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June 20,200l 

Dockets Management Branch (HFA-3 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rockvillle, MD 20857 

Re: Docket No. OON- 1269 - Requiren 
Prescription Drugs and Biologics; 
Register 8 1082 - 8 113 1; Decembe 

Sir/Madam: 

PHARMACIA Corporation submits tl 
Format of Labeling for Human Prescr 
Product Labels; Proposed Rule”. Our 
in the Federal Register (FR) (Vol. 65. 
that extended the comment period to J 

PHARMACIA is in general agreemen 
Research and Manufacturers of Ameri 
rule to emphasize those issues of sign 

Our comments are provided in order a 
information contained the FR notice. 
refer to the following: 

B = Revised Content and Fort 
1 = Highlights Section 
f = Indications and Usage 

The outline system designations are u 
in parentheses before the comment. h 
broader topics are followed by key WC 
address. 

FDA requested comments on 15 speci 
table provided as an Attachment to thi 
comments cited below to avoid duplic 

Its on Co1 
equireme 
!2,2000) 

3 

:s 

following ca 
ion Drugs ar 
lmments are 
I. 247 of Dee 
.e22,200 , 

i 
Jith the co)m 

(Pf=fN. 
:ant impoka 

are identi L K 
lr exampl 

$ 
, a 

t Applica 
j 

le 

I 

Kathleen J. Day 
Senior Director 
Global Regulatory Affairs 
Promotion & Labeling 

Pharmacia Corporation L 
7000 Portage Road 
Kalamazoo, Michigan 49001 wLF 

& 
telephone: (616) 833-8301 

I facsimile: (616) 833-8632 b;it 
kathleen.j.day@pharmacia.com CA 

“1 
::.c- 

.nd Format of Labeling for Human? 
Prescription Drug Product Labels&5 Federal 

nents on the “Requirements on Content and 
3iologics; Requirements of Prescription Drug 
bvided in accordance with the request as stated 
rber 22,200O) and the FR of March 30,200l 

nts sent to FDA by the Pharmaceutical 
: are providing comments on the proposed 
/ to PHARMACIA. 

)y the outline system presented for the 
lmment pertaining B, 1 ,f’ of Section III would 

Ne*er Drugs 

sib+ to identify specific sections and appear 
* simplicity, the outline identifiers for the 
: part of the proposed labeling the comments 

;uesJ and our responses, are contained in a 
the responses to the specific issues refer to the 
in the table. 
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DETAILED COMMENTS REGARI 

Section III - Description of the Props 

B,l - “Highlights of Prescribing InJ; 

Pharmacia does not support the inclusi 
reasons: 

l Health care practitioners will mor6 
read only the “Highlights” section: 
in the body of the labeling. We an 
be compromised by a prescriber’s 
use of prescription drug products” 
section, rather, it would be diminn 

l The importance of a particular piec 
individual circumstances of the po 
inclusion in a “Highlights” section 
assess the relative importance of e, 
That approach would not be medic 
Capoten Tablets in the proposed n 
Information, Warnings/Precaution 
seen in patients using Capoten. Tl 
this class should be used cautious1 
particular risk of decreased corona 
section that patients with this cond 

l The inclusion of a “Highlights” set 
for products liability lawsuits agai 
would be created as a result of the 
information to include in the “Higl 
include. Even if that decision is ei 
prescribing information, absent prc 
Agency’s approval is no shield to 1 
“Highlights” section. 

l In the regulatory arena, the labelin 
essential scientific information net 
serve an additional function in the 
patient. These two models often b 
adequacy of the labeling becomes 
sufficient to enable the prescriber 1 
informed consent. Inevitably, the 
warnings and precautions and to ac 
informed consent. As the Agency 
information could be included in a 
As such, lawyers will always be at 
between the “Highlights” section 2 
prescribing information. For exan 
appearing in the “Highlights” was] 

in the Comprehensive Prescribing 
with valvular stenosis which is frequently 

armings/Precautions suggests that products in. 
valvular stenosis since they may be at 

, there is no mention in the “Highlights” 

ibing information would create a new avenue 
that has not previously existed. This avenue 

be required to make as to 
portantly, information not to 

gency through the approval of the 
roposed.rule does not address), the 
,awsuits that will be based on the 

vide the prescriber with a summary of the 
effective use of the product. Warnings 

obtaining an informed consent from the 
ability/drug litigation. The 
ther the information provided was 
ut also to obtain a satisfactory 

” particularly the sections devoted to 
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location and, if the patients ha 
reason alone, the “Highlights” 
document, use of a thorough in 
labeling, can aid health care pr 

l Another liability concern with 
“Highlights” section and older 
argue that the new format is “b 
“inadequate.” The proposed re 
mandatory for drugs not quali 
cases. 

l A “‘Highlights” section would be 
complexity of the label. Simplic 
for health care practitioners t 

In the event that the requirement for a “Highlights’! s 
following specific comments apply: I 

/ 

l FDA should mandate the contents 
information that must be included 
to branded, or NDA, and generic, 

l The half-page limitation (i.e., a h 
. for many products, in particular 

antineoplastic agents, histamine r 
limitation would decrease the per 
comments on the “size” of labeli 

l (B,l,a) Product name(s): The 
first and foremost, above the “H 

l (B,.Z,h) Inverted black triaqgl 
UK to bring attention to new mo 
determine an appropriate re 
symbol in ,the US. Without 
cause confusion. Trainin 
adopted because, unlike i 
in the US does not differ betw 
perception of the meaning of the 
prescriber? New to other health c 
symbol such as an inverted black 
misplaced in a section identified as 

l (B,l,d) Boxed Warning 
warning/contraindication in 
beginning of the comprehen 
warning/contraindication 
statement, i.e., (‘See Boxe 
placed in a box in the “Hi 

: would have refused the therapy. For that 
reduired. As noted elsewhere in this 

lgidal reordering of the comprehensive 
: pertinent information within the labeling. 

ion is that newer drugs would have a 
ave such a section. Lawyers may attempt to 
that the old format should be considered 
: it clear that utilization of the prior format is 
armat and that this cannot be argued in legal 

,‘Index” section, increasing the length and 
: FDA’s stated objective of “mak[ing] it easier 
infoption in prescription drug labeling.. . ” 

ion ‘is not eliminated in the final rule, the 
I 

, 
s” section by specifying precisely the 
ons~ should be drug-specific and apply equally 
rs of the drug product. 

8 142 x 11 inch paper) would not be feasible 
hy and complex labeling (e.g., antivirals, 
s). Also, extending beyond the half-page 
:ludmg a “Highlights” section. Additional 
rider “B,4 - Format.” 

>lished name(s) of the drug should appear 
tle. i 

~ - nbol IS used on prescription labeling in the 
/1Es) and to help health care practitioners 
: reactions, it is not a generally recognized 
: symbol adds little value and would likely 
ion&s would be necessary if this symbol is 
br reporting adverse drug reactions (ADRs) 
:stablished products. In addition, varying 
dewly approved by FDA? New to the 
negates the value of the message. Also, a 
;cribmg information and is therefore 
‘rest L- - rbmg Information”. 

lication of a full boxed 
1 if it already appears prominently at the 
ing. In addition, for an extensive boxed’ 
n is not desirable or appropriate. A referral 
lenslve Prescribing Information section”, 
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l (B,l,e) Recent Labeling Chan 
last revision should be identifi g should be changed to “Labeling 
Changes” because many older 
would not be applicable. The 
notifying the health care practiti 

could be presented with bu d to the comprehensive prescribing 
information. Lastly, some explanatory notes and thus are very long. 
In the latter case, reference c text in the comprehensive prescribing 
information. 

l (B,I,k] Contacts for ADR rep 
“Wqings/Precautions” subs sive, prescribing information): 

1. A statement providing 
misplaced within the s 
“Comprehensive Prescribing 

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

3, The term “suspected” ADR ctitioners. First, “suspected ADRs” may 
be a redundant term ‘since th ADR implies that the drug is 
reasonably associated - thus blem, or it would not be a ‘reaction’. 
Second, the term “suspected’ reted as “expected”, misleading practitioners 
to predominantly report labe er than those which are unexpected 
(i.e., those reactions not reco evelopment process). This 

d placement of the directions to 

condition experienced by their 
reaction. 

d in the prescribing information, it should 
appear in the logical location ddress of the manufacturer at the end of the 

l (B,l,o) Highlights reminder: 

adequately inform the physician 
prescribing decisions. Additi 
highlights do not include all o 

spy, For complete safety information, the 
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Prescribing Information: Index”) 
of Prescribing Information used 

B,2 - Comprehensive 

Pharmacia is in agreement that 
electronic retrieval/location of 
prescribing information, and for s 
comments on the “size” of label 
initiative is currently under discu 
available and used electronically. of the labeling be coordinated with 
the probable availability of electronic 

(Prototype/model labeling) isting of an exclamation point (!) 
to signal that the labeling contains 
numeral “1”. If an icon or symbol 
consideration of avoiding confus in that form when the labeling is 
subjected to electronic transmissi 

B,3 - Comprkhensive Prescribing 

Pharmacia is in general agreement wi 
However, flexibility on subheadings i extremely varied product 
information. 

Comments on specific subsections of Information follow. \ 

l (B,3,a) Boxed Warning need for duplication in both the 
Highlights and Comprehensive e unacceptability of the 
exclamation point icon. 

l (B,3,e) Warnings and Preca$ ings and Precautions sections is 
desirable and would likely lead 
standardized headings would not 
sponsor to add clarity to their lab 

l (B,3,h) Adverse Reactions: 
adverse reactions and believes 
than reactions. This position 
OOD- 1306- Comments of the Content and Format of the Adverse 

problematic, and in some ca 
comply with new content an 
for a currently marketed prod users of the labeling, raise serious 
liability concerns, and p eutical industry to create and on the -- . 
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In addition, there are several into 
mentioned above that suggest the 
in confusion. A few examples are 
clear if this overview is the same 
the overview is in addition to the 
proposed rule discussion about 
guidance provides a lengthy di 
example, the proposed rule states 
expressed in rough estimates or o 
However, the draft guidance mak 
“Use of the terms rare, infiequen 

Pharmacia suggests further revie 
rule. We advocate that important 
proposed rule and the guidance 
document. 

e proposed rule and the draft guidance 
not been fully coordinated and may result 

raq guidance describes an overview; it is not 
tions section in the “Highlights” section or if 
er source of potential confusion is the 

ns by severity, while the draft 
reactions by frequency. As a final 

uency of each adverse reaction must be 
, frequent, less frequent, rarely). 
aracterization of adverse reactions: 

tion in the proposed 

l (B,3,0) Patient c 
information that the practitioner s 
Patients subsection of the Precaut 
printed patient information or Me 
presenting the prin 

abeling proposes to include 
ike the current Information for 
llowed by the text of approved 
these exist. The option of 
as a section following a 

the pharmacist for subseq 

-0 The name and place of business 
information. 

B,4 - Format. 

The /standard against which the proposed 
spaced, 2 column, S-point font, with 0.5” 
information in electronic form or published 

lizes paper sized to accommodate the 
Pharmacia has determined that 

labeling revised using S-point font, 
numbers, and using, other format re 
containing the prescribing informatro 
represents some downstream issues as 
would significantly increase costs: 

’ of space for setting apart the index 
would double the size of a paper 

package insert). The following 
sed format requirements, which 

limitations. 

container) would be forced to 
due to exceeding outsert 

l New or modified automated d to accommodate the larger 
package insert. This could i ut in many cases could require 

sert do not currently have 
cartoners in the line. Some of 
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it would no 1ongeK be possible 
placed in cartons simply to kec 
estimated to cost approximate] 
the pharmaceutical industry, p 
significant capital. Some of tl 
sheets that can be folded. Nev 

l Increased use of paper and 0th 
environment. 

l To facilitate understanding of 
use of data displays (e.g., tab& 
labeling to avoid confusion. ? 
the length of the prescribing ir 
“Size” due to larger font above 
the proposed rule is a simplist 
reactions which are very comr 
employ the proposed minimur 

l Using one product a$ an exam 
with the proposed rule format. 
paper-required to contain the tl 
the insert vendor. In order to 1 
text would have to appear on 1 
would then require binding tol 
possibly enclosing the sheets i 
would be too large to adhere P 
addition of a carton to the pre$ 
in an increased cost of $.265 p 
These increased costs. would p 

Graphic elements: Various graphic e 

Horizontal line separating 3 m 
a logical manner. 

Headings bolded and centered 
labeling. Centering of heidinl 
left, which is a current commc 

Bullet points: Useful when pr 

Color: The use of color must 
item. In addition, color would 
photocopied version. 

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

Use of one-half page for “Higl 
section. 

t outsert the/n 
them toge!th il ’ $600,00 pfr 
lters who ~UJ 
;e printerslha 
blders are es 

:y also re lui! 
% brmation ( ee 

It is noteh t 
example, ac i 
In in labeli! 

P 
g 

%-poi;lt font z 

2, Pharmaqia 

sist for the li 

ments are prc 

or section : 

Bolding is s 
should be U 

r 
F 

practice fo 1 

berly utilized 

optional. CC 
ormally b 

e 
e 

h ‘: Results * 

.ghts” secti 

, 

I 

The/ bottles and inserts would have to be 
durihg distribution. Addition of cartoners is 
ckahing line. In addition to this expense for 
ly inserts could also be expected to invest 
: eqdipment limitations for the size-of paper 
nated to cost approximately $250,000 each. 

:eriai resulting in a negative impact on the 

prescribing information frequently requires the 
i). dhese require careful pl&eme& within the 
condiderable space thus adding significantly to 
omdents under Prescribing Information - 
.t thd prototype labeling for Capoten Tablets in 
ng displays of data or tables of adverse 
lt is hrther noted that this prototype does not 
,e. 

rep”“;“d a prototype package insert consistent 
Ltially dotibleh in size and thus the size of the 
urge &s a single sheet to allow for folding by 
in a manner that would allow for folding, the 
separate sheets of paper. The two sheets 
g or kecuring the pages in some manner and 
plastic sleeve. The resulting bound insert 
:s of broduct, which then would require the 
ing ph the largei bound insert would result 
one package presentation of this product. 
of ty product. 

osed and comments follow: 

>t essential but reasonable to break the text in 

i.d afllcl is consistent with current practices for 
anal pith an alternative of placing them flush 
:scril+ng information. 

3r significantly increases the cost of a printed 

P I 
ina&d on an electronically printed or L 

‘\ 
loss of printable space. Refer to 

See $ection III, part B, 1 - “Highlights” 
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l Vertical lines to show rev 
labeling is not feasible s 
columned (e.g., 4 colum 
which column of text is 

C - Revisions to Labeling for older 

Pharmacia does not agree with the el 
unless a waiver is obtained from the 

Pharmacia strongly opposes the prop 
Approved labeling text was carefully 
subject to standards that were not in e 
should not be expected to continually 
approval in the past. 

Prescribers and patients benefit when 
available to them. To remove inform 
(and that FDA had at one time consi 
liability concerns. 

FDA’s rationale for the removal of 
removal of this information would 
proposed regulations for the labeling 
labeling will still be significantly 
practitioners fully understand that 
the INDICATIONS AND USAGE an 
discussed elsewhere in the insert are p 

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

Section IV - Proposed Implementa 

Currently approved labeling should be 

and be modeled 

lead to the present&on o 
prescribing errors. Furthermore, 
place a company manufacturing 

s element to show changed areas of the 
g accompanying the product is in a multi- 
t. Thus, a vertical line would not discriminate 
ng to the reader. 

‘0 data, particularly for antiinfective products 
ata are useful and potentially critical in aiding 
lnism of action information based on in vitro 

pproved labeling text from older products. 
In the FDA and the sponsor and should not be 
ie te k t was deemed acceptable. Sponsors 
upriateness of data that met the standards for 

nation regarding safety and effectiveness is 
1 available to prescribers and patients for years 
3 labeling) will be confusing and may pose 

om the labeling is not sound. First, the 
g for older products consistent with the 
LS the format and content of the rest of the 
sus newer products. Second, health care 
d dosing regimens for a product are listed in 
AD/MIINISTRATION sections, and that data 
mation purposes. 

3 labeling for older products, please see 
ucts, 

Forbat and Content Requirements 

Implementation of the new labeling format 
ate of the final rule, for new chemical entities 
td within an existing class, NCEs within an 
ssan, s) t should be exempt from the new format 
hin the same class. The existence of two 
within the same well-established class could 
3, information, thus increasing the chance for 
Form k t within a well-established class would 
a competitive disadvantage. 



. 
Response to Docket No. OON-1269 
June 20,200l 
Page 9 of 13 

The implementation of this 
Reactions section, as well 
improve the clarity and minimize the 1 
both FDA and industry resources. 

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

C - ImpIementation 

As stated above under Section III, p 
particularly for antiinfective dru 
Thus, we have no comment on 
the submission timin 

F - Relationship to Other Initiativ 

Coordination of the various labeling 
and new Guidance documents for sp 
minimize confusion by health care 
consideration of the limited resou 

Section IV - LABELS 

Sincerely, 

Kathleen J. Day 
Senior Director 
Global Promotion and Labeling 
Pharmacia Corporation 

Pharmacia advocates the retention 
resistant container) on the immedi 
to the pharmacist via the carton or 
information. 

We appreciate the opportunity to pro 
to discuss these comments with the A 
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ith that of the revision to the Adverse 
:ling initiatives by FDA, so as to 
ader and also to limit the burden on 

well as reduce the burden on FDA and 
:ed with the FDA initiative for complete 

ets 

lent with the deletion of in vitro data 
related to the mechanism of action. 
ranges Being Effected Supplement”) or 
gulation) for these topics. 

llations concerning pregnancy labeling 
hould be strongly considered to 
Ise product labeling and in 
)harmaceutical industry. 

instructions (e.g., dispense in a light 
information should be readily available 
need to look for it in the prescribing 

boposed rule, and we would be pleased 



ATTACHMENT 

This table contains the specific issues that FDA requested comment on as stated in the Proposed Rule (65 FR 8 1082 - 8113 1, December 22,200O). 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. 

akedifZerentoradditionalmeasuresto 

In addition, liability 
ion of the prescribing 

“Highlights” regardless of length. A bo 

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 

’ _.. 
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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. 

The title of this section should be 

ts of Prescribing Information” section 
m-thecem~r~henssi-ve~rng~ct~~r 

An Index is not necessary in view of the indexing and ordering of the 
comprehensive prescrib,mg 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, 

requests comment Standardized subsection headings should not be stipulated because the 
information in this section is too variable. 

-- 
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Information” section as well as the proposed “Highlights of Prescribing 
Information” section. 

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 me 
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. 

e agency, and whether small business concerns have 
been adequately addressed. 

is appropriate for labeling. 

ttate access to, an 
the proposed comprehensive prescribing information section. 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 

er a mmmum 
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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FDA Specific Issues Pharmacia Response 3 

(15) 
drug products with an NDA, BLA, or efficacy supplement that is pending at the 

Refer 

effective date of the final rule, submitted on or after the effective date of the final 
mle, or that has been approved from 0 up to and including 5 years prior to the 

Alternative criteria should be applied. Pharmacia supports implementation of 

effective date of the final rule, or whether alternative application criteria should 
any new format arid content requirements only for new products as of the 

be used. 
effective date of the fmal 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 afier 
previously approved products within the same class. 




