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Bone -drug study finds heart benefit_____________________________
‘Desig ner est rogen’ may lowe rrisk s

By Rit a Rubin
USA TODAY

A drug use d to fight ost eoporosis in pos tmenopau s a lwomen
might als o re duce the chanc eof a heart att ack in those mos tat risk,
suggests a study out today.

Raloxi fen e, sol d as Evist a, is the first so-called "desig ner est ro-
ge n." The goal of such drugs is to mim i c est rogen’s posit ive effects –
su ch as improving bon emine r al density – but not its adverse effects.

Li ke est rogen, ralox ife ne appears to hav e a fav orable effect on
so m erisk facto rs for heart att ack s ,su ch as reducing blood lev els of
ar ter y-clo g ging LDL chole s terol . Bu t it’s not cle ar whether that
ne c essarily transla tes into fewer heart att ack sand stroke s.It doesn’t
ap pear to be the case wit h est rogen which , in some women at least,
actually may eve nrais ethe risk of heart att ack sand stroke s.

In this week’s Jo urnal of the America n Me dical Associa tion, scie n-
tis t sco mpared the risk of heart problems in 7,7 05 women randomly
assign ed to get eit her a placebo or ralox ife ne for fou r ye ars. The

study was funde dby Eli Li lly of Indianapoli s, which sel ls Evist a.
Overall, the re was no sig n ific a n tdifferenc ebetween the placebo

and ralox ife ne groups as far as heart att ack s , chest pain at rest or
de cre ase dox yge n to the heart becau se of nar rowe d ar ter ies. But
among the 1,035 women who star ted out at inc rease drisk for such
proble ms, those on ralox ife ne were 40% les sli kely to hav e them
du ring the study.

"I t’s just ver y promisi ng that this medication has a posit ive effect
and not a harmful effect on the heart," says lead author Eli zabet h
Barrett- Connor of the Unive rsity of Califor nia -Sa nDiego.

Barrett-Connor cau tio ns that the study was origi nally desig ned to
test ralox ife ne’s effect on bon e, not the heart, so all the women had
os teoporosi s, and relative ly fe w we re at risk for heart problems.
Anot he rstudy of ralox ife ne in 10,101 pos tmenopau s a lwomen wit h
heart dis ease or at hig h risk for it is unde rway.

Fo rnow, says Vande r bilt Unive rsity cardiol ogi st Ros eMarie Rober t-
son, "I think ralox ife ne wou ld be a reasonable alt e rnative" to est rogen
fo r post menopau s a lheart dis ease patients worrie dabou tos teoporosi s .
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pausal Women. Fou r-Year Res ult s From the MORE (Multiple Outco m e sof Ralox ife ne Evaluation s) Ran -
domized Trial. JAMA 287(#7): 847-857(2002). [DC Library ele ctron i cjour nal]

It is of int e rest to compare the newspaper article to theabstra ct give nin the jou rnal article, which is:

Co nte xt: Raloxi fen e, a selective est rogen receptor modulat or,
im prove scardiovascular risk facto rs, but its effect on cardiov as-
cular eve n t sis unknown.

Obje c tive: To det e rmine the effect of ralox ife ne on cardiov as-
cular eve n t sin ost eoporotic pos tmenopau s a lwomen.

De sig n: Se con d ary analys is of dat afr om the Mul t i p le Outco m e s
of Ralox ife ne Evaluation trial, a randomized, doub le-blin d, place -
bo -con trolled tria l conducted bet ween Nov ember 1994 and Sep-
tember 1999.

Sett ing: Outpatient and com mun ity settings at 180 sit es in 25
coun tries.

Participant s: A tot alof 7705 ost eoporotic pos tmenopau s a lwo -
men (av erage age, 67 years).

Intervention: Patients were randomly assig ned to receiv e raloxi-
fe ne, 60 mg/d (n = 2557), or 120 mg/d (n = 2572), or placebo
(n = 2576) fo r 4 years.

Main Out com eMe asure s: Cardiovascular eve n t s ,in clu ding cor-
on ary eve n t s(my ocardia l infarctio n, uns table ang ina, or coron ary
is chemia) and cerebrovascular eve n t s(s troke or transie n t is chemic
att ack), col lect e das safety end poi nts and sub seque n tly adj udica -
ted by a cardiol ogi st bli nde d to the r apy. Cardiov ascular risk at
study ent ry was det e rmine dby the pre senc eof mul t i p le cardio-
vascular risk facto rs or prior coron ary eve n t sor rev asculariz ation
procedure.

Re sults: In the ove r all coho rt, the re were no sig n ific a n t dif-
fe renc esbetween tre atment groups in the number of combin ed
co ron ary and cerebrovascular eve n t s: 96 (3.7%) with placebo, 82
(3. 2%) with 60 mg/d of ralox ife ne, and 94 (3.7%) with 120 mg/d
of ralox ife ne. Relative risk s (RRs) were 0.86 (95% confid e n ce
in ter val [CI], 0.64 -1.1 5) and 0.98 (95% CI, 0.74 -1.30) fo r 60
mg/d and 120 mg/d of ralox ife ne, respectiv ely. Sim ilar res ult s
we re obtaine d when coron ary and cerebrovascular eve n t swe re
analyzed separat ely. Among the sub set set of 1035 women wit h
in cre ase dcardiovascular risk at baselin e, those assig ned to ralox i-
fe ne had a sig n ific a n tly lowe r risk of cardiov ascular eve n t sco m-
pared with placebo (RR, 0.60; 95% CI, 0.38 - 0.95fo r both ral-
ox ife ne groups) . The number of cardiov ascular eve n t sdu ring the
first year was not sig n ific a n tly dif ferent across groups in the ove r-
all coho rt (P = .94), or among women at inc rease dcardiovascu-
lar risk (P = .86) or with evidenc eof est ablis hed coron ary heart
disease(P = .60).

Co nclusions: Raloxi fen etherapy for 4 years did not sig n ific a n tly
af fect the risk of cardiov ascular eve n t sin the ove r all coho rt but
did sig n ific a n tly reduce the risk of cardiov ascular eve n t sin the
subs etof women wit h in cre ase dcardiovascular risk. The re was
no evidenc ethat ralox ife ne cau sed an early inc rease in risk of car-
diov ascular eve n t s. Before ralox ife ne is use d fo r prev entio n of
cardiovascular eve n t s ,thes efin d ings requi reconfi rmation in trials
with evaluation of cardiov ascular outco m e sas the primary obj ec-
tive.

The pre sent ation of the abs tract in se ctions, sim ilar to stage sof our PPDAC cycle, is not ewo rthy.
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