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Aventis

Aventis Pharmaceuticals

Junc 20, 2001

Via fax and UPS

Dockels Management Branch (HFA-305) |-
Food and Drug Administration .
5630 Fishers Lene, Room 106]
Rockville, MD 20857

Re: Docket No. DON-1269 ‘ ‘
Requirements on Content and Fopmial of Labeling |for H uman Prescription Drugs end Biologics;
Requirernents for Prescription Drug Product Labe :,, (S5 Ted Reg, P 81081-R113] (Des. 22, 2000)

Dear Sir'Madam:

i
!
[
\

Avernitis Pharmaceuticals is pleased to proyids the following comments on the above-referenced proposcd
rule entitled, "Requirements on Content ad Formay of Labeling | for Human Prescription Drugs and
Biologics; Requirements for Prescription Prug Product Lahels.” le proposal would revise carrent
regulations fo require that the labeling of new and recently sppmved producis include a section containing
highlights of prescribing informution and 2 section containing an index |o preseribing y information, reorder,
eurrently required informarion and make minor changes to|jts con'rr,nt and establish minimum graphical
reguircrignis. ‘ | 1

l

While Aventis Pharmucenticals supports rgasonnble changes 1har simplify and improve the package insert,

we have some issues with certain sections|of the FDA proppsed rule and offer the following comments:

General Comments
The proposed rule dozs not inchide inform rl.iun an how implementation of the prior draft guidunce on
adverss reactions’ and other labeling initigtives (c.g., preg )Jtmcy") will be enordinared with this proposed
rtle. It would have been mare helplul had|this rather n:ranuj chengive proposed rule on Iabeling content and
format incorporated those other guidances|

" Cotiten and Farmat of the Adverse Reagtions Section ol Lubcling fior Hgman Prascription Drugs and Biologies, May 2000

! Bvaluntion of Humen Pregnency Oujenne Data, Jupe 19949 Q fq

Avenitis Pharmaceuticals Ine, - Aventis Pharmaceuficals Produets Inc| - wwiw.sventis.com . Page I of 7
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IL. B. Physician Survey (p, 81084, colum

(1) The labeling sections physicians read
Administration, Contraindications, Warnlr

n 1)

maosf aften and

sreeive as most important are: Dosage and

is, Adverse Reactions, and Precautions: ™
P A

Aventis pgrees thar the highlighted section
We would rlso include the Indications see

are the mast §
jon in this list,

i

orfant arid shonld be placed up front in the PI.

IIL. A. Description of the Proposed Labgling Requlr;f:m’

"... The praposed rule would revise curren
as requirements for new and more recentl)
Jormat reguirements in current Sec, 201,57

Secs, 201.5¢
approved dr
L which wou

5 dne
ugs

id be

ne of the sections physicians will seel,
|

nis f|‘1 81085, column 2, paragraph 1)

{201, \5 7 to inporporate these format elements

Ofrlﬂr drugs would remain sulject te the
redﬁwgnated as See, 201.80"
\

Aventis suppotis applying the proposed ru
retrospeciively. However, the sponsor shol

ply |3

lex:

= prospeckiv
Id have the {

bility to apply the rule to older drugs.

ut does not believe it should be applisd

Specific Comments on the qu

“(1) Whether. and undier what circumstanges,

af Preseribing Information' section in the

stions pose

it may be inaj

pheling of a pa

-~

d by the Agency

7prn]mam to include the prapa.sr*r] ‘Highlights
/ mlm' drug or drug class.”

Aventis opposes the addition of a "Highlights of Prescti
» Providing a "Highlights of Prescribing In(nrmation”

reading only the highlights scction insfead of the “Co
» The addition of at Jeast half 2 page (and potentially

lengthy texts, particularly those with aj
become so large 15 to present difficult
very large documnents.

Instead, we suggest that the ﬂ.gﬁncy consider avéluating the

hin

B

mo|
Ceompanying pa
es for productio

f
I
:

f

(i.e. placing the more "important” informat
addition of an index or highlights section.

on first) on the

T
‘chhenswc Prescribing Information.”

fent pﬂLkagﬂ inserts or medication guides, to

lnfnrmu[mn section for the f‘ollowmg FEasons!

ion r-raurd lead 1o healtheure professmnah

e) in The current labeling of certain already

ling :,qmpmem to accommodate end fold such

:f fcctwenesc of reordering the Pl information
rescrlber s awareness, before requiting the

¢

"(2) Does the inclusinon of a highlights sectj

coneerns and, if so, is this concern adequa
additional measures to alleviate product li
altegether or lengthening ir to am extent the

on have a signif
7|
bility m)ncei ns

! i would na Lo

ely addressed by....

cant gffecr on manufaecturers’ produet liahility
could the agency rake different or

ithout efiminating the hishlights section

ger serve its inrended purpose.”

Aventis feels strongly that this section coul
sections should not be abbreviated (e.g., bo

] cteate addrbilon
xed werning; ind

supports fhe position taken by PhRMA. in
| liahility concerns, including but not limiter
conlent requirements should the FDA adop)

ijr comment lefie

I
1o the needsifor

3l Hiability for the compuny because certain

ications, and safcty information). Aventis

to FDA with respect to these and other product
sxpreys pre-emption and FDA-mandated

“(3) Whether the full text uf any boxed wa
Prescribing Information' section, regardle:

rrnga a/muld be

n highli gl'ﬂ.’s‘,"se‘

]
of length. "

ion. !

1ctuded in the proposed 'Highlights of

Although Aventis nppnéeﬁ the proposcd hiy

| hlights secti
text of any boxed warning, regardless of length, be inch

beginning of the “Comprehensive Prescribi

[ibn,
de

"

dll

2 Informati

if it is

adopied Aventis recommends that the full
h the highlights section and at the
n.

in bo
secliol

Page 2 of 7
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“t4) When different types of lvons could b
benefits? "

used to .s'igrlnl 0

boxed warning and what are their costs and

The box jtself has a very high profile and i
unnecessary and could be confusing.

s familiar to|U.8

hrsall.}hr:are professionals, Adding icons is

“(5) Whether there should be a time limit
removed.” \

1y which the Rer

|
I
1
|

ent Labeling Changes ' section must be

~

Assuming FDA does decide to include a “lﬁlecent Labcling Thsmges" section, Aventis believes that instead
H

of placing a time restriction on informatio

- “effective date™ regarding the most recent
minimum of at least one year or at the noa
year).

included in|this

‘update to the la

eetion, new information should include an

el assupmin g the update to the Iabel is after one

abel changes. TTS information could be removed affer 2

"(6) Whether the information requived ung

labeling section or summarized in a bullet

er the 'Indiceti

|

1.5 ::mra:l Usage’ subsection in the proposed

‘Highlights of Prescribing Informarion’ scg'rr.’an should |be Irmsen‘/ed verbatim from the comprehensive

d formar,”

|

Although Aventis opposcs the proposed hi
and lJsage” section verbatim as it appears
Aventis believes that pot using the “Indica
misleading,.

shiights seciion,

if it is adpphed it should repeat the “Indications

n the “Comprehensive Prescribing Information™ section,

| »

jors and Usage

|

section verbatim conld be confusing and

"(7) Whether it is necessary to include the
reguirement for a highlights section (i.e., d
inciugion?) " ) ‘

proposed rr:Luin

menl|for an tndex section given the proposed

b the pdditional purposes served by the Index fustlfy its

Aventis supports the inelusion of b standa
comprchensive section more user-friendly
highlights section,

or 11rsﬂltl1car‘ pr

lized jndex stsct in, which would make navigation through the
widers and frther nepate the need for a

“(8) Whether not including standardized h
It is believed that specific standardized hex

caelings in 5/1L ‘W

they should be.

Although Aventis apposes the prapased "'}
Aventlx belleves that the subsection hizadin
individualized for each specific product an
contact number for reporing suspected ser
Prescribing Information’ section as well ag

dings skau[j be)

ighlights of J’m
s in the "Werni
{ not be srantlar

arnings/Precautions’ secfion is apprapriate. Iff
neluded, FDA requests conynent aboyt what

I
3

‘ » it y 3 1]
cribing Information” sectipn, if it Iy adopred
g5/Precautions” section should be
lzedl. \'(9) Whether it is necessary to include a

fous adverse dr
the proposed '

"iglzlig/zts of Prescribing information’ section.

resctions in the proposed 'Comprehgnsive

Should the FDA adopt e highlights scction,
numbers in both Iosations; however, we wi

“adverse drug reactions.” We feel that all Ldvarse drug reac

healthcare professionals should be encours,
that may be serious,

uld propose the

ad o reportiall

Aventis agrecs ﬁitb the FDA"s position to include the contact

glerion of the word *seripus’ befors the ferm.
tions should be roported, We fecl that
ossible adverse reactions, in addition 1o those

"(11) Whether the proposed requirement te
serve irs infended purpose of ensuring the v

bold certain infr

priatlon in propbsed Sec. 201.57(d)(5) will

sual prominence of the bolded information.”

Aventis agrees with the FDA's posirion thef belding serves the purpose of ensuring adequate prominence of

the bolded information. A requiretnent to p
raise costs drarnatically and not add to ‘the

int PIs with such
rominence o {¢x

features ms bighlighting or colored text would

t or dnia,

Page 30f7
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(12) Whether the proposed ope-half page

would be mare appropriate and under wh

including boxed warning(s) or r.:ammindifﬂ’uian(.s)) i adeg

limit ont the ‘Hi iﬁfl!ig’zb of Preseribing Information’ section (rot

wate o whether there are alternatives that

! circumstances such flllff:‘maﬁwss should be considered; "

flexibility in exempting certain products {

While Aventis oppeser the inclusion of a dﬂghﬁghts Regting

tmiay need fo &

xcoed the proposed half-page limit. 1t would

shauld the FDA adopt it there must be

nol be pcceptable to abbreviate g “boxed™

“113) What means (other than the vertical
aceess to, and identification af, new labell)
information section. "

waming simply due to jan arbitrery page limitation.

fine proposed in
e informattan in

Sec, 201.57(d}(9)) could be used 1o facilftate
the pimposed comprehensive prescribing

to identify new lubeling information, - I

I Aventis belicves 2 vertical line is adequate

"t14) Whether the proposed ntinimum 8-pi

int font size for lnbeling Is sufficient or whether a minimum 10-
point font size would be more appropriate.|’

| Aventis considers a 6-point font size adequ

ale 10 agsure reag

zhility of the label, j

“(15) Whether the revised format and cont,
NDA, BLA, or efficacy supplement that is p
after the effective dute of the final rule, or
to the ¢ffective date of the final rule, or wh

N

it requirement
endding at the ¢

hay has been ap
sther alterngtive |

should be applied to drug products with an
ctive|date of the final rule, submitned on or
roved fiom 0 up to and including 5 years prior
pplz’rT:a.rian eriteric should be used. "

The new rule should only apply prospectiv

effective dare of the final rule.

Iy to produsts product applications submitted on or ufier the

Specific Comments on the Laheling Propc

11T B. Revised Format and Content Requirements A

1. Highlights of Prescribing Information
p. 81087, column 2

"...Inclusion ef only o limited amount of inf
regulations related to prescription drug pre
that clailms in promotional labeling and ad
information. .... This rPs'pnﬂs‘fbl'ﬂly Is desen

wihich pmwdes llzar n order to comply with Secs, 202. (F) 4
rs‘f be consisteny

pramotional lebeling and advertisements
proposed Sec, 201.57(c) (i.e., the compreh

sal

|
|
i
|

prmation in i’

pplicable to Newer Drugs:

1ghli,§/1t:" section would not qffect any of the

4
moilon. Mahufe
ertisements }a re
ihed in the: introg

cturers st wonld be responsible for ensuring

consistent with the comprehensive prescribing
uctory paragraph of proposed Sec. 201.57(a)
10ied 20/ 100(d)(1), statemients made in

with a// information included in labeling under

8ive pr Jsrrﬁbm*g mformatfnn) "

. The FDA notcs that the new rule wopld noi

obviate manufap

summary of preseribing information in adv

brief summary would need to have to be copsi

o section 202.1(e), it would seem that the
of the "Comprehensive Prescribing Inform

as direction on what headings would he req

fion™: holded
Precautions, Adverse Reactions and Indicat

1 tiscrents. T])

ons. Avemsrg
ired. Perheps 1

adopted, the "Highlights of Prescribing Infg
FDA itself has noted in comments to thic pre

impnttant information regarding drag-related risks. Fu.rﬁhev

disclaimer at the bottom of the highlights sg

rination”™ COTH
posed. rule fiat

s S e £ U A

etion reminding

| pew Iabc]mg requircmens; however, sceording
; I{nwuuld need to include the following scctions

turers’ responsibility to provide a brief
pmpnwi rule dges not delineale the form the

ings, Contraindications, Warnings/

;ucqrs some clerification on this issue, as well
e FDA would enterrain the idea that, if

Brve 4% an alfcrnative brief summary, The

e nghhgh‘rﬁ sestion wonld include the most
nore, the FDA s proposing to requirs a bolded
practitioners that the highlights section is not

Page 4 of 7
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meant i be all-inclhsive, This waonld aler
labeling, which is how they should alrcady

pra.ctit.ioners to
be nsing 1hr$br#

e fact that they still need fo consuit the full
f sunana.ry in-its current form.

p. 81087, column 3; p. PRI0SB, column )

" [t Is uprealistic to expect practitioners
it, regardless of how desirable it may be fi
highlights secticn to prescription drug lab

2 red gvery wr
»- them ter doso.

most important, and to do so in a way that

prescribing informarion, and it Is extremel) important for |

up....Nevertheless, the highlights section Lq.nm iptended 1o
relevant sections of the comprehensive prescribing informe

readily facilllat

d of product labeling cach time they reference
Therefore, FDA is proposing to add the

and\encourages more detailed follow-
cf us o substiture for the comprehensive

sling 1o dra nf/gﬁntim to those sections of the labeling that are

wractitioners lo be awarg of this and 1o review all

lion b‘@rpm making prescribing decisions"

"Highlights of Prescribing Information” se

Providing a highlights section. to physician
Preseribing Informmation,™ which is not FD
unrealistic to expect practitioners to read i
prescribe the product. However, Aventis d

_important and essentisl for physicians to ¢

r‘\s offers a means|
tjectiv."es of this section. The FDA states it is

( 's goal or the o

£ a,vc‘{id, reading the “Comprehensive

£ "Comprehl- 18

sagrees with th f‘i‘v‘

d the compreh

Ve Pn?scribing Information™ every time they
staternent becpuse we believe that it is very

sive ‘mx‘t each time they refor to the package

insert, If they are consulting the package insert for a pQ ticlar adverse event, it is important thay, they read

the comprehcensive text and nat rely only o
such shortepts, In addition, if FDA provids
rend before reading the comprehensive 1ex
Physicians should read the comprehensive
together in trying to opiimally compmnicat
"Cotmprehensive Proseribing Information.'
wording of the text in the various sections

a highlighis se
5 an extra step (
L this wuuldTﬁ,l..
text of the pack
¢ the necesséry
The pmpuJ‘::d )

of the package i
tion is not the s

Irion, The highlights scction conld encourage
ighlighis section) that the physician will need to
lier expecrhate the aiready existing problem.

e ingpri. FDA, and industry should work

safety ind efficaey information in the

"Fable of Contents,” reformatting, and actual
sert shiould help echicve this goal. Adding 2
alution to-this problem.

p. 81087, column 3

*...The ugency recognizes that prescription

|

drug labeling

~

cases and pther types of civil actions ta defgrmine, among ¢

adequarely discloxed information about ris

ts associated wil

pay /JE!‘M.S‘ﬁ'd as evidence in product liability
her things, whether a mamufacturer has
1 its r)rug. However, the agency believes that it

is highly speculative to assert that, because certain risk|informalion kas been summarized tn or omitted

Jrom the highlights section of prescription drug labeling (b1
prescribing information), a manufactirer rTJ)J be found fial

theary that the warning is "buried.”

finclided in Tis entirety in the comprehensive
e ina product Hability action based on a

Due to busy and hectic schednles, some ph

only skim ever the package insert and selec fivaly rend péria
behavior by providing physicians with a hi

labeling is a key component and represents

sicians either

hlights section,

be substantiated in a product liability case og other types[“of

efficacy information about its drug. Theprf

poscd highligh

il nmt‘wread the package Insert and its updates or
:" sections. FDA will be reinforcing this

DA, ;‘wxy not believe that this could be used or
ivil rs.‘c;tion.s, but Aventis feels differently. The

s section will infroduee an edditional

company’ ldil‘ ence in properly conveying eIl sefety and

complexity to the legal situarion, which coyld be used against compenics if all relevant safety information

is not inclyded in this scetion, 1 is not the

outcome of a-product lfability case. Howev

want to provide a mechanism of informatio

physicians, If companies were to act mpre
sefety information, this would not fulfill th

complexiry end length of the labeling snd
1ext. Some “Warnings” sections are already|hulf a page lon

T, the question
that conld be

TDA's position t rj._v:leﬁmil'!e what will or will not influence the

rises as to why indpstry or the FDA wonld
fisused or misintcrpreted by lawyers or

onservatively and add to the highlights section all relevant

‘objective of th

Ihighlights section, and would only add  the

riber discoupagelphysiciens from reading the comprehensive

or mnre,

Puge S of 7
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b. Inverted black triangle (p, 81083, coluimn 2)

sefety profilc of the product is not. yet well
very objective (i.c. related enly to time on
coneems the agency may have with the pro
population, adminisiered by a new route, v

ke of s novel d

The proposed inverted black triungle is meant o identify a
L.SI':lbllShedjTh
he market, not n
th

5

duct). The
s

unnecessary, otherwise a product with ma
marketcd life, while the safety profile riay
the inveried triangle is unnecessary, since |
already addresses this igsne.

w line exten }

he vertical li

|

sionf
have begn. well

e Gr

L’le marketed product, suggesting thet the
criteria for use of the black iriangle should be
patient expesure or to polential safety

‘ proposed eriteria (i.e. indicated for & new
47 dﬂhyery syRieny, clc ) should be re;ecfﬂd 2K

may h zles throughowt its
mblmhc,d yeals hefon Aventis believes that
r:pused Sec. 201. 57(d)(9)) is sufficient and

3. Comprehensive Prescribing Informati

b. Propased Sec. 201.57(c)(2)--indfcatio

=

n

|

5
"...Proposed Sec. 201.57c)(2)(iv)(D) wmj
statement that there is a lack of evidence th

af the evidence shows that the therapeuric
agency belfeves that the current languuge

to be ineffective for a particular use or congition, This f;

pose an unacceptable safety risk for the co

modify the
at a drug fs

isajm{ar a
seefits aflhf product)
7 toe limiting in

1ifs
m;

rdman nr

and usslge!(

p-

CU

51092

s eoluxpn 1)

CUl
.use or condition when the preponderance
do not generally outweigh its risks, The
har it anly addresses products thar are shown
to address products thar may be sffective, bur

zction to permif the agency to requlve a

DA on this proposal,

LAvcnrw requests further clnrmr..am)n { emrﬁplcq) [rorm rfpe R

2- Proposed Sec, 201.57(c)(8)—use in speq

ific p@ulaéions

(p- 81093, column 2)

Aventis agrees with the establishment of 1
separating this information from other typ
“Precautions” section, such information wag

Ijﬁ

new gectio
of informar
uld be easier

1T CF
ion
to find af

itled "Use in specific pepulations.” By

currently required to sppear under the

id pse,

k. Proposed Sec. 201.57(c){13)--clinical pharmacalng

.. The propasal also would revise curren

or efficacy for all drugs, inchding anti-infeciive drugs,
: curreni reghla
faxe,
approved pr
dficient infof

Sec. 201.58 ar 314.126(c). Sinci issuing th
Jor nearly all anyi-infective drugs. The agen

clinieal relevance, inclusion of these data in

that a product’s in vitro action represents s
| In funans®

Sec, 201,57

cy belleves f

¥
Vb)(

cou

i

S, column 1)

i that in vitro data related 1o the aciivity
neluded only If @ waiver is granted under
exfensive in virre data has been included
1e the disclaimer concerning. their lack of
veling creates the misleading impression
treat infections with the listed pathogens

ons,
despi
cf la
i 1)

granted. By imposing this requirement, the

mannfagturers 1o prove that their informati
rnanufacturers why the agency believes the

product’s activity as thev can.

The FDA is proposing thal in vitro daia relg
shown to be pertinent to clinical use be ingl

agency itself has previously approved for in
manufacturers to include statements in label

results, FDA has always been in Tavor of pr
providing /r vitro data is simply one more ¥

ted to the ac
aded in the
FDA would
clusion in th
n has clinicy
information
ing that note
bviding more
ny for muny

gho

[ivi

2]

y or efficacy of the drug that have not been
Clinlcal Pharmacelogy” section only if a waiver is
sgating the validity of information that, the

c lal
| vl

th
2 11

I

F
fact

clin@: The FDA should not be asking

idity; rather, the FDA should have 1o show
1d not be included, The FDA glready asks
fact that in vifro data may not reflect clinical
prmation, hot Jess, in producr Jebeling, and
irers 1o provide as complete a piciure of a

Page 6 of 7
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Aventiz Pharmaceuticals appreciates the op
ynur consideration,

Sincerely,

Somdp [

James Boyd, Ph.D., MBA

portunity to conrment on this propnsed rule und thanks you for

Page 70f 7
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To: Dockets Management
Phope:
Fax phone:

cC:

REMARKS: ] Urgent
Re: Docket No. 0ON-1269

DFO

Requirements Tor Prescription Drug Pro
2000)

To Whomn It May Concern:,
Aventis Pharmaceuticals is pleaséd to c
We will also be sending a signed copy b

Regards,
Patli Stasiulaitis -

may comain o braioyigl

privgyifie

T 1t [ s fow
1t Irmondted ragiplant, you o horety mvtifiee thaf any . g, i or the
shndyr iy iolepheme fo difdeps for v raturn p! tha pogined pogmanta, — Thank yout

Requirements on Content and Format of

1o he noraee. This faw omd thi |

your rt-;ﬁ.mvT

\

y UPS,

Labeling fo
uct |-abels;

omment on

t

“.L.l.\! 'J.'.E.LL}JJJ.&L‘..N (5]

FUI 1L PoUULLUUE :

| .
Aventis

idgewater, NJ 08807-0800, USA

re:  June 21, 200]

Number of pages including cover sheet;

Parti Stasiulaitis

one; +1 {908) 231-5611

Fax phone;

r Hui
‘FE Fed Reg, P 81081-81131 (Dec. 22,

he above mentioned Draft Guidance.

+1 (908) 231-3265

Reply ASAP [[] Please comment

man Prescription Drugs and Biclogics;

Indt arn ind

Ing »f piyy antinn in milancn

1 [t corterms 1 srdclly ¢

only M tho uro pf 1ne Indivighet ar ontity rmmed abava, 17 1 am not
H yon haviy 1B [ ip mor, plodse Inymedistely mefity the




