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CHAPTER ONE

The Guinea Pigs

N SEPTEMBER 11, 2001, James Rockwell was camped out in a

clinical-research unit on the eleventh floor of a Philadelphia

hospital where he had enrolled as a subject in a high-paying

drug study. As a rule, studies that involve invasive medical procedures

are more lucrative—the more uncomfortable, the better the pay—and in

this study, subjects had a fiber-optic tube inserted in their mouths and

down their esophaguses so that researchers could examine their gastro-
intestinal tracts.

Rockwell had enrolled in many previous studies at corporate sites,
places like Wyeth and GlaxoSmithKline. But the atmosphere there felt
professional, bureaucratic, and cold. This unit was in a university hospi-
tal, not a corporate lab, and the staff had a casual attitude toward regu-
lations and procedures. “The Animal House of research units” is what
Rockwell calls it. “I'm standing in the hallway juggling,” he says. “I'm
up at five in the morning watching movies.” Although study guidelines
called for stringent dietary restrictions, the subjects got so hungry that
one of them picked the lock on the food closet. “We got giant boxes of
cookies and ran into the lounge and put them in the couch,” Rockwell
says. “This one guy was putting them in the ceiling tiles.” Rockwell has
little confidence in the data that the study produced. “The most integral
part of the study was the diet restriction,” he says, “and we were just
gorging ourselves at two a.m. on Cheez Doodles.”

On the morning of September 11, nearly a month into the five-week
study, the subjects gathered around a television and watched the news
of the terrorist attacks through a drug-induced haze. “We were all high
on Versed after getting endoscopies,” Rockwell says. He and the other
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subjects began to wonder if they should go home. But a mass departure
would have ruined the study. “The doctors were like ‘No, no!"” Rockwell
recalls. “‘No one’s going home, everything’s fine!”” Rockwell stayed until
the end of the study and was paid seventy-five hundred dollars. He used
the money to make a down payment on a house.

Rockwell is a wiry thirty-year-old massage-therapy student with a
pierced nose; he seems to bounce in his seat as he speaks, radiating en-
thusiasm. Over the years, he has enrolled in more than twenty studies
for money, he estimates. The Philadelphia area offers plenty of oppor-
tunities for aspiring human subjects. It is home to four medical schools
and is part of a drug-industry corridor that stretches from there into New
Jersey. Bristol-Myers Squibb regularly sends a van to pick up volunteers
at the Trenton train station.

Today, fees as high as the one that Rockwell received in 2001 aren’t
unusual. The best-paying studies are longer, inpatient trials, where sub-
jects are often required to check into a research facility for days or even
weeks at a time so that their diets can be controlled, their blood and
urine tested regularly, and their medical status carefully monitored. Oc-
casionally, they also undergo invasive procedures, like bronchoscopies
or biopsies, or suffer through something else unpleasant, such as being
deprived of sleep, wearing a rectal probe, or having allergens sprayed in
their faces. Because such studies require a fair amount of time in a re-
search unit, the usual subjects are people who need money and have a
lot of time to spare: the unemployed, college students, contract workers,
ex-cons, or young people living on the margins who have decided that
testing drugs is better than punching a clock with the wage slaves. In
some cities, like Philadelphia and Austin, the drug-testing economy has
produced a community of semiprofessional research subjects who en-
roll in one study after another. Some of them do nothing else. For them,
guinea-pigging, as they call it, has become a job. Many of them say that
they know people who have been traveling around the country doing

studies for fifteen years or longer. “It’s crazy and it’s sad,” one drug-trial
veteran told me. “For me, this is not a life. But it is a life for a lot of these
people.”

Most drug studies used to take place in medical schools and teaching
hospitals. Pharmaceutical companies developed the drugs, but they
contracted with academic physicians to carry out the clinical testing.
According to the New England Journal of Medicine, as recently as 1991,
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80 percent of industry-sponsored trials were conducted in academic
health centers. Academic health centers had a lot to offer pharmaceuti-
cal companies: researchers who could design the trials, publications in
reputable journals that could help market the products, and a pool of
potential subjects on whom the drugs could be tested. But in the past
decade or so, the pharmaceutical industry has been testing more drugs,
the trials have grown more complex, and the financial pressure to bring
drugs to market swiftly has intensified. Impatient with the slow pace of
academic bureaucracies, pharmaceutical companies have moved trials
to the private sector, which is where more than 70 percent of them were
conducted in 2004.!

This has spurred the growth of businesses that specialize in various
parts of the commercial-research enterprise. The largest of the new busi-
nesses are called contract research organizations (CROs) and include
Quintiles, Covance, Parexel, and PPD (Pharmaceutical Product Devel-
opment), a company that has operations in thirty countries, including
India, Israel, and South Africa. These firms are hired to shepherd a prod-
uct through every aspect of its development, from subject recruitment
and testing through FDA approval. Speed is critical: a patent lasts twenty
years, and a drug company’s aim is to get the drug on the shelves as early
in the life of the patent as possible. In 2000, when the Office of Inspector
General of the Department of Health and Human Services asked one re-
searcher what sponsors were looking for, he replied, “Number one—rapid
enrollment. Number two—rapid enrollment. Number three—rapid en-
rollment.” The result has been a broadening of the range of subjects who
are used and an increase in the rates of pay they receive.

Most professional guinea pigs are involved in Phase I clinical trials,
in which the safety of a potential drug is tested, typically by giving it to
healthy subjects and studying any side effects that it produces. (Phase
II trials aim to determine dosing requirements and demonstrate ther-
apeutic efficacy; Phase III trials are on a larger scale and usually com-
pare a new drug’s results with those of standard treatments.) The better
trial sites offer such amenities as video games, pool tables, and wire-
less Internet access. If all goes well, a guinea pig can get paid to spend
a week watching The Lord of the Rings and playing Halo with his friends
in exchange for wearing a hep-lock catheter in one arm and eating in-
stitutional food. Nathaniel Miller, a Philadelphia drug-trial veteran who
started doing studies in order to fund his political activism, was once
paid fifteen hundred dollars in exchange for three days and two endos-
copies at Temple University, where he was given a private room with a
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a bed next to a subject who was coughing up blood. Despite his com-
plaints, he was not moved to a different bed for nine days. He and eight
other subjects later tested positive for tuberculosis.'?

A decade ago, shortly after I began teaching bioethics and philosophy at
the University of Minnesota, I got a phone call froma psychiatrist named
Faruk Abuzzahab. He wanted to know if he could sit in on an ethics class
that I was teaching. There had been some troubleina research study that
he had conducted, it seemed, and the state licensing board had ordered
him to take a class in medical ethics.

Despite some misgivings about my class being used as an instru-
ment of punishment, I agreed. He seemed affable enough on the phone,
explaining that he had been a faculty member at the university before
going into private practice and had once chaired the Minnesota Psychi-
atric Society’s ethics committee.

I did not give much more thought to Abuzzahab until several years
later, when a for-profit testing site called Prism Research opened in St.
Paul. Prism was advertising for healthy subjects in a local alternative
weekly. I discovered, on the company’s Web site, that Abuzzahab was
one of its researchers. A few more clicks revealed that he was also con-
ducting studies at his private practice, Clinical Psychopharmacology
Consultants. I began to wonder what, exactly, the incident was that had
brought him to my class.

Asit turned out, the disciplinary action was a response to the injuries
or deaths of forty-six patients under Abuzzahab’s supervision. Seventeen
of them had been research subjects in studies that he was conducting.
These were not healthy-volunteer studies. According to the board, Abuz-
zahab had “enrolled psychiatrically disturbed and vulnerable patients
into investigational drug studies without ensuring that they met eligibil-
ity criteria to be in the study and then kept them in the study after their
conditions deteriorated.” The board had judged Abuzzahab a danger to
the public and suspended his license, citing “a reckless, if not willful,
disregard of the patients’ welfare.”

One case, which was reported in the Boston Globe, concerned a
forty-one-year-old woman named Susan Endersbe, who had struggled
for years with schizophrenia and suicidal thoughts. She had been do-
ing well on her medication, however, until Abuzzahab enrolled herina
trial of an experimental antipsychotic drug. In the trial, she was taken off
her regular medication, and she became suicidal. When Abuzzahab gave

8

WHITE COAT, BLACK HAT

her a day pass to leave the hospital unsupervised, she threw herself into
the Mississippi River and drowned. In another case cited by the board,
Abuzzahab had prescribed a “large supply of potentially lethal medica-
tions” to a woman with a history of substance abuse, “shortly after a seri-
ous suicide attempt.” She committed suicide by taking an overdose.'?

The public portion of Abuzzahab’s disciplinary file is freely available
from the Minnesota licensing board and has been posted on the Web site
of CIRCARE, a watchdog group that documents research abuse. When
I ran a Google search for Faruk Abuzzahab, the first hit I got was a 1998
article in the Globe on his drug-trial disasters. Yet none of this seems to
have derailed Abuzzahab’s research career. Even after his suspension, he
continued to supervise drug trials and to receive payments from at least
a dozen drug companies.” In 2003, the American Psychiatric Associa-
tion awarded him a Distinguished Life Fellowship.

The U.S. regulatory system is built on the tacit assumption that the
main threat to research subjects comes from overly ambitious academic
researchers who might be tempted to gamble with subjects’ health in
the pursuit of medical knowledge or academic fame. The system was in-
tended to check this sort of intellectual ambition, primarily by ensuring
that studies are reviewed in advance by boards made up of the research-
ers’ academic peers. But like most physicians supervising clinical trials
today, Abuzzahab does not work in an academic setting. The studies
conducted at for-profit sites such as Prism are not the natural domain
of academically ambitious researchers. The results are rarely published,
and even if they were, they would bring little intellectual credit to the
physicians carrying them out because they are designed by the industry
sponsor. A researcher like Abuzzahab would not become famous by su-
pervising subjects in studies like these. But he might become rich.

Abuzzahab represents a new, entrepreneurial breed of physician-
researcher; in fact, many of his colleagues have moved even farther
from the academic realm. In 1994, according to the Tufts Center for Drug
Development, 70 percent of clinical researchers were affiliated with
academic medical centers; by 2006 that figure had dropped to 36 per-
cent.’® The work can be lucrative, and some sponsors offer researchers
additional financial incentives to recruit subjects. One doctor told the
Department of Health and Human Services that he was offered twelve
thousand dollars for each subject that he could enroll in a trial, plus a
thirty-thousand-dollar bonus and an additional six thousand dollars per
subject after the first six.

Some of the people directing clinical trials have little training in
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how to conduct research. And, as the Abuzzahab case suggests, not all
drug companies are especially selective about the researchers they hire.
In 2001, the FDA asked the pharmaceutical company Sanofi-Aventis to
perform new studies of the antibiotic Ketek, which was suspected of
causing liver failure. Reports later revealed that the top-recruiting inves-
tigator hired by PPD, the firm contracted by Sanofi-Aventis to conduct
the studies, was a graduate of an offshore medical school who tested the
antibiotic on clients in an obesity clinic she ran in Alabama. She was
sentenced to five years in federal prison for fraud. Another top-recruiting
investigator was arrested when the police found him carrying a loaded
semiautomatic handgun and hiding cocaine in his underwear.'®
Economics are also pushing trials to unexpected places. Drug firms
have a much easier time finding willing subjects in the developing world,
where medical facilities are crumbling and health-care budgets are mi-
nuscule. Subjects there may enroll in drug studies simply because that
may be their only opportunity for any medical treatment whatsoever. By
2004, according to the Food and Drug Administration, drug companies
were launching more than sixteen hundred new trials a year overseas."”
In 2005, 40 percent of all trials were carried out in emerging markets.
Eastern and Central Europe were eatly popular locations for trials. From
1995 to 2006, the largest annual increases in the number of clinical in-
vestigators carrying out trials were in Russia, India, Argentina, Poland,
Brazil, and China.'®
Some of these trials have been disastrous. In 1996, Trovan (trovaflox-
acin) was an investigational antibiotic that had shown promise againsta
broad range of infections and that could be administered in oral formin-
stead of by injection. When news broke of a deadly meningitis epidemic
in Nigeria, Pfizer flew a team of researchers to the industrial city of Kano
to conduct a quick trial of Trovan on afflicted children. Pfizer set up shop
next to the relief group Doctors Without Borders, which was desperately
attempting to treat the meningitis victims, and quickly tested Trovan on
two hundred children; half of them received Trovan and half received
ceftriaxone, a proven treatment for meningitis when given in the proper
dosage. Eleven children died, five of whom had taken Trovan and six of
whom had taken ceftriaxone. According to the Nigerian families, many
other children became blind, deaf, brain-damaged, or paralyzed. * When
the study was finished, the Pfizer team abruptly returned home.
A Nigerian government report investigating the Kano study mysteri-
ously disappeared; in 2006 it suddenly surfaced and was leaked to the
press. According to the report, Pfizer never informed the parents, much

10

WHITE COAT, BLACK HAT

less the children, that the treatment was part of an experiment. A let-
ter of approval from a Nigerian ethics committee, which Pfizer used to
justify its actions, apparently had been concocted and backdated by the
company'’s primary researcher in Kano. Even more alarming were alle-
gations brought against Pfizer by a number of Nigerian families. Accord-
ing to these allegations, not only did the Pfizer researchers fail to rescue
desperately ill children whose condition was clearly deteriorating, they
also gave the children in the control arm of the trial an inadequate dose
of ceftriaxone, presumably in order to make Trovan look better by com-
parison. If this is true, the success of Trovan in the trial was won at the
expense of the lives of the undertreated children. In 2009, Pfizer settled a
lawsuit with the Nigerian government for seventy-five million dollars. *

The ease with which drug companies can test drugs overseas has
simply ratcheted up the financial pressures on local investigators who
want to keep trials at home. Now even university departments must
compete with private companies. But as Marcia Angell, the former edi-
tor of the New England Journal of Medicine, has pointed out, competing
with the private sector means doing trials under conditions set by pri-
vate industry.?! Those conditions are leading university researchers into
ethically treacherous territory.

Not too long ago, on arainy May afternoon, I drove out to Cottage Grove,
Minnesota, a suburb of St. Paul, to visit a woman named Mary Weiss.
Mary and I had met a year or so earlier, after I learned that her son, Dan,
had committed suicide in a psychiatric clinical trial at the University of
Minnesota. Two journalists at the St. Paul Pioneer Press, Paul Tosto and
Jeremy Olson, had investigated Dan’s death, and what they described
was deeply unsettling. In the months after the Pioneer Pressstory I talked
informally to several university colleagues and administrators. Most
of them dismissed the story as slanted and incomplete. Yet the more I
looked into the circumstances surrounding Dan’s death, the more con-
vinced I became that something had gone badly wrong.

Mary Weiss is a slight, gray-haired woman, given to dressing in jeans
and sweaters. She has a way of smiling ruefully at nearly any question,
no matter how painful. When Dan was a child, Mary told me, the two of
them lived in south St. Paul, an only child and a single mother. Dan was
an easy, intelligent child, and as Mary showed me some old photographs,
I could see how he had grown into his good looks. An excellent student,
Dan had graduated from the University of Michigan in 2000 and moved
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to Los Angeles, hoping to become a screenwriter. To support himself in
Los Angeles, he got a job as a celebrity-tour-bus driver.

In the summer of 2003, Mary went out to Los Angeles for a visit. She
soon became alarmed by Dan’s strange behavior. “When he picked me
up, he said, ‘You haven't told me when the event is going to be,’” Mary
says. But Mary had no idea what event Dan was talking about. The next
day Dan took her to his condo. “He was showing me a magazine, and
showing me these numbers, which to him had a lot of significance, and
he expected they did for me too, and they didn’t.” Later Dan pointed outa
spot on the carpet in his apartment, which he claimed had been burned
there by aliens. When I asked Mary how she reacted to all of this she re-
plied, “I panicked.”

Mary eventually convinced Dan to come back with her to St. Paul.
She was certain that Dan was not just mentally ill but also potentially
dangerous. His delusions revolved around a satanic cult orchestratingan
“event” in Duluth at which Dan would be called upon to murder people,
including Mary. Eventually Mary got so alarmed she called the St. Paul
police. Dan was taken to Regions Hospital in St. Paul on November 12,
where he was given Risperdal (risperidone), an antipsychotic drug often
prescribed for patients with schizophrenia or bipolar disorder. The hos-
pital had no psychiatric beds available, so Dan was transferred to Fair-
view Hospital, a teaching hospital for the University of Minnesota, where
he was seen by Dr. Stephen Olson, a faculty member in the Department
of Psychiatry. Olson believed that Dan was psychotic and dangerous; on
November 14 he recommended that Dan be involuntarily committed to
a state mental institution. Five days later an independent clinical psy-
chologist also recommended involuntary commitment, explaining that
Dan had threatened to slit his mother’s throat.

Involuntary commitment is a legal procedure reserved for patients
who are both mentally ill and dangerous to themselves or others. But in
Minnesota, patients who have been involuntarily committed are given
another option: a stay of commitment. This means that patients can
avoid commitment as long as they agree to comply with the treatment
recommendations of their psychiatrists. On November 20 Olson recom-
mended a stay of commitment, telling the court that Dan had begun to
admit that he needed help. The court agreed and ordered Dan to follow
Olson’s recommendations. The next day, Olson invited Dan to take part
in an industry-funded drug study that he was conducting. Dan signed a
consent form and was enrolled in the study immediately.

When Mary found out, she was stunned and upset. She had brought
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Dan to Fairview for treatment, not a drug study, and she did not believe
that Dan was mentally capable of understanding what he was agreeing
to do. In fact, both Olson and the second clinician had judged him men-
tally incapable of consenting to antipsychotic medication. (In Minne-
sota, any patient treated with antipsychotic drugs must sign a written
consent form. Dan was not asked to sign.) It was unclear how Dan could
be judged incapable of consenting to treatment with antipsychotic drugs
but capable of consenting to research with the same drugs—especially
when the alternative to consenting appeared to be involuntary commit-
ment.

The study, which was designed to last a full year, was funded by
AstraZeneca and given the acronym CAFE, for “Comparison of Atypi-
cals in First Episode.” It was aimed at patients experiencing their first
psychotic break. The CAFE study compared three different atypical
antipsychotic drugs, each of which was already on the market: Seroquel
(quetiapine), Zyprexa (olanzapine), and Risperdal (risperidone). The
study was blinded, which meant that neither Dan nor Olson would know
which drug he was taking; it was also randomized, which meant that
Dan would be randomly assigned by computer to a study drug.

After Dan was enrolled in the study, he stayed at Fairview for about
two more weeks. On December 8, he was transferred to Theo House, a
halfway house in St. Paul. Olson thought Dan’s symptoms were under
control, but Mary was still very worried. She recalls a meeting with Olson
at Fairview. “Olson came in and sat down and opened his file and said,
‘Oh, Dan is doing so well. And I said, ‘No, Dr. Olson, Dan is not doing
well.’ I think he was taken aback.”

At the halfway house Dan became more reclusive, often isolating
himself in his room for days. He lost weight and stopped changing his
clothes. His clinicians said they saw improvement, but Mary thought he
was getting worse—angrier and more agitated. Dan kept a daily journal
that shows his worsening mental state, according to Mike Howard, afam-
ily friend. “In his journal he kept, once he got to Theo House, his beliefs,
and his illness did not get any better,” Mike says. “It got worse. There
is absolutely zero improvement.” Over the following months Mary tried
everything she could think of to get Dan out of the study. She called Ol-
son and went to see him in the hospital but was unable to get a response.
She wrote five letters to Olson and Dr. Charles Schulz, the chairman of
the Department of Psychiatry and a co-investigator on the CAFE study,
expressing her concern about Dan’s condition, especially his inner rage.
She received only one reply, from Schulz, who wrote that “it was not clear
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