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Anticho lestero l drugs risky for som e
________________________________________________

Long -ter mthre at of canc e rcoul d ou tweigh ben efit s of medication s

BY JANE E. BRO DY
Ne w Yo rk Times Ser vice

Tw o phys ici an-re searche rs who previou sly
qu estio ned the economic and medical wis -
dom of unive rsal chole s terol testing and tre at-
ment are now questio ning the long-ter m
safety of the lea ding chole s terol-lowe ring
dr ugs.

In an article bei ngpublis hed today in The
Jo urnal of the America n Me dical Associa-
tion, Dr. Thomas Newma nand Dr. Stephen
Hulley of the Unive rsity of Califor nia at San
Francis co maint ain that two classes of drugs,
the fibrat es and the statin s, cou ld pos sib ly
caus ecanc e r.

Bu t an edito ria l by two othe r doct ors in
the jou rnal disp u t es the thesis.

Fibrat es and statin s are use dby tens of
millio ns of Ame ricans. An estim ated fou r
millio n Cana dians hav eelev ated chole s terol
and about 500,000 of them reg ularly take
chole s terol-con trolling drugs.

At issue is whether a seeming ly healthy
person wit h an elevated chole s terol leve l can
ex pect ben efit s fr om long-ter mus eof a cho -
le s terol-lowe ring medication that wou ld jus -
tify any risk sassoci a ted with the tre atment .

The res earche rs maint ain that tre atment
with the two classes of drugs shoul d be
re ser ved for patients alrea dy known to hav e
heart dis ease or those at ver y high risk of
deve loping it.

In the past decade, the re has been more
than a tenfo ld inc rease in pre scr iptio ns for
chole s terol-lowe ring drugs, mos tly for the
st atin s and fibrat es. In 1992, the lat est year
fo r which U.S. dat aare availa ble, more than
26 mil l io n pres criptio ns were writt en for
su ch medication s.

St atin drugs pre scr ibed in Cana dato lowe r
chole s terol inclu de pravast atin, marke ted as
Prav achol; simvast atin, sol d as Zocor, and
lovast atin, sol d as Mev aco r.

Genfibrozil , a fibrat edr ug sol d in Cana da
as Lopi d, reduces fatty sub stanc es in the
bl ood. A warning on the produ ct says that
in tests on rat s ,a dos age 10 tim e sthe hum an
dose cau sed a sig n ific a n t in cre ase in liv er
canc e rs and benign liv er nodules.

"C hole s terol-lowe ring drugs are not like
mos tdr ugs, which are giv en to people who
are sick in hopes of mak ing them wel l ," Dr.
Ne wma nsaid in an int e rview.

"You can tole r ate gre ater risk s in people
who are alrea dy sick. But chole s terol-low-
er ing drugs are bei ng take n fo r de ca desby
people who are wel l , in hopes of keepi ng

them wel l. For them the proje cted ben efit is
sm aller and thu sthe pos sib le risk sare more
im por tant . Our con cer n is that the drugs
might be associat e dwith an inc rease in can -
cer and that this may not be notic e dfo r 20
or more years."

Dr. Hul ley said: "We don’t want people who
sh oul d be on chole s terol-lowe ring drugs to
beco m ealarme dby our repor t. People wit h
a hig h enou gh sho rt-ter mrisk of dev elo ping
co ron ary dis ease shoul d not wor r y abou t
the hypot heti c a l possib i lity of canc e r, which
coul d be decades away".

He lis ted as hig h risk any one who alrea dy
ha dco ron ary dis ease, and men ove r 45 and
women ove r 55 wit h high chole s terol that
did not respond adequ ately to die tar y chan -
ge s ,especi ally people wit h ot he rfact ors like
sm oking , diabet es, obesity or hig h bl ood
pres s ure that rende red them at hig h risk for
heart dis ease.

The evidenc efo r carcinogenicity that the
re searche rs cit e is circumstantia l , ma inly
studie s sh owing an inc rease in canc e r in
la borato ry rodents tre ated with dos es that
re sul ted in blood lev els of the drugs that
we re not much hig her than the lev els
re ache din people who took them.

While they con cede that the re has been
no defi nit ive evidenc e of a canc e r risk
among people tak ing the drugs, they poi nt
ou t that the mos tpopular drugs, the statin s,
have not been use d long enoug h to have
caus ed canc e ramong use rs.

Studie s of the olde r fibrates are wor ri-
so m e, the res earche rs maint ain, becaus ethey
reve a l a sma l l but statis ti c a l ly sig n ific a n t
in cre ase in deaths from non -cardiovascular
caus es,in clu ding canc e r.

Fo r thos ewho need long-ter mdr ug tre at-
ment, Dr. Hul ley said that two othe r kinds
of chole s terol-lowe ring drugs, the resin cho -
le s tyramine and the vitamin niaci n, appear
le ss likely to hav elong-ter madve rse effects.

In the accompanyi ng edito ria l in the jou r-
nal, two doct ors from the Unive rsity of Ari-
zona Col lege of Medicin e in Tucson dis cou n-
ted the pos sib i lity of a canc e rrisk associ-
at e dwith with the fibrat es and statin s and
challenge dthe evidenc eon which the con -
cer nwas based .

Dr. James Dalen, a cardiov ascular epi dem i-
ol ogi st, and Dr. Wil lia m Dalt on, an oncol o-
gi st and cancer res earche r, said rodents are
poor pre dicto rs of the ability of a chemical
to caus ecanc e rin hum ans. Alt hou gh nearly
all hum an carci nogens are als ocarcinogenic
in rodents, the rev erse is not true.

The Arizona doct ors noted that "ap proxi-
mately 50 per cent of all chemicals test e din
rodent bioassays wil l be identifie d as car-
ci nogens, a highly implau sible pro por tio n."

FURTHERMORE, they said, the doses of
the chole s terol-lowe ring drugs used in the
rodent studie s are many tim e sgreater than
what people take and, at such hig h doses,
toxi c ef fects cou ld pos sib ly produ c ecanc e r
in the anima ls. In an int e rview, Dr. Dalton
said that at the drug expos ureleve ls reache d
in hum an patients, the re was no inc rease in
canc e rin the laborato ry anima ls.

Coun ter ing the edito ria l co mment, Dr. Hul-
le y and Dr. Newma n said that mos t ot he r
dr ugs, inclu ding 85 per cent of the drugs
us ed to lowe rbl ood pres s ure, did not caus e
canc e rin rodents.

They argue d that it was inappro priat e to
discou nt the sig n ific a n ce of canc e rtests in
rodents. They cit e dthe World Health Organi-
zation’s statement that when data on hum ans
we re lacking , it was "pr udent" toregard evi-
denc eof canc e rin exper iment alanima ls as
in d i c ative of a canc e rrisk to hum ans.

Dr. Newma n and Dr. Hul ley per for med
no new tests for canc e r-cau sing pot entia l.
Rather, they based thei r warning on rodent
studie s that had been submitt e dto the U.S.
Food and Drug Adm inist r ation before the
dr ugs were approve dfo r sale.

The drug age n cy apparently did not con si-
de rthe finding scaus efo r ke epi ng the medic-
ation s of f the marke t, alt hou gh the age n cy
did lim it approval of the fibrat egemfibrozil
to cer tain hig h-risk patients.

The main hope from the beginning was
that thes eme dication swoul d prev ent cardio -
vascular dis ease, not just delay the inevit-
able in patients who alrea dy had damage d
hearts or clo g ged coron ary arter ies, Dr.
Dale nex pla ine d.

Althou gh mos tstudie ssh owe dthat chole s-
terol-lowe ring medication sha d the gre atest
benefit for cardiac patients, a study in Sco t-
la n dpublis hed in Nov ember showe dthat the
st atin drugs cou ld preve n t the dev elo pment
of heart dis ease in healthy middle-age d
people wit h high chole s terol leve ls.

In the study, pravast atin reduced by 31 per
cent risk of heart att ack and cardiac death
in healthy men age d 45 throu gh 64 who
ha delev ated chole s terol leve ls. In addit ion,
the ove r all death rate among the men tak ing
the drug was reduced by 22 per cent and
no inc rease in canc e rwas seen.
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St i ll, Dr. Newma n, who is a pediat ricia n,
and Dr. Hul ley, an epi dem iolo gis t, que s tion -
ed the wisdom of tre ating elevated chole s-

terol leve ls in you ng men and women. Dr.
Ne wma n also expre sse d conc e rn that the
av a ila b i lity of the statin s, which are effective

and wel l-tole r ated chole s terol-lowe ring drugs,
ha dprompted an undue focus on chole s terol
leve ls.
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