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Anticholesterol drugs risky for some

Antichdeserol (Ch. 10y
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Long-termthred of cancercould outveigh kendits of medcations

BY JANE E. BRODY

New York Times Service
Two physician-resaches who pevioudy
questoned the economic and medical 8-
dom d universal chéeserol tesing and tred-
ment @& row questoning the bng-term
sabty of the kadng ddeserol-loweing
drugs

In an aticle being published bday in The

Journal of the American Medical Assoda-
tion, Dr. Thormas Newmanand Dr. Sephen
Hulley d the Lhiversity of Californa at Sa
Frandsm maintan tha two dasse of drugs,
the fibrates and the shting could possbly
causecancer

But an alitorial by two oher doctars in
the joumal deputs the hess.

Fibrates and sttins are wedby ters o
millions of Amelicars. An esimaed bur
million Canadars have elevaed tdeserol
and &aut 500,000 6 them reguarly take
chdeserol-contadling drugs

At issle is whether a gemingly heathy
per®n with an devated ddeserol level can
exped benédits from long-termuseof a do-
leserl-loweiing medcaion ha would jus-
tify any risks ascciaed with the reament.

The reseaches naintan tha treament
with the wo dasse of dugs $auld be
reened for mtients aleag knowvn to have
heat disea® or tose & very high risk of
developing it.

In the g deca@, hee has ben nore
than a érfold increase n presriptions for
chdeserol-loweiing drugs, nosty for the
stains and fbrates. In 1992, he htest yea
for which U.S dataare availae, more than
26 million presciptions were written for
suh medcdions.

Stdin drugs pe<ribed in Canadao lower
chdeserol indude pravastdin, marketed &
Pravachd; simvastdin, sold as Zoor, and
lovastdin, sold as Mevacor

Genfibrodl, a fibratedrug sold in Canada
as Laqid, reducs fatty subgancesin the
blood. A warning on he godud says ha
in tests o rats,a bsaye D imesthe luman
dose @aued a gnificant incease n liver
cances and kengn iver nodules

"Choleserol-loweling drugs ae rot like
mostdrugs, which & gven to pegole who
are sck in hopes ¢ making them well;, Dr.
Newmansad in an nteview

"You @n tderde geder fisksin pegle
who ae drea¢y Sck. But chdeserol-low-
ering dugs ae keing taken for decadedy
pemle who ae well, in hopes & keeping
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them well. For them e pojeded kendit is
smder and tusthe posdble risksare more
important. Owr conern is tha the dugs
might be &odatedwith an increase n can-
cer and tha this may rot be noticed for 20
or more yeas'

Dr. Hulley said: "We dorit want pegple who
shalld be o chdeserl-loweling drugs to
becomealarmedby aur reprt. Peqole with
a hgh emoudh short-termrisk of devdoping
coonay diseae $auld nat worry about
the hypothdical possbility of cancerwhich
cauld be decaets avay''

He isted & hgh risk anyane who aleay
hadcomonay diseae, and men ver 45 ad
women @er 55 with high cdeserol tha
did not reppond alequady to detary chan-
ges.epecidly peqle with otherfactas ike
smding, diabetes, desity or high blood
pressee tha rendeed trem a high risk for
heat disease.

The evidencefor cardénogenidty tha the
reeaches dte is drcumdantal, manly
studes shaving a increase n cancerin
laboraory rodents teded with dses tha
resited n Hood kevds of the dugs ha
were mot nuch hgher than the évds
reachedin peqle who took them.

While they conedce tha thee has ben
no cefinitve eidence of a @ncer risk
anorg pele taking the dugs, hey point
outthat the nostpopuar drugs, the siting
hare mot been usedlong encugh to hae
causel canceranorg uses.

Studes of the dder fibrates ae worri-
some the eseaches maintan, beausethey
reveal a snall but gdisticaly dgnificant
increase n deahs from non-cardiovasailar
causesjnduding cancer

For thosewho need brg-termdruy tred-
ment Dr. Hulley sid tha two other kinds
of chdeserl-loweiing drugs, the esn cho-
lesyramine and the \iamin niacin, gppea
less likely to havelong-termadverse éeds.

In the acompanying editorial in the pur
nal, two detars from the Lhiversity of Ari-
zona Mllege of Malicine in Tucsan dsmun-
ted the posdbility of a cancerrisk aci-
atedwith with tre fibrates and satinsand
challegedthe evidenceon which the on-
cernwas based.

Dr. ames [len a @miovasalar gidemi
ologi¢, and Dr. William Dadton, an awlo-
gig and caner reseecher said rodents ae
poa predctors of the dility of a chemical
to caisecancetin humans Althoudh realy
all human carcinogers ae dso carénogenic
in rodents, theevese is rot true.

The Arizona da&tas nded that'appoxi-
mady 50 per cent o all chamicak testedn
rodent toasas will be denffied as ar-
cinogers, a hjhly implausble proporton!

FURTHERNDRE, they said, the dees o

the chdeserl-loweling drugs ugd n the
rodent stides are mary timesgreder than
what peple ake and, at such high doses,

toxic effeds wuld posdbly producecancer
in the anmak. In an inteview Dr. Dalton

sad tha a the dug exposurelevels reached
in human patients, heee was no mcrease n

cancelin the hboraory animak.

Cauntering the alitorial comment Dr. Hul-
ley and DO Newman sad tha most other
drugs, nduding 85 per cent d the dugs
usel to lowerblood pesste, dd not caise
cancelin rodents

They aguedthat t was nappopriate to
disourt the fgnifican@ o cancertests n
rodents They citedthe World Heath Organi
zdiors datement hat when déa o humans
wetre laking, it was "prudent” toregard evi-
denceof cancerin experimentalanmak &
indicate d a cancerrisk © humans

Dr. Newman and D. Hulley perormed
no rew tests ér cancercausng potenial.
Réaher they based their warning on odent
studesthat hed keen submittedto the US
Food and Drug Administrdion kefore the
drugs were gprovedfor sak.

The drug ageny apparenty did not cons-
derthe findingscausefor keging the mealic-
ations off the market, dthoudh the @eny
did limit goproval d the fbrate gemfibroal
to certan high-risk patients

The main hope from the kegiming wes
that hesemedicdéionswould prevent cadio-
vasallar dsease, nd just déay the nevit-
abe in patients who akag¢ had camaged
heats or doggel coronay arteries, D
Dden exgained

Although moststudesshavedthat thdes
terol-loweiing medcations had the gredest
bendit for cardiac pdents, a stdy in Scot
landpublished n November sovedthat the
stdin drugs ould preventthe devdopment
of heat dsea® in heathy middle-aged
pemle with high dhdesterol levels.

In the stidy, pravastdin reduced ly 31 per
cent risk of heat atack and cadiac deah
in heathy men aed 45 trouch 64 who
had elevdaed dhdeseml levels. In addtion,
the overdl deah rate anong he men aking
the drug was ediced ly 22 per ceat and
no incresse h cancemwas £a.

(continued overleaf)
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Still, Dr. Newman who s a pedatrician,  terol levels in youngmen and womenDr.  and vell-toleraed ddeserl-loweling drugs,
and D Hulley an epidemidogist queston- Newman also epresed concen tha the hadprompted a undue baus ; chdeserol
ed tte wisdom d treding devaed ddes  avalabiity of the sating which ae dfedive levek.
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