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Kenneth Aran, 78, says he joined an experimental study of a prostate cancer drug
because he had nothing to lose and he wanted to help “somebody down the pike.”

By SANDEEP JAUHAR

On Dr. Steven Soignet's wooden desk at
Memorial Sloan-Kettering Cancer Center in
Manhattan Is an old-feshioned medicine bot-
tie. It {s about six Inches tall, the kind a
country doctor might have used to dispense
drugs years ago, Inside it is a siivery
powdar that has clumped into what looks
like little nuggets of shiny gravel, The yel-
lowed label {dentifies the contents: arsenic.

What is arsenic, the most famous of poi-
sons, doing on a cancer doctor's desk? Serv-
ing a5 a reminder, perhaps, that cancer
drugs are sometimes found in the most
unlikely places.

in 1998, Dr. Soignet and colleagues in the
department of developmental chemothera-
Py, following up on earlier work in China,
found that low doses of arsenic induced
remissions in patients with acute promyelo-
cytic leukemin, or AP.L., & blood -eancer,
that was resistant to standard chemothera-
Py. The drug had very few side effscts, and
remissions averaged five months.

Maura Babbitt was one of the earliest
participants in Dr. Soignet's study. Told she
had AP.L. in 1997, at the age of 23, Ms.
Babbitt came to Sloan-Kettering in May
1998 after relapsing on standard chemo-
therapy.

She was told by her doctors In Bostan that
she needed to be in remission to receive a
bone marrow transplant.

“l was basically scared to death,”” Ms.
Babbitt recalled. *“When doctors mentioned
arsenic to me, my first thought was, ‘What?
Rat poison?’ " It reminded her of a book she
had read as & teenager, in which a character
poisaned people by putting arsenic — color-
less, odarless, tasteless — on sugar cookies,

She got her arsenic intravenously every
moming with a few other patients, mostly
older men, in a place they called the arsenic
room. She took it for 27 days straight, then
again for 21. Besides fatigue, she suffered no
side effects: no halr loss, no nausea, nothing
She went Into remission and several months
iater got her transplant. Her doctors now
say there is no evidence of cancer in her
body.

“'As far as I'm concerned, It's a miracle
drug.” Ms. Babbitt said.

Dr. Soignet's arsenic study is one of the
recent successes of developmental chemo-
therapy, the fleld of cancer research dealing
with human testing of unproven drugs. De-
velopmental chemotherapy takes com-

-ample, one of the most

pounds that have passed
through 2  random
screening  and  have
shown promise in petri
dish and animal studies,
and tests them in human
volunteers.

Because the National
Institutes of Health ran-
domly screens tens of
thousands of compounds
each year, drugs tested
in early human trials
often have the flavor of
the accidental or bi-
zarre. Paclitaxel, for ex-
Chard
successful new drugs in i
recent years, now wide-
ly used to treat breast
cancer, was originally
isolated from the bark of
the Pacilic vew tree,

Besides arsenic, other
heavy metals are being
studied for anticancer
activity, including anti-
mony and mercury, At
Sloan-Kettering, trials
are under way looking at
high-dose Tylenol and
green tea.

“Who would ' have
thought platinum would
be active against can-
cer?” asked Dr. Samuel
Waxman, a cancer spe-

Dr. David Sprig
Memorial Sloan-Kettering.
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Maura Babbitt, a rare success story in the testing of unproven drugs, is free of her
leukemia and is now back at work as speech pathologist in Attleboro, Mass.

Finding Cancer Drugs in the Most Unlikely Places

advanced or terminal
disease, flock to these
trials, many experts
worry ahout the ethics af
conducting  studies
particularly the earliest
human trials, called
Phase 1, which investi-
gate drug toxicity — on
desperately ill patients,

“It's important to
stress the therapeutic in-
tent of Phase | trials,"
said Dr. David Spriggs,
director of developmen-
tal chemotherapy at
Sloan-Kettering. ' Other-
wise the ethics of the
whole process is sus-
pect.”

Meanwhile, experts in
developmental chemo-
therapy continue to de-
bate its basic premises:
Are FPhase 1 subjects too
sick or vulnerable to
give Informed consent?
Are they unfairly ab-
sorbing risk for future
cancer patients, with It~
tie benefit to them-
selves? Are they serving
as guinea pigs?

“Guinea pigs don't
have a choice,” Dr. Soig-
net responded. *‘Well,
here patients do have a
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choice, but some people
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Developmental chemotherapy is driven
by ane simple fact: there is, as yet, no cure
for cancer, .

Patlents want answers and, as:the explo-
sion of alternative medicine suggests, are
increasingly willing to try unproven thera-
ples. Pharmeaceutical companies, in search
afthenr.nhummincreumglyspon-
soring research (n this area.

“Compared to 25 years ago, there’s a
hotbed of activity,” said Dr. Wi
whose foundation, the Samue! Waxman Can-
cer Research Foundation, also sponsors
cancer drug development n the United
States and abroad.

Even though cancer patieats, many with

trtnhmtetvedumwohwmhelp
A few receive doses that are too high
and experience severe side effects,
In the standard Phase 1 format, an ex-
peﬂmaualdmgisldmhhtsmdtoagmp
of three patients, who are then monitored
for toxicity to bone marrow, kidneys and so
on. If they can tolerate the dose, another
group gets the next highest dose, and the
process continues in progression, often
through 20 or mare dose egcalations, until &

dose-limiting toxicity is reached.

The Sloan-Kettering arsenic study was
not a Phase | trial in the conventional sense
of investigating an unknown drug. Arsenic
has been around for centuries and has|been
used to treat a variety of ailments, in¢
arthritls, syphills, sexual dysfunction and
African trypancsemiasis, or sleeping srck-
ness.

In the 1880''s arsenic was used su
ly in Harbin, China, and in Shanghai to reat
AP.L, but this work was largely ignoged in
the West. “It can be very difficult
the quality of clinical data from s de !
ing country,” Dr. Spriggs of Sioan-Ke ring
explained.

Dr. Waxman of Mount Sinai His
foundation was instrumental in %N‘-
senic trioxide to this country for cal
trials.

“I'm all for getting these things here if
they go through the proper trials,” Dr. Wax-
man sald in an interview, *“The rules have to
be the same here and there. There are no
shortcuts.”

Rules for cancer drug testing in the Unit-
ed States are rigorous. The process starts
with laboratory studies on |salated cells and
animals, looking Into & drug’s mechgnism
and potential targets. If these studi sug-
gest that the drug may benefit humads, an
application is made to the Food and 8
Administration for human testing. B L ex-
pertssayarumalresultsmoftenapoor
predictor of human response. M tu-
mors, for example, may grow much r
than human tumors, making them more
sensitive to chemotherapy that targets rap-
Idly dividing cells.

From Phase | trigls, o drug moves on to
Phase 2, where it is tested against a specific
cancer, and Phase 3, where ¢t Is
compared head-to-head with established
treatment. )

Informed consent is a problem in the best
of circumstances, but in rate patients
entering complex studies, it may be’ e\ian
more |llusory.

Resenrchers say that desplite their best
efforts, patients still often misunderstand
the purpose of Phase | trials.

Many believe that a drug would not be in
human trials If it were not promising. “r-
tainly the most common refrain, and ;yHu
hear this all the time from patients, s *if
you have something promising, I'll be
there,” " Dr. Spriggs said. "' The hing 14,0y
the time something has been shown to be
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promising, it’s no longer a Phase 1
study.!'

‘“We have to make consent not a
form in the legal sense but a pro-
cess,” he added. ““Oncologists must
impart a sense of the limitations of
these trials, that the opportunity for
benefit is there, but also low.”

Dr. Soignet says many patients
enter these studies expecting a cure.
“I tell families there’s a low chance
you will be cured, but you may very
well be helping someone in the fu-
ture,” he said. “But families zone
out. Sometimes a family member
will all of a sudden say: ‘What do you
mean? This isn’t curable?’ I'll watch
family members fall over when I say
the study has no curative intent.”

Kenneth Aran, 78, a retired high
school teacher in Ossining, N.Y., had
no such misconceptions.

After being told that he had pros-
tate cancer in 1996, he underwent
treatment with radioactive seed im-
plants. Despite treatment, his pros-
tate specific antigen level, a marker
of the disease, continued to rise. Ris
doctor told him about a Phase 1 trial
at Sloan-Kettering for a prostate
cancer vaccine, and Mr. Aran de-
cided to enroll.

‘“My own sense going into this was
I really had nothing to lose,” Mr.
Aran said. T went into it largely with
a good citizen attitude: if I can con-
tribute something to somebody down
the pike, then I wanted to do it.”

He got six injections under the skin

in his arm from October 1999 to April
2000. It is probably too early to judge
how much the drug has helped, if at

all, though his P.S.A. level has stabi-
lized. He continues to lead a physical-
ly active life, playing tennis, swim-
ming and cross-country skiing.

Phase 1 methodology is being re-
formed, in part because of ethical
concerns. In some studies, drug dos-
age is being adjusted in individual
patients, not just groups of them, so
that every participant has a chance
to benefit, not just the random lucky
few. In other studies, doctors are
allowing patients to decide their own
dose, based upon their own and other
patients’ experiences.

In one study at the University of
Chicago, 76 percent of advanced can-
cer patients opted to choose their
own dose of the drugs paclitaxel and
vinorelbine, and 28 percent chose the
highest available dose. More than
half said in interviews that choosing
their own doses made them feel in
control and fully informed. ’

Though Phase 1 trials are imper-
fect, oncologists say they are essen-
tial for finding new cancer drugs.
The successful new chemotherapies
in recent years — paclitaxel, cispla-
tin — all started in Phase 1.

“I wish laboratory experiments
could predict clinical success, but
that is not the case,” said Dr. Gary
Schwartz, an oncologist at Sloan-Ket-
tering. “‘If you went directly from the
lab and bypassed these trials, you'd
get into a total morass.”

In the Phase 1 trials under way ag
Sloan-Kettering looking at high-dose
vitamin D, Tylenol and green tea,
there is no shortage of patients sign-
ing up. v

“Why do peqple buy lottery tick-
ets?’’ Dr. Spriggs explained. “When
you talk to people who buy lottery
tickets, ask them why. They can
quote you the odds, they know
they’re low, but they still think
they're going to win.”
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