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or other Pacific Islander or White. For ethnicity one of the following designations should
be used: Hispanic/Latino or Not Hispanic/Latino.

\
|
Timeframe for submitting reports of the study(ies): Reports of the above studies must l
be submitted to the Agency on or before December 1, 2009. Please keep in mind that
pediatric exclusivity attaches only to existing patent protection or exclusivity that has not
expired at the time you submit your reports of the studies \in response to this Written
Request.

Response to Written Request: As per the Best Pharmaceuticals for Children Act,

section 3, within 30 days of receipt of this Written Request you must n9tify the Agency' "
as to your intention to act on the Written Requgst. If you agree to the request then you

must indicate when the pediatric studies will be initiated. :

" -Submit protocols for the above studies to an investigational new drug application (IND)

and clearly mark your submission "PEDIATRIC PROTOCOL SUBMITTED FOR

PEDIATRIC EXCLUSIVITY STUDY" in large font, bolded type at the beginning of

the cover letter of the submission. Notify us as soon as possible if you wish to enter into a ;
written agreement by submitting a proposed written agreement. Clearly mark your ,
submission "PROPOSED WRITTEN AGREEMENT FOR PEDIATRIC STUDIES"
in large font, bolded type at the beginning of the cover letter of the submission.

Reports of the studies should be submitted as a New Drug Application (NDA) or as a
supplement to your approved NDA with the proposed labeling changes you believe

would be warranted based on the data derived from these studies. When submitting the
reports, please clearly mark your submission "SUBMISSION OF PEDIATRIC STUDY
REPORTS - PEDIATRIC EXCLUSIVITY DETERMINATION REQUESTED" in
large font, bolded type at the beginning of the cover letter of the submission and include a-
copy of this letter. Please also send a copy of the cover letter of your submission, via fax
(301-594-0183) or messenger, to the Director, Office of Generic Drugs, HFD-600, Metro
Par% North II, 7500 Standish Place, Rockville, MD 20855-2773.

In accordance with section 9 of the Best Pharmaceuticals for Children Act, Dissemination
of Pediatric Information, if a pediatric supplement is submitted in response to a Written
Request and filed by FDA, FDA will make public a summary of the medical and clinical
pharmacology reviews of pediatric studies conducted. This disclosure, which will occur !
within 180 days of supplement submission, will apply to all supplements submitted in '
response to a Written Request and filed by FDA, regardless of the following '

circumstances:

1.' the type of response to the Written Request (complete or partial);

2. the status of the supplement (withdrawn after the supplement has been filed or
pending); '

3. the action taken (i.e., approval, appfovable, not approvable); or

4. the exclusivity determination (i.e., granted or denied).
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‘APPENDIX A

Background and Rationale:
Atopic Dermatitis

Atopic dermatitis is a chronic 1nﬂammat0ry disease of the skin that is characterized by
dry skin and pruntus in all stages of the disease. It is primarily seen in the pediatric age
group, occurring in 10-20% of children in industrialized countries. In 50-75% of cases,
the age of onset is < 6 months, It is a condition characterized by exacerbations and
remissions. However, the condition clears in 60% of children by age 16 years.

- Treatment of atopic dermatitis must be individualized, taking into 4ccount such factors as
the patient’s age and severity of the disease. Moisturizers are the cornerstone of therapy

. because atopic dermatitis is characterized by dry skin. The mainstays of pharmacological
therapy are the topical corticosteroids, which have been used for more than 50 years in
the treatment of this condition. The weakest topical corticosteroid that adequately
controls the disease should be used and treatment should be discontinued when control is
achieved. This is because although topically applied, these products may be systemically
absorbed, thus potentially placing the patient at risk for corticosteroid adverse effects.

- These adverse effects include hypothalamic-pituitary-adrenal (H'PA) axis suppression and
local cutaneous advetse effects (telangiectasia, thinning, shininess, striae, bruising, loss
of elasticity and loss of normal skin markings).

(

State of Armamentarium
The least potent topical corticosteroids (i.e., those that are class VII), are those containing -
hydrocortisone (HC, free alcohol base) or hydrocortisone acetate (21-acetate salt) at -
concentrations of 0.25-1.0%. These preparations are available over-the-counter (OTC).
They are labeled for the “temporary relief of itching associated with minor skin
irritations, inflammation and rashes” in individuals 2 years of age and older. The OTC
labels forthese products state not to use more than 3-4 times/day and to stop use and see'

a doctor.if symptoms persist for more than 7 days.

- Of prescription medications, only fluticasone propionate cream (Cutivate), 0.05%, has
been specifically approved for use in infants less than 1 year of age. It is a medium
potency (class V) corticosteroid and is approved for the treatment of corticosteroid-
responsive dermatoées in infants as young as 3 months of age.

Adverse Events (

While local cutaneous adverse events associated with topical cortlcostermds are of
concern, systemic effects, such as HPA axis suppression, can be life-threatening. HPA
axis suppression may be determined in several ways; the cosyntropin (synthetic subunit
of ACTH) stimulation test is’a widely used test for this purpose. Although variations may
be performed in several ways, the 30 minute test is most commonly used. It is a simple
test that can be performed as an outpatient at any time of day. Use of the 30 minute
cosyntropin stimulation test to determine the effect of topical corticosteroids on the HPA

/ ’ -
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axis and the criterion to define a normal response as a peak cortisol level at 30 minutes of
. >18 ug/dl (>500 nmol/L), was endorsed by the Pediatric Subcommittee of the Anti-

Infective Drugs Advisory Committee on October 29, 2003.

Low potency products

The effect of topical 1% hydrocortisone on the HPA axis as determined by the
cosyntropin stimulation test has been studied in pediatric patients with atopic dermatitis
12345 Although a 30 mmute cosyntropin stimulation test was performed, the early
reports lacked a control group and used outmoded assays to measure plasma cortlsol'
One of these early reports reported no HPA axis suppression by the criteria specified
(1ncrement in plasma cortisol >7.5 ug/dl and peak cortisol >20 ug/dl) in 9 of 9 patients
(mean age 3.9 + 2.6 years) after an average‘ of approximately 16 days of treatment with
1% hydrocortisone acetate ointment'. However, the other early article, which defined a
normal cosyntropin response based on three criteria (basal cortisol >5 ug/dl, increment >7
ug/dl and peak >18 ug/dl) reported HPA axis suppression after 4 wceks of treatment with
1% hydrocortisone ointment in 3/7 patients with a normal baseline test’. It is not clear
which of the three criteria were failed by each of these 3 patients.
In contrast to the early studies, more recent reports included concomitant controls of
children who had never received corticosteroids by any route and plasma cortisol levels
were measured by RIA or IRMA. A summary of these studles and results follows3 45,

* Intwo of the recent studies, 5 and 7 children, respectively, aged >3 years, had
received only 1% hydrocortisone regularly since infancy (median duration of use:
6.5and 6.9 years, respectlvely) to treat atopic dermatitis (median BSA 58% and

36%, respcctlvely) . In these children, a lower intravenous (IV) dose of
cosyntropin (500 ng/1.73m?) than recommended in the label (low-dose ACTH
test) was administered and the plasma cortisol response was measured
periodically for 60 minutes. In both studies, the resuits of HPA axis testing in
these children were comparable to controls. In one of the studies which specified
criteria for a normal response (peak stimulated cortisol >500 nmol/L= >18 ug/dl,

and/or increment >200 nmol/L=>7 ug/dl at 60 minutes), there was no evidence of -

HPA ax13 suppression in either the control group or the 1% hydrocortisone
i group It should be noted that there is no consensus regarding either the

performance of the low-dose ACTH test [i.e., the dose of ACTH to be
administered or the timing of the blood samples to be obtained post~ACTH
administration) ot the criteria to define a normal response].

¢ Another recent study evaluated the effect of topical 1% hydrocortisone cream on
the adrenal response using the 2 hour ACTH test’. The control group consisted of
3 infants, ages 2, 7 and 15 months 6!d who had never received corticosteroids by
any route. The treatment group consisted of 17 patients, aged 2 months-14.4 years
(mean age: 3.6 years) with dcute dermatitis (mean BSA 74%) who had received
1% hydrocortisone cream for I month to 14 years (median duration of use: 3
months). HPA axis suppression was defined as a peak stimulated plasma cortisol
<830 nmol/L= <29 ug/dl in response to 0.25mg/1.72m* ACTH, IV. HPA axis
suppression was reported in 1 of 3 (33%) patients in the control group (patient’s









	Bookmarks

	Type of Study
	Study Objectives
	Study Design
	Inclusion and Exclusion Criteria
	Ages and Number of patients to be studied
	Study Endpoints
	Study Evaluation
	Drug information
	Drug specific safety concerns 
	Statistical information, including power
	APPENDIX A 


