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Dear Commissioner: ~ :

Wyeth, by its counsel, submits this petxtlon pursuant to 21 CF. R. § 10.30 to request that the
Commissioner of Food and Drugs withdraw a Notice of Proposed Rulemaking (“NPRM”),

issued by the Food and Drug Administration (“FDA”) on December 22, 2005, to reclassify over-
the-counter (“OTC”) nasal decongestant and wei ight control dmg pmducts containing
phenylpropanolamine (“PPA”) from their prevmusly proposed monograph status (Category [) for
these uses to nonmonograph (Category II) status.! ‘Wyeth is a former manufacturer of products
that contained PPA. Although Wyeth no longer markets such products and has no intent to do-
so in the future, the company is a defendant in product liability lawsuits concerning products that
once contained PPA. Plaintiffs may attempt to use FDA’s statements in the preamble to the
NPRM as evidence in these cases. Thus, Wyeth has an interest in assuring the accuracy of
FDA’s statements. -

A. Action Requested

‘Wyeth requests that the Commissioner withdraw the NPRM. It contains statements of material
fact that are inaccurate and misleading to the public. Moreover, the agency would have known
that at least some of these statements were erroneous if it had revxewed information in its
possession or available in the rnedlca} literature. As to other statements, Wyeth is submitting
documentation to demonstrate that these too are misinformed and unrehable

In order to present the public with a fully-informed and Well-;ce‘).nsidered proposal regarding the
safety of PPA, FDA should withdraw the present NPRM, reconsider it in light of the information
presented by Wyeth, and, if appropriate, publish a new proposal. The requested withdrawal
would not prejudice any subsequent agency action.

170 Fed. Reg. 75,988 (December 22, 2005) (relating to FDA Docket Nos. 1976N-0052N and 198 1N-0022).

Washington, DC New York London Brussels Los Ange!es Century City Northern Virginia Denver C ,, lq;

A N-0053N.
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B. Statement of Gmun'ds- -

Wyeth refers FDA to, and 1ncorporates by reference, its response to FDA’S NPRM, which Wyeth
has submitted separately on March 22, 2006.2 Inits submmswn ‘Wyeth demonstrates that:

¢ the NPRM assumes the rehablhty of the Hemﬂrrhagw Stroke Project (“HSP”),
a study that is now known (through mformatmn not prevmusly available to FDA) to
have been lrreparably compromlsed ~

e the NPRM omits crucxal mfom:at:mn known. or reasonably knowable to FDA; and

 in light of this mformatxon, the NPRM mxsstates matenal facts and misleads the
public.

The Administrative Procedure Act (“APA”) and FDA’s own regulations, as well as fundamental
fairness, require the agency to consider and assess all relevant factors bearing on the safety of
PPA, and prov1de the public: with an accurate and. complete statement of the reasons for the
proposed action.? Only by having an adequate and non—mxsleadmg andlyms of the facts on which
FDA relies can the public mtelhgently comment. It defeats the entire process for an agency to
misrepresent the facts before it, in order to )ustlfy the action being proposed

In this case, FDA has incorrectly descrzbed scientific studies rehed upon to justify its proposal.
Moreover, the agency has failed to disclose the existence of other, indisputably relevant data that
are in the public domain, both in published medical literature and in comments submitted to FDA
in related proceedings. Finally, the NPRM indicates, both by what it says and by what it does
not, that FDA has not been made aware of important mformatmn about the HSP that was
obtained dunng product liability htlgatlon through subpoenas to and depositions of, the HSP
investigators and others sources. : , .

FDA is legally required to consider thls information, which dxrecﬂy contrad}cts numerous
statements made in the NPRM, before it makes its proposal. It cannot rely on the notice-and-
comment process to correct the mlsleadmg information contalned m the NPRM.

% See Attachment 1. This attachment contains. the text of the comments, without the voluminous supporting
documentation, which is avaﬂable in the docket of the NPRM..

2 See 21 CF.R. § 10.40(b)(vii).
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I Injury to Public: Deprivation of Open and»Tran‘spa“rmt Administrative Process

Under the APA, a federal agency is under an obligation to consider “relevant data and articulate
a satisfactory explanatxon of its action, including a ‘rational connection between the facts and the
choice made.””* A reviewing court will consider “an agency rule {to] be arbitrary and capricious
if the agency . . . entirely failed to consider an important aspect of the problem, offered an
explanation for its decision that runs counter to the evidence before the agency, or is so
implausible that it could not be ascribed to a difference of view or the product of agency
expertise.” A leading case on the issue reiterates this premise, stating, “It is not consonant with

~ the purpose of a rule«makmg proceedmg to promulgate rules on the basis of inadequate data.”
Consequently, a reviewing court must “assure itself that all relevant factors have been considered
by the agency.”” :

Furthermore, mformal rulemaking requlres an “exchange of vwws mformatlon and criticism
between interested persons and agency” which means that the agency “must disclose in detail the
thinking that has animated the form of proposed rule and data -upon which it was based.”® In this
process, an agency is entitled to make choices and judgments, but they must be based on facts
and reflect the analysis of the agency -- and they must be presenteﬁ n the notice of proposed
rulemaking.

[The APA’s n]otice requxrements are desi gned (1) to ensure that
agency regulations are tested via exposure to diverse public.
comment, (2) to ensure faxmess to affected parties, and (3) to give
affected parties an opportunity to develop evidence in the record to
support their objections to the rule and thereby enhance the quality
of judicial review.?

% Motor Vehicle Manufacturers Association v. State Farm Mutual Automobzle Insurance Co.,463 U.8. 29,43 (1983)
{describing what is now generally. consxdered the State Farm* hard look™) (mtemal citations omitted).

*Hd.

& Portland Cement Ass’n v. Ruckelshaus, 486 F.2d 375, 393 (D.C. Cir. 1973).

1 Home Box Office, Inc. v. F.C.C., 567 F.2d §,~36 (D:C.Cir:1977) (intemal.citatiohs anitted).
2Id. at 35. ‘

2 International Union, United Mine Workers of Amertca W Mme Safety & Health Administration, 407 F.3d 1250,
1259 (D.C. Cir. 2005) (citing Small Reﬁner Lead Phase—Down Task Force v. EPA, 705 F 2d 506 (D.C. Cir. 1983)).
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Recently, the U.S. Court of Appeals for the District of Columbla Clrcmt set aside a final rule of
the Environmental Protection Agency as unlawful because it failed to dlsclose in the notice of
proposed rulemaking that it mlght take the action it ultimately chose. The Court observed that

“we have refused to allow agencies to use the rulemaking process to pull a surprise switcheroo
on regulated entities.”® In short, “there must be a dialogue between public and agency because
the opportunity to comment is meamngless unless agency responds to significant points raised by
public.”t* It is equally meaningless if the agency misstates or misrepresents critical factson
which it relies, for the public may be trustmg in the mtegnty of the government and accept the
misstatements as gospel !

In this situation, FDA dusted off a: notxce of opportunity for a hearing (NOOH) on the proposed
withdrawal of new drug apphcatlons for products containing PPA that was pubhshed in 2001.2
It barely made any changes in the text of the notice, other than cosmetic alteration.? Because
FDA appears to have based the 2001 NOOH on exactly the same data and reasoning as the 2005
NPRM, a meaningful dialogue between FDA and the public requires that the agency respond to
the important comments it received on the NOOH. In 2001, Wyeth advised FDA, “Significant
differences exist in the conclusions reached in the [unpublished HSP] Final Report [cited in the
NOOH] and the later published version” of the HSP. Wyeth provided. specxﬁc examples of the
differences.* Although FDA cited the published report elsewhere in the NPRM,** and was on
notice that the published report differed from the unpublished report, the agency nevertheless
referenced exclusively to the unpubhshed report in its analysis of the data on the safety of PPA.
In the critical part of the NPRM, the agency did not mention the published report, let alone
identify the differences between it and the unpublished version or explain the reasons why FDA
chose to rely on the unpublished HSPs report over the published version. Instead, as shown in
Appendix 2, the agency merely repeated the contents of its 2001 NOOH.

1 Environmental Integrity Project v. EPA, 425 F.3d 992,996 (D.C. Cir.’:ZQOS).__ =

L. e | E

2 66 Fed. Reg. 42 ,665 (Aug. 14, 2001).

L gee Attachment 2 (a side-by-side textua] companson of the 2001 NOOH with the 2005 NPRM) ;
¥ Wyeth Comments, dated September 21, 2001 FDA Docket No. 01N-196, C4.

1514 at 4-6. | e

16 See 70 Fed, Reg. at 75,996 (col.1) and Ref. 14,
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III. Recent Data on the Safety of
Phenylpropanolamlne o

A. Introductlon and Ratlonale for :
Develop;ng a Study ' e

Spontaneous case reports and
published case series, accumulated
from 1969 to 1991, suggested. a ‘
possible associatzon between
phenyipropanolamlne use and N o
increased risk of hemorrhagic stroke.
At that time, however, it was not
possible to prove or disprove an

assoczatzon‘ In an effort ‘to. resolve s

| this issue, representatives of the

manufacturers of products contalnzng,fy‘

phenylprqpanolamzne and agency starf
met in 1991 to -plan a study that.

could further: examine ‘whether tbere =

was an association between ~

phenyipropanolamzne use and. the rmsk :

of bemorrhag:c stroke An
epidemzolog;c case-control study was
determined to be the most feasible

study design to evaluate: the poss;b1e~

association between exposure to_
phenyﬂpropanolam;ne and a. rar

outcome such as hemorrhagie‘etroke.u

:YII Data on th‘ Safety of
‘Phenylpro nol mine from the Yale

'A.~In;rod§et‘ n;apd.Ratlonale

‘ke Project
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The indusCry sponsors of the study
selected 1nvast1gators at Yale
Uhiversity*school of. Madicine to :
conduct ths study.

The follow1ng d15cussxon is based o

the study report (Ref 1) submltted
to FDA. ,

' 2)(subm1tted to FDA

:1scus510n was

study report (Ref.

B. The Yale Hémorrhaglc Stroke e
Project . s

| 1. Study Design
The Yale Hemorrhaglc Stroke i

PrOJect (Ref. 1) was des;gned as a
case-control study Because several

case reports had described strokes 1n;ufif

young women who took
phenylpropanolamlne as an. appetlte
suppressant, often. after the flrst
dose, the study examlned three
questions: -

(1) Whether all users of L s
phenylpropanolamine (the study coh
included men and women agad‘ ‘
years), compared with nonusers
an increased risk of hemorrhaglc
stroke;

(2) the possible assoc1atlon between
phenylpropanolamlne use and-
hemorrhaglc stroke by type of ;
exposure {appetite suppressant or
cough- cold product); and

(3) among wnmen age 18 to 49 years,‘
the possible association between -
first use of phenylpropanolamlne and
hemorrhagic stroke and the poss1b1e
association between use of o G
| phenylpropanclamine- contalnlngju~

,9 stroke by
| suppressa

ale Hemcrrhaglc Stroke

2) was a case- -control
‘everal cage reports
kes in young women
opanolamlne as-an .
sant, - ‘often after a

| First do e, the tudy examlned threef
»~questlons B S

”(1) Whether all users of

g,phenylpropanolamlne,ccompared to
.|'nonusers;
”,hemorrhaglc stroke,

‘had an 1ncreksed rlsk of

me and hemorrhaglc
‘ posnre (appetlte :

','a én Between:
glpropanolamlne and .

: fﬂ:phenylpropanolamxne ddntalﬁlng
appetite suppressants and hemW“rhagicﬁ~
| stroke. A

‘appetite suppressantg and hemorrhaglc‘N

: stroke
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The study was’ performed between

December 1994 and July 1999 and ;fi;ef'
involved men and women 18 to 49 years,[

old who were. hospltallzed w1th ‘a
primary subarachn01d hemorrhage

or a prlmary 1ntracerebra1 hemb,r ageezg

(ICH) .

Eligible case subjects ha
history of stroke and were a

interviewed wzthzn 30 days éf,tbe= Z}*'>

event.

| The subjects were . recrulted from

hospitals in four geographlc reglons f

of the Unlted States

Both SAH and ICH were det rmlned;fj 1 

by clinical symptoms and spec

diagnostic 1nformatlon from computed¢if

eiThe subjec s we
; ;hospltals n
| the United

| thrombosis, or thromt

tomography (CT). Magnetic resonancekf;; _1;,g

“imaging was: accepted for the

diagnosis of SAH or ICH only 1f etherylf‘

studies were not dlagnostlc

Subjects were 1ne1191b1e fox -
enrollment if they died w1th1nr30
days, were not able to commun ate

predlsp051ng to hemcrrhage
(e.g.; +
vascular aneurysm, or tumor},f
a prior hzstory of stroke.

who first experienced stroke symptomsf4e"

after belng in the “hospital - fcr 72
hours (e.g., for an unrelated matter)
were also excluded.

~ |or were n

| for 72 hours (e. g
. matter) (n=33)

rfbrmed between

lytic therapy). |

recruited from 44
ographic regions of |

“*~‘axter19venous
aneurysm,~or

ffOr an unrelated Y
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| for this study

For each case subject kan

4 digit: dlallng (matched to: the
‘three dlglts of the case subj

| used to ldentlfy two control‘
who were matched on: (1) Gende
‘race (Afrlcan American versu
African- Amerlcan),u(a) age {w1th

years for case subjects less thani;:igg”"'

years old and. w1th1n 5 years for
subjects 30 years or overhg(,
telephone exchange. ‘

Cases and- control subjects were
1nterv1ewed to ascertain medlcal
history, medication use, and hab
affecting health, such as use of

tobacco and alcohcl Interv1ew5i:.f7

subjects were the same
subjects except ‘for: the

examlne causes of hemorrhaglc;
in young persons ‘without spec  X
mention of phenylpropanolamsne or
other: potentlal risk factors. Case
and control subjects were. 1nte

by a trained interviewer using a

structured: questlonnalre developed

Subjects were classifzed as exposed
to phenyﬂpmopanolamlne if the :
reported use within 3 days of th
stroke event for case subjectsipr a
| corresponding date for contr '
subjects. BT

k:’tfor caseysubj

ject, random

d to the first
age subject’'s
used to
ubjths who
Gender, (2)
N Versus non-
-age (within 3
g 1 'ss than 30

~and within 5
rs or oveg),
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Reported exposures were. verlf ed‘by‘

‘the study investigators, who
;documented the actual produc
and thelr 1ngredlents -

The exposure wxndow refers to thef,, 

interval before: the focal tlme wh
“the subject‘s exposure to. e
phenylpropanolamlne was assessed,ﬁ“; 

For all analyses' except fi
use, the exposure wxndow
as the index day befo e foca
and the preceding 3 calendar da 

For. fzrsb-dbsé use, a subject wa
~ conszdered’exposed if: ; e
phenylprqpanolam@ne ‘use occurred e

during the precedlng z‘weeks

To malntaln a cons1stent reference

group for’ all analyses, nonexposureﬂ

was defined as no use of |
phenylpropanolamlne within: the 2.
' weeks preceding the focalr_

d‘by the‘study
ocumented the . =
kand ‘their:

and’tbe tlme
a8 - ;the case |

ne products~
*weeks
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OOH nd 200 NPRM.

.Exposure w1ndows were dafined
similarly in the matched case 5
controls, based on the focalT'
the corresgondlng case.

cantrol subjects
~for the
s ,fects

2. Statistical.AneIYSis

Case and control sub;ect"
compared on a varlety of cli

demographic features, 1nclud1ng hose'fe,

used in matchlng

Statistical comparlsons were made j

using: ch1 -square tests and thel
Fisher's exact test (where
approprlate) for categorical
variables,
continuous varlables For the
analyses of the prlmary end oints,
cond1t10na1 logistic models fo S

matched sets (with a varlable umber Sk

of controls per. case) were used t
estimate odds ratlos,
the one-sided 95 percent con
intervals, and p-values fo\‘
factors under 1nvestlgat10n

One-tailed statlstlcal results werfﬁ~§,k°

s ,.:f:B‘ -“stait‘ist:icalfp;ﬁ‘_

and the Student t- test for,efe"_ff

lower 1i its of

Case and control subjects were

vGOmpa ¢ on a variety of clinical andﬂy

--.1nclud1ng those
&etermzne the,

,,For thev~
-y endp01nts,‘

) a_varlable number
per: case) were used to
lower llmltS of

reported because the focus of{tkexfef' ﬁ‘*' te

study was whether phenylpropanolamlnef

use 1ncreases the rigk of stroke. S

Each lOngth model was estxmated
| with two mutually exclus1ve blnary
exposure terms:. (1) The subject'

primary exposure status as. deflned'byli

the specific aim (e.g., Lo
phenylpropanolamlne use in the,BHj,y:
window; yes/no), and (2) G
phenylpropanolamlne users who'
not exposed within. ‘the 3-da
(but with some exposure thh_,

(but with some expos

;phenylpno anolam;ﬁe use in the 3- day
| window; yes/no), and (2) ‘
<phenylpropanolam1ne users who were

t exposed within t ec,rday wmndow
e within 2,

weeks of the focal time).

weeks of the fccal
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In multzvarlate condltlonal
loglstlc models (using asym"otlc”
methods), adjustments were made for
race (African-American compared wit
non-African-American), history of
hypertens1on (yes/no), ‘and. current‘g“
cigarette smoking (current: compared

with never or ex-smoker) as these ar§]1f7f‘”'*

imajor risk factors for stroke

Other underlying dlseases anu,orf
conditions were also examlned o

determine if any of these, whe ~added~ff

~conditional -
asymptotic
were made for
n,compared w1th

and current
rrent compared

to this basic adjusted model d?fﬁwW'H

the matched odds ratlo by at least 10.(:{‘} 

percent.

if any of them,
sxc adjusted.
ed odds ratio

3. Study Results

There were 702 case subjects
including 425 subjects (60
with an SAH and 277 (40 pex er
an ICH, and 1,376 control 's
Hemorrhage was assoc1ated with a
aneurysm in 307 sub]ects (447j
percent), an arteriovenous '
malformatlon in 50 subjects (7
percent), and a tumor in one
(0.1 percent) Two control subjec
were located for each of 674 case
subjects (96 percent) and one
subject for each of 28 case 8
(4 percent) .
were matched to thelr case s‘ ot
on gender and telephone excha ge.;

Age. matchlng was successful fdr 1y 367gt‘

: s‘lso percent) A
ﬁ40 percent) w1th@n

controls (99 percent) and race on e,“"'*:

matching was achieved for 1,321
controls (96 percent).. Twenty-sev
case subjects and 33 control su
reported phenylpropanolamlne'
w1th1n the 3- day exposure w1ndow

| case subjects and 33 control subjects
I reported phenylprcpano‘amine use -
| wi h1n the 3= daywe"osure window.
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Compared with control subjects,

case subjects were 81gn1f1cantly mare‘

likely to be African-American (21
percent compared with 17 percent).
Case subjects were also more. 1ikely
to report lower educational = ,
achievement (20 percent did not
graduate from high school compared
with 9 percent of control subjects),

current cigarette smoking (51 percent.

compared with 30 percent), a hlstory
of hypertension (39 percent compared
with 20 percent), family h;story of
hemorrhagic stroke {9 percent
compared with 5 percent), heavy

alcohol use (14 percent compared. with

7 percent), and recent cocaine use (2
percent compared with less than 1
percent) . “For all other: cllnlcal
variables: examlned .case-and . control
subjects were not digsimilar.  Case
subjects were significantly (2;0 05)
less: llkely to report use of e
nonsteroidal anti- 1nf1ammatory drugs
and significantly more llkely ko
report use of caffelne and nlcotlne

in the 3 days before their event. Of |
ion | the factors examined, only education
was found to change the adjuste ds

the factors examined, only educa

ratio for the association: between %

phenylpropanolamine ‘and hemorrhagic

stroke by more than 10 percent, and

this demographic factor was 1ncluded
in all subsequent models. :

Analyses of ‘the study results .
were consistent with an association
between hemerrhaglc stroke and use of
phenylpropanolamlne {(in. a nasal o
decongestant or weight control drug
product) in the 3 days prlor to the
event.  Such use of
phenylpropanoclaming;
use in the prior 2 weeks, was: .
associated with a relative rlsk fcr
| hemorrhagic stroke of 1.67 S
(unadjusted odds ratio) (p*O 040)

case subjects
| likely to be ﬁfrlcan«Amerlcan (21
| percent compared with 17 percent).
i Case . subj cts were. also more likely

Qnsubjects were

,nonster01da1 ant
;and sxgn;flcantly more likely to
kreport use of: caffelne ‘and nicotine

1 event.
'ﬂphenylpxopanolamlne,_comgared to no
luse. in the prior 2 weeks, was.

| associated with a relative. riskﬁfor
i hemorrhagic stroke of 1. 67

| (unadjusted odds ratlo)

compared with no.

_cantrol subjects,

 Compared to
vers - 51gn1f1cant1y more

to report: lower educatlonal
achievement (20 percent did not

‘graduate from high school compared .

with 9 percent of control subjects),

current cigarette: smoking (51 percent
ﬂ~compared with 30 percent), .a history =

of hyperten91on {39 pexcent compared
with 20 percent},,famlly history  of

,'hemorrhaglc stroke (9 percent
compared: w1th"5 percent), heavy
‘alcohol use (
7 percent),,and’recent cocaine use (2
‘percent comﬁared with less than 1

- | percent) .
~varlables,e amzned,

ﬁpercent compared with

“For all other clinical:
case and. control
subjects were not: dl351m11ar Case
sxgn;fzcantly (0.05)
eport ‘use of -
1n£1ammatory drugs

less llkelyvt

in the 3 days before: thelr event. Of

cbanged the ad3usted odds ratio. for
the association between

e phenylpropanolamlne and hemorrhaglc
| stroke by more%than 10 percent, and

this demograp ‘C~factor was 1ncluded

| in all subsequent models

Analys"i £ the study results

| demonstrated an association between
| hemorrhagic s oke and use. of

: phenylpropanol
"decongestant and weight control drug

e,(1n both nasal

products) in the 3 days prior to the
Such use of

(p~o 040) .

The corresponding adjusted oddsnratloe?

ZThe correspondang ad;usted odds ratlo,
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in these data were in cough-
products.‘

In women u81ng S
phenylpropanolamlne in welght c
drug products (3-day exposure
| versus no use in the prior 2 we
the unadjusted ‘odds ratio for:
hemorrhagic stroke was 12.19
(p=0.006) and the adjusted odds
was 16.58 (LCL=2.22, p-O 01

Among the Hemorrhagic Strok Pro:
subgects, all: hemorrhaglc strok
events that occurred w1th1n the
exposure. ‘window were in women
the analyses of thefgosszb )

assoc;atlon,between hemorrhaglc :  *y

stroke and first day use of ,
phenylpropanolamlne, 11 of the 13

first day use events were in wbmen
cases compared with 4 contro
unadjusted odds ratio was 3.50

(p=0.039) and the adjusted odd, raij; ﬂ3ﬂ

was ‘3. 13 (LCL—l 05, p= =0, 042)

Based on the. flndlngaf H“
for hemorrhagic stroke se
concentrated among: curren’
association between current.

phenylpropanolamlne dose and’ rlsk O

hemorrhagic: stroke was exa
Among 21 exposed control suk
the medlan current dose of
phenylpropanolamlne (i.e. total
amount taken on the 1ndex day or
precedlng,day) was 75 millig ams
{mg)- . Analys1s accordlng to dose
shows that the odds ratlo wa,
for current doses above the . me
(greater than 75 mg) {AOR=2. 31,
LCL=1.10, p=0.031) than for 1ower o
doses:. (AOR~1 01, LCL'O 43 p =0 4
Among first- dose users,; four of
cases and two of flve contrc !
exposed to greater. than 75 o
phenylpropanolamlne To\
potential effect of amblgul
correct focal tlme, the odds rktk

n\WéightNCOntrol'*
exposure w1nd0w,‘
prior 2 weeks)

I_rﬂ; :

troke and flrstf
anolamlne, 11 0f -
events were in

:and rlsk for;

an for lower
0 43 p~0 490) .
four of elght,

Grs, the5 R
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as haV1ng a deflnlte (n~76)
uncertain (n=78)" sent1ne1 sympt;
preceding the stroke event. T
magnitude of . the adjusted o ds ra
did not change substantlallw;,'“

| elinical features. Sec

4. Study ConcluSions

~ According to the 1nvest”gat
several features. of the stud
supported the validity of the :
findings regardlng\an associatio
between phenylpropanolamlne us
| risk for hemorrhagic stroke i

subjects: between 18 and 49'yea s
age. : , N

First, in addition to the finc
elevated odds ratios that- re\
statlstlcal s1gn1f1cance, the
magnltude of the odds ratlos f
phenylpropanolamlne use asg an
appetite suppressant (15 92) a
first-dose use (3.14) re
even after adjustment fo

showed an aSSOClatan betw
types of phenylpropanolam
products (nasal decongest
weight control products) and ol U
hemorrhaglc ‘stroke. Because so few;f"

men were exposed- to ' :
,phenylprcpanolamlne in: thls study
(n=19), it was not p0551ble e
determine whether their risk stroke (wban
hemorrhag'c‘stroke (in ass ’ g mine) is
with use’ af'phenylpropanolamlne is | differ omen .

morrhaglc,
ew men- were
“Ilamlne in
was: not
whether thelr

dlfferent from that of women

5. FDA's Evaluatlon of the Study

Obsexrvational studles
,partlcularly case-co trel
.are potentlally ‘subject

‘'of biases, -and thls Case co» O
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study is no exceptlon.‘

of a good case-control study ig
biases are ant1c1pated and-measu
are 1nst1tuted in ‘the de51gn and
analy51s stages to minimize bla «
the greatest extent p0551b1e. ~;fﬂ B

Strict dlagnostlc crlterla,,as
described in section III.B.1 of t
document, were developed to.
accurate identification of
hemorrhagic stroke cases 1n arge
target population. A number of steps, were t

were taken to minimize
mlsc1a531f1cat10n blas.

One of the

1nvestlgators conflrmed the . stroke byh]
reviewing the medical records of ff
suspected cases, w1thout knowledg' off it
the exposure status. Inclu31on anﬁN
exclusion criteria were clearly :
defined for both cases and control
Exposure ‘was clearly ‘defined, an
exposure wlndow was 1dent1f1ed and
exposure was ascertalned by traln
1nterv1ewers InterV1ewers were

randomly a551gned to cases or t
controls, and questions were ‘asked
about multiple medlcatlons~
blinding subjects to’ the exactw

| exposure under study

‘and controls,w
deﬁlnedr

Because phenylpropanolamlne useﬁmlght:‘~t i
be seasonal controls were 1" ' i

were 1dent1f1ed
in 30 days of the |
ed case subject’

date of thelr matched cage subjef
stroke, to ensure. that cases and-~
controls had an equal apport

exposure.

hat cases and
pportunztzes

Controls were also matched to c o
for day of the week and tlme of fvbv
of the stroke. This matching
| strategy ensured. the proba
exposure to any medication
covariates (e.g., alcohol d inﬂlng or |

c1garette smoklng) was sxmllar
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between cases and controls. = =

The 1nvestlgators attempted to
1dent1fy two controls per case’by
| using random digit dialing (wi h’a :

match for the first three dlglts of,o] 7

the telephone number)

This was considered. a good”'ﬁ“'t”
for two reasons. E?'st, n
chosen completely at ran lom
controls were populatlon -ba ed,
that the results are genera,,'
the source populatlon from whic
cases and controls ‘were drawn.; m,*
Matchlng on race and educatlonal
level was sllghtly unequal bk ween
cases and controls. The. '
1nvestlgators further controlled for,
these 1nequa11t1es by adjustmont e
during analysis.  The agency o :
concludes that matchlng was largely
successful b

The investigators reduce,fth"”‘
possibility of mlscla551f1cat1(n
phenylpropanolamlne use b '
highly structured questlonn
Each reported medication was
by asklng subjects to preSent h

Verlflcatlon of medlcatlon)
3-day window prior to the focal
was 96 percent and 94 percent. fo i :
cases and controls,krespectlvely (i)
The 1nvest1gators conducted two ‘!)kff
additional steps to further ensure
that the p0531b111ty of exposur

~attempted to
per: case by
ling (with a
hree digits of

xipopulatlon—”
e generallzable
,nrfrom whlch

agency :
1ing was largely

misclassification. error was redu ,d” |

to an: absolute minimum: (1) Onlﬂ

deflnlte" ‘and “p0551b1e{'
exposure responses were con
the analyses, and (2) the
other OTC drugs between case,w
controls was compared to ensure tk

other OTC drugs betwo n cases‘énd

?,controls were compared to ensure that

the cases did not have greater~

ave. greater recall‘
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of the use. of any drugs as a
for their stroke. Based onf~,‘,
ana1y31s, the agency flnds no ‘
evidence of recall or- .
mlscla551f1catlon bias.

A key element in designingua'f;5~*

case-control study of a rare e
calculating the sample size and/
power to ensure the study
enough to detect a dlfferen
really ex1sts i

‘FDA had conc¢erns that the stuc

be. underpowered to detect an
association because the ori
sample ‘size: calculatlon was\b;
‘an odds ratio of five for an
assoc1at10n between hamorrhag:c

stroke and first- day use of
, phenylpropanolamine.

\ con31deratlons relat d t“
‘| cost .constraints.

The Jnvestzgators dszzculties n

recruitlng controls contr;but
the . study taking longer than
; expected.

Despite these limztatzons,«_ is
the largest prospectlve case con
study ever conducted on hemor{
‘stroke. In spite of initia. :
reservations about the adequ
sample size and power,
| finds that this study zda_\i
association between«; :

on hemorrhagic
a§; ’e" ‘

s as a reason
ed on thls

phenylpropanolamine use and g
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hemorrhaglc stroke, as‘expleine |
below. ‘ S

The agancy notes that th“”i*n'f, _'
most important risk factors (race,__~' i

hlstory of hyperten31on, and 0
, c1garette smoklng) were 1nclud d in

examlned if addlng any
basic model altered. the
estimate by 10 percent.

education was the only covar ‘te

determined to change the odds rat ”[[bff'

by at least 10 percent..

Because the study had a matched
de51gn, the agency con91ders the o

conditional logistic regression: modelﬂ;fe“’

approprlate to calculate bot
unadjusted and adyuatedf :
In addition, the number e
was small, partlcularlyjl_j“"
of appetlte suppressant
use. Thus, the authors
the confldence 1nterval

confoundlng
p0331ble effects of thls resf 1
confoundlng on the results of,the
study-. The agency found that the

use was 15 92 t ) i ,
in. rlsk - Its very magnltud makes
difficult to explaln by con ound
valone ; DA

Because product labellng advxs‘s
‘hypertensive persons to avo d

phenylpropanolamine use, the
association of phenylpropanola ine .

jthree most
(race, hlstory

termined to
by at least 10

- had a matched

> conditional
‘ approprlateei
djust ed;and~‘ ‘
he number of
particularly for |
suppressant and -

ence interval of
catio based on an

N

efeingle‘moet
for a stroke.
of hyperten51on

f is residual
esults of the

,‘he odds ratio

nt use was

1ncrease in-

nitude makes it

| by confounding

propanolamlnef
shculd be

use w1th hypertenslon should be:ﬂ
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| control subjects, the ‘medis

negatlve. Such a negatlve

assoc1at' n‘would result ln
1 the result towards no assoc
| the confoundlng factor is not
controlled,for In addltlon to hot

present in” the study

FDA requested ehat the Yale
1nvestlgators explore the po 3

alcohol con umptlon in more
The 1nvest1gators found that ,
ratios for phenylpropanolamlne ar

stroke: were essentlally unchange by,

1nc1u31on of any quantltatlve
measures “of smoklng and alcohol
consumptlon o .

. The 1nvesclgators exam1'ed1the
| association between curren
\¢pheny1propanolam1ne dosefa
hemorrhagic stroke. Among

dose of phenylpropanolamlne
the total amount taken on: tl
day or precedlng day) was 75 mg
,adjusted<adds ratio was hlghe‘
current: doses
lower doses.

four of elght
controls were

extended release phenylpropan lai
| cough-cold drug products with
| recommended adult dosing every 12

hours (150 mg a day), the &
I further evaluated the ‘asso
| between risk of hemo r_
and a range of current .

'Vub1a31ng

assoc1at10n if an

controls were
n 75 mg of

‘tive and j 3

phenylpropanolaminejdQses,fl*"'
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Exploratory analyses suggest that
there may ‘be an 1ncreased risk of

hemorrhaglc stroke with labeled doses | at

at or above 75 mg a day Although
not- statlstlcally s1gn1f1cant ca

trend: toward ‘a dose= orderlng of odds 3

ratios was seen

| practices »
| execution.

n’r&ased rlsk of

ontrol deszgn
this study '

c.kAdditional Reports.

FDA revzewed its adverse events < DA
. | reporting sys
reports of her
{1921 to 2000 a

reportlng system (AERS) for
spontaneous ‘reports of hemorrhaglc .

stroke from 1991 to 2000 and s
1dent1f1ed 22 cases,,lG in the 18“toa~
49 age group with 13 cases 1n
(Ref. 2). In all cases, the ;
drug was an extended- releaae pr
containing 75 mg of ‘

‘cases in women (Ref 3
*aasea, the suspect drug<was an

pontaneous

‘grr gic ‘stroke from .
; v entlfled 22 cases,'
16 in the 18 to 49 age ‘group w1th 13
In all '

éxtended release product contalnxng

'*75 mg of phenylpro nqlamlne pexr unlt
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phenylpropanolamine per unit dose,

of 11 caseéffor,Which the indication
of use was provided, 10 repcrted use
for resplratory symptoms R

 s;for whxch the

. 10

nmmarkete eundar the”bT :drug monograph

to the Iack of

| a requirement to e&bhzt any such

".eireports to ‘the agenqy

absence of such

Therefore,bth\

D. Advisory Committee-RecommeﬁHEtioﬁs~~:

On October 19, 2000,
meetlng, EDA's Nonprescrlptlon Drugs
Advisory Committee (NDAC) discussed
the Yale Hemorrhaglc Stroke Progect
and additional case reports of
hemorrhagic stroke since 1991. P

The 1nvestlgators of the Yale study

presented the study results and thelr"

conclu51ons Industry -

representatlves raised concerns about'

the design of the study that they
belleved made 1nterpretatlon of the :
results dlfflcult (Ref 3). ‘

-at-a publlc

“addltlonal ‘cast
‘91nce 1991. :

, represent

' believed me
'ﬁresults d1 fi

: u,:a;'akpublic

'“jCommlttee LNDAC) che regulatory
| history of oTC ‘pheny
‘j?(includlng FDA's co
f~§reporcs of hemorrhagzc stroke
:;asaoczated with phanylpropanolam;ne
prior to 1991), the data from the

ropanclamzne
erns about case

Yale: Hemorrhaglc Stroke Project, and

‘ueports of stroke

the de31g

NDAC. evaluated whiuhar the Yale study
showad an: assoczation between '

ﬂ‘phenylpropanolamine use and an

increased risk of stroke in d;fferent

. populations aged 18 to 49 {fEmale,

both) and far d;fferent uses

.mal_,e,
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When NDAC was asked if, tak;ng all

‘currently available 1nformatian znto~.f

'account,.the data support the.
conclu51on that there is an
association between

phenylpropanclamine and ‘an 1ncreasedfl
risk of hemorrhagic stroke, 13 of 14['"

committee members voted (thhil sy
voting “‘uncertaln") that“th re
such -an association. (Ref 4,

‘| When asked/whether

phenylpropanolamlne can be generally

decongestant 12 of the 14 commi
members voted (with 2 abstaining
that phenylpropanolamlne co,l'
considered to be generally r cog
as safe for: OTC nasal decongestant
use. ; L

When asked whether

kt,'appetzte :
) (Ref. 5). More

c wag asked if the-
conclu81on that -
tion between
amine and an increased
agic stroke, taking

Phenyiperanolamine s effects on

, ;gblood pressure, (2) spontaneous'
| reports of hemorrhagic stroke

:associated w;th pbenylpropauolamzne

a?present, and (5)
1Yala Hemorrbagzc ‘

1th;1 votlng
'hat there is such an'

When asked whether

k*,phenylpropanolaminerean be generally
recognized as safe for use:as a nasal T S

,ujmembers voted (w1th 2 abstalnlng) ‘
15“that phenylpropanolamlne could not be'

, “icon51dered to be generally recognlzedL
Ll as safe for OTC nasal decongestant
use. - .- i ;

phenylpropanolamlne can be generally,i)o; nylp

recognlzed as safe for use as an: o
appetite suppressant, 13 of the 14
committee members voted (with 1 .

abstalnxngl that phenylpropanolamlﬂe‘u

~could not be considered to be
generally recognized as safe for OTC
welght control use.:

| NDAC member
~abstaznlng
| could not.
'~‘generally ecogniz

IV. The Agency's Tentative T
Conclusions on the Safety of iﬂj B
Phenylpropanolamlne S N

: 1}III. FDA 8 Tentatlve Conclu51ons on
ﬁ“*the Safety of Phenylpropanolamlne

FDA believes that the known

~ scientzfzc evmden e supports tbe
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The agnncy concludes that the ,7

time usa as ‘a nasal deconges

an increased risk of hemorrh,
stroke was s;gnzfzcant and waj,most
strzkzng in women. s

| The .case=control desmgn was best i
sulted for this study because ‘the .
outcome under 1nvestlgatlon was rare
All reasonable steps were taken to
minimize bias and confoundlng.i~i
Quality control measures were bullt
into the de51gn. ;

Analyses were appropriate for the
type of study and were performed
according to the protocol. ‘The
strengths of the study. lie in. the
clarity of its objectzves, the
meticulous adherence to. sound, : ;
epldemlology practices in 1tsgde51gn
and execution, and the aonsist“
the findings, regardless of ‘th
analytic methods. L

Its only lzmztab;on was in tbe pow,r

e stroke,

Yale - study (Ref 1) was well desxgﬁed_

fgccnfoundlng A
Zimeasures 1nto

“jAnalyﬁas
Tof study ar
| to the protoc
1]object1ves :
- practices
| execution.
f,analytzc method used, the fzndings
‘| were consastant. ‘

‘prevzoua and continu;ng _
‘adverse event raports,:raparts in the.

’"%ipublishad medzcalﬂllterature, and’ the

ﬂblood pressure.

#3¢n111fﬂ of this

study (Ref

/as well-designed and
ssoclatlon between

‘priate fbr'the‘tYpe
erfbrmed’according

d: oundyeﬁidemlology ,
sed in its de31gn and

‘and sample szze, dzscussed earliar.»_,
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Despite. this'limztatzon,‘the study
was: nevartheless able to find a
consistent association hetwaen '
‘pbenyipropanolamane usze and
hemorzhag;c stroke, particularly in '
-women. ,

Although the Yale study focuse&
on men and women 18 to 49 yea‘s of
age, the agency has no reason to ‘
believe that the 1ncreaseM
hemorrhagic. stxoke is llMlte
‘population. i
belng conducted FDA contznued to
recelve spontaneous reports of -
hemorrhaglc stroke with cough;cold
products that contain hzgh doses of
phenylpropanolamlne :

Some rqports indzcate that only one
{ dose was admznzstered

FDA belxeves that the data from
| the Yale: scudy demonstrating an
assoclatzon between ‘
phenylpropanolamine and hemorrhagic
‘stroke, taken together w;tb :
| spontaneous reports and repor
the published medical ‘at
provide evidence that. nasal
decongestant and’ wezght control~drug
products contain;ng
phenyipropanolamine are no longer j;
sbown to: be»safe. L

Because. hemorrbaguc strokes ofton ‘
lead to catastrophzc, irreversi le :
outcomes and the factors that may
predzspose some: 1nd1v1duals to
develop this adverse event are nat
fully known, . 1nd1v1duals at. rlsk
cannot be adequately warned o

While the Yale studf ”asffVFI

“reports of e
| people 28 to
,tccughﬁcol
Q doses of

Although the Yale study focused

'V,on men and women 18 to 49 years of 4

| age, 'FDA has no data to show that the

- | incr ased rlsk of hemorrhagmc stroke '
f

Ahallckstroke in
years of age with
cty’ that contain 0TC
propanolamxne

Becauseftheﬂfactors that ‘may
4 als to be

,leat‘risk3cannot
| be adequate,y’ ned through
alabeling S

k Altbougb tbere is no other active

A ingredient that is gqnerally

'o{ recognized as safe and effecbive for .
o OTc wengt aontrol use,

-OTC nasal
cts can be
therwingrsdients,

“ive to the effectso'
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The" agency tentatzvely concludes that,;$ 7t 

the benefits of the 1ntended uses of.
this ingredient do not outwelgh the
potential risk. : | :

All of the [new drug] applicat; ns:

lzsted in section II of ‘thisg doc 2
are for nasal decongestanc use of
phenylpropanolamine. None 3F5,5635f
appetlte control. o S

[N

¢, irreversible
des that ‘the
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The NPRM also ignores subsequent publications analyzmg subsets of the HSP data, as shown in
Wyeth’s comments on the NPRM.2' Further it fails to discuss the agency’s previous
assessments of data on blood pressure effects of PPA. 2 The pubhc is left in the dark about the
very existence of these other sources of information beanng on the substance of FDA’s proposal.
It is denied a meanmgful opportumty to comment because it is unaware of these issues.

Moreover, the public is deprived of FDA s position on other facts that are now known about the
validity of the HSP study. A citizen mlght rightfully assume that FDA was on top of the subject,
not locked in a time capsule dated “October 2000” and ignoring any publications or comments
occurring after that time. Without careful study of the material not discussed by FDA, she or he
might defer to the agency’s conclusmns without realizing how flawed they are. In a perfect '
world, of course, the ideal citizen mi ght read the comments received, such as those submitted by
Wyeth, and realize how incomplete and misleading FDA’s analysw was. But Wyeth’s comments
will not be published in the Federal Regzster and will not be easily available. As aresult, the
ordinary citizen is deprived of both a well-considered appraisal by FDA of all of the evidence
available to the agency and also a meamngful opportumty to partlclpate in the rulemaking
process. S ,

The remedy for this situation is for FDA to thhdraw the current NPRM on the ground that the
agency had not yet considered crucial information bearing on the safety of PPA that was in the
agency’s possession. This action would not prejudice FDA fmm 1ssu1ng any new proposal it felt
justified, based on the totality of the record before it.

This step would also prov1de FDAngth an extraordinary opportunity. Unlike most situations,

the agency now has available to it detailed supplemental information regarding the HSP from its
investigators that was developed in a lengthy litigation dlscovery and fact-finding process. In its
comments, Wyeth is submitting HSP records that may not have previously been known to the
agency, as well as sworn statements of the HSP investigators obtamed in depositions. Rarely has
the agency had such a thorough and ¢ omplete record relating to a study on which it has placed so
much reliance. Withdrawal of the present NPRM to consider the information that was available
to FDA prior to December 2005 will perrmt the agency to consider this additional information as
well.

1 See Attachment 1, at 19-20.

18 See Attachment 1, at20-21: ¥
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Commlsswner of Food and Drugs

Food and Drug Administration
- Docket Management Branch (HFA~305)
15630 Fishers Lane, Room 1061
Rockv1lle MD 20852

Re:  Docket Nos. 1976N\00"
RIN 0910-AF34 0910-,
Comments of Wyeth

Dear Cﬁomr?mssmner

nse to the Food and Drug
Rulemakmg regardmg
ter Human Use; Tentative
odified at 21 C.F.R. pts. ,
ify -over-the-counter nasal

Wyeth subm1ts the attached comments and new da" '
Administration’s December 22, - 12005 Notice of Propo:
Phenylpropanolamme—Contammg Drug Products for Ove the
Final Monographs, 70 Fed. Reg. 75, 988 (Dec. 22, 200"
310, 341 and 357). The proposal, if made final, woul
decongestant and welght control drug products con
previously proposed monogrdph status (Category I) ;.for. »thes
(Category II) status. ; i

uses to no‘nmonograph :

f’:GIobal Medicai and Clmlcal Affalrs at Wyeth,
been;;; authonzed by Wycth to subnnt these comments and ,

[am a former Senior Vlcef ,
Consumer Healthcare, and I have.»
new data on its behalf

/Attach,

Wyeth requests that any ,'co&espondéfnce!conceming thése» comments 'Bé'a&dre‘sscd,to: o

¥

William W. Vodra,Esq. =~ | lelxam Vodra@aporter com
Amold & Porter LLP Teiephone 1202-942-5088

555 Twelfth Street, NW =~ L Fax L 202-942- 5?99 f
Washmgton DC 20004- 1206 G SRS e L

propanolamine from their





Wyeth’s Comments and New Data in Response to FDA’s
December 22, 2005 Notice of Proposed Rule (“Notlce”)
Regardlng Phenylpropanalamme (“PPA”)

o March 22, 2905,.;- e

Wyeth voluntarily Wlthdrew its PPA cough and cold products ever five years ago and does not
intend to market PPA products in the future Nevertheless, Wyeth beheves it necessary to
comment on the Notlce because ; ; : : : ,

* the Notice assumes the rehab it;
not previously avallable to

of @ a study that is now known (through mformatmn
JA) to have been lrreparably compronnsed,

e the Notice omits crucial mformatlon known or reasonably knowable to FDA, and

e in llght of tlus mformatmn, the Not}ce nusstates“materlal facts and . m:sleads thc,
pubhc : : :

¢ issuing a ﬁnal rule based on
iesting FDA, in the interim, to
: conunue to be nnsled by the

Wyeth urges FDA to cons1der thes& cgmments thoroughly )
the Notice. (In addition, Wyeth is filmg a separate petition
withdraw the Notice without prejudice. Otherwise, the pubhc
inaccurate and 1ncomp1ete mformatmn presented in the Notxce )

Executwe Summary ; e

FDA proposes to reclassify PPA beca’ e of a posszble assoc:atlon between PPA and an increased
risk of hemorrhagic stroke. The NfQ ,rehes almost exclusively on the Hemorrhaglc Stroke
Project (“HSP™) or Yale Study to dem nstrate this poss1ble association. (Tab 1). Thus, FDA’s
proposal turns on the validity and strangth of the HSP :

The HSP was a case-control study ‘comparing persons wha sufferedy a hemorrhaglc stroke (the
cases) with controls purportedly matched for major demograp aracteristics. In the end, only
one statistically significant association was found in the published study (xn appente suppressant
users), and only two associations were identified in _the unpublished version of the study
provided to FDA. These two assomat' ons rested upon t two s s of case—control comparisons:

women who used PPA as an appetlta suppressant and 1 women ! 119 : sed a PPA-contammg cough-

cold product within 24 hours of the stroke (but had not used PPA in the preceding 2 weeks)
(called “first-use). These. fmdmgs, however, are denved from very. small numbers of cases --
6 women and 7 women, respectlvely Ciearly, any errors among thesc 13 cases, in terms of
eligibility, classification, or control for. oonfoundmg factors, would undermme the validity and
results of the HSP. As set forth below these two small subsets of data are among the most
confounded, biased, mampulatcd arid, unrehable data in the study.
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TS analyzed and later

ked by the Advnsory'Commntee about the e





d that they wou}d only bs ab}e to Iocate one. cont*roi‘,

ressant controls had been
the: fazlure to ﬁnd elght of

otice, FDA has misled the ,

Vpesai (Wyeth petitions

: v ; in order to consider the
ince 2000 and then to determme whether and how it should ‘

information that has become pubh vr
proceed.)
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'fo"’ Elthel‘ Subgroup of Stmke Types SRR« SR
atmns Rest on Ineomplete and :

D. PPA Was Not a
E. The Advisory Com ec
Mlsleadmg Inform tm, _about

28

L Background Informatwn ’ o
A FDA Assessments of PPA Safety before the H

For decades PPA was w1der used asa nasal deoonge
cough-cold products that also kcommonly contained - ant h_istarnmes or . cough
suppressants. In 1980, over 100 rescription and. non-prescnptlon kPA cough cold produots '
- 'were available in the United St n, M.D., Phenylpro @ A Cr
Analysis of Reported: Adverse Reactions and verdosa e 3 (Jack K B gess, Inc 1986} (Tab.
2). Many of these products were appr ed by FDA as “safe and ¢ 3

( A,‘b:3) (redacted versmn, '
C’amparzson of the relatwe

safety of phenylpropanolamme ace, mi
compendia, 27 Int’1 J. Clinical Pharmac

to and dunng its decades of us’ 3
companies - demonstrated that PPA i
Silverman, A Hlstorv of _Therayeutle Uses : of Phe

1985) (Tab 5). The FDA / |
Antlasthmatlc Drug Products rec

~ Allergy, Bronchodilator and‘Anttas ]
codified at 21 C.F. R. pt 341) (Tab 6)

In the 19803 1solated reports of h motrhaglc strokes:" th PPA pnmanly with

mgmﬁcant overdoses of PPA contramdlcated concomxtant
- as MAO inhibitors, or appetlte suppressants contaiﬂ *
marketed in Australia. Following :
,conducted in the mxd 19808 related to ‘

A th other products such
1somer of PPA that was

orfhage 1 Lancet 1017
(1984) (Tab 7) Robert T O’Nelll PhD & Stephen W Van det _,ar,r MD M S A Case- ;

'(2002) (unpubhshed)‘(Tab 8) |






Throughout the early 1990s, FDA of e

réﬁéetedlyrexpres_sedrthe_ view,{thgtu PPA "iwals sefe{rjandi
effectlve Forexample I T e e CRL e e e

e On August 9, 1990, the FDA s Directs 1Vl ~dm—RenaI Drug Products,
- Raymond Llplcky, issued a comp ehensxve '2 )-page on of the available studies
 and data regarding PPA, includin an analysxs of exzs reports and blood pressure

studies. See Tab 3 (redacted ion ' mltted in Confidential -
= Appendlx) ‘He found that reco: t pose a real safety risk and
fha;d a reasonable safety marg ore, in ,dlscussmg the biood

: Vv ry little poss1b111ty that;

,_pxessor effect. Id. at 26 27

o In November 1990, lehama lebertson FDA Dlrector of QTC Drug Evaluatxon '
reconfirmed - pubhcly ‘that FDA  co sidered - PPA “safe and effectWe as a nasal »
decongestant.” —D—C Repo- “vv\.119 1990) (Tab 9) : \

“D“? G}lbertson started out by ‘
no significant issues
the Agency intends to
1se.” Memorandum of FDA

o In January 1991 an FDA Meetmg Memorandum stated
- stating that since there was ‘mutual agreement that t
__remaining regardmg PPA when used as a nasal

classify the ingredient Category | (safe and effectiv
: eMeetmg from Carol A Heppe (Ian 10 1991)’~(_,ab'

‘ “the agency has found
tracramal bleedmg are
ilbertson, Pharm.D.,
No. PR7 at 2 (Mar. 9,

e In 1993 addressmg the case, report data, Dr G‘rzlbe
it mgoss1bl ¢ to determine 1 r“the report
more than the expected background rate
to R. William Soller, Ph. D., Docket No.
1993) (emphasis added) (Tab 11 i

A«éontammg appetlte
Medicine to develop a
-49 years. :

suppressants worked mth FDA‘ and estr } ators at the Y
new epldemlologxcal case-control study mong 1

veen December 1994 and
May 10, 2000, and the
called the Hemorrhagic -

An extensxve protocol was developed and the study was p
July 1999.  The results were not compxled and reported
results were not published until Decem & ,_,2000 T he study

Stroke Pro;ect ! i £

C. FDA Posmon on PPA\Safety Untll November 2(}00

;e 'pressed the view that the exzstmg sources of f '
lies and 1nd1vxdua1 case reports -- did not (and could

Before November 2000, F)A h
information -- e_arher‘epl,demlologw al s






not) demonstrate an ass_.OCi'éi’t'i\-c\iﬁ, e ! 'ankmcreased nsk of hemmrhagxc stroke T his L
, positi'on was affirmed fby-‘other's including le:

lished ‘the conclusmn that it
pongthe exxstmg hterature

In 1996, neuroioglsts mcludx{f , the lead HSP neu
was \1m ossible to im hcate
Lawrence M Brass, et

| “"New Eng J. Med. 1826,
1831 (2000) (Tab 13) L

1 .,essary to remove PPA«contalmng .TC products :
the HSP because no evidence existed that PPA
: -',sk,” 61 Fed Reg 591_\_ 5913 (Feb 14, 1996)"

e In 1996 FDA determmad"
from the market;ﬁénding‘
“represents a substantlal p[ hc hea,
(Tab 14) i

e In 1999 FDA approved Supp}.emental New D‘ g ;
contammg PPA, Tavist® D and Contac®, theraby re-af
a“safe and effecnv nasal decongestant

‘atmns for two productsf
it 'v1cw that PPA remained

i 'eperted in the HSP study,'
ther conclusion about the

‘ ,orts recelved by FDA
)), these reports are
lish an association

“Until conmderanon by its Adv1sory§i Commmee of thc mf

€ Hemcrrhaglc Stroke ;
atistical significance
used as an appetite

‘ ',There were no male‘ ‘

drove the correspondmg fmdmgs on male and female users combmed ; S

; ’\‘Z,,,j,CQmmlttee to hear presentatlons on the study and{
| ,by the agency Transcnpt N@nprescnptmn Drugs

On October 19, 2000, FDA aske‘j
then answer a series of questlons po






Advisory Comrmttee, Me(‘:t"” Ol sues. of
- Counter Drug Products (Oct. 19 2000 (Tab 6)
not prov1ded cntlcal 1nf01:mauon abaut: he HSP a
well ’ : G

> Advxsory Cornmmee was
| naceurate information as.

On Nevember 3, 2000 relymg on the recommend on o“ me ,d Advxsory Comrmtte«, o

any drug products contalnmg pha 10lam: ” cumphed thh FDA’
~request e T e : ,

of all- New Drug,
14 2001)) Wyeth

H. stcussmn

Wheu Informatlon (Not: -
umpmmxsed

A  The Notlce Assumes that
/ * Previously Avuil;ablg, ’

- of the study wére‘
h the HSP, many of
recent Nonce are set forth‘

Many of the features of the 'HSP:
abandoned pnor to or in its execu 1o
which have not been presented to FD"
below

@ Ihefligil"leacf‘m“' '

- FDA Assumption: “Stnct dlagnes
of hemorrhaglc stroke cases in the targ
clearly defined for both cases and co
eligibility criteria, to assure that the ca
criteria included (a) the occurrence 1age (SAH) or an
intracranial hemorrhage (ICH), confirme 1 b)’fw_ithout_ eVid‘encc
that the SAH or ICH was related to ischemic in: ebral thrombosis, or
thrombolytlc therapy, and (c) the ab ence of or hat would i increase the

: The pretocol spemﬁed v
: of the study These

: HSP Reahty At least two cases‘ ‘L"{'i - :,: male cases whoused PPA asan

product shouid have been excluded 1 de S k;ﬁ»c‘:ntena These cases are






; ,records md;cate that she had a

e Case Number 62-0094 (Tab 17)

*p‘hys'ician wrote that
The patient’s medlca} :

medications for seizures at the t1k‘ ; : ‘er- to fall and “hit [her} :
‘head.” Id at HSPM—RIH—000429 ‘ A ,

. Case Number 20- 0092 (Tab 18)

The panent developed a headache on th : k;'
At 12:30 p.m., she took a PPA cold n
pm, she had a CT scan at the h !

d, at HSP00062505 |
: els were greater than
ienrolled in the study.

age.

40 or. 50,” 1t would ra;se conce )
Lawrence Brassk Depo’sitiorx; at 2!

i":should not have been
9’1 began the mornmgt

aﬁ transxent ischemic
en. excluded from the

attack The FDA’s Netlce correc
HSP (accordmg to the protocol) 1
thrombosis, or thrombolytic thera
diagnosed with and treated fora
- excluded from the study. Thir ]

heparin and the‘pati:ent"s APTT levels exceedec 0.

(2) Cases were mtsclassgﬁgd, i

FDA Assumgno The deterr:;l;inatibn;gof vhether a ¢
hemorrhagic stroke was noted as a “critical” fa
_headache often precedes the sympto
However, the “sentinel headach’ i
sentmel ‘symptoms, mcludmg th_ (
contalmng PPA (or PPA in combir ,
PPA product to treat symptoms caused by
cases, PPA use would follow, not pr ;
was critical to determine the sequence
- The Notice states that the “FD;_(,
Tab 1 at 75,992 (col. 2).

a patlent may take a
aglc stroke In these

\any'ewdence of recall or rmsc assaﬁcatzon blas » o

he was not takmg any





f‘first use cases were miscl ssxﬁed Four of these

HSP Reahty Over haIf of the seven fem‘ le=

-« Case Numb’er'7l -0.039/(Tab'20)

At the time that th1s patlent ‘had the stroke the mve i
determmed that the onset of the streke was at 9:00 p.m.

'an, the Iead HSP mvestlgator, Wrote an e~ma11\,f :
er N Keman ;M D. to Cathenne Vlscoh

(Oct. 15, 1998, 08:29:56 EST) (HSP-Y-
Tuesday 10/31 should probably be the
that the pat1ent ﬁrst reported havmg al

eese ‘unld s‘nll have been
'ged the focal txme te

.November 5 at 10 00 p. m one hour aﬁer the mgestmn
, recIassxﬁed as a “ﬁrst use” case Dr Keman satd 1n7*the 5

: when you read that document o Tr'” ‘
MC013007 at 43, 46, 48 (Judge Mohr
Los Angeles) (March 18 2004) (T_ 22

nof Court of the vState'o', , al ::orma for the County of

o Case Number 20 0092 (Tab 18}

ler the protocol because
h a CT, diagnosed a
ase were eli glble it should
the presence of a sentine}
at HSPOOOI 8883)

- As discussed above (see p;age“‘9),‘ﬂii‘s case:w s?ineﬁgimeﬁ fo
after the patient took PPA, the treatmg ctor ruled out ]
transient 1schemxc attack and prescnbed ] hepann But eve
have been classified as a “not exposed to P case
‘headache that tri ggered the use af a PPA~centammg produc

Case Number 18-0025 (Tab 23)

nary andi’progress notes) mdmate that
ay At the hospztal the patient reported she had an
“intense headache since this AM. at [she] awoke to pain, which built steadily over 1-2
hrs. to present intensity.”  Tab 2 arge Summary, at HSPM- SH-0 000113 and Personal ¥
History, at HSPM—SH 0001 18 The patxent .took a product contammg PPA around 6:00 p m. and

This patlent s pnmary medlcal records o
she began having a headache early;ym !






was admitted to the hospital at 8:
took PPA, this case should have been ,

Bece use the symptoms of the stroke began before she
3sif ed under the protocol as “not exposed toPPA.”

Dr. Brass the lead neurologtst on the HSP team of investigators testlﬁed that if thesc._

med1ca1 records were accurate, then the case “ould notﬁ’ av

Id at 627-631 ThlS statement underscoresf th

Case Number 20—0297 (T ab 24)

at HSPM-Y’ 247, Because she was takmg
_aspirin and a PPA-contammg de ‘ar;her headache had begun, thls case should have

" been classified as “not exposed to \

All of these mlsclassxﬁcattons were cenﬁmled by Dr*’»bx(}rego : Albers, Dn‘ectcr of the Stroke, :
Center at Stanford Umversxty Supplemantal Expert Repo jre'gory W Albers, M. D at
19 53-56 (Dec 31 2003) (Tab 25) ~ : 45 :

- (3) The HSP mvestzgators mbdﬁed the? rotoc
the study wzth kn eithat the'chang,

the butcome

FDA. Assmtmn The Notxce states that the “hallmark
blases are antxmpated and measuresiare ‘nstltuted mith d

e of the mvesngators'
d cases, w1thout knowledge of
1ce, an event was reclassified
£ 't,only unbhnded bm

association between PPA and hc‘ ) \ ]sstroke " S’ee page 10 above

: 11 .

yses durmg and after o





of [PPA], the exposure window w
tlme of onset of symptoms plausxbly rels

data. Memorandum of Meetmg, ‘Sc
0019582-89, at 5-6 (Tab 26); Cathe

19, 1994) (Tab 29) :
2003) (Tab 30)

ion and, after viewing
subgroup statistically
6639 (Tab 31); Tab
10,2003) (Tab 32);
nal attamment But
-level scale Tab 13 at
the “first-use’” * subgroup
ysis). Tab 30 at § 60.
matlves consxdered or

in the pubhshed reporc of the
Table 2. If a three-level scale
would not have been stanstlcally s
Nothing in thc unpubhshed report ¢
the mcons;stency between the two. re q
Smentlﬁc Advxsory Group, FDA :

Even Apghed Residual confound g €
numerous confounders Dr V1sco,
rule.” Tab 27 at 214. There is also «
than 10 percent; however, makmg
finding statlstxcally st gmﬁcant eve ;
to Walter Kernan (Jan. 10, 2000, ‘EST) (HSP—- ~0033212) (Tab 33) Ultxmately, no '
adjustments were made for caffeine.






‘Rev1ew ef Ep:dermologlcal Report
of 2000 believed the interviewers w
requirement early on in the study.”
‘Advisory Committee the HSP investig
interviewers were ‘blinded. Tab 16 at
were bhnded to the medmatmn under
(col. 1) :

; gave up on that
4,; (Tab 35) At the

HSP Reahty None of the 1nterv1e
al., from Sandra Titus to. Walter ‘
‘Tab 35 at 473-74. Furthermore, ,
,For example cases mtemewed at

béing shadind HSP
Tab 38) The oddc;’

(e g PPA) The Nouce asserts‘ hat thr
hypertensxon and c1garette smokmg)”f‘ Nstments in the ﬁnaj

cking. and alcohol use

HSP Reahty* Confoundlng was a s1‘ mificant pr
(1) the major risk factors wer - mucl
(2) there were no adjustmen
_the HSP database; and (3) many of
for hemorrhaglc stroke Tab 25 at 'H 4

(2) Major fisk factors ‘were more pr
showed that there were sxgmf
many major risk factors for h
smokmg, history of hypertenswn

1ces between the cases and matchmg controls in
>: race, level of education, current clgarette'
mil; i’hxstory of hemorrhagxc stroke, regular alcohol use,






(more than two drmks per day),'_
Table 2. All of these confounc
Subsequent published analyses of HS
already identified risk factors. J
Aneurysmal Subarachnozd Hemorr age
41); Edward Feldmann, M.D., et

2bral Hemorrhage in the
Young Are Madzfabze Stroke: 1881,,i 0 i e

\ in the HSP were illicit
n, none of the controls
- Subject Summaries:
his factor. “In such

__bles not represented in

Most 1mportantly, ﬁve of the twenty—

cempﬁed by the HSP’\ ‘

’faetors that changeci !

le and female cases
or stroke. For example, all
two significant risk factors
Multi-region Havner
arding Male Cases in HSP |

exposed to PPA in the HSP almost a
six of the male cases: exposed to P
for hemerfhaglc stroke. Present:
‘Hearing, at A48-A74 (Jan 15, 20
(Tabs 40, 45—49) (Tab 38 at 219- 232).
risk factors and their potentlal 1mpact
the six cases of stroke in wome
_appetite suppressant cases prov1de
five of the six can be explamed} yth
trauma, and use of multiple subst;

vever, exists among
Although these six
for FDA’s proposal,
_ !  pre-existing lesions, ‘

| tobacce, alcohol caf A me) The szxth case’s

e 1375 (2003) (Tab -

ade for cocame use,

¢ problem of multiple





hemorrhage stroke was not p | o)’the, PPA because shc had taken the PPA product

Based upon product marke ing data, th HSP investigat ¢ th' i ,‘0.64% of the controla
would be exposed to appetite € tain P/ 4,
“controls 1dent1ﬁed in the HSP (Ta 13 f 30, Table 1. been nine controls :
exposed to a PPA-containing appetite suppressant. Ir ldennﬁed Id. ThlS'
difference cannot be. 1gnored 1tg o erio
ﬁndmg matchmg controls

the appetlte subgroup was co 8 sist
’the pre»study marketmg dat~

‘At hlS deposmon, hc
Al hat he had not taken

,to that Whlch had beon postulatcd
admitted this statement to the Advi , ,
steps to adwse FDA of thls mlsstatc en ~Ra1ph Horw:

(7) HSP devmted in other ways from the pr ;ep:z'demialpgical o
practzces o : N R
Although the protocol contamedfaﬁ umber;of sound -
“HSP suffered from a number of si ﬁcant dcvxatlons m

followmg ' o

practlces, mcludlng the

d to ascertain medical
~and alcohol. ... Case
ctured quesnonnmrcf
educed the pOSSlblhty
;ed questxonnalre > Id. at

FDA Assumpnon “Case subjects

developed for thls study » Tab: 1 at ! The
of m1sclas51ﬁcatlon of phenylpropanolarmne by usmg;’, :hx :
75,992 (col 2) - : , : ‘

blic, unprofessional
rger King.  Excerpts
hough the interview
; 'dependmg on the
! ort tin _nods For example,
twe ve mmutes Excerpts of HSP Interview
es that some mtervxewers wore rushmg through the

;HSP Reah y: The HSP often‘\ i
environments, such as Showcase
of HSP. Interwew Forms (Tab 51
forms had a minimum of appfo m
answers given), many of the intervie

‘numerous: interviews only to
Forms (Tab 52) ThlS fact stron

cal ¢ '-concepts, in practice the





quesuonnaxre, sklpplng questxons,

ot probing for critical exposure on medications. (Tab 39
mﬂ3® T et i L s S ,

| of the case Subject s telephone number) was used to iden c0' trel subjects who were
matched on: (5) telephone exchan el(as a surr“, gate ) rmc status) 2 Tab 1 at
75 990(col 2) i Sodi S , ,

g :(RDD) For example ,

dard RDD conventlon
,;md 16 (Jan 2,2003)
"ena for the study and

HSP. Reahty The study chd not properiy perform ar
ehglble phone numbers were called
- before being dropped. Expert Rep

(Tab 53). In several of the logs, in
are willing to participate, but were
-and other mistakes resulted- a

who were more llkely to remam
, these practxces although the curre

1}24

Moreover, thé HSP regula
States——-for example the I~I P

P at Study No. 620047
ontrols from Indiana. 1d.
: ,__atch by socmeconomxc

ired that personséconductmg.,cachi’fmtervww be randomly 3
ass1gned to cases or controls to cnsur& t‘ t no system ic bias i is mitre ce:d in data collectlon
The Notlce asserts, “Intervwwers were randomly assigne ’ T -
75,992 (col l) '

“HSP Reahty The HSP did not regularlyfrotabe the. mtd vi =
eport o : \ 7‘(3a1'1 9, 2003) (Tab 55) :

Kerne Krompf Deposmon, at 270 (Ta V;Iewed by one mterv1ewer

‘who was unblinded to the study’s hypo

interviewers. Tab 55 at § 57; Tab 56 at 270; La

(Tab 57). Telhngly, two mtervxewc s in the Cir ;

suppressant cases enrolled in the entire study. Fax from Ralph I—Ierwnz to Patnck Gumn

(Aug. 15, 2000) at HSP~Y-0027254 (Ta.:‘_. Nab 27 at 400 13- 18) s






(d) The study was not population-based.

FDA Assumgtxon " “Because controls werejpepulatmn‘basedf the results were generahzable to ,
“the source populatxon from whrch the as and eontrels-}' 'er, T b»}:l at 75 992 (col 2) ‘

“HSP Reahty The HSP study was ongmally planned to ﬁ
'study that ‘was. actually done was. not a populatwn«bas.

been pepulatmmbased but the; '
~study. The patients
ients with hemorrhagic
nrandom or selective
gic stroke and PPA
provi,ded: at '1,,ea‘st 14

Therefore the referred patlents were much mere hkely to have taken PPA than the cases not
referred to the study : LA ; : ;

‘Cahfornra and Washmgton State were e
- Rhode Island, presumably because they, /ere patie

_B. ' The Notice Omxts Cmczal Informatwn Kn‘

0] c | I oi’matmn m the pubhe
kets on PPA These ma

domain, and mformatlon ﬁl)__ ,
»analyses that substannally un

Walter N. Keman, M D., et al Phenylpropanolamme an, the Rts_k of Hemorrhagzc
Stroke 343 New Eng. J Med 1 6, 1 826~1832 (2“0) (hereafter Keman 2000) (Tab 13)

‘?of the HSP differs from the May Final Report n
butvmost 'fzamportantly, it adopts a dlffcrent statistical -
erman 2000 (and’.zall subsequent pubhcanens by the HSP

The peer-rev;lewed ubli
many ways (dxscu s
test for its analyses






.Phenylpropanolamme and Hi hag oke,
: (2001) (hereafter Keman 20{}1) Tab6l).

| 41)

1nvest1gators) use

scientific statlstlcal
~ England Journal of Medicine to meet catlon andards The May Fmal
» :Report (Tab 15) uses;a one-tailed test. A f‘o ‘he crumal assoc1atlons. :

tcst for statxstlcal szgmﬁcance Th1s is accepted 3

v.er that a two~talled
_y(iﬁcance of the only '

; any mterpretanon of the HSP data
- any other dlfferences T B0

Letter from Walter N Keman,‘ MD.

In thxs letter, the HSP
between: “ﬁrst use” of
reach the level of

Joseph P. Bredenck MD et ajor
Hemorrhage in the YoungAre Modifiable,

subarachnmd hemorrhage :

| mtraccrebral hemorrhage |
1 8. ; dlfferent condmons An

/ ':‘-(“SAH”)

| (:jspace between the r' ' ”and skull called
ily caused exther by trauma (i.e, a blow to the
rysm The HSP authors themselves pubhshed ina

the subarachno:dx»;
head) or the rupture'o'f an’ ne






separate artlcle tha
disorders [ICH and
Use of Ephedm-“
3 Neurology 132, 1:
HSP was being wri
there was only a “su

A;Hvs ICH” He Sald, %
- he “would reject the m

] ¢1t reﬂects need to- '

jpreparatlon for the :
'haglc stroke showcd

fferences exist in the, :
ion” of the HSP report
on pubhc notice about
nal Report and faﬂedf :

these dlscrepancws in the NOUCC FD ' elied ex
- even to acknowledge the dlfferences b tween
HSP. ‘






aym ’vnd Llplcky, Dnrect 0 "’iof FDA’s DlVlsmn qf;-‘
'regardmg the safety
ded doses of PPA did

and effect on blood pressure m
~Cardio-Renal Drug Products. Af
‘of PPA, including blood ‘pressure data, |
not pose a real safety risk and had
Appendix at 27, 28) Moreovar D
recommended doses of PPA were

1996, neumloglsts, mcludlng the lead |

it was 1mpess1ble to 1mphcate ph

llterature Samuel N et al. Office

(Tab 12). Indeed, Dr. Brass testi ,

causes hemorrhagac stroke—wtranswnt

“unconvincing.”” Transcript of de

2002) (Tab 19) In its Notice, FDA m

- and Brass without pr'o'viding-any -..exp

htﬂe possibility that
fect. Id. Likewise, in
the conclusion that
ed ‘upon the existing
‘ et al., eds 1996),

spasm, and vascuhtlsuarf, ,

Moreover, blood pressure data
FDA’s analysis. For example,
dosages of [PPA] cause blood presst
aids known as Tnmolets Tab 1 at
much hlghar desage (85 mg imme
‘the Umted States Tnmolets also

oannot rehably be
Products Assocxatmn,

udés that PPA is av
: .:.1ologlca11y PPA’ 5

tine C Dnstncts Mouse
ptors, JPET 2005;
l'A) Adrenoreceptor ;
, oreceptor Subtypes,?

on mmng Dr Llpley s
s;tentatlve concluswns

{"at 4; Conﬁdentxal' "

ich PPA supposedly





B

; m not consu:iermg the 1nfonnanon iden

, attnbutlon of nsk in women to ﬁr b

75, 992 (col. 1).

'females (1133 or 54, 5%) “Tab 1
‘research interest extended to the eff

- ratio for the nsk of hemorrhaglc

v suggesting that PPA mlght confer :

L nsk of hemorrhagxc
. in women and Ww

FDA’s rehance on the unpubhshe

males (2) the attnbutmn of nsk 14 : 7 STessants cor ng PPA and (3) the

thelr nsk for hemorrhaglc stroke‘ 0 i
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IL. Injury to Wyeth and Other Manixfacturers of PPA4Cdntaining Products

Wyeth is a former manufacturer of products containing PPA. It is engaged as a defendant in
multiple product liability cases 1nvolv1ng PPA, as are other former ‘manufacturers.

The preamble in the NPRM may adversely affect Wiyeth if courts erroneously conclude that the
preamble is an “advisory opinion’ that represents ‘the formal posmon of FDA” on the safety of
PPA, based on a simplistic reading of the agency’s regulations.? This mterpretatxon would not
be consistent with these regulations, however, which make clear that advisory opinions. only
address a “policy issue of broad application” and would not purport to cover “a particular
product or ingredient” such as PPA.2 Moreover, an advisory opinion obligates the agency only
to adhere to the policy until changed 4y this case, the NPRM reaches only “tentative
conclusions,” based on a preliminary analyms of the data which the public is invited to correct.
FDA cannot be said to have bound 1tse1f to any specific outcome of the proposal. Indeed, the
notice-and-comment rulemaking process only works if the agency 1s not obligated to a particular
result.

Nevertheless, Wyeth and other defendants may be requlred to argue thls preposxtlon in numerous
courts -- w1thout certainty of success. This challenge is not new. When the NOOH was issued,
Wyeth asked that FDA clarify that sta tements made in an NOOH are not findings after an
adjudication through an evidentiary hearing on the merits. Wyeth expressed the concern that
plaintiffs would likely attempt to use FDA’s statements in the NOOH as evidence in product
liability cases involving PPA. Further, in respondmg to any challenges companies may raise to
the HSP in the courts, plaintiffs weuld argue that the NOOH should be read as ‘endorsing the
HSP or definitively interpreting its results. FDA took no action, and Wyeth’s concerns were
realized. The NOOH has been used against Wyeth in numerous proceedings.

Accordingly, Wyeth believes that it faces the risk of further injury if courts misinterpret the
preamble as an expert assessment of all available information, ‘when in fact it is an appraisal of a
small portion of the currently available information. The only way FDA can prevent this
misunderstanding is to withdraw the NPRM because it did not reflect a review of all available
information. Such an action would not prejudice FDA’s ability to issue a new proposal in the
future, after it has considered the mformatmn before it. -

£ See 21 C.F.R. § 10.85(d), ().
D gee 21 C.F.R. § 10.85(a)(iv).

2 gee 21 C.FR. § 10.85(¢).
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C. Environmental Impact

The NPRM states that the agency | has determmed that the actlon proposed 1s of a type that does
not individually or cumulatively have a significant effect on the human environment and,
therefore, neither an environmental aSSessment (“EA”) nor an environmental impact statement
(“EIS”) is required.# The withdrawal of the NPRM should thus have no significant effect either,
and petitioner claims a categorical exclusmn from the requxrement to submlt either an EA or an
EIS.

D Ee'onomic Impact

The NPRM presents a deeply ﬂawed economic impact. assessment regarding the proposed
action.? Wyeth addressed the economic analysxs in its comments.# Wyeth will not submit any
further 1nformat10n in connection w1th this petmon unless reqmred by FDA.

E. Certxficatlon

The undersigned certifies that, to the best knowledge and belief of Wyeth this petition includes
all information and views on which the petition relies, and that it includes representative data and
information known to the petitioner whxoh are unfavorable to the petmon ‘

A;mold & Porter LLP
Counsel for. Wyeth

Wﬂham W. Vodra

cc: Madeline Stoller, Esq.
Wyeth '

Stephen A. Cooper, D.M.D., PhD

£ 70 Fed. Reg. at 75,996 (col. 3).
270 Fed. Reg. at 75,994-96.

# See Attachment 1, page 26.



