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( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Serice

Food and Drug Adm:nisirauon

Rockville MD 20857

NDA 20-649

Schwarz Pharma . . _ B
Aeenuen: Steven Pollock

Director, Regulatory Affairs . .

P.O. Box 2038

Milwaukee, WI 33201
Dear Mr. Pollock:

We acknowledge receipt on December 18, 1996 of your December 17,1996, amendment to vour new
drug application (NDA) for Edex®. (alprostadil), injectable.

This amendment contains additional Pharmacokinetic, Chemistry, Manufacturing. and Controls. and
Labeling information submitted in response to our November 8, 1996, approvable leter.

We consider this a major amendment under 21 CFR 314.60 of the regulations and it constitutes a full
response to our letrer. Therefore, the due date under the Prescription Drug User Fee Act of 1992
(PDUFA) is June 18. 1997.

If you have any questions. please contact Terri F. Rumble, B.S.N., Regulatory Health Project
Manager. at (301) 827-4260.

Sincerely,

/ o
Lana L. Pauls

Chief. Project Management Staft

Division of Reproductive and Uroiogic Drug Products
Office of Drug Evaluation [l

- Center for Drug Evaluation and Research
- [ 3

Original NDA N 20-649

HFD-380/Div. Files

HFD-580-CSO°T.Rumble

HFD-380:Jolson Fourcroy El-Hage Jorddn/Srinivasachar/Rhee/Dorantes’
DISTRICT OFFICE

Dratted bv: Rumbiz fanuary 3. 1997 20649 ack
Final
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Schwarz Pharma, Inc.
Attention: Mr. Steven Pollock
Director, Regulatory Affairs
P.O. Box 2038

Milwaukee, WI 53201

Dear Mr. Pollock: - .

Please refer to your new drug application submitted under section 505(b) of the Federal Food.
Drug, and Cosmetic Act for Edex™ (alprostadil for injection).

We also refer to our approvable letter dated November 8, 1996.

We further refer to your amendment (telefacsimile) dated November 20. 1996, which
addresses Item #1 of the Chemistry deficiencies noted in the aforementioned letter.

We have completed our review of your proposal in your submission and have identified the
following deficiencies:

1. The amounts of alfadex per vial have been incorrectly listed in Table I. For
example, for the §§ mcg strength, the amount of alprostadil - alfadex per vial
should be mcg.

The calculation of alfadex per vial is incorrect. For example, ,
should equal mcg not Similarly, the amounts of alfadex per vial

for the other strengths should be corrected.

2. The proposal to eliminate the =~ % overage by decreasing the fill volume is
acceptable. However, it should be noted that the vials still need to be
reconstituted with mL of diluent.

3. Batch records and SOPs should be revised to reflect the change in fill volume.
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4. A commitment should be made to provide Certificates -of Analyses for drug
v products manufactured using the new fill volume.
5. The stability program should be revised as follows:
The number of mL lots proposed for stability monitoring should be:
!mcg --- 2 lots
mcg-- 1 lots
mcg-- 2 lots -
mcg -- 2 lots

The expiration dates cannot be extended until satisfactory full shelf-life stability
- data are provided for production scale lots of drug product manufactured using
the new fill volume of mL. Until this time, the expiration dates should
remain 12 months for the 5 mcg strength and 18 months for the 10 and 40 mcg

strengths of the drug product.

—  For the 20 mcg strength, an expiration date of 18 months can only be considered
after submission of satisfactory stability data for the mL fill volume lots (18
and 12 months CRT) and mL fill volume lots (3 month CRT and ACC) as
outlined in the Amendment. Until that time, the expiration date for this strength
should remain 12 months. Any further extension of the expiration date will
depend on the generation of satisfactory full shelf-life data on lots manufactured
using the new fill volume of mL.

Thé above comments should be considered when responding to the deficiencies specified in our
letter of November 8, 1996. Any additional amendments should respond to alt 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. '

N




NDA 20-649
Page 3

If you have any questions, please contact:

— Terri F. Rumble, B.S.N. _
Regulatory Health Project Manager -
(301) 827-4260

Sincerely,

/,"/ Biddt e
Lisa Rarick, M.D. -
. [N
Director
Division of Reproductive and {Jrologic Drug
Products
- ‘ Office of Drug Evaluation II

Center for Drug Evaluation and Research

Original NDA 20-649

HFD-580/Div. Files

HFD-580/CSO/Rumble/Pauls
HFD-580/Srinivasachar/Rhee/Jolson/Rarick
HFD-820/Yuan Yuan Chiu (only for CMC related issues)

drafted: Rumble/November 25, 1996/20649.ir1
r/d Initials: Jolson, 11.26.96/Srinivasachar, 11.26.96/ Rhee, 11.26.96/ Pauls,11.26.96

final: Rumble, 11.26.96

ADVICE LETTER .
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Schwarz'Pharma, Inc.

Auention: Mr. Steven Pollock _ ) _
Direstor~Regulatory Affairs
P.O. Box 2038 ) -

Milwaukee., WI 53201
Dear Mr. Pollock:

Please refer to your pending November 7, 1996, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Edex (alprostadil for injection).

Due to the lack of a preservative in the current diluent and because of concerns raised about the

ey ey . N . . . -l . .
possibility of bacterial contamination if the product is not used as labeled, we request vour commitment
to address the following issues in Phase 4:

-~

The purpose of this correspondence is to communicate these recommendations and to obtain your
commitment to pursue these studies as Phase 4 investigations.

If you have any questions concerning these commitments, please contact Ms. Terri1 Rumble. Project
Manager. at (301) 827-4260.

- .
C/‘ru.—s\—f"(— \17)(&4" L ‘\ ."_-/';I?"(, %&,{1 ﬁtgx M.[) l\ L K

Terri F. Rumble, Project Manager  ° Lisa Rarick, M.D. Director
Division of Reproductive and Urologic

Drug Products, HFD-580

"
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—Schwartz Pharma, Inc.
Attention: Mr. Steven R. Pollock . -
Director, Regulatory Affairs
5600 W. County Line Road
Mequon WI 53092

Dear Mr. Pollock:

Please refer to your pending December 13, 1995, new drug application (NDA) submitted under
section 505(b) of the Federal Food, Drug and Cosmetic Act for Viridal (alprostadikfor injection).

We also refer to your amendment dated May 24, 1996. *

We have completed our review of the amendment, and have the following questions regardmg
the container/closure integrity test:

1. What amount of dye must enter the syringe to result in a reading of  florescence
units?
2. What is the identity and volume of the fluid contained in the syringes?

We would appreciate your prompt written response so we can continue our evaluation of your
NDA. '

" If you have any questions, please contact Ms. Christina Kish at (301) 443-3520.

= - Sincerely yours,

M Ok by, 27 3TE

Lisa Rarick, M.D.

Acting Director

Division of Reproductive and Urologu:

" Drug Products (HFD-580) ,
- Center for Drug Evaluation and Research

cc:
Original NDA
HFD-580
HFD-580/JFourcroy/KSrinivasachar -
HFD-160/PStinavage/PCooney

HFD-580/CKish/6.20,7.1.96/n20649.ir
concurrence:KSrinivasachar 6.20.96/HDavies 6.20.96/ LPauls 6.26.96

-

INFORMATION REQUEST (IR)



REQUEST FOR TRADEMARK REVIEW

y Labeling and Nomenclature Committee )
) Attention : Dan Boring, Chair, HFD-530, Corporate Building, Room N461 =

From: Division of Metabolism and Endocrine Drug Products. HFD-510
Attention: K, Sunivasachar, Ph.D. ~  Phonc:_443-3510
Date: 1 Apnl 1996
Subject: Request for Assessment of a.Tradcmirk for a Proposed Drug Product
L
Proposed Trademarki[)_ADAM__2) ARTEX 3) EDEX_4) VANDEX NDA #:20-649

Estabhshod name, mcludmg dosagc form Jmmmmmwzgﬂmm_s

avermnosal injection

Other trademarks by the same firm for companion products:_ VASQPROST (alprostadil for injection) --

Indications for Use (may be a summary if proposed statement is lengthy):

—For the diagnosis and treatment of erectile dysfunction of any origin .

Initial comments from the submxtter (concems, obsenrauons etc.)

NOTE: Meetings of the Committee are scheduled for the 4th Tuesday of the month. Please submit
this form at least one week ahead of the  meeting. Responses will be as timely as possible.

Rev Oct. 1993




Consult #599 (HFD-510)

ADAM
ARTEX

EDEX
VANDEX alprostadil for i mjecuon

0T < ADAM - the manufacturer states that ADAM is an acronym for Alprostadll Drug
Administration for Men. However, the Committee feels that this name will be used=n a
quasi-religious sense of the biblical progenitor of the human race. This seems like a
misleading and fanciful application of the name and is unacceptable.

'(2) ARTEX - The LNC found no look alike/sound alike conflicts nor misleading
aspects in the proprietary name.

(3) EDEX- The LNC noted several potcxiual look alike/sound alike conflicts with the
proposed proprietary name: EURAX, EUPRAX, UREX, and EFUDEX. There are no
obvious misleading aspects in the trademark. .

4) VANDEX - The LNC noted several potential look alike/sound alike cenflicts with
the proposed proprictary name: VAMATE, VANADRYX and VANTIN. There are no
obvious misleading aspects in the trademark.

Overall, the Committee finds ARTEX to be the most acceptable proprietary name.

Dbovvg S/23/96  chair

CDER Labeling an?Nomc‘nclatﬁrc Committee

Cleared for Faxing: (ﬂiﬂ/h&‘m 4'20‘7L

Lisa Rarick, M.D.
Acting Director

.
.
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Scywzrz Pharma, Iac. _
Attention: Mr. Steven R. Pollock o
Director, Regulatory Affairs

F.C. Box 203¢

MILWAULEE Wi 53201

Dear Nir. Poliock:

Ve kave reeeived your new drug application submitted pursuant (o seciion 5557k) of
tae Federal Focod, Drug and Cosmetic Act for the foilowing: - .
Name ¢f Druz Product: alprostaci! alpnaccx tor injeLiion
5> mceg, 10 mcg, 20 r‘:_v, and 40 mcg
Therapeutic Classification: Standard

Date of Application: November 7, 1995
Datz of Receipt: Novemter 8, 1995
Our Reierance Number: NDA 20-649

Uxzlese we notify you within 60 days of our receipt dme that the ‘.,,'3...,::1;': it nct

r -

szciion 525{t} of the Act on january 7, 1995, in accorcance with 2. CFL 514.10% 2,

:ie:‘.;-,' ..omplete tc p“rmit 2 substantive review, is appitcaticn Wil be filed uncer

i N

In



NDA 20-649 | ;-age

Pizsce cite the NDA number fistza above at tae top of the first pags of anyv
communicasions concernmg this applicat:on. Should vou have any questiors
ceneegning this NDA, piease contact:

-
Mr. Stepher: Trostle
Consumer Satery Officer
201-243-352C
Sincerely vours,
_ﬂ- N

— -

A_an Gal..-.

Caief, Project Managemen® Star]

Division of Metabolise: anZ
Endecrine Drug Preduct: (};FD 315,

Qfrice of Drug Ev" ‘vatiorn I

. Fs] - e gp o ey -
Offizz cf Revies V‘.‘_aoe--.:_-.

_ Tenzzr 1or Drug cvaluation 2nd Recenres
o Triginz NDA 20-64¢
75D-510/Div. Files

fa
\f)
L.

AX.0CC

HED-S10/8Trostie/ fi/st2/11/16,20/95 \IN2064
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DEPARTMENT OF HEALTH & HUMAN SERﬂCEs el e Pghlnc Health Service

s ‘v,--.

"Food and Drug Administration

Sy - 7o 7= =" Rockville MD 20857
NDA 20-649 B !
JUN 2 1997

Schwarz Pharma. Inc.
Attention: Mr. Steven Pollock
Director, Regulatory Affairs
P.O. Box 2038

Milwaukee. WI 33201

Dear Mr. Pollock:

Please refer to vour pending November 7, 1995. new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Edex™ (alprostadil for injection).

We also refer to vour submission dated May 8, 1997. which addressed the CMC labeling
recommendations and have found those changes acceptable.

We have completed our review of the proposed physician package insert submitted December 17,
1996, for your submission and have several comments. Revisions have been incorporated directly into
the enclosed package insert. Additions have been noted in double underline, deletions have been noted

in strikeouts. Additional comments requiring response are in 14 pt bold face type.

Please submit vour revised package insert as soon as available so that we can continue the evaluation of
your NDA.

If you have any questions, please contact Terri F. Rumble, B.S.N. ,Regulatory Health Project Manager,
at (30J) 827-4260.

Sincerel){.

(_// é[-t'lt(,t..,,‘-) k/3/([7

Lisa D. Rarick, M.D.
_ Director |
Division of Reproductive and
Urologic Drug Products
Office of Drug Evaluation [l
Center for Drug Evaluation and Research

Enclosure
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cC:
Griginal NDA 20-649
HFD-580/Div. Files

drafted: Rumble/May 30, 1997/20649pi.irl
concurrences: Jolson, 6.2.97
Final: Rumble,6.2.97

INFORMATION REQUEST (IR)

N



SCHWARZ

PHARMA
e (ORIGINAL
h ORIG AMENDMENr
—Epod.and Drug Administration ' | —~
Center for Drug Evaluation and Research ,4 X
Division of Reproductive and Q REC'D \

Urologic Drug Products (HFD-580)

Attn: Document Control Room 17B-20 JUN 1.1 1997

5600 Fishers Lane ny -
Rockville, MD 20857-1706 g HFD580 &
LS

RE: NDA 20-649: EDEX™ (alprostadil for injection) \

for the Treatment of Erectile Dysfunction
AMENDMENT 030

Chemistry, Manufacturing and Control Data
Revised Professional Package Insert (6/10/97) and Patient Information Sheets (6/9/97)

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60 and 314(a)(1), Schwarz Pharma. Inc. (SP) is submutting a single copv
of an amendment for the above refereaced New Drug Application. Reference s made to the
telephone conversation of June 10, 1997 between Ternt Rumble, Regulatory Health Project Manager
and Suzanne Bennett, Manager, Regulatory Affairs, SP, wheremn additional changes to page 5 of the
professional package msert (deletion of * " in the first sentence under the heading Aspinn,
Warfann, Digoxin, Glvbunde) and page 9 (typographical errors in the first paragraph under 7) Drug
Interactions) were discussed.

This amendment contains revisions to the professional package wnsert (6/10/97) and Patient
Information Sheets (6/9/97). All revisions are underlined.

If there are any questions regarding this submussion, please contact Suzanne Bennett. Manager,
Regulatory Affairs at (414) 238-35476.

Sincerely, | OMPLETED
SCHWARZ PHARMA, INC.

’ CSO ACTION:
quw Lo Cerrer Cnat Omemo
Steven Pollock, Director - Py

Regulatory Affairs CSO INITIALS

'

Vel D N D mARE M a Lma A SAANT SAAN S mn o, React Mannoan (AN E7000



SCHWARZ ORIGINAL

) PHARMA
June 9, 1997 ESLJ

L~

Food and Drug Administration
“Centé&r for Drug Evaluation and Research
Division of Reproductive and
Urologic Drug Products (HFD-580)
Attn: Document Control Room 17B-20
5600 Fishers Lane
Rockville, MD 20857-1706

RE: NDA 20-649: EDEX™ (alprostadil for injection)
for the Treatment of Erectile Dysfunction

AMENDMENT 029

Chemistry, Manufacturing and Control Data
Revised Professional Package Insert (6/9/97) and Patient Information Sheets (6/9/97)

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60 and 314(a)(1), Schwarz Pharma, Inc. (SP) is submitting duplicate
copies of an amendment for the above referenced New Drug Application. An additional desk copv 1s
enclosed. "Reference 1s made to the telephone conversation of June 9, 1997 between Tern Rumble.
Regulatorv Health Project Manager and Suzanne Bennett, Manager, Regulatory Affairs, SP, wherein
it was agreed that SP would fax the enclosed labeling changes in response to the Agency’s facsimile
dated June 9, 1997, followed by hard copy.

This amendment contains revisions to the professional package insert (6/9/97) and Patient
Information Sheets (6/9/97). All revised text 1s underlined.

Ifthere are any questions regarding this submission, please contact Suzanne Bennett, Manager,
Regulatory Affairs at (414) 238-5476. .

Sincerely,

SCHWARZ PHARMA. INC. 'REVIEWS COMPLETED

§/\ H €S0 ACTION:
R - ol
Steven Pollock. Director LN CImemo

Regulatory Affairs CSQ INMALS

DATE

*

Mai P O. Box 2038 - Miwaukee. W1 53201 5600 County Line Road : Meqppn. Wl 53092



SCHWARZ

’ PHARMA
June 4, 1997

__Rood and Drug Administration
Center for Drug Evaluation and Research
Division of Reproductive and

Urologic Drug Products (HFD-380)
A Document Control Room 17B-20
5600 Fishers Lane
Rockville, MD 20837-1706

RE: NDA 20-649: EDEX™ (alprostadil for injection)
for the Treatment of Erectile Dysfunction

AMENDMENT 028

Chemistry, Manufacturing and Control Data
Revised Professional Package Insert (6/3/97) and Patient Information Sheets (6/4/97)

Dear Sir/Madam;

Pursuant to 21 CFR § 314.60 and 314(a)(1), Schwarz Pharma, Inc. (SP) 1s submutting duplicate
copies of an amendment for the above referenced New Drug Application. An additionai desk copy 1s
enclosed. Reference is made to the telephone conversation of June 2, 1997 between Tern Rumble,
Regulatory Health Project Manager and Suzanne Bennett, Manager, Regulatorv Affairs, SP, wherein
it was agreed that SP would forward the enclosed package insert changes, in response to the Agency’s
facsirmile dated June 2, 1997, via facsimile followed by hard copy and diskette (WORD 6.0) versions.
Reference is also made to the June 3, 1997 telephone conversation wherein it was agreed that any
corresponding changes to the Patient Information Sheets would be forwarded as quickly as possible.

This amendment contains the above referenced revisions to the professional package insert (6/3/97)
afrd Pauent Information Sheets (6/4/97). SP has also incorporated the package nsert revisions
specified in Amendment 0235, dated May 8, 1997, and Amendment 027, dated May 28% 1997. All

revisions are underiined.

If there are any questions regarding this submission, please contact Suzanne Bennett. Manager,
Regulatory Affairs at (414) 238-5476.

Sincerely.

SCHWARZ PHARMA, INC.

e
L ~ —': 1 ~

Steven Pollock. Director
Regulatory Affairs



RIGINAL

ORIG AMENDMENT

SCHWARZ

PHARMA
May 28, 1997

-« ORIGINAL

—Foad and Drug Administration RE\. AEWS
Center for Drug Evaluation and Research . COM.’LETE
Division of Reproductive and
Urologic Drug Products (HFD-580) CSO ACTION:
Atm: Document Control Room 17B-20 COemer OInas [Imewo
5600 Fishers Lane
ille, MD 2 -17
Rockville 0857-1706 CSO INITIALS DATE
RE: NDA 20-649: EDEX™ (alprostadil for injection)
for the Treatment of Erectile Dysfunction -
AMENDMENT 027 ol
. 6 .2

Chemistry, Manufacturing-and Control Data

Revised Trade Kit Information and Corresponding Labeling Changes W /)
; 0 \0)

Dear Sir/Madam: U \
Pursuant to 21 CFR § 314.60 and 314(a)(1), Schwarz Pharma, Inc. (SP) is submitting duplicate v/
copies of an amendment for the above referenced New Drug Application. An additional desk copy

is enclosed. Reference is made to the telephone conversation of May 28, 1997 between Terni
Rumble, Regulatory Health Project Manager and Suzanne Bennett, Manager, Regulatory Affairs,
SP. wherein Ms. Bennett stated it was necessary to alter the EDEX trade kit to remove the locking
mechanism as it appears to be patented according to recently received information. The locking
mechanism has been deleted and replaced with a piece of tape to secure the kit after use.
Accordingly, portions of the package insert and patient package insert have been revised and are
enclosed. This amendment contains revised trade kit information.

[f there are any questions regarding this submission, please contact Suzanne Bennet‘t, Manager,
Regulatory Affairs at (414) 238-5476.

Sincerely, :
‘}‘g\\ i’lit‘i’,-:-._,‘Q
SCHWARZ PHARMA, INC. ¢ v
RECD
Suzoma. Baatt fore MAY 2 9 1997
Steven Pollock, Director HFD-580 "5?
Regulatory Affairs % ‘4}5 '
0w o s
SP:blb -
Enclosures B

DN DAL TMTQ M Akea pma A SAARYT ZRAA M e ima QmaA Nasoans VAR 227 Q0



SCHWARZ ORIGINAL

May 13. 1997 A RMA
‘ ORIG AMENDM
Food and Drug Administration o~ - 452”-
Cemter for Drug Evaluation and Research 4 Ve
Division of Reproductive and Urologic Drug Products (HFD- 580) aeh FO? Iz
Aun: Document Control Room 17B-20 Qo ‘6’
%600 Fishers Lane =C'D
Rockville, MD 20857-1706 P
MAY 1 41997

RE: NDA 20-649: EDEX™ (alprostadil for injectid
for the Treatment of Erectile Dysfunction

AMENDMENT 026

CLINICAL DATA SECTION-
Safety Update (11/1/96 - 3-31/97) -

Dear Sir/Madam: ~

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SP) 1s submutting duplicate copies of an"
amendment for the above-referenced New Drug Application. An additional desk copy is enclosed.
Reference is made to the agency's voice mail request of May 8, 1997, from Terri Rumble,
Regulatory Health Project Manager, to Suzanne Bennett, Manager, Regulatory Affairs, SP,
wherein Ms. Rumble requested a safety update. Reference is also made to the May 12, 1997
conversation between Ms. Rumble and Steven Pollock, Director, Regulatory Affairs, SP
Thss update contains safety information for the period November 1, 1996 through March 31, 1997.
As reported in the May 12, 1997 conversation referenced above, the previous safetv update
(Amendment 023, December 20, 1996) reported a number of ongoing studies. These studies
included open-label extensions, IIIb, and other European studies. A total of 137 new patients were
enrolled across 4 studies (136 in the 3 [IIb studies and 1 in the European carpule study) during the
referenced reporting period (see Attachment 1). A summary of serious adverse expenences and
study withdrawals due to adverse experiences from these tnals 1s enclosed (Attachment 2). The
4ndividual patient listings can be found in Attachment 3.

[ §
There were no serious adverse experiences from foreign marketing expenence and no senous.
unexpected adverse expenences associated with EDEX reported dunng this peniod. Thus safety.
update contains no new information that adversely affects the risk/benefit assessment of EDEX.

[f there are any questions regarding this submission, please contact Suzanne Bennett, Manager,
Regulatory Affairs at (414)238-5476.

Sincerely,
REVIEWS COMPLETED

SCHWARZ PHARMA, INC.

N = AN CSO ACTION:

S0 Bor ot hp— Clemen Clnar. CIvevo
Steven Pollock, Director
Regulatory Affairs

£SO MTIALS DATE




SCHWARZ DUPLICATE

PHARMA

\iay 8, 1997 ORIG AMENDMENT
May o,

' - . o

ﬂFc;‘Bd and Drug Administration

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products (HFD-580)
Attn: Document Control Room 17B-20

5600 Fishers Lane

Rockville, MD 20857-1706

RE: NDA 20-649: EDEX'(alprostadil for injection)
for the Treatment of Erectile Dysfunction -

AMENDMENT 025 -

CHEMISTRY, MANUFACTURING AND CONTROLS SECTION
Response to April 29, 1997 Facsimile

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60 and 314.110(a)(1), Schwarz Pharma Inc. (SP) is submitting
duplicate copies and a desk copy of an amendment to the above-referenced New Drug
Application. Reference is made to the Agency’s facsimile dated April 29, 1997.

This amendment contains SP’s response to the aforementioned facsimile regarding the
Chemistrv, Manufacturing and Controls and Labeling comments presented by the Agency.
This response was initially faxed to the Agency on Apnl 30, 1997.

If there are any questions regarding this submission, please contact Suzanne Bennett,
Manager, Regulatory Affairs at (414) 238-5476.

Sincerely,

SCHWARZ PHARMA, INC

S Bt You
Steven R. Pollock REC'D
Director, Regulatory Affairs MAY 0 9 1997

SRP:mmw

-~ . P N . TR ke Talatel



SCHWARZ
PHARM A ORIGINAL

‘March 21. 1997
ORIG AMENDMENT

% B
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products (HFD-580)
Attn: Document Control Room 17B-20
5600 Fishers Lane
Rockville, MD 20857-1706

RE: NDA 20-649: EDEX (alprostadil for injection) - .
for the Treatment of Erectile Dysfunction

N N 4

CHEMISTRY, MANUFACTURING AND CONTROLS SECTION
Stability Data to Support 18-Month Expiry for 20 mcg Strength

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60 and 314.110(a)(1), Schwarz Pharma is submitting duplicate
copies of an amendment for the above-referenced New Drug Application. Additionally.
one desk copy is enclosed. Reference is made to Item 5 of the Agency's facsimile dated
November 27. 1996, wherein additional data was requested to support an 18-month expiry
date for the 20 mcg strength.

This amendment contains the requested stability data on the 20 mcg strength to support an
- expiration date of 18 months, and Certificates of Analysis for the two 20 mcz lots
manufactured with a 1.778 mL fill volume.

If there are any questions regarding this submission, please contact Suzanne Bennett,
Manager. Regulatory Affairs at (414) 238-5476.

Sincerely,

SCHWARZ PHARMA, INC. | REVIEWS COMPLETED
/

: N CSO ACTION:

?‘1"3“—"”&‘*‘% doe  |Clermer COnas Divemo
Steven Pollock, Director
Regulatory Affairs Department | ¢s0 iNTIALS DATE

Mail P O. Box 2038 - Mitwaukee. W 53201 3600 County Line Road - Meguon. Wi 53092
Talepnore 4121 283 4200 Teev 4311043 ~ax 414 354 43C9



SCHWARZ |

December 20, 1996

Food and Drug Administration
—=&eqter for Drug Evaluanon and Research
Division of Reproductive and Urologic Drug Products (HFD-580)
Attn: Document Control Room 17B-20
5600 Fishers Lane
Rockwville, MD 20857-1706

RE: NDA 20-649: EDEX (alprostadil for injection)
for the Treatment of Erectile Dysfunction

AMENDMENT NO. 023
CLINICAL DATA SECTION
Safety Update

Dear Sir/Madam:

Pursuant to 21 CFR § 314.50 (d)(5)(v1)(b)(3) and 314.60, Schwarz Pharma, Inc. (SP)1s
submitting duplicate copies of an amendment 1o the above-referenced New Drug Application.
Reference is made to the Agency’s “action” letter, dated November 8, 1996, wherein the agency
requested a safety update.

This safety update contains information on three recently comnpleted studies on the short-term use
of EDEX representing 217 patients treated with EDEX. Two of the studies are office studies for
the diagnosis of erectile dysfunction and one study 1s a multicenter study with an office penod and
a short-term at-home treatment period. None of the established pnmary (long-term clinucal use),
secondary (uncontrolied older European long-term studies), or tertiary (clinical pharmacology)
database cnitena applied to these three studies. Therefore, the safety information obtained from
these studies has not been integrated into the existing databases. However, for your convenience
the rates for both local and clinical adverse experiences observed 1n the recently completed studies
have been pooled manually with corresponding rates for the primary database (long-term therapy
studies). As expected, the results from these short-term studies have no significant influence on
the overall adverse expenence rates reflecung long-term use of EDEX. Therefore, the numbers
regarding the AE incidence rates presented in the draft professional package insert (Rev. 12/3/96)
do not need revision. Bnief summaries of the clinical tnial reports for these three studies are
enclosed. Requested safety information for other indications and routes of administration
(Penpheral Artenal Occlusive Disease and renal dvsfunction) 1s also included.

If there are any questions regarding this submussion, please contact Suzanne Bennett, Manager,
Regulatory Affairs, at 414/238-5476.

Sincerely,
SCHWARZ PHARMA, INC.

S PBovatt Joo.

Steven Pollock
Director, Regulatory Affairs

Enclosures
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PHARMA

. \ K - N
December 17, 1996 A .
ece \“,r\\\/

Food and Drug Admunistration 'j
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products (HFD-580)
* sfn: Document Control Room 17B-20
‘00 Fishers Lane -
Rockville, MD 20857-1706 MQ

¢
RE: NDA 20-649: EDEX (alprostadil for injectigi)’ y
for the Treatment of Erectile Dysfunction A

AMENDMENT 022

CHEMISTRY, MANUFACTURING AND CONTROLS SECTION
Response to November 8, 1996 Action Letter and November 27, 1996 Facsimile

Dear Sir/Madam: -

Pursuant to 21 CFR § 5314 60 and 314.110(a)(1), Schwarz Pharma (SP) is submitting duplicate
copies of an amendment to the above-referenced New Drug Application. Additionally, five desk
copies of Volume | are enclosed. Reference 1s made to the Agency’s “action” letter dated
November 8. 1996. Reference is also made to SP’s facsimile dated November 20, 1996.
containing a proposal to eliminate the % overage via a reduction in fill volume. and the
Agency's response. via facsimile, dated November 27, 1996.

Thuis amendment contains SP’s response to the aforementioned “action” letter. The 1ssues presented
in the Agency’s November 20, 1996 facsimile have been incorporated into this response. For ease
of review, SP has boldfaced the Agency’s “action” letter comments regarding Pharmacokinetic.
Chemustrv, Manufacturing, and Controls, and Labeling.

The requested safety update 1s targeted for submission on or before December 23, 1996

= A copy of the introductory promotional material proposed for this product i1s enclosed. Two copies
of the promouional matenal and package insert are simultaneously being sent to thq Division of
Drug Markeung, Adverusing and Communucations.

If there are anv questions regarding this submission, please contact Suzanne Bennett. Manager,
Regulatory Affairs at (414) 238-5476.

Sincerely,

SCHWARZ PHARMA, INC. - REVIEWS COMPLETED

51 2 R atT CSO ACTIUM:
Q“— D'— ETTER !_—JM.A.\. []MEMO

Steven Pollock. Director =
Regulatory Affairs CSO INITIALS DATE

Enclosures

Mail PO Beox 2038 Miwaukee. W1 53201 S8CC County Line Rcad - Maquon, Wi 53092
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NEW COonoegp
November 13, 1996 .
———y, i.

Food and Drug Administration
Center for Drug Evaluation and Research ,.
Division of Reproductive and Urologic Drug Products (HFD-580) )

Attention Document Control Room 17B-20 ' )_

5600 Fishers Lane : (/pr S

Rockville, MD 20857-1706 | V- - %
RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection) A

for the Treatment of Erectile Dysfunction

RESPONSE TO ¥DA CORRESPONDENCE

Dear Sir/Madam:

Reference is made to the agency’s approvable letter dated November 8, 1996. Pursuant to
21 CFR § 314.110(a)(1), it 1s the intention of Schwarz Pharma, Inc. to amend the
referenced New Drug Application.

If there are any questions regarding this correspondence, please contact Suzanne Bennett,
Manager, Regulatory Affairs, at (414) 238-5476.

Sincerely,

SCHWARZ PHARMA, INC. REVIEWS COMPLETED

-
WW Por ~ lcsoacTioN:

Oerer Klnad [CImemo

Steven R. Pollock, Director - '
’ ’ — s ;09
Regulatory Affairs Y /21-«-“.\ “ (s D
CSO INITIALS DATE
‘mmw .

AW wee AL - D0 AN Ty me Bhad Menorn AN S3092
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SCHWARZ

PHARNDMA

Qctobcr 29. 1996

Food and Drug Administration -
—=a. Center for Drug Evaluation and Research ' )
" Division of Reproductive and Urologic Drug Products (HFD-580)
Atn: Document Control Room 17B-20
5600 Fishers Lane
Rockville. MD 20857-1706

RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection)
for the Treatment of Erectile Dysfunction

AMENDMENT 021

CHEMISTRY, MANUFACTURING AND CONTROLS SECTION
Response to Chemistry Reviewer’s Comments

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60. Schwarz Pharma (SP) 1s submutting duplicate copies of an amendment for the
above-referenced New Drug Application. Two additional desk copies are enclosed. Reference is made to the
Agency facsimile received on October 22, 1996, containing comments from the Chemustry Reviewer. and to
the October 28. 1996 telephone conversaton between Terri Rumble, Project Manager. Division of
Reproducuve and Urologic Drug Products. and Suzanne Bennett, Manager, Regulatory Affairs. SP.. wherein
a commutment was made to respond to the referenced Reviewer's comments by facsimile, October 29. 1996.
with physical delivery of the entire amendment to occur Wednesday, moming, October 30, 1996.

This amendment contains SP’s full response to the Chemistry Reviewer’'s comments contained in the
referenced facsimile. For ease of review we have re-listed the Reviewer's questons 1n boldfaced type.

SP proposes to schedule a conference call to discuss any outstanding issues. if deemed appropnate by the
Agency.

If there are any questions regarding this submission, please contact Suzanne Bennett. Manager. Regulatory
_ Affairs at (414) 238-5476.

Sincerely.
SCHWARZ PHARMA, INC.
g"_"}——ﬂ— ED-Q———Q% ‘g oV —

Steven Pollock, Director
Regulatory Affairs Department

SRP:bib
Enclosures

Mail P O. Box 2038 - Miwaukee. W1 53201

o~
R

5600 County Line Road - Meguon, Wi £30892
it
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October 25. 1996

Food and Drug Adminustration
Center for Drug Evaluauon and Research
Division of Reproductive and Urologic Drug Products (HFD-380)

Attn  Document Control Room 17B-20 -
5600 Fishers Lane
Rockville, MD 20857-1706
RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection)
for the Treatment of Erectile Dysfunction
AMENDMENT 020
. 8

Revised Professional Package Insert (10/25/96)
Copy of 10/22/96 Facsimile - Response to Pharmtox Reviewer
Copy of 10/24/96 Facsimile - Response to Pharmacokinetic Reviewer

Dear Sir/Madam

Pursuant to 21 CFR § 314.60, Schwarz Pharma. [nc. (SPinc) 1s submutting duplicatc copies of an amendment
for the above-referenced New Drug Application. An additional desk copy is encloscd Reference 1s made to
the Agency facsimile received on October 22, 1996 (enclosed), and to the October 25, 1996 telephone
conversation between Terri Rumble, Project Manager. Division of Reproductive and Urologic Drug
_Products. and Suzanne Bennett, Manager. Regulatory Affairs. SPInc.. wherein a commutment was made to
respond to the referenced facsimile by Monday. October 28, 1996

This amendment contains the following: 1) revised labeling which incorporates the changes recommended
in the referenced Agency facsimile; 2) a copy of our October 22, 1996 facsimile to Terri Rumble. responding
to Dr. Jent EIHage's concern over our stated exposure comparisons in the package insert. and 3) a copy of
our October 24. 1996 facsimile to Dr. Albert Chen indicating requested revisions to the pharmacokinetic
section of the package insert.

SPinc proposes to schedule a conference call to discuss any current or additional changes to the package
insert. if deemed necessary by the Agency. If there are any quesuions regarding this submission. please
contact Suzanne Bennett. Manager, Regulatory Affairs at (414) 238-5476 .

Sincerely.

SCHWARZ PHARMA. INC
M};_Q P\ 2 g ﬁ’/ .

Steven Pollock. Director

Regulatory Affairs Department

SRP:blb
Enclosures

N

'
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SCHWARZ

PH A RNMA

"Dctober 16. 1996

-
v
=

Food and Drug Admunistration
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products(HFD-580)
Attn: Document Control Room 17B-20
3600 Fishers Lane
Rockwille. MD 20857-1706
RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection) -

for the Treatment of Erectile Dysfunction

GENERAL CORRESPONDENCE
Field Copy Certification

Dear Sir/Madam:

This statement certifies that a field copy of the Chemistrv, Manufacturing and Control portions of
NDA Amendments 011. 012, 014, 015, 017 and 019 have been sent to both the FDA Minneapolis
and Chicago District Offices. The Minneapolis District has jurisdiction over Schwarz Pharma.
Inc.. Milwaukee, Wisconsin, who is responsible for the release testing of the active raw material.
trade kit packaging operations and stability testing. The Chicago District has junisdiction over the
contract manufacturers: Abbott Laboratories, Abbott Park, Illinois, manufactures the drug
product; and manufactures the prefilled diluent
svringe.

Sincerely,
SCHWARZ PHARMA. INC.
-

Suzanne Bennett, Manager
Regulatory Affairs

SB:bib
Enclosures




SCHWARZ

PHARNDMA

chtobcr 14, 1996

Fad
-

Food and Drug Administration /.
Center for Drug Evaluation and Research
Division of Reproductive and Urologic Drug Products(HFD-580) - -
Ann. Document Control Room 17B-20 "

3600 Fishers Lane T -
Rockville, MD 20857-1706 N,

RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection) - .
for the Treatment of Erectile Dysfunction

CARTY

AMENDMENT 019

Revised Labeling
Copy of 10/4/96 Facsimile - Response to Chemistry Reviewer
Copy of 10/14/96 Facsimile - Response to Medical Reviewer

Dear Sir/Madam: ‘

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting duplicate copies of an
amendment for the above-referenced New Drug Application. An additional desk copy 1s enclosed.
Reference is made to the two Agency facsimiles received on October 10, 1996, (enclosed) and to
the telephone conversation between Dr. Jean Fourcroy, Medical Reviewer, Division of
Reproductive and Urologic Drug Products, and Suzanne Bennett, Manager, Regulatorv Affairs,
SPInc., wherein Dr. Fourcroy requested that SPInc revise the product labeling to remove the
diagnostic claim and withdraw Amendment 018 to avoid extending the review period. Reference is
_ also made to the October 1, 1996, telephone conversation between Kasturi Srinivaschar, Chermustry
Reviewer, Division of Reproductive and Urologic Drug Products. and Suzanne Bemnett, wherein
Mr. Sninivaschar requested additional information.

As a consequence of Dr. Fourcroy's referenced request to remove the diagnostic claim, SPInc
hereby withdraws Amendment 018, dated 10/7/96, submitted in support of the diagnostic claim.
SPInc will resubmut this information in a Supplement following NDA approval.

This amendment contains the following: 1) revised labeling which removes the diagnostic claim
and incorporates a majoritv of the changes recommended in the referenced Agency facsimiles; 2) a
copy of our October 4, 1996, facsimile to Mr. Srinivaschar, responding to his request for a revised
specification for the NaCl diluent in the mi syringe; and 3) a copy of our October 14, 1996,
facsimile to Dr. Fourcrov regarding erection quality parameters. Copies of the professional
package insert and patient information sheets are also provided on diskette (Word 6.0). SPInc
proposcs 1o schedule a conference call with the appropriate reviewer to discuss any current or
additional changes to the package inscrt or patient information sheets, if deemed necessary by the

eviewer



NDA 20-649. Amendment 019
SPM 691/EDEX (alprostadil for injection)
October 14, 1996

~ Pagelof2

ﬁ.:-

If there are any questions regarding this submission, please contact Suzanne Beanast. Manager.
Regulatory Affairs at (414) 238-5476.

Sincerely,
SCHWARZ PHARMA, INC.
R A b
jo—-Q_. \—&Mﬂll“ '\ﬁ{k

Steven Pollock, Director
Regulatory Affairs Department . .

SRP:blb
Enclosures

't



SCHWARZ

PHOA RN
October 7. 1996

Food and Drug Administration
~Center for Drug Evaluauon and Research
Division of Reproducuve and Urologic Drug Products(HFD-380)

——t. Attn: Document Control Room 17B-20

3600 Fishers Lane
Rockville. MD 20857-1706

RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection) for the
Treatment of Erectile Dysfunction and as an Adjunctive Diagnostic Tool

AMENDMENT 018

CTR: KU-620-007/F8958 -
Revised Professional Package Insert Pages with Modified Diagnostic Claift -
Copy of 10/4/96 Facsimile - Response to Chemistry Reviewer

-~

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma. Inc. (SPInc) is submitting duplicate copies of an
amendment for the above-referenced New Drug Application. Reference is made to the October 2,
1996. telephone conversation between Dr. Jean Fourcroy, Medical Reviewer, Division of
Reproductive and Urologic Drug Products and Suzanne Bennett, Manager. Regulatory Affairs,
Schwarz Pharma. Inc., wheremn Dr. Fourcroy requested additional information to support our
diagnostic claim. Reference is also made to the October 1, 1996, telephone conversation between
Kastur1 Srimivaschar, Chemistry Reviewer, Division of Reproductive and Urologic Drug Products,
and Suzanne Bennett, wherein Mr. Srinivaschar requested additional information. Desk copies
containing relevant sections are enclosed for the Staustical, Chemistry and Microbiology
Reviewers.

This amendment contains the following: 1) CTR for KU-620-007/F8958 entitled “Single-Blind
Study of Intracavemous Injections of Placebo Versus Alprostadil Alfadex for use in the Diagnosis
ot Erectile Dysfunction by Dvnamic Pharmacocavernosometry”, including a copv of the CTR on
diskette; 2) revised professional package insert pages (both unannotated and annotated) in which
the diagnostic claim has been modified from “is indicated for the diagnosis of erecule dvsfunction
regardless of origin (organic, psychogenic or mixed etiology)” to “may be a useful adjunct to other
diagnostic tests in the diagnosis of erectile dysfuncuon”, with revised text underlined: and 3) copy
of the 10/4/96 facsimile to Mr. Srinivaschar, responding to his request for a reviszd specification
for the NaCl diluent in the ml svringe. '

If there are any questions regarding thus submuission, please contact Suzanne Bennett. Manager,
Regulatorv Affairs at (414) 238-5476.

Sincerely.

N

SCHWARZ PHARMA. INC.

- - —

:“’::»——9- - S 2
steven Pollock. Director
Regulatory Affairs Depamment

- S N s ke N RRTI ST T e v Sy Meer e 0 217D



SCHWARZ ORIGINAL

 October 2. 1996 ORIG AMENDMENT
_Food and Drug Administration : - | REVIEWS-COMPLETED
¥ Center for Drug Evaluation and Research -
Division of Reproductive and Urologic' Drug Products (HFD-580) SO ACTEI?
Attn: Document Control Room 17B-20
5600 Fishers Lane Jeerrer Cnar. CIMEMO
Rockville, MD 20857-1706
CSO INMTIALS DATE
RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection)
for the Diagnosis and Treatment of Erectile Dysfunction
AMENDMENT 017 -

Copy of 10/1/96 Facsimile - Response to Pharmacokinetic Reviewer
Supporting Pharmacokinetic Articles
Stability Data on Normal Saline Diluent

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60. Schwarz Pharma. Inc. (SPInc) 1s submitting duplicate copies of an
amendment for the above-referenced New Drug Application. Reference 1s made to the September
19th and 26th. 1996, telephone conversations between Dr. Albert Chen. Pharmacokunetic
Reviewer. Division of Pharmaceutical Evaluation. FDA. and Suzanne Bennett, Manager,
Regulatory Affairs. wherem Dr. Chen requested additional pharmacokinetic information.
Referencc 1s also made tb the October 1, 1996, conversation with Kastun1 Snnivaschar, the
Reviewing Chemist, Division of Reproductive and Urologic Drug Products. wheren he requested
additional stabihity data. Desk copies containing relevant sections are enclosed for the Chemustry,
Microbiology and Pharmacokinetic Reviewers

- This amendment contains the following: 1) A copyv of the 10/1/96 facsimule to Dr. Chen,
responding to his request for additional information: 2) supporting articles referenced in the above

facsimule. and 3) three-month stability data on diluent Lot 31466. filled in a ml syringe.

If there are any questions regarding this submussion. please contact Suzanne Bennett. Manager
Regulatory Affairs at (414) 238-3476

Sincerely.

SCHWARZ PHARMA, INC.

— e
_° )
CMRea Re ob e | -
Steven Pollock. Director L EIDCR

Regulatorv Affairs Department

SRPblb
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“Scptember 27, 1996 (WA

"Food and Drug Administration

Center for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products (HFD-580)
Attn: Document Control Room 17B-20

5600 Fishers Lane

Rockwville, MD 20857-1706

-,

RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection)
for the Diagnosis and Treatment of Erectile Dysfunction

AMENDMENT 016

Response to 9/18/96 Request for Information
Dear Sir/Madam:

Pursuant to 21 CFR § 314 .60, Schwarz Pharma. Inc (SPInc) is submutting duplicate copies of an
amendment for the above-referenced New Drug Application. Reference is made to the September
18,_1996 tclephone conversation between Ternt Rumble. Project Manager. Division of
Reproductive and Urologic Drug Products. and Suzanne Bennett. Regulatory Affairs Manager.
Schwarz Phama, Inc. (SPInc), wherein additional information was requested by the Medical
Reviewer. Dr. Jean Fourcroy.

This amendment contains SPInc’s response to the Medical Reviewer’s request.

[f there are any questions regarding this submission. please contact Suzanne Bennett. Regulatory
Affairs at (414) 238-5476

Sincerely.
SCHWARZ PHARMA, INC.
Steven Pollock. Director

Regulatorv Affairs Department

SPbib
Enciosures




SCHWARZ ORIGINAL

ORIG AMENDME.‘.!T
September 20, 1996
—e -
Food and Drug Adminstration .
Center for Drug Evaluation and Research =
Division of Reproductive and Urologic Drug Products (HFD-580)
Atm: Document Control Room 17B-20 / REC'D
3600 Fishers Lane , T A
Rockville, MD 20857-1706 AU
% DI
RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection) -\};’(/,, )
for the Diagnosis and Treatment of Erectile Dysfunction _
- .

AMENDMENT 015
Response to 8/16/96 Chemistry Review

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting duplicate copies of an
amendment for the above-referenced New Drug Application, and a desk copy for the Reviewing
Chemust.

This amendment contains SPInc’s response to the Chemustry Reviewer’s questions faxed to us on
August 16, 1996.

If there are anv questions regarding this submission, please contact Suzanne Bennett, Regulatory
Affarrs at (414) 238-5476.

Sincerely,
SCHWARZ PHARMA, INC. e

REVIEWS COMPLETED
Steven Pollock, Director 6?0 ACTION: :
Regulatorv Affairs Department Dm DN.A.\. DMEMO
SP:blb . N DATE
Enclosures ' Cs0 INTIALS

=~
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"Scptember 16. 1996 : R

Food and Drug Adrunistration

Cénter for Drug Evaluation and Research

Division of Reproductive and Urologic Drug Products (HFD-580)
—aAttR: Document Control Room 17B-20

5600 Fishers Lane

Rockville. MD 20857-1706 ’ -
/ v‘ﬂ:nxD
o | x¥~4" \

RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection) T g

for the Diagnosis and Treatment of Erectile Dysfunction o2 ) '

- - o~
AMENDMENT NO. 014 HF2380 S,
Stability Data on Drug Product and Normal Saline Diluent .
-

Copy of 8/8/96 Facsimile - Alternate Secondary Packager for Trade Kit

Copy of 8 :9/96 Facsimile - Revision to Professional Package Insert (PPI)

Copy of 8/20/96 Facsimile - Revisions to PPI and Patient Information Sheets

Copy of 9/10/96 Facsimile - Response to Pharmacokinetic Reviewer and Revision to PPI

Case Report Form Pages for Study PHAKI 841

Additional Calculations for Study PHAKI 841

Revised Professional Package Insert and Patient Information Sheets (7/30//96) _~1 Y '
Z/M e

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60 and 314.50 (d)(5)}(vi)}(bX3), Schwarz Pharma, Inc. (SPInc) i lS
submitting duplicate copies of an amendment for the above-referenced New Drug Apphcatxon
Reference 1s made to the, September 10, 1996 telephone conversation between Christina Kish,
Consumer Safety Officer. Division of Reproductive and Urologic Drug Products, FDA, and
Suzanne Bennett, Manager. Regulatory Affairs, wherein the contents of this amendment were
discussed. Desk copies containing relevant sections are enclosed for the Chemustry, Microbiology,
"Medical. and Pharmacokinetc Reviewers.

“This amendment contains the following: 1) 12-month stabilitv data on 7 drug product lots (06-
925-DH. 06-926-DH, 06-928-DH, 06-929-DH, 06-930-DH, 06-931-DH, 06-933-DH) submutted
in the onginal NDA; 2) 12-month stability data on 3 diluent lots (31435, 414235, 41433) submutted
in the onginal NDA,; 3) 6-month accelerated stabilitv data on 3 diluent lots (314335, 41423, 41435)
submutted in the onginal NDA; 4) 2-month stabilitv data on diluent Lot 51466 filled na 2.25 mi
svringe: 5) updated 3-month stabilitv data for diluent Lot 21276, with an increase in fill volume.
now includes micro testing results: 6) a copy of the 8/8/96 facsimile to Kastun Sniuvaschar.
Chernistry Reviewer, regarding the alternate secondary packager for the Trade Kit. 7) a copy of the
8/19/96 facsimile to Dr. Albert Chen, Pharmacokinetic Reviewer, regarding a revision to the
Professional Package Insert; 8) a copy of the 8/20/96 facsimule to Christina Kish, Consumer Safety
Officer regarding revisions. requested by Dr. Jean Fourcroy, Medical Reviewer, to the Panient
Package Insert and Patient Information Sheets; 9) a copy of the 9/10/96 facsimile to Dr. Chen
responding to his request for additional information; 10) Case Report Form pages for PHAKI 841
as requested by Dr. Chen: 11) additional calculations for PHAKI 841; and 12) reviséd
Professional Package Insert and Patient Information Sheets (July 30, 1996). including diskette

T T TN 1T smiees N T2E207 AT T-_etvLine Rcad  Meguon. Vi 22092



NDA 20-649: Amendment 014
SPM 691/EDEX (alprostadil for injection)
September 16, 1996

" Page 2 0f 2

version (WORD 6.0). All revisions to these documents. as indicated in the referenced facsimiles.
are underlined for ease of review.

—

—1‘ -
" If there are any questions regarding this submission. please contact Suzanne Bennett;_Managcr,
Regulatory Affairs, at 414/238-5476.

Sincerely, :"_’: -
4 SEARNE SO0 preny “
SCHWARZ PHARMA, INC. e
. - ——
o - —_

L T‘7.";.
B i e
S t_=! Fro 7
LI ER Had e
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Steven Pollock S —
Director, Regulatory Affairs | Z5C MTIALS ) op;rz_:l
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3 Scptember 1996 - R _

Chnisuna Kish

FDA Consumer Safety Officer -

Food and Drug Admunistration

Center for Drug Evaluation and Research

Division of Endocrine and Metabolism Drug Products (HFD-580)

Attention: Document Control Room 17B-20 /7\'
5600 Fishers Lane

Rockville. MD 20857-1706

RE: NDA 20-649: EDEX (alprostadil for injection)

-

Desk Copy of Package Insert on Diskette

Dear Ms. Kish:

Reference 1s made to the 30 August 1996. telephone conversation between Dr.Albert Chen. FDA
Pharmacokinetic Reviewer. and Suzanne Bennett. Manager. Regulatory Affairs, Schwarz Pharma. Inc
(SPInc). Pursuant to Dr. Chen's request, SPInc. 1s submitting two (2) diskettes each containing the
-package insert (rev. 6/14/96).

if there are any questions regarding this submission. please contact Suzanne Bennett, Manager.
Regulatory Affairs, at (414) 238-5476.

Sincerely.
SCHWARZ PHARMA, INC. g
Steven R. Pollock

Darector. Regutatory Affairs

mmw
Enclosure
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SCHWARZ OPIGINAL

iV R M Y

| OMENT
August 7, 1996 ORIG AMEN
Food and Drug Administration _ ‘
s Center for Drug Evaluation and Research ' ) |
" Duvision of Reproductive and Urologic Drug Products (HFD-580) -

Attn: Document Control Room 17B-20
5600 Fishers Lane
Rockville, MD 20857-1706

RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection)
for the Diagnosis and Treatment of Erectile Dysfunction

AMENDMENT NO. 013

-
Second Safety Update / ; 2t ﬁ//
Dear Sir/Madam: i ) J /)

Pursuant to 21 CFR § 314.60 and 314.50 (d)(5)(vi)(b)(3), Schwarz Pharma, Inc. (SPInc) 1s
subrmutting duplicate copies of an amendment for the above-referenced New Drug Application
Reference i1s made to the June 10, 1996 telephone conversation between Christina Kish, Consumer
Safety Officer, Division of Reproductive and Urologic Drug Products, FDA, and Suzanne Bennett.
Manager, Regulatory Affairs, wheren the agency requested a safety update be submitted at least
90 davs prior to the agency's anticipated goal date of November 7, 1996 for drafting an NDA
action letter.

This amendment contains a non-cumulative safetv update.

If there are any questions regarding this submission, please contact Suzanne Bennett, Manager,
Regulatory Affairs, at 414/238-5476

= Sincerely,
SCHWARZ PHARMA, INC.

&5@(%@,&?]@@

Steven Pollock
Director, Regulatory Affairs

-

, {nw.-aws COMPLETED
CS0 AGTIN:
= Ltﬂ/‘? E T %,/er(‘
. / /7
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Mail PO Box 2038 M|Iwaukee Wl 53201 5600 W County Lune Road Mequon W1 53092



August 1, 1996 S I \,.(\) 2

Food and Drug Administration S

Center for Drug Evaluation and Research ~ L

Division of Reproductive and Urologic Drug Products (HFD-580) \ <

Attn: Document Control Room 17B-20 _ \ﬁ\o : ?4HFD.« oo
~~£600-Fishers Lane ;o /70” AN ﬂ? /

Rockville, MD 20857-1706

RE: NDA 20-649: SPM 691/EDEX (alprostadil for injection)
for the Diagnosis and Treatment of Erectile Dysfunction

AMENDMENT NO. 012

CHEMISTRY, MANUFACTURING AND CONTROL SECTION

Copy of 7/25/96 Facsimile Containing Update on NDA Issues

Copy of 7/26/96 Facsimile Containing Response to July 3, 1996 FDA Letter

3-month Stability Data on Drug Product Lots #15-948-DH, 15-949-DH, 15-950-DH

3-month Stability Data on Normal Saline Diluent Lot #21276
I-month Stability Data on Normal Saline Diluent Lot # 51466

Executed Batch Record on Normal Saline Diluent Lot #51466

Revised Trade Kit Information: Alternate Secondary Packagers of Trade Kit ; 30-gaug6'ﬁ’eedl é)

-~

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting triplicate copies of an
amendment for the above-referenced New Drug Application: an archival copy, and two review copies,
for the Reviewing Chemist (red copy) and one for the Reviewing Microbiologist (white copy).

This amendment contains the following: 1) SPInc’s facsimile to the agency, dated July 25, 1996,
containing an update on various NDA issues; 2) SPInc’s facsimile to the agency, dated July 26, 1996,
responding to the Agency's letter of July 3, 1996, regarding the container/closure integrity test protocol
for the prefilled diluent syringe; 3) 3-month stability data on three lots (# 15-948-DH, 15-949-DH, 15-
950-DH) of the drug product with increased fill volumes; 4) 3-month stability data on normai saline
diluent lot #21276, filled in a | ml syringe with a 1.2 ml fill volume; 5) 1-month stability data on normal
saline diluent lot #51466, filled in a mi syringe with a 1.2 ml fill volume; 6) an executed batch record
for lot #51466: and 7) revised trade kit information providing for the addition of alternate secondary
packagers of the trade kit. and a drawing of the 30-gauge needle. .

The 3-month stability data for the drug product and normatl saline diluent is submitted in support of the
increased fill volumes (Amendment 006, dated March 28, 1996), and the 1-month stability data for the
diluent is in support of the larger ml syringe (Amendment 009, dated May 24, 1996).

If there are any questions regarding this submission, please contact Suzanne Bennett, Manager,
Regulatory Affairs. at 414/238-5476.

Sincerely, o REVIEWS COMPLETED
SCHWARZ PHARMA, INC. E""----.._._
DY e, . —-_\
— [ DR M)
F G Taa D (Sn e -
Steven Pollock VIhiemg =
Director. Regulatory Affairs ooy o ——
CSQ irTiaLs B
-—.._______._’“_‘:,‘r.x -

w : L:‘ ‘\/hlwqukpe 23201 :6-’,", C:. rry Lne Rcad - Mequon, Wi 53092
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July 12, 1996

S~

Food and Drug Administration
~entet for Drug Evaluation and Research
Division of Metabolism and Endocrine Drug Products (HFD-510)
Attn: Document Control Room 14B-19
5600 Fishers Lane, Rockville, MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection)
for the Diagnosis and Treatment of Erectile Dysfunction

AMENDMENT NO. 011
CHEMISTRY, MANUFACTURING AND CONTROL SECTION -

Copy of 7/8/96 Response to Pharmacokinetic Reviewer -
Response to Microbiology Review #2

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting duplicate copies of an
amendment for the above referenced New Drug Application. Reference is made to the June 26, 1996
request for information from Dr. Albert Chen, the Pharmacokinectic Reviewer;, and also the May 30, 1996
facsimile recieved from the agency containing Microbiology Review #2. This amendment contains a copy
of SPinc’s-July 8, 1996 facsimile to the agency, responding to the pharmacokinetic reviewer's request for
information; and SPInc’s response to Microbiology Review #2.

If there are any questions regarding this submission, please contact Suzanne Bennett, Manager,
Regulatory Affairs, at 414/238-5476.

REVIEWS COMPLETED
Sincerely,
SCHWARZ PHARMA, INC. 330 a0TI0N: i
- L__Z LETTER D;‘—,’. A D MEn !
Steven Pollock CST MALS DATZ §

Director, Regulatory Affairs

nz e e

Mail PO Box 2038 Milwaukee WI 53201 5600 N C0unty Lrne Road Megquon. Wi 53092
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P HA R MA
June 19, 1996

Food and Drug Administration

Center for Drug Evaluaton and Research

Division of Metabolism and Endocrine Drug Products (HFD-510)
Attn: Document Control Room 14B-19 ) . -—
--—i600-Fishers Lane, Rockville. MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection)

~ -
e

for the Diagnosis and Treatment of Erectile Dysfunction ‘ REm
AMENDMENT NO. 010 wuN 29 1996

CHEMISTRY, MANUFACTURING AND CONTROL SECTION
Copy of 5/30/96 Request for Guidance

Copy of 5/30/96 Response to Pharmacokinetic Reviewer

Copy of 6/5/96 Request to Review Protocol for Microbiological Testing
Copy of 6/18/96 Request for Guidance

2-month Stabilitv Data on the Normal Saline Diluent Lot with Increased Fill Volume

2-month Stability Data on the Drug Product Lots with Increased Fill Volume N
New Draft Labeling . /)
» g
Dear Sir/Madam: e R @

Pursuant to 21 CFR § 314.60. Schwarz Pharma, Inc. (SPInc) is submitting triplicate copies of an
amendment for the above referenced New Drug Application: an archival copy and two review copies, one
for the Reviewing Chemist (red copy) and one for the Reviewing Microbiologist (white copy). Two desk
copies of the new draft labeling are also enclosed. Reference is made to the telephone conversation
between Christina Kish, FDA Consumer Safety Officer, and Suzanne Bennett. Manager, Regulatory
Affairs, SPInc, on June 10, 1996.

This amendment contains a copy of SPInc’s facsimile to the agency, dated May 30, 1996, requesting
guidance regarding the proposed use of a 30_gauge needle for injection of the drug solution; a copy of
SPInc’s facsimile to the agency, dated May 30, 1996, responding to the pharmacokinetic reviewer’s
questions of May 20, 1996, a copy of SPInc’s facsimile to the agency requesting review of a protocol for
microbiclogic testing; a copy of SPInc’s facsimile to the agency, dated June 18, 1996, requesting
guidance regarding the proposed use of a 30 gauge needle for injection of the drug solution, and the date
of the next safety update; 2-month stability data on one lot (# 21276) of prefilled diluent sypnges with
increased fill volume; 2-month stability data on three lots (# 15-948-DH, 15-949-DH, 15-950-DH) of drug
product with increased fill volume; and new draft labeling as discussed in the referenced telephone
conversation. The stability data is being submitted in support of the increased fill volume. as committed
to in Amendment 006.

SPInc certifies that true and complete copies of this amendment are being forwarded to the Chicago and
Minneapolis District Offices of the FDA. If there are any questions regarding this submission. please
contact Suzanne Bennett. Manager, Regulatory Affairs, at 414/238-5476.

Sincerely. REVIEWS COMPLETED
S;HWARZ PHARMA, INC. £SO ACTION:

) R o Odiemer Shal Tremo
Steven Pollock '
Director. Regulatory Affairs 030 T S TE

Maii PO. Box 2038 Milwaukee. W! 53201 - 5600 W County Line Road - Mequon, Wi 53092
Shana 114 €L 2200 Tale A7°°N472 Fax 414.354.4309
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P H A R M A
May 24, 1996

Food and Drug Admimistration

Center for Drug Evaluation and Research

Division of Mctabolism and Endocrine Drug Products (HFD-510)

Attn: Document Control Room 14B-19 '
%600 Fishers Lane

Rockville. MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection)
for the Diagnosis and Treatment of Erectile Dysfunction

AMENDMENT NO. 009

CHEMISTRY, MANUFACTURING AND CONTROL SECTION

Copy of 5/13/96 Request for Guidance -
Revised Information on Trade Kit Components

Copy of 5/16/96 Request to Review Container/Closure Integrity Test Protocol

9-month Stability Data on the Drug Product Lots Submitted to the Original NDA

1-month Stability Data on the Normal Saline Diluent Lot with Increased Fill Volume
1-month Stability Data on the Drug Product Lots with Increased Fill Volume

Executed Batch Records for the Drug Product Lots with Increased Fill Volume

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting triplicate copies of an
amendment for the above referenced New Drug Application: an archival copy and two review copies, one
for the Reviewing Chemist (red copy) and one for the Reviewing Microbiologist (white copy). Reference is
made to SPInc’s facsimile to the agency, dated May 13, 1996, the telephone conversation between Stephen
Trostle, FDA Consumer Safety Officer, and Suzanne Bennett, Manager, Regulatory Affairs, SPInc, on
May 15, 1996, SPInc’s facsimile to the agency, dated May 16, 1996; and NDA Amendment 006, dated

March 28, 1996.

This amendment contains a copy of SPInc’s facsimile to the agency, dated May 13, 1996, requesting
guidance; revised information on trade kit components as committed to in Item 3 of the May, 13, 1996
facsimile and discussed in the referenced telephone call; a copy of SPInc’s facsimile to the agency, dated
May 16, 1996, requesting review of a container/closure test protocol; 9-month stability data on the drug
product lots (# 06-925-DH, 06-929-DH, 06-928-DH, 06-931-DH, 06-933-DH, 06-926-DH, 06-930-DH)
submutted to the original NDA; 1-month stability data on three lots (# 15-948-DH, 15-949-DH, 15-950-
DH) of drug product with increased fill volume; 1-month stability data on one lot (# 21276) of prefilled’
diluent syringes with increased fill volume, and executed batch records for three lots (# 15-948-DH, 15-
949-DH, 15-950-DH) of drug product with increased fill volume. The stability data and executed batch
records are being submitted, in support of the increased fill volume, as committed to in Amendment 006.

If here are any questions regarding this submission, blease contact Suzanne Bennett, Manager, Regulatory
Affairs, at 414/238-5476. .

Sincerely,

SCHWARZ PHARMA. INC.
o R ot Lo

Stever Pollock
Director. Regulatory Affairs

Mai PD Box 2038 - Miwaukee WI 53201 S600 W County Line Road - Meauon WI! 53092
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May- 13, 1996 o
: o . / y \‘\’:\‘_ N

Food and Drug Administration o .

Centerfor Drug Evaluation and Research oo .

Division of Metabolism and - Rt

Engdocrine Drug Products (HFD-510) A r

Attn: Document Control Room 14B-19 ) :

5600 Fishers Lane e ¢

Rockville, MD 20857-1706 {
RE: NDA 20-649: SPM 691 (alprostadil for injection) i yr’

for the Diagnosis and Treatment of Male Erectile Dysfunction /.:w‘w A Q
Ko

AMENDMENT NO. 008

-
HUMAN PHARMACOKINETICS AND BIOAVAILABILITY SECTIOI:I/
Response to Pharmacokinetic Reviewer’s Request for Information «

Clinical Trial Report (CTR) Amendments: DA 229, PHAKI 829
CTRs: PHAKI 830, PHAKI 841, PHAKI 941, PHAKI 942, and PHAKI 943

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting duplicate copies
of an amendment for the above-referenced New Drug Application. A desk copy for the
Pharmacokinetic Reviewer is enclosed. Reference is made to the April 30, 1996, telephone
conversation between Dr. Albert Chen, FDA Pharmacokinetic Reviewer, and Suzanne
Bennett, Manager, Regulatory Affairs. SPInc wherein he requested corrected report pages for
studies DA 229 and PHAKI 829; the -gency’s December 13, 1995 facsimile from Dr. Chen;
and the May 25, 1995 pre-NDA meeting.

This amendment contains CTR amendments for studies DA 229 and PHAKI 829, providing
the corrected information requested by Dr. Chen; CTRs for studies PHAKI 830 and PHAKI
841, as requested in the referenced facsimile; and CTRs for the ADME studieg. PHAKI 941,
PHAKI 942, and PHAKI 945, SPInc committed to providing at the referenced pre-NDA

meeting.

If there are any questions regarding this submission, please contact Suzanne Bennett,
Manager, Regulatory Affairs. at (414) 238-5476.

. (44
Sincerely §
s £ t P
, ~{1-’\ S CCPLETED i
M

SCHWARZ PHARMA, INC. t ~—_ ____ !
i

-

Steven Pollock i St T NENQ -
Director. Regulatory Affairs ¢ - T———e_
- — CATE

Mari PO. Box 2038 - Muwaukee, Wi 53201 - 5600 ‘. County Line Road - Mequon. W' 23082
Phore 214 354 4300 Telex 4317043  Fax 474 354.4309



SCHWARZ

PHARMA
April 29, 1996

Food and Drug Administration

Centgr for Drug Evaluation and Research
Division of Metabolism and

Endocrine Drug Products (HFD-510)
Attn: Document Control Room 14B-19
5600 Fishers Lane

Rockville, MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection)
for the Diagnosis and Treatment of Male Erectile Dysfunction

AMENDMENT NO. 007 .

CHEMISTRY, MANUFACTURING AND CONTROL SECTION
Response to Mlcroblology Reviewer’s Request for Information

HUMAN PHARMACOKINETICS AND BIOAVAILABILITY SECTION
Response to Pharmacokinetic Reviewer’s Request for Information

GENERAL CORRESPONDENCE
Request to Consider Trade Names

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting duplicate copies
of an amendment for the above-referenced New Drug Application. Desk copies of the
relevant portions for the Microbiology and Pharmacokinetic Reviewers are enclosed
Reference is made to the April 2, 1996, telephone conversation between Stephen Trostle,
Consumer Safety Officer (CSO), Division of Metabolism and Endocrine Drug Products, and
Suzanne Bennett, Manager, Regulatory Affairs, SPInc, and subsequent agency facsimile
requesting additional microbiological information. Reference is also made to the December
4, 1995, April 10, 1996, and April 15, 1996, telephone conversations between Dr. Albert
Chen, Pharmacokinetic Reviewer, and Suzanne Bennett, wherein he requested clarification of
several items in the referenced NDA.

This amendment contains responses to the referenced April 2, 1996, telephone call and
agency facsimile; copies of the December 6, 1995, April 15, 1996, and April 22, 1996,
facsimiles sent to the Pharmacokinetic Reviewer, in response to his referenced requests for
additional information; and a copy of SPInc’s April 19, 1996, facsimile requesting the
Labeling and Nomenclature Committee to review and comment on the proposed trade name
“FORTIS”, as a back-up trade name to “EDEX™, at their next regularly scheduled meeting.

Vet DA Bay ANR Milon, kes W E2201 SAON W Crynty | ine Prad - Meaunn W! 53092



NDA 20-649: SPM 691 (alprostadil for injection)
Amendment 007

April 29, 1996

Page 2 of 2

SPInc cemﬁes that true and complete copies of the CMC portion of this amendment are
being forwarded to the Chicago and Minneapolis District Offices of the FDA.

If there are any questions regarding this submission, please contact Suzanne Bennett,
Manager, Regulatory Affairs, at (414) 238-5476.

Sincerely,
EWS COMPLETED
SCHWARZ PHARMA, INC. REV - .
N CS0 ACTION: _
%M»Bwﬂ"m ;--—1“_T e D!\ D“”O
Steven Pollock )
Director, Regulatory Affairs €SO INITIALS DATE

'
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HARMA

March 28, 1996

-EQod_and Drug Administration
Center for Drug Evaluation and Research.
Division of Metabolism and
Endocrine Drug Products (HFD-510)
Attn: Document Control Room 14B-19
5600 Fishers Lane
Rockwille, MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection) )
for the Diagnosis and Treatment of Male Erectile Dysfunction *~ -

-

AMENDMENT NO. 006

CHEMISTRY, MANUFACTURING AND CONTROL SECTION
Increased Fill Volume: Drug Product and Prefilled Diluent Syringe

Blank Batch Record for the Drug Product

Blank and Executed Batch Record for the Prefilled Diluent Syringe

Updated Drug Product Specifications, Methods, Stability Protocols, Labeling
New Test Method (Container Integrity - Visual Evaluation)
Updated Test Methods (Water Determination, Bactenal Endotoxins, Content Uniformity)
Alternate Test Method for Dosage Uniformity (Weight Variation)

Dear Sir/Madam:

Pursuant to 21 CFR § 314.60, Schwarz Pharma, Inc. (SPInc) is submitting duplicate copies of an
amendment for the above-referenced New Drug Application. A desk copy for the Reviewing
Microbiologist is being sent under separate cover. Reference is made to the March 5, 1996
telephone conversation between Stephen Trostle, Consumer Safety Officer (CSOY, Division of
Metabolism and Endocrine Drug Products, and Suzanne Bennett, Manager, Regulatory Aﬁ'alrs
SPInc, and a subsequent facsimile forwarded to the agency on the same date.

This submission contains documentation reﬂecting the increase in fill volume for the drug product
and prefilled diluent syringes; a new test method for Container Integrity (Visual Evaluation);
updated test methods for Water Determination, Bacterial Endotoxins, and Content Uniformity,
and an alternate test method for Dosage Uniformity (Weight Vanation).

Mai PO. Box 2038 - Milwaukee, Wi 53201 - 5600 W. County Line Road - Megquon, WI 53092
Phone 414.354-4300 - Telex 4311043 - Fax 414-354-4309



NDA 20-649: SPM 691 (alprostadit for injecuon)
Amendment 006

March 28, 1996

Page 2 of 3

INCREASED FILL VOLUME: DRUG PRODUCT AND PREFILLED DILUENT SYRINGE

As discussed in the referenced telephone conversation and facsimile, the maximum dose from the

~auisting NDA product can be effectively withdrawn; however, a certain amount of practice and
expertise is required because the stopper limits accessibility to the product when the vial is
inverted. SPInc has therefore increased the fill volume of the reconstituted drug product to make
it easier to withdraw the maximum dose. More specifically, the target fill volume of the drug
product prior to lyophilization has been increased from ml, and the prefilled
diluent syringe from ml. SPInc is effectively changing only the mcg/vial, not the
mcg/ml. To accommodate the larger fill volume, a change in batch size from Lis
needed to maintain full lyophilizer loads. The lyophilization cycle remains unchanged.

In support of the referenced fill volume increases, Abbott Laboratories is manufacturifig three

24 L lots of drug product (5, 10, and 40 mcg), and , has manufactured
one lot of prefilled diluent syringes, all of which will be placed on stability. For ease of review,
SPInc has included a complete blank batch record for the 5 mcg strength, which incorporates
revised pages for the 10, 20, and 40 mcg strengths. Changes to the blank batch record contained
in the NDA are denoted by colored pages (5 mcg-lavender; 10 mcg-pink; 20 mcg-green; 40 mcg-
yellow). The changes to the batch record are minimal and are located as follows:

SECTION OF BATCH RECORD # of pages revised
1 Commodity Preparation 1 page

2. Solution Manufacturing 10 pages
3. Filling Operation 5 pages
4 Lyophilization No change
5. Capping and Inspection 4 pages
6. Finishing 3 pages
7. Quality Assurance 4 pages

Blank and executed batch records for the one lot of prefilled diluent syringes are enclosed.
Additionally, specifications, test methods, stability protocols, and labeling for the‘drug product
have been updated to reflect the change in fill volume.

One month of accelerated stability data for the drug product will be submitted in mid-May,
2-month accelerated stability data and executed batch records for the 5, 10, and 40 mcg strengths
will be submitted in mid-June 1996, and 3-month controlled room temperature and accelerated
stability data in mid-July 1996. Stability data for the prefilled diluent syringe will be submitted
with the referenced drug product stability data.




NDA 20-649: SPM 691 (alprostadi! for injecion)
Amendment 006

March 28, 1996

Page 3 of 3

NEW TEST METHOD
A new test method for Container Integnty - Visual Evaluation is enclosed.

YMDAXED TEST METHODS .
Updated test methods for Water Determination, Bacterial Endotoxins, and ContentUniformity

are enclosed.

ALTERNATE TEST METHOD
An alternate test method for Dosage Uniformity (Weight Variation) is enclosed.

SPInc certifies that a true and complete copy of this amendment is being forwarded to the
Minneapolis District Office of the FDA. )
[

If there are any questions regarding this submission, please contact Suzanne Bennett Manager,
Regulatory Affairs, at (414) 238-5476.

Sincerely,
SCHWARZ P C.
T 7
= ST
Steven Pollock

Director, Regulatory Affairs

&

'y
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March 20, 1996
-
Food and Drug Administration
Center *or Drug Evaluation and Research
Division of Metabolism and

Endocrine Drug Products (HFD-510)
Attn: Document Control Room 14B-19
5600 Fishers Lane
Rockville, MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection) -
for the Diagnosis and Treatment of Male Erectile Dysfunction

AMENDMENT NO. 005
Clinical Information
Non-IND ICCAI Study

Dear Sir/Madam:

Pursuant to CFR § 314.60, Schwarz Pharma, Inc. is submitting duplicate copies of an
amendment for the above-referenced New Drug Application. This submission contains
clinical information pertaining to the Safety Reporting for the non-IND ICCAI Study
conducted by the , using the referenced NDA drug product for a

separate indication (IND

If there are any questions regarding this submission, please contact Suzanne Bennett
Manager, Regulatory Affairs, at (414) 238-5476.

Sincerely,
SCHWARZ PHARMA, INC.

%Mﬁ oo

Steven Pollock
Director, Regulatory Affairs

Mail PO. Box 2038 - Milwaukee. WI 53201 - 5600 W. County Line Road - Mequon, W! 53092
Dhmra 414 784 22NN Talay 4711047 Cay 414.784 43NQ
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PHARMA

March 15, 1996

Food and Drug Administration
Center for Drug Evaluation and Research
~=Rivision of Endocrine and
Metabolism Drug Products (HFD-510)
Atn: Document Control Room 14B-19
5600 Fishers Lane
Rockville, MD 20857-1706

RE: NDA 20-649; SPM 691 (alprostadil for injection)
for Diagnosis and Treatment of Male Erectile Dysfunction

AMENDMENT NO. 004 -

120-day Safety Report

Dear Sir/Madam:

Pursuant to 21 CFR §314.50(5)(vi)(b), Schwarz Pharma, Inc. (SPInc) is submitting, in duplicate, a
120-day update for the above-referenced New Drug Application (NDA). This submission consists of
33 volumes. For ease of review, a detailed table of contents follows this letter.

This safety update provides cumulative, integrated safety information for all clinical studies completed as
of September 30, 1995. Since the submission of the original NDA on November 7, 1995, 2 additional
clinical studies have been completed and 10 clinical studies are ongoing. Information for deaths, serious
adverse experiences, and adverse experiences resulting in discontinuation is provided for the ongoing
studies.

The updated integrated safety report concludes there is no new information learned about SPM 691 that
affects the statement of contraindications, warnings, precautions, and adverse reactions in the draft
labeling submitted in the original NDA.

If there are any questions regarding this submission, please contact Suzanne Bennett, Manaéer,
Regulatory Affairs, at (414) 238-5476.

Sincerely,

SCHWARZ PHARMA, INC.

éga-n_ Bowsd 1o

Steven R. Pollock
Director, Regulatory Affairs

Mail PO. Box 2038 - Milwaukee. WI 53201 - 5600 W. County Line Road - Mequon, Wi 53092
Phnaro 414.784 43NN Toloy 4311047  Fax 414.384.4309 -
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March 14, 1996

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Metabolism and

Endocfine Drug Products (HFD-510)
Atn: Document Control Room 14B-19
5600 Fishers Lane

Rockville, MD 20857-1706

RE:  NDA 20-649: SPM 691 (alprostadil for injection)
for the Diagnosis and Treatment of Male Erectile Dysfunction

AMENDMENT NO. 003

-t .

CHEMISTRY, MANUFACTURING AND CONTROL SECTION

Response to Relevant Items Contained in the Chemistry Information Request for NDA 20-546

(Alprostadil for Injection indicated for severe Peripheral Arterial Occlusive Disease)

Dear Sir/Madam:

Pursuant to CFR § 312.60, Schwarz Pharma Inc. (SPInc) is submitting duplicate copies and an

—

additional desk copy of an amendment for the above referenced New Drug Application. Reference is

made to the Chemistry Information Request for NDA

dated December 6, 1995, from the

Division of Gastrointestinal and Coagulation Drug Products; and to the March 5, 1996 conversation

_ between Stephen Trostle, Consumer Safety Officer (CSO), Division of Metabolism and Endocrine

Drug Products, and Suzanne Bennett, Manager, Regulatory Affairs, SPInc, and subsequent facsimile
forwarded to the agency on that same date. Finally, reference is made to our commitment contained

in NDA 20-649 (Volume 1.18, page 146), to forward additional stability data when it became
available.

As indicated in the referenced facsimile, SPInc is enclosing an amendment addressing the agency’s

request for additional Chemistry, Manufacturing, and Control information. Accordingly, this
submission contains a point by point response to those questions contained in the referenced
Chemistry Information Request for NDA

response to item 11C.

SPInc certifies that a true and complete copy of this amendment is being forwarded to the
Minneapolis District Office of the FDA.

If there are any questions regarding this submission, please contact Suzanne Bennett, Manager,

Regulatory Affairs, at (414) 238‘ﬁge]EWS COMPLETED

Sincerely,

SO LCTION.
SCHWARZ PHARMA, INC. SAELRR D
an,d_ Reo_ob poL/ D LEiicl D NAL
Steven Pollock

Director, Regulatory Affairs CSO ““Tini_ DATE

Mail PO. Box 2038 - Milwaukee, WI 53201 - 5600 W. County Line Road - Mequon, W! 53092
Phane 414 354.4300 Telex 4311043 - Fax 414.354.4309

"

which are germane to the NDA 20-649 (SPM
691). The additional stability data referred to in the above paragraph has been included under our

LAl

. .-
oy W



SCHWARZ
PHARMA
March 1, 1996

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Metabolism and

Endocrine Drug Products (HFD-510)
Atth: Document Control Room 14B-19
5600 Fishers Lane

Rockville, MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection)
for Male Erectile Dysfunction

AMENDMENT NO. 002

GENERAL CORRESPONDENCE
Request to Consider Trade Names

Dear Sir/Madam:

Reference is made to the telephone conversation on February 28, 1996, between Stephen
Trostle, CSO, Division of Metabolism and Endocrine Drug Products, and Suzanne Bennett,
Manager, Regulatory Affairs, Schwarz Pharma, Inc. (SPInc), wherein Ms. Bennett indicated
that SPInc would like to submit additional proposed trade names for the referenced NDA
product to the Labeling and Nomenclature Committee for their consideration. SPInc hereby
requests that the trade names listed below be presented to the Labeling and Nomenclawre
Committee for their review and comment at the next regularly scheduled meeting.

ADAM (Alprostadil Drug Administration for Men)

ARTEX

CONFIDAN

EDEX

PROCIRC

FORTIS .
VANDEX

VASOPRO

If there are any questions regarding this submission, please contact Suzanne Bennett,
Manager, Regulatory Affairs, at (414) 238-5476.

Sincerely,

Schwarz Pharma, Inc.

Steven Pollock
Director, Regulatory Affairs

Mail PO. Box 2038 - Milwaukee, W! 53201 - 5600 W. County Line Road - Mequon, WI 53092
Phone 414.354.4300 - Telex 4311043 - Fax 414.354.4309
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PHARMA

February 13, 1996 4 . -

— -
Dr. Harold G. Tumer N\ Lﬁ b§ C\b )
Food and Drug Administration ;\, a{ ¢ (7
Center for Drug Evaluation and Research U{ (4 -]
Division of Scientific Investigations (HFD-344) A\ [ (
7520 Standish Place J
Rockville, MD 20855 , mﬂjg J/‘)"/
o ey 1A
RE: NDA 20-649: SPM 691 (alprostadil for injection) W 2 7
for the Diagnosis and Treatment of Male Erectile Dysfunction 47

Response to Request for Information

Dear Dr. Tumer:

Reference is nfade to NDA 20-649, and the telephone call between yourself and Suzanne
Bennett, Manager, Regulatory Affairs, Schwarz Pharma, Inc., on February 2, 1996,
wherein you requested additional information to prepare for the clinical site inspections.

1. Copies of Case Report Forms (CRFs) were requested as follows:

Study KU-620-001: Dr. Auerbach (every 5th patient)
Dr. Goldstein (every 4th patient)

Study KU-620-002: Dr. Castellanos (every 6th patient)
- Dr. Gittleman (every 6th patient) .
Dr. Rajfer (every 7th patient)
Enclosed are copies of the following Case Report Forms:

Study KU-620-001 (orange binders)

CRFs for 7 of Dr. Auerbach’s pati’ents:

CREFs for 6 of Dr. Goldstein’s patients:

N

Mai PO. Box 2038 - Milwaukee, WI 53201 - S600 W. County Line Road - Mequon, WI 53092
Phone 414 254 4300 - Toley 411047 Cau 214 a84 4200



NDA 20-649

SPM 691 (alprostadil for injection)
February 13, 1996

Page 2 of 2

Study KU-620-002 (yellow binders)

"y

CRFs for 6 of Dr. Castellanos’ patients:
CRFs for 7 of Dr. Gittleman’s patients:

CRFs for 9 of Dr. Rajfer’s patients:

2. Line listings of all AE reports submitted to the NDA were also requested.

Enclosed, following the referenced patient CFRs for each site, are AE listings for both the
controlled and uncontrolled phases as reported in the original NDA. ’

If you have any questions or additional requests, please contact Suzanne Bennett,
Manager, Regulatory Affairs, at (4]4) 238-5476.

Sincerel_y3
SCHWARZ PHARMA, INC.

Se Ba ok S

Steven Pollock
Director, Regulatory Affairs

\/c;c: Stephen Trostle, CSO, Division of Metabolism and Endocrine Drug Products (HFD-510)
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February 12, 1996

Food and Drug Administration

Center for Drug Evaluation and Research
Divi%ion"of Metabolism and

Endocrine Drug Products (HFD-510)
Ann: Document Control Room 14B-19
5600 Fishers Lane

Rockville, MD 20857-1706

RE: NDA 20-649: SPM 691 (alprostadil for injection)
for the diagnosis and treatment of Male Erectile Dysfunction

AMENDMENT NO. 001

-~

CHEMISTRY, MANUFACTURING AND CONTROL SECTION
Batch Records for the Prefilled Diluent Syringe

Dear Sir/Madam:

Reference is made to the February 9, 1996 conversation between Steven Trostle, Consumer Safety Officer
(CS0), Division of Metabolism and Endocrine Drug Products, and Suzanne Bennett, Manager, Regulatory
Affairs, Schwarz Pharma, Inc. (SPInc), wherein the batch records for the prefilled diluent syringe were
requested by-the Reviewing Microbiologist. Reference is also made to

correspondence to SPInc, dated December 14, 1995, and previously forwarded to the agency. The
referenced correspondence refers to the relevant pages of Drug Master File covering the
aseptic filling of sterile syringes with Sodium Chloride for Injection, USP. Additional information specific
to the manufacture of the diluent syringes is contained in the enclosed batch records.

SPInc certifies that a true and complete copy of this amendment is being forwarded to the Minneapolis
District Office of the FDA. If there are any questions regarding this submission, please contact Suzanne
Bennett, Manager, Regulatory Affairs, at (414) 238-5476.

Sincerely, REVIEWS COMPLETED

SCHWARZ PHARMA INC. -—~C'-- .
1N L T AN S
S o Bavaft S
P ) ~ Ay
Steven Pollock D L-iiln | ”A'

Director. Regulatory Affairs

CSC L4iTials DATE

‘
N

Mai PO Box 2038 Wwaukee WI 53201 560“ i \,ourtv ur*e Road Meauor N 33092
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January 29. 1996

Dr. Harold G. Turner

Foed and Drug Administration,

Center for Drug Evaluation and Research-
Division of Scientific Investigations (HFD-344)
7520 Standish Place

Rockville, MD 20855

RE: NDA 20-649: SPM 691 (alprostadil for injection)
for the Diagnosis and Treatment of Male Erectile Dysfunction {/51

Response to Request for Information /‘ﬁ\/ <
; v
Dear Dr. Turner: /Q

Reference is made to NDA 20-649, and the telephone call between yourself and Suzanne _L
Bennett, Manager, Regulatory Affairs, Schwarz Pharma Inc. on January 23, 1996, wherein /KJM
you requested the following information to prepare for clinical site inspections:

q f

1. A Desk copy of the Application Summary (NDA 20-649, Volume 1. 1) is enclosed as two
volumes for-ease of use.

2. A copy of Protocol KU-620-001/GHBA 712 (NDA 20-649, Volume 1.63, Pages 2 - 127)
1s enclosed.

3. A copy of Protocol KU-20-002/GHBA 713 (NDA 20-649, Volume 1.68, Pages 2 - 124)
is enclosed.

. 4. Adist of the clinical investigators for each of the referenced protocols, mcludmg the
number of patients per site, is enclosed.

Please contact Suzanne Bennett, Manager, Regulatory Affairs, at (414) 238-5476 if youAhave
any additional needs. :

Sincerely,

SCHWARZ PHARMA INC.

Steven Pollock
Director, Regulatory Affairs

cc: Stephen Trostle, CSO, Division of Metabolism and Endocrine Drug Products (HFD-510)

Mail PO. Box 2038 - Malwaukee wi 53201 5600 w Coumy Lme Road Mequon. WI 53092
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__‘N_gvembe"r 7, 1995 NOV-T 8 \995
Solomon Sobel, M.D. & ~ €DR’ S/

Yy, '5\-‘ .
lalfloNMm\“

: Director, Division of Metabolism and Endoc:me e
* Drug Products (HFD-510) -~ 2

" “Center for Drug Evaluation and Research

- Food and Drug Adnumstratxon o

5600 Fishers Lane

Rockwville, MD 20852

RE: NDA 20-649
SPM 691 (alprostadil for lnjectlon)
for the diagnosis and treatment of
male erectile dysfunction

Dear Dr. Sobel:

Pursuant to 21 CFR § 314.50, Schwarz Pharma, Inc. (SPInc) is submitting duplicate
copies of the above-referenced New Drug Application (NDA). This submission consists
of 178 volumes numbered 1.1 through 1.178.

Reference is made to the May 18, 1995 pre-NDA meeting between the Division of
Metabolism and Endocrine Drug Products and SPInc. The essential components of the
clinical development program, on which this NDA is based, were presented at this pre-
NDA meeting. The clinical data section of the NDA consists of 13 intracavernous studies:
3 U.S. studies and- 10 European studies. A total of 1,580 subjects were enrolled in the -
chinical development program for SPM 691, with 1,505 subjects exposed to alprostadil.
The focus of this NDA is the intracavernous administration of SPM 691 for the treatment

- of erectile dysfunction as supported by four pivotal trials: KU-620-001, KU-620-002, KU-
620-003, and F8653; and the diagnosis of erectile dysfunction as supported Ry Study
F8598 and literature. In addition, the results of two ongoing diagnostic studies, KU-620-
006 and KU-620-007, will be submitted to the agency early next year. Based on the .
above referenced studies, it has been concluded that SPM 691 is safe and effective for the
treatment and diagnosis of erectile dysfunction as described in the proposed Package
Insert.

We consider this application to be complete and in agreement with agency requirements as
discussed at the referenced pre-NDA meeting, and as such, is suitable for filing as
described in 21 CFR § 314.101. Diskettes containing SAS stability data are enclosed in
both the archive and review copies of Volume 1.18 of this application. SAS data sets for
Studies KU-620-001, KU-620-002, KU-620-003, and F8653, and _for both the
medical reviewer and the statistical reviewer, will be delivered to the agency within 60
days of agency receipt of this application.

Mail PO Box 2038 - Milwaukee, WI 53201 5600 W. County Lme Road Mequon. WI 53092
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We are cognizant of our obligations regarding submission of a 120-day Safety Update

—« Report according to 21 CFR § 314.50(d)(5)(viXb). We also reference 21 CFR § 314.102,
which provides for an informal meeting with the reviewer of the NDA, and express our
interest in such a meeting if deemed appropriate by the agency. We certify that a true and
complete copy of the Chemistry, Manufacturing, and Controls section, Volumes 1.2
through 1.20, of this application is being forwarded to the Minneapolis District Office of
the FDA. In accordance with the Prescription Drug User Fee Act of 1992, a check in the
amount of was sent on
October 10, 1995, by courier to Mellon Bank, check

Reference is made to the September 6, 1995, phone conversation between StevemIrostle,
CSO, Division of Metabolism and Endocrine Drug Products, and Suzanne Bennett,
Manager, Regulatory Affairs, wherein SPInc was notified of the Labeling and
Nomenclature Committee’s decision to disallow the use of the trade name “Vindal”. The
drug product is currently referred to as “SPM 691 pending a suitable trade name. Due to
SPInc.’s recent notification of the status of the trade name both names appear throughout

the NDA document.

Please note that effective August 29, 1995, SCHWARZ PHARMA Kremers Urban
Company changed corporate names and is now registered as SCHWARZ PHARMA,
INC. For future correspondence regarding this application, please refer to the new
corporate name.

For your convenience, the location of the various sections of the NDA are listed in

Attachment 1 to this letter. Also provided, as Attachment I, is the location of

documents for the clinical studies reported in this NDA. If there are any questions

regarding this submission, please contact Suzanne Bennett, Manager, Regulatory Affairs,
= at (414) 238-5476.

.

Sincerely,

Schwarz Pharma, Inc.

Q%M foe.

Ron Stratton, Ph.D.
Vice President
Research and Development

N}

Enclosures



