June 20, 2001

Dockets Management Branch (HFA-3
Food and Drug Administration - Rm.
5630 Fishers Lane

Rockville, MD 20852

Docket No. 00N-1269
Proposed Rule on Prescription

Re:

Dear Sir or Madam:

GlaxoSmithKline (GSK) applauds the
product labeling for prescription drugs
culminated in the recently published
of Labeling for Human Prescription L}
proposal for making prescription drug
GSK shares the agency’s objective of
drug products, we cannot fully endorsg
cations such as reorganization of the ¢
addition of an index to improve acces
especially with the possibility of elect
horizon; however, requirements for th
definition of “adverse reaction,” and i

We appreciate the agency’s willingne
position on major issues is provided b
to specific questions posed by the age

HIGHLIGHTS OF

Whereas the proposal to create a secti
conceptually appealing, the practical
-intent. However well-intentioned, the
unnecessary and unwise, because it
communication of prescribing infor
unwarranted addigional product liabil
has implicitly recognized, by proposir
highlights do not include all the infor;

' See proposed § 201.57(a).
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nued research into ways to improve

Hl These efforts over nearly a degdade
Requ‘irements on Content and Format
oglcs that delineates the ageney»

T to access read, and use. Alth@ugh
safe and effective use of presciiption
ents of the proposed rule. Modifi—
pre§cr1b1ng information and the
qiablhty are particularly appealmg,
prescrlblng information on the
“nghhghts” section, revision of the

FVAS @re potentially problematic.
|
|

!

t comments on the proposed rule. Our
our|

consideration, along with responses

NG INFORMATION

‘ the most important information is
\ementatlon counter the 0r1g1na1

ire a “highlights” section' may be
the goal of effective

sult in the imposition of
sponsors. As the agency itself
atement that reads “[t]hese

to prescribe (insert name of drug
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product) safely and effectively,”” the eftire premise ¢

somewhat flawed: it is simply not possible to furttlier
that should already have been distilled fo its very Fss

prescribing information.” Further condensation into|
space (be it 2 of a standard 8%2" x 11" »age” or other

omission of information that could be critical to the t

individual patient. Because practitioners’ time is nec
come at a potentially severe cost, because practitione
certain complacency about the need to ponsult beyon
“highlights” section. Ultimately, the oyerall objec’:tiv‘

prescribing decisions, in the best interest of patier}FtS,

An example of this inevitable counter-productive
lines of any boxed warning or contraindication, as it

section.* If the full text of the warning or contrai’ndf

Df the““highlights” section is

condense prescribing information

ence ‘m arriving at “comprehensive

an artificially limited “highlights”
ise) is possible only with the

est treatment decision for an
ssaﬁily‘ limited, these omissions
s will predictably be lulled into a
the initial (artificially limited)

e of supporting well informed

will suffer.

imrp)act is the proposed limitation to 20
would appear in the “highlights”

cation, as included in the

“comprehensive” section of the label, ¢xceeds 20 lings, the manufacturer is required to

prepare a summary for the “highlights*| section. Ag
limitations, the proposal would force areduction of |

y

in, because of artificial space
What should already be irreducibly

brief. Notwithstanding the proposed re fferral of jre

label, busy practitioners who stop short may be mista

!

not deterred, from prescribing on the basis of an artif

|

mandating a “highlights” section. There are proc du
need for selectivity, labeling
| further complicated and burdened

Sub-optimal communication of prescribing inforEati

space constraints on the section, and t
discussions between the agency and sp

consequent

by the need to reach agreement on wh
to reach (even possibly among agency |t
- the comprehensive “warnings/precauti
as evaluated on the proposed “most clini

review and approval process. Inevitab

among drugs within the same class or herapeuti ar

der to the “full” text deeper in the

kenly deterred, or inappropriately
icially limited initial statement.
|
|
on is not the only likely ill effect of
ral costs as well. Given artificial

S |
jwhaﬁ “aspects” of the information in
leserve mention in the “highlights,”

y no means will consensus be easy

standard (emphasis added).’

‘ nay substantially complicate the drug
y, potential or

apparent discrepancies will emerge
a, and across FDA reviewing

divisions, which will only compound ﬁhe challenge ¢f reaching consensus on what should

be included in an individual case.

2 See proposed § 201.57(a)(15).
? See proposed § 201.57(d)(8).
* See proposed § 201.57(a)(4).
5 See proposed § 201.57(c)(6)-
® See proposed § 201.57(a)(10).
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That the content of a “highlights” secti

ramifications only reinforces the impof
nowledged’,

what to include. As the agency has ac
section that is explicitly intended to in
drug-related risks”® sets up a convenie
who experience an adverse drug reacti
label but not the “highlights”: a theor
it should and could have been more pr
section. Because questions about the ]
central to product liability suits, the ag
concerns as “highly speculative,” ® and
“highlights limitation statement”’® w

persists, over industry objections, in

clude “the

t theory of liabili
'En disclosed in the| “comprehensive” portion of the
/ that the warm;
ominent, .

rlacement
ency is un

andating
s will und

constrained in length, liability concerr
agreeing upon what is “most importan

t.”

somewhat nai
Id serve as a

ma

anc!
fair]

‘h'

on could have serious product liability
ance, and po
the existence of a “highlights”

entirlil difficulty, of decisions about

st important information regarding
for litigation-minded patients

ing \Lvas allegedly inadequate because

e., ]1avereen placed in the “highlights”

prominence of warnings are typically

N ..
y dismissive in characterizing these

ve t@ think that the proposed

fail- safe shield. If the agency

ghlights” section that is artificially

%Jul:% tedlyi only add to the difficulty of

|

Given the unwarranted potential liabilLty costs and (éount‘tar—productive effects, GSK urges

first and foremost that the agency dispy

formatting improvement efforts on the

nse with

very positive

prescribing information and to orient

In any event, the agency should not proceed without
impacts on manufacturers. To assure {n no unce!
unfairly burdened by unwarranted additional liabilit
necessary legislative and administrative action has b
as a matter of federal law over state 12

of information outside the “highlight
inferior alternative measure, FDA sh

proposed “highlights limitation staten ent,
of reliably shielding manufacturers from hablhty.
sentence of the statement should be strengthened c¢

must review the entire comprehensive

prescribing (insert name of drug product)),”and

be moved to the beginning of the sect

eaders with

, of any to
> section of th
1d e’nhanc‘e tl

’,11

tighlights” section and instead focus

as i

proposals to reorganize the
inde.

(
curmg the potential adverse liability

rtain terms that product sponsors are not
y risk, FDA should wait until

“een taken to assure the preemption,
ghablhty founded upon the placement

e prescribing information. As a far
e force and prominence of the

dl

A
A

it w‘ould stand an improved chance
\t a minimum, the proposed second

51derab1y (e.g., to read “Prescribers

prescribing information provided below before

on immed

the

highlights limitation statement should
iately following “HIGHLIGHTS OF

PRESCRIBING INFORMATION” and preceding e prpduct name. The font size

7 See 65 FR 81082, 81087-88 (December 22

¥ See 65 FR 81082, 81088 (December 22, 200
? See 65 FR 81082, 81087 (December 22, 2000).

10 See proposed § 201.57(a)(15).
1 See proposed § 201.57(a)(15).

2000).
0).
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should be equivalent to that of the subh

INDICATIONS AND USAGE, etc.).
DEFINITION O

Just as adding a “highlights” section w
approval process and serve unfairly to
risk, without countervailing benefits, s
reaction.” More generally, this change
confusion. The proposed change in de

The current definition in 21 C.F.R. § 2
associated with the use of a drug, that 1
the drug or may be unpredictable in its
consistent with the definition of “adve
“Clinical Safety Data Management: D
is “a noxious and unintended response
reasonable possibility that the product
ruled out).”"?

eaders (e.g

ould likely b
>Xpose mari
y too woul

01.57(g) is
nay occur
occurrenc
se drug re
efinitions :

? “ADVERSH

would introd
finition should

?lCtl
‘ and
to any dose oﬂ" a drug product for which there is a

ECENT LABELING CHANGES,

REACTION”

the drug labeling review and
acturers to added product liability
ing the definition of “adverse
inconsistency and potential
thus be abandoned.

1 undesirable effect, reasonably

part of the pharmacological action of
l Theproposéd new definition,

in the final ICH E2A guideline

on’ i
Standards for Expedited Reporting,”

The agency should appreciate the seer
expressed about the import of the prop

ing lack of ¢

this can engender. In a “glossary” ap
“adverse reactions” section of prescrip
definition (the one that FDA has propc
prescription drug labeling regulations)*
in [current] 201.57(g).” B However, i
maintains that “adoption of the propos
more focused ‘Adverse Reactions’ sec
kinds.

One of the two proposed changes is of
which there is a reasonable possibility|
phrase “reasonably associated with the
pharmacological action of the drug or

12 See proposed § 201.57(c)(9).
3 FDA draft “Guidance for Industry — Conten
for Human Prescription Drugs and Biologics
definition is mistakenly attributed to the “ICH
the title of the relevant ICH guideline is recitc
14 See 65 FR 81082, 81094 (December 22, 20

tion drug
sed to ad

‘is considere
1 the prean‘lel

ed deflmtlpn

Pparticular
that the pr
‘use of the

t and Format of
May 2000), p. 1
E8” guideline r
d correctly. |
00).

caused the res

osed change i
ended to aMa
labeli

th :

as part of the revision of the

ion’ (emprlas?

cot
ody
| ‘dr{
may be unprﬁj

N
j:her t

onse (i.e., the relationship cannot be

D

definition, and the confusion that
00 draft guidance on the

FDA asserted that the ICH

' sistency in the thinking it has
|

20
ling, .

d to ll)e consistent with the definition
to the proposed regulations, FDA
L)f adverse reaction’ will result in a

s ad iled)14 by making changes of two

fcern: substituting the phrase “for
Ict caused the response” for the
1

1g, that may occur as part of the
jﬂictable in its occurrence.”

¢ Adverse Reactions Section of Labeling
tnote 6. In footnote 6, the ICH
han the ICH E2A guideline; however

foo
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According to the agency, this substituf
that “is not meaningful to prescribers”
standard “can be and in many cases ha
should be included merely if there is a
causal association, between a responsg
proposes to include a proviso, pertine

- aclinically significant serious hazard
been definitively established (emphasg
itself whether “reasonable association
interchangeable or not, with one resul
regulations.

~ GSK believes that the proposed “reas
distinct from the well-established “red
distinction can indeed make a differen

significant from a product liability standpoint, P

argue strenuously that inclusion of an
proposed new “reasonable possibility
admission of causation, in satisfaction
claim in a tort action. On the current ¢
could not so readily be argued that ing
constitutes an implied admission of c:
may thus significantly compromise
liability cases.

Because of those potential consequen
opinions can honestly diverge on que
“reasonable possibility of causation”

delaying or deterring inclusion of pot

thﬂi position-

ces, and m

ion would

because the @

se the effect of excluding information
urrent ‘“‘reasonable association”

hay

s been int

"and a dru

temporal ass

eted as meaning that a reaction
ciation, rather than a reasonable
> Yet at the same time, the agency

s/precautions” only and virtually

TpI
)
b

g.

s added).”

nable pos:
sonable as

y event in {
of causatig
of one of
reasonable
lusion of &
jusation. 4

tions of p¢
tandard m

ntially signif;

prescription drug labeling. Good fait
professionals, internally within the s

about the degree of a potential causaZE;lationshl

ynable ass¢

well-understood limitations of spont
information. Under the current “reas
potentially significant reported events
labeling need not be delayed by internl
degree of a potential relationship, and

S
16 See proposed § 201.57(c)(6)().

1 disagreemel

e organiz
neously rej
to the “ad

al or exter
need not }

t to “Warning
identical to existing language in current 21 C.F.K. §
revised to include a warning as soon as there is r:
ith a drug; a

" and “reason
being internal inc

ce. In fact, th

na
e

1201.57(e), that “labeling must be
onable evidence of an association of
causal relationship need not have
[he agency thus appears uncertain
ble possibility of causation” are
inconsistency within the proposed

EAS|

16

:

51bi

ity of causation” standard is in fact
sociation” standard, and that the

e difference can be extremely

ntiffs] attorneys can be expected to
“adv«?‘rse reactions” section, on the
standard, would be tantamount to an
essential elements of a plaintiffs

ass ocialtibn” standard, in contrast, it

in eyent ‘Fn the “adverse reactions” section
\doption of the proposed new standard

! e
of manufacturers in individual product

lai
he
n’”’
the

'imp(})rtantly, because expert medical
ble qausation, adoption of a

ell have the unfortunate impact of
ant| dverse reaction information in

s can arise among concerned medical
on or across organizational lines,

This is all the more true given the

ore
DSS
ay

rati
p.

ported postmarketing adverse event
DCi

fion”’ standard, the addition of
verse reactions” section of a drug’s
debate over questions about the

eterred, in the face of genuine
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uncertainty, by concerns about negativ
inclusion in the label can take place at
patients benefiting from inclusion of th
potentially significant reported events.
well serve to delay or deter such updat

Changing the definition has other prac
reevaluate previously approved “adver
standard of inclusion, sponsors and agg
reviewing and possibly debating a not
Prescribers who consult prescription d
transition to new standards. And as prt
cannot readily be reconciled with the 1
soon as “reasonable evidence of an as:
consequences of changing the definitig
agency asserts in terms of greater “foct

As with the proposed “highlights” sect

given that the potential benefits gained
imposed by this new regulation on m
consequences) and on the FDA will be
notwithstanding these compelling obje
manufacturers, on the strength of nece;
inclusion of any information in the “ac

RESPONSES TO FDA QUESTION
ABOVE:

What different types of icons could
their costs and benefits?

The agency has suggested including an

“Warning” section is listed first in the

the index. Furthermore, inclusion of gn icon in the
2Tﬁ‘lal‘)eling seem

prescribing information section of the
the prominence of the warning.

2S.

se reactions

> litigation|co

|

nsequ;ences. Quite the contrary,

he earliest a
e most current available information about
The propose

ical disadvan

propriate time, with prescribers and

d new definition, in contrast, may

ges. Because of the need to

ncy medical e
nconsiderable
ug labels may
sviously suggested; the proposed new definition
ng-standing [
ociation” emg

nformation against a new “higher”
xperts may well bog down in
number of previously listed events.
certainly be confused in the

olicy that “warnings” be added as
rges. All in all, the negative

3

1S.

!

be used to

“P’

ion, GSK the
carded as co
by this change are unclear while the burdens

ufacturers (including unfair adverse litigation

large. Ag;ai‘
ctions, it sbd d mitigate the impact by assuring
ssary legislati
“adverse reactions” section may not, as a matter of
federal preemption of state law, support a finding o

S THAT ?RE NOT ALREADY ADDRESSED

Sl

n clearly outweigh whatever positive benefit the

refore suggests that the proposed new
ter-productive, and unjustifiable

if th‘e‘ agency persists
e an‘d administrative action, that the

causation in any tort action.

rnal a boxed warning and what are

1 “I” to signal
index, an jcol

A boxed warning. Since the
1 would appear not to be necessary for
boxed warning in the comprehensive

s superfluous, as it does not increase
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Should there be a time limit by whié’hj the “Re

be removed?

Because implementation of the final rile on cont
ial resources,
labeling if for no other reason that to meet an
> final rule.
anges” for a

Jabeling will involve substantial finan

additional expense by having to revise
imposed revision date mandated by th

require inclusion of “recent labeling ¢
dictate a removal date.

from the comprehensive labeling se

The final rule should encourage a bullLtedform
verbatim provision in such cases wher
appropriately convey the indication or

{

ition or su

use.

cen

ent]

Should the information required unﬂer the “In.

the proposed ”’Highlights of Prescri

t Labeling Changes” section must

and format of prescription drug
sponsors should not have to incur
Therefore, the regulation should
period of at least one year, but not

bing Information” section be presented verbatim
mmarized in a bulleted format?

t, while
a bulleted fg

d[Eations and Usage” subsection in

allowing the flexibility of
rmat would not adequately or

Are standardized headings in the “YWarnings/Precaution” section appropriate?
It would be difficult to determine a fey standardized headers that would encompass the

various topics that might fall into this
the flexibility to determine the need fi
headers.

Is it necessary to include a contact 0lﬁ:llmber foF
prehensive

drug reactions in the proposed “C
well as the proposed “Highlights of|
It should be sufficient to include a cor
drug reactions only once in the prescr

Does the proposed requirement to b

section of
r headers

the
and|the specific language for such

7

bing info

serve its intended purpose of ensur

information or would different hig

The requirement to bold certain inf
intended purpose of ensuring visual p

Is the proposed one-half pagelimit

should such alternatives be consid:
Please refer to the previous discussio

ed?
| On pages

Prescribing
itact number

labeling. Sponsors should be given

~.

reporting suspected serious adverse

Prescribing Information’ section as
nformation” section?

or reporting suspected serious adverse
ation.

orl‘nation in proposed 201.56(d)(5)
prominence of the bolded

ods| be more effective?

prmation in proposed 201.56(d)(5) would serve its
rominence of|the bolded information.

; indlication(s)) adequate or are
ate and under what circumstances

B of this letter.
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, | |
What means (other than the vertical|line proposed in %01.57 (d)(9)) could be used to

facilitate access to, and identification

~ comprehensive prescribing informatjon section? |

[

of, new labeling information in the proposed

It is difficult to implement a means of ] acilitatingaceess to and identifying new labeling
information without incurring the diffigulties associated with graphic elements in the
margin or without drawing inappropridte attention to|particular sections of the label.

Is the proposed minimum 8-point font size for lab
minimum 10-point font size be more|appropriate
Because of the amount and complexity| of the datll co
difficult for t

locating information of interest is ofte
type is easier to read; however, provisilqi
highlighting techniques such as boldin

n of an inde
g, should Iess
font size in commercial packages would not ensure

eling sufficient or would a

ntair}e'd in prescribing information,
he practitioner. Obviously, larger

| andstandard formatting, along with
en the need for enlarged type. Larger
ractiLtioners gasier access or

‘l

enhanced readability, since as noted in|the preamble fo the proposed rule, the PDR is the
most common source of labeling information. It seems reasonable to maintain current

font sizes and reassess practitioner satisfaction with

prescribing information before implementing increas

Increased font size would also pose packaging ¢

inserts could be increased by 70% using 8-point type
the larger inserts are anticipated. It is jmportant to
commercial packs is not printed on 8 42” x 11” pages

including some as narrow as 2 34”.

Larger prescribing information leaflets affect other 2
are packaged in bottles with “outserts’| (1abeling
a carton) would require larger bottles to accommod
prescribing information leaflets. When larger bottl
may have to be packaged in cartons using inserts ra
expenditure would be required to implement and m

the revised content and format of
d font size requirements.

allenges. Some complex, larger package
. Problems with printing and folding
pte that prescribing information for

, but rather paper of various sizes

pects of packaging. Products that
ched to the bottle itself rather than in
te the increased size of the

$ cannot be accommodated, products
er than outserts. Substantial capital
intain such packaging changes.

att

Should the revised format be appliedl 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

alternative application criteria be used?
uld not negatiyely impact the review of any

d of implementation would be to apply the revised
or after the effective date of the final rule. This

The effective date of the final rule sho
application. The most practical methg
format to those products submitted on

effective

2 of the final rule, or should
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would eliminate problems associated ¥
approved applications.

ADDITIONAL

1. Patient Counseling Information
Proposed 201.57(c)(17) would retitle t
Precautions section of the labeling as
section to a separate section at the end
According to the proposal, this would
immediately precede any approved pa
proposed change would clarify that th
be distributed to patients, but is intend
Please clarify whether a reference to p
would be sufficient in the “Patient Co
whether the agency would expect redy
information in this section in addition
printed immediately following this sec

" 2. Recent labeling changes

Proposed section 201.57(a)(5) would
approved or authorized substantive lal
definition of “substantive” to avoid p(
to highlight the addition of a new indi
interpret “substantive” more narrowly
safety related issues. In addition, to a
associating a date (month/year) with &

3. References

The conditions for citing a reference in prescriptio

proposed 201.57(c)(16)(i) and (ii); ho
there are substantial differences in the
divisions.

4. Changes to labeling required to
FDA is requiring changes to the label
evidentiary support for indications im
regimens, discussion of clinical studig
these required changes can be implemn
supplement, it is unrealistic to think a
independently agree on the informatic

plying or §

Il sponsors

vith having tg|reanalyze data in previously

COMMENTS/QUESTIONS

ion for Patients” subsection of the
seling Information” and move this
hensive prescribing information.
counseling information would
=dication Guide. Further, the

r this section is not intended to
titioner counseling of patients.
ion approved as part of the labeling
mation” section of the labeling or

a summary of the important patient

t of the approved patient information
eling.

D

he “Inform
fPatient Co
of the con
ensure thal
ient labeli
2 informati
ed to facilitat

atient info% 3

_hde
prac

tential mi§un"‘lerstr‘11ndings. A sponsor might wish
inical study, when the agency may

, in a way that{would restrict “recent changes” to

d'the readl 1, the a%'ency may wish to consider

ach change.

drugy labeling have not changed in
Ency should be aware that currently

wever, the ag:
ulat'ons are applied across reviewin
( g

‘'way these re

3

be made ivit in 1 year of the Final Rule
ng for both 11. er and newer applications related to
uggesting unapproved uses or dosing
of in vitVo and animal data. Although
“haniges Being Effected (CBE)”
%rev‘iewing divisions would
er this requirement. Therefore, CBE

s, and use
ented via :

n that falls u
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ted as prio
clusions.
to possibly
ficult to e
1 year of |

supplements might need to be resubmi
were to disagree with the sponsor’s con
take advantage of the waiver provision
labeling. Given these scenarios, it is di
be implemented for all products within
disadvantaging some products.

5. Inverted Black Triangle
GSK questions the appropriateness of i
information. In principal, use of a sym|
drugs (“new” versus “old”), absent any
distinction. In addition, use of the sym
drugs merit this “alert” symbol since th
inherently less safe. In fact, the data su|
lethal medication errors and adverse re;
administration).

icluding s
ol creates
legal or re
bol carries

ere is less|e
roest that
actions (e.g.,

prO\)‘aﬂ supplements, if the agency
thermore, sponsors could elect to
oid rpaking any changes to the

sion how this part of the rule could
ication of the final rule, necessarily

a sypbol in prescribing

wo-tiered catalog of prescription
atory basis for FDA to make such a
imp‘tlicit assumption that “new”
yerience with them and they are

I’ drugs ate still associated with
rrors with potassium for parenteral

6. Index

. - . ) .
By associating numbers with particular sections, }t appears the intent of the proposed
regulations is to maintain consistency of the index nymbering system across products. To

-avoid confusion when a number/data is
maintaining a standard index for recurfing headings
indicate when data are not available for a particular

7. Comprehensive Prescribing Information
The third sentence in proposed 201.57

healthy volunteers, not “patients.”

8. Invifro data ‘
The proposed change to existing 201.5

e)(7)(@), shou
clinical use of the drug in humans,” since many drug

the ‘mdex, FDA should consider
tndusing N/A or “not applicable” to
ction.

1d be revised to read, *“...pertaining to

interaction studies are performed in

¥
D|

infective products should be reconside
- spectrum of activity for antimicrobial

have an understanding of which produgts have a

narrow in their spectrum. Considerati
the inclusion of appropriate caveats. F
activity of Product X against these mi¢
_generated in a controlled trial setting a
body of knowledge for Product X in e

rOOrganisms |
nd they d;ﬁlo

7(b)(2) regarding excluding in vitro data for anti-
red. Clini¢ians need to be informed of the full
agents so that when choosing an antimicrobial, they
broad spectrum of activity and which are
1 should be ;iven{;to maintaining in vitro data with
or example: [The clinical relevance of the in vitro

ms is not known. These data were
necessarily represent the current
ting.”

{

ich clinical sei
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9. Dose-ranging studies
Proposed 201.57(c)(15)(i) states that g

regimens which are not proven safe and effective.
basis for approval and includes dosage

inclusion of a dose ranging study that

regimens that are not approved for use.

10. Most Common Adverse Reactio
- It would be misleading and inappropri
- under the “WARNINGS/PRECAUTI(
PRESCRIBING INFORMATION. T}
should be moved below the telephone
given a separate identifying header.

GlaxoSmithKline wishes to thank the
on the proposed revisions to the conte
drugs and biologics. This proposed 1
suggestions it will engender represent|
effective use of prescription drug prog
with the Agency on this topic.

Sincerely,

Michele M. Hardy

Director, Strategic Product Labeling IDevelopme

Regulatory Affairs
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