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Aventis Pharmaceuticals

Iune 27, 2001
Via fax and LIPS

Dockets Management Branch (HFA-305)
Food 2nd Drog Administration

5630 Fishers Lape, Room 1061
Roclkville, MD 20852

Re: Docket No, 81D-0185
Draft Guidance for Indusiry: Providing Reghlatory Submissions in Electronic Formai ~

Postmarketing Expedited Safety Roports, 66 Fed Reg 22585-22586 (May 4, 2001)

Decar Sit/Madam:

Aventis Pharmaceuticals and Aventis Behring together are pleased to provide the following comments on
the al)mvc-rcfcfenced drafi guidance for industry entitled “Providing Regulatory Submissions in Elcctronic
Format Postmarketing Expedited Safety Reports.” The guidunce discusses issues related to the electronic
submission of postmarketing cxpedited safcty reports for drug products markered for humun use with new
drug applications (NDAs) and abbreviated new drug applications (ANDAs); prescription drug products
matketed for human use without an approved NDA or ANDA; und therapeutic biological products

murketed for human use with biologic license applications (BLAs), excluding vaccines.

Aventis Pharmacenticals and Aventis Behring (henceforth: Aventis) support FDA's efforts in praviding the
industry with guidance in fulfilling FDA s reporting requircments. As manufacturers ol humen drugs and
biologics, we are directly affected by this guidance and offir the following somments for your

consideration. Our ¢omments appecar as boxed text below the draft guidance refercnce.
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Comments Re: Docket No. 01D-0185 June 27, 2001

Lines 116-)18,p. 3 .
“When sending a report to the FDA on physical media, upplicants should identify the media as described

in the current regulations (.., ‘I S-day Alert report,” or ‘[ 5-day Alert report-followup ). "

Does this mean that Inirie} reports and follow-up reports should be put on separate disks, or may multiple
reports of different types (initia) and follow-up) be put on one disk? Please clarify.

Lines 122-129, p. 4
“Once a submission reaches the EDI gateway and is successfully recognized and decrypied, an EDI

gateway ucknowledgement will be returned to the sender. The daie of this acknowledgement will serve as
the afficial receipt date of the submission,

Afier receipt of the submission, we will load the ICSRs in the AERS database. For submissions sent via the
EDI gateway, an automated standard generalized markup language (SGMLJ acknowledgmen( message,
wihich gives the status of each report in the transmission, will be returned to you via the gateway. "

Will the receipt date change if an ICSR sent via the gateway is scknowledged as recefved, but cannat be
loaded into AERS? Aventis believes it should not change, i.c. the receipt date should remain the date of
first receipt. To dp otherwisc would be equivalent to rejecting a paper submigsion because of a typo.

Lines 131-136, p. 4
“For submissions sent on physical media, the Agency will determine the recelpt date as it does with

Submissions sent to the FDA on paper (i.e., receipt date is the date it arrives at the Agency). The Agency
will puly conract you i there are problems with the format of the report or if the report does not lead
properly into the AERS dutabase. We will contact you by phone or email, describe the problem, and
request a resubmission of the report in the proper format. This resubmission should take place as soon as

possible,”

o Does this mean that for acceptable physical media (no problems in loading), no acknowledgement
from the Agency will be received?

e Apain, if cases require resubmirsion because of problems in loading data into AERS, will the receipt
dare change? Aventis belicves the receipt dute should remain the date of first reecipt. (See previous

comment.) :

Lines 156-163, p. 4-5
“Section B.2. of E2B is designoted fur reaction/event terms. For these fields, the FDA prefers thor

applicants use the medical Dictionary for Regulatory Activities (MedDRA).” For the E2B field, B.2.i.1, you
showld insert the lowest level term (LLT) in MedDRA that mast closely corresponds o the term reported by
the primary source, For the E2B field, B.2,i.2, you showld insert the prefirred term (PT) In MedDRA that
earrespords to the LLT used In B.2,1.1."" If you do not have aceess to MedDRA, yot should populete the
E2B field, B.2.i.2, with ¢ reaction term (e.g., 2 COSTART term, @ WHOART term) and leave the E2B field,
B.2.L1, blank." .

“* Conipanics von lcepse MedDRA fram an intgraational malntenanee and support serviees organizalion (MSSO) ...

18 I yow are using subsciuent versions of E28 fe.g., E2BM), you showld follow the explicii guldance for populattng the 8.2 fiehds ay
described tn the dociment. '

e When is FDA planning to move to DTD 2.1, which provides an additional field (B.2.i.0) for the “as
reported” term we are currently required to provide to PDA. and other agencies? While maintaining
DTD 2.0, there is no field for this term. Alse, DTD 2.0 indicates B.2.i.1 should have the
"Reaction/event as reported by primary source," and not the LLT. For improved clarity, Avenris
suggests providing separate instructions for each version, '

= As there is more than one E2B, field, Aventis recommends deleting the commas seiting off the specific ]
field narnes, per rules of punctuation for restrictive appositives, so that there will not appear io be two —
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Comments Re: Docket No, 01D-0185 June 27, 2001

pames, B.2.1.] and B.2.i.2, for u single E2B field. Specificelly:
~ "For the E28 field, B.2.1.1, you should....” should be changed to “For the E2B field B.2.i.1, you

showld ... "
- “For the E2B field, B.2.i.2, you should...." should be changed to "For the E28 field B.2.i.2, you

should ... "
— *...leave the E2B figld, B.2.1.1, blank" should be changed o ", deave the E2B field B.2.i.1 blank."”

Lines 173-192, p. 5-6
ift

37 PRp——

“oE2R field A.1.10.1 should be filled in by the FDA (or other regidutory authority) if.
1. it recetves a direct report from a health care professinnad or consumer AND

2. the report is subseguently sent 1o one or more other gntifies.

oFE2B field A.1.10.2 should be filled in by a company if:

1. it is the first company to receive a direct report from o health care profissional or consumer onr
2. It is the first company 1o receive an ICSK from the FPDA (or other regulatory authority) AND
3. the report Is subseguently Seni fo une or more new enfifies.

®L28 field A,1.11.2 should be filled in by a company if?

/. it receives an JCSR from another company AND

2. the report is subsequently senl o pne or more new entities.

The A.1.11.2 field should be used by all companies that receive an ICSR from another company

field may contain multiple identification numbers). "

fi.e., this

e  Docs "recetve an ICSR " refer only to electronic cases received from other companies or sgencies, or
shonld field A.1.11.2 be filled in also if paper is received?

«  During the period of tire that companies receive paper reports (not B2b) directly from the FDA, asin
Scenatio 1 (p. 6), should Company A insert the FDA idenfification number into field A.1.10.1, or lzave
it blank?

« In Scenario 2 (p. 6), if Company B rceeives a paper report (not E2b) from Company A, should
Company B enter Company A’s idenrification number into field A.].10.2, or lenve it blank?

Lines 250-256, p. 8
" We are able 1o archive ICSR attachments in pdf format. You showld provide an individual paf file for sach

attachment to an ICSR. If there is more than one piece of information in an ICSK attachmen, include each
plece of information In the smme pdf file and provide o pdf bookmark to earh piece of information. For
example, [f there is a hospltal discharge summary and an autopsy report for a single ICSR, you should
include both in a single pdf file with a bookmark to the hospital discharge summary and a hookmark to the

autopsy report. "

The examnple given (placing a hospital discharge summary and an auTopsy report in & single bpokmarked
pdf file) appears to contradict the instruction in lines 250-251, % You should provide an individual pdf file for

each attachment 1o an ICSR. " Please clarify.
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June 27, 2001

Comments Re: Docket No. 01D-D185

Thank you for your consideration.

Sincerely,

James Boyd, Ph.D., MBA
N.A. Regulatory Center Head
Global Drug Regulatory Affairs

On behalf of: m@) ﬁ

James Boyd, Ph.D.. MBA
N.A. Regulatory Center Head
Global Drug Regulatory Affairs
Aventis Pharmaceuticals

Amy Githens
Regulatory Affairs, North America
Aventis Behring
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Route 202-206, P.O. Box 6300, Bridgewater, NJ 08807-0800, USA

Date: June 27, 2001

. Number of pages including cover sheet:
FAX

Dockets Management

From: Patti Stnsiulaitis
Phons: +1 (90N8) 231-5611
+1 {908) 231-3265

Fax phone;

REMARKS: ] Urgent [J Foryourreview [ Reply ASAP [ Please comment

Re: Docket No, 011D-0185

Draft Guidance for Industry: Providing Regulatory Submissions in Electronic Format — Postmarleting
Expedited Safety Reports; 66 Fed Reg 22585-22586 (May 4, 2001)

To Whom Ir May Concern:

Aventis Pharmaceuricals and Aventis Behring are pleased to provide comments on the above menuoncd
Draft Guidance,

We will also be sending a copy by UPS.
o
Repgards, =
Patri Stasiulairis ~
o
=
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