subject # 009) during the study that was
determined to be not related to the study drug. Two subjects (#105, 213) had positive pregnancy
test~ at the final visit. Subject 105' s pregnancy was confirmed with a second test by the site and
by the subject' sprimary care physician. The site wil follow up with this subject until the
conclusion of her pregnancy.

Summary of Cumulative Irritation

The cumulative irritation score for each test article Was obtained by summing subjects' scores
from all irritation/induction phase evaluation days. The test article cumulative irritation sèores
noted were as follows:

Table 41 Irritancy Scores
. . .

TestArticle Cumulative skiii . Classifcation
Evaluation Scorevs.

Theoretical Maximum
.

Vehicle Gel 454/7924 No significant iritation
. .

Desonide Gel.
..

602/7928. No significant irtation.

DesOwen Lotion 4424/7928 . Moderately. iritating

0.3% Sodium Lauryl Sulfate 3061/7928 . Slightly irritating

The theoretical maximum was less for Vehicle gel than the other test articles as there was one
less evaluation for subject #031 due to a patching error on the last induction/irritation visit for
Vehicle gel.

On April 16,2004, a memo was written to establish an analysis plan that would support and give

greater detail than Section.19 
of the amended protocol. This was done prior to data base lock and

breaking of the blind.

For data analysis, the initial Grade 4 reaction score was carried forward until Study Visit 11 (end
of irritation/induction) or unti the subject discontinued, if prior to Visit 11.
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A total (cumulative) irritation score for each product was calculated by summing subjects' scores
from all irritation/induction evaluation days. The cumulative irritation score was dependent
upon the actual nuinber of enrolled subjects and the actual number of completed visits, with a
maximum possible cumulative score of 8280(230 subjects x 9 evaluations x 4 (maximum daily
irritation score). The test articles were classified as shown below and with an example assuming
230 subjects completing all induction/irritation phase visits.

Table 42 Iritancy Classifcation

CLASSIFICATION' ALGORITHM FOR RANGE
CALCULATION

CUMULATIVE
IRTATION

SCORE FOR 230
SUBJECTS

0-1035
1036-3105
3106-6210
6211-8280

No significant irritation
Slightly irritating
Moderately irritating
Highly iritating

o to.0.5*X
(0.5*X)+1 to (1.5*X)
(1.5*X)+1 to3*X
(3*X)+ 1 to 4 *X

Summary of Study Results:
Sodium lauryl sulfate (0.3%), a known irritant at thisconcentratiqn, was included in the study as
a positive control for the irritation/induction phase of the study. The cumulative irritation score
for this product indicates that the studymay not have been very sensitive in detecting irritation
since the results of the positive control was rated as only slightly irritating and less so than
DesOwen lotion. Desonide Gel 0.05% and Desonide Gel Vehicle were both shown to be not
significantly irritating while DesOwen lotion was found to be a moderateirritant.

Ofthe 212 subjects who were evaluable for sensitization, i subject and 2 subjects (0.5% and
0.9%) had confirined sensitization reactions to the Desonide Gel Vehicle and DesOwen lotion,
0.05% groups, respectively. Four (4) and5 subjects (L.9%and2.4%) in the Desonide Gel and
DesOwen lotion groups, respectively had challenge reactions consistent with sensitization but
these reactions were not confirmed as the subjects did not consent to a re"challeiige.
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