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Participants in the hormone raplacement trial of the Women's Haalth inltiative (\M-l!) are recelving
new information on preliminary study findings ragarding the risks and banefits of hermone
replacemeant th.empy (HRT). This information updates what WHI investigators gave ta trial participants
during the informed consent procass at the study's beginning, and is part of a eerias of updates
provided to participants as new data bacomes available. The update was prompted by a tequast from
the WH| Data and Safety Monltoring Board (DSMB), an indapendent advisory group which reviews
study performanca and participant safaty every 6 months.

At it most racent meating, the DSMB judged that sufficlent data had now accumulatad in the
first two years of the study fo Indicate that women in WHI who ware taking hormanes (estragen and
progestin ar estrogen alone) had somewhat more cardiovascular events (heart aacks, strokes, and
bloed clots In the legs and lungs) than thosk taking a placebo, Tha actual number of women having
any one of thesa avents was small (lesé than 1 percent). The increases did not meet statistical criteria
for stopping the trial and, therefare, may have occurred by chance;  The trends diminish over tima end
may even go away. B

Based on all avallable informatian, the DSMB voted to continua the trial. The advisary group
recommended that participants be informed of the trends for cardiovascular diseass and raminded
that a simllar assoriation between HRT use and an early Increase In cardiavascular risk had also baen
found in the Heart and Estragen/Progestin Replacement Study (HERS),



This new information from WH! is considered prelfiminary. it does not address the largar issue of
long-term benafits and risks of HRT and, therefors, it should nat influence current medical practice.

When the WHI participants were originally natified about the HERS resuits, the relavance of this
study to wornen enrolied in WHI was not clear. All HERS participants had heart disaace at the tima
they enrolied, however, most WH) participants did not have heart disease at enroliment. With tha
identification of the Initial cardiovascular trend, tha DSMB wanted to ensure that WHI participants were
fully informed abaut the new, 2-year findings from the WHI.

HERS studied eatrogen combined with progestin compared to placebo In 2, 763 women with a
uterus. The ongoing WHI is tasting estragen combined with progestin in women with a uterus, and
astragen alone in women with a hysterectomy. The two studles shawed eimilar early trands for
cardiovascular events for woman téking estrogen combined with progestin. The trand aisu appeared
ta be present in WHI women racaiving estragen alone, though it is less certain because of the smaller
numbers of women in this group. WHI enrolled 16, 609 women with a uterus, and 10, 739 women with
a hysterectomy.

Similar to the HERS findings, aver tima, differences In cardiovascular events hefwaen active and
placebo groups in WHI appear to be reduced and may even disappear. Almost all WH! women have
crosgad the 2 year mark or are about to do so, therefore this information bacomes avallable at a time
when it na fonger appears to be pertinent to the participants — seme of whom have been in the study
for 5 years, Data from other studles, Including HERS and the Nurses' Health Study, suggest that
penefits for heart disease may he realized latef.

Recently raported results from the Estrogen Replacement and Atherosclerosis (ERA) tiaf Indicate
that after three years the coronary angiograms of woman on hormones did not differ from those an
placeba. Thus, hormanes causad neither an improvement nor a worsening of plaque (faity deposits)
buildup in the arteries. ERA, like HERS, was a study of women with pre-established coronary heart
disease. It did not have enough participants to look at clinical events. Nonethelese, ERA js cansistent
with HERS in finding no apparent benafit of HRT in the first few yaars of traatment. A large number of
observational studies have suggested that long-term HRT may reduca heart diseass, therefors, the
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_ Issue is not satied by HERS and .ERA. ERA, HERS, and the initial findings fram WHI all underacore
the importance of continuing WH! as the anly US study underway that can provide definltiva answers
abaut the value of hormones for primary pravention of heart disease and long term effects on hanes,
breast, brain funclion, and other health outcomes.

it ls important to emphasize that the DSMB advised the National Heart, Lung, and Blood institute
(NHLBL), the Irad sponsor of the study, 1o continue the WHI HRT trial, which It would nat have dane if
there was currently a question abaut particlpants' safaty. The DSMB will cantinue te raview the tisks
and benefits of hormones at future meetings and will advise participants as needed.

The Women's Health Initiative, one of the largest prevention studies ever conductad in the United
States, is focusing on strategles for preventing heart diseaee, braast and colorectal cancer and
asteoporosis in posimenopausal women. WHI Is eponsored by the NHLE! and five nth;r components
of the National Inatitutes of Health — the National Cancar institute, the National institute of Arthrilis and
Musculoskelatal and Skin Disaases, tha National Institute on Aging, the Office of Diseasa Prevention,
and the Office of Research on Woman's Haalth.

WHI Involves over 161,000 women aged 60-79 and consists of these individual studies:

»  Arandomized controlled clinical trial of 68,000 postmenopausal women. individual etudy
*arms” are examining the effect of hormone replacament therapy in preventing heart disease,
tha effect of a low tat dietary pattern In preventing braast or calon/rectum cancar, and the role
of caleiumyvitamin D supplementation in preventing osteoporatic fractures,

*  An abservational study of 93,000 wamen ta identify predictors of disaage.

* A study of community approaches to developing healthful bahaviors.

'ﬁw final results from WHI are expected in 2005,

Informatian about the WHI |s avallable on the NHLB) wabsite at
htip:/Avww.ahlbl.nih.govAvhl/index.hitmi
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