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Re: Docket No. 99N-1852 Draft “Guldance for. Industry Reports on the Status of
Postmarketing Studies -- Implementation of Section 130 of the Food and Drug
Administration Modernization Act of 1997;” Notice. Federal Reg:ster ‘Wednesday,
‘Apnl 4,2001 (Volume 66, Number 65) pages 17912- 17914 '

Dear Sir/Madam:
Eli Lilly and Company 18 pleased to have the opportumty to comment on the draft guidance.
Comments*

Itis the opinion of Eli Lilly and Cbmpany that FDA’s draft Guidance for Industry: Reports

oon the Status of Postmarketing Studies - Implementation of Section 130 of the Food and Drug

Administration Modernization Act of 1997 should be clarified with respect to the 6-Month
Report on Postmarketing Studies. Specifically, Lilly recomnmends adding wording in the
Guidance to clearly define the scope of the special one-time 6-Month’ Report as applying only
to those postmarketing studies required to be reported under CFR §314. 81(b)(2)(vii) or CFR
§601.70 (i.e., studies concerning a drug product’s clinical safety, clinical efficacy, clinical
pharmacology, and nonclinical toxicology) and to exclude from this requirement studies
concerning chemistry, manufacturing and controls and stablllty studles which are reported
under §314.81(b)(2)(viii).

This recommendation is in accordance with wordmg in the Final Rule, published in the
Federal Register, Volume 65, No. 210, Monday, October 30, 2000 (section IIL. G., page
64614).

“Applicants that have entered into a commitment pn'or to November 21, 1997, to
conduct a postmarketing study under proposed §314.81(b)(2)(vii) or §601.70 would
be reqmred as mandated by FDAMA, to submit an initial report to FDA within 6
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months after the effecnve date of any fmal rule that 1ssued based on the proposed
* rule.” (Fmal Rule, FR October 30, 2000 sectlon IH G., page 64614)

Srmrlar wordmc is also found in the Proposed Rule, pubhshed in the Federal Register,
‘ Volume 64 No: 230/W ednesday, December 1, 1999 (sectlon IG. L page 67212)

Furthermore, in section I A., page 67209 of the Proposed Rule ‘the FDA stated:

“FDA would use the mformatlon provided under proposed §314.8 1(b)(2)(v11) to meet
its reporting obligations under section 506B of the act (annual report in the Federal
Register) and section 130(b) of FDAMA (report to congressional committees by
October 1, 2001). FDA does not mtend to use information provided under proposed
§314 81(b)(2)(viii) for this purpose :

38 ‘Based on these excerpts from the Proposed Rule and the Final Rule; it is Lilly's
| - understanding that the 6-month reporting requrrement is limited to status reports requlred
“under CFR §314.81(b)(2)(vii) or CFR §601.70, and that it excludes status reports for studies
+ concerning chemistry, manufacturing, and controls and stability studies that are required
under §314 81(b)(2)(viii). ThlS drstmctlon is not clearly stated in the draft Guidance.

While the draft ,Guidance indirectly implies «that the special one-time reporting requirement

‘under section 506B of the Act is limited to reporting required under §314.81(b)(2)(vii) or
§601.7, it does not specifically state that information reported under §314.81(b)(2)(viii) is
outside the scope of this requirement. For example:

“FDA has focused its authority under section 506B on postmarketing studies that
concern a drug’s clinical safety, clinical efficacy, clinical pharmacology, and
nonclinical toxicology... If a postmarketing study fits one of these four categories,
we will include information about its status in the agency’s annual Federal Register
t report on postmarketing studies and in the agency’s special report to Congress.”
_(Draft Guidance: Section IL. B. 1., second paragraph)

- . “The contents of statusreports submitted under 21 CFR 314.81(b)(2)(vii) ... will be

i included in FDA'’s annual report published in the Federal Register and in FDA’s

‘ - ‘special report to Congress ” (Draft Guidance: Section II. B. 2. a., second bullet
point)

Recommendation:

- Lilly recommends addmg Wordmg in the Guidance to clearly define the scope of the special
j, one-time 6-Month Report as applying only to those postmarketing studies required to be
i . reported under CFR §314. 81(b)(2)(v11) or CFR §601 70 and to exclude from thrs
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requirement studxes concernmo chermstry, manufacturmg and controls and stability studies
which are reported under §314. 81(b)(2)(v111) L111y s suggested changes are mcluded in the
attachment to this letter.

Sincerely,

‘ D1rector ‘ Regulatory Affairs
US Marketed Products




Attachment -

Proposed Changes to the
Draft Gmdance for Industry: Reports on the Status of Postmarketmg Studies -
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Implementation of Sectlon 130 of the Food and Drug Admnmstrahon Modernlzatlon Act of 1997

.second sentence

Section Current Wot'diEgL , - Proposed Wordm& ,
M. C., paragraph 2, Under section 506B(a)(2), the initial report for all - Under section 506B(a)(2) the initial report for all

postmarketing study commitments entered into before

the Modernizatioh Act was enacted must be :
submitted within 6 months after the date that FDA
regulations implementing section 506B become
effective (April 30, 2001), even if that six month
period does not include the regular annual report due
date

“date that FDA regulations implementing section

postmarketmg study commitments that concern a
drug’s clinical safety, clinical efficacy, clinical
pharmacology, and nonclinical toxicology (reports
required under §314. 81(b)(2)(vii)) and that were
entered into before the Modernization Act was
enacted must be submitted within 6 months after the

506B become effective (April 30, 2001), even if that -
six month period does not include the regular annual
report due date.

ML.C,, flow chart
{ following paragraph 3

DO.I'NEED TO SUBMIT A 6-MONTH STATUS REPORT?

WAS DRUG APPROVED BERORE |
No < * NOVEMBER 21, 19972 > VES

‘NO 6-MONTH REPORT REQUIRED;

REPORT STUDY STATUS IN
“4——NO 4—  WERESTUDY COMMITMENTS
ANNUAL REPORT " MADE BEFORE Nox 21, 1997

\ vxs .
- 8 YOUR NEXT ANNUAL REPORT

YES
: DUE ON OR BE&ORE OCTOBER 26, 20017
NO

A SPECIAL 6-MONTH REPORT IS REQU]RED ON-ALL STUDIES
COMMITTED TO BEFORE NOVEMBER 21, 1997 |§5068()(2)1:.

YOUR ANNUAL REPORT 1S ALSO REQUIRED WITHIN:60 DAYS .
OF THE ANNIVERSARY OF THE U.S, PRODUCT APPROVAL [21 CFR
314.81(hY(@) AND 601,70}

DO INEED TO, SUBM!T A 6-MDN’I'H STATUS REPORT? . -

NO > WAS DRUG APPROVED BEFO

RE
NOVEMBER 21, 1997 » YES

NO 6-MONTH RERORT REQUIRED; : DOES THE STUDY CONCERN CELINICAL
REPORT STUDY STATUS IN.  «f—— NG €~ SAFETY, CLINICAL EFFICACY. CLINICAL
ANNUAL REPORT ) PIHARMACOLOGY, OR NONCLINICAL

TOXICOLOGY [28 CFR 314 81(I)(2)(viD)}?

\ o ~ vis '
N NO - WERE STUDY COMMITMENTS

MADE BFFORTOV 21,1997

. vis L
YEs ¢~ IS YOUR NEXT ANNUAL REPORT -
DUEONOR pEEoRE OCTOBER 26, 20017

NO.

v

A SPECIAL $-MONTIi REPORT 1S REQUIRED ON ALL CLIN!CAL STUDIES
COMMITTED TO BEFORE NOVEMBER 21, 1997 [§506B(2)(2)):

YOUR ANNUAL REPORT 1S ALSO REQUIRED WITHIN 60 DAYS ..

OF THE ANNIVERSARY OF THE U.S. PRODUCT APPROVAL [2 CFR
34, El(l\)(”) AND 601.70}




I e L I S, T ety e i, B e AL

: o i o e, i
O0ZL 48D 1M U3 %3004 002 b5 o D716G514 Vedepy// a1 Aoy &
‘BEEL-EOVI008) ., XTP03 08008+, o0 10

» E 2 e T e
WoaKapaymmam Je a)is gap. no HSIA Jsuonseny O&‘?Q@PQQ £1 Q .
E D h “sunejo Supnsas Aue woy SSajluley s ploy pue Aguiapul oy seibe pue }
simeufys e Sinegonogim JuBLdys iyl 1aaiap o1 s szlouine noA fuiufis Ag
___"%—“—M‘-HM

~ AUIN Ay

i
98

-ﬂnzeuﬂgsﬁ«u«ue;qomnwm/us/ws/) [zuoyne 0Lubig: 2) Jnlguﬁls asga'gu 8 R
"Wfitap fetog sofieyoeg oL & diz ajelg ) ) LI
Loyl |

“SHEISR 10} piNg-Baiag Xpag 1 995 “anjen 194Dy & areroep ok SSBUN 0L 01 poreay st Aigey gy
BNy pleg ypaig _

i

sofimyg jejng

1
1 )
e DREN woasyns /oy dag : . ; o ? v
- 3 J Al ‘ N T T § i
weuspsed [} pregypesy [ Apieg pangy 7 wedioay 7] " ehing iy e
ON Jogy | —— MOAn 0N e upRLY 30 oYy T XGROLINT ) 3§P‘70dl2‘0'd1“53"°q ‘0'd 0148080 106u8a ep :SSQJPPEX}PQ:]}U!M'UU,i]R."D[Xapaj%B;‘ﬂ1DH" oL i
: ooy g | ] ; : oy Wewhed : ’ Sy !
I‘ AIUG ey of 12y D “Bubexed x3pa4 u padoys e jouues Spoog snoiativeg ) f
i 5 i s paJ!nb%Jd Jou uolieseag s,Jadsgqs !
i 2] X GHBY NN '620q iy uonee98q $ Jaddiyg f8YYENE Jad Sy .. B
aamg D L #a S84 D Sap N Dj - h L 4 Ut Aueﬂtuo;) }
i e UL T S . . . 5 p % i
ispoof snesefiep uieyiog wawdpys sppsang uo? :1?13 8 ';ﬂ';mpv gnlﬁ Pua 00,{1 Y d
SUopean;joajss.of . e T T - > ) 3 .
Aenzxapa:;pusumyms/\a WBIBAY IS X3pay 88p03 di7)0a)as 0y . . ¥ ; o 4 =441 3 ] ‘ aweN - J
4011 X1p34 o} Ao sjgeprenyy Y sigejtene jopy $5000 dj719358 QL yBictsen) Aeqiz apeg pue yBiang 45 . . . : fs;ualdmeg e
f umm:m" ;(apa_.} e D unnego-‘ xapa:‘ 1 D Ax_yaudxgpeyoj Ao ageqeny fouggpay Ao BlejEAY - - . E i S ~‘ .
: Aepimss rioy Aepypapi aion MQA!!BUAVUMIS Ao Avasniys : } L aLig - ;
¢ e € WOBOAG Ul SSOINN XIPay APIIN] v e . Bu"pueH lg!;,gds 9 o YA =NOG + Aoy ) B ——— :
TR - ; : : . a.')ua.la;au Ell!"!ﬂ |ema;u| .InOA Y4 ‘ :
“fiyd 2atiolsfia gue ‘agny T i R PN .
. ‘xapaj‘mggpajsapnpuy - . . ! - : . . )
Did 1opg [ AedXaped 7] lana/adojanug xapay X | QEE9Y W g wm BIMAYNSIaNT . 3 Z -
S B0 pesepsag, Bubeyory ¥ I ) : k : BRSO 1
' e —— RELeEg L - o : 2 .
T T T T e z M B [y Y . 3) -
T | YET MIDO LS TuvMviaq & GEG o -
AE}\: SSBUISTIO Py App ssauisng puaasg . Agy SSBUISNY xap N " o Z |
wibreid Kegg xgpaly { ] ey deqy xape] [ o Aeqigpeg ] | - , ; S e O
"SBBIR BUIOS Ul iaje) o Aem)uam;gmlunsma/\uau . " - - = ‘E U.lu ﬁ{
01061 400 590yt eoIiag wyfialy ssaihy. qy ~ O3 % A7 17F i)y
48 punod-vur) ‘obieys ity N . Lo . R v .
S{teiiens Jou ajey soye/adojent x3pad., Asp(sjssu!an g Aepssguyan puiasg . SUOLIV . , P : [ -
SRS eSS0 | Tgiva-sia fig e T Eqey G ooy
o suoneog|jozies o) Aianap . . R . . ; ) . ; E .
WO SSBUIST BAaU 350y kg uoDWRYe SSBUSAL A IO SSAUySNG ap . . ! v
wbinieng 1sii xgpaq [ ] WhiiBAg prepuels xgpad N WBiIeAD Aiong xgpa. @;I - 13quinN Bupoer] %3pa] T e Bieg
\Seaje auIos L laje; 8 Aeilr uistmiviiag Assnyeg ’ : *

'S 951 01 dn sabieyaey

a0in1ag afieyary ssanlng e L E' T B :IEE hd‘E 7 E E

: T 4 e
'SPAGsaL s Jisdiany 40) panousai aq tes uopicd ML oy )

BTRIENLRIZY F gy p




