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Dear Sir or Madam: 
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GlaxoSmithKline (GSK) applau 

drug products, we cannot fully endo 
cations such as reorganization oft 
addition of an index to improve 
especially with the possibility of ele 
horizon; however, requirements for 
definition of “adverse reaction,” an 

We appreciate the agency’s willin 
position on major issues is provide 
to specific questions posed by 

the proposed rule. Our 
eration, along with responses 

Whereas the proposal to create a sect 
conceptually appealing, the practical 
intent. However well-intentioned, t 
unnecessary and unwise, because it 
communication of prescribing infor 
unwarranted additional product liab 
has implicitly recognized, by prop0 
highlights do not include all the in 

most important information is 
tation counter the original 

“highlights” section’ may be 

t in the imposition of 

ibe (insert name of drug 

’ See proposed Q 201.57(a). 
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product) safely and effectively,“2 the e 
somewhat flawed: it is simply not pas: 
that should already have been distilled 
prescribing information.” Further con 
space (be it Y2 of a standard 8%” x 11” 
omission of information that could be 
individual patient. Because practition 
come at a potentially severe cost, beta 
certain complacency about the need to 
“highlights” section. Ultimately, the c 
prescribing decisions, in the best inter 

An example of this inevitable counter 
lines of any boxed warning or contrair 
section.4 If the full text of the warnin 
“comprehensive” section of the label, 
prepare a summary for the “highlights 
limitations, the proposal would force i 
brief. Notwithstanding the proposed I 

label, busy practitioners who stop sho 
not deterred, from prescribing on the 1: 

Sub-optimal communication of prescr 
mandating a “highlights” section. The 
space constraints on the section, and t 
discussions between the agency and s] 
by the need to reach agreement on wh 
to reach (even possibly among agency 
the comprehensive “warnings/precaut 
as evaluated on the proposed “most cl 
Resolving differences of opinion on s 
review and approval process. Inevital 
among drugs within the same class or 
divisions, which will only compound 1 
be included in an individual case. 

2 See proposed 3 201.57(a)(G). 
3 See proposed $ 201.57(d)(8). 
4 See proposed 0 201.57(a)(4). 
‘See proposed Q 201.57(c)(6). 
6 See proposed 5 201.57(a)(lO). 
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I the1 “highlights” section is 
:ondlense prescribing information 
nce fn arriving at “comprehensive 
n artificially limited “highlights” 
Jise) is possible only with the 
:st treatment decision for an 
:ssai-ily limited, these omissions 
s will predictably be lulled into a 
I then initial (artificially limited) 
: of supporting well informed 
vi11 suffer. 

act is the proposed limitation to 20 
voulh appear in the “highlights” 
:atid 
s, n 

, as included in the 
the manufacturer is required to 

n, because of artificial space 
rhat should already be irreducibly 
ler to the “full” text deeper in the 
senlb deterred, or inappropriately 
cially limited initial statement. 

I 

3n is not the only likely ill effect of 
-al costs as well. Given artificial 
teedlfor selectivity, labeling 
further complicated and burdened 
;y no means will consensus be easy 
Nhat “aspects” of the information in 
.eser#e mention m the “highlights,” 
ant”1 standard (emphasis added).6 
ray substantially complicate the drug 
applarent discrepancies will emerge 
a, and across FDA reviewing 
’ reaching consensus on what should 
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That the content of a “highlights” set 
ramifications only reinforces the imp’ 
what to include. As the agency has a 
section that is explicitly intended to i 
drug-related risks”* sets up a conveni 
who experience an adverse drug reac 
label but not the “highlights”: a theo 
it should and could have been more I 
section. Because questions about the 
central to product liability suits, the a 
concerns as “highly speculative,‘yg an 
“highlights limitation statement”” w’ 
persists, over industry objections, in I 

constrained in length, liability cancer 
agreeing upon what is “most importa 

Given the unwarranted potential liabj 
first and foremost that the agency dis 
formatting improvement efforts on tl 
prescribing information and to orient 

In any event, the agency should not p 
impacts on manufacturers. To assure 
unfairly burdened by unwarranted ad 
necessary legislative and administrat 
as a matter of federal law over state 1 
of information outside the “highlight 
inferior alternative measure, FDA shl 
proposed “highlights limitation statei 
of reliably shielding manufacturers fi 
sentence of the statement should be s 
must review the entire comprehensiv 
prescribing (insert name of drug proc 
be moved to the beginning of the set 
PRESCRIBING INFORMATION” a 

7 See 65 FR 8 1082,8 1087-88 (December 22 
* See 65 FR 81082,81088 (December 22,2( 
‘See 65 FR 81082,81087 (December 22,2( 
lo See proposed 5 20157(a)(15). 
” See proposed $201.57(a)(15). 
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serious product liability 
ential difficulty, of decisions about 
he existence of a “highlights” 
t important information regarding 
bilit/y for litigation-minded patients 
the “comprehensive” portion of the 

a L as allegedly inadequate because 
.avelbeen placed in the “highlights” 
prominence of warnings are typically 
y dismissive in characterizing these 
ve to think that the proposed 
ail-safe shield. If the agency 
;hlights” section that is artificially 
edld only add to the difficulty of 

)unt.r-productive effects, GSK urges 
ghlfghts” section and instead focus 
proposals to reorganize the 
index. 

1 I 
:uring the potential adverse liability 
terms that product sponsors are not 
ris lL , FDA should wait until 
:en taken to assure the preemption, 
iability founded upon the placement 
prescribing information. As a far 

: force and prominence of the 
it vvould stand an improved chance 
: a minimum, the proposed second 
sidkrably (e.g., to read “Prescribers 
formation provided below before 
iighlights limitation statement should 
y fflowing “HIGHLIGHTS OF 
2 prbduct name. The font size 
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should be equivalent to that oft T LABELING CHANGES, 
INDICATIONS AND USAGE, etc.). 

Just as adding a “big 
approval process and serve unfairly to 
risk, without countervailing benefits, 
reaction.” More generally, this ch 
confusion. The proposed change i 

The current definition in 21 C.F.R. 8 
associated with the use of a drug, th 
the drug or may be unpredictable in i 
consistent with the definition of “ad 
“Clinical Safety Data.Management: 
is “a noxious and unintended res drug product for which there is a 
reasonable possibility that the pr nse (ie. ) the relationship cannot be 
ruled out).“i2 

The agency should appreciate the s 
expressed about the import of the 
this can engender. In a “glossary’ 
“adverse reactions” section of prescr 
definition (the one that FDA has pro 
prescription drug 1 
in [current] 201.5 
maintains that “adoption of the pro 
more focused ‘Adverse Reactions’ adbed)14 by making changes of two 
kinds. 

One of the two proposed changes i ml: substituting the phrase “for 
which there is a reasonable possibi caused the response” for the 
phrase “reasonably associated with that may occur as part of the 
pharmacological action of the drug o 

l2 See proposed 5 201.57(c)(9). 
l3 FDA draft “Guidance for Industry - e Adverse Reactions Section of Labeling 
for Human Prescription Drugs and Bio foolnote 6. In’footnote 6, the ICH 
definition is mistakenly attributed to the er tpan the ICH E2A guideline; however 
the title of the rele 
l4 See 65 FR 8108 
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According to the agency, this substitt 
that “is not meaningful to prescribers 
standard “can be and in many cases lo 
should be included merely if there is 
causal association, between a respon! 
proposes to include a proviso, per-tint 
identical to existing language in cum 
revised to include a warning as soon 
a clinically significant serious hazard 
been definitively established (emphac 
itself whether “reasonable association 
interchangeable or not, with one resu 
regulations. 

GSK believes that the proposed “rea! 
distinct from the well-established “re 
distinction can indeed make a differe 
significant from a product liability st 
argue strenuously that inclusion of ar 
proposed new “reasonable possibilit! 
admission of causation, in satisfactio 
claim in a tort action. On the current 
could not so readily be argued that in 
constitutes an implied admission of c 
may thus significantly compromise tl 
liability cases. 

Because of those potential consequer 
opinions can honestly diverge on quc 
“reasonable possibility of causation” 
delaying or deterring inclusion of pal 
prescription drug labeling. Good fail 
professionals, internally within the si 
about the degree of a potential causa: 
well-understood limitations of spent: 
information. Under the current “reas 
potentially significant reported event 
labeling need not be delayed by inter 
degree of a potential relationship, ant 

I5 Id. 
I6 See proposed $ 20157(c)(6)(i). 

of 
In 

effect of excluding information 
: “reasonable association” 
s meaning that a reaction 
)n, rather than a reasonable 
: at the same time, the agency 
:autions” only and virtually 
;7(e), that “labeling must be 
e evidence of an association of 
11 relationship need not have 
;ency thus appears uncertain 
ossibility of causation” are 
nsistency within the proposed 

’ causation” standard is in fact 
” standard, and that the 
:rence can be extremely 
attorneys can be expected to 
rse reactions” section, on the 
nd, would be tantamount to an 
tial elements of a plaintifFs 
ion” standard, in contrast, it 
n the “adverse reactions” section 
of the proposed new standard 
lcturers in individual product 

tantly, because expert medical 
usation, adoption of a 
ave the unfortunate impact of 
dverse reaction information in 
arise among concerned medical 
across organizational lines, 
3 all the more true given the 
stmarketing adverse event 
standard, the addition of 
:tions” section of a drug’s 
2 over questions about the 
d, in the face of genuine 
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uncertainty, by concerns about negati 
inclusion in the label can take place 
patients benefiting from inclusion 
potentially significant reported ev 
well serve to delay or deter such 

Changing the definition has other p 
reevaluate previously approved “ad 
standard of inclusion, sponsors and 
reviewing and possibly debating a n 
Prescribers who consult prescription 
transition to new standards. And as 
cannot readily be reconciled with th 
soon as “reasonable evidence of an 
consequences of changing the defi 
agency asserts in terms of great 

As with the proposed “highlights” 
definition of “adverse reactions” b 
given that the potential benefits gai 
imposed by this new regulation on 
consequences) and on the FDA wil 
notwithstanding these compelling 
manufacturers, on the strength of 
inclusion, of any information in the “ 
federal preemption of state law, sup 

RESPONSES TO FDA QUEST10 
ABOVE: 

What different types of icons could 
their costs and benefits? 
The agency has suggested 
“Warning” section is listed first in 
the index. Furthermore, inclusion of 
prescribing information section of 
the prominence of the warning. 
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jductive, and unjustifiable 
lclear while the burdens 
; unfair adverse litigation 
agency persists 
;ate the impact by assuring 
Idministrative action, that the 
<on may not, as a matter of 
on in any tort action. 
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boxed warning and what are a’ 
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:d warning. Since the 
d appear not to be necessary for 
warning in the comprehensive 
rfluous, as it does not increase 
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Should there be a time limit by wh 
be removed? 
Because implementation of the final 
labeling will involve substantial fina 
additional expense by having to revi 
imposed revision date mandated by t 
require inclusion of “recent labeling 
dictate a removal date. 

Should the information required u 
the proposed “Highlights of Prescr 
from the comprehensive IabeIing so 
The final rule should encourage a bu 
verbatim provision in such cases whc 
appropriately convey the indication ( 

Are standardized headings in the ‘ 
It would be difficult to determine a fi 
various topics that might fall into thi 
the flexibility to determine the need : 
headers. 

Is it necessary to’include a contact 
drug reactions in the proposed “CI 
well as the proposed “Highlights o 
It should be sufficient to include a cc 
drug reactions only once in the presc 

Does the proposed requirement to 
serve its intended purpose of ensue 
information or would different hie 
The requirement to bold certain in: 
intended purpose of ensuring visual : 

Is the proposed one-half page Iimi 
section (not including boxed warn 
there alternatives that would be m 
should such alternatives be consid’ 
Please refer to the previous discussic 

h the “Ret 
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3n” section appropriate? 
ers that would encompass the 
ng. Sponsors should be given 
jecific language for such 
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ng suspected serious adverse 
ribing Information” section as 
3ation9 section? 
orting suspected serious adverse 

ation in proposed 201.56(d)(5) 
inence of the bolded 
be more effective? 
:d 201.56(d)(5) would serve its 
lded information. 

of Prescribing Information” 
:ation(s)) adequate or are 
1 under what circumstances 
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What means (other than the vertica 
facilitate access to, and identificatio 
comprehensive prescribing informa 
It is difficult to implement a means of 
information without incurring the diff 
margin or without drawing inappropri 

Is the proposed minimum S-point fc 
minimum lo-point font size be more 
Because of the amount and complexit 
locating information of interest is ‘ofte 
type is easier to read; however, provis 
highlighting techniques such as boldir 
font size in commercial packages wet 
enhanced readability, since as noted ir 
most common source of labeling info] 
font sizes and reassess practitioner sat 
prescribing information before impler 

Increased font size would also pose pi 
inserts could be increased by 70% usi 
the larger inserts are anticipated. It is 
commercial packs is not printed on 8 
including some as narrow as 2 3A”. 

Larger prescribing information leaflet 
are packaged in bottles with “outserts 
a carton) would require larger bottles 1 
prescribing information leaflets. Whe 
may have to be packaged in cartons u: 
expenditure would, be required to imp 

Should the revised format be applie 
efficacy supplement that is pending 
on or after the effective date of the i 
to and including 5 years prior to the 
alternative application criteria be u 
The effective date of the final rule she 
application. The most practical methc 
format to those products submitted on 

line propos 
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:d with graphic elements in the 
,art{cular sections of the label. 
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’ ed in prescribing information, 

e practitioner. Obviously, larger 
and standard formatting, along with 
r the need for enlarged type. Larger 

ioners easier access or 
proposed rule, the PDR is the 

to maintain current 
re revised content and format of 
:d font size requirements. 

tges. Some complex, larger package 
Problems with printing and folding 

te that prescribing information for 
bud rather paper of various sizes 

pecks of packaging. Products that 
red to the bottle itself rather than in 
: the increased size of the 
cant 

lr 
ot be accommodated, products 

x t an outserts. Substantial capital 
ttain such packaging changes. 

ucts with an NDA, BLA, or 
date of the final rule, submitted 

at has been approved from 0 up 
of the final rule, or should 

:ly impact the review of any 
atidn would be to apply the revised 
:ctive date of the final rule. This 
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would eliminate problems associ 
approved applications. 

1. Patient Counseling Information 
Proposed 201.57(c)( 17) would retitle 
Precautions section 0 
section to a separate section at the e 
According to the proposal, this wo 
immediately precede any approved 
proposed change would clarify that 
be distributed to patients, but is inte 
Please clarify whether a reference to 
would be sufficient in the “Patient C 
whether the agency 
information in this 
printed immediate1 

2. Recent labeling changes 
Proposed section 201.57(a)(5) woul 
approved or authorized substantive 1 
definition of “substantive” to avoid 
to highlight the addition of a new in 
interpret “substantive” more narrow 
safety related issues. In addition, to 
associating a date (month/year) with 

3. References 
The conditions for 
proposed 20 1.57(c 
there are substantial differences in th 
divisions. 

4. Changes to labeling require 
FDA is requiring changes to the 1 
evidentiary support for indications 
regimens, discussion of clinical st 
these required changes can be imp 
supplement, it is unrealistic to thin 
independently agree on the informat 
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Patients” subsection of the 
Information” and move this 

ve prescribing information. 
counseling information would 
dication Guide. Further, the 
this section is not intended to 
titioner counseling of patients. 
lpproved as part of the labeling 
n” section of the labeling or 
nary of the important patient 
le approved patient information 

the labeling for recent FDA 
: agency should clarify the 
ndings. A sponsor might wish 
Idy, when the agency may 
d restrict “recent changes” to 
ency may wish to consider 

labeling have not changed in 
lould be aware that currently 
ns are applied across reviewing 

rear of the Final Rule 
Id newer applications related to 
; unapproved uses or dosing 
3 and animal data. Although 
:s Being Effected (CBE)” 
:wing divisions would 
is requirement. Therefore, CBE 



t 

Management Dockets 
June 20,200l 
Page 10 

supplements might need to be resubm 
were to disagree with the sponsor’s 
take advantage of the waiver provisi 
labeling. Given these scenarios, it i 
be implemented for all products withi 
disadvantaging some products. 

5. Inverted Black Triangle 
GSK questions the appropriatenes 
information. In principal, use of a 
drugs (“new” versus “old”), .absent 
distinction. In addition, use of the 
drugs merit this “alert”’ symbol sine 
inherently less safe. In fact, the dat 
lethal medication errors and adverse r 
administration). 

6. Index 
By associating numbers with partic 
regulations is to maintain consiste 
avoid confusion when a numbe 
maintaining a standard index for ret 
indicate when data are not available 

7. Comprehensive Prescrib 
The third sentence in propose 
clinical use of the drug in hu 
healthy volunteers, not “patients.” 

8. In vitro data 
The proposed change to existing 
infective products should be reco 
spectrum of activity for antimicro 
have an understanding of which 
narrow in their spectrum. Consider 
the inclusion of appropriate caveats. 
activity of Product X against these m 
generated in a controlled trial setting 
body of knowledge for Product X in 
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taking any changes to the 
LOW this part of the rule could 
)n of the final rule, necessarily 

nbol in prescribing 
:red catalog of prescription 
basis for FDA to make such a 
icit assumption that “new” 
ce with them and they are 
gs are still associated with 
with potassium for parenteral 

; the intent of the proposed 
ing system across products. To 
ndex, FDA should consider 
sing N/A or “not applicable” to 
1 . 

revised to read, “. . .pertaining to 
action studies are performed in 

xcluding in vitro data for anti- 
d to be informed of the full 
choosing an antimicrobial, they 
:&rum of activity and which are 
to maintaining in vitro data with 
linical relevance of the in vitro 
known. These data were 
ssarily represent the current 
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9. Dose-ranging studies 
Proposed 20 1.57(c)( 15)(i) states that 
regimens which are not proven safe z 
inclusion of a dose ranging study tha 
regimens that are not approved for u: 

10. Most Common Adverse Reactic 
It would be misleading and inapprop 
under the “WARNlNGS/PRECAUT 
PRESCRIBING INFORMATION. T: 
should be moved below the telephon 
given a separate identifying header. 

GlaxoSmithKline wishes to thank the 
on the proposed revisions to the cant 
drugs and biologics. This proposed I 

suggestions it will engender represen 
effective use of prescription drug prc 
with the Agency on this topic. 

Sincerely, 

T 

Michele M. Hardy 
Director, Strategic Product Labeling 
Regulatory Affairs 
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