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“These results [fromthe Whnen’s Health Initiative]
are val uable new data with significant inplications.
However, it is also inportant to recognize the critical
rol e that conbinati on Hornone Repl acenent Therapy (HRT)
plays in treating the synptons of nenopause is the
nunber one reason that wonen start therapy. In a
recent survey, doctors report that managenent of
synptons is a treatnent goal for nine out of ten new
patients starts with conbi nati on HRT. ”

Victoria Kusiak, MD.,V.P., Cinical Affairs and North Anerican
Medical Director, July 2002

On a hot, humd norning in early July in Madison, New
Jersey, Justin Victoria, Vice President of Investor Relations at
Weth, listens intently to a conference call. |n Philadel phia,
Pennsyl vani a, Natalie de Vane, Vice President of Corporate
Communi cations, and her teamjust dialed into the sanme call.
Executives at Weth Pharnaceutical recently returned from an
“emergency neeting” with researchers at the National Heart,
Lung, and Blood Institute (NHLBI), a division of the National
Institutes of Health (NIH). The NHLBI in conjunction wth other
di visions of the NIH was conducting a study regarding the risks
and benefits associated with the long-termuse of HRT. Weth had
supplied the HRT used during the WHI trials — Premari n® was used
in the estrogen alone trial, and Prenpro® was used in the
estrogen-pl us-progestin trial.

The information they were sharing caught everyone by
surprise. During the conference call, Weth executives conveyed
that the Data and Safety Monitoring Board (DSMB) of the Wnen’s
Health Initiative (WH ) study had decided to discontinue the
estrogen- pl us- progestin, or conbination HRT arm of the study,
citing increased risks of cardiovascul ar di sease and, over tine,
an increased risk of breast cancer. The N H clained there were
not ewort hy benefits of
using Prenpro in the long-term including fewer cases of hip
fractures and col on cancer. The clinical trial for the
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conmbi nati on HRT arm of the study was term nated over a nonth ago.
The
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| ong-term benefits of hornone replacenent therapy, including the
prevention of heart disease did not turn up as expected.

The executives continued with their disheartening news by
stating that The Journal of the American Medical Association
(JAMA) woul d be releasing the results of the study inits July
i ssue, which would be available to the nmedical community the
foll ow ng week. In response, Weth immedi ately alerted
physi ci ans by sendi ng out 550,000 letters informng themof the
study and the facts of the findings. The letter also included a
copy of the article that was to appear in JAMA. In anticipation
of queries by patients and physicians, Natalie de Vane and her
team est abl i shed separate toll-free nunbers for physicians who
prescribe the nedication and for patients who use the nedication.

Hi story of Weth Laboratories

Weth began as a small drug store called “John Weth &
Brother.” It was founded by John Weth and his brother in 1860
i n Philadel phia, Pennsylvania. |In 1931, Anerican Honme Products
Corporation (AHP) purchased Weth and started acquiring other
phar maceuti cal conpani es including, Ayerst, MKenna & Harri sion,
and Lederl e Laboratories. 1In March 2002, after being known as
AHP for 76 years, AHP changed its nane and tradi ng synbol to
Weth (NYSE: WE). For the past decade, Weth has seen steady
increases in its share price. 1In recent years, its stock has
been tradi ng around $60 per share. Wth over 52,000 enpl oyees,
Weth is conprised of four divisions: Weth Pharnmaceuti cal s,
Wet h Rgsearch, Wet h Consuner Heal thcare, and Fort Dodge Ani ma
Heal t h.

Wet h Pharmaceuti cal s manufactures and narkets several well -

known brands including Premari n® Advil, Effexor, and Centrum
Weth' s portfolio of popular wonen’s health drugs — the
Premari n®f am |y of products -- is ained at preventing synptons

of nmenopause and is Weth's | argest and nost successful group of
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treatments® In 2001, nore than 11 nillion wonmen used a
Premari n® product for nenopausal synptonms and osteoporosis.?>

The Premarin® fam |y of products, which includes Premarin®
a blend of natural estrogens (for wonen who have had a
hysterectomny); Prenpro® a one-tablet hornone replacenent therapy
consi sting of natural estrogens plus progestin (for post-
nmenopausal wonmen with an intact uterus); and Prenphase® a bl end
of natural estrogens plus progestin (given 14-days out of the
cycle) generated sales of over $2 billion in 2001 and account ed
for 14% of total net revenues.’

Menopause

For nost wonen, the nost basic and personal definition of
nmenopause is the cessation of nmenstruation. Underlying that
change on a basic biological level is the disappearance of a
wonman’ s eggs from her ovaries. That |oss does not occur
abruptly, but over the decades of a wonan’s life leading up to
nmenopause. A baby girl comes into the world with about 2 mllion
i mature eggs. By age 12, the count is already down to 300, 000
eggs, and by the tine a woman reaches her late 30's, the count is
down to 25,000. A wonan experiences barely 400 nmenstrual cycles
in her life, yet finds her ovaries eggless by nmddl e age. ° No
one in the scientific or nedical comunity truly understands this
phenonenon.

The Unspoken Effects of Menopause

Menopause can be extrenely bothersone for sone patients, and
debilitating for others.® Menopause causes a wonman's body to
sl ow down t he production of estrogen, which is a natural hornone,
produced by the ovaries. By the tinme natural nenopause is
conpl ete — usually between the ages 45 and 55 — hornone out put
has decreased significantly. The reduction in the anmount of
estrogen in a woman’s body can have w de-ranging effects — from
synptons such as hot flashes, night sweats, fatigue, irritability
and nood changes, to underlying effects like an increased risk of
oSt eopor osi s.

2 “Weth Puts Health Warni ng on Hornone Repl acenent, ” New York Tines,

Sept enber 5, 2002.

® weth, Annual Report 2000.
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® Abeloff: dinical Oncol ogy, 2™ ed., copyright 2000 Churchill Livingstone,
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The nost dramatic side effect is the hot flash, a clear
signal that estrogen receptors of the brain are in uproar.
Typically, as the first hot flash occurs, calcium pours out of
t he bones and bone cells begin degenerating tissue at a faster
pace than the tissue is replaced. The cardiovascul ar system
| oses its protection fromhardening of the arteries that had been
of fered by pre-nmenopausal ovaries. Varying in intensity and
| asting for seconds to mnutes, a sudden flush makes a wonan feel
overwhel m ngly hot, sonetimes with drenching perspiration,
pal pitations, and even a wave of anxiety, followed by a shiver.
Soaked cl ot hes and bed sheets can be annoyi ng and enbarrassi ng.
Hot flashes usually subside over tine and nost are gone within a
year or two.°®

What is Hornone Repl acenent Therapy?

For years, doctors have recommended HRT as a nmethod to help
wonen nanage the synptons of nenopause, as well as to help
post menopausal woren maintain a healthy hornone | evel. Since
estrogen loss is thought to put nore wonen at risk for nore
serious health problens, doctors were quick to prescribe HRT.
Taki ng HRT for a short time (perhaps a few years) is thought to
hel p wonen relieve the annoyi ng synptons associated with
nmenopause. Taki ng hornone supplenents for a |onger tinme was
t hought to hel p agai nst such serious problens as stroke,
osteoporosis, as well as the | eading cause of death for wonen
over the age of 50: heart disease.

The Controversy of HRT

The HRT area remains controversial with clinical results
often painting a contradictive and confusing picture on the
relative safety profile of drugs such as Prenari n® and Prenpro®
Despite decades of accurul ated evi dence, the bal ance of risks and
benefits for hornone use in healthy postnenopausal wonen renai ns
uncertain.

The NIH s recent findings are not the first study to suggest
that a worman’s ri sk of breast cancer rises the |onger she is on
HRT. 1In 1997, researchers reported a substantial increase in the
ri sk of breast cancer anong wornen, particularly ol der wormen on
HRT, and noted that the addition of progesterone, which was
commonl y thought to decrease the risk of breast cancer, actually

8 Healy, Dr. Bernadine, “The Mysteries of Menopause, ” US News & Wirld
Report, Novenber 18, 2002.



failed to reduce any risk.’ Exhibit | details the trials and
tribulations of HRT in the United States.

The Medi cal Di sconnect

The first estrogen, estrone, was synthesized in Germany in
1928. In 1959, two doctors argued that sinply replacing the
body’s | ost estrogen could reverse all the negative synptons
associ ated with nenopause. Estrogen sales soared. |In 1975,
preval ent medi cal opinion was thrown into a tailspin when the New
Engl and Journal of Medicine published two studies show ng that
wonen who t ook estrogen had four or nore tinmes as great a risk of
devel opi ng endonetrial cancer as those who did not. Anbng woren
who t ook the hornone | onger, the cancer risk increased. As a
result, estrogen sales plumeted.”

To conmbat the declining sales, in 1985 Weth conducted an
aggressive nedia relations canpaign to create public awareness of
ost eoporosis, a bone | oss disease that affects 25% of post-
nmenopausal wonmen and | eads to high risk of fractures.

Ost eoporosi s was a deadly disease for which HRT was one possible
remedy. Weth urged wonen to consult with their doctors.™ 1In
addition to providing prevention for Osteoporosis, researchers
realized if hornones were denonstrated to protect the

cardi ovascul ar system then HRT could be pronoted as a necessary
treatnment for heart disease.

Initial results regarding HRT's effect on heart di sease were
somewhat unclear, as there appeared to be inconsistencies with
the long-term benefits of using HRT. That soon changed when
resear chers began rel easi ng positive studi es supporting hornones
in preventing heart attacks, and bone | oss, while not increasing
cancer, stroke, or blood clots.' Based on these observati onal
studi es, Weth asked the FDA to approve a | abel change to include
heart di sease prevention in wormen without a uterus. 1In June
1990, Weth was granted the | abel change. Notably, the standard
Physi ci ans’ Desk Reference at that tine suggested that estrogen
shoul d not be prescribed to wonen with heart disease,
hypertensi on, or diabetes.

That same year, the NIH launched a significantly |arge
clinical trial on wonmen’s health — which would | ater be globally
recogni zed as The Whnen’s Health Initiative — covering heart

® http://ww. heal t h. di scovery. conf centers/wonens/ hrt/controversy print.htn .
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di sease, breast and col on cancer, bone fractures, and the rol es
of hornmone therapy, diet, vitam ns and calciumin preventing

t hese di seases. Wnen, doctors, and even researchers were
confused and increasingly concerned about the |Iong-termuse of
HRT and the risks associated with various forns of cancer.®

Pr enpr o®

Est rogen was t he dom nant hornone used in HRT until the
i ncreased risk of endonetrial cancer led to the addition of
progestin for wonen with an intact uterus. Since the md 1980s,
conmbi ned estrogen/ progestin use has steadily increased.
Progestin is a synthetic formof the natural hornone
progesterone. In 1995 Weth began marketing Prenpro® as the
first estrogen-plus-progestin HRT pill approved by the FDA. In
addition to countering the negative side effects of nenopause,
Prenpro® reduces the risks of colon cancer and hip fracture by
about one-third. That sane year, Weth s Prenpro® sal es soared
to US$22 mllion.

In 2001, approximately 22.3 million prescriptions were
witten for Prenpro® Donestic sales increased by 9.29% from
US$686.3 million in 2000 to US$749.7 million in 2001. However,
after the WHI study was made public, Credit Swi ss First Boston
anal ysts were estinmating that sales for Prenpro® woul d decrease
by -13.4% -38.1% and -15.8%in 2002, 2003, and 2004,

respectively. ™

Anal ysts at Dredsner Kleinwort Wasserstein report that
prescriptions for both Premari n® and Prenpro® have been
negatively inpacted by the WH study as shown in Exhibit I1I.

National Institutes of Health

The National Institutes of Health or NNH is one of the
agencies of the Public Health Services that is part of the U S
Departnment of Health and Human Services. Conprised of 27
separate conponents, mainly Institutes and Centers, N H occupies
nore than 75 buildings on nore than 300 acres in Bethesda,

Maryl and. The goal of all NIH research is to acquire new
know edge to help prevent, detect, diagnose, and treat disease

¥ Spake, Amanda, “The Menopausal Marketplace, ” US News & World Report,
Novenber 18, 2002.
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and dLsabiIity, fromthe rarest genetic disorder to the common
col d.

VWnen's Health Initiative

The Whnen’s Health Initiative (WH ), sponsored by NIH, is a
15-year study focusing on the prevention of heart di sease, breast
and col orectal cancer, and osteoporosis. The study was schedul ed
to conclude in 2005. WH, which consists of a set of clinical
studi es and an observational study, began in 1991 and invol ved
heal t hy post nenopausal wonen. Two specific drugs were used
during the study, Premarin® and Prenpro® both supplied by Weth.

On May 31, 2002, the DSMB, charged with review ng the
results of the clinical trials and ensuring participant safety,
recommended that the trials of the estrogen plus progestin arm of
the study be stopped. WH decided to discontinue the Prenpro arm
of the study, citing an increased risk of invasive breast cancer
as the main factor. The NIH stated that there is currently no
evi dence of increased risk of breast cancer in wonen taking
estrogen alone (Premarin® in the trial. Therefore, that part of
the trial will continue until 2005.

Specifically, the Prenpro® arm of the clinical study
i nvol ved 16, 608 heal t hy wonmen who either took estrogen-pl us-
progestin or a placebo. The wonen were between the ages of 50
and 70 and still had a uterus. The main goal was to see if the
t herapy woul d hel p prevent heart disease and hip fractures.
Anot her goal was to see if these potential benefits were greater
than the possible risks for breast cancer, endonetrial cancer and
bl ood clots. The goal of the study was not to determne if HRT
was effective in treating the synptons associ ated with nenopause.
The study, which was scheduled to run for 8.5 years, was stopped
early. After 5.2 years, researchers felt the therapy’s risks
over shadowed the benefits.

The study results showed that conbination HRT therapy
resulted in a 26%increase in breast cancer. Wile no deaths
from breast cancer occurred as a direct result of the conbi ned
therapy, this factor alone was reason enough to i medi ately halt
the study. The Estrogen-plus-progestin therapy conpared to the
pl acebo group al so resulted in:

1. 41% i ncrease i n strokes
2. 29% i ncrease in heart attacks
3. Doubl ed rates of blood clots in |legs and |ungs®

> http:// ww. ni h. gov/
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4. 37% reduction in colorectal cancer
5. 34% reduction in hip fractures

Stated differently, after an average of 5.2 years, the study
indicate that if 10,000 postnmenopausal wonmen were taking estrogen
and progestin, 8 nore will have invasive breast cancer versus the
pl acebo group — 38 woren versus 30 wonen, which reflects a 26%
increase. Seven nore wormen will have a heart attack - 37 wonen
versus 30 wonen, which reflects a 29% i ncrease. Ei ght nore wonen
will have a stroke — 29 wonen versus 21 wonen, which reflects a
41% i ncrease. Eighteen nore wonen will have bl ood clots conpar ed
to those wonen who are not taking combination HRT.®

On the other hand, the study indicates that wonen taking
estrogen- pl us- progestin saw a reduction of col orectal cancer by
37% - 10 wonen versus 16 wonen taking a placebo, and a reduction
of hip fractures by 35% - 10 versus 15 wonen taking a pl acebo.
See Exhibit Ill for the relative and absolute risk benefits of
the study as adapted fromthe WH findings.

Physi ci ans Put the Ri sks of HRT in Perspective

Whi |l e m ddl e-aged wonren across the country began pani cki ng
as they tried to understand what this study nmeant to them
personal |y, doctors around the country began adm tting that
per haps they had been too quick to prescribe hornone repl acenent
t herapy for synptonms conmon in mddl e-aged wonen

“This study hasn’t changed ny practice. W’ ve known of
breast cancer risk associated with HRT for sone tinme, and we’ve
known that wonmen with heart disease didn’t get nmuch benefit from
HRT, ” said Steven Gol dstein, professor of obstetrics and
gynecol ogy at NYU School of Medicine. “ This study never
addressed the wonen who come to nenopause with terrible synptons.
Wrmen should still take HRT in the short term but on a case-by-
case basis. Patients are individuals and should be treated one
at atinme.”

“For wonen who suffer with heart pal pitations, npbod sw ngs,

ni ght sweats or dryness of tissues, HRT can be a Godsend, ” said
Car di ol ogi st Stephen Sinatra, founder of the New Engl and Heart
and Longevity Center in Manchester, Connecticut. “If a wonan
takes HRT, it must be for quality of life issues. It’s inportant
to realize that the stress fromthese synptons al one can
prechpltgte coronary disease. It really is a doubl e-edge

sword. ”

" http://ww. hrt-debate. com ht i / new_i nf or mati on. php3
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“The NIH study in question showed a slight increase for the
ri sk of cancer and heart disease in |less than one tenth of one
percent of the wonen studied, ” responded Dr. Judith Rei chman,
aut hor of Relax, This Wwn’t Hurt. “We thought that estrogen was
going to help protect our hearts. Wat we found out was that
Prenpro® does not; there are questions if estrogen, in general,
will. But the thought of just giving everyone hornones and
saying, ‘Here, dear, take this forever and this will prevent al
di seases,’” we now realize is not true.”

The Probl em Escal at es

On July 9, 2002 at 9:30 a.m Eastern Time, the NIH formal |y
rel eases its findings to the public in a press release.” At
nearly the sanme tine, Weth issues a press release to “ Inform
Physi ci ans of the WH findings.” *

Wthin hours, the national online nmedia outlets pick up the
story. Gynecologists’ offices across the United States are
swarmed with calls as their patients try to understand how soon
t hey should stop taking HRT. By the next norning, headlines were
screaning fromcoast to coast and across the world sendi ng
mllions of wonen into a panic.

“Hal ted HRT study raises questions” (USA Today, July 10,
2002) . %

“ Hor nrone Therapy Harm Found Ri sks for Wnen Seen in Long
Term” (The Boston G obe, July 10, 2002).%

“Wyeth Stock Falls 24% after Report” (The New York Tines,
July 10, 2002).%

“ Dangers of Popular Prenpro Worry Doctors and Patients”
(The Houston Chronicle, July 10, 2002).%

“HRT Trial Cancelled Over Cancer and Stroke Fears” (The
GQuardi an, July 10, 2002).*

¥ http:// www. oprah. conl t ows/ past shows/ t ows_2002/ t ows_past 20021010 _d.j htni .
http://ww. wet h. comf news/ Pressed_and_Rel eased/ pr07_09_2002. asp.
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Late that afternoon, the Phil adel phia based law firm Schiffrin &
Barroway, specializing in consuner class action litigation,
commenced an investigation into possible |egal actions against
Wet h. %’

Not Just Another Day at Work

After another exhausting conference call, Justin and Natalie
returned to their offices to find the nedia inundated with
witing HRT stories, many of which are not accurately reflecting
the true findings of the study. Justin focuses his attention on
the share price and hopes that the market will not further punish
t he conpany on the conclusions of the WH study. As shown in
Exhibit 1V, share prices of WYE dropped to US$38 dol |l ars per
share since the release of the JAVA article the previous day.

Nat al i e de Vane and her team know they need to comruni cate
i medi ately that the NIH study did not evaluate the use of
conbi nation HRT for the treatnent of nenopausal synptons or
vagi nal atrophy, the forenost reason HRT is prescribed.
Addi tionally, the team knows they need to enphasi ze the inportant
fact that an increase in the relative risk of breast cancer did
not occur until the patient had been on the drug for |onger than
four years.

Questions

1. How shoul d Weth Pharmaceuticals respond to the findings of the
Nl H study?

2. \Wat are the issues for Natalie de Vane and the corporate
comuni cations teamto address at this point?

3.Who are the key audi ences that Weth should try to reach and
t hrough what neans?

4. VWho are the rel evant stakehol ders?

5. Cver the years, nunerous scientific and nedi cal sources have
reached different conclusions on HRT. Arnmed with the new
VWH data, how should Weth nove forward?

6.1f, in fact, HRT poses a greater threat than benefit to wonen
inthe long term is it ethical for the conmpany to continue
the marketing of this product? Wat are the corporate
et hical issues involved when a pharnmaceutical conpany

% “HRT Trial Cancelled Over Cancer and Stroke Fears,” The Guardian, July 10, 2002.
7 htt p: // www. cl assacti onaneri ca. conl cases/ case. asp?ci d=1710.



attenpts to nmarket its products into market segnents that
have not been scientifically or nedically founded?



Exhibit I: The Trials and Tri bul ati ons of HRT

1942Weth’s Premarin®, the nation’s first hornone repl acenent
drug, hits the market.

1959 Study shows that estrogen protects bones and relieves
menopausal synpt ons.

1962Medi cal expert Robert WIson clains that estrogen during
menopause reduces breast and genital cancers.

1966FDA says that WIson’s recomendati ons go beyond approved
data and that it will no | onger support his data.

1973Har per’ s Bazaar declares: “There doesn’'t seemto be a sexy
thing that estrogen can’t and won't do to keep you flirtatiously
fem nine for the rest of your days.. a real package deal that
spruces up your vagina.”

1975More than 30 mllion prescriptions for estrogen are witten
every year. Half of all nenopausal wonen are using HRT for a
nmedi an of five years.

Two studies published in the New England Journal of Medicine
show t hat post-nmenopausal estrogen use increases endonetri al
cancer risk four to 14 tines.

Weth's Premarin® is the fifth nost frequently prescribed
dr ug.

1976 The New Engl and Journal of Medicine publishes the first
study show ng a |ink between nenopausal estrogen and breast
cancer.

1980The Journal of Qbstetrics and Gynecol ogy reports that adding
progestin to estrogen led to a decline in endonetrial cancer.

1982 Medi cal experts claimthat estrogen-progestin conbination
may hel p osteoporosis and may “ have protective effects agai nst
cardi ovascul ar di sease.” At the same tine, experts claimthat
menopausal hornones are a major factor in cancer in the nedical
peri odi cal Cancer Research

1989The New Engl and Journal of Medicine rel eases findings that
show a slight increase in breast cancer anong those who took
estrogen. Wen wonen switched to conbination HRT, their breast
cancer risk nore than doubl ed.



1990/ 95 Weth's Premarin® is the nost frequently prescribed
prescription drug in the U S

1995Wet h’ s Prenpr o®,

pill,

the first estrogen-plus-progestin HRT
is approved by the FDA

2000The Wnen's Health Initiative tells study participants that
SOITe WOIEN are experiencing
heart attacks and strokes

Total Weekly Rx for Wyeth HRT

and offers themthe
opportunity to drop out.

2002The Wnen’'s Heal th

Exhi bi t

Initiative con

— Prescriptions

for Weth HRT

Week Premarin Premphase Prempro Total
5-dul 729,910 33,685 352,212 1,115,807
12-Jul 731,572 31,909 331,219 1,094,700
19-Jul 661,839 27,479 271,410 960,728
26-Jul 626,384 27,858 248,727 902,969
2-Aug 679,904 28,915 253,948 962,767
Q4 01 Avg: 785,434 37,694 387,083 1,210,211
Q102 Avg: 776,916 37,128 384,424 1,198,468
Q2 02 Avg: 762,233 35,801 376,522 1,174,556
Q3 02 Avg: 685,922 29,969 291,503 1,007,394
Total New Rx for Wyeth HRT
Week Premarin Premphase Prempro Total
5-Jul 183,056 7,902 82,313 273,271
12-Jul 194,095 7,545 78,056 279,696
19-Jul 175,191 6,203 59,943 241,337
26-Jul 166,748 6,018 52,137 224,903
2-Aug 176,091 6,306 52,282 234,679
Q4 01 Avg: 233,586 9,275 95,558 338,419
Q102 Avg: 227,110 9,343 98,753 335,206
Q2 02 Avg: 206,323 9,134 92,155 307,612
Q3 02 Avg: 179,036 6,795 64,948 250,779
Source: Dredsner Kleinwrt WAsserstei
Ther apy, August 12, 2002
See Exhibit 111
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Exhibit Il1l: The Relative and Absolute Ri sks / Benefits from HRT
fromWH Study

Heal th Event |Rel ati ve | ncr eased | ncr eased
Ri sk vs. Absol ut e Absol ut e
Pl acebo Ri sk per Benefit per
Group at 5.2(10, 000 10, 000
Year s WOnen/ Year WOnen/ Year

Hear t 1.29 7

At t acks

St r okes 1.41 8

Br east 1.26 8

Cancer

Bl ood C ots 2.11 18

Col or ect al 0. 63 6

Cancer

H p 0. 66 5

Fractures

Source: Weth Pharmaceuticals, Press Rel ease, July 2002

Exhibit 1V — Share Price Effect
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