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Citizen Petition 
Dear Commissioner : 

Wyeth, by its counsel, submits this petition pursuant to ?.1 C .F.R . § 10 .30 to request that the 
Commissioner of Food and Drugs withdraw a Notice of' Proposed Rulemakino ("~IPRJ1V1"), 
issued by the Food and Drug Adniinistrati~~-I ("FDA") on December 22, 2005, ta reclassify over-
the-counter ("OTC") nasal dtconazstant anci weight control drll- products containing 
phenylpropanolamine ;(°`PPA") from their previously proposed monograph status (Category I) far 
these uses to nonrnonograpli (Cate~;c~~-y ~E) sjatus .- Wycth is a former manufacturer of products 
that contained PFA. Although Wyeth no longer markets Such PFO(ILICILS, and has no intent to do 
so in the future ., the company is a defendant :n product liability la~~suits concerning products that 
once contained PPA. Plaintiffs xr,a}r attempt to use FDA's statements in thi~~ preamble to the 
NPRM as evidence in these cases . Ti1us, Wyeth has an interest 'In assuring the accuracy of 
FDA's statements . 

A, Action Requested 

Wyeth requests that the Commissioner \~~ithdraw the NI'RN1. It contains statements of material 
fact that are inaccurate and misleading to the public . Moreover, the ayfency ',V0uld have known 
that at least some of these statements were erroneous if it had revicv~~ed inf'orrnation in its 
possession or available in the fu ;;dical literature . As to otl~er statements, Vdyeth is submitting 
documentation to demonstrate that these wo are misinformed and ticrrEliabie . , 

In order to present the public with a fully-in_foikiied and well-considered proposal regarding the 
safety of PPA, FDA should wythdl-a1~~ the present NPRI'vI, reconsider it in light of the information 
presented by W Yeth, and, if appropriate, publish a new proposal . ;'lie requested withdrawal 
would not prejudice any subsequent agency action . 

I 70 Fed. Reg. 75,988 (December 22, 2005) (relatit12 to FDA Docket NcSS . 1 ()?6N40~,2_~ and 1951N-0022), 
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B, Statement of Grounds 

Wyeth refers FDA to, and incorporates by reference, its response to FDA's :`wPRiV6, which Wyeth 
has submitted separately on March ??, 2006.2 In its submission, Wyeth demonstrates that : 

" the NPRIVI assumes the reliability of the Hemorrhagic Stroke Project (e`HSP"'), 
a study that is now known (thp°ougb information not previously available to FDA) to 
have been irreparably compromised ; 

" the NPRM omits crucial information known or reasonably knowable to FDA; and 

" in light of this information, the NI'RliI misstates material facts and misleads the 
public . 

The Administrative Procedure Act ("AE'A") arid FDA's own regulations, as ~;~e11 as fundamental 
fairness, require the agency to consider and assess all relevant factors bearing on the safety of -
PPA, aid provide the public with an accurate and complete staCeinerrt of the reasons for the 
proposed action .! Only by having an adequate and non-misleading analysis of the facts on which 
FDA relies can the public intelligently comment. It defeats the entire process for an agency to 
misrepresent the facts before it, in order to Just] "*y the action being proposed . 

In this case, FDA has incorrectly described scientific studies relied upon to j ustify its proposal . 
Moreover, the agency has failed to disclose the existence of other, indisputably relevant data that 
are in the public domain, bath in published medical literature and in Comments submitted to FDA 
in related proceedings. Finally, the Ni'RM indicates, both by what it says and by what it does 
not, that FDA has not been made aware afimportant infan-nation about the IiSP that was . 
obtained during product liability litigation through subpoenas to, and depositions of, the I-~SP 
investigators and others sources. 

FDA is legally required to consider this information. which directly contradicts nurrierous 
statements made in the NPRM, before it tnAes 'Its proposal . It cannot rely on the notice-and-
comment process to correct the misleading information contained in the NPRM. 

= See Attachment I. This attaelu-nent contains the text of the comments, without the votumir.oras supporting' 
documentation, which is available iii die docket oFthe NPRM . 

3 See 21 C.F.R. § 10.40(b)(vii) . 
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I . Injury to Public: Deprivation of Open and Transparent Administrative Process 

Under the AI'A, a federal agency is under an obligation cozisider "televurt data and articulate ̀ 
a satisfactory explanation of its action, including, a ̀ rational connection between the facts and the 
choice made.`a A reviewing court will consider "art agency rule ~tc~l be arbitrary and capricious- ' 
if the agency . . . entirely failed to consider an irripot-tan9 aspect of the prob1en,,, offered an . 
explanation for its decision that runs counter to the evidence before [lie agency, or is so 
implausible that it could not he ascribed to a difference of view or the product of agency 
expertise."'- A leading ease on the issue reiterates this premise, stating, "It is not consonant with' 
the purpose of a rule-making proceeding to pxorntilgate rules on the basis of WadcqUate data ."-' 
Consequently, a reviewing cotart n1ust -assure itself that all relevant factors have been considered 
by the agency.�' - 

Furthermore, informal rulemaking requires an ":lxchange of views, infarma~ion and criticism 
between interested persons and agency" which in cans that the agency "nitikst disclase in detail the 
thinking that has animated the fonn of proposed rule and data upon which it was based.>'s In this 
process; an agency is entitled to make choices and judgni_eri1s, but they must be based on facts 
and reflect the analysis of the agency -- and they n1ust be presented in the notice of proposed 
rulemaking. - 

[The APA's n]afiice requirements are designed (1) to ensure that 
agency regulations are tested via exposure to diverse public 

. comment, (2) to ensure fairpless 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 revievv_' 

. . . 
4 

. . , .. . . . . . . . . , , . . . . . . 

-Mator Vehicle Manufacturers Associaliorc l~. Sniie F(17-01 14 .I lit?.Iirl ,-9 trtoEtrobiIe Insurance unCo., 4f= U.5 . 29,43 (1983) 
(describing what is now generally considered the ,State Farm "hard look"') (internal citations omitted): 

S Id. 

6 Portland Cement Assn -u: Ruckelshcxus> 486 F.2d 315, 39' , (D.C . Cir. 1973) . 

~ Home Box Office, Inc. v. F.C.C., ;5b7 F.2d 9, 36 (D.i_ . Cir.1S77) (irltemal citations onriTtddj. 

g Id. at 35. ' 

9International Union, UnitedMine Workers of,irrr<>r :ccr v. Alirrt: ;>ofeiv & Health Acl»tinislrutl'on, 407 F.3d 1250 . , 
1259 (D.C. Cir. 2005) (citing Small Rcfiner Lead Phase-Down 7"ask i-'or°ce >>. EI'4, 705 F .2d 506 (D .C . Cir. Y9$3)) . ' 
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Recently, the U.S. Court of Appeals far the District of Coliil1ibia Circuit set aside a final rule of ' 
the Environmental Protection Agency as unlawful because it failed to disclose in the notice of 
proposed rulemaking that it might take the action. it ultimately chose. The Court observed that-
"we have refused to allow agencies to use the rtilemaking process to pull a surprise switcheroo 
on regulated entities .""' In short, "there must be a dialogue between public arid agency because -
the opportunity to comment is meaningless unless agency responds to sigiiificant points raised by public."'-' It is equally meaningless :f the agency misstates or misrepresents critical facts on 
which it relies, for the public may be trusting in the integrity of the government and accept the 
misstatements as gospel . 

In this situation, FDA dusted off a notice of opportunity for a l.earifig (NO0Fi) oil the proposed 
withdrawal of new drug applications for products conta:ninti F'PA that v,-as published in 2001 .12 
It barely made any changes in the text of the notice, other than cosmetic alterationo'- Because 
FDA appears to have based the 2001 NC)~1-i on exactly the same data and reasoning as the 2005 
Nf'R1VI, a meaningful dialogue between H3A and the public requires that the agency respond to 
the important comments it received o11 the NOOK In 2001, Wyeth advised FDA, ".Significant 
differences exist in the conclusions reached in the [unpublislicd FiSP] Final Report [cited in the 
NOOH] ;and the later published version" of the HSP.-'a Wyeth provided specific examples of the -
differences.-L' Although FDA cited the published report eisewhet-e in the NPWM,'-° and was on 
notice that the published report differed frori the; unpublished report, the agency nevertheless 
referenced exclusively to the unpublished report in its analysis of the data on the safety of PFA. 
In the critical part of the NPRN!l, the agency did not mention the pubiis'ned report, let alone 
identify the differences between it and the unpub lished version or explain the reasons why FDA 
chose to rely on the unpublished I-ISP report over the published version. Instead, as shown in 
Appendix 2, the agency merely repeated tile contents of its 2001 N00t-f. 

ro Environmental Integrity Project v. EP.4, 425 F.3d 992, 996 (D .C . Cir. 200-5)) . 

i. ` Id. , 

'266 Fed . Reg . 42,665 (Aug. 14, 200Z). 

p-' See Attachment 2 (a side-by-side texnial comparison of the 2001 NU(3}-I %vith the 2005 NPR-M) . 

'4 Wyeth Comments, dated September 21, 2001, FD.,,, Docket No . C)1 ~-1 96, C4 . 

cs Ici. at 4-6. 

~-6 See 70 Fed. Reg. at 75,996 (col;I) and Ret: 14 . 
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-- 
The industry sponsors of the study 


I -- - --- 


selected investigators at Yale 
University School of Medicine to 
conduct the study . 


The following discussion .is based on The following discussion was 
the study report (Ref . 1) submitted developed from the study report (Ref . 
to FDA . 


--- 


2) submitted to FDA . 


? 


i 


B . The Yale Hernorrhagic Stroke 


_- __- 


Project 


1 .- Study Design 


The Yale Hemorrhagic Stroke The Yale Hemorrhagic Stroke 
Project (Ref . 1) was designed as a Project (Ref . 2) was a case-control 
case-control study . Because several study . Because several case reports 
case reports had described strokes in had involved strokes .in young women 
young women who took who took phenylpropa,,iolamine as an 
phenylpropanolamine as an appetite appetite suppressant, often after .1 
suppressant, often after the first first dose, the study examined three i 
dose, the study examined three i questions : 
questions : 


(I) Whether all users of ( (1) Whether a7.7. users of 
phenylpropanolamine (the study cohort f phenylpropanolami.ne, compared to 
included men and women aged 18 to 49 , nonusers, had an increased risk of t 
years), compared with nonusers, had ~ hemorrhagic stroke, 
an increased risk of hemorrhagic 
stroke ; 


(2) the possible association between (2) the possible association between 
phenylpropanolamir.e use and i phenylPropanoiarni.ne and hemorrhagic 
hemorrhagic stroke by type of ! stroke by type of exposure (appetite 
exposure (appetite suppressant or I suppressant or cough-cold product), 
cough-cold product) ; and ; 


I 
and 


(3) among women age 18 to 4 9 years, ~ (3) among women age 13 to 4 9 years, 
the possible association between ~ the possible association between 
first use of phenylpropanolamine and first use of p'rienylpropanolamine and 
hemorrhagic stroke and the possible hemorrhagic stroke and the possible 
association between use of association between use of 
phenylpropanolamine-containing phenylpropar.olamine-c;csntaining 
appetite suppressants and hemorrhagic appetite suppressants and hemorrhagic 
stroke . ;stroke. 


--- ! - - 
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-- 
The study was performed between 


---- -, ; 
The study was performed between t 


December 1994 and July 1999 and December 1994 and ,.~uly 1949 and 
involved men and women 18 to 49 years involved men anti woman 18 t0 49 years 
old who were hospitalized with a old who were hospitalized with a 
primary subarachnoid hemorrhage (SA.H) primary subararhnoid hemorrhage (SAH) 
or a primary intracerebraI hemorrhage or a primary intracerebral hemorrhage 


~ (ICH) . (ICH) iunreZated to i,sckamic i 
lanfaretzan, trauma, cerebral 
thrombosis, or thrombolytic therapy) . 


P.Ziqib.Ie case subjects had no prior 
history of stroke and were able to be 
interviewed within 3(3 days of their 
event . 


The subjects were recruited from The subjects were recruited from 44 E 
hospitals in four geographic regions Ihospitals in 4 geographic regions of 
of the United States . the United States . 


Both SAH and ICH were determined Both SFH and ICH were determined 
by clinical symptoms and specific by clinical symptoms and specific 
diagnostic information from computed diagnostic information from computed 
tomagraphy (CT) . Magnetic resonance tomography . Magnetic resonance 
imaging was accepted for the ~imaging was accepted for the 
diagnosis of SAH or ICH only if other Idiagnosis oz SAH or_ ICH only if other I 
studies were not diagnostic . ~ procedures were not diagnostic . i 


' 
'Because misclassification of exposure 
status by surrogate responders could 
increase or reduce the observed adds 
ratio and the true level of risk 


Subjects were ineligible for (Ref . 2), subjects were ineligible 
enrollment if they died within 30 for enrollment if they died (xi=389) 
days, were not able to communicate ,or were not able to communicate 
within 30 days of their stroke, had a ~(n=194) within 30 days after their 
previously diagnosed brain lesion. ' event . Subjects were also ineligible 
predisposing to hemorrhage risk if they had a p-revi.ausly diagnosed 
(e .g ., arteriovenous malformation, brain lesion predisposing to 
vascular aneurysm, or tumor), or had hemorrhage risk (e .g ., arteriovenous 
a prior history of stroke . Subjects malformation, vascular aneurysm, or 
who first experienced stroke symptoms tumor) (n=48), a prior. stroke 
after being in the hospital far 72 (n=Z20), ox first experienced stroke 
hours (e .g ., for an unrelated matter) ~symptoms after being in the hospital 
were also excluded . I for 7 :? hours (e .g ., for an unrelated 


- - 


matter) (n=33) . 
; 


; - - - 
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_ - ---- 
For each case subject, random 


~- --- - , 
For each case subject, random 


digit dialing (matched to the first digit dialing (matched to the first 
three digits of the case subject) was three digits of the case subject's 
used to identify two control subjects telephone number) was used to 
who were matched on : (1) Gender, (2) -Identify two control subjects who 
race (African-American versus non- ~ were matched an ; (1) Gender, (2) 
African-American), (3) age (within 3 race (African-American versus non- 
years for case subjects less than 30 African-American), (3) age (within 3 
years old and within 5 years for years for case subjects less than 30 
subjects 30 years or over), and (4) lyears and within , years for subjects 
telephone exchange . ± 30 years or over), (4) educational 


1level, and d5e telephone exchange (as 
4 a surrogate for socioeconomic 
status) . 


Cases and control subjects were Case subjects and control subjects 
interviewed to ascertain medical were interviewed to ascertain medical 
history, medication use, and habits history, tedicatiotx use ; and habits 
affecting health, such as use of affecting health, such as use of 
tobacco and alcohol . Interviews of tobacco and alcohol. . Interviews of 
control subjects were completed control subjects were completed 
within 30 days of the subject's within 30 days of the case subject's 
stroke event to minimize seasonal stroke event to minimize seasonal 
differences in the likelihood of difference : in the likelihood of 
exposure to cough-cold drug products . exposure to cough--cold drug products . 
Eligibility criteria for control Eligibility criteria for control 
subjects were the same as for case subjects were the same as for case 
subjects except for the stroke event . subjects except for the stroke event . 
During the consent procedure, all During the consent procedure, all 
subjects (cases and controls) were subjects (cases and controls) were 
told that the study was designed to told that the study was designed to 
examine causes of hemorrhagic stroke examine causes of hemorrhagic stroke 
in young persons without specific in young persons without specific 
mention of phenylpropanolamzne or mention of phenylpropanolamine or 
other potential risk factors . Case other potential risk factors . Case 
and control subjects were interviewed and control subjects were interviewed 
by a trained interviewer using a by a trained interviewer using a 
structured questionnaire developed structured questionnaire developed 
for this study . for this study . 


Subjects were classified as exposed 


! 


to phenylpropanolamsne if they 
reported use within 3 days of the 
stroke event for case subjects or 1 
corresponding date for control 
subjects . 


_- ~ 


` 


--___ ----- 
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Reported exposures were verified b 
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Exposure windows were defined Exposure windows for control subjects 


similarly in the matched case were matched to those for the 


controls, based on the focal tame for corresponding case subjects . 


the corresponding case, 


2 . Statistical Analysis D . Statistical Analysis 
, 


Case and control subjects were Case and control subjects were i 
compared on a variety of clinical arid compare3 on a variety of clinical and i 
demographic features, including those demographic features, including those 
used in matching_ i used in matching, t4 determine the 


I conparabLI-ity of the two groups . 
I 


Statistical comparisons were made 
I 


Statistical comparisons we-re made i 
using chi-square tests and the using chi.-square tests and the ! 


Fisher's exact test (where Fisher's exact test (where ; 
appropriate) for categorical appropriate) for categorical i 
variables, and the Student t-test for Ivariables, and the Student t,test for 


continuous variables . For the continuous variables . For the 
analyses of the primary endpoints, analyses _f the primary endpoints, 
conditional logistic models for ~ conditional logistic models for 
matched sets (with a variable number ~matched sets (with a variable number 


_ of controls per case) were used to of controls per case) were used to 


estimate odds ratios, lower limits of estimate adds ratios, lower limits of 
the one-sided 95 percent confidence ~the one-sided 95 percent confidence ' 
intervals, and p-values far the risk intervals, and p-values for the risk 
factors under investigation . factors under investigation . 


One-tailed statistical results were one-tailed statistical results were 
reported because the focus of the reported because the focus of the 


study was whether phenylpropaizolarrtine study was whether pher.ylpropanolam:ne 
use increases the risk of stroke . use increased the risk of stroke and 


this was the pre-specified analysis . 


Each logistic model was estimated Each logistic model was estimated 
with two mutually exclusive binary -with two mutually exclusive binary 
exposure terms : (1) The subject's exposure terms : (1) The subject's 


primary exposure status as defined by primary exposure status as defined by 


the specific aim (e .g ., the specific a_~m (e .g ., 


phenylpropanolamine use in the 3-day phenylpropan.o.lamin.e use in the 3-day 
window; yes/no), and (2) window ; yes/no), and ;2) 
phenylpropanolamine users who were phenylpropanolamine -users who were 


not exposed within the 3-day window not exposed within the 3-day window 
(but with some exposure within 2 (but with some exposure within 2 
weeks of the focal time) . weeks-of the fccal tiTr.ze) _ v 
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In multivariate conditional In multivariate conditional I 


logistic models (using asymptotic logistic models (using asymptotic 


methods), adjustments were made for methods), adjustments were made for 


race (African-American compared with race (African-American compared with 


non-African-American), history of non-African-American), history o£ i 


hypertension (yes/no), and current hypertension (yes/no), and current 


cigarette smoking (current compared cigarette smoking (current compared 


with never or ex-smoker) as these are with never or ex-smoker) because 


major risk factors for stroke . these are the major risk factors for 
stroke . I 


Other underlying diseases and/or Other underlying diseases and/or 


conditions were also examined to conditions (i .e . diabetes, polycystic 


determine if any of these, when added kidney disease, congestive heart 


to this basic adjusted model, altered failure, sickle cell anemia, and I 


the matched odds ratio by at least 10 clotting disorders) were also j 


percent . examined to determine if, any of them, I 


when added to this basic adjusted 
model, altered the matched odds ratio , 
by at leasz 10 percent . 


3 : Study Results + C . Study Results 


There were 702 case subjects, 


, 
~ There were 702 case subjects, 
I 


including 425 subjects (60 percent) Iincluding 425 subjects (60 percent) 


with an SAH and 277 (40 percent) with ( with an SAH and 277 (40 percent) with 


an ICH, and 1,376 control subjects . Ean ICH, and 1,376 control subjects . 


Hemorrhage was associated with an Hemorrhage was associated with an 


aneurysm in 307 subjects (44 C aneurysm in 30'7 subjects (44 


percent), an arteriovenous percent), an artEriavenous 


malformation in 5Q subjects (7 malformation in 50 subjects (7 


percent), and a tumor in one subject percent), and a tumor in one subject 


(0 .1 percent) . Two control subjects (o .l percent) . Two control subjects 


were located for each of 674 case were located for each of 674 case 


subjects (96 percent) and one control subjects (90 percent) and one control I 


subject for each of 28 case subjects subject for each of ?e case subjects 


(4 percent) . All control subjects (4 percent) . All control subjects 


were matched to their case subjects were matched ho their case subjects 


on gender and telephone exchange . on gender and telephone exchange . i 


Age matching was successful for 1,357 Age matching was successful for 1,367 


controls (99 percent) and race controls (99 percent) and race 


matching was achieved for 1,321 matching was achieved for 1,321 


controls (96 percent) . Twenty-seven controls (96 percent) . Twenty-seven 


`case subjects and 33 control subjects case subjects and 33 control subjects 


reported phenylpropanolamine use reported phEnllpropanolamirie use i 


within the 3-day exposure window, within the 3-day exposure window . ; 







Compared with control subjects, Compared to control subjects, 


case subjects were significantly more case subjects were significantly more 
likely to be African-American (21 ,likely to be African-American (21 
percent compared with 17 percent) . Ipercent compared with 17 percent) . 


Case subjects were also more likely ~case subjects ware also more likely 
to report lower educational to report lower educational 
achievement (20 percent did not achievement (2G percent did not 
graduate from high school compared graduate from high school compared 
with 9 percent of control subjects), with 9 percent of control subjects), f 
current cigarette smoking (5i percent Icurrent cigarette smoking (51 percent i 


compared with 30 percent), a history jcompared with 30 percent), a history 
of hypertension (34 percent compared of hypertension (35 percent compared I 
with 20 percent), family history of with 20 percent), family history of 
hemorrhagic stroke (9 percent hemorrhagic stroke (5 percent 
compared with 5 percent), heavy compared with. 5 percent), heavy 
alcohol use (14 percent compared with alcohol. use (14 percent compared with 
7 percent), and recent cocaine use (2 7 percent), and recent cocaine use (2 
percent compared with less than 1 percent compared with 'Less than 1 
percent) . For all other clinical ~percent) . For all other clinical 
variables examined, case and control i variables examined, c:ase and control 
subjects were not dissimilar . Case ~subjects were not dissimilar . Case 
subjects were significantly (p>0 .05) ~subjects were significantly (0 .05) 
less likely to report use of less likely to report use of 
nonsteroidal anti-inflammatory drugs nonsteroidai arxti-inflammatory drugs 
and significantly more likely to and significantly mare likely to 
report use of caffeine and nicotine report use of caffeine and nicotine 
in the 3 days before their event . Of in the 3 days before their event . Of 
the factors examined, only education the factors examined .. only education 
was found to change the adjusted odds ~chan~'ed the adjusted adds ratio for 
ratio for the association between the association between 
phenylpropanolamine and hemorrhagic lphenylpropano :.amizle and hemorrhagic 
stroke by more than 10 percent, and jstroke by more than :t~U percent, and 
this demographic factor was included lthis demographic factor was included 
in all subsequent models . in all subsequent models . 


Analyses of the study results Analyses of the study results 
were consistent with an association demonstrated an association between 
between hemorrhagic stroke and use of hemorrhagic stroke and use of 
phenylpropanolamine (in a nasal phenylprvranolamine ( :in both nasal 
decongestant or weight control drug decongestant and weight control drug 
product) in the 3 days prior to the products) in the s da, ts prior to the 
event . Such use of event . such use of 
phenylpropanolamine, compared with no phenylpropanolamine, compared to no 
use in the prior 2 weeks, was use in the prior 2 weeks, was 
associated with a relative risk for kassociated with a rellacive risk for 
hemorrhagic stroke of 1 .67 khemorrhagic stroke of 1 .67 
(unadjusted odds ratio) (p=0-040) . 1(unad.justed odds ratio) (p=0 .040) . 
The corresponding adjusted odds ratio ;ihe corresponding adjusted odds ratio 







in Lnese aaLa were in couyn-cQla uruy (.~vlu ptvuuuu~~o 
products . 


In women using In women using 
phenylpropanolamine in weight control phenylprapanolamine in weight control 
drug products (3-day exposure window, drug products (3-day exposure window, 
versus no use in the prior 2 weeks),, versus no use in the prior 2 weeks), 
the unadjusted odds ratio for the unadjusted odds -ratio for 
hemorrhagic stroke was 12,19 hernorrhagic stroke was 32 .19 
(p=0 .OQ6) and the adjusted odds ratio (p=0 .006) and the AOR was 16 .58 
was 16 .58 (LCL=2 .22, p=0 .011) . (LCL=2 .22, p=O .OIl) . 


Among the Hemorrhagic Stroke Project 
subjects, all hemorrhagic stroke A.11 hemorrhagic stroke events 
events that occurred within the 3-day that occurred within the 3-day 
exposure window were in women . In exposure window were _in women . In 
the analyses of the Eoassb3e the analyses of the association 
association between hemorrhagic 1 between hemorrhagic qtroke and first- 
stroke and first day use of f day use of phenylpropanolamine, 11 of 
phenylpropanolamine, 11 of the 13 the 13 first-day use events were .in 


~ first day use events were in women (7 women (7 cases compared with 
cases compared with 4 controls) . The ~controls) . The ur_ad;usted adds ratio 
unadjusted odds ratio was 3 .50 was 3 .50 (p=d .C}39) and the AOR was 
(p=0 .039) and the adjusted odds ratio 


' 
3 .13 (LCL=I .0S, p=C .042) . 


was 3 .13 (LCL=1 .05, p=0 .0§2), 
~ 


Based on the findings that risk 
4 
~ Based on the findings that risk 


for hemorrhagic stroke seemed to be for hemorrhagir: stroke seemed to be 
- concentrated among current users, the concentrated among current users, the 


association between current association between current 
phenylpropanolamine dose and risk for ~phenyl.propanolamine dose and risk for 
hemorrhagic stroke was examined . I hemarrhagic stroke was examined . 
Among 21 exposed control subjects, i Among 21 exposed control subjects, 
the median current dose of I the median current dose of 
phenylpropanolamine (i .e ., total ~ phenylproDanolamine (i .c. ., total 
amount taken on the index day or amount taken on the lndex day or 
preceding day) was 75 milligrams preceding day) was 75 milligrams 
(mg) . Analysis according to dose (mg) . Analysis according to dose 
shows that the odds ratio was higher shows that the odds ratio was higher 
for current doses above the median far current doses above the median 
(greater than 75 mg) (A.OR=2 .31, (greater than 75 mg) (AOR=2 .3?, 
LCL=1 .10, p=0 .031) than for iower LCL=I .10, p=0 .(?31 ; than for lower 
doses (AOR=1 .01, LCL=0 .43, p=Q .490) . doses (AQR=? .01, LCL=0,43, p=0 .49d) . 
Among first-dose users, four of eight Among first-dose users, four of eight 
cases and two of five controls were cases and two of five controls were 
exposed to greater than 75 mg of exposed to greater than 75 mg of 
ghenylpropanolamine . To examine the phenylpropanol.arnine . To examine the 
potential effect of ambiguity in the potential effect of ambiguity in the 
correct focal time, the odds ratios- correct focal time, the odds ratios , 
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were recalculated after excluding al1 ~ were recalculated after excluding all. 


154 case subjects who were classified f 154 case subjects who were classified 
as having a definite (n='76) or ~as having a definite 1n=763 or 
uncertain (n=78) sentinel symptom ~uncertain (n=7fi) sentinel symptom 


preceding the stroke event . The ~preceding the stroke event . The 
magnitude of the adjusted odds ratios magnitude of the AORs did not change 


Isubstantially .~-^ Y_ did not change substantially . ^_ 


4 . Study Conclusions D . Study Conclusions 


According to the investigators, According to the investigators, 
several features of the study several features of the study 
supported the validity of the study i supported the validity of the study 
findings regarding an association 1 findings regarding a demonstrated 


between phenylpropanolamine use and ~ association between 
risk for hemorrhagic stroke in phenyipropanolamir_e use and risk of 


- subjects between 18 and 49 years of hemorrha.~ic stroke in subjects 
age . between 18 and 49 years of age . 


First, in addition to the finding of_ First ; in addition to the finding of 


elevated odds ratios that reached elevated adds ratios that reached 
statistical significance, the statistical significance, the 
magnitude of the odds ratios for magnitude of the odds ratios for 
phenylprapanolamir.e use as an 1 phenyl.pzopanolamzne use as an 
appetite suppressant (15 .92) and as a Cappetite suppressant (15 .92) and as a 


first-dose use (3 .14) remained large 'first-dose use (3 .14 ; remained large 
' even after adjustment for important for important even after adjustment 


clinical features . Second, the data ! clinical features . Second, the data 
showed an association between both demonstrate an association between 


types of phenylpropanolamine drug both types of phenylpropanolamine 
products (nasal decongestants and drug products (nasal decongestant and = 
weight control products) and weight control) and hemorrhagic 
hemorrhagir_° stroke . Because so few stroke . Because so few men were 
men were exposed to exposed to phenylpropanolamine in 
phenylpropanolamine in this study this study (n-- :19), it was not r 
(n=19), it was not possible to possible to determine whether their , 


determine whether their risk for risk for hemorrhagic stroke (when 
hemorrhagic stroke (in association using pfa.erzylpropanolamine) is ; 
with use of phenylpropanalamzne) is different from that of women . 
different from that of women . ! 


S . FDA's Evaluation of the Study L . FDA's Evaluation :7 :E the Study ; 


Observational studies, Observational studies, 
particularly case-control studies, particularly case-control studies, 
are potentially subject to a number are potentially subject to a number t 
of biases, and this case-control of bias es, and this case-control 5 
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study is no exception . The hallmark study is no exception . The hallmark 
of a good case-control study is that of a good case-control study is that 
biases are anticipated and measures biases are anticipated and measures 
are instituted in the design and ~are instituted in the design and 
analysis stages to minimize biases to 'analysis stages to minimize biases to 
the greatest extent possible . ~the areatest extent possible . 


Strict diagnostic criteria, as I Strict diagnostic criteria, as 
described in section IIT.Bo1 of this ~ described previously, were developed 
document, were developed to ensure ~to ensure accurate identification of 
accurate identification of ~hemorrhagic stroke cases in the 
hemorrhagic stroke cases in the ~target population . A number of steps 
target population . A number of steps ~were taken to minimize 
were taken to minimize fmisclassification bias . One of the 
misclassification bias_ One of the investigators confirmed the stroke by 
investigators confirmed the stroke by reviewing the medical records of 
reviewing the medical records of suspected cases, without knowi-edge of 
suspected cases, without knowledge of the exposure status . Inclusion and 
the exposure status . inclusion and exclusion criteria were clearly 
exclusion criteria were clearly defined far both cases and controls . 
defined for both cases and controls . Exposure was clearly defined, an 
Exposure was clearly defined, an exposure window was identified, and 
exposure window was identified, and ~exposure was ascertained by trained 


, exposure was ascertained by trained interviewers . Interviewers were 
interviewers . Interviewers were randomly assigned to cases or 
randomly assigned to cases or controls, and questions were asked 
controls, and questions were asked about multiple medications, thus 
about multiple medications, thus blinding subjects to the exact 
blinding subjects to the exact exposure under study . 
exposure under study . 


The interviews were highly structured 
and scripted to protect against 
interviewer blas . 


Because phenylpropanolamine use might Because ph.enylpropanolamine use might 
be seasonal, controls were identified he seasonal, controls were identified 
and interviewed within 30 days of the ~ and interviewed withIn 30 days of the 
date of their matched case subject's ~ date of their matched case subject's 
stroke, to ensure that cases and ~ stroke, to ensure that- cases and 
controls had an equal opportunity of f controls had similar opportunities 
exposure . ~ far exposure . 


Controls were also matched to cases Controls were also matched to cases 
for day of the week and time of day for day of the week and time of day 
of the stroke . This matching of the stroke . This matching 
strategy ensured the probability that strategy helped increase the 
exposure to any medication or other ~ probability that exposure to any i 
covariates (e .g ., alcohol drinking or ~ seasonal medication or other ! 
cigarette smoking) was similar j covariates (e .g,, alcohol drinking or 
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between cases and controls . ~~ cigarette smoking) was similar 
between cases and controls . 


The investigators attempted to The investigators attempted to 
identify two controls per case by identify two controls per case by 
using random digit dialing (with a using random ciiyil, dialing (with a 
match for the first three digits of match for the first three digits of 
the telephone number) . ~ the telephone number) . 


This was considered a good strategy 
for two reasons . First, controls were 
chosen completely at random . Second, 
controls were population-based, so ~Because controls were population- 
that the results are generalizabls to ~based, the results were generalizable 
the source population from which the to the source population from which 
cases and controls were drawn . ~the cases and controls were drawn . 
Matching on race and educational ~ Matching on race and educational 
level was slightly unequal between ~level was slightly unequal between 
cases and controls . The Icases and controls . The 
investigators further controlled for investigators further controlled for 
these inequalities by adjustment these inequalities by adjustment 
during analysis . The agency during analysis . 'She agency 
concludes that matching was largely I concludes that matching was largely 
successful . successful . 


The investigators reduced the The investigators reduced the 
possibility of misclassification of possibility of misclassification of 
phenylpropanolamine use by using a phenylpropanolami.ne use by using a 
highly structured questionnaire . highly structured questionnaire . 
Each reported medication was verified Each reported medication was verified 
by asking subjects to present the by asking subjects ca present the 
actual container or by picking out actual container or by picking out 
reported brand-name medications from reported brand-name medications from 
a book containing photographs . a book containing photographs . 
Verification of medication use in the Verification of medication use in the 
3-day window prior to the focal time 3-day window prior to the focal time 
was 96 percent and 94 percent for was 96 and 94 percent for cases and 
cases and controls, respectively . controls, respectively . The 
The investigators conducted two invescigators conducted two 
additional steps to further ensure additional steps to further ensure 
that the possibility of exposure that the possibility of exposure 
misclassification error was reduced misclassification error was reduced 
to an absolute mini-mum : (1) Only 'to an absolute minimum : (1) Only 
"definite- and --possible', "definite- and -'Possible'' 
exposure responses were considered in exposure responses were considered ?n 
the analyses, and (2) the use of the analyses, and (2) the use of 
other OTC drugs between cases and ocher OTC drugs between cases and 
controls was compared to ensure that controls were compared to ensure that 
the cases did not have greate r recall the ca ses did not have greater re call 
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~ of the use of any drugs as a reason ~ of the use at any drugs as a reason 
l for their stroke . Based on this or their stroke . Based an this f 


analysis, the agency finds no analysis, FDA did not find any 
evidence of recall or evidence of recall or 
misclassification bias . misclassification bias . 


A key element in designing a Several key elements of study 
case-control study of a rare event is ! design and conduct determine the 
calculating the sample size and/or ~ success o£ a case-control study . 
power to ensure the study is large j Studies must have adequate sample 
enough to detect a difference if ore y size and/or power to detect a 
really exists . i difference between treatment groups 


~ if a difference really exists, and 
f detection of rare events can require ( 
substantial numbers of study 
subjects . 


FDA had concerns that the study might `FDA had concerns that the protocol 
be underpourered to detect an might result in an ursderpowered study 
association because the original because the sample size calculation 
sample size calculation was based on was based on an odds ratio of five 
an odds ratio of five for an for an association between first-day 
association between diemorrhagic use of ,phenylpropano,Iaudine and 
stroke and first-day use of hemorrhagic stroke . This ratio was 
phenyTprapanolamine . This ratio was ~derived primarily from study conduct 
not determined by any public health considerations, such as time and 
or clinical considerations, but on cost, rather than on predictive 
considerations related to time and epidem.ialogic data that may have 
cost constraints . suggested that a greater number of 


subjects would be needed to show a 
difference between groups . ' 


The investigators difficulties in Because case-control studies also j 
recruiting controls contributed to demand adherence to strict matching 
the study taking longer than Z I criteria between case and contro I 
expected . subjects, the duration of this study 


was longer than expected due to 
difficulties in recrui ting well- 
matched I controls . 


Despite these limitations, this was The resultant study was the 
the largest prospective case-control largest prospective vase-control 
study ever conducted on hemorrhagic study ever conducted on hemnrrhagic i 
stroke . in spite of initial stroke . FDA finds that, despite 
reservations about the adequacy o.£ these limitations, this study was 
sample size and power, the agency well-conducted and the statistical 
finds that this study identified an analyses demonstrate an association 
association between between phenylprapanolamine and 
phenylpropanolamine use and hemorrhagi c stroke, as explained as J 
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hemorrhagic stroke, as explained ( faZlows . 
below . 3 


The agency notes that the three ~ FDA notes that the three most 
most important risk factors (race, ;important risk factors (race, history 
history of hypertension, and 'of hypertension, and cigarette 
cigarette smoking) were included in l smoking) were included in the 
the multivariate analysis (basic ~ multivariate analysis (basic adjusted 
adjusted model)_ The confounding model) ~ The confounding effect of 
effect of the other covariates was the other cnvariates was examined if 
examined if adding any of them to the , adding any of them to the basic model 
basic model altered the adds ratio altered the odds ratio estimate by 10 
estimate by 10 percent . High school percent . High school education was 
education was the only covariate the only covariate determined to 
determined to change the odds ratio 'change the odds ratio by at least 10 
by at least 10 percent . percent . 


Because the study had a matched Because the study had a matched 
design, the agency considers the design, FDA considers the conditional 
conditional logistic regression model logistic regression model appropriate 
appropriate to calculate both 


~ 
to calculate both unadjusted and 


unadjusted and adjusted odds ratios, AORs . In audition, the number of_ 
In addition, the number of exposures 1 exposures was small, particularly for 
was small, particularly for analysis ~ analysis of appetite suppressant and 
of appetite suppressant and first ' first use . Thus, the authors 
use . Thus, the authors calculated ~ calculated the confidence interval of 
the confidence interval of_ the + the unadjusted odds ratio based on an 
unadjusted odds ratio based on an ~ exact method . 
exact method . I 


i 


Hypertension is the single most ~ Hypertension is the single mast 
important risk factor for a stroke . i important risk factor for a stroke . 
Misclassification of hypertension Misclassif,ication of hypertension 
status could result in residual status could result in residual 
confounding . FDA examined the confounding . FDA examined the 
possible effects of this residual possible effects of this residual 
confounding on the results of the confounding on the results of the 
study . The agency found that the study . FDA found that the adds ratio 
odds ratio for appetite suppressant 


I 
far appetite suppressant use was 


use was 15~92, a substantial increase 15 .92, a substantial increase in 
in risk . Its very magnitude makes it risk . Its very magnitude makes it 
difficult to explain by confounding difficult to explain by confounding 
alone . i alone . ! 


Because product labeling advises 
~ 


I 
Because product labeling advises 


hypertensive persons to avoid hyperceizsi-ve persons to avoid ! 
phenylpropanolamine use, the j phenylpropanolaptine use, the 
association of phenylpropanolamine ~ association of phEny-J_propanol.amine ' 
use with hypertension should be _ ; use with _Yz_ype rtensior_ shoul d be j 
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negative . Such a negative negative . Such a negative 
association would result in biasing association would result in biasing 
the result towards no association if the result towards no association if i 
the confounding factor is not the confounding factor is nor i 
controlled for . In addition to the controlled for . In addition to the 
steps taken by the investigators, the steps taken by the investigators, FDA i 
agency examined this further by examined this further by additional. 
additional analyses restricted to ~analyses restricted to subjects ; 
subjects without a past history of I without a past history of 
hypertension, and the results were I hypertension, and the results were 
not significantly different, thereby not significantly different, thereby 
providing additional evidence that providing additional evidence that 
confounding by hypertension was not ~confounding by hypertension was not 
present in the study . present in the study . 


FDA requested that the Yale FDA requested the Yale 
i 


investigators explore the possible investigators to explore the possible 
~impact of cigarette smoking and impact of cigarette smoking and 
alcohol consumption in more detail . alcohol consumption in more detail . 
The investigators found that the odds The investigators found that the odds 
ratios for phenylpropanolamine and Gratios for phenylpropanolamine and 
stroke were essentially unchanged by ;stroke were essentially unchanged by 
inclusion of any quantitative inclusion of several qualitative and 
measures of smoking and alcohol quantitative measures of smoking and ' 
consumption . alcohol consumption . 


The investigators examined the The investigators examined the 
association between current association between current 
phenylpropanolamine dose and. risk: far 


~ 
phenylpropanolamine dose and risk for 


hemorrhagic stroke . Among 21 exposed hemorrhagic stroke . Among 21 exposed 
control subjects, the median current ` control subjects, the median current 
dose of phenylpropanolamine (i .e ., i dose of pheny?propanolamine (i .E ., 
the total amount taken an the index the total amount taken on the index_ 
day or preceding day) was 75 mg . The day or preceding day) was 75 mg . The 
adjusted odds ratio was higher for AOR was higher far current doses 
current doses above 75 mg than for above 75 mg than for lower doses . 
lower doses . Among first dose users, Among first dose users, four of eight 
four of eight cases and two of five cases and two of rive controls were 
controls were exposed to greater than exposed to greater than 75 mg of 
75 mg of phenylpropanolamine . As 75 pheny3.propanolamine . As 75 mg is a 
mg is a single dose of many OTC single dose of many OTC extended- 
extended-release phenylpropanolamine release phenylpropanolamine cough- 
cough-cold drug products with cold drug products with recommended 
recommended adult dosing every 12 
hours (150 mg a day), the agency 


adult dosing every :Z2 hours (150 mg a 
day), the agency further evaluated I 


further evaluated the association the association between risk of 
between risk of hemorrhagic stroke hemorrhagic stroke and a range of 
and a range of current current phenylpropanolamine doses . ; 
phenylpropanolamine doses . Exploratory analys es -sugge st that i 
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Exploratory analyses suggest that there may be an increased risk of --; 
there may be an increased risk of nemorrhagic stroke with labeled doses 
hemorrhagic stroke with labeled doses at or above 75 mg a day . Although at or above 75 mg a day . Although not statistically significant, a 
not statistically significant, a trend toward a dose-crdering of odds trend toward a dose-ordering of odds ~ratios was seen . 
ratios was seen . 


I The odds ratio was higher (AOR=2 .3 .2, 
LCL--1 .10, p=0 .031) for current doses 


~ above 75 mg than for doses below 75 
j mg (AOR=1 .01 . LrCZ=C7 .43, g=0 .490} . 


FDA concludes that the Yale study 
(Ref . 2) was well-designed and I 


' demonstrated an association between 
~ use of plaierayZpraparal amine and an I 
~ increased risk of hemc-arrlaagric stroke . ' 
! The increased risk was most striksrlg 
'in women and was associated with both 
! use in appetite suppressants and 
I first-dome use in cough-cold 
~products . The case-control design I 
was best suited for this study + 
because the outcome under 
investigation was rare . The 
investigators took reasonable steps 
to minimize bias and confounding and 
built quality control measures into 
the study design . Analysis was 
appropriate for the type of study and 1 
was performed according to the i 
protocol . The study had clear 
objectives and sound epidemiology 
practices -were used in its design and 


--- 


execution . , , 


C . Additional Reports 


~ - 


F . Additional Reports 


FDA reviewed its adverse events FDA reviewed its adverse events 
reporting system (ASRS) for reporting system far spontaneous ! 
spontaneous reports of hemorrhagic reports of hemorrhagic stroke from i 
stroke from 1991 to 2000 and 1991 to 2000 and identified 22 cases, 
identified 22 cases, 16 in the 18 to 16 in the 28 to 49 age group with 13 
49 age group with 13 cases in women I cases in women (Ref . 3) . In a11 
(Ref . 2) . In all cases, the suspect cases, the suspect drug was an 
drug was an extended-release product extended-release product containing 
containing 75 mg of _ 75 mg of phenylpropanolami.ne per un it 
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phenylpropanolamine per unit dase . dose . Of 11 cases for which the 
Of 11 cases for which the indication indication for use was provided, 1 
of use was provided, 10 reported use reported use for respiratory 
for respiratory symptoms . {symptoms . 


!FDA believes that the fact that there 
! were no reports associated with 
i xmenediatra release drug products 
; marketed under the OTC drug monograph I 
Isystean may be related to the lack of 
a requirement to submit any such 
reports to the agency . 


Therefore, the absence of such 
~ reports does not indicate these ; 
products are not associated with 


> > 


~adverse events . 


D . Advisory Committee Recommendations 
; 
~G . Advisory Committee Pecommendations 


On October 19, 2000, at 3 public ~ On October 19, 2000, a4 a public 
meeting, FDA's Nonprescription Drugs :neetinq, FDA presented to its 
Advisory Committee (NDAC) discussed Nonprescription Drugs Advisory 
the Yale Hemorrhagic Stroke Project Committee (NDA4) the regulatory 
and additional case reports of history of OTC phenylpropanolamine 
hemorrhagic stroke since 1991 . ~ (including FDA's concerns about case 


~ reports of hemorrhagie; stroke 
1 associated with pheray:dp.ropano3amine 


l p-rior to 1991), the data from the 
j Yale HPmorrhagic Stroke Project, and 
~ additionaI case reports of stroke 
since 1991 . 


The investigators of the Yale study I The Yale investigators presented i 
presented the study results and their ~ the study results and their 
conclusions . Industry conclusions . Industry 
representatives raised concerns about ,~ representatives raised concerns about 
the design of_ the study that they I the de~sign of the study that they 
believed made interpretation of the ~ believed made interpretation of the 
results difficult (Ref . 3) . results difficult (Ref . 4) . 


MDAC. evaluated whether the Yale study 
showed an association between 
phanylpropanolam.ine use and an 
increased risk of stroke in different 
populations aged 18 to 49 (female, 


` male, both) and for different uses j 
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-- °_ (nasal decongestant, appetite 
suppressant, all) (Ref. S) . More 


When NDAC was asked if, taking alI importantly, rFDAC was asked if the 
currently available information into data support the conclusion that i 
account, the data support the there is an association between ' 


- conclusion that there is an phenylpropanalamine and an increased 
association between risk of hemarihagic stroke, taking , 
phenylpropanolamine and an increased into account all currently available f risk of hemorrhagic stroke, .Z3 of 14 information, including . (1) 
committee members voted (with 1 ,Phenylprog,anvlaznsne's effects an 
voting "uncertain'') that there is ~ blood pressure, (2) spontaneous j 
such an association (Ref . 4) . ~ reports of hsmo,r,rhae,p,ic stroke i 


associated with pl~aenyl,p.xoranolamine i 
from 1969 to 1991, f .3,i case reports 
in the medical literature, (4) 
continuing adverse drug reports to 


~ FDA from 1991 to the present, and (5) 
the results of 'the Yale F7em.orrhagic 


'Stroke Project . Thirteen of 14 NDAC 
;members voted (with :L voting 


I - - uncertain'') that i.~here is such an 
Iassociatian (Re-15' . S)o 


When asked whether I when asked whether 
phenylpropanolamine can be generally phenylpropanolamine can be generally 
recognized as safe for use as a nasal re gnizcd as safe for use as a nasal 
decongestant, 12 of the 14 committee ~ decongestant, 1? of the 14 1dDAC 
members voted (with 2 abstaining) members voted (with ; abstaining) 
that phenylpropanolamine could not be I that pheny=lprapanvlarnine could not he 
considered to be generally recognized I considered to be generally recognized 
as safe for OTC nasal decongestant i as sate for Oi'C nasal decongestant 
use . j 


[ 
use . 


When asked whether In addition, when asked whether 
phenylpropanolamine can be generally phenylpropan.olarteirie can be generally 
recognized as safe for use as an J recognized as safe far use as an 
appetite suppressant, 13 of the 14 i appetite suppressant, 13 of the 14 
committee members voted (with 1 VAAC members voted Nri.th i 
abstaining) that phenylpropanolamine abstaining) that phenylpropanolamine 
could not be considered to be could not be considered to be 
generally recognized as safe for 0'I'C ~ generally recognized as safe for OTC { 
weight control use . 


` 


weight control use . ( 


It' . The Agency's Tentative i III. FDA's Tentative Conclusions on~~ 
Conclusions on the Safety of j the Safety of Pheny?g;rc,panalamine 
Phenylpropanolamine 


FDA believes that the known 
--- - scienti fic evi dence ,supports the 
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conclusion that nasal decongestant 
and weight control drug products 
containing phenylpropanolamine cannot 
be generally recognized as safe and 


~ should no longer be available for OTC 
use . This evidence ,includes the ~ 
results of the Yale study suggesting I 
an association between 


phenyZprozpanclamsrae and I3emarrhagic s 
i 


stroke, previous and continuing 
adverse event reports, reports in the 
published medical literature, and the 
biological plausibility related to 
p1:enylpraparsolarni.ne ̀ s ability td ; 
cause increases in blood pressure . 


!As stated in section IX .S of this 
The agency concludes that the idoaument, FDA concludes that the Yale 


Yale study (Ref . 1) was well designed 'study (Ref . 2) was well-designed and 
and demonstrated that the association ~ demonstrated an association between 
between phenylpropanolamine use (as ~use of phenylpropanolamine and an 
an appetite suppressant and first ~ increased risk of henlorrhagic stroke_ 
time use as a nasal decongestant) and The increased risk was most striking 
an increased risk of hemarrtlagic ~ .%n women and was associated with both 
stroke was significant and was most ~ use in appetite suppressants and 
striking in women . ~ first-dose use in cough-cold 


1 
i 
produc ts . 


The case-control design was best ~ The case-cantral design was best 
suited for this study because the ( suited far thiS study because the 
outcome under investigation was rare . I outcome under investigation was rare . 
All reasonable steps were taken to The investigators took reasonable 
minimize bias and confounding . I steps to minimize bias and 
Quality control measures were built ~ confounding and built quality control 
into the design . ~ measures into the study design . 


Analyses were appropriate for the Analysis was appropriate far the tyrpe 
type of study and were performed ~ of study and was performed according 
according to the protocol . The to the protocol . The study had clear 
strengths of the study lie in the objectives and sound epidemiology 
clarity of its objectives, the practices were used . in its design and 
meticulous adherence to sound ; execution . Regardless of the 
epidemialogy practices in its design analytic methods used, the findings ( 
and execution, and the consistency of were consistent . 
the findings, regardless of the 
analytic methods . , 


Its only limitation was in the power 
and sampl e size, discussed earl i ~r . 
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Despite this limitation, the ~~t12dV . 
was nevertheless able to find a 
consistent association between 
phenylpropanolamine use and j 
hemorrhagic stroke, particularly in ; 
>women . , 


Although the Yale study focused Although the Yale study focused 
3 


on men and women , 8 to 49 years of on men and women 18 to 49 years of f 
age, the agency has no reason to age, FDA has no data to show that the 
believe that the increased risk of increased risk of hemorrhagic stroke 
hemorrhagic stroke is limited to this is limited to a specific age range . 
population . while the Yale study was While the Yale study was being 
being conducted, FDA continued to conducted, FDA received spontaneous 
receive spontaneous reports of reports of hEmorrhagic stroke an 


i 


hemorrhagic stroke with cough-cold people 28 to .54 years at' age with 
products that contain high doses of cough-cold products 'chat contain OTC I 


: phenylpropanolamine . doses of phenylpropanolamine . 


Some reports indicate that only one ( 
dose was administered . 


FDA believes that the data from 
the Yale study demonstrating an 
association between 
phenyZproparlolamine and hemnxrhaysc I 
stroke, taken together with 
spontaneous reports and reports in 
the published medical literature, 
provide evidence that nasal f 
decongestant and weight control drug 
products containing 
phenylpropanolamine are no longer 
shown to be safe . 


t 
Because hemorrhagic strokes often Because the factors that may ' 
lead to catastrophic, irreversible cause some individuals to be 
outcomes and the factors that may particularly sensitive to the effects 
predispose some individuals to I of p.henylp,x-opa,ncslamine are 
develop this adverse event are not I unknown, individuals at risk cannot 
fully known, individuals at risk I~ be adequately warned through 
cannot be adequately warned . i labeling. 


Although there is no other act- 
ingredient that is generally 
recognized as safe and effective for 


I OTC weight control use . OTC nasal 
decongesGaut drug products can be 


-_ reformula ted with other ingredients, ; 
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The NFkM also ignores subsequent publications analyzing stiibseta of the H5P ' data, as shown in 
Wyeth's' comments on the NPkM .'= Further, it fails to discuss the agency's pre~~ious 
assessments of data an blood pressure effects ofPP'A:'Y The public is left in the dark about the 
very existence of these other sources of :n Form at] on bearing on the substance of F _DA's proposal . 
It is denied a meaningful opportunity to cc»nlmant because It is Unaware of these issues . 

Moreover, the public is deprived of FDA's position on other facts that axe now kno-wr_ about the 
validity of the HSP study . A citizen might rightfully assume that FDA w~~~ 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 conclusions, Without realizing how flawed they are . In a perfect 
world, of course, the ideal citizen might read the comments received, such as those submitted by 
Wyeth, and realize how incomplete and misleading FDA's analysis was. But Wyeth's comments 
will not he published in the Federal Reaisfer- and will not be easily available . As a result, 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 meaningful opportunity to participate in the rulernaking 
process . 

The remedy for this situation is for FDA to withdraw the current NPRN4, on the ground that the 
agency had not yet considered crucial intomzation bearing on the sai ety of FFA that was in the -
agency's possession. This action would not prejudice FDA from issuing any new proposal it felt > 
justified, based on the totality of the record before it . 

This step would also provide FDA with ari extraordinary opportunity. Unlike most situations, 
the agency now has available to it detaiied supplemental inforrnatiop, regarding the HSP from its 
investigators that was developed iYl a lengthy lit~gation discovery and fact-~znding 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 ~:.P investigators obtained :i1 depositions . Rarely has 
the agency had such a thorough and complete record relating to a study on which it has placed so 
much reliance . Withdrawal of the present NPFti'VI to consider the information that was available ' 
to FDA prior to December 2003 will pei-ri1:i the agency to consadE?° this additional information as 
well . 

'-' See Attachment l, at 19-2Q. ' 

?g See Attachment' l, at 20-21 . 












Vt'yeth's Comments and New Data an Response to FDA's ' 
December 22, 2005 Notice of Proposed Rule ("Notice") 


Regarding PhenylpropanoIaanine ("PPA~'~ 


March 22, 2006 


Wyeth voluntarily withdrew its PPA cough and cold products over five years ago and does not 
intend to market PPA products in the future, Nevertheless, Wyeth believes it necessary to 
comment an the Notice because : 


the Notice assumes the reliability of a study that is now known (through information 
not previously available to FDA} to have been irreparably compromised; 


" the Notice omits crucial information known or reasonably knowable to FDA; and 


" in light of this information, the Notice misstates material facts and misleads the 
public . 


Wyeth urges FDA to consider these comments thoroughly before issuing a final rule based on 
the Notice . (In addition, Wyeth is filing a separate petition requesting FDA, in the interim, to 
withdraw the Notice without prejudice . Otherwise, the public will continue to be ~r]isled by the, 
inaccurate and incomplete information presented in the Notice .) ' 


Executive Summary 


FDA proposes to reclassify PPrA because ofa possible association between PS?A and an increased 
risk of hemorrhagic stroke . The Notice relies almost exclusively on the Hemorrhagic Strak; 
Project ("HSP") or Yale Study to demonstrate this possible association. (Tab 1) . Thus, FDA's 
proposal turns on the validity and strength of the HSP. 


The HSP was a case-control study comparing persons who suffered a henrorrhagic stroke (the 
cases) with controls purportedly matched for major demographic charactecistics . In the end, only 
one statistically significant association was found in the published study (in appetite suppressaw : 
users), and only two associations were identified in the unpublished version of the study 
provided to FDA. These two associations rested upon two subsets of case-control comparisons: 
women who used PPA as an appetite suppressant and women who used a PPA-containing cough-
cold product within 24 hours of the stroke (but had not used 1'P.A in the preceding 2 weeks; 
(called "first-use") . These findings, however 


.
, are derived f~~orn very small numbers of eases --


6 women and 7 women, respectively . Clearly, any errors among these 13 cases, in terms of_ 
eligibility, classification, or control for confounding factors, would undermine the validity and 
results of the HSF. As set forth below, These two small subsets et data are among the most 
confounded, biased, manipulated, and unreliable data in the study. 
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In so far as FDA might consider taking into consideration adverse event reports tiled after the 
HSP was made public in 2000 and FDA asked manufacturers to voluntarily discontinue 
marketing PPA products, such reports are also unreliable because they have been stimulated by 


numerous non-scientific factors, such as (for example) attorney advertisements, popular press 
reports, and mass e-mails with mistaken information. Id. at 9. Post-withchrdwal adverse event 
reports are, therefore, even less reliable than ordinary reports, and are not a reliable scientific 
basis for FDA's conclusion here . 


(6) The Notice draivs an unsupportable tentative conclusion. 


The Notice ends the statement of FDA's "tentative conclusion" as follows: "Regardless of the 


analytic methods used, the findings were consistent." Tab I at 75,993 (col . 3) . In reality, the 
consistency in the analyses favors a conclusion that PPA does not increase the risk of 
hemorrhagic stroke . Only two associations between FPA and ail increased risk of heznorrhabic 
stroke were found in the May Final Report : one among women who used PPA as an appetite 
suppressant and the other among women during the "first-use" of PPA in a cough-cold product. 
The results for males were unifbrrrily negative, as was the result for women using 1'PA as a 


cough-cold product (other than in the "first-use" situation) . The published HSP report no longer 
finds the female "first-use" situation to be statistically significant. Both of the findings cited by 
FDA rest on tiny numbers of cases that have many confounding factors and, in many instances; 
Were ineligible for enrollment or were miselassi~`ied . FDA is simply incorrect in tentatively 
concluding that the HSP study presents consistent findings about any risk posed by PPA. 


III. Purported Benefits Identified in the Notice 


The analysis in the Notice of the purpai-ted benefit of the regulation is severely flawed, Based. 


upon a flawed extrapolation fiorn rough analysis presented by Dr. LQis La Grenade, the Notice 
suggests that "FDA has estimated that [PPA] causes 200 to 500 hemarrhagic strokes per year in 
people 18 to 49 years old." Tab 1 at 75,995 (cole 3) . Dr . La Grenade's analysis, however, stem, 
from reliance upon only the data in the HSP and, more particularly, only the data regarding two 
subgroups: (1) appetite suppressants ; and (2) "first-use ." Attempting to extrapolate from 
subgroups of the HSP data to the general population to estimate numbers of strokes lacks 
scientific validity and is misleading . This analysis ignores most of the data in the HSP, including, 
the rnale users of PPA. Any analysis based upon the HSP is severely flawed fox a11 of tile 
reasons set forth above . 







There was no statistically significant association between "first-use" of PPA and 
hemorrnagic stroke, according to the published report of the HSP . 


" The statistically significant finding in the unpublished study resulted from the use 
of a one-tailed test of signifi~cance and the selection of the method of controlling 
for confounding by level of education that produced statistical significance . This 
method was selected only after analyzing the dma by various alternatives and 
recognizing that only one method would produce a statistically significant "first- 
use" association. If the adjustment had been made based upon the manner in 
which the data were published, the "first-use" subgroup would not have been 
significant, even under a one-tailed analysis . 


s The definition of "first-use" was changed mid-study knowing the change 
increased the odds ratio and the likelihood of finding an association. 


" Four of the seven female "first-use" cases were nlisclass1 fled, and one was not 
eligible for enrollment . One of the four rrisc lass 1 fications was reclassified three 
years after the event with the knowledge that the change would "increase the 
likelihood of finding an association ." 


" If these cases had beer classified according to the protocol . all statistical findings 
would have disappeared . 


. Appetite Suppressant Data Are Also Unreliable 


The only statistically significant association in the HSP, as published, was in the appetite 
suppressant category . It is based however upon a very small number of subjects (six cases and 
only one control) . As demonstrated above : 


The failure to identify the projected number of control subjects may have biasec. 
the study to yield a high odds ratio with statistical significance . 


" One of the six cases was not eligible for inclusion under the protocol because the 
SAH was caused by trauma. 


" Four of the six cases had brain rnalforrnatio:~s and five were confounded by 
multiple risk factors for which no matching controls existed. 


e Another case last took a I'Ps4 appetite suppressant 84 hours before the onset of her 
SAH, making it implausible that PPA had anything to dc with her SAH . 


26 









File Attachment
76n-0052n-cp00019-Attachment-01-vol87.pdf



ARNOLD & f OR TIE R_ LLP 
Andrew von Eschenbach, M.D. 
Acting Commissioner of Food and DrULIS 
March, 22, 2006 
Page 6 

II . Injury to Wyeth and Other Manufacturers ot'i'I'A-CcaYataiaing Products 

Wyeth is a former manufacturer of products containing PPA. It is engaged as a defendant in 
multiple product liability cases involving PPA, as are other former nianufacturers, 

The preamble in the NPRM may adversely affect Wyeth i f courts erroneously conclude that the 
preamble ' is an "advisory opinion" that represents "the fom1xl position of F'DA." on the safety of 
PPA, based on a simplistic reading of the agency's regUlations.-L" '1111's Interpretation 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 I'PA.-'-° Moreover, an advisory opinion obligates the agency only 
to adhere to the policy until changed.?' In this case, the NPR~'~~I reaches only -tentative 
conclusions;' based an a preliminary analysis of the data which the public is invited to correct.' 
FDA cannot be said to have bound itself to any specific outcome of the proposal . Indeed, the 
notice-and-comment ntlemalcing process ociiy ;vorks if the agency is not obligated to a particular 
result . 

Nevertheless, Wyeth and afner defendants may be required to argue this proposition in numerous 
courts --without certainty of success. This challenge is rot new. When the NQ0H was issued, 
Wyeth asked that FDA clarify that statements made in an I'vC)OH 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 responding to any challenges companies may raise to 
the HSP in the courts, plaintiffs would argue that the NOOH should be read as endorsing the 
HSP or definitively interpreting its results . FDA took no action, and Vw'yeth'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 ifcc3urts nusinterpretthe 
preamble as an expert assessment oFall available information, when in fact it is an appraisal of a 
small portion of the currently available information. The only way FDA call prevent this 
misunderstanding is to withdraw the NPRN4 because it did not reflect a rex,icw of all available 
information. Such an action would not prejudice FDA's ability to issue a ne~v proposal in the 
future, after it has considered the inforination before it, 

`-9 See 21 C.F.R . § 10.85(d), (e)- ' 

zo See 21 G.F.R . § 30.85(a)(iv). 

2' See 21 C.F.R . § i0.85(e). 
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C. Environmental Impact 

The NPRM states that' the agency has determined that the action proposed is of atype that does 
n ot individually or cumulatively have a significant effect oil t(ie human environment and, 
therefore, neither an environmental assessment ("EA") nor an environmental impact statement 
("EIS") is required.' The withdrawal of the NPRIVI should thus have no significant effect either, 
and petitioner claims a categorical exclusion from the requirement to ,ubrin t either an EA or an 
EIS. 

. Economic Impact 

The NP'RM presents a deeply fla,,ved ecorio3nic impact assessment regarding the proposed 
action .?3 Wyeth addressed the economic analysis in its conirneilts.=~ L'v"yett~ ~,Ndl,t not submit any 
further information in connection with this petition unless 1equired by FDA. 

E. Certification 

The undersigned certifies that, to the best knowledge arid belief of Wyeth; this petition includes 
all information and views on which the petition relies, and that it incltides representative data and -
information known to the petitioner which are Unfavorable to the petition . 

Arnold & Porter LLY 
Counsel for Wyeth 

1 By. 1- 

, William'",'. Vodra 
cc: Madeline Staller, Esq. 

Wyeth 

Stephen A. Cooper, D.M.D ., Ph .D . 

2`' 70 Fed : Reg. at 75,996 (col . 3) . 

z_a 70 Fed. Reg. at 75,994-96. 

za See Attachment 1, page 26. 


