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-('% DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

‘ *‘h Food and Drug Administration
: Rockville MD 20857

NDA 19-640/S-020

Eli Lilly and Company

Attention: Jennifer Stotka, M.D.
Director, U.S., Regulatory Affairs
Lilly Corporate Center
Indianapolis, IN 46285

Dear Dr. Stotka:

Please refer to your supplemental new drug application dated J anuary 13, 1997, received
January 15, 1997, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic .
Act for Humatrope [somatropin (rDNA origin) for injection], 5 mg/vial.

We acknowledge receipt-of your submission dated May 19, 1997. The User Fee goal date for
this application is July 15, 1997. .

The supplemental application provides for a change in the bulk drug substance gnhydrous:::
poteney specification limits from “NL1 = ug/mg and NMT — ug/mg” to
“NLT = wug/mgand NMT — ug/mg” based upon the new WHO.reference standard

[88£624] for growth hormone.
We have completed the.réView of this supplemental application and it is approved.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, please contact Michael F. Johnston, R.Ph., Consumer Safety
Officer, at (301) 443-3490. ‘

Sincerely yours,

Lol Wirsre L1377
Stephen K. Moore, Ph.D.
Chemistry Team Leader I, DNDC II
Division of Metabolic and Endocrine D

Products (HFD-510)
Office of Drug Evaluation II '
Center for Drug Evaluation and Research

j



NDA 19-640/S-020
Page 2

cc:
Original NDA 19-640
HFD-510/Div. Files
HFD-510/CSO/M.F.Johnston
HFD-510/WBerlin/SMoore/EGalliers
'HFD-820/0ONDC Division Director
HFD-92/DDM-DIAB
DISTRICT OFFICE

NOTE TO FOI: Please redact the phrase: “NLT — wg/mg and NM1 - /)g/frig” to
“NLT — vg/mg and NMT ~——wg/mg,” from the above.

Drafted by: Mjohnston6.13.97
Initialed by: SMoore6.13.97/EGalliers6.13.97
final: '

APPROVAL (AP)
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ORIGINAL

CHEMISTS REVIEW 1. ORGANIZATION 2. NDA NUMBER &JUN W

‘ DMEDP II, HFD-510 19-640

3. NAME AND ADDRESS OF APPLICANT 4. SUPPLEMENT NUMBER, DATE

Eli Lilly and Co. SCs-020

Lilly Corporate Center 1-13-97

Indianapolis, IN 46285

5. PROPRIETARY NAME ’ 6. NAME OF THE DRUG 7. AMENDMENTS, REPORT, DATE

Humatrope Somatropin 5-19-97

8. SUPPLEMENT PROVIDES FOR

A change in the bulk-drug substance anhydrous-potency specification limits from "NL1—"
pg/mg and NMT .— pg/mg" to "NLT — pg/mg and NMT — ug/mg" based on the new WHO
reference standara [88/624] for growth hormone.

9. PHARMACOLOGICAL CATEGORY 10. HOW DISPENSED 11. RELATED IND, NDA, DMF
Growth Hormone RX

12. DOSAGE FORM 13. POTENCY

lyophilized powder for 5 mg/vial

injection :

14. CHEMICAL NAME AND STRUCTURE

See Chemistry Review #1

15. COMMENTS

In October of 1994, the sponsor implemented a new working reference standard .
which was standardized against the WHO standard for Growth Hormone [88/624]. The WHO

standard was labeled as 2.0 mg per vial, &==———— - ol
— —— This caused the average
release potency of the bulk drug to approach the s mg/mg,

and the sponsor was concerned that
potency of the new standard,
e — Further investigation bv the snonsor oprovided
information that the WHO standard A — .
In order to maintain manufacturing consistency, the sponsor requested that the
specification for the bulk drug be changed to NLT .~ pg/mg and NMT —pug/mg. The
request was accompanied by historical data for the product which included batch release
data for the past ##———— and included data from a significant number of batches
released prior to the new standard. Data included e
the bulk. .
A1l of the data indicated a consistent shift coincident with the 1mplementatlon of the
WHO-standardized reference standard. - :
(continued next page)

16. CONCLUSION AND RECOMMENDATION

The sponsor has provided adequate justification for theirf request to.change the
specification limits for Humatrope bulk drug "anhydrous potency" ! Issue an approval
letter. 3,

17. NAME |18. REVIEWERS SIGNATURE

| wrLam x. BERLIN éﬁ::;?,/<;ZZE:_____..,_,,/




(Comments continued) .
The Agency agreed with the Sponsor's request to change, however it seemed appropriate
h \“—"‘-cn——
Thererore, TNe reviewer reguesteda that the sponsor amend the
application to include specification limits for the bulk potency of NLT /~——pg/mg and
NMT 1020 pg/mg. The amendment of 5-19-97 contained revised specifications which are
consistent with the Agency's request (see attached copy of the proposed
specifications for the bulk drug substance).




2 Page(s) Withheld

- § 552(b)(4) Trade Secret /

Confidential

§ 552(b)(4) Draft Labeling

§ 552(b)(5) Deliberative Process

Withheld Track Number:; Chemistry- / é -4 Y0
S0
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- Public Health Seivice.

s

Food and Drug Administration .
Rockwlle MD. 20857

Date JAN 22‘997

NDA No: 19-640

ELI LILLY AND COMPANY
Lilly Corporate Center
Indianapolis, IN 46285

+ " 'Alention: Jenmifer’Stotka, M.D.

% -
. FA

'ér'SirlMaaam'-: R e : ‘

S : pplement Number S—OZO

ate of Supplement January 1 3 .. 1997

Date of Receuﬁt

. January 15, 1997 _ : ;
pi ' ﬁled under Sectlon 505(b)(1) of the
B 314 10](3)

] 'Rockwlle MD: 20857 ’

Rac TOVIRIPRIRNCES c

N

R ---Chlef Prolec. At
© T JU e Divisionsof Metabohc and Endocnne Drug Products :
S e B Lo A S .. . Office Drug’ Evaluationll - . - )
CLF IR CUe st T Center for Drug ‘Evaluation and Research

: 'FOBM FDA 3217g (11/95) - o PREVIOUS EDITION 1S OBSOLETE .

"% US.GPO: 1995404-807/20718 -



ﬂa%ﬁ@ORlGlNAL
Ly MDA SUPEL AMENDNENT

Lilly Research Laboratories
A Division of Eli Lilly and Company

Lilly Corporate Center
Indianapolis, Indiana 46285

May 19, 1997 (317) 276-2000

Food and Drug Administration

Center for Drug Evaluation and Research —=

Division of Metabolism and Endocrine SUPPLEMENT AMENDMENT
Drug Products, HFD-510

Attn: Document Control Room 14B-03

5600 Fishers Lane

Rockville, MD 20875-1706

Re: NDA 19-640, Supplement Amendment, Humatrope® Bulk Drug Substance

Reference is made to the supplemental application (January 13, 1997, S-020) submitted
to the referenced NDA. This amendment provides for requested additional information to
supplement S-020.

This amendment to supplement number S-020 is provided in response to a request from
Dr. William Berlin during telephone conversations with Lilly personnel on February 5,
1997 and April 28, 1997. The following information was requested:

data comparison of the Lilly vs. the WHO standard

o clarification/definition of the Dr. Riggin letter that was included in the supplement to
identify ,/~— . that is being discussed

e supplement potency range be amended to “Not less than #=7"g/mg and not more

than /— iAg/mg”

Please call Mr. Steve C. Thomas at (317) 276-9436 or me at (317) 276-7055 if you
require any additional information or if there are any questions. Thank you for your
continued cooperation and assistance.

Sincerely, : | REVIEWS COMPLETED

ELI LILLY AND COMPANY 550 ACTON: AP Lo
w % M\_—__ﬂLETTER CINAL E'_IMEMO

GeraldL Kirschner, Ph.D. CSO 'N&'ALS DATE

Adpvisor, Regulatory Affairs (CM&C)

enclosure



NpA NO..L‘ZMREF., NO.LE8 . O R i G E N A L
ND%/PPL FOR __S{3

WUA SUPPLEMENT

Lilly Research Laboratories
A Division of Eli Lilly and Company

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

January 13, 1997

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolism and Endocrine SUPPLEMENT
Drug Products, HFD-510 '

Attn: Document Control Room 14B-03

5600 Fishers Lane

Rockville, MD 20875-1706

Re: NDA 19-640, Supplement, Humatrope® Bulk Drug Substance

This supplement provides for a change to the anhydrous potency specification for bulk
human growth hormone.

Accordingly, this supplement is submitted to the above referenced NDA under the
provisions of 21 CFR §314.70(b).

Please call Dr. Gregory Davis at (317) 276-4125 or me at (317) 276-7055 if you require
any additional information or if there are any questions. Thank you for your continued
cooperation and assistance.

Sincerely, REVIEWS COMPLETED
PP —Chrenshy
ELILILLY AND COMPANY TS0 ACTION- & ©
WM/ LETTER [InAL [CIMEmMO
M 7 | s AR 1K) 10 |
Gerald L. Kirschner, Ph.D. CS0 INITIALS DATE

Advisor, Regulatory Affairs (CM&C)

enclosure
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 09100297
Expiration Date: November 30, 1996.
PUBLIC HEALTH SERVICE 4
FOOD AND DRUG ADMINISTRATION USER FEE COVER SH EET
Foblic reperting burden fer this celiection of Infermation s extimated to sverage 30 per including the tme for T ching existing gathenng snd
g the deta and pleting and ing the coliection of nf Send regarding this burden esumate of any other aspact of this of infor induing
WoQ for recucng this b t0:
Raports Gesrance Otficer, PHS a0l t0: oﬂhdw.ndm
Hubert H. Humphrey Suilding, Room 721-8 ’ Paperwor feduction Project (0919-0297)
200 independence Avenus, S.W. : Wasungeon, OC 20503
Washington, 0C 20201 .
Aun: PRA
Plesse DO NOT RETURN this form 10 either of theve addresses.
See Instructions on Reverse Before Completing This Form.
1. APPLICANT'S NAME AND ADDRESS 2. USER FEE BILLING NAME, ADDRESS, AND CONTACT
Eli Lilly and Company Eli Lilly and Company
Lilly Corporate Center Lilly Corporate Center
Indianapolis, IN 46285 Indianapolis, IN 46285
C/0 Jennifer L. Stotka, M.D.
Director
U.S. Regulatory Affairs
3. TELEPHONE NUMBER (include Area Code,
(317) 277-1324 B -
4. PRODUCT NAME Humalo g
" . DOES THIS APPLICATION CONTAIN CLINICAL DATA? 0O  ves s} NO
IF YOUR RESPONSE IS “NO” AND THIS IS FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM..
6. USER FEE L.LD.NUMBER 7. UCENSE NUMBERNDA NUMBER
8. IS THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.
D A LARGE VOLUME PARENTERAL DRUG PRODUCT D THE APPLICATION IS SUBMITTED UNOER 505(bX{2)
APPROVED BEFORE 9/1/32 ) (See reverse before checking box.)
O AN INSULIN PRODUCT SUBMITTED UNDER 506
FOR BIOLOGICAL PRODUCTS ONLY )
0 WHOLE BLOOD OR BLOOD COMPONENT FOR O A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION
O BOVINE BLOOD PRODUCT FOR TOPICAL O AN “IN VITRO" DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9/1/92 . LICENSED UNDER 351 OF THE PHS ACT
9. a. HAS THIS APPLICATION QUALIFED FOR A SMALL BUSINESS EXCEPTION? D YES NO
, (See reverse if answered YES)
b. HAS A WAIVER OF APPUICATION FEE BEEN GRANTED FOR THIS APPLICATICN? D YES NO
(See reverse if answered YES)

) V This completed form must be signed and accompany each new drug or biclogic product, original or supplement.

GNATURE OF AUTHORIZED COMPANY REPRESENTATIVE TITLE i DATE

Director - January 13, 1997

FORM FDA 3397 (1293)
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Fome OO NOT RETURN this f0rm 10 eithar of thew sddrewe.

DEPARTMENT OF HEALTH AND HUMAN SERVICES form Approved: OMB No. 0910-0297
PUBLIC HEALTH SERVICE Expiation Date: Novembar 30, 17%.
FOOD AND DRUG ADMINISTRATION USER FEE COVER SHEET
Pubiic roparing urden for this sellectian of infermesion b 0 »ge 30 o ch 2 U0 LMD 107 FOVIFRNG NWRICKONS. SSSrThirv) EXIEING GOtS SOUFON, GATNETING ond
o s orul compiating and vg the col of Send gerding ths burden oF any Sther 3pect of This CONSTION OF I OrMATION, inCumsn
WGHESNORS 1O FOEIONG T Suraen 102
Aapers Cosrance Otficar, M3 1 Offica of Management onsl Sugget
Huhars 1. thamphrey Sullding, A0Om 721-8 Paparwers Asduction Project (S918-4297)
208 \NISPORUSRCE Averuss, 5. W, Weaiwrpton, OC 20303 -
moc 2020t .

See instructions on Reverse Before Completing This Form.

1. APPLICANT'S NAME AND ADDRESS

'Eli Lilly and Company Eli Lilly and Company
Lilly Corporate Center Lilly Corporate Center
Indianapolis, IN 46285 Indianapolis, IN 46285

C/0 Jennifer L. Stotka, M.D.
Director
U.S. Regulatory Affairs

3. TELEPHONE NUMBER (inciude Area Code)
(317) 277-1324

2. USER FEE BILLING NAME, ADDRESS, AND CONTACT 4

4. PRODUCT NAME

Humatrope -

. DOES THIS APPLICATION CONTAIN CLINICAL DATA? a YES NO
EYOURRESPONSE IS "NO” AND THIS IS FOR A SUPPLEMENT, STOP HERE AND SIGN THIS FORM. .

6. USER FEE 1.D. NUMBER 7. UCENSE NUMBER/NDA NUMBER

8. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.

FOR BIOLOGICAL PRODUCTS ONLY

a. A LARGE VOLUME PARENTERAL DRUG PRODUCT g THE APPUCATION IS SUBMITTED UNDER 505(b)(2)
APPROVED BEFORE 9/192 (See reverse before checking box.)
O AN INSULIN PRODUCT SUBMITTED UNDER 506

a WHOLE BLOOD OR BLOOD COMPONENT FOR | A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION
O BOVINE 8LOOD PRODUCT FOR TOPICAL O « AN “IN VITRO” DIAGNOSTIC BIOLOGIC PRODUCT
APPLICATION LICENSED BEFORE 9132 UCENSED UNDER 351 OF THE PHS ACT
9. a. HAS THIS APPUCATION QUALIFIED FOR A SMALL BUSINESS EXCEPTION? O YES a NO
(See reverse if answered YES)
b. HAS A WAIVER OF APPUICATION FEE BEEN GRANTED FOR THIS APPLICATION? D YES NO
(See reverse if answered YES)
This compietad form must be signed and 3ccompany each new drug or biclogic product, original or supplement.
GNATURE OF AUTHORIZED COMPANY REPRESENTATIVE TITLE DATE

|<W/ . Director May 19,

1997

FORM ¢DA 3397(12/93)



