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DETAILED COMMENTS REGARDING THE PR

ed Labeliltl‘g ]
|

Section III - Description of the Propﬂ R

B,1 - “Highlights of Prescribing Information”

Pharmacia does not support the inclusioh of a “Highli

OPOSED RULE

|
tequirements

|

i
|
|

\
z.[hts” sectlon in the labeling for the following

reasons.

Health care practitioners will more joften than not, |

§e artlcularly when limited by time constraints,

read only the “Highlights” section,
in the body of the labeling. We are
be compromised by a prescriber’s 1
use of prescription drug products"

section, rather, it would be diminisﬁ,ed

The importance of a particular piec
individual circumstances of the pot
inclusion in a “Highlights™ section
assess the relative importance of e

th

That approach would not be medlca%Ely approprlat

Capoten Tablets in the proposed rule contains info 1
section on patie

Information, Warnings/Precautions

seen in patients using Capoten. The

this class should be used cautiously

particular risk of decreased coronary

section that patients with this condj

The inclusion of a “Highlights” sec
for products liability lawsuits again!
would be created as a result of the d
information to include in the “Highl
include. Even if that decision is eff
prescribing information, absent prex
Agency’s approval is no shield to th
“Highlights” section.

In the regulatory arena, the labelin

or portions
concerned

of i
that
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the approprlate selection of a medication may
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sliance on 4
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D
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eater risk. :

\
ribing information would create a new avenue
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d, Jhst as importantly, information not to
ed by the Agency through the approval of the
the proposed rule does not address), the

llty lawsults that will be based on the

> and

; | y
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essential scientific information neec

ed for the safe

serve an additional function in the 1
patient. These two models often b
adequacy of the labeling becomes t
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oal arena, that
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Highlights Qect

1
l
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As such, lawyers will always be abl
between the “Highlights” section ar
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appearing in the “Highlights” wasn'
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> to creative

 the safety i
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tion provided in the comprehensive
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he would have refused the therapy. For that
e required. ‘As noted elsewhere in this
logical reordering of the comprehensive

g pe}rtinent information within the labeling.

location and, if the patients had be
reason alone, the “Highlights” Secﬁ on should 10t |
document, use of a thorough index| along w1tﬂ L the
labeling, can aid health care practitioners in Iocatl.‘

e Another liability concern with the [Hi
"Highlights" section and older pro
argue that the new format is “bette
"inadequate." The proposed regulation should m
mandatory for drugs not qualifying
cases.

tion‘is that newer drugs would have a
] whave‘\ such a section. Lawyers may attempt to
, that the old format should be considered
ke it clear that utilization of the prior format is
format and that this cannot be argued in legal

122

e A “Highlights” section would be d i
complexity of the label. Simplicity
for health care practitioners to acce

“Index section, increasing the length and
he FDA's stated objective of "mak[ing] it easier
information in prescription drug labeling..."

In the event that the requirement for a nghhghts’

ction is not eliminated in the final rule, the
following specific comments apply: '

A*TA
17,1
[¢]

e FDA should mandate the contents of the “Highlights” section by specifying precisely the
information that must be included. [These specific: i ions should be drug-specific and apply equally
to.branded, or NDA, and generic, or ANDA, versions of the dmg product.

o The half-page limitation (i.e., a half-page of text on 8 1 ‘2 x 11 inch paper) would not be feasible
* for many products, in particular praducts with lengthy and complex labeling (e.g., antivirals,
antineoplastic agents, histamine regeptor antagonists). Also, extending beyond the half-page
limitation would decrease the perceived value of i cluding a “Highlights” section. Additional
comments on the “size” of labeling appears belo der “B,4 — Format.”

first and foremost, above the “Highlights” section ti

e (B,1,a) Product name(s): The tr:;llwiemark and established name(s) of the drug should appear

e (B,1,h) Inverted black triangle: Although this s; bo}l is used on prescription labeling in the
UK to bring attention to new molecular entities (NMEs) and to help health care practitioners
determine an appropriate reporting route for adverse reactlons, it is not a generally recognized
symbol in the US. Without specifi¢ explanation, the symbol adds little value and would likely
cause confusion. Training of healthcare care pract 1on$rs would be necessary if this symbol is
adopted because, unlike in the UK, {the mechanism|for reporting adverse drug reactions (ADRs)
in the US does not differ between NMEs and more estab‘hshed products. In addition, varying
perception of the meaning of the term “new” (¢.g Newly approved by FDA? New to the

prescriber? New to other health car¢ practitioners? negétes the value of the message. Also, a

symbol such as an inverted black trjangle is not p’r?scrib‘iﬂg information and is therefore

misplaced in a section identified as|“Highlights of Prescribing Information”.

e (B,1,d) Boxed Warning: There isjno need for duplication of a full boxed '
warning/contraindication in the “Highlights” section if it already appears prominently at the
beginning of the comprehensive portion of the labeling. ' In addition, for an extensive boxed’
warning/contraindication (>20 lines), summarization is not desirable or appropriate. A referral
statement, i.e., “See Boxed Warning in the Comprehensive Prescribing Information section”,

~ placed in a box in the “Highlights” section, would [be a reasonable option.
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s (B,1,e) Recent Labeling Changes:

Changes” because many older products do not und
would not be applicable. The date|of revision|co
notifying the health care practitioner of the time

e (B,1,f) Indications and Usage: Abbreviation of]
would potentially lead to confusion: The inch(,atl
comprehensive prescribing information or, for in
could be presented with bullet poi tsand CrOSS-T
information. Lastly, some indicati

n statements 1
In the latter case, reference could be provided to
information.

s (B,Lk) Contacts for ADR repor i ng (both the
“Warnings/Precautions” subsectjon of the co

1. A statement providing contact|information is
misplaced within the sections identified as “

Sections of ‘l;he prescribing information changed since the
last revision should be identified. [However, the h

ading should be changed to “Labeling

ergo frequent revision and the word “recent”
‘ d be added to the cited sections as a means of
1e section was revised. "

ithe indications in the “Highlights” section
ns should be listed verbatim from the
catlon statements that may be amenable, they
erenced to the comprehensive prescribing
clude explanatory notes and thus are very long.
i e full text in the comprehensive prescribing

\

1gﬂllghts” section and
prehensive prescribing information):
; |

10t prescribing information and thus is

~“Comprehensive Prescribing Information™,

2. The value of stating the contact
substantial evidence that this

be a redundant term since the inherent defini

ghlights of Prescribing Information” or as

informathn 1= questlonable The Agency has offered no
iill facilitate ADR reportmg by health care practitioners.

3. The term “suspected” ADR may be confu mii; 0 practltloners First, “suspected ADRs” may
t

|
‘reasonably associated - thus s
Second, the term “suspected”
to predominantly report labele
(i.e., those reactions not recog
misinterpretation may be furthg
report suspected ADRs immedis
in the “Warnings/Precautions”
section. Furthermore, health ca
condition experienced by their
reaction.

spected -

4. [If an ADR contact reporting st

labeling.

e (B,1,0) Highlights reminder: The limitation stat
should appear at the beginning of the Highlights se
adequately inform the physician that the informatig

prescribing decisions. Additional 1 Enfcmg lan

ot

(< practltlofxer “
atlent isnot li

; ement is incl
appear in the logical location near the name an

e
=

. i
a

on ofian ADR implies that the drug is
ith the problem, or it would not be a reactxon

i
eactl‘ons” subsections of the “Highlights”
may) mistakenly assume that because the

sted in the “Highlights” section, then it is not a
|

¢ men\t “...these highlights do not include...
ction, dlrectly beneath the product name, to
n in this section is msufﬁcwnt for making

should be included such as; “...these

highlights do not include all of the potential safety hazards that a practitioner might convey to the

patient before obtaining an informegd consent to th
label should be reviewed in its entingty.”

crapy. For complete safety information, the
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o Further clarification is needed on

B,2 - Comprehensive Prescribing Inj

Pharmacia is in agreement that there i
electronic retrieval/location of inform
prescribing information, and for some

comments on the “size” of labeling appear below).
initiative is currently under discussion, The Index"
available and used electronically. We

the probable availability of electronic

(Prototype/model labeling) Boxed
to signal that the labeling contains a b

numeral “1”. If an icon or symbol is d¢
o

B,3 - Comprehensive Prescribing Information

consideration of avoiding confusion
subjected to electronic transmission

Pharmacia is in general agreement with
However, flexibility on subheadings is

information.

Comments on specific subsections of t

sponsor to add clarity to their labe

(B,3,h) Adverse Reactions: Ph

FDA to review and approve.

o
Prescribing Information: Index™) ;t[rctlons may i
of Prescribing Information used fo

w the addltlo ‘x

rjournal adve

ormatmn: Inde

! stq
Ve

ut111ty for a
‘101'1 Howe
inserts, this

uggest that
beling in the

arning icon:
ed warning is
emed necessar
the ability to
printing.

zati
acc

the organi:
required to

aLn of;

|
|
of ﬂ‘le “Highlights” (and “Comprehensive
bact the content and format of Br1ef Summaries

‘ sements

dardized index section, especially for

the I‘ndex will significantly lengthen the

be p‘atticularly problematic (additional
arma01a notes that an electronic labeling

uld have the greatest value when labeling is

component of the labeling be coordinated with
iturel

An i 1cfn consisting of an exclamation point (!)

,confusmg and could be mistaken for the

y or desuable it should be selected in

be maintained in that form when the labeling is

|
|
)sectlons and the section headings.

)mmodate the extremely varied product

)v

e Compreh

| Fgas is the

acia is notf,'

ML

sl Ac
for a currently marketed product would result in cc
liability concerns, and present a major burden ¢

3 fus110n by users of the labeling, raise serious

H

ve Plfescribing Information follow.

\v
1 1) tpe lack of need for duplication in both the
ation, and 2) the unacceptability of the

i \
\;

“ e V\qamings and Precautions sections is
y health care practitioners. The lack of

nce a‘pproprlate headmgs would be used by the

18 %eptember 2000 response to Docket No.
dustr“y on Content and Format of the Adverse

ents to reactions would be particularly

er products whose labeling may be revised to
hange in the Adverse Reactions section

e pharmaceutical industry to create and on the
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In addition, there are several inconsistencies betw
mentioned above that suggest thes¢ two initiatives have‘i not been fully coordinated and may result
in confusion. A few examples are s follows. | The draft guidance describes an overview; it is not
clear if this overview is the same a5 the adveri{}1 ;

LV

actions section in the “Highlights” section or if

ther source of potential confusion is the

proposed rule discussion about cat gorizing adverse reactions by severity, while the draft

guidance provides a lengthy discussi g adverse reactions by frequency. As a final

example, the proposed rule states "[The approximate frequency of each adverse reaction must be

expressed in rough estimates or orders of magni ."|(e.g., frequent, less frequent, rarely).
‘the pointg;%

However, the draft guidance makes joiding characterization of adverse reactions:
"Use of the terms rare, infrequent, and frequent should éenerally be avoided."

d discuss fon of the adverse reactions section in the proposed
ints regard ling|adverse reactions be discussed in both the
ndustry, with the e)gtensive detail provided in the guidance

|

ation: This section ‘of the labeling proposes to include
information that the practitioner should convey tothe patient (like the current Information for
Patients subsection of the Precautions section), This is to be followed by the text of approved
printed patient information or Medication Guide, s ould one of these ex1st The optlon of
presenting the printed patient information or Medig
perforation, to allow for removal for the purpose of
Printing the approved patient labeling/Medication {
conserve document space and is an efficient and ¢
the pharmacist for subsequent forwarding to the p

Pharmacia suggests further review a
rule. We advocate that important p
proposed rule and the guidance for
document.

¢ (B,3,0) Patient counseling infor

pro 1dmg to the patient, should be allowed.
‘ uide in a manner that allows for removal will
‘stom‘ary manner of providing the labeling to

atient.

+ The name and place of business must be included

at the lend of the comprehensive prescribing
information. ! -

B4 — Format-

The standard against which the proposed
spaced, 2 column, 8-point font, with 0.5”

FDA format requirements are gauged (8.5x11”, sirigle
margins) may be appropriate in referencp to prescribing information in electronic form or published
in some manner. However, labeling dls)fnbuted with product utilizes paper sized to accommodate the
text which is then folded for inclusion in or on the roduct package. Pharmacia has determined that
labeling revised using 8-point font, employing the QLS 1are “‘em’s” of space for setting apart the index
numbers, and using other format requirements of the proposed rule would double the size of a paper
containing the prescribing information (commonly referred to as the package insert). The following
represents some downstream issues as a result of following the proposed format requirements, which
would significantly increase costs: |

Prescribing information - “Size” due fto larger i:{t:;

¢ Products with outserts (labeling édhered to the|putside of the container) would be forced to
use cartons to hold both product and prescribing information due to exceeding outsert
limitations. ‘ g

package insert. This could inclyde change parts for inserters but in many cases could require
new cartoners. Many packaging|lines currently equipped to outsert do not currently have
cartoners in the line. Some of the inserts Pharmacia has reviewed would become so large that

¢ New or modified automated packaging lines :;F uld be required to accommodate the larger
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Graphic elements: Various graphic el;Lments are

it would no longer be possible
placed in cartons simply to kee
estimated to cost approximatel

o outsert theém

y $600,00 per p

the pharmaceutical industry, p
significant capital. Some of th
sheets that can be folded. New

Increased use of paper and othtﬂr packaging material resulting in a negative impact on the

environment.

To facilitate understanding of

inters who s
sse printers
folders areles

use of data displays (e.g., table
labeling to avoid confusion. T
the length of the prescribing in
“Size” due to larger font above).
the proposed rule is a simplisti¢
reactions which are very com

, graphs, figurg
ey also require
ormation (see

example ac

p them together

Itis noteh tha

The bottles and inserts would have to be
duripg distribution. Addition of cartoners is
ackaging line. In addition to this expense for

oly in‘\serts could also be expected to invest

ve equipment limitations for the size of paper

ated to cost approximately $250,000 each. |

|

‘given producty] prescrlbmg information frequently requires the

gs). These require careful placement within the
.y

considerable space thus adding significantly to

omrr‘lents under Prescribing Information -
t the prototype labeling for Capoten Tablets in

ng d1splays of data or tables of adverse

on in labeling.

employ the proposed minimum

Using one product as an examy

).

§ Itis further noted that this prototype does not
8-point font size.

e, Pharmacia

with the proposed rule format.
paper required to contain the te;
the insert vendor. In order to p

would then require binding tog
possibly enclosing the sheets in
would be too large to adhere

w
addition of a carton to the preSni

in an increased cost of $.265 pe
These increased costs would pe

Horizontal line separating 3 ma
a logical manner.

Headings bolded and centered:
labeling. Centering of heading
left, which is a current common

Bullet points: Useful when properly utilized.

Color: The use of color must be
item. In addition, color would normally be

photocopied version.

8 point font and 2 square “em’s
comments above under “Size”.

'The insert ess

yrepared a prototype package insert consistent

became too

) prepare the i ‘sejpt ina
text would have to appear on b(lth sides of two

ntially doubled in size and thus the size of the
arge as a single sheet to allow for folding by
manner that would allow for folding, the

sepa‘rate sheets of paper. The two sheets

ther, e.g., glui
an envelop‘e 0

ng or securmg the pages in some manner and

v plas“uc sleeve. The resulting bound insert

h. glue to bottl,
%tatlon Ccll"tO
bottle for just
ersist for the

life

s of product, which then would require the
ing with the larger bound insert would result
|one package presentation of this product.

of the product.

PIO

{or sections:

optional.
eli

Col

josed and comments follow:

pt essential but reasonable to break the text in

:Bolding is us ful and is consistent with current practices for
 should be Ep(} nal with an alternative of placing them flush
‘practice for prescribing information.

or significantly increases the cost of a printed
inated on an electronically printed or

*. Results in a

Use of one-half page for “High
section.

ghts” section:

5,
\

significant loss of printable space. Refer to

See Section III, part B,1 — “Highlights”
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e Vertical lines to show revisions: The use of t

labeling is not feasible since

e printed lapel 1

his element to show changed areas of the
ng accompanying the product is in a multi-

columned (e.g., 4 columns acﬂfs a page) forn

at. '1\“hus, a vertical line would not discriminate

which column of text is affected and be confi

C - Revisions to Labeling for older drugs |

Pharmacia does not agree with the eli

decisions by health care practitioners.
data is also useful.

Similarly,

Approved labeling text was carefully n
subject to standards that were not in efi
should not be expected to continually d
approval in the past.

Pharmacia strongly opposes the propo%%l to eliminate

monstrate

ination of in v
unless a waiver is obtained from the Agency. In v1tro;

gotiated betw
>ct at the time |

=

sing to the reader.

\
| 1‘ <
itro data, particularly for antiinfective products

‘data are useful and potentially critical in aiding
| amqm of action information based on in vitro

pproved labeling text from older products.
sen the FDA and the sponsor and should not be
the text was deemed acceptable. Sponsors
opriateness of data that met the standards for

Prescribers and patients benefit when a
available to them. To remove informa{

liability concerns.

FDA’s rationale for the removal of son
removal of this information would not

practitioners fully understand that the
the INDICATIONS AND USAGE and
discussed elsewhere in the insert are prt

proved use
OSAGE /
:sented for

or Patients
for newer

Regarding the section for Information
Pharmacia’s comments for Point B, 3,

Section IV - Proposed Implementati pn Plan
A - General Implementation Scheme

Currently approved labeling should be

(NCEs) within a new drug class or for 3

1 relevant infor
ion that has begn available to prescribers and patients for years
(and that FDA had at one time considered appropriate‘

ake the label
proposed regulations for the labeling of new products,
labeling will still be significantly different for older v

in th
prox

nation regarding safety and effectiveness is

in Iaﬂeling) will be confusing and may pose

|
|

from Fhe labeling is not sound. First, the
g fo‘r older products consistent with the
as the format and content of the rest of the

rsus newer products. Second, health care

; d dobmg regimens for a product are listed in

8¢

ion purposes.

e labeling for older products, please see
ucts

for the Revised

fgrandfathered].
should only be done prospectively, from the effective
novel compou

Forh_tat and Content Requirements

Implementation of the new labeling format
date of the final rule, for new chemical entities
nd within an existing class. NCEs within an

existing, well-established class (e.g., triptans, antid,
and be modeled after previously approved products
dissimilar prescribing information fo

PIE
within the same class. The existence of two
ts for products within the same well-established class could

ssants) should be exempt from the new format

, information, thus increasing the chance for

lead to the presentation of different, possibly conf;lcti ‘l

prescribing errors. Furthermore, labeli il

place a company manufacturing such a

g in dissi

drug product at

wrmflt within a well-established class would
a competitive disadvantage.
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The implementation of this final rule sla}‘ould be coordi
fu

ef

Reactions section, as well as the other

q
improve the clarity and minimize the l%aming cury

both FDA and industry resources.

To further maximize the potential of a
industry, implementation of this final
electronic labeling.

C - Implementation Plan for Newer ‘ﬂ"d Older lT'u

As stated above under Section I, part

Thus, we have no comment on the sub:
the submission timing (1 year after the

F - Relationship to Other Initiatives

Coordination of the various labeling in

nated

ngoing and

le should b

i

iatives (e.g.

and new Guidance documents for speci

minimize confusion by health care pro;ﬂiders and o

consideration of the limited resources
Section IV - LABELS

Pharmacia advocates the retention of ]

resistant container) on the immediate container lab

M

fic labeling

e dispensin

ew indexed f
e C

: C, we are not i
particularly for antiinfective drug prod

effective da[te

2, C

elin

or the

rmat,
yordinated with the FDA initiative for complete

re la

with that of the revision to the Adverse
ibeling initiatives by FDA, so as to
reader and also to limit the burden on

as well as reduce the burden on FDA and

Products

agreement with the deletion of in vitro data

matio

ntain
>, This information should be readily available

to the pharmacist via the carton or

bottl
information. :

We appreciate the opportunity to provide commen

to discuss these comments with the Ag

Sincerely,

Kathleen J. Day
Senior Director

Global Promotion and Labeling
Pharmacia Corporation

label to pr

ecl

S on
ncy, at your reg

u

this
Juest

n related to the mechanism of action.
Changes Being Effected Supplement™) or
regulation) for these topics.

w regulations concerning pregnancy labeling
sections) should be strongly considered to

thers who use product labeling and in

FDA and within the pharmaceutical industry.

er instructions (e.g., dispense in a light

\de the need to look for it in the prescribing

proposed rule, and we would be pleased
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o) e i

ATTACHMENT

This table contains the specific issues that FDA requested comment on as stated in the Proposed Rule (65 FR 81082 — 81131, December 22, 2000). The issues are listed

in the FR on page 81086. Pharmacia’s response to most of the 15 issues is contained in the accompanying letter and reference to that is noted.

FDA Specific Issues

Pharmacia Response

(1) Whether, and under what éircumstances, it may be inappropriate to include
the proposed ‘‘Highlights of Prescribing Information’’ section in the labeling of
a particular drug or drug class.

A “Highlights” section of the prescribing information is not appropriate under
any circumstances and should be eliminated. Refer to comments under Section
111, part B,1 — “Highlights Section” in the letter. In the event that this section is
retained in the final rule, comments are also offered.

(2) Does the inclusion of a highlights section have a significant effect on
manufacturers’ product liability concerns and, if so, is this concern adequately
addressed by: (a) Titling this section ‘‘highlights’’ rather than ‘‘summary’’; and

Refer to Section ITI, part B,1 —

“Highlights” Section” for full comments. Brief
comments follow: :

{byincluding the foliowing staternent, in bold; at the end of the highlights
section: ‘‘These highlights do not include all the information needed to prescribe
(name of drug) safely and effectlvely See (name of drug)’s comprehensive
prescribing information provided below.’” If these are not sufficient, could the

The proposed section presents very significant liability concerns and neither
alternative a) or b) adequately address those concerns. In addition, liability
concerns cannot be alleviated with any shortened version of the prescribing
information that is additive to the full prescribing information.

| agency take different or additional measures to-alleviate product liability

concerns without eliminating the highlights section altogether or lengthening it

o an extent that'if would no Ionger serve its intended purpose.

1 (3) Whether the full text of any boxed warnings should be included in the
proposed ‘‘Highlights of Prescribing Information’” section, regardless of length.

Tfa “Highlights” section is retained in the final rule, any boxed warning should

-appear in the “Highlights” regardless of length. A boxed warning statement is

by nature as brief as possible, it is carefully prepared, usually as collaborative
effort between the drug sponsor and the FDA, and shortening it would not be
appropriate or reasonable. One alternative if space is a critical issue is to retain
the box in the “Highlights” section and include a statement such as the following
within the box : “See Boxed Warning in the Comprehensive Prescribing
Information”.
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(4) What different types of icons could be used to signal a boxed warning and
what are their costs and benefits.

Refer to Section I, part B,2 — (Prototype/model labeling Boxed Warning icon).

Icons are not necessary to signal a boxed warning. The box itself, and the bold
type within the box, are well recognized to represent critical safety information
on the use of the drug product.

(5) Whether there should be a time limit by which the ‘‘Recent Labeling
Changes’’ section must be removed.

Refer to Section I, part B,1,e — Recent Labeling Changes

The title of this section should be changed to “Labeling Changes” and sections
changed since the last revision should be identified. For older products in
particular, changes do not occur frequently thus the noted changes may not be
recent. The revision date could follow the cited section which would 1dent1fv

when a revisiott took place.

(6) Whether the information required under the ‘‘Indications and Usage”’

.| subsection in the proposed ‘‘Highlights of Prescribing Information’” section
-| should be presented verbatim from-the comprehensive labeling seetion-or

_summarized in a bulleted format.

| amenable to bullet points,

Refer to Section 111, part B,1,f — Indications and Usage

—Indications- shouldmlybvpresentetrvcrbamn ur, I the pr0uuct indications are

text in the comprehensive prescnbmg mfonnatlon

| (7) Whether it is neceséary 10 include the proposed requirement for an index
section given the proposed requirement for a highlights section (i.e., do the
additional purposes served by the index justify its inclusion?).

Refer to Section HI, part B,2 — Comprehensive Prescribing Information: Index _

An Index isnot necessary in view of the indexing and ordering of the
comprehensive prescribing information and would be redundant if the
“Highlights” section is retained in the final rule. However, the Index may aid a
reader slightly. Its greatest value would be associated with hyperlinking when
prescribing information text becomes more widely available electronically.

section is appropriate. If it is believed that specific standardized headings should
be included, FDA requests comment about what they should be.

(8) Whether not including standardized headings in the ‘“Warnings/Precautions’’

Refer to Section III, part B,3,e — Warnings/Precautions

Standardized subsection headings should not be stipulated because the -
information in this section is too variable. :
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(9) Whether it is necessary to include a contact number for reporting suspected
serious adverse drug reactions in the proposed ‘‘Comprehensive Prescribing
Information’” section as well as the proposed “Highlights of Prescribing
Information’ section. ’

Refer to Section III, part B,1,k — ADR Reporting Statement

A contact number is unnecessary in the labeling. If this is retained in the final
rule, it clearly should not appear in 2 locations. Furthermore, neither of the
proposed locations is logical. If a contact reporting statement is to appear in the
labeling, it should be located at the end of the text in close proximity to the
manufacturers name and address.

(10) Whether the potential impact of the proposed rule on small entities has been
accurately estimated by the agency, and whether small business concerns have
been adequately addressed.

Not Applicable for Pharmacia, a large pharmaceutical company.

(11) Whether the proposed requirement to bold certain information in proposed

Refer to Section II1, part B,4 — Format, Graphic Elements

§2057(d)(5) wilt serve itsintended purpose of ensuring the visual prominence
of the bolded information or whether different highlighting methods may be
more effective.

Bolding, consistent with current practices, is appropriate for labeling.

-1 (12) Whether the proposed one-half page limit on-the “Highlights-of Prescribing —
Information’’ 'section (not including boxed warning(s) or contraindication(s)) is

~Refer-to-Section I, part-B;1="“Highlights™ Section

—adequate or whether there are alternafives that would be more appropriate and
under what circumstances such alternatives should be considered. :

Pharmacia strongly disagrees with the concept of a “Highlights” section because
we believe that adequate information cannot be presented. Alternatives that

would result in selecting or abbreviating the labeling are also not acceptable.

' (13) What means (other than the vertical line proposed in § 201.57(d)(9)) could
be used to facilitate access to, and identification of, new labeling information in
the proposed comprehensive prescribing information section.

Refer to Section III, part B,4 — Format- Graphic Elements

Vertical lines simply would not work as proposed because of the multi-column
format of labeling. The only reasonable means of citing sections that have
changed since last revision would be to list the changed section in a portion of
the labeling dedicated to this purpose (e.g., “Labeling Changes” section).

(14) Whether the proposed minimum 8-point font size for labeling is sufficient
or whether a minimum 10-point font size would be more appropriate.

Referto Section III, part B,4 — Format —“Size”

Font size should not be specified because of the tremendous impact this change

would have on the required labeling that accompanies the product, i.e., “package :

insert” on “outsert”.
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(15) Whether the revised format and content requirements should be applied to
drug products with an NDA, BLA, or efficacy supplement that is pending at the
effective date of the final rule, submitted on or after the effective date of the final
rule, or that has been approved from 0 up to and including 5 years prior to the

effective date of the final rule, or whether alternative application criteria should
be used. .

Refer to Section IV, part A

Alternative criteria should be applied. Pharmacia supports implementation of
any new format and content requirements only for new products as of the
effective date of the final rule. A new product would be a product containing a
new chemical entity (NCE) within a new drug class or a novel compound within
an existing class. NCEs within an existing, well-established class (e.g,, triptans,
antidepressants) should be exempt from the new format and be modeled after
previously approved products within the same class.







