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US Regulatory Afairs
1700 Rockville Pike, Sulte 480
Pockvilie, Marylang 20552
301.770,0788

Fax: 307.881,8217 .

February 16, 2000

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Oncology Drug Products, HFD-150
Attn: Mr. Alvis Dunson, Project Manager
1451 Rockville Pike

Rockville, Maryland 20852-1448

Briefing Document

LY231514 (MTA, MultiTargeted Antifolate}; IND # 40,061 Serial No.: 207
Briefing Document for March 1 Meeting to Discuss Vitamin
. Supplementation in the Ongoing Mesothelioma Registration Trial

Reference is made tc Eli Lilly and Company's submission to the. LY231514 IND
(#40,061) on January 25, 2000 (serial no, 203).

We thank the FDA for granting the meeting on March 1, 2000 from 10:30 AM.
until noon to discuss the implications of adding vitamins to the ongoing
mesothelioma registration trial (N3E-MC-JMCH). The briefing document is
enclesed. The major points for discussion at this meeting are as follows:
» The rationale for the intervention of adding folic acid for patient safefy
» The implications of adding folic acid o the ongoing mescthelioma
registration trial (H3E-MC-JMBQ)
s Lilly’s proposal for changes in the second-line NSCLC registration trial
(H3E-MC-JMBQ),

As related to the third point above, Lilly proposed changes to the current NSCLC
registration trial (H3E-MC-JMBQ) on October 14, 1998 (serial no. 186). On
December 1, 1999 the Medical Reviewer, Dr. White, sent to Lilly several
questions regarding the October 14 Lilly proposal. Lilly has not previously
provided answers to Dr. White's questions due to the fact that we were focusing
on the folic acid supplementation issue and also we were awaiting the resutts of
the Oncology Drug Advisory Committee meeting in December where docetaxel TRIAL
. for second-line NSCLC was discussed. EXHIBIT
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L
Lilly now is again proposing changes to this NSCLC registration trial in today's
briefing document, and to aid the FDA in preparing to answer our questions

regarding this trial, we have provided answers to Dr. White's December 1
questions (see Attachment 2 fo the Briefing Document for these answers).

We again thank the Division of Oncology Drug Products for its assistance in the
development of LY231514. Please call Mr. John Worzalta 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 AND COMPANY
/ 7
— s
£ )’- / b :':ﬁ--

Gregory T. Bropﬁy.; Ph.D.

Director
U.S. Regulatory Affairs
. Enclosure
Briefing Document
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DEPARTMENT OF HEALTH AND HUMAN SERVICES e Dete. St
; PUBLIC HEALTH SERVICE See OM3 Statemenz an Revers.
FCOD AND DRUG ADMINISTRATION NOTE: No ba ezl
INVESTIGATIONAL NEW DRUG APPLICATION {IND) investsason begues At s D o St
(TITLE 21, CODE OF FEDERAL REGULATIONS {CRE] PART 312} inveasgation is in effect 21 CFR 31240}
T NAME OF SPONSOR Z. DATE OF SUBMISSION
ELI LILLY AND COMPANY February 16. 2000
3. ADDRESS (Number, Street City. Stare and Zip Code) 4, TELEPHONE NUMBER
" {inctude Ares Cods)
Lilly Corporate Center
Indianapais, IN 46285 (317) 276-2000
5. NAME(S) OF DRUG (inciwde atf avaikatie names: Trade. Genend, Chiermical, Code) €. IND NUMBER g7 previously asxigned
Compound LY231514 Disodium (MTA} IND 40.061

7. INDICATION(S) (Covered by this Sutvmasion)
NA

3. PHASE(S) OF CLINICAL INVESTIGATION TO BE CONDUCTED: U PHASE 1 U PHASEz UPHASES O OTHER

(£ /)
, LIST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFR Part 312), NEW DRUG OR ANTIBIOTIC APPLICATIONS
(21 CFR Parr 314}, DRUG MASTER FILES (27 CFR Part 314.420), AND PRODUCT LICENSE APPLICATIONS (27 CFR Part 607 REFERRED
TO IN THIS APPLICATION.

NA

10. IND submission should be consecutively numbered. The initial IND should be numbered
“Serial number: 000.” The next submission (e.g., amendment, report, or correspondence) SERIAL NUMSER
should be numbered "Serial Number: 001." Subsequent subntission should be

. numbered consecutively in the order in which they are 5ubmitted. 207

11. THIS SUEMISSION CONTAINS THE FOLLOWING: (Cheek all that apply)
D INITIAL INVESTIGATIONAL NEW DRUG APPLICATION (IND) QO RESPONSE TQ CUNICAL HOLD

PROTOCOL AMENOMENT(S): INFORMATION AMENDRMENT(S): IND SAFETY REPORT(S):
O NEW PROTOCOL ) 0 CHEMISTRY/MICROBIOLOGY Q INITIAL WRITTEN REPORT
O CHANGE IN PROTOCOL O PHARMACOLOGY/TOXICOLOGY Q FOLLOW-UP TQ A WRITTEN REPORT

T NEW INVESTIGATOR Q cunicaL

QO RESPONSE TO FDA REQUEST FOR INFORMATION Q ANNUAL REPCORT 8l GENERAL CORRESPONDENCE
QO REQUEST FOR REINSTATEMENT OF IND THAT IS WITHDRAWN, QOTHER
INACTIVATED, TERMINATED OR DISCONTINUED {Specily)

CHEGK ONLY IE APPLICABLE

FOR FDA USE ONLY -

COR/DBINDIOGD RECEIPT STAMP DOR RECEIFT STAMP IND NUMBER ASSIGNED:
DIVISION ASSIGNMENT:
. FORM FDA, 1571 i‘usn PREVIOUS EDIMION IS CBSOLETE. PAGE 1OF 2
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CONTENTS OF APPLICATION .
This application containg the following tams: (Check afl that appiy)

. Form FDA 1571 21 CFR 312.23(a)(1)]
. Table of Cortents [21 CFR 312.23(a)(2)]
. infroductory statement [21 CFR 312.23(2)(3)]
. General Investigational plan [21 CFR 312.23(a)@3)
. Investigator's brochure [21 CFR 312.23(2)(5))
. Protocol(s) [21 CFR 312.23(3)(8}]
Qa. Study protacsi(s) [21 CFR 312.23(2)(6))
Q b. Investigater data [21CFR 312.23(a)(6){ii}(b)] or cormnpleted Form(s) FDA 1572
Q c. Facifities data [21 CFR 312.23(a)(6)(ii)(b)] or completed Form(s) FDA 1572
O d. Instittional Review Soard data [21 CFR 312.23(a)(B) (i) (b)} or completed Form(s) FDA 1572
Q 7. Chemistry, manufacturing, and control data [21 CFR 312.23()(7)]
2 0 Envirenmental assessment ar claim for exclusion [21 CFR 312.23(a)({7)(iv)(e)]
2 8. Phamacoiogy and wxicology data 121 CFR 312.23()8)1
A §. Previous human expesence [21 CFR 312.23(a)(9)]
2 10. Additional information [21 CFR 312.23(a){10)1

A

copooo
drn = LN -

§ 13, 15 ANY PART OF THE GLINICAL STUDY 10 BE CONDUGTED BY A CONTRAGT RESEARCH ORGANIZATION? 4 YES O NO

. NA
IF YES. WILL ANY SPONSOR CBLIGATIONS BE TRANSFERRED TO THE CONTRACT RESEARCH ORGANIZATION? O YES ONO

IF YES, ATTACH A STATEMENT CONTAINING THE NAME AND ADDRESS OF THE CONTRACT RESEARCH ORCMNIZJIK'ITON.
IDENTIFICATION OF THE CLINICAL STUDY, AND A LISTING OF THE QBLIGATIONS TRANSFERRED,

(T4, NAME AND TIILE OF THE PERSON RESFONSIBLE FOR MONITORING THE CONOUCT AND PROGRESS OF THE CLINICGAL
INVESTIGATIONS .

James Rusthoven, M.D.

I — e —
5. NAME(S) AND TTILE(S) OF THC PERSON(S) RESPONSIBLE FOR REVIEW AND EVALUATION QOF INFORMATION RELEVANT TO THE
SAFETY OF THE DRUG
Same as #14 Above

T agree not to begin clinical investigations until 20 ciays after FDA's receipt of the IND unless | receive earlier nolification by FOA that the
studies may begin. | also agres notto begin or continue clinical investigations covered by the IND if those studies are placed on clinical
hold. ! agree that an Instititional Review Board ((RE) that complies with the requirements set fourth in 21 CFR Part 56 will be responsible for |
initial and continuing review and approval of each of the studiss in the proposed clinical investigation. | agree to conduct the investigation
i accordance with all other applicable requiatory requirements.

15, NAME OF SPONSCR OR SPONSOR'S AUTHORIZED 17, SIGNATURE OF SPOMNSOR OR SPONSOR'S AUTHOREZED
REPRESENTATIVE REPRE A . ‘ )
Gregory T. Brophy, Ph.D., Director /fg‘
LS. Regulatory AHairs
| 18. ADDRESS (Number, Sueet, Ciy. Styie and Zip Coot) 18, TELEPH@NE NUMBER 20. DATE
{incluce Cote)
Eli Lilty and Company
Lilly Corporate Cerier {317) 277-378% . 02/18/00

Indianapolis. IN 46285

I "GWARNING: & willfully faise statement is a criminal offense. U.5.C, Title 18, Sec. 1001.)

Pablic reporting burden for ths coliection of iNformaton is estimated L average 100 oS Per response, including e tme for Meviewing instrucions, searching
existing dats sourtes, ganering 3nd malataining the dats needed, and completing reviewing e collection of infomeation. Send Comment reqarding this burden
estmate o Iny ozher aspect of B1is collection of informatiom, iocluding suggestions for reducing thia burden to:

OHHS Reports Clearance Officer "An sgency iy not eondust ar snd 2 s ot required 1o respond 25, 3 colleeton
Paperwork Reduction Project 0910-0014 of information yaless it dlsplays 2 curremly valit OMEB contrl mumber.™
Hubert i Himpheey Building, Room 5314 .
200 indrpendence Avenve, SV, ,
) 1 .
pe 2020 Please DO NOT RETURN OWS 3pplication to this address, .
"FORM FDA 1571 (1/37) PAGEZOFZ
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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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