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March 26, 2002 NC

Richard Pazdur, M.D.

Director

Division of Oncology Drug Products (HFD 150)
Document Control Room 2061

Center for Drug Evaluation and Research
Food and Drug Administration

1451 Rockville Pike

Rockville, Maryland 20852-1448

Sub: NDA 50-763-

MITOExtra™ (Mitomycin for Injection)
Major Amendment

“USER FEE COVER SHEET”

Dear Dr. Pazdur:

Reference is made to NDA 50-763 for MITOExtra™ (mitomycin for injection) and
the “Major Amendment” submitted on March 20, 2002. Reference is also made
to the telephone conversation on March 25, 2002 between Dr. Sam Boddapati,
SuperGen, Inc., and Ms. Brenda Atkins, Project Manager, Division of Oncology

Drug Products, regarding the submission of “User Fee Cover Sheet” to the
above-mentioned amendment.

As requested, we are herewith submitting the “User Fee Cover Sheet’ to
NDA 50-763, “Major Amendment” submitted on March 1, 2002.

Should you require additional information, please contact the undersigned at
925-560-0100. .

Sincerely,
1 i’.'
Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs

4140 DUBLIN BOUEEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 www.supergen.com
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FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulalions, Parts 314 & 601)

APPLICANT INFORMATION
RAME OF APPLICANT - DATE OF SUBMISSION
SuperGen, Inc. o March 26, 2002
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
925-560-0100 925-551-6472
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, Stale,
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE
4140 Dublin Blvd., Suite 200
Dublin, CA 94568

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (¥ previously issued)
NDA 50-763

ESTABLISHED NAME (e.g., Proper name, USPAUSAN name) PROPRIETARY NAME (trade name) IF ANY

mitomycin for injection MITOExtra(TM)

CHEMICAUBIOCHEMICAL/BLOOD PRODUCT NAME (if any) CODE NAME (Jf any)

7-amino-9a-methoxymitosane

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: s
vial .Smgfvial Intravenous o

(PROPOSED) INDICATION(S) FOR USE: '

see attachment

APPLICATION INFORMATION

APPLICATION
TYPE [ NEW DRUG APPLICATION (21 CFR 314.50) [J ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
check one,
¢ ) ] B1OLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE APPROPRIATETYPE [} 505 (b)X1) Bq 505 B)2)
IF AN ANDA OR 505 (B)(2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION
(check one) [ oriGinaL APPLCATION Emeuouem TO A PENDING APPLICATION ] resusmission
[ presusmssio [C] annuaL reporT [[] ESTABUSHMENT DESCRIPTION SUPPLEMENT .[J erricacy suppLEMENT
["] LABELING SUPPLEMENT [] CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT {Jormver
IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION
IF A SUPPLEMENT, \DENTIFY THE APPROPRIATE CATEGORY [ Jcee [] cae30 [7] PrIOR APPROVAL (PA)
REASON FOR SUBMISSION
User fee cover sheet
PROPOSED MARKETING STATUS (check one) {X PrescriPTION PRODUCT (Rx) [ over THE counTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED | THIS APPLICATION S [X] PAPER [ aerano mecronie ] eLectrone

ESTABLISHMENT INFORMATION (Full ostablishment information shouid be provided in the body of the Application.)
Provuelommofalmfadmng control sites for substance and drug product (continuation sheets may be

drug used i necessary). include
address, contact, telephone num r‘:ﬁnuonmmbu CFN), DMF number, and manufacturing and/or of te memsabiiylesﬁno
conducted at the sie. Pleass indicate smian(aady hspedionot.'m'.whenlva‘lb:::y tpe sim (60 )

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the curvent application)

FORM FDA 356h (4/00) PAGE 1
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This application ccntains the following items: (Check all that apply)

1.

Index

2.

Labeling (check one) ] Draft Labeling [ Final Printed Labeling

3.

Summary (21 CFR 314.50 (c))

Chemistry section

A. Chemistry, manufacturing, and controls infonmation (e.g. 21 CFR 314.50 (d)(1), 21 CFR 601.2)

B. Sampies (21 CFR 314.50 (e)(1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e)(2)(i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d)}2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d)(3), 21 CFR 601.2)

Clinical Microbiology (e.g. 21 CFR 314.50 (d)(4))

wjP|N|Oo®»

Ciinical data section (e.g. 21 CFR 314.50 (d)(5), 21 CFR 601.2)

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10.

Statistical section (e.g. 21 CFR 314.50 (d)(6), 21 CFR 601.2)

. Case report tabulations (e.g. 21 CFR 314.50 (f)(1), 21 CFR 601.2)

. Case report forms (e.g. 21 CFR 314.50 {f)(2), 21 CFR 601.2)

. Patent information on any patent which daims the drug (21 U.S.C. 355 (b) or (c))

. A patent cerlification with respect to any patent which daims the drug (21 U.S.C. 355 (b)(2) or (i)(2)}(A))

. Establishment description (21 CFR Part 600, if applicable)

. Debarment certification (FD&C Act 306 (k)(1))

. Field copy certification (21 CFR 31450 ()3)) . -

. User Fee Cover Sheet (Form FDA 3397)

DD@DDDDDDDDDDDDDDDDDDDD

. Financial Information (21 CFR Part 54)

20.

OTHER (Specify)

N A WN

CERTIFICATION

I agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warmings. precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as

requested by FDA. If this application is approved, | agree to comply with alt applicable laws and regulations that apply to approved applications
including. but not limited to the following:

Good manufacturing practice reguiations in 21 CFR Parts 210 and 211, or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.

in the case of a prescription drug or biological product, presaiption drug advertising regulations in 21 CFRPan202.
Regulations on making changes in application in FD&C Act Section S06A, 21 CFR 314.70, 314.71, 314.72, 314 97, 314.99, and 601.12.
Reguiations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81..

Local, state and Federal environmental impact laws.

if thns application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the product
until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been review and, to the best of my knowledge are cestified to be true and accurate.
Warning: a willfully faise statement is a criminal offense, U.S. Code, title 18, section 1001.

e

F RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE

Bcg%ﬁh ka §o B ddapats, P latory Affairs March 26, 2002
ADDRESS (Street, Ciy, State, Code) '

Telephone Number
4lﬂ_£uelin B%v%., Suite 200 »

(925) 560-0100

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration Food and Drug Administration

CBER. HFM-99 CDER, HFD-94 An agency may not conduct or sponsor, and a
1401 Rockville Pike 12420 Parkiawn Dr., Room 3048 person is not required to respond to, a collection
Rockvie, MD 20852-1448 Rockville, MD 20852

of information unless i displays a currently valid
OMB control number.

FORM FDA 356h (4/00)

PAGE 2
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INDICATION FOR USE:

Mitozytrex™ is not recommended as single-agent, primary therapy. It has been
shown to be useful in the therapy of disseminated adenocarcinoma of the
stomach or pancreas in proven combinations with other approved -
chemotherapeutic agents and as palliative treatment when other modalities have

failed. Mitozytrex is not recommended to replace appropriate surgery and/or
radiotherapy.

DRUG SUBSTANCE:

Manufacturer

Phtone:
Fax:

— manufacturing and testing information was submitted to the Agency

Supplier and US Agent

/

Contact Name:
Phone:

Fax:

Testin Laboratories for Drug Substance

/

testing of Mitomycin is carried out at this testing facility




17147288 .2:46% 2253841921 SUPERGEN

DRUG PRODUCT

Manufacturer

/

Testing Laboratories for Drug Product

1)

—— 7 rtesting of drug product, including microbiological tests, are
carried outat ——

2)

—  testing of HPBCD is carried out at this facility.



H __pages redacted from this section of
the approval package consisted of draft labeling
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ATTACHMENT 1 |
(PROPOSED) INDICATION(S) FOR USE ]

MITOExtra™ is not recommended as single-agent, primary therapy. It has been shown
10 be useful in the therapy of disseminated adenocarcinoma of the stomach or pancreas in
proven combinations with other approved chemotherapeutic agents and as palliative

treatment when other modalities bave failed. MITOExtra is not recommended to replace
appropriate surgery and/or radiotherapy.

APppp
S THIS
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November 12, 2002

Richard Pazdur, M.D.

Director

Division of Oncology Drug Products (HFD 150)
Document Control Room 2061

Center for Drug Evaluation and Research
Food and Drug Administration

1451 Rockville Pike

Rockville, Maryland 20852-1448

Sub: NDA §0-763
Mitozytrex  (Mitomycin for Injection)
(New proposed name, formerly MitoExtra™)
AMENDMENT

Request for Update on Patent Certification and Debarred
Persons

Certification
Dear Dr. Pazdur:

Reference is made to NDA 50-763 for Mitozytrex" (new proposed trade name,
formerly MitoExtra™ ) submitted December 10, 1997. Reference is also made to
the telephone request dated November 11, 2002 by Ms. Brenda Atkins regarding

the updated information on Debarred Persons Certification and Patent
Certification.

We are providing the requested information on the following pages.

Should you require any additional information, please contact the undersigned at
925-560-0100. S

Sincerely, ..

P :
! Rodelop) ——
Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 WWW.supergen.com
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October 21, 2002

Richard Pazdur, M.D.

Director

Division of Oncology Drug Products (HFD 150)
Document Control Room 2061

Center for Drug Evaluation and Research

Food and Drug Administration
1451 Rockville Pike

Rockville, Maryland 20852-1448

Sub: NDA 50-783
Mitozytrex™ (Mitomycin for Injection)
(New proposed name, formerly MitoExtra™)
AMENDMENT—Chemistry/Labeling Deficiencies

Dear Dr. Pazdur:

Reference is made to NDA 50-763 for Mitozytrex™ (new proposed trade name,
formerly MitoExtra™ ) submitted December 10, 1997 and amendment submitted
March 20, 2002. Reference is also made to the fax communication dated August

30, 2002 from Ms. Brenda Atkins requesting additional information on chemistry
and labeling deficiencies.

We are providing responses to the deficiencies identified in the fax
communication:

1) peakelutedat —-

2) statistical analysis supporting the proposed explratton datmg
3) stability of HPBCD

4) extractables from IV bags

5) utility time for admixtures in sodium lactate and

6) revised carton, vial, and package insert labeling.

Should you require any additional information, please contact the undersigned at
925-560-0100.

Sincerely,

TSodd

Sam Boddapati, P’ D.
Senior Director, Regulatory Affairs

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 www.supergen.com
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SuperGen°®, Inc.
NDA: 50-763 Mitozytrex'™ (Mitomycin for Injection)

Chemistry Deficiencies
Item B:

The following comments pertain to the markup of vial and carton
label and package insert provided in the amendment dated
21-May-02:

1. Carton and Vial Labeling:

a) Itis recommended that you revise the expression of established
name so that the letters are at least half as large as the letters
comprising the proprietary name with a prominence
commensurate with which the proprietary name appears.
Please refer to 21 CFR 201.1 0(g)(2) for guidance.

Response:

Our revised labeling pieces have had their font size revised so that the letters of
our established name are at least half as large as the letters of our new proposed
proprietary name in accordance with 21 CFR 201.10(g)(2).

The following pages contain our revised carton and vial labeling. Please note,
our proposed trade name has been changed from MITOEXxtra to Mitozytrex.

Please note, our storage conditions statement has been revised to reflect the
type of language we were asked to adopt in the package insert (see item B: 2.

(a).

RS 1y
On omc/,,fjl‘*//:y

10/21/02 40

[t
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the approval package consisted of draft labeling
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Food and Drug Administration
Rockville, MD 20857

NDA 30-763

SuperGen, Inc.

Attention: Sam Boddapati, Ph.D.
4140 Dublin Boulevard, Suite 200
Dublin. CA 94568

Dear Dr. Boddapati:

We acxnowledge receipt on March 21, 2002 of your March 20, 2002 resubmission to your new

drug application (NDA) for MITOExtra (mitomycin) Injection. On May 14, 2002, we received

your May 13, 2002 amendment to your NDA for MITOExtra (mitomycin) Injection. This is a

major amendment that will extend the review time by 180 days. T

We consider these submissions a complete, class 2 response to our December 11, 1998 action
letter. Therefore, the user fee goal date is November 14, 2002.

If you have any questions, call Brenda Atkins, Regulatory Project Manager, at (301) 594-5767.

Sincerely,

{See a‘zfgd/'lectronic signature page}

Dotti Pease :

Chief, Project Management Staff
Division of Oncology Drug Products
Office of Drug Evaluation I

Center for Drug Evaluation and Research



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Brenda Atkins
5/20/02 09:55:46 AM
Signing for CPMS, Dotti Pease



May 13, 2002

Richard Pazdur, M.D.

Director :

Division of Oncology Drug Products (HFD 150)
Document Control Room 2061

Center for Drug Evaluation and Research ;
Food and Drug Administration : !
1451 Rockville Pike

Rockuville, Maryland 20852-1448

Sub: NDA 50-763
MITOExtra™ (Mitomycin for Injection) e
AMENDMENT-Request for Missing Information™

Dear Dr. Pazdur:

Reference is made to the above NDA for MITOExtra™ (Mitomycin for Injection)
submitted on December 10, 1997, amendment submitted on March 20, 2002 and )
fax communication dated May 7, 2002 requesting additional information.

We are herewith providing responses to items 2 and 3 in the above mentioned
fax communication. We are herewith submitting the requested case report forms
and electronic copies of the proposed MITOEXxtra package insert.

Response to item 1 (financial disclosure information) was sent separately on May
10, 2002.

Should you require any additional information, please contact the undersigned at
925-560-0100.

Sincerely,
Sam Boddapali, Ph.D.

Senior Director; Regulatory Affairs

4140 DUBLIN BOULEVARD, SUITE 200. DUBLIN. CA 94568 TEL.: (925) 560-0100 ww-w.supergen.com




SuperGen, inc.
NDA 50-763 MITOExtra™ (mitomycin for injection)

Our preliminary review of your application indicated that the following items were
Missing.

1) Please submit FDA forms 3454 and 3455 for study MEZ2 in accordance

with 21 CFR 54-FINANCIAL DISCLOSURE BY CLINICAL
INVESTIGATORS.

Please respond to the above comment as soon as possible on or before May 17,
2002. Omission of forms 3454 and 3455 is grounds to refuse to file your
application (refer to 21 CFR 54.4(c).

FDA form 3454 for study ME2 was sent under separate cover May 10, 2002. As

no investigators do not have any financial interests with SuperGen, Form 3455
was unnecessary.

L R

[0V

ON Oigyps, "




ATTACHMENT 1

(PROPOSED) INDICATION(S) FOR USE

MITGExwa™ is not recommended as single-agent, primary therapy. It has been shown
10 be useful in the therapy of disseminated adenocarcinoma of the stomach or pancreas in
proven combinations with other approved chemotherapeutic agents and as palliative

wreatment when other modalities have failed. MITOExtra is not recommended to replace
appropriate surgery and/or radiotherapy.



hperGen, Inc.
DA 50-763 MITOExtra™ (mitomycin for injection)

In-accordance with 21 CFR 314.50, which states that the archival copy of
the application is required to contain individual case report forms for each
patient who died during a clinical study or who did not complete the study
because of an adverse event, whether believed to be drug related or not,

including patients receiving reference drugs or placebo, please submit the
applicable case report forms (CRFs) from Study MEZ2.

e are herewith providing copies of individual case report forms for each patient

Jwho died during a clinical study or who did not complete the study because of an
§ adverse event, including for those patients receiving reference drugs or placebo.

{ Patients who died on study:

ME2-04-08-27

§ ME2-04-01-02
} ME2-04-04-05

ME2-04-05-02
ME2-04-07-00¢
ME2-04-08-13
ME2-04-08-21
MEZ2-04-09-06
ME2-04-09-08

Patients who discontinued treatment
due to adverse events:

ME2-04-02-01 "~

ME2-04-04-01
ME2-04-04-04
MEZ2-04-05-04
ME2-04-05-05 |
ME2-04-05-007

ME2-04-07-002
ME2-04-07-005
ME2-04-07-006
ME2-04-07-007

ME2-04-08-05
ME2-04-08-06
ME2-04-08-14
ME2-04-08-26
ME2-04-08-30
ME2-04-09-01
ME2-04-09-03
ME2-04-11-04

~

2.
gr?!*
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November 13, 2002

Richard Pazdur, M.D.
Director

Division of Oncology Drug Products (HFD 150)
Document Control Room 2061

Center for Drug Evaluation and Research
Food and Drug Administration

1451 Rockville Pike

Rockville, Maryland 20852-1448

Sub: NDA 50-763
Mitozytrex™ (Mitomyein for Injection)
AMENDMENT
Package Insert

Dear Dr. Pazdur:

We carefully reviewed the Package Insert for Mitozytrex™ which you forwarded
to us by email today. We concur with the text in full.

We await your response tomorrow, November 14™".

Sincerely,

L Bodod )~

Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs

T 20

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 www.supergen.com



l- 3 pages redacted from this section of
the approval package consisted of draft labeling
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3
SuperGemn

4140 Dublin Boulevard. Suite 200, Dublin, CA 94568

Fax

To: Ms. Brenda Atkins from: Sam Boddapati
company: Project Manager; Div of Oncology Company: SuperGen, Inc.
Fax: 301-594-0498 Fax: (925) 551-6472

Phone: 301-594.5767 Phone:  (925) 560-0100

pate. November 14, 2002 Pages: O

Re: NDA 50-763/Mitozytrex (Mitomycin for Injection)—Package Insert

ccC:

1 PLEASE REPLY [J URGENT XHARD COPY TO FOLLOW

Sub: NDA 50-763
Mitozytrex™ (Mitomycin for injection)
Package Insert

Dear Ms. Atkins:

We carefully reviewed the Package Insert for Mitozytrex™ which you forwarded -

to us by fax today with minor revisions on pages 3, 4, 6 and 8. We concur with
the text in full. '

Sincerely, -

\(‘_ ’/Z,ocU'f%/

Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs



THE KEY TO LIFE

SuperGen

November 14, 2002

Richard Pazdur, M.D.

Director

Division of Oncology Drug Products (HFD 150)
Document Control Room 2061

Center for Drug Evaluation and Research
Food and Drug Administration

1451 Rockville Pike

Rockville, Maryland 20852-1448

Sub: NDA 50-763
Mitozytrex™ (Mitomycin for Injection”
New proposed name, formeriy MitoExtra™)
AMENDMENT
Package Insert

Dear Dr. Pazdur:

We carefully reviewed the Package Insert for Mitozytrex™ which you forwarded

to us by fax today with minor revisions on pages 3, 4, 6 and 8. We concur with
the text in full.

Sincerely, B

J 7196(»*(‘}"@/’

Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-6100 wxww.supergen.com
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FOOD AND DRYUG ADMINISTRATION See OMB Statement on pege 2.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY

OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Fitle 21. Code of Fedsral Regulations, Parts 314 & 601)

APPLICANT INFORMATION
NANME OF APPLICANT DATE OF SUBMISSION

SuperGen, Inc. November 14, 2002
TELEPHONE NO. (inc: vde Area Ccde; FACSIMILE [FAX) Number (includa Area Code)

(925) 560-0100 (925) 551-6472

apPL:CANT ADDRESS (Number. Street, City, State. Country, ZIP Code or M3il Code. AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Streel, Cily. State.
an¢ ¥ S_ License num>ser if prav:ossly issvec). ZIP Coae, telephone & FAX numbeys) IF APPLICABLE

4140 Dublin Blvd., Suite 200
Dublin, CA 94356%

PRQODUCT DESCR!PTION

NEW DRUG OR ANT2IOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (lfpreviously issued)
NDA 30-763

EST23LISHED NAME ‘s g., Proser name, USPILSAN name) PROPRIETARY NAME (trade nems) IF ANY
mitomycin for infaction Mitozytrex™ (formerly MitoExtra™)

CHENICAL/BIOCHEW CALIBLODD PRODUCT NAME (/fany) . CODE NAME {1fany)

7-amino-9a-methoxymitosane
OCSAGE FORM: STRENGTHS: . g ROUTE OF ADMINISTRATION:
L ' vial Smg/vial Intravaneous

{ (PROPOSED) INDIG 2 TION(S) FOR USE:

See attachment

APPLICATION INFORMATION

AP2LICATION )
TypE BX) NEW DRUG APPLICATION {21 GFR 314.50) [ JABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)

{chEsk one
e one) []e10LOGICS LICENSE APPLICATION (21 CFR part 501)

IF AN NDA, IDENT!FY THE APFROPRIATE TYPE [ ] 508 (bX1) B 505 ox2)

F AN ANDA, OR 5C3 (BX2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Nam2 of Drug Halder of Approved Application

TY AISSID :
{cﬂi;gooi eS)L)Blu SSION D ORIGINAL APPLICATION D ameuoment 10 A penoinG aspLICATION D RESUBMISSION

[ eresuvsmissic Jannuarzerort [CJ estasuisimenT DESCRIPTION SUPPLEMENT [Jerricacy suprienent
[ Juaseuns suppLement [ JcHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [orwen

If A SUBMISSION CF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL 5UBMISSION

IF A SUPPLEMENT_ IDENTIFY THE APPROPRIATE CATEGORY | |cee | Jcec30 1 | prior arrrovAL (PA)

REASON FOR SUSMISSION

Response 1o information request, message from Agency on 11/13/02
PROPOSED MARKETING STATUS fcheck ane) PRESCRIPTION PRODUCT (Rx) (] over e counen propucT (01¢)

NUMBER OF VOLUMES susMitTep |- ) THIS APPLICATION IS @ PAPER D PAPER ANO ELECTRONIC D ELECTRONIC

———

ESTABLISHMENT INFORMATION (Full sstablishment information should be provided in the body of the Appiication.)
Provide locations of all manutactuzing. packaging and control skes for drug substance and drug product (continuation sheats may be used if necessary). include nama,

80d-ess, contact. telaphone number, registration number (CFN). DMF number, and manufacturing steps and/or type of testing (8.9. Final dosage form, saww lestlng)
conducied st the site. Please indicate whether the sils is ready for inspection or, # not, when it will be ready.

See attachment

Cross References (list reiated License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs vaferenced in the current application)

FORM FDA 358h (4100) PAGE 1
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This application contains the tollowing items: (Check all that apply}

1. Index

2. Labeling (check one) (] Oraft Labeling [ ] Fina: Printed Labeting

3. Summary (21 CFR 314.50 {c))

4 Chemistry section

A. Cherustry, manufacturing. and controls information (e.g. 21 CFR 314-50 (d)(1). 21 CFR 601.2)

B Samzies (21 CFR 314.50 (e)(1). 21 CFR 601.2 (8)) (Submit enly upon I'DA’s request)

G. Metrods validation package (6.g. 21 CFR 314.50 (e)(2)(}), 24 CFR 601.2)

5. Nonclinical pharmacology end toxicology section (e.g. 21 CFR 314.50 (d)(2), 23 CFR 601.2)

8. Human pharmacokinetics and bloavailability section (e.g. 21 CFR 314.50 (d)(3), 21 CFR 601.2)

7. Clinicat Microbiology (8.9. 21 CFR 314.50 (d)(4))

8. Clinical cata section (e.g. 21 CFR 314.50 (d)(5), 21 CFR 801-2)

9. Safety uccete raport (e.g. 21 CFR 314.50 (d) (5) (vi) (b). 21 CFR 801 2)

10. Stetistiz3! section (e g. 21 CFR 314-50 (dX6), 21 CFR 601-2)

< 1 Case renort tabulations (8.g. 21 CFR 314.50 (Hi(1), 24 CFR 601 2)

12. Case recort forms (8.g. 21 CFR 314.50 {)(2), 21 CFR 601.2)

13. Patent -‘ormation on any patent which claims the drug (21 U.S C. 355 (b) or (2))

14. A pater: certification with respect 10 any pstent which claims the drug (21 U.S.C. 355 (b)(2) or 0)(2)(A))

15 Estebl:shment description (21 CFR Part 600. if applicable)

8. Debarment certification (FD&C Act 308 (k)(1))

17. Field cepy certification (21 CFR 314.50 (1)(3))

18. User Fea Cover Sheet (Form FDA 3397)

19. Flnancial Information {21 CFR Part 54)

O

20. OTHER (Specify) Package Insert

CERTIFICATION

1 agres ‘o update th:s application with new safety informetion about the product that may reasonably affect the statement of contrainclications,
warnings, arecautions. or adverse reections in the draft 1abeling. | agree o submit safety update reports as provided for by regulation or as

including. but not limied to the following:
Good manufacturing practice regulations in 21 CFR Parts 21 0 and 21 1. or applicable ragulations. Parts 608, and/or 820.
. Biological establishment standards in 21 CFR Part 600.
. Labeling regulations in 21 GFR Parts 201, 606, 610, 660 and/or 809. : ‘
. In the cass of a prescription drug or biologleatl product, prescription drug advertising regulations in 21 CFR Part 202.
. Regulations on making changes in application in FD&C Act Saction 506A.. 21 CFR 314.70, 314.71, 314,72, 314,87, 314.99, and 801.12.
. Regulations on Reports in 21 CFR 314,80, 314.81, 600.80 and 800.81.
. Local, state and Federal environmental impact laws.

NOWUK S WN —

vtil the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been review and. o the best of my knowledge are cerlified o be true and accurate.
Warning: a willfully fa:se statement is a criming! offense, U.S. Code, title 18, section 1 001.

raquestad by FDA. If this application is approved, | agree to comply with all appiicable lews aad ragulations that apply to approved spplications,

If tnis application applies to a drug product that FDA has proposed for scheduling under the Controllad Substancas Act { agree not to market the product

SIGNATURE OF RESPONSIBLE OFFIGIAL OR AGENT TYPED NAME AND TITLE DATE
\){‘: En (.{ Wi 91’ Q[ ——~—~__{Sam Boddapati, PhD, Senior Director, Regulatory Affairs {11/14/02
ADDRESS (Street. City. State, 9nd ZIP Code) 4140 Dublin Blvd., Suite 200 Telophone Numbes ‘
Dublin, CA 94568 ( 925 ) 560-0100

OMB control number.

Public reparting burden for this collection of Informatlon is estimated to average 40 hours per response, including the time for reviewing
instructions. searching existing date sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send corments regarding this burden estimate or any other aspect of this coilection of information, including suggestions for reducing this burden to:

Focd and Brug Adminis:ration Food snd Drug Administration

CBER HFM.99 CDER. HFD-34 An agency may not conduct or sponsor, and a
1401 Rackviile Pike 12420 Parklgwn Dr., Room 3048 person is not required to respond to, a collaction
Rockulia, IVID 208521448 Rockvilia, IVID 20852

of information unless it displays a currently valid

FORM FDA 356h (4/00)
PAGE 2
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November 4, 2002 S AMTI Ty

. ’ BL
Richard Pazdur, M.D.
Director
Division of Oncology Drug Products (HFD 150) RECEIVED
Document Control Room 2061 T

Center for Drug Evaluation and Research
Food and Drug Administration

1451 Rockville Pike

Rockyville, Maryland 20852-1448

NOV - 5 2007
WFD-150 / COER

Sub: NDA 50-763
Mitozytrex” (Mitomycin for Injection)

(New proposed name, formerly MitoExtra")
AMENDMENT

Requests for Carton, Vial Labels and Package Insert Revisions

Dear Dr. Pazdur:

Reference is made to NDA 50-763 for Mitozytréx"' (new proposed trade name,
formerly MitoExtra™ ) submitted December 10, 1997 and amendment submitted
October 21, 2002. Reference is also made to the fax communication dated

October 28, 2002 from Ms. Brenda Atkins requesting Carton and Vial Labels and
Package Insert revisions.

We are providing revised labels as requested in the fax communication:

1. Revised storage statement for Carton and Vial Labels and Package
insert

2. Revised IV fluid stability table in the Package Insert

Should you require any additional informétion, please contact the undersigned at
925-560-0100:

Sincerely,
v .
Sarn Boddapati, Ph.D.

Senior Director, Regulatory Affairs

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 ww-w.supergen.com
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uperGen

®RIG AMENDMENT

PL

May 21, 2002

Richard Pazdur, M.D.

Director RECEIVED
Division of Oncology Drug Products (HFD 150) M

Document Control Room 2061 AY 2 2 2002
Center for Drug Evaluation and Research

Food and Drug Administration HFD-150/ CDER

1451 Rockville Pike
Rockville, Maryland 20852-1448

Sub: NDA 50-763

MITOExtra™ (Mitomycin for Injection)
Telephone Amendment

Dear Dr. Pazdur:

Reference is made to the above NDA for MITOExtra™ (Mitomycin for Injection)
submitted on December 10, 1997 and amendment dated March 20, 2002.
Reference is also made to the May 14, 2002 telephone request from Ms. Brenda

Atkins, Project Manager for the submission of the proposed vial and carton
labeling in MS Word format on a diskette.

Enclosed, we are providing a copy of our vial and carton labeling in Adobe
Acrobat (PDF file) format. Please note that these labels will be sent to the
printers in this format, which cannot be converted to MS Word format.

Should you require additional ihformation, please contact the undersigned at
925-560-0100. ‘

Sincerely,

S BoddopN_—

Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs

2140 DUBLIN BOULEVARD. SUITE 200, DUBLIN, CA 94568 TEL: (92%) 560-0100  www.supergen.com



DEPARTMENT OF HEALTH AND HUMAN SERVICES form Approved: OM8 No. 0910-0338

Expiration Date: March 31, 2003
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO-MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Reguiations, Parts 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
SuperGen, Inc. May 21, 2002
TELEPHONE NO. (Includ= Area Code) FACSIMILE (FAX) Number (Iinclude Area Code)
925-560-0100 925-551-6472
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code,

AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State.
and U. S. License number if previously issued): ZIP Code, telephone & FAX number) \F APPLICABLE
4140 Dublin Blvd., Suite 200

Dublin, CA 94568

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issueo)
NDA #50-763

ESTABLISHED NAME (e.g.. Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
mitomycin for injection MITOExtra(TM)

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any} CODE NAME (/f any)
7-amino-9a-methoxymitosane .
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:

. vial 5 mg/vial Intravenous
(PROPOSED) INDICATION(S) FOR USE:
See attachment

] APPLICATION INFORMATION
APPUCATION
TYPE <) NEW DRUG APPLICATION (21 CFR 314.50) [[) ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
‘check one,

( ) (] BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [ 505 (bX1) X 505 (bX2)

IF AN ANDA, OR 505 {BX2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approved Application
?‘Yd:Eck%r’—"SUBMISSION [ oriGmnaL aprucaTION B AMENDMENT TO A PENDING APPLICATION {7 resusmission
O presusmssio (] annuaL RePORT {[T] eSTABLISHMENT DESCRIPTION SUFPLEMENT [ erricacy suppLement
[ LaseLme supPLEMENT {7} cHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [Jomer
IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [ ] cee (] ceex ] PriOR APPROVAL (PA)
REASON FOR SUBMISSION
Response to request for electronic copies of labeling, May 14, 2002
PROPOSED MARKETING STATUS (check one) B4 rrescrIPTION PRODUCT (Rx) [ over ™E counter PrODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1

THIS APPLICATIONIS ] PAPER B3 racer anoeecTRONMC [ eLecTrRomc

ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name.
address, contact,

3 telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the ste. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current application)

FORM FDA 356h (4200) _.. PAGE 1




This application contains the foliowing items: (Check all that apply)

1. Index

2. Labeling {check one) X Draft Labeling [0 Final Printed Labeling
3. Summary (21 CFR 314.50 (c))
4

Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d)(1), 21 CFR 601.2)
B. Samples.(21 CFR 314.50 (e)(1). 21 CFR 601.2 (a)) (Submit only upon FDA's request)
C. Methods validation package (e.g. 21 CFR 314.50 (e)}(2)i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d)(2), 21 CFR 601.2)

5

6. Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d)3), 21 CFR 601.2)
7. Clinical Microbiology (e.g. 21 CFR 314.50 (dX4))
8
9

Clinical data section (e.g. 21 CFR 314.50 (dX5). 21 CFR 601.2)

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR601.2)
10. Statistical section (e.g. 21 CFR 314.50 (d)(6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f)(1). 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f)}(2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (j)(2)(A))
15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Fieid copy certification (21 CFR 314.50 (1X3))
18. User Fee Cover Sheet (Form FDA 3397)

19, Financial Information (21 CFR Part 54)
20. OTHER (Specify)
CERTIFICATION

D[]E]D[]E]D[]E]D[]E]D[]E]D[]C]DEUEJQEJ

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including. but not limited to the following:

Good manufacturing practice regulations in 21 CFR Parts 210 and 211, or applicable regulations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660 and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR Part 202.

Regulations on making changes in application in FD&C Act Section S06A, 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

. Local, state and Federal environmental impact laws.

If this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the produz]
until the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.

Warming: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

NN A WN -

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
S BoddFy — 3am Beddapad, RO atory Affaics May 21, 2002
ADDRESS (Street, City, Slate, and ZIP Code)

Telephone Number
Diblin, AR LGy Suite 200 (925) 5600100
Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information..
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden ta:

Food and Drug Administration Food and Drug Administration
CBER. HFM-99 CDER, HFD-94 An agency may not conduct or sponsor, and 2
1401 Rockville Pike 12420 Parkfawn Dr., Reom 3046 person is not required to respond to, a collectior
Rockvile, MD 20852-1448 Rockville, MD 20852 of information unless it displays a currently valic
OMB control number.
FORM FDA 356h (4/00)

—_ PAGE 2



ATTACHMENT1
(PROPOSED) INDICATION(S) FOR USE .

MITOExua™ is not recommended as single-agent, primary therapy. It has been shown
to be useful in the therapy of disseminated adenocarcinoma of the stomach or pancreas in
proven combinations with other approved chemotherapeutic agents and es palliative

treatment when other modalities have failed. MITOExtra is not recommended to replace
appropriate surgery and/or radiotherapy.
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the approval package consisted of draft labeling
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September 20, 2002 Kzv vo tirs

Richard Pazdur, M.D.
Director

Division of Oncology Drug Products (HFD 150)
Document Control Room 2061

Center for Drug Evaluation and Research
Food and Drug Administration

1451 Rockville Pike

Rockville, Maryland 20852-1448

Sub: NDA 50-763

MITOExtra" (Mitomycin for Injection)
AMENDMENT—AIternative Trade Name(s)

Dear Dr. Pazdur:

Reference is made to the above NDA for MITOExtra™ (Mitomycin for Injection)
submitted on December 10, 1997 and the amendment submitted on September
12, 2002 for alternate proposed trade names:- S vand

—— Reference is also made to the telephone request dated September
18 2002 by Ms. Brenda Atkins, Project Manager, Division of Oncology Drug.

Products to Dr. Sam Boddapati, SuperGen, Inc to submit additional trade names
without the * suffix.

We are herewith submitting aiternate trade names in the order of preference as
described below:

First Choice: Mitozytrex
Second Choice: e

Third Choice:

cmm——

We hope that one of these names will'be acceptable to FDA's Labeling and
Nomenclature committee.

Should you require any additional information, please contact the undersigned at
925-560-0100.

Sincere&.

o~
Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 www.supergen.com

82
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November 4, 2002 | AMENT g
BL
Richard Pazdur, M.D.
Director .
Division of Oncology Drug Products (HFD 150) RECEIVED
Document Control Room 2061 ' '
Center for Drug Evaluation and Research NOV - 5§ 2004
Food and Drug Administration _
1451 Rockville Pike | HFD-150 ¢ CDER

Rockville, Maryland 20852-1448

Sub: NDA 50-763
Mitozytrex™ (Mitomycin for Injection)

(New proposed name, formerly MitoExtfa"')
AMENDMENT '

Requests for Carton, Vial Labels and Package Insert Revisions

Dear Dr. Pazdur:

Reference is made to NDA 50-763 for Mitozytrex" (new proposed trade name,
formerly MitoExtra™ ) submitted December 10, 1997 and amendment submitted
October 21, 2002. Reference is also made to the fax communication dated

October 28, 2002 from Ms. Brenda Atkins requesting Carton and Vial Labels and
Package Insert revisions.

We are providing revised labels as requested in the fax communication:

1. Revised storage statement for Carton and Vial Labels and Package
Insert '

2. Revised IV fluid stability table in the Package Insert

Should you require any additional information, please contact the undersigned at
925-560-0100.

Sincerely,
Y/
Sarn Boddapati, Ph.D.

Senior Director, Regulatory Affairs

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (923) 560-0100 www.supergen.com
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November 6, 2002 ' SUPPL NEW CORRESP
Richard Pazdur, M.D. - N C

Director

Division of Oncology Drug Products (HFD 150) RE

Document Control Room 2061 CElver
Center for Drug Evaluation and Research Noy - b

Food and Drug Administration , 2002
1451 Rockville Pike HFD.4

) S0/ Cpeg
Rockville, Maryland 20852-1448 Er
Sub: NDA 50-763

Mitozytrex™ (Mitomycin for Injection)

(New proposed name, formerly MitoExtra”)

AMENDMENT

Requests for information

Dear Dr. Pazdur:

Reference is made to NDA 50-763 for Mitozytrex” (new proposed trade name,
formerly MitoExtra™ ) submitted December 10, 1997 and amendment submitted
May 13, 2002. Reference is also made to the fax communication dated October
30, 2002 from Ms. Brenda Atkins requesting information regarding a pediatric
development plan and a “120-day Safety Update.”

SuperGen does not have a plan for the pediatric development of this drug at this
time.

The final clinical study report for protocol ME2 was submitted in our March 20,
2002 Amendment. There is no additional safety information.

Should you require any additional information, please contact the undersigned at
925-560-0100.

Sincerel

Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs

4140 DUBLIN BOULEVARD,-SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 www.supergen.com



Fi A ved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES A e o
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, Parts 314 & 601) ' .
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
SuperGen, Inc. November 6, 2002
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
925-560-0100 925-551-6472

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code,
and. U.S. License number if previously issved):

4140 Dublin Blvd., Suite 200
Dublin, CA 94568

AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
2IP Code, telophone & FAX number) IF APPLICABLE

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued)
NDA 50-763

ESTABLISHED NAME (e.g., Proper name, USP/USAN name} PROPRIETARY NAME (trade name) IF ANY

mitomycin for injection Mitozytrex(TM)

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (If any)

7-amino-9a-methoxymitosane

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
" vial 5 mg/vial Intravenous

(PROPOSED) INDICATION(S) FOR USE:

see attachment

APPLICATION INFORMATION

APPLICATION
TYPE (5 NEW DRUG APPLICATION (21 CFR 314.50) {C] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
(check one) ] BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA. IDENTIFY THE APPROPRIATETYPE [ 505 (bX1) B 505 (bx2)
IF AN ANDA. OR 505 (BX2). IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
mq:,susmsson [ oricinaL appLICATION [X] AMENOMENT TO A PENDING APPLICATION 3 resusmssion
O eresuemissio {3 annuaL reporT (2] eSTABLISHMENT DESCRIPTION SUPPLEMENT [ ermicacy suppLEMENT
] LaBELING SUPPLEMENT (] cHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O omer
IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [ ] cee ] cee ] PrIOR APPROVAL (PA)
REASON FOR SUBMISSION
response to fax from Agency, dated October 30, 2002
PROPOSED MARKETING STATUS (check one) B4 prescrImMON PRODUCT (Rx) [ over nE counTER PRODUCT (GTC)

NUMBER OF VOLUMES SUBMITTED |

THISAPPLICATIONIS DX PAPER O pareranoeLEcTROMC [ ELECTRONIC
ESTABLISHMENT INFORMATION (Full establishment information should be provided in the body of the Application.)
Provide locations of all manufacturing, nd control sites for substance and drug product {continuation sheets may be used if Include ,
address, contact, lcl:phono . (CFN), DMF mmu;bc sfachn ¢ pating

necessary).

steps and/ of Final form, Stability t
Condhuctu ot the s, Freats incicato hethet 1o She s roody for apachon e, § nek whon il bo roaty: " 17" sstng (0.0, Fina dosage ity testing)
jSeeattachment

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k})s, IDEs, BMFs, and DMFs referenced in the current application)

FORM FDA 356h {4/00) — - PAGE 1




Tr.:s applicatic~ contains the following items: (Check all that apply)

1. Index

2. Labe..~3 (check one) {0 Oraft Labeling 7] Final Printed Labeling
3. Summary (21 CFR 314.50 (c))

4. Chermisty section

A. C-.zmistry, manufacturing, and controls information (e.g. 21 CFR 314,50 (d)(1), 21 CFR 601.2)
B. SzTples (21 CFR 314.50 (e)(1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. M=hods validation package (e.9. 21 CFR 314.50 (e)(2)(i), 21 CFR 601.2)

Noncinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d)2), 21 CFR 601.2)
Humzn phamacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d)3), 21 CFR 601.2)
Clinicz! Microbiology (e.g. 21 CFR 314.50 (dX4))

Clinicz! data section (e.g. 21 CFR 314.50 (d)X5), 21 CFR 601.2)

Safer, update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statiscal section (e.g. 21 CFR 314.50 (dX6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (fX1), 21 CFR 601.2)

12. Case -2port forms (e.g. 21 CFR 314.50 (fX2), 21 CFR 601.2)

ol@|IN|e |

13. Pate~: information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))
14.

A pz:znt certification with respect to any patent which claims the drug (21 U.S.C. 355 (b)(2) or (jX2XA))
15. Esta=lishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (kX 1))

17. Field copy certification (21 CFR '3/14.50 (IX3))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial information (21 CFR Part 54)

20. OTHER (Specify) pediatric and safety update information
CERTIFICATION

=lololololololololololo|ololo|ololo|o|o|olo|o

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
wamings, precaudons, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
incauding, but not limited to the following:

Good manufacturing practice regulations in 21 CFR Parts 210 and 211, or apphcable reguiations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 24 CFR Parts 201, 608, 610, 660 and/or 809.

in the case of a prescription drug or biological product, prescription drug advertising regulations in 24 CFR Part 202.

Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

Local, state and Federal environmental impact laws.

if h:s application appiies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the product
unti the Drug Enforcement Administration makes a final scheduling decision.

The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

NGO wN

@IA F RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE

i, PhD
2% Tor Sam Boddapaty |30 o Keoulstory Affai 11/6/2002
ADDRESS (Street, Cly, State, and ZIP Code) | Telephone Number
4140 Duelm Bgv ., Suite 200 ( 925 ) 560-0100
Publlc reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
N Send comments regarding this burden estimale or any other aspect of this collection of information, including suggestions for reducing this burden to:

j Food and Drug Administration Food and Drug Administration
CSER, HFM-99 CDER, HFD-94 An agency may not conduct or sponsor, and a
1401 Rockville Pike 12420 Parkiawn Dr., Room 3046 person is not required to respond to, a collection
Rockvile, MD 20852-1448 Rockville, MD 20852 of information unless it displays a currently valid
OMB control number.
FORM FDA 356h (4/00)
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September 27, 2002 -

Richard Pazdur, M:D. . B™

Director

Division of Oncology Drug Products (HFD 150)

Document Control Room 2061

Center for Drug Evaluation and Research REA

Food and Drug Administration ECEIvE

1451 Rockville Pike SEP 3

Rockville, Maryland 20852-1448 | 0 2007

X HF&'750 OO e

Sub: NDA 50-763 Bty

MITOExtra” (Mitomycin for Injection)
AMENDMENT-- Requests for Information

Dear Dr. Pazdur:

Reference is made to the above NDA for MITOExtra™ (Mitomycin for Injection)
submitted on December. 10, 1997, amendment submitted on March 20, 2002 and
fax communication dated September 15, 2002 requesting 1) case report forms

for patients #25 and 26; and 2) clarification on hormone-refractory cancer in 3
patients.

Please see the following for our responses to the requested clarification on the 2
items in the fax dated September 15, 2002.

1) No case report forms were provided for patients #25 and 26 at Site 11
who has SAE’s. Please provide these and indicate whether the SAEs
were included in the summary tables.

Response:

Copies of case report forms for patients 4-11-25 . — ’and 4-11-26
are provided in Attachment 1.

Patient 4-11-25 — Yhad a SAE form dated 7/11/00 but these was po._
SAE reported for this patient on the form or in the database. Therefore
there was no reason to list this patient in the SAE summary table. Patient
4-11-26 \ —) has a SAE report completed retrospectively on 7/21/00 for
the unrelated death due to disease progression which occurred on

3/20/00. This event was in the database and is listed in the summary
table.

4140 DUBLIN BOULEVARD, SUITE 200, DUBLIN, CA 94568 TEL: (925) 560-0100 Www.supergen.com



2):  Please provide evidence that the 3 patients with prostate cancer who

received MitoExtra as initial chemotherapy had hormone-refractory
cancer.

Response:

The documentation for patients with LHRH agonist hormone refractory
prostate cancer is provided in Attachment 2. There were three patients
(4-08-15; WAX-004; 4-11-07) with date of progressive disease specified
on the Prior Therapy case report form, and these were included as
hormone refractory in the database.

Two other patients were clearly reported as LHRH agonist hormone
refractory (4-08-25; 4-08-27). However, progression date was specified in
other parts of the CRFs and therefore these patients were not specified as
hormone refractory in the database. Three additional patients (4-08-05; 4-
11-10; 4-08-08) were refractory to antiandrogens or unknown hormones
and they were not defined as classically hormone refractory.

Should you require any additional information, please contact the undersigned at
925-560-0100.

Sincerely,

Saz Boddaggt{ Ph.D.

Senior Director, Regulatory Affairs
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LHRH
agonist
refractory
Patient ID First dose Last dose Date disease
progression
4-08-15 = Zoladex 13 Oct 1999 18 Jul2000 |14 Dec 1999  Slake
wwo | 4-WAX-004. — — | Lupron UNKNOWNo | 1 Jun 1995 1Junl995 Ao chano
Lo 14.11-07 = Lupron Sep1995 Aprl1997 18Apr1996 - TareTrpe.
hewo | 4-08-25+1 Lupron 3Augi999 Ongoing 24Feb2000 4% ¢l
4-08-27 _ Zoladex | 6Augl998 UNKNOWN | 4Apr2000(reg.date)
Antiandrogen -
refracory , _. Caxs, ¢
desmo | 4-08-05 — Eulexin 20Jul1998 15Dec1999 | 8Nov1999\OX 77 /4
powmo [ 4-11-10 ( ‘ Casodex | Mar 1997 18May1999 | 23Feb1998 -- &Agi
Other
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newo [408-08 — Unknown
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June 13, 2002
Richard Pazdur, M.D.
Director
Division of Oncology Drug Products (HFD 150)
Document Control Room 2061 _ RECEIVED
Center for Drug Evaluation and Research
Food and Drug Administration JUN 17 2002
1451 Rockville Pike
Rockville, Maryland 20852-1448 HFD-150/ CDER

Sub: NDA 50-763

MITOExtra” (Mitomycin for Injection)
AMENDMENT

Dear Dr. Pazdur:

Reference is made to the above NDA for MITOExtra™ (mitomycin for injection)
submitted on December 10, 1997, amendment submitted on March 20, 2002 and

fax communication dated June 10, 2002 regardmg the ‘Environmental Impact
Analysis' for MITOExtra.

We are herewith enclosing categorical exclusion claim for environmental impact
analysis, since our NDA will not increase the use of the active moiety.

Should you require any additional information, please contact the undersigned at
925-560-0100.

Sincerely,

[ Y

Sam Boddapati, Ph.D.
Senior Director, Regulatory Affairs
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

E Expiration Date: March 31, 2003
FOOD AND DRUG ADMINISTRATION See OMB Statement on page 2.
APPLICATION TO MARKET A NEW DRUG, BICLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER

(Title 21, Code of Federal Regulations, Parts 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION

SuperGen, Inc. June 13, 2002

TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Inciude Area Code)

925-560-0100 925-551-6472

AFPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

4140 Dublin Blvd., Suite 200

Dublin, CA 94568

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (if previously issued)
NDA 50-763

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (irade name) IF ANY
mitomycin for injection, USP MITOExtra(TM)
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (If any) CODE NAME (If any)
7-amino-9a-methoxymitosane

DOSAGE FORM: STRENGTHS: - ROUTE OF ADMINISTRATION:

i "vial 5 mg/vial Intravenous

(PROPOSED) INDICATION(S) FOR USE:

see attachment

APPLICATION INFORMATION

APPLICATION

TYPE (X NEW DRUG APPLICATION (21 CFR 314.50) ] ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
check

{ ane) {0 BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE (] 505 (bX1) < 505 (bX2)

IF AN ANDA, OR 505 (BX2), |DENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application

(ms %isusmssuon " [ oriGiNAL APPLICATION <) AMENDMENT TO A PENDING APPLICATION (O resusmssion

[ presusmissio O anwaL ReporT (] ESTABLISHMENT DESCRIPTION SUPPLEMENT O erricacy suerLement

[T} LaseLING SuPPLEMENT D CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT D OTHER

IF A SUBMISSION OF PARTIAL APPLICATION. PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION )
IF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [ ] cee [ cee ] prior ApPROVAL (PA)
REASON FOR SUBMISSION:
Response to information request, Agency fax dated June 10, 2002
PROPOSED MARKETING STATUS (check one) @ PRESCRIPTION PRODUCT (Rx) D OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS @ PAPER D PAPER AND ELECTRONIC D ELECTRONIC
ESTABLISHMENT INFORMATION (Full establishment information should be provided In the body of the Application.) '
Provide locations of aii manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if neceesary). Includs name,
address, contact, telephone ni trauon number (CFN), DMF numbor and

umber, mmdachﬂnqstepcandlutypeoﬂesﬁng(oc.mmmsmbwmﬂm)
conducted at the site. Please indieataﬁetherthesm is ready nspecﬂonor.ifnot.mnmberudy

See attachment

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k}s, IDEs, BMFs, and DMFs referenced in the current application)

FORM FDA 356 (4/00) , PAGE 1
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This apglication contains the following items: (Check all that apply)

1. Index

2. Labeling (check one) {0 Oratt Labeling { Final Printed Labeling
3. Summary (21 CFR 314.50 (¢))

4. Chemistry section

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d){1), 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e)(1). 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Me*ods validation package {e.g. 21 CFR 314.50 (e)(2)(i), 21 CFR 601.2)

Nonclinical pharmacalogy and toxicology section {e.g. 21 CFR 314.50 (dX2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d)3), 21 CFR 601.2)
Clinical Microbiology (e.g. 21 CFR 314.50 (dX4))

Clinical data section (e.g. 21 CFR 314.50 (d)5), 21 CFR 601.2)

Safety update report (e.g. 21 CFR 314.50 (d) (5) (Vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (dX6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (fX1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (f}(2), 21 CFR 601.2)

CHER I R

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14, A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (bX2) or (j)(2}A))

18. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1)) - o
17. Field copy certification (21 CFR 314.50 (13))

18. User Fee Cover Sheet (Form FDA 3397)

19. Financial Information (21 CFR Part 54)

20. OTHER (Specify) Environmental Assessment Exclusion Claim
CERTIFICATION

EDDDDDDDDDDDDDDDDCIDDDDD

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applficable laws and regulations that apply to approved applications,
including, but not limited to the following:

1. Good manufacturing practice regulations in 21 CFR Parts 210 and 211, or applicable regulations, Parts 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 6086, 610, 660 and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising reguiations in 21 CFR Part 202.
Regulations on making changes in application in FD&C Act Section 506A, 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
7. Local, state and Federal environmental impact laws. cﬁl
if this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the produ
unti the Drug Enforcement Administration makes a final scheduling decision. v

The data and information in this submission have been review and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully faise statement is a criminal offense, U.S. Code, titie 18, section 1001.

SIGNATURE Wﬁ OFFICIAL OR AGENT TYPED NAME AND TITLE DATE

S Sam Baddapady, PRD June 13, 2002

PaawN

ADORESS (Stroet, Cly, State, and ZIP Code) " TTelephone Numbor
$149:Dklin Blvd,, Suite 200 (925) 560-0100

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for revlewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration Food and Drug Administration .
CBER, HFM-99 CDER, HFD-94 An agency may not conduct or sponsor, and a
1401 Rockville Pike 12420 Parklawn Dr., Room 3048 person is not required to respond to, a collection
Rockvile, MD 20852-1448 Rockville, MD 20852 of information unless it displays a currently valid
OMB control number.
FORM FDA 356h (4/00)
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(PROPOSED) mmcmoms) ronusz

MITOExtra™ is not recommended as. <mgle-agen1, primary therapy. 1t has been shown
10 be useful in the therapy of disseminated adenocarcinoma of the stomach or pancreas in

proven combinations with other approved chemothuapexmc sgents and ‘as pallistive

treatinent when other modalities have failed MITOExtra is not reeomended to replace
propnm surgery mdlundiothm
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ENVIRONMENTAL IMPACT ANALYSIS -
CATEGORICAL EXCLUSION CLAIM

We are requesting a categorical exclusion from an environment impact analysis
for the drug product MITOExtra (mitomycin for injection). Since our NDA will not
increase the use of the active moiety, this action qualifies for a categorical

exclusion from the requirement to prepare an environmental assessment
according to 21 CFR § 25.31 (a). '

To the best of our knowledge, no extraordinary circumstances exist that would
warrant the preparation of an environmental assessment.

APPEARS THIS WAy
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