
Via J.:ax and TJPS 

Dockets Management Branch (HFA-305) 
Food. and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockvi Ile, MD 20852 

Dear Sir/Madam: 

Aventis Pharmaceudcals Inc. is pleased to provide Ihe following comments on th.e abovc- 
referenced proposed rule entitled., “Requirements for Submission ofLabcl.ing for Human 
Prescription Drugs and Biologics ia Electronic Forma.t ’ ‘. The FDA is proposing to amend i.ts 
regulations governing the format in whjch certain labeling is requi.red to be submitted for review 
with new drug a.ppIica,tioons (NDAs), cenain biological license applications (BLAs), abbreviated 
new drug applications (ANDAs), supplements, and annual. reports. The proposal woufd require 
t1xa.t certain l.abeling content be submitted elec~~onicaily, preferably in por~ble document format 
(PDF). The proposal would. result in revisions to ‘IXe 21. of the Code of Federal Regula.tions, 
sectiolns 3 14.50,3 14.8 1, 3 14.94 and GO1 .I4 to encompass submission of electronic labeling, 

Page 22369, Section IJJ: Description of the Proposed Rule: 
This proposed regulation is in addition to 2lCFR3 1.4.SO(e)(2)[ii) requ.i,remenl. Lha.1: copies of 
labeling be submi#ed. This should be clarified, especiaJ1.y in view of the Guidance for hdustry - 
Providing Regulatory Submi.s.sions in Electronic FormaMVDA,s (64 FR 4432, January 28, 1999) 
and the Guidance jhr hclus~ry: Providhg Regulatory S~hmissions to the Cenferftir Bio1ogic.s 
EvahJalion wd Research fC.‘BEf<) in Electronic Formu~ (64 FR 6 164.7, November 12,1999) to 
determine if it will be necessary to provide additional labeling copy above !,JxU. already provided 
el.ectronically as PDF files when submitting labeling electroniceJly as pert of an ND& &DA, 
BLA or sBLA. 

Avrnlib t%srm#.c;cutrcais Inc. * Avcnris Pharmsccuricals hXhJCf6 Inc. . www.avends.com 
ROWG 202.206 * PO Box 6800 * Bridgewater. NJ WOl~)7-08r)0 . Ttlcphonc 1908) 23 I -4Wfl 



Recommendation/Comments: Clarify withi.n the proposed. Regukments fir Shzission of 
tabling for Human Prescription Orup and B foiogics in Ek$ronic Format if addi.tb3na.J 
electronic files should be provicled to meet this requirement when providing entire regula,tory 
submi.ssions in. electronic format. If ad,d.itiond labeling will bc required, to satisfy tl2i.s proposal, 
aho amend. tlx Guidance fir Industry - Providing R~~gulatory Submissions in Ekctronic Format 
- NDAs and Guidarzce fur hdu,wp Providing Regulatory Suhmr’ssions to &he Cmter.ftir. 
Riologics Evahatiorn and ResanrcJ~ (CBER) in D~ronic Format tn include this eJ,ectroni,c 
l,abeIing as an additional review aid, over tbe word-processed nevi,ew aid already requ,ired.. 

Pa.ges 22373., 22372, Section VI: Paperwork Reduction Act 
For n,ew ‘ND&, ANDAs and BLAs tJ2e agency is estjmating that rhe additional time required for 
submi.ssion of the content of labeling in el.edron.ic f0rma.t for these applications will be less tb~~ 
15 minutes. For 1abeli.n.g not already in electronic format the time required. to put labeling 
content in.t;o an electronic fomat and. convert it to a PDF hlc will be approximately eight hours, 

J&commendation/Comments: While Aventis agrees khat i,t would generally take less th.aa 15 
m.inutes to create a PDF fi.le from an electronic word-processed document, this d.oes not taJ(e tnto 
account the time rsq,uired to proofread and, if necessary, correct the PDF document compared to 
the word-processed version. Con,versi,on ofwoxdpprocessed documents to PDF versions may 
di.stort or change text format or symbols #fonts h,ave not been cmbsdded as required usin.g 
sofiware snch as ADOBE ACRODAT to create PDF Ales. Rased on the a,verage size of current 
US prescri.‘bing i,nforma.tion it may take. on average an ad.d,itiona.l four hours to compJete 
proofreadmg of tl~se documents, 

AdditionalJy, based on the average size and. content of current prescribing information., creation 
of a new file in electronic format would tie consid.erabJy I,on.ger then si,ght hours if the time 
spent for pro0freadin.g of both the word-processed and PDF versions are corisidered. We 
estimate that th.e process would take on. average between 16 and. 20 hours per package insert. 

Pages 22374,22375: Part 314, - Applicatfons for FDA Approval to Market a New Drug and 
Part 602 - LicensSng 
These sections of the proposed. revised regulations apply to filing of a new drug or bi.olagi.c 
product and ID the submission of labeling for post marketing reports. There is no mention of 
submission of labeJi,ng suppl,ements to the NDA or BLA as described in 3 14.70 and. 601.12. 

Racommen.&~io~Commen~ In addition to the citations already m.en.tioned within. the proposed 
regulations, describe the requirements for e1ectroni.c submission. of labeling in PDF format for 
labeling submitted as eitJl.er draft for approval, or cb,an.ges bei,n,g effected under 21 CFR 3 14.70 
and 601.12. 
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Labehg Negotiations and Review: W liJe not specifically mentioned within the proposed 
regulations, use of electronic documents could also enhance the 1.abelin.g review and approval 
between the spon,sor and. the FDA. 

Recommendati .on/Commenrs: In. addition to the use of fflese d,ocu.m.ents by FDA as aa. el.ectronic 
method of comparison between new and past labeling, consideration slxxld be given to usin.g 
these documerrts and/ox the word-processed versions (e.g., original. labeling prepared using 
M icrosoft WORD) in a. secure e1ectroni.c mai.i exchange system between sponsors and the agency 
during labeling negotiations. The proposed regulalions could be further expanded tn req,uest 
word-processed versions of Iabefing in addition to tJ?e PDF versions, Thi5 couId enhance the 
preparatjon and. review of initial and interim labeling submjssions during Inbeling negotiations 
prior to final agency or sponsor acti,on regarding labeling approval. 

On behaJf of Aventis Pbannaceuticals Inc., we appreciate the opportunity to comment  on th.e 
proposed rule on “Requirements for Submission of Labehng for Human Prescripti,on Drugs and 
Biologics in. E1ectron.k Format ’ ’ and i&u& you for your considera,t;ion. 

Sincerely, 

Steve Gaffe, M .D. d’/ 

Vice President, Head US Regulatory Affairs 
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FAX 

200 Crossing Roulevard Rridgewater, NJ 08807 

Date: A.?Jf$IJst 13, 2002 

NJumber of pages including cover sheet: 4 

TIJ: Dockets Management Branch, FDA 

Phone; (301) 827-6860 

Fax phone: 

cc: 
(301) 827-6870 

From: .Jackle KnohJp Mwil Stop BX4-301% 

Phone: (908) 23 l-2228 
Faw phone; (908) 23 I-4040 

REMARKS: IIJ Urgertt 

Dear S i,r/lMad.am : 

/J For your review 0 Reply ASAP 

Attached please find comments regarding Proposed Rule - Req,uirem.ents for Submission 
of Labeling for Human Prescription Drugs and Riol,ogics in Electronic Format; 67 FR 
22367 (84a.y 3, 2002). 

Should you Jxwe any questions, please call me at your convenjence. 

Regard,s, 

Ja,clie 1h.obJ.e 


