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Glaxo Wellcome, Inc. -

Attention: Roger Gaby

Project Director, Regulatory Affairs

Five Moore Drive :
Research Triangle Park, NC 27709 MAY 26 1999

Dear Mr. Gaby:

Please refer to your supplemental new drug application dated December 11, 1998, received
December 14, 1998, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Flolan (epoprostenol sodium) for Injection.

We acknowledge receipt of your submissions dated April 20, 23, 28, and May 5, and 6, 1999.

This supplement provides for the use of FLOLAN (epoprostenol sodium) for Injection for the
treatment of secondary pulmonary hypertension in patients refractory to conventional therapy.

We have completed our review and find the information presented is inadequate, and the
supplemental application is not approvable under section 505(d) of the Act and
21 CFR 314.125(b). The deficiencies may be summarized as follows:

Study VA1A4001 was a multicenter, randomized, open-label, parallel group trial of FLOLAN
plus conventional therapy versus conventional therapy alone for 12 weeks in patients having
pulmonary hypertension due to the scleroderma spectrum of diseases (SSD). The primary
objective was to evaluate the effect of continuous FLOLAN infusions plus conventional therapy
on exercise capacity compared to conventional therapy alone, and to evaluate the safety of
continuous infusions of FLOLAN plus conventional therapy compared to conventional therapy
alone. The primary efficacy parameter was exercise capacity as measured by the maximum
distance walked in meters during the 6-minute walk test after 12 weeks of study drug treatment.
The evidence provided by Study VA1A4001 is not sufficiently convincing to’support approval of
FLOLAN for the requested indication: _ ]

— SR - _ - Nor is it
sufficiently convincing to support approval of FLOLAN for treatment of patients with secondary
pulmonary hypertension due to the scleroderma spectrum of diseases alone.

( A
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In addition, Study VA1A4001, as a single trial, fails to adequately support efficacy of FLOLAN
for Injection in treatment of secondary pulmonary hypertension for the following reasons:

1. Study VA1A4001 was too small to establish consistency in efficacy results across centers
due to the small numbers of patients enrolled at each center.
2. Consistency in efficacy results across subsets of patients (i.e., gender or age) was not

established. Because of the small number of patients, especially males and patients 65
years and older, establishing such consistency was difficult.

3. Efficacy results across both primary and secondary efficacy endpoints were inconsistent.

' Multiple efficacy endpoints were examined in Study VA1A4001, including the 6 Minute

Walk Test, Borg Dyspnea Score, Dyspnea Fatigue Index, Raynauds Severity Score,
cardiopulmonary hemodynamic parameters, and mortality. Although an improvement
was observed in the 6 Minute Walk Test and many of the cardiopulmonary hemodynamic
parameters, no benefit was observed for mortality, clinical signs and symptoms of the
scleroderma spectrum of diseases, and NYHA Class.

4. Due to the inconsistency of efficacy results across endpoints and subsets of patients, the
efficacy results were not statistically persuasive for a single study.

The side effect profile of FLOLAN in this application reflected its considerable morbidity as
outlined in the current product labeling. Thus, at present, there is a clearly unfavorable benefit-
risk relationship for the use of FLOLAN in treating secondary pulmonary hypertension due to the
scleroderma spectrum of diseases.

Within 10 days after the date of this letter, you are required to amend the supplemental
application, notify us of your intent to file an amendment, or follow one of your other options
under 21 CFR 314.120. In the absence of any such action FDA may proceed to withdraw the
application. Any amendment should respond to all the deficiencies listed. We will not process a
partial reply as a major amendment nor will the review clock be reactivated until all deficiencies
have been addressed.



NDA 20-444/S-003
Page 3

In addition, as of April 1, 1999, all applications for new active ingredients, new dosage forms,
new indications, new routes of administration, and new dosing regimens are required to contain
an assessment of the safety and effectiveness of the product in pediatric patients unless this
requirement is waived or deferred (63 FR 66632). Please propose a pediatric development plan
for the indication proposed in this supplemental application.

This product may be considered to be misbranded under the Federal Food, Drug, and Cosmetic
Act if it is marketed with this change(s) prior to approval of this supplemental application.

If you have any questions, contact Brian Strongin, Project Manager, at (301) 827-7310.

Smccrelz,

.18/

Lilia Talarico, M.D.
Director

Division of Gastrointestinal and Coagulation Drug
Products

Office of Drug Evaluation III
Center for Drug Evaluation and Research

APPEARS THIS WAY
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Divis'ion of Gastrointestinal & Coagulation Drug Products
PROJECT MANAGER REVIEW
Application Number: 20-444/SE1-003
Name of Drug: Flolan (epoprostenol sodium) for Injection
Sponsor: Glaxo Wellcome, Inc.
Material Reviewed

Submission Dates: October 13, 1999; Complete Response to a May 26, 1999 Not Approvable
Letter

Receipt Dates: October 14, 1999
Background and Summary Description: NDA 20-444 for Flolan for Injection was approved

September 20, 1995 for the long-term intravenous treatment of primary pulmonary hypertension
in NYHA Class III and IV patients. Efficacy supplement S-003, submitted December 11, 1998,

Safety and efficacy in S-003 is supported by
Study VA1A4001, a multicenter, randomized, open-label, parallel group trial of Flolan plus
conventional therapy versus conventional therapy alone for 12 weeks in patients having
pulmonary hypertension secondary to the scleroderma spectrum of diseases (SPH/SSD). A Not
Approvable action was taken May 26, 1999 with the following reasons cited in the action letter:

1. The population studied (SSD) did not adequately reflect the population for which labeling
was sought ==  Clinical data was provided in SSD patients only. The requested
indication, —— encompasses pulmonary hypertension secondary to any underlying
disease. Because the —=subpopulations differ with respect to the underlying disease,
the morbidity/mortality consequences and benefit/risk assessment associated with the use
of Flolan for Injection may differ in the different subpopulations. Some clinical data in
the other ———subpopulations is necessary to adequately assess the benefit/risk of
Flolan for the requested indication. , - -

2. Study VA1A4001, as a single study, failed to adequately support efficacy because it
lacked consistency across centers, subsets of patients, and across primary and secondary
endpoints. , - '

In a September 27, 1999 meeting with the Division the firm promised to submit a response to the
May 26, 1999 Not Approvable (NA) letter that included the following: (1) a list of patients
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showing outcomes for all primary and secondary endpoints for each patient as well as any
summary tables and descriptive statistics necessary to demonstrate support for both correlation
among the efficacy endpoints and internal consistency over time; and, (2) proposed labeling
listing

—

The firm’s response, including revised draft labeling, is compared to the currently approved
labeling (554128; December, 1995) and the differences are noted below. The firm’s revised draft
labeling, including underlined additions to the currently approved labeling, and marked-out
deletions, as well as the currently approved labeling are attached.

—

Review
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The Medical Officer will review and comment on these changes. Marked-up draft labeling will
be developed to attach to the action letter if necessary.

Conclusions

Regulatory Health Project Manager

ATTACHMENTS
Currently Approved Labeling NDA 20-444 ‘ - -
Firm’s Proposed Labeling NDA 20-444/SE1-003
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
‘ PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: May 26, 1999

FROM: Director, Division of Gastrointestinal and Coagulation Drug Products,

HFD-180 ~ /S/

SUBJECT: Secondary Review

TO: NDA 20-444

Flolan is the synthetic sodium salt of epoprostenol, a prostaglandin (PGI2) derived from
endothelial arachidonic acid by microsomal enzymes.

Flolan was approved in December 1995 for long term intravenous treatment of primary
pulmonary hypertension (PPH) of patients in NYHA class III and IV. Flolan is also
approved in several Countries for use in hemodialysis.

The spoonsor has submitted an efficay supplement (S-003) to NDA 20-444 for the
approval of Flolan for long term treatment of pulmonary hypertension
— NYHA Class III and IV patients failing
adequate conventional therapy. The currently available therapy for these patients is of
limited benefit and is unreliable.

In support of the proposed claim, the sponsor has submitted one controlled efficacy study
(VA1A4001). The study was an open-label, randomized, multicenter (17 centers in US
and Canada), parallel trial'to evaluate the efficacy and safety of Flolan infusion, plus
conventional therapy for the duration of 12 weeks, to conventional therapy alone in
patients with secondary pulmonary hypertension (SPH) due to the Scleroderma spectrum
of disease (SSD). This included patients with systemic sclerosis, CREST syndrome,
mixed connective tissue disease (MCTD), as well as patients with unclassified disease
but with Raynaud’s symptoms and positive ANA or nailfold capillary changes.
Treatment assignment were stratified for vasodilator use and exercise capacity at baseline
(50 to 200 meters or >200 meters).

Flolan was administered by continuous infusion via central venous catheter using an
ambulatory infusion pump at dose based on clinical symptoms.

All patients were to be anticoagulated with warfarin to INR between 1,5 and 2.0.

The primary efficacy endpoint was walking distance in meters during 6 minutes walk test
after 12 weeks of treatment. Secondary efficacy endpoints were cardiopulmonary
hemodynamic measures, clinical signs and symptoms of SSD, and survival.
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Safety evaluation included all adverse events reported during the study with special
reference to disease-related adverse events and treatment-related (Drug delivery system)
adverse events. . :

The number of patients per treatment group needed to provid: 80% power to detect a
difference of 50 meters average change from baseline for the 6-minute walk test at the
0.05 significance level in a two-tailed t-test was czlculated from the results of the study of
Flolan administered for 12 weeks to patients with PPH.

A total of 117 patients were randomized, of these, 111 received study drug: 56 patients
received Flolan and 55 patients received conventional therapy.

At the end of 12 weeks on study, patients were given the option to continue Flolan
therapy in an open-label extension study (VA1A4002).

Efficacy analysis was based or. the ITT population defined as all patients who received
any amount of study drug or conventional therapy.

The primary efficacy results (treatment comparison of the 6-minute walk test) by
nonparametric analysis of covariance showed no treatment difference at week 1 and
statistically significantly greater exercise capacity at week 6 /p-value 0.0028) and at week
12 (p-value <0.0001). The parametric analysis of the results showed statistically
significant difference in exercise capacity in favor of the Fl.»ian therapy at all time points
(week 1, 6 and 12).

Statistically significant improvement in pulmonary arterial pressure, pulmonary vascular
resistance, right arterial pressure, cardiac index and mixed venous oxygen saturation were
observed in patients in the Flolan group compared to conventional therapy.

No significant improvement was observed in NYHA functional class changes from
baseline between treatment groups. Dyspnea Fatigue Rating and Borg Dyspnea Scores
showed significant improvement from baseline in the group treated with Flolan.

No significant differences between treatment groups were observed for clinical signs and
symptoms of the SSD. -

No difference in survival was observed between Flolan (4 deaths) and conventional
therapy groups (5 deaths).

More than 80% of patients in each group experienced adverse events likely related to the
underlying disease (asthenia, arthralgia, cardiac and pulmonary adverse events,
hypercalcemia, dizziness, etc). Flolan therapy was associated with considerable
morbidity related to its pharmacologic effect and to its method of administration.

The rate of infection, including sepsis, was higher in the Flolan group compared to the
conventional therapy (18% vs 9%). Other catheter-associated complications, such as
hemorrhage and cellulitis were also reported.
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Other adverse events loccurring more frequently in the Flolan group than in the
conventional therapy group were similar to those described with the use of Flolan for the
treatment of PPH. Mortality was essentially similar in the two groups.

In this efficacy supplement to NDA 20-444, the sponsor has requested approval of Flolan

“for the long-term treatment of pulmonary hypertension
J— in NYHA Class III and Class IV patients who do not respond

to conventional therapy.” The sponsor, however, has assessed the efficacy and safety of

Flolan only in patients with pulmonary hypertension secondary to SDS.

Flolan therapy for pulmonary hypertension associated with other conditions must,

therefore, be assessed in an additional clinical trial.

Although the study shows statistically significant difference in primary efficacy endpoint
and in some of the secondary efficacy endpoints in favor of the Flolan treatment, the
study has numerous limitations for the requirement for approval as single study. The
study was open-label and not well controlled, some of the endpoints of efficacy were
assessed using inconsistent and unspecified modalities.

The study showed no consistency among study centers and patients subsets most likely
due to the small size of the study, and inconsistent efficacy across both primary and
secondary efficacy endpoints.

The evidence provided by Study VA1A4001 is not sufficiently convincing to support the
approval of Flolan for the treatment of patients with secondary pulmonary hypertension
due to SDS. The sponsor should perform an additional study enrolling patients with all
types of secondary pulmonary hypertension.

/S/

Lilia Talarico, M.D.

cc:
HFD-180 ‘
HFD-180/LTalarico
HFD-180/KRobie-Suh
HFD-181/CSO
HFD-180/JChoudary
HFD-180/EDuffy

f/t 5/26/99 jgw
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PATENT INFORMATION

Patent information relevant to the Supplemental NDA 20444 for FLOLAN is provided
on the following pages.
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Timg Sensitive Patent Information

Pursuant to 21 C.F.R. § 314.53
for

FLOLAN® (epoprostenol sodium) Injection

Item 13 of Supplemental NDA 20-444

The following is provided in accord with the Drug Price Competition and Patent Term
Restoration Act of 1984:

Trade Name: FLOLAN®

Active Ingredient: epoprostenol sodium

Strength(s): Eq. 0.5 mg base/vial and Eq. 1.5 mg base/vial
Dosage Form: Injectable; Injection

.U.S. Patent  Expiration Date ' Type of Patent Patent Owner U.S. Agent

4,535,139 15 June 1999 Drug Product Glaxo Glaxo
- Composition/  Wellcome Inc. Wellcome Inc.
Formulation
Method of Use
4,539,333 3 Sept 2002 Drug Glaxo Glaxo
- Method of Use ~ Wellcome Inc. Wellcome Inc.
4,883,612 12 May 2006 Method of Use  Glaxo Glaxe
Wellcome Inc. Wellcome Inc.
4,338,325 6 July 1999 Drug Product Upjohn Co. Glaxo
- Composition/ Wellcome Inc.
Formulation -Licensee

The undersigned declares that U.S. Patent 4,335,139 covers the formulation, composition and/or
method of use of FLOLAN® (epoprostenol sodium) Injection. This product is currently approved
under section 505 of the Federal Food, Drug, and Cosmetic Act.



The undersigned declares that U.S. Patent 4,539,333 covers the formulation, composition and/or

method of use of FLOLAN® (epoprostenol sodium) Injection. This product is currently approved
under section 505 of the Federal Food, Drug, and Cosmetic Act.

The undersigned declares that U.S. Patent 4,883,812 covers the formulation, composition and/or
method of use of FLOLAN® (epoprostenol sodium) Injection. The expiration date, 12 May 2006,
was extended 1347 days from the original expiration date of 3 September 2002 pursuant to 35
U.S.C. §156. This product is currently approved under section 505 of the Federal Food, Drug,
and Cosmetic Act.

The undersigned declares that U.S. Patent 4,338,325 covers the formulation, composition and/or
method of use of FLOLAN® (epoprostenol sodium) Injection. This patent is licensed to Glaxo
Wellcome Inc. from The Upjohn Co. This product is currently approved under section 505 of the
Federal Food, Drug, and Cosmetic Act.

Please address all communications to:

David J. Levy, Ph.D.

Patent Counsel

Glaxo Wellcome Inc.

Intellectual Property Department
Five Moore Drive '

Research Triangle Park, NC 27709
(919) 483-7656

Respectfully submitted,

SHA e —

Date: 19 November, 1998 Lorie Ann Morg
Attorney for Agplicant
Glaxo Wellcome Inc.

lam:e:\evIFLOLAN®\sndapatinfo.doc
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EXCLUSIVITY SUMMARY FOR NDA # 20-444_ SUPPL #_SE1-003__
Trade Name _FLOLAN _for Injection Generic Name _epoprostenol sodium_
Applicant Name _Glaxo Wellcome, Inc._ HFD - 180__

Approval Date If Known

PARTI IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, but only for certain
supplements. Complete PARTS II and III of this Exclusivity Summary only if you answer "yes"
to one or more of the following question about the submission.

a) Is it an original NDA?
YES /_/ NO/ X/
b) Is it an effectiveness supplement?

YES / X_/ NO/__/

If yes, what type? (SE1, SE2, etc.) __SEl__

c) Did it require the review of clinical data other than to support a safety claim or change
in labeling related to safety? (If it required review only of bioavailability or
bioequivalence data. answer "no.")

YES/ X/ NO/__/
d) Did the applicant request exclusivity?
YES/__/ NO/ X/

e)  Has pediatric exclusivity been granted for this Active Moiety?

NO

ta

Has a product with the same active ingredient(s), dosage form, strength, route of administration, _
and dosing schedule, previously been approved by FDA for the same use? (Rx to OTC switches
should be answered NO-please indicate as such)

YES/__/ NO/X_/

3. Is this drug product or indication a DESI upgrade?

YES/ _/ NO/X_/



PART I1 FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1.

Single active ingredis it

Has FDA previously approved under section 505 of the Act any drug product containing the
same active moiety as the drug under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously
approved, but this particular form of the active moiety, e.g., this particular ester or salt
(including salts with hydrogen or coordination bonding) or other non-covalent derivative (such
as a complex, chelate, or clathrate) has not been approved. Answer "no" if the compound
requires metabolic conversion (other than deesterification of an esterified form of the drug) to
produce an already approved active moiety.

YES/ X/ NO/__/

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the
NDA #(s).

NDA# NDA 20-444__ _FLOLAN (epoprostenol sodium) for Injection -

PART Il THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application and
conducted or sponsored by the applicant." This section should be completed only if the answer to
PART II, Question | or 2 was "yes."

1.

Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations” to mean investigations conducted on humans other than bioavailability studies.)
If the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to
3(a) is "yes" for any investigation referred to in another application, do not complete remainder
of summary for that investigation. -

YES / X/ NO/__/
A clinical investigation is "essential to the approval" if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement
or application in light of previously approved applications (i.e., information other than clinical
trials, such as bioavailability data, would be sufficient to provide a basis for approval as an
ANDA or 505(b)(2) application because of what is already known about a previously approved
product), or 2) there are published reports of studies (other than those conducted or sponsored
by the applicant) or other publicly available data that independently would have been sufficient

'to support approval of the application, without reference to the clinical investigation submitted

in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted

Page 2



by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

YES/ X/ NO/__/

(b) Did the 'applicant submit a list of published studies relevant to the safety and
effectiveness of this drug product and a statement that the publicly available data would
not independently support approval of the application?

YES /__/ NO/ X/

(N If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES/_/ NO/. X/

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted
or sponsored by the applicant or other publicly available data that could
independently demonstrate the safety and effectiveness of this drug product?

YES/ _/ NO/ X/

c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation” to mean an investigation that 1) has not been relied an .
by the agency to demonstrate the effectiveness of a previously approved drug for any indication
and 2) does not duplicate the results of another investigation that was relied on by the agency
to demonstrate the effectiveness of a previously approved drug product, i.e., does not
redemonstrate something the agency considers to have been demonstrated in an already
approved application.

a) For each investigation identified as "essential to the approval,” has the investigation
been relied on by the agency to demonstrate the effectiveness of a previously approved
drug product? (If the investigation was relied on only to support the safety of a

Page 3



4.

b)

previously approved drug, answer "no.")

Investigation #1 YES/__/ NO/.X_/
Investigation #2 YES/ X_/ NO/__/
Investigation #3 YES/_X_/ NO/__/

If you have answered "yes" for one or more investigations, identify each such
investigation and the NDA in which each was relied upon:

Investigation #2 and Investigation #3 both supported the safety and efficacy of NDA 20-
444 for FLOLAN (epoprostenol sodiunt) for Injection, approved September 20, 1995
for long-term intravenous treatment of primary pulmonary hypertension in NYHA Class
III and IV adult patients.

For each investigation identified as "essential to the approval”, does the investigation
duplicate the results of another investigation that was relied on by the agency to support
the effectiveness of a previously approved drug product?

Investigation #1 | YES/__/ NO/ X /
Investigation #2 YES/__/ NO/ X_/
Investigation #3 YES/__/ NOJ X_/

If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the
. application or supplement that is essential to the approval (i.e., the investigations listed
in #2(c), less any that are not "new"):

To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was “conducted or sponsored
by" the applicant if, before or during the conduct of the investigation, 1) the applicant was the
sponsor of the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecessor in interest) provided substantial support for the study. Ordinarily, substantial
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support will mean providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigaﬁon #1

IND# —— YES /_X_/ NO/__/ Explain:

Investigation #2

IND#_—"_  YES/ X/ NO/__/ Explain:

Investigation #3
IND#_—— YES/ X/ NO/__/ Explain:
b) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that

the applicant should not be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights
to the drug are purchased (not just studies on the drug), the applicant may be considered
to have sponsored or conducted the studies sponsored or conducted by its predecessor
in interest.)

YES/__/ NO/ X_/

, /S/ 35560
Signature Date
Title: - M
Hwase)i_
7/
3-30-00
v Signature of Date -

Division Director

cc: Original NDA
Division File
HFD-93 Mary Ann Holovac
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DEBARMENT CERTIFICATION

The following is the debarment statement prov

APPEARS THIS

ided by Glaxo Wellcome.

WAY

CN CRIGINAL
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NDA 20-444

FLOLAN®
(epoprostenol sodium for injection)

DEBARMENT CERTIFICATION

Glaxo Wellcome hereby certifies that it did not and will not use in any
capacity the services of any person debarred under section 306 of the
Federal Food, Drug, and Cosmetic Act of in connection with this
application.

/\, {Q/‘// /3 °°v 7%

Charles E. Mueller Date
Head, US Clinical Compliance
World Wide Compliance

APPEARS THIS WAY
ON ORIGINAL
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Pediatric Page Printout for BRIAN STRONGIN Page 1 of |

PEDIATRIC PAGE
(Complete for all original application and all efficacy supplements)
NDA/BLA Trade ' 0 )
Number- 20444 Name: FLOLAN (EPOFROSTENCL SODIUM) INJ
i‘;‘:ﬂ‘;’;‘f”‘ 3 g;‘:fe' ic EPOPROSTENOL SODIUM
Supplement Dosage
Type: SEl Form: INJ

Long-term intravenous treatment of pulmonary hypertension
Proposed associated with the scleroderma spectrum of diseases in
Indication: NYHA Class Il and Class IV patients who do not respond
adequately to conventional therapy.

Regulatory
Action:

2
"

ARE THERE PEDIATRIC STUDIES IN THIS SUBMISSION?
NO. No waiver and no pediatric data

What are the INTENDED Pediatric Age Groups for this submission?
NeoNates (0-30 Days ) Children (25 Month:- 12 years)

Infants (1-24 Months) Adolescents (13-16 Y ears)
Label Adequacy Ad=quate for ALL pediatric age groups

Formulation Status
Studies Needed
Study Status

Are there any Pediatric Phase 4 Commitments in the Action Letter for the Original Submission? NO

COMMENTS:

This drug ‘indication has Orphan designation and is exempt from the 12/2/98 Pediatric Rule. The Pediatric labeling is
acceptable.

This Page was completed based on information from a PROJECT MANAGER/CONSUMER SAFETY OF FICER,
BRIAN STRONGIN

/S/ 3/20/00 )

Signature Date

/S/-y ,)o-oo

http:/cdsmlweb1/peditrack/editdata_firm.cfm?ApN=20444&SN=3&ID=513 | 3/30/00



