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Miracle cure that kills claims fifth vic tim
______________________________________________

Experiment al hepatitis B drug trial goes fat ally wrong after docto rs mis s early clu e

BY LAURAN NEERGAARD
Asso ciate d Press

A fifth volun teer die d in the United States
ye s terday from an exper iment al dr ug tou t e d
as a mir acle cure for hep atitis B. The pa-
tient was bey ond medical res cue eve n as
scie n tis t s unrave lle d the mys ter y of what
we n t gr ave ly wrong in a cli nical trial.

The first clu e wa s in plain sig ht a year ago,
but res earche rs at the Nation a l Institutes of
He a lth did not know enoug h abou t the drug
to recog n ize what it meant, the study’s lea d
scie n tis t said.

"Something ter rib le hap pen ed and we
misse d it," Dr. Jay Hoofnag le said in an emo-
tion a l in ter vie w des cribing the horror of re-
alizing the drug was kil ling people mon ths
after they sto pped taking it.

"The dre adf ul thing [is] waiting to see
what wil l happen," he said, his voi ce trem-
bling, before learning of the lat est death. "I
ju s t ho pe we’re ove r the worst."

The drug Fia lur idine (FIAU) ha d sh own
great promise for fighting the hepatitis B
vi rus, whi c h can caus e dea dly cir rhosi s and
live r canc e r. When dogs passe d toxi city tests
unharmed, the Food and Drug Adm inis-
tration approv ed FIAU for hum an trials.

Too lat e, scie n tis t s woul d discov er that in
hu mans, FIAU stealthily att ack s the ver y
buil d ing block s of cel ls in liv ers, kidn eys
and ner ves.

Five people tre ated with FIAU hav e died
of liv er and kidn ey failu r e, despi te liv er
transplants for thre e of the patients. Yest e r-
day, a 37-ye ar-ol d woman died after two
mont hs in criti c a l condition and two liv er
transplants at the Unive rsity of Vir gin ia
Me dical Cent e r. One volun teer rem ain s in
se rious con d ition the re.

An othe r is recov ering from an Aug. trans -
plant at Emo ry Unive rsity Hospi tal in Atlant a.

Dr.Hoofnag le now fears that other anti-vi-
ral drugs such as the AIDS drugs AZT and
ddI – know n to be tox ic – may att ack pa-
tients as FIAU does.

The first clu e that FIAU was dange rou s
ap peare d in Aug u s t of last year when a man
who had take n FIAU dev elo ped painf ul ner ve
damag e. Pau l Mels trom of Pheon ix and 23

ot he r volu nteers par ticip ated in a 28-day
NIH study of FIAU, from mid -April to mid -
May. Alm o st fou r mont hs lat e r, Mr. Mel-
st rom , 53, con tract e d seve re neuro pathy in
his feet and leg s. An othe r patient had min or
neur opathy.

"I t wa s so obvious to me it was the FIAU",
Mr.Mel sto rm said from Arizona . "The re’s
nothing about my life that change d in 1992,
but there was one hallmark eve n t. That was
the tak ing of the FIAU".

Bu t the NIH cou ld not prove that FIAU
wa s to bla m e. Many facto rs cau se neuro -
pathy, inclu ding alc ohol. Mr. Mel strom is a
re cove ring alc oholi c and onc e ha d a bou t
with mil d neur opathy.

So the age n cy con tin ued the trial this
spring, giv ing the drug to 15 other wise
healthy hep atitis patients for up to 11 weeks.
Dr.Hoofnag le did war n volu nteers before-
hand that neuro pathy was a pos sib le sid e-
ef fect and test e d them for symp t o ms.

In early Jun e, two volun teers dev elo ped
neur opathy symp t o ms and immediat ely
sto pped taking FIAU. By mid -mont h, they
we re hospi talized with liv er poi son ing, unre-
la ted to their hepatitis but sim ilar to the lat e
toxi city Mr. Mel strom had exper ienc e d.

Dr.Hoofnag le halted the trial, but the hor-
ro r wa s ju s t begi nning.

One by one, from Jun e 16 throu gh Aug u s t,
seve n people fel l il l with damag ed liv ers,
kidn eys and ner ves, as frust r ated docto rs
and frightene d fe llow volun teers looke d on.

No w, wit h fiv e of the sev en dea d, the re-
ma ining eight patients in the trial are bei ng
wa tche d to deter min e whet her they escaped
se rious harm.

What hap pen ed? This is Dr. Hoofnag le’s
theory:

A vir us cannot reprodu c e on its own, so it
in stead take s ov er a cel l’s DNA, the cel lu-
lar blu eprin t that maps how each person’s
un ique genes are contin uou sly reprodu c e d.
The vir us us es the DNA to repli c ate its elf
fur iou sly.

In the trials, FIAU foi led the hep atitis B
vi rus by for ming a bog u s li nk in a hep atitis -
infected DNA chain that sto pped it from re-
producing.

FIAU did not stop the re, howeve r. It als o

tr ick ed sub -un its of the body’s cel ls called
mitochond r ia, whi c h have their own DNA
that FIAU als o cr ipple d. This cripple d
DNA produ c e d a secon d ge neration of
flawe d mitochond r ia that kil led the cel ls de-
pendent on them for ene rgy.

St opping the drug at that poi nt did not halt
the problem becau se the gen eti c damag e
ha d alrea dy been don e.

Mr.Mel strom exhibited that damag e soon -
er than the othe r patients becau se the mito -
chond r ia of ner ve cel ls reprodu c e fa ster than
thos e of liv er cel ls, Dr. Hoofnag le said. Doc-
to rs did not realize, howeve r, that his neu -
ro pathy sig n a l led worse dis ease to come.

"I n ret rospect, [the conne ction] seems ob-
vious," Dr. Hoofnag le said. "Bu t we fol lowe d
on cou rse becau se we hoped FIAU wou ld
ma ke their hepatitis get better. We weren’t
look ing for tox icity any more."

The NIH now knows that FIAU did not
pois on the test dogs becau se dog s have a
natural enzyme that rende rs the drug inac-
tive, Dr. Hoofnag le said.

Gove rnm e n t scie n tis t s will meet on Sep t.
21 in Washington to rev i ew Dr. Hoofnag le’s
data, inclu ding his con cer n that sim ilar anti-
vi ral drugs cou ld als o be dange rou s.

"This tox icity is not in FIAU alon e," Dr.
Hoofnagle said. "This tox icity ..... probably
ha s been seen for many years and not rec-
og n ized."

At least one exper t on antiv iral drugs is
ske pti c a l.

Dr.Ray mon d Schin azi of Emo ry Unive r-
sity fou nd in 1986 that FIAU unde r cer tain
condition s woul d metaboli ze into a ver y toxi c
co mpoun d. He thinks the NIH volun teers
fe ll victim to that stil l-unexp l ore d metaboli te
of FIAU, rat her than to damag ed mit ochon-
dria.

And, he says , AIDS drugs don’t att ack
mitochond r ia.

"They’re ver y different," Dr. Schin azi said.
"AZT doesn’t kil l people the way FIAU does."

Bu t Dr.Hoofnag le thinks scie n tis t s will be
amazed by what they don’t know about mi-
tochond r ia.

"I t wa s consid ere d a min or issue," he said.
"This is goi ng to change all that."
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