
Gregory It Brophy, Ph.D.
Director
U.S. Regulatory Affairs

Lilly Research Laboratories
A Division of Eli Lilly and Company

Lilly Corpo,ale Center
Indianapolis. Indiana 46285

(317) 276-2C00

November 18, 1998

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Oncologic Drug Products, HF])- 150
Ann: Ms. Linda McCollum, CSO
1451 Rockville Pike
Rockville, Maryland 20852-1448

INID # 40,061 - LY231514 Serial No.: 137
End-of-Phase 2 Meeting Minutes
Compound LY231514 (MTA, Multitargeted Antifolate)

Enclosed are Lilly's minutes for the End-of-Phase 2 meetings held on September 23
(Biopharmaceutics) and September 25 (Clinical) 1998 to discuss LY23 1514 with members
of the Division of Oncologic Drug Products. We sincerely appreciate the willingness of
the Division members to meet with us and to offer advice regarding the development of
this investigational drug.

We respectfUlly request a copy of the Division's meeting minutes when they are available.

Please call Mr. John Worzalla at (317) 276-5052 or me at (317) 277-3799 if there are any
questions. Thank you for your continued cooperation and assistance.

Sincerely,

ELI LILLY AN) COMPANY
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

INVESTIGATIONAL NEW DRUG APPLICATION (IND)
(7171.5 21, CODE OFFEDER4L REeL/LA77CN$ (GAF) PART 312)

Eçka
SeeOMBsc,watonps.is,se.

TZtthat
invegaSn is in elIect (21 Cm 12.4Q).

I. NAME OF SPONSOR 2. DATE OF SuBMISSION

ELI LILLY AND COMPANY
November18, 1998

a ADDRESS (Nimter. Sbor, Cl,. Ste and Zip code) 4. TELEPHONE NUMBER
(&tia%,e Code)

Lilly Corporate Center
Indianapolis, IN 46285 (317) 276-2000

5. NAME(S) OF DRUG (ir,cludeallavnllablonames made, Gened Chen*al, code) 6. IND NUMBER (YusOaSSfl&

Compound LY231 514 Disodiuni (MTA) IND 40,061

7. INDICATION(S) (Cowmdbythissuzwm'sskn)

Cancer

8. PHASE(S) OF CLINICAL INVESTIGATION TO BE CONDUCTED: U PHASE I U PHASE 2 U PHASES U OTHER
(Specif)

9. LIST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFR Part 312), NEW DRUG OR AN11BIO11C APPLICATIONS -

(21 CRR Part 314), DRUG MASTER FILES I21 CFR Part 314.420), AND PRODUCT LICENSE APPLICATIONS (21 CFR Pair 601) REFERRED
TO IN THIS APPLICATION.

NA

10. MiD submission should be consecutively numbered. The Initial IND should be numbered
"Serial number 000. The next submission (e.g., amendmen4 repor4 or con'espondence)
should be numbered seziai Number OO1. Subiequent submission should be
numbered consecutively in the order in which they are submitted.

SERL NUMBER

II. THIS SUBMISSION CONTAINS THE FOLLOtMNG:
U INrTIAL INVES11GATIONAL NEW DRUG

PROTOCOL AMENDMENT(S): INFORMATION
U NEW PROTOCOL U CHEMISTRYIMICROBIOLOGY
U CHANGE IN PROTOCOL U PHARMACOLOGWrO)OCOLOGY
U NEW INVESTIGATOR U CUNICAL

U RESPONSE TO FDA REQUEST FOR INFORMATION
U REQUEST FOR REINSTATEMENT OF ND THAT

INACTIVATED, TERMINATED OR DISCONTINUED

(Check that apply)
APPLICATION (IND) U RESPONSE TO CLiNICAL HOLD

AMENDMENT(S): ND SAFETY REPORT(S):
U INITiAL WRITTEN REPORT
U FOLLOW-UP TO A WRITTEN REPORT

U ANNUAL REPORT GENERAL CORRESPONDENCE
IS WITHDRAWN, U OTHER

(Spociv)

CHECK ONLY IF APPUCAE&E

.'*ta t''-.---r-1%... z:: to .

-
_%tt:2t?..

...
_- .-s=t-rr- - ---- fl_s

-c.;..?jr.Lesr t*e'U* rr::-',S,t'-rto7t.,.,..

FORFDAUSEONL'Y .

CDRJDBINDa'OGD RECEIPT STAMP DDR RECEIPT STAMP IND NUMBER ASSIGNED:

DIViSION ASSIGNMENT:

FORM FDA 1671 (1297) PREVIOUS EDmON IS OBSOLETE.
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iz CONTENTS OF APPLICATION
This application ccntuins the following items: (Check all that apply)

O 1. Form FDA 1571(21 CFR 312.23(a)(1)J
0 2. Table of Contents (21 CFR 312.23(a)(2)1
O 3. Introductory statement (21 CFR 312.23(a)(3fl
O 4. General Investigational plan £21 CFR 31223(a)(3))
U 5. Investigators brochure [21 CFR 312.23(aX5)]
O 6. Protocol(s) [21 CFR 312.23(a)(6)]

O a. Study protocol(s) 121 CFR 312.23(a)(6fl
O b. Investigator data (2ICFR 312.23(aX6)(iii)(b)J or completed Form(s) FDA 1572
0 c. Facilities data [21 CER S12.23(a)(5)(iii)çb)3 or completed Form(s) FDA 1572
C d. Institutional Review Board data £21 CFR 312.23(a)(exiii)(b)J or completed Form(s). FDA 1572

U 7. Chemistry, manufacturing, and control data (21 CFR 3l2.23(aX7)]
O Ci Environmental assessment or claim for exclusion (21 CER 312.23(a)(7)(W)(e)1
O 8. Pharmacology and toxicology data 121 CFR 312.23(a)(8fl
o 9. Previous human experIence [21 CFR 312.23(a)(9)J
U 10. Additional information (21 CFR 312.23(a)(1O)1

13, IS ANY PART OF THE CLINICAL STUDY TO BE CONDUCTED BYA CONTRACT RESEARCH ORGANIZATION? U YES Ci NO

NA
IF YES, WILL ANY SPONSOR OBLIGATIONS BE TRANSFERRED TO THE CONTRACT RESEARCH ORGANIZATION? U YES U NO

IF YES, ATTACH A STATEMENT CONTAINING THE NAME AND ADDRESS OF THE CONTRACT RESEARCH ORGANIZATION
IDENTIFICATION OF THE CLINICAL STUDY, AND A LISTING OF THE OBUGATIONS TRANSFERRED.

14 NAME AND TITLE OF THE PERSON RESPONSIBLE FOR MONITORING THE CONDUCT AND PROGRESS OF THE CLINICAL
INVESTIGATIONS

Steven J. Nicol, M.D.

IS. NAME(S) AND TITLE(S) OF THE PERSON(S) RESPONSIBLE FOR REVIEW AND EVALUATION OF INFORMATION RELEVANT TO THE
SAFETY OFTHE DRUG

Same as #14 Above

I agree not to begIn clinIcal Investigations untIl 30 days alter FDA's receIpt of the (ND unless I receIve earlier notificatIon by FDA that the studies
may begin. I also agree not to begin er continue clinical Investigations covered by the l?W Itthose studies are placed on clinIcal 1mM. I agree.
that an InstItutional Review Board (IRS) that compiles with the requIrements act fourth in 21 CFR Putt 68 wIll be responalbie for Initial and
continuing review and approval of each of the studies In the proposed clInIcal Investigation. I agree to conduct the InvestigatIon in accordance
with all other applicable regulatory requirements,
16. NAME OF SPONSOR OR SPONSORS AUThORIZED

REPRESENTATIVE

Gregory tBroph Ph.D., Director

17. SIGNATURE OF SPONSOR OR SPONSOR'S AUTHORIZED
REPRESENTATIVE

IS. ADDRESS(NuntoçSeoor,ClçSeteancJZipCoW)

Eli Lilly and Company
Lilly Corporate Center
Indianapolis, IN 48285

. TELEPHON UMBE
Ame COC)

(317) 277-3799

20. DATE

11/18198

ARNlNG; A wIflMIy false statement Is a criminal offense. U.S.C. TItle IS, Sec. 1001.)
Public repoding burden tot this collection of information is estimated to average 100 hours per response, InCOJdIng the thne for reviewing Inatluctions, searching
existIng data sources, gathering and maintaining the data needs, and completing reviewing the collection of Information. Send comments regardIng ttIs burden
estimate or any other aspect of th1 collection of Intormatlon, Including suggestions ton reducing tilts burden to:

01*15 Repoits Clearance Officer "Ass agency may not conduct or Sponsor, and a person Is not required to respond to. a collection
Papeiwotic Reduction Project 091 O'at4 of Information unless It dIsplays a currently valid 0MB control number."
Hubert H. Humphrey BuIldIng, Room 53141
ZO Independence Avenue, S.W.
Washington, DC I

Please DO NOT REmUIN thIs applIcation to this address.

FORM FDA 1511(1197) PAGE 2 OF 2

Lilly Ex. 2101 
Sandoz v. Lilly IPR2016-00318

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


This document contains trade secrets, or
commercial or financial information,
privileged or confidential delivered
in confidence and reliance that such

information will not be made available
to the public without express written

consent of Eli Lilly and Company
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LY231614 (MTA} End of Phase 2 Meeting with the FDA
Biopharmaceutics Issues Wed. Sept. 23, 1998 at FDA

FDA Participants: Division of Oncoloay Druci Products
Robert White, M.D., Medical Reviewer
Atiq Rahman, Ph.D., Biopharm Team Leader
Liang Zhou, Ph.D., Chemistry Team Leader
Linda McColluni, Consumer Safety Officer

Lilly Participants:
Steven Hamburger, Ph.D., U.S. Regulatory Affairs
Robert D Johnson, Ph.D., Pharmacokineticist
Mary Pat Knadler, Ph.D., Drug Disposition
Clet Niyikiza, Ph.D., Statistician
David Seitz, M.D., Ph.D., Medical Advisor
Jackie Walling, Ph.D., Director of Science, MTA Team
John Worzalla, U.S. Regulatory Affairs

Lilly Consultant:
Sharyn Baker, PharrmD., Cancer Therapy and Research Center, San Antonio

Cancer Institute

Meeting Request Submission Date: July 13, 1998
Briefing Document Submission Date: July 29, 1998
Additional Submission Dates: Sept. 8, 1998

Meeting Minutes:

Issue 4: MTA and NSAIDS

The FDA showed the following acetate:
'MTA and NSAIDS - Currently the Phase 2 studies and all registration directed
studies have excluded those patients who have a need for chronic administration
of NSAIDS or aspirin. Do you agree that if this study shows no pharmacokinetic
interaction that this will be sufficient evidence to take the course of action
outlined, i.e., remove the exclusion criterion, and to prevent this exclusion from
being part of the label?"

4A NO. The decision to remove exclusion criterion for Ibuprofen will
depend on the outcome of the study. Depending on the P1< parameter
variability, sample size of the proposed interactions study may be
inadequate to rule out absence of interaction between MTA and Ibuprofen.
Please submit a detailed protocol for Agency Review.
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