WHEN BERNIE FISHER
REFUSED TO GROVEL

Bernard Fisher had been in many a fight. He was, afterall,
an iconoclastic surgeon who had famously infuriated his
colleagues by demonstrating that heroic surgeries in breast
cancer do more harm than good.
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AN APPRECIATION

WHEN BERNIE FISHER
REFUSED TO GROVEL

By Paul Goldberg

owever, nothing in his life prepared
him for the ordeal that befell himin
March 1994.

In a matter of days, everything Fisher
had accomplished vanished in the midst
of a political brawl sparked by Rep. John
Dingell (D-MI) and his squad of investi-
gators. Dingell et al. had learned about
scientific fraud in a small number of
cases in massive clinical trials Fish-
erdirected.

Fisher knew about that, too, but didn’t
think it was a big problem, and didn’t
move fast to reanalyze the data. In fact,
The Cancer Letter’s first story about this
brewing scandal appeared on page 6
(The Cancer Letter, March 18,1994).

Initial appearance notwithstanding, the
story rapidly acquired hurricane force,
and feeling the pressure from the in-

Bernard Fisher had been in many a fight. He was, after
all, an iconoclastic surgeon who had famously infuriated
his colleagues by demonstrating that heroic surgeries in
breast cancer do more harm than good.

tensely feared Dingell committee, NCI
Director Samuel Broder fired Fisher
from his position as chairman of the Na-
tional Surgical Adjuvant Breast & Bowel
Project, the cooperative group the sur-
geon co-founded and ran. The Univer-
sity of Pittsburgh, too, threw Fisher un-
der the bus. Ultimately, the databases
run by NCI and the National Library of
Medicine—including all NSABP publi-
cations and Fisher’s Karnofski Lecture at
ASCO—were libelously labeled “SCIEN-
TIFIC MISCONDUCT.” The surgeon, who
was 75 at the time, was never accused of
scientific fraud.

The NSABP scandal became the sin-
gle biggest story in oncology in 1994.
People Fisher contemptuously called
BAPs—bureaucrats, administrators
and politicians—were on the attack,
media coverage was intensive and not
always correct, academic warlords were

contemplating carving up NSABP, and
patients were terrified about having
relied on NSABP data in their treat-
ment decisions.

As ascientist, Fisher, who died Oct. 16 at
age 101, had revolutionized the under-
standing and treatment of breast cancer
(The Cancer Letter, Oct. 25). As a scientist
and a citizen, he showed what it means
to remain faithful to the principles of
academic freedom and due process of
law at a time when people around him
urged him to cave, compromise, apol-
ogize. “Grovel” was the technical term
communicated to Fisher by his attorney
before one of Dingell’s hearings.

As the backbones of people around
him were losing rigidity, Fisher stood
upright, stiffly, explaining over and
over that NSABP’s scientific findings
were solid and the accusations against
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As the backbones of
people around him
were losing rigidity,
Fisher stood upright,
stiffly, explaining over
and over that NSABP’s
scientific findings
were solid and the
accusations against
him Kafkaesque.
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him Kafkaesque. Dingell wanted a mea
culpa, but in a standoff that made net-
work news and the front pages of major
newspapers, Fisher insisted that no mea
culpa was warranted and none would be
forthcoming.

Fisher took every kick, every indignity
that came his way, shelling out six-figure
legal fees in suits against NCI, Pitt, and
the law firm of Hogan & Hartson, which
represented Pitt.

The NSABP scandal raged through a
very different America and a very dif-
ferent U.S. Congress. Different because
atthattime, newspapers and television
networks covered hearings of Con-
gressional committees. Photographers
crouched or prostrated themselves in
the bullpen between the dais and the
witness table, training precision optics
on the nasal hairs of Chairman Dingell
as he fumed at scoundrels and hon-
est men alike.

| was at a press table, watching this
astounding Shakespearean tragedy
unfold in hearings or tracing it through
documents obtained from NCI or the
Subcommittee on Oversight and In-
vestigations of the House Committee
on Energy and Commerce. The players
in this drama have since changed cos-
tumes, but the story line has become
a constant. Ethical lapses, fraudulent
data, the rigor of audits, and political
overreach haven’'t gone away.

For me, this was the time and place where
| realized that The Cancer Letter needs to
provide exhaustive coverage of such
scandals, instead of dipping in and out of
stories like everyone else. The Cancer Letter
published 57 stories on the NSABP scan-
dal between March and December1994.

Sometime in the summer of 1994, |
got a call from Mackenzie Carpenter, a
special projects reporter from the Pitts-
burgh Post-Cazette. She started to get
into the NSABP drama as its first, most
explosive phase was winding down on
Capitol Hill.

Early in the conversation, | started sell-
ing Mackenzie on the idea of describing
this story for a general audience, doing
a recap of history, showing where the
story stood at that time. Sometimes to
make a story understandable, you need
to go to “In the beginning..,” | argued.

Mackenzie and colleague Steve Twedt
spent months reconstructing the his-
tory on NSABP, going back to Fisher’s
hypotheses, pinpointing the relatively
small-scaleirregularities in the data that
caused thescandal, and analyzing events
that were still raging in Washington.

Meanwhile, | was committed to writ-
ing for a specialized audience in real
time, following its implications as they
unfolded day after day. By contrast,
Mackenzie and Steve were writing for a
general audience after many of the key
events had occurred. | didn’t have the
capacity to tell the story with the luxu-
ries of character development, delinea-
tion of plot points, and narrative thrust.

Luckily, Mackenzie and Steve were able
to do just that. And they were getting
cooperation from the University of
Pittsburgh, NCI, the Dingell crew, sun-
dry lawyers, Fisher, his colleagues, and
yours truly. Even Roger Poisson, the
fraudster in this story, spoke with the
Post-Gazette team.

The series—Anatomy of a Scan-
dal—appeared in the Post-Gazette
in December 1994. It’s unlikely that
you saw it in print unless you were
interested in oncology and lived in
Pittsburgh at the time. Even today,
a quarter-century later, the series
allows us to observe Fisher and the
people around him as they try to
orient themselves in the midst of a
cataclysmic disturbance.

Anatomy of a Scandal is being print-
ed in its entirety with permission
from Pittsburgh Post-Gazette.




By Mackenzie Carpenter and Steve Twedt, Post-Gazette staff writers

On asingle day in March, Dr. Bernard Fisher of

S Pittsburgh, the country’s pre—gminent breast
/?{-y’r‘qix cancer researcher, saw his own career
R crumble, and watched helplessly as the

research organization he had
led through unprecedented
advances in the

treatment of

breast cancer

was abruptly
shut down.




twas a shattering experience for the

scientistswho had spentdecadeson
the work. And for women around the
country who suffer from this deadly
disease, it was a disturbing setback.

These dramatic developments were
the result of another doctor’s mis-
guided actions, years ago and miles
away. A Montreal surgeon —one of
about 5,000 doctors to join Fisher’s
study group— had begun to falsify
the paperwork of some of the pa-
tients he enrolled in several studies.
Mostly, they were small changes in
the dates that determined whether
women met the deadline for enroll-
ingin the studies. His actions, which
involved 99 women out of the nearly
34,000 in North America who par-
ticipated, did not seem to change
any of the important medical con-
clusions the studies reported.

Fisher’s staff discovered the decep-
tionin1991 and reported it to federal
cancer officials, who had funded the
experiments for several years. Then,
this spring, the story burst into pub-
licview when it was printed on Page
1 of a Chicago newspaper. Not long
after the headlines, Fisher was fired
and the study was put in limbo.

The Montreal doctor’s actions were
clearly scientific misconduct. But
some wonder if the punishment
exacted on the research effort was
too harsh for the crime.

Was the severity of the penalty
simply an effort to maintain the
credibility of a medical experiment?
Or was it the inevitable result of a
struggle by three powerful institu-
tions—science, politics and journal-
ism—to decide who should police
medical research?

What really happened here? Was it
fair? Did it help anyone? This four-
partseries tells the story behind the
headlines...
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Discovering fraud
in breast cancer
research:

A gradual process

The young assistant stared
at the papers she had just
pulled from the file.

« Look! There are two of them!” said
Teresa Wright, in bewilderment.

Dr. Ann Brown, a clinical biostatisti-
cian at the National Surgical Adjuvant
Breast and Bowel Project in Pittsburgh,
leaned over to take a look at the papers,
which had come from St. Luc’s Hospital
in Montreal.

Something did seem odd, she thought.

Instead of just one photocopy of a med-
ical report on a breast cancer patient
enrolled in one of the NSABP’s studies,
there were two of them, exactly alike,
except for one critical fact:

One record said the patient had under-
gone breast cancer surgery on June 19,
1987, while the other said the date was
June 29, 1987.

Depending on which date was right, the
patient would either have been eligible
to enroll in the study, or ineligible.

Errors were sometimes found in the
hundreds of thousands of pieces of pa-
per that flooded through the NSABP’s
offices every year. But on this summer
day in 1990, instead of a smudged date,
or a dictated patient report that didn't
match the original hospital chart, here
were two copies of the same docu-
ment, with different dates neatly typed
on each one.

What was this? Brown thought, a dart
of worry piercing her.

When she showed the documents to her
supervisors, they were equally mystified.

But Walter Cronin, the NSABP’s deputy
director, wasn't hearing alarm bells yet.

“| figured, gee, maybe there was some-
thing different about the way the folks at
St. Luc’s kept records,” he would say later.
“They were French-speaking, after all”

Disaster in the making
[t wasn’t a language gap.

The discovery of the unmatched twin
records would lead, four years later, to
ascandal that would strike fear in thou-
sands of women with breast cancer.

It would lead to the abrupt dismissal
and public humiliation of one of the
world’s pioneers in breast cancer re-
search, Pittsburgh’s Dr. Bernard Fisher.

And itwould severely cripple one of the
world’s most prominent, innovative,
and productive breast cancer research
organizations, an organization Fisher
had helped found.

But no one at NSABP had any reason
toimagine any of those agonies in June
1990 when first confronted with the dis-
crepancy of one number on a piece of
paper from St. Luc’s.

St. Luc’s Dr. Roger Poisson, one of Mon-
treal’s leading breast cancer surgeons,
was a major contributor of patients to
NSABP’s studies, and had been praised
repeatedly by Fisher for his efforts.

So, while the Pittsburgh staff was puz-
zled, they were not alarmed. Surely,
they thought, this could be explained.

But their concern deepened in Septem-
ber 1990, when Cronin conducted an
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audit of records at St. Luc’s and found
more data discrepancies, plusirregular-
itiesin women’s consent forms. Clearly,
something wasn't right, but Fisher —
the head of the study —still wasn't told.

It wasn’'t until November, according to
Fisher, that Carol Redmond, his chief
biostatistician and closest aide, walked
into his office and told him there were
“irregularities” in Montreal.

Fishersaid that Redmond, who declined
to be interviewed for this story, was ad-
amant that “one had to be sure before
one made any accusations against any-
body. To make any accusations without
being sure, you were opening yourself
up to a suit,” he said.

So, on Dec. 7, Fisher and Redmond met
with Poisson and his wife, Sandra Le-
gault-Poisson, in Pittsburgh.

In a memo she wrote later, Redmond
said thatshe and Fisher told the Poissons
thatthere were problems with theirdata
and with information on patients’ con-
sent tojoin experimental therapy trials.

They told them a more intensive site
visit would be undertaken “as soon as
schedules permitted, after which, we
would evaluate whether any addition-
al problems that might be uncovered
indicated the need for further actions.”

Poisson would say later that the meet-
ing “chagrined and saddened” him but
he didn’t tell Fisher at that point what
he had done.

On Dec. 21, NSABP’s Cronin senta mem-
orandum to Redmond, reporting two
cases in which St. Luc’s had provided
followup information on patients who
had already died.

Cronin added, though, that “in ourjudg-
ment, there is no evidence of intentional

falsification of data.”

That opinion would soon change.

Vrai and faux

When Cronin and two other auditors re-
turned to St. Luc’s in January 1991, they
found alterations in five more cases out
of 120 they reviewed.

On the third day of their visit, Cronin
picked up two reports on a breast can-
cer patient. Like the ones Wright had
found in Pittsburgh, they were identical
except for one item — there were two
different readings on a lab test.

And then he saw something else.

The first report had a yellow label stuck
on it that said “vrai.” The other report
was labeled “faux.”

Cronin’s heart sank. Poisson had kept
two sets of files, labeled with the French
words for “true” and “false.”

Cronin turned to the other two auditors,
Marge McLaughlin and Larry Wicker-
ham. “Look at this,” he said quietly.

Without a word to Poisson, the three
NSABP auditors left St. Luc’s and som-
berly boarded a plane to Pittsburgh to
tell Redmond the bad news.

Fisher said he wasn’t notified that his
staff had found clear evidence of fal-
sification until February 1991. He was
devastated.

“l had no frame of reference relative
to this situation, fraud or anything like
that,” Fisher said. “All of my research life,
I've practiced and preached credibility
and honesty.”

When he went home that evening, Fish-
er had a strong sense of foreboding. He
remembers telling his wife that “some
time, it would come back to haunt us.”

On Feb. 8, 1991, Poisson sent a letter
to Fisher acknowledging the falsifica-
tions. Fisher immediately got on the
phone and notified National Cancer

Institute officials, who funded most of
NSABP’s research.

A week later, Fisher sent NCl a detailed
letter about the St. Luc’s falsifications,
and eight days after that, he met per-
sonally with NClI staff. He also notified
the Office of Scientific Integrity (OSI),
which investigated scientific miscon-
duct allegations, as well as the U.S.
Food and Drug Administration and the
Office for Protection from Research
Risks, a separate agency that works to
ensure that study participants are not
endangered.

All these actions met NCI guidelines,
Fisher stressed, and afterward, “Dr.
Redmond and myself, we felt very good
about what we had done.”

What took so long?

The subsequent investigation revealed
that Poisson had been fudging his re-
cords since 1977.

Why did it take 13 years for the NS-
ABP to discover discrepancies in Pois-
son’s records?

In the early years, Poisson only falsified
a handful of cases—a date change here,
a date change there. The majority of fal-
sifications would come later, and once
the problem became “pervasive,” NS-
ABP officials said, they caught it during
routine auditing procedures.

The other reason Poisson may have es-
caped detection for so long was that he
didn’t tamper with records once awom-
an had been enrolled in a study.

When Poisson altered a woman’s file, it
was usually to change the date when a
woman’s biopsy or cancer surgery had
occurred to help her get into a study
past the official deadline.

Fisher has been exasperated by charges
that NSABP should have caught Poisson
much earlier.
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Being able to detect a small number
of eligibility-date changes in the early
years would have been “like looking for
a needle in a haystack,” Fisher said.

Looking back on the problem, however,
NCl officials now say that his argument
is faulty. NSABP’s auditing was insuffi-
cient, they said, because it still took
several years to catch the falsifications
after most of them had occurred, and
that was in part because NSABP wasn’t
looking at enough files.

“It was always eight charts (that were
audited), whether the center was big
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or small,” said Dr. Bruce Chabner, di-
rector of the Division for Cancer Treat-
ment at NCI.

The eight-chart rule met NCI’s guide-
lines at the time, but the agency was
trying to get NSABP to audit more files
at each center.

Thatwould have increased the odds that
the problem would have been detected
more quickly, federal officials said.

But when it was their turn to investigate
Poisson, federal investigators moved at
a glacial pace.

During the nearly two years it took for
them to look into the case, everyone
was forbidden to discuss it.

“I don’t know why it took so long,” said
Dr. Jules Hallum, who was OSI director
at the time. “We were constantly under-
staffed and we had other investigations
going on, too.”

Also, he said, “there was a period of time
when we had no travel money.”

At one point, OSl investigator Dorothy
McFarlane left the NSABP case to work
on another project for several months.
To add to the confusion, the OSI moved
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its offices and some staffers were laid
off and then rehired.

Phone calls went back and forth sporad-
ically between McFarlane and the NS-
ABP’s Redmond in an effort to reconcile
the facts, Fisher remembered, but he
never sensed any urgency on the part
of federal investigators.

Finally, in December 1992, the newly
renamed Office of Research Integrity
finished its investigation.

Out of1,054 cases examined at St. Luc’s,
the investigators found 115 fabrications
or falsifications affecting 99 patients, all
but one related to eligibility.

When to tell the public

At that point, the existence of fraud at
St. Luc’s had been well established for
two years, but no one outside the NS-
ABP, the NCI or the Montreal hospital
knew about it.

The scandal would stay quiet for anoth-
eryear—in part because Fisher had not
yet published a reanalysis of his studies,
excluding the bad data.

Fisher and his critics disagree on why it
took him so long to do the reanalysis.

In January 1993, two Cancer Institute
officials wrote to NSABP and said that
the federal report on the fraud would
be released in a few weeks, and Fisher’s
group should be prepared to publish a
scientific report on the matter short-
ly afterward.

The ORI findings were released a
month later, but there was no report
from Fisher.

Fisher said, however, that he did have a
plan to get the word out, one that was
developed by Redmond.

First, he would present a technical anal-
ysis of the fraudulent data at a May

1994 meeting of the NSABP members
in Nashville, and follow it with a com-
mentary on its significance. Then, there
would be a written report published in
a scientificjournal.

It would be a careful, deliberate ap-
proach—the way Fisher had always
done things.

Fisher said he felt no pressure from NCI.
In fact, he said, NCI didn’t contact him
again in writing about publishing his
reanalysis until October 1993.

NCl officials tell a different story.

In an interview in The Cancer Letter, a
newsletter published in Washington
D.C., Samuel Broder, the NCI director,
said the agency had received “very
strong assurances from Dr. Fisher that
he would be writing a reanalysis, and as
it turns out, that wasn’t the case.

“Don’t tell us you're going to publish a
paper,” Broder said, “and then have us
patiently asking you, ‘Can you please
let us know ... ?’ If you say you're go-
ing to reanalyze, reanalyze promptly.
Do it. Don’t give us thousands of rea-
sons why not.”

Still, even though Fisher hadn’t pub-
lished his reanalysis, the news did start
to seep out—but not exactly on the
front page of The New York Times.

The first reference to the fraud investi-
gation came in ORI’'s own newsletter in
the early spring 0of1993. Another report
appeared in the June 21 U.S. Federal
Register, the official federal publication
of agency regulations and findings.

A New York science newsletter, Probe,
also carried a short story on the mat-
ter in September 1993. Its editor, David
Zimmerman, had tried to reach Fisherin
August, but each time he called, Fisher
directed his staff to tell Zimmerman he
was out of town or unavailable. Eventu-
ally Zimmerman gave up.
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Fisher felt no need to go publicwith the
information.

Afterall, there had been no health crisis.
Fisher’s staff had already determined
that taking out all of Poisson’s patients
would not change the fundamental out-
come of the NSABP studies.

He also didn’t feel compelled to call
any of the scientific journals in which
previous studies had been published,
including what was now known to be
fraudulent data.

“When you get no change in the results,”
Fisher said, “you don’t call up the New
England Journal of Medicine and say,
‘Guess what? Nothing happened!”

Enter Suzanne Hadley

As1993 came to a close, Poisson’s fraud
had managed to stay underground for
nearly three full years.

That would soon change.

Shortly before Christmas, Suzanne
Hadley bumped into a lawyer from the
Office of Research Integrity.

Hadley was well known in Washington
D.C. as a determined crusader against
scientific misconduct. She had spear-
headed many of the major investiga-
tions into science fraud in recent years,
first as deputy director of the Office of
Scientific Integrity, ORI's predecessor,
and then, working with Michigan Rep.
John Dingell, who had made scientific
misconduct one of his priorities.

Hadley had been involved in the in-
vestigation of Poisson’s fraud when
it surfaced.

Then she had started working for Ding-
ell, and became deeply involved in the
investigation of NClI's Dr. Robert Gallo,
who had been accused of falsely claim-
ing credit for discovery of the AIDS vi-
rus. The primary journalist working on
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that story was the Chicago Tribune’s
John Crewdson.

On this December day in 1993, her for-
mer colleague, the ORI attorney, told
her his office had a case “where the in-
vestigation was concluded a long time
agoand itwas clearthere was fraud and
itwas clear that a number of (published
scientific) papers contained the fraudu-
lent data,” she recalled.

He wenton to say that “we can’t get the
investigator to publish corrections and
tell the world about it.”

When she asked which case it was, she
was told, “Roger Poisson.”

Hadley was dumbfounded.

She couldn’t believe that the Poisson
case was still unresolved.

She told her colleagues on Dingell’s
Oversight and Investigations Subcom-
mittee, and, in early January 1994, they
met with ORI officials.

Hadley discovered at that meeting that
nearly a year had passed since ORI had
firstasked the National Cancer Institute
to ask Fisher to publish his reanalysis.

“It was pretty clear that little or noth-
ing had been done” since that time, said
Hadley, who is no longer working with
the subcommittee. “Should ORI have
followed up with NCI? Should NCI have
followed up and done something? No
question. There’s plenty of blame to
goaround.”

Another month-and-a-half went by.

Then, on March 13, the Tribune’s Crewd-
son wrote a front-page story on Pois-
son’s fraud—the first major media at-
tention it had received.

Hadley said she didn’'t know how
Crewdson learned about the Poisson
fraud, and Crewdson declined to talk
about the matter.
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Once the news hit, Hadley wasn’t sur-
prised at NCl’s reaction.

“This thing didn’t happen in a vacu-
um,” she said. “NCI had been on a slow
burn with Bernard Fisher for close to
two years,” she said, because it wanted
speedier audits and independent re-
views of data quality.

“I think in some ways NCl was just wait-
ing for something.”

When the headlines hit, federal officials
flew into action.

Fisher’s years of
achievements
crumble overnight

Atlantic City, 35 years ago.

n the same stage in the same au-

ditorium where Miss Americas pa-
raded, preened and wept, a contest of
another sort was taking place.

It was a medical conference, the Amer-
ican College of Surgeons’ annual meet-
ing. All the great names in breast can-
cer surgery were on the dais, including
Jerome Urban, legendary surgeon from
Memorial Sloan-Kettering Hospital in
New York City, and Cushman Haagen-
son of Columbia University, author of a
classic text on breast diseases.

Both were staunch defenders of the
radical mastectomy—the remov-
al of the entire breast and adjacent
pectoral muscles whenever a tumor
was malignant.

Before them stood a younger research-
er from the University of Pittsburgh
named Bernard Fisher, tall, with a rub-
bery grin like Walter Matthau’s, uttering
the unspeakable words:

The radical mastectomy, Fisher said to
his colleagues on the stage, was unnec-
essary. Less disfiguring surgery would
do thejobjust as well.

When Fisher finished and came off
the stage and began to make his way
through the crowd, suddenly, a young
medical resident, a disciple of Haa-
genson’s, lunged out of nowhere and
grabbed him by the lapels.

“How could you say those things to my
teacher . . . " he hissed at Fisher be-
fore the two were separated, while the
crowd oohed in horror and delight.

“| thought he was going to punch me,”
Fisher said, remembering the incident
with a certain glee.

Hounding the heretic

Beating up on Bernard Fisher—at least
verbally—was a popular sport for mem-
bers of the American surgical establish-
ment in the 1950s and '60s.

Even though he eventually would be
acclaimed for his accomplishments in
breast cancer research, in the early days
of his career, Fisher was a renegade.

A “dissident surgeon,” thundered Haa-
genson in his writings, warning Fisher’s
supporters that they risked “ruination of
the soul” if they followed him.

“Surgeons were raised to think of Ber-
nard Fisher as the bogeyman,” said Craig
Henderson, a noted breast cancer on-
cologist at the University of California
at San Francisco, “and these things take
alongtime todie”

Fisher’s sin was to question the radical
mastectomy, a procedure introduced in
the late 19th Century by William Stew-
art Halsted. Surgeons knew it was mu-
tilating, but they felt it was necessary if
one were to “getitall”
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But Fisher believed that cancer cells
spread systemically through the body’s
blood and lymph vessels, instead of by
inching through surrounding tissues—a
theory that would be incorporated into
standard medical practice by the mid
1980s. Because of that, Fisher reasoned,
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less disfiguring surgery, with radiation,
would be just as effective as removing
the whole breast.

By 1994, the “Fisher Hypothesis” had
revolutionized breast cancer treatment,
bringing him worldwide acclaim.

Surgeons were raised to think of Bernard Fisher
as the bogeyman.

— Craig Henderson
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Bernard Fisher, left, with his brother, Edwin Fisher, a pathologist at the University of Pittsburgh.
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In some ways, he was like Pittsburgh'’s
other medical superstar, liver transplant
pioneer Thomas Starzl.

Like Starzl, Fisher has won almostall the
major prizes in scientific research. And
like Starzl, Fisher is a charismatic, larger-
than-life personality, a loner with many
admirers but few close friends.

The similarities end there, however.

Starzl, who needed to scare up mon-
ey and military jets for expensive
transplant operations, often court-
ed the media.

But Fisher ducked the limelight. He
liked to let “the science” speak for
him, and didn’t particularly trust re-
porters to translate scientific informa-
tion correctly.

Had it not been for the fraudulent data
controversy that rocked his careerin his
76th year, it’s entirely possible Bernard
Fisher would have lived out his life in
peaceful anonymity, lauded in medical
circles, but hardly a household name.

The thrill of adventure

As a boy growing up in Squirrel Hill,
Fisher showed a natural scientific bent,
perhaps influenced by a great uncle
who was a physiologist and surgeon at
Case Western University at the turn of
the century. He also credits Lon Colburn,
achemistry teacher at Taylor Allderdice
High School, with inspiring him.

Then, too, there were the tough expec-
tations of his father, Reuben “Ruby”
Fisher, a traditional, no-nonsense son
of a Jewish immigrant from Lithuania
who ran a successful produce business.

The elder Fisher banned his two sons
from the premises of the business, de-
termined that Bernard and Edwin would
be the firstin his family to go to college.
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“You damn well went to school and you
damn well performed,” recalled Edwin
Fisher, a noted Shadyside Hospital pa-
thologist who'’s a tougher-talking ver-
sion of his older brother.

In the early 1900s, Ruby Fisher, “King
of Potatoes,” was successful enough to
move out of the North Side to what was
then suburbia—Squirrel Hill, where the
Fisher boys were born.

For the Fisher brothers, it meant stick-
ball on the streets, the Pittsburgh Pi-
rates at Forbes Field, and a bird’s-eye
view of the Ringling Brothers Circus
tent from the third-floor window of
their house.

Occasionally confined to his bed during
outbreaks of scarlet fever or whooping
cough, Bernard Fisher pored through
books about adventurers like Richard
Halliburton—*“spitting off the Matter-
horn, the longest spitin the world!"—or
Admiral Byrd’s trek to the North Pole,
or best of all, “The Microbe Hunters,” a
classic book about early microbiologists
and their discoveries.

In 1936, Fisher entered the University
of Pittsburgh, and three years later, its
medical school, graduating in 1943.

An ulcer precluded him from serving
in the war, so he began his career as an
intern at Mercy Hospital.

By the time he had married Shirley
Kruman, a bacteriologist at West Penn
Hospital, he knew what he wanted to
do with his life.

Research.

Learning about cancer

It was a logical choice for a man who
had spent his youth devouring books
about adventurers, because scientific
research seemed to be another way to
conquer the unknown.
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For the next 20 years, in the 1950s and
1960s, Fisher spent most of his days
in a laboratory, often joined by his
brother Edwin.

The 1950s were his “Promethean pe-
riod,” he liked to say. Just as the an-
cients were riveted by the myth of Pro-
metheus, whose liver was devoured by
an eagle at night but grew back during
the day, Fisher wondered: How could it
be thata damaged liver could grow back
to normal size and then stop?

Eventually, that would lead him down
another path—into the biology of tu-
mor growth. After all, it was the other
side of the coin. A liver stops growing at
acertain point, buta tumor never stops.

One day in 1957, Fisher’'s work was in-
terrupted by a telephone call from his
mentor, 1.S. Ravdin, chairman of the
department of surgery at Penn, who
asked his former student to drop ev-
erything and come to Washington, D.C.,
for a meeting.

Fisher went reluctantly, hating the
distraction.

It was at that meeting at the National
Institutes of Health that Ravdin an-
nounced his intention to form some-
thing called the National Surgical Ad-
juvant Breast Project.

Unwieldy as the title was, it meant
what it said.

Ravdin and his colleagues at the NIH
wanted to launch a federally funded
program to evaluate the effectiveness
of “adjuvant” therapy, or anti-cancer
drugs, after surgery for early breast
cancers, unlike the prevailing practice
of using the drugs only on seriously
il patients.

The proposal interested Fisher
only slightly.

“ said, ‘Oh, what the hell, OK,” he would
go home and do the study.

Well-behaved disease?

Once he joined NSABP, Fisher’s reluc-
tance evaporated in light of a startling
discovery: next to nothing was known
about how cancer cells grew and spread.

Until that time, it had been assumed
that the cancer spread in an orderly
fashion, that it was “a well-behaved
disease that spread centrifugally, or lo-
cally, before it metastasized anywhere
elseinthe body,” said Fisher’s colleague,
Dr. Janet Wolter, a Chicago breast can-
cer surgeon.

But results in the operating room didn’t
seem to confirm the local-spread theory.

No matter how much of the tumor and
surrounding tissue doctors removed,
survival rates remained the same,
Wolter said. So “Fisher finally said, can-
ceris notawell-behaved disease.” After
much experimentation, he concluded
that it spread through the blood and
lymph vessels, and if it did, it might
be just as effective to do conservative,
limited breast surgery combined with
radiation to stop the disease.

The only way to test this thesis was
through clinical trials, where one group
of women would geta mastectomy, and
the others would get more conserva-
tive surgery.

Fisher soon became a “clinical trials
zealot,” as he put it.

When he was made chairman of the Na-
tional Surgical Adjuvant Breast Project
in 1967, the first thing he did was move
the project’s headquarters to his home
town of Pittsburgh.

Then, he began setting up trials that
would test his theories.

It was tough going at first, because
many of the most prestigious research
institutions wanted nothing to do with
Fisher’s experiments.
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So Fisher became a traveling salesman,
making his pitch at smaller clinics and
community doctors’ meetings around
the nation, from Johnstown and Oil
City to Saginaw, Mich., and Wichita
Falls, Texas.

Gradually, the gravelly voiced Pittsbur-
gher with a knack for persuasion made
converts, enrolling enough patients
to begin the first comparative surgery
study in July 1971.

One group of patients would receive
standard treatment, which at the time
was the radical mastectomy. The other
group would receive a “simple” mas-
tectomy, where only the breast was re-
moved but not the pectoral muscles, a
slightly less mutilating procedure.

Acclaim, then the end

That first study was successful, and
Fisher still considers it his personal
landmark, even more than the later
lumpectomy trial.

Butitdidn’t win him quick respect.

In 1974, when Fisher reported the ear-
ly results at a National Cancer Insti-
tute conference, showing the effec-
tiveness of the simple mastectomy,
“we were flushed with success—for
about12 hours.”

The next day, the press ignored his
claims and his colleagues trashed him.

“He was treated abominably,” recalled
Samuel Hellman, a prominent radiation
oncologist at the University of Chica-
go, and one of those who still oppos-
es Fisher’s theory that cancer spreads
systemically.

Slowly but surely, though, the NS-
ABP and Fisher began to gain broader
credibility.

As one successful study followed anoth-
er, more and more doctors joined the

NSABP, and Fisher and his staff began
attracting awards, fellowships, grants
and invitations to speak.

Yet even by 1985, more than 15 years
after he took over at NSABP, Fisher
still wasn’t accepted by some in the
establishment.

He and his supporters still fume at
what they say was the New England
Journal of Medicine’s one-year delay in
publishing his landmark lumpectomy
study that year.

“It was held up by people in the surgi-
cal establishment who were opposed to
the idea of a lumpectomy,” said Cana-
dian surgeon Richard Margolese. “But
they couldn’t find anything wrong with
the manuscript, so they finally had to
publish it.”

But New England Journal Editor-in-Chief
Jerome Kassirer disputes that account.
“I've heard that story many times before
and it’s nonsense. It’s just not true. We
asked them to get more followup data
and it took them that time to get it.”

By the early 1990s, the NSABP includ-
ed about 500 institutions and about
5,000 doctors.

Its expansion dovetailed with the
growing strength of the women’s
rights movement.

At first, Fisher’s work was lauded by
breast cancer activists for pushing the
American medical establishment to-
ward lumpectomies.

But the relationship started deteriorat-
ing in 1992 when Fisher began what he
called his legacy—a huge 16,000-wom-
an study that would test whether the
drug tamoxifen could prevent the onset
of breast cancer.

Some activists openly challenged him,
worried about giving a drug with toxic
side effects to health women. They dis-
liked his reaction.
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“The moment he found out we had crit-
icisms of his trial, he would never talk
to us again,” said Cynthia Pearson, di-
rector of the National Women’s Health
Network in Washington D.C,, recalling
a hearing on the prevention trial held by
the Food and Drug Administration.

After one woman in the audience stood
up and asked that Fisher’s tamoxifen
study be delayed until scientists had 10-
year results on the safety of the drug,
Pearson said, Fisher snapped at her.

“He gotjust livid and ended up shouting
at this woman, ‘How long do you want
to wait?” Pearson said.

Ataround the same time, some of Fish-
er's colleagues began to wonder when
he would turn over the reins at NSABP.

In 1991, a “pink sheet” published by a
National Cancer Institute peer review
group auditing the NSABP praised
Fisher, but asked if he shouldn’t start
thinking about the “next generation”
of leaders.

Fisher, 73 at the time, told the panel that
his plan was to leave once his breast
cancer prevention trial got under way
sometime in the mid-1990s.

“| guess the problem with me is that
despite my age, my enthusiasm never
ran down, and I've never been told by
others that I'm mentally incompetent,”
he said later.

“But I'm no imbecile. | knew | wasn’t
going to live forever or be here forever.”

Still, he felthe was at the top of his game.

But the rules of the game had changed.
There was more and more government
oversight, more pressure not to make
mistakes. Fisher also watched with dis-
taste as other medical institutions got
research grants by catering to the me-
dia, something he would not do.
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Inan oddly prescient speech before the
American Society of Clinical Oncologists
in 1993, Fisher warned that “politics,
personalities, process, publicity, media
coverage, fiscal concerns and other sec-
ondary considerations must not be per-
mitted to take on a life of their own, and
like a cancer, destroy our true mission.”

It was a warning that would soon turn
into devastating reality for Fisher
and the NSABP.

Fisher describes
ordeal as “reign
of terror”

As spring approached

this year, Dr. Bernard

Fisher was at the height
of a brilliant career. At the
age of 75, he had spent
more than half a century
building his reputation and
accumulating nearly every
major medical award for his
work with breast cancer.

Revered for his achievements and his
integrity, he held an unchallenged
spot in the medical pantheon.

Until March 13.

On that day, a story in the Chicago Tri-
bune revealed that a Montreal surgeon
at St. Luc’s Hospital had supplied fraud-
ulent data for more than a decade to
breast cancer studies done by Fisher’s
National Surgical Adjuvant Breast and
Bowel Project.

The speed and the vehemence of the
negative reaction to the story stunned
Fisher. He was in a fog, trying to adjust,
trying to focus.
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A planned 7oth birthday party for his wife
Shirley was canceled. His daughter Beth,
a Charlottesville, Va., doctor, was home
for a visit. Faced with the chaos, she de-
cided to stay on and help her father.

For the next two weeks, Fisher would
undergo what he called “a reign of ter-
ror” by officials from the National Can-
cer Institute, people with whom he had
been friendly for years.

It started on March 18, at5:30 on a Friday
afternoon, when Fisher got a frantic call
from Richard Ungerleider, chief of the
clinical investigations branch at the NCI.

Your paperwork shows there are prob-
lems with patient records at Louisiana
State University and Tulane Univer-
sity, Ungerleider told him. Send your
top people down there to do audits by
Monday morning and suspend the uni-
versities from the study, he told Fisher.

Fisher dispatched his most knowledge-
able staffers.

Two days later, Fisher, accompanied by
his daughter, met with officials at the
University of Pittsburgh, where Fisher’s
research project was based. The NS-
ABP was an independent organization,
but its research money was funneled
through Pitt.

Pitt officials had just learned about
the Montreal fraud through the Chica-
go Tribune article because Fisher, who
had known about it for three years, had
not told them.

Dr. Thomas Detre, Pitt’s senior vice chan-
cellor for health sciences, didn’t seem
overly concerned, Fisher recalled. “It was
just a discussion of what could this be
about? How could this thing take place?”

A decision was made to do nothing
publicly and to wait and see what
happened next.

The next day, Monday, March 21, “all hell
broke loose,” Fisher said.

The fax machine started spewing paper
and never let up, he said. The requests
came primarily from NCl and the office
of Michigan Congressman John Ding-
ell, who was planning to hold hearings
on the fraud.

“They’d give you 10 demands—all in-
formation about this and that—and we
want this by close of business, and all
the staff was running like crazy, and it
was like something out of Charlie Chap-
lin,” Fisher said.

NCI was feeling the heat, too.

Staff members of Dingell’s commit-
tee, known for their investigations of
scientific misconduct, “were all over
us,” remembered Dr. Bruce Chabner,
director of the Division of Cancer Treat-
ment at NCI. After the Tribune story
broke, he said, “there were a series of
interviews in which every aspect of
this trial was called into question, both
the supervision by NCI and the execu-
tion by NSABP.”

As chief of the division overseeing the
NSABP grant, Chabner said he was “very
distressed and embarrassed” about the
whole episode.

Peoples’ jobs were on the line, and not
just Fisher’s.

“The stakes were very high, scientifical-
ly and personally,” added another NCI
official. “Everybody was concerned for
their own scientific careers, for greater
or for more narrow reasons.”

A humiliating visit

More faxes to Fisher followed, and then
came a phone call, alerting Fisher that
he would be visited by Chabner and
Ungerleider.

When the NCl contingent showed up in
Pittsburgh, Fisher felt helpless. The two
people who could answer most of NCl’s
questions, Larry Wickerham and Walter
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Cronin, were in Louisiana auditing LSU
and Tulane, at NCI’s insistence.

The NCI “wanted files on this, wanted
files on that,” and Fisher, without his two
top aides, couldn’taccommodate them.
A recent move from another part of the
building had complicated matters.

As aresultof the disastrous visit, NSABP
was put on probation.
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just derelict in this and derelict in that.
| wanted to get up and shriek and say,
‘No we weren’t!

“But the university policy was, ‘Keep
quiet, it'll go away.

Why the strategy of silence?

The primary goal, Fisher said, “was not
to provoke John Dingell”

They’d give you 10 demands—all information
about this and that—and we want this by close of
business, and all the staff was running like crazy,
and it was like something out of Charlie Chaplin.

— Bernard Fisher

And the demands continued to pourin.

“We were working 18 hours a day, and
nothing was going on. We were trying
to fulfill these orders, and it was just
chaos,” Fisher said.

Pitt’s specially hired lawyer on the mat-
ter, Martin Michaelson, tried to soothe
Fisher, suggesting at one point that he
read poetry. Michaelson also empha-
sized his strategy—keep quiet, don’t
say anything, and it will all blow over.

Butitdidn’t. It was a big story—in fact,
it would be listed as one of the top 10
stories of the year, according to the As-
sociated Press.

To Fisher, though, the media coverage
seemed unfairly negative. One Pitts-
burgh television newscaster solemnly
reported that Fisher himself had been
accused of falsifying data—something
that was never true.

They “were making these accusations
that were blatantly false, that we were
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By now, the powerful Michigan con-
gressman’s presence loomed like an
ominous thundercloud.

Dingell was known for his rough treat-
ment of witnesses who came before his
subcommittee. No one was immune:
Nobel Prize-winning scientists, CEOs of
major corporations, Navy admirals. A
small cottage industry had sprung up
in Washington—Ilawyers specializing in
counseling witnesses ordered to appear
before Dingell's committee. They even
had an informal name: the Dingell bar.

‘I’'ve never heard of him’
All of this was new to Fisher.

“I'd never heard of John Dingell, didn’t
know anything about him,” Fisher said.
But after he was told about what hap-
pened at Dingell hearings, Fisher began
to feel real fear.

The fateful moment for Fisher came
on March 25.
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Looking through the NSABP files, an
NCI official found a Sept. 22, 1993, re-
porton avisit to another Montreal hos-
pital, St. Mary’s.

The report said the NSABP auditing
team had found a major problem with
one chart, in whicha mammogramdate
for one woman apparently had been
changed. The finding, according to the
auditors, “presents a serious problem.”

But the audit report had never been
forwarded to NCI. It remained in a file
cabinet in Pittsburgh.

Chabner said later that this single file
was what prompted NClI’s insistence
that Fisher be replaced as principal in-
vestigator for NSABP. After the fraud
committed at St. Luc’s by Dr. Roger
Poisson, after reports of missing files in
Louisiana, after learning that no audits
had been done by NSABP for months, it
was just too much.

“There was a sense that the NSABP was
clearly in danger of collapse,” said Dr.
Michael Friedman, the director of NCl’s
cancer therapy evaluation program.

“It was clear that Dr. Fisher was being
overwhelmed by the workload.”

And yet, with the exception of the St.
Mary’s file, NCl officials had been aware
for years of all the problems they later
cited when they fired Fisher.

But in the frantic climate following the
Tribune story, amid all the telephone
calls from Dingell’s office, those pre-
vious problems looked much more se-
rious to NCI.

It was Friedman who made the decisive
call to Fisher on Monday, March 28. The
two already knew each other well.

They had worked closely when Fisher
was president of the American Society
for Clinical Oncologists the year before.
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Fisher took the call in his office. Also
present were his daughter Beth; Al Ci-
occa, a Pitt lawyer; and NSABP’s chief
biostatistician, Carol Redmond.

Friedman was on his speaker phone,
joined by Chabner and several oth-
er NCI officials. NCI Director Samuel
Broder was also in the room at NCI
headquarters in Bethesda, Md., but he
did not speak.

Fisher remembered that Friedman
sounded agitated.

We've found out you knew about the St.
Mary’s audit, and didn’t do anything,
Friedman told Fisher angrily.

Fisher said his staff had never told him
about the St. Mary’s audit until it was
discovered by the NCI official. That
didn’t placate Friedman.

This will tear down research all across
the country, Friedman said, over Fish-
er’s protests that he didn’t know what
Friedman was talking about.

Fisher still remembers the words that
ended his distinguished 35-year tenure
atthe NSABP.

“You're finished, Bernie!” Friedman
yelled. “You got (screwed) by your staff.
You're out!”

Pitt jumpsin

On March 29, NCl, in a letter, officially
ordered Pitt to remove Fisher as prin-
cipal investigator and appoint an in-
terim replacement, citing “a litany of
NSABP failures.”

Besides the fraudulent data, NCI cited
NSABP’s decision to halt audits at mem-
ber hospitals, delays in establishing in-
dependent boards to monitor patient
records, and Fisher’s slowness in pub-
lishing a reanalysis of his studies exclud-
ing the tainted information.
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The NSABP office was formally placed
on probation until corrections were
made. As part of that, it was ordered to
immediately adopt a “rigorous” sched-
ule of audits of patient data, and to
suspend enrollment of new patients in
various studies.

Fisher was given no opportunity to
defend himself in a hearing, and Pitt
officials were presented with only two
choices: Comply with NCl requirements,
or give up NCI grants to NSABP, which
totaled about $22 million per year,
about $10 million of which went to Pitt.

Pittsburgh Cancer Institute Director
Dr. Ronald Herberman—a laboratory
scientist who specialized in immunol-
ogy and knew little of breast cancer
clinical trials—was appointed by Pitt
to head the NSABP.

It was a shotgun marriage, and it was
shaky from the start.

The NSABP might be headquartered
in Pittsburgh, but it was actually an
international network of about 5,000
surgeons and researchers. They had
always prided themselves on their ac-
complishments and independence.
Now, they believed, Pitt’s Herberman
was co-opting their studies and treating
them like errant children.

On the evening of March 30, a grim
NSABP executive committee met in
Pittsburgh.

Fisher, their leader and inspiration for
more than 20 years, spoke first. He sim-
ply told his colleagues that he was no
longer chairman. Then he left.

Herberman took over the meeting. One
of the committee’s first acts was to vote
unanimously for Fisher’s reinstate-
ment—hardly a warm welcome for the
new acting chairman.

It would be one of many volleys fired
between NSABP committee members

and Pitt in the succeeding months, cul-
minating in an acrimonious lawsuit.

“It was not inevitable to lose, irrevoca-
bly and forever, the goodwill of leaders
of the NSABP, who very naturally had a
loyalty to and respect and admiration
for Dr. Bernard Fisher,” said Dr. Yosef
Pilch, a longtime NSABP member.

But Pitt did lose that goodwill, he said,
because its officials “overreacted in
a very paranoid fashion to pressure
from NCI,” particularly on auditing pa-
tient records.

The employees at NSABP headquarters
felt the same way. After years of work-
ing with Fisher, whose style, if occasion-
ally overbearing, was also inclusive and
open, they found themselves abruptly
put under the yoke of Pitt’s new man-
agement, which was a more top-down,
hierarchical structure.

A problem with numbers

NSABP’s new management was imme-
diately under the gun, as Dingell’s staff
pushed it and the NCI to get ready for
the congressman’s first scheduled
hearing on the fraud, less than two
weeks away.

And even though Fisher had been oust-
ed, he was still being ordered to pro-
duce documents for NCI or the Ding-
ell committee.

The queries were neither tactful nor
sympathetic.

On March 30, the day after his firing, a
shell-shocked Fisher went to his office
at Pitt’s Scaife Hall, where he received
a fax from NCl demanding to know the
number of St. Luc’s patients in each pa-
per that NSABP had published or was
planning to publish.

“Please fax this information by tomor-
row afternoon,” it said.
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Fisher had just sent one list of papers
with the St. Luc’s data the day before.
By the end of March 30, he had added
seven more to the list.

One of the stickiest problems arose over
a paper Fisher had submitted to the
NCI's own Journal of the National Can-
cer Institute. That paper, scheduled for
publication in April, had included the St.
Luc’s data, but Fisher hadn’t mentioned
that fact until NCl officials ordered him
to detail it in a footnote.

The dispute over that paper symbol-
ized a larger problem that continues
to this day.

What is the proper way to deal with
the St. Luc’s data in published studies?
Poisson was found guilty of altering re-
cords on 99 patients out of 1,511 he had
enrolled in various NSABP studies.

In scientific papers including St. Luc’s
patients, should only the falsified cases
be excluded, or should all of them go?
Should all NSABP papers be published
with two sets of statistical tables, one
with and one without the St. Luc data?

NCl officials wanted to throw out all the
St. Luc’s patient data, but NSABP staffin
Pittsburgh resisted, citing support from
prominent statisticians.

They saw no reason to discard patients
whose records were in order. Such a
move would void the contributions of
hundreds of Montreal-area women
who had volunteered to participate in
the studies, they said.

Another bone of contention was
the “rigorous” audit schedule de-
manded by NCI.

It was more complex than it sounded,
requiring not just “standard” audits,
involving a sampling of files—but “for
cause” audits that required scrutiny
of each patient’s record, in Louisiana,
New York and other sites where there
seemed to be problems.

The NClwanted every NSABP study with
a potential for fraud to be re-examined.

But its first priority was the landmark
1985 lumpectomy study, which showed
that conservative breast surgery,
combined with radiation, was just as
effective in treating early breast can-
cers as the more disfiguring radical
mastectomy.

NCI wanted an intensive audit of the
major institutions involved in the study
to be done before the April 13 Ding-
ell hearing.

To meet that deadline, the NCI sent
teams of eight to ten people to each of
40 institutions in the U.S. and Canada.
The teams had been culled from the
ranks of pharmacists, Ph.D.’s, oncol-
ogists, nurses and others who did not
necessarily have experience with either
clinical trials or breast cancer research.

A Passover debacle

For some, the audits bordered on
the absurd.

Dr. Richard Margolese, principal inves-
tigator at Jewish General Hospital in
Montreal, said an NCI auditing team
showed up unannounced at his hospital
on the first Monday of Passover, asking
to see records dating back to the 1970s.

The auditors were pleasant, even apol-
ogetic, Margolese said. “But, | must
tell you, the auditing process was
ashambles.”

Charts and records of patients—some
of whom had moved or had died—had
to be retrieved from community doc-
tors’ offices, brought to Jewish General,
and stacked on the floor. At one point,
Margolese said, a stack fell over and re-
cords got mixed together.

The auditors stayed all week, then
told Margolese his records were in
good order.
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“The word used was ‘pristine.” “

Five days later, though, the auditors
were backto look at what they described
as “missing data,” Margolese said. They
wanted to review all 135 charts from the
lumpectomy study.

The second visit lasted one day, and
Margolese—who had been out of
town—met the auditors as they were
preparing to leave. “They said they had
six ineligible charts,” Margolese re-
called, but then assured him they con-
sidered that a low number.

“I told them, ‘I don’t think six is a low
number.” “ Margolese insisted they go
over the charts together. He was able
to immediately show thatall but one of
the women was eligible.

Still, for reasons he doesn’t know, Jewish
General was barred a few weeks later
from enrolling patients who had signed
consent forms before April.

Margolese was never formally noti-
fied, and only learned of the suspen-
sion when the center tried to enroll a
patient two months later and was told
it couldn’t.

Finally, after NSABP intervened, the en-
rollment ban was lifted.

While the auditors were scattering
around the countryside, the man who
started it all held a news conference
in Montreal.

Roger Poisson was not apologetic.

He derided “those people in their ivo-
ry towers” who had criticized him for
fudging dates on eligibility criteria. “It’s
all very well to compare clinical exper-
iments carried out in the laboratory,”
he said. “ was on the battlefront with
patients who were dying.”

Poisson’s defense—that his falsifica-
tions were minor and in the best inter-
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ests of the patients—was almost uni-
versally rejected.

But he was rapidly becoming irrelevant,
a quaint sideshow to the real issue at
hand: the upcoming Dingell hearing.

On April 5, Donna Shalala, the Secre-
tary of Health and Human Services,
weighed in with a point-by-point 12-
page response to a list of questions from
Dingell’s staff.

Shalala offered her assurance that the
NSABP study conclusions would hold
up, but added that “neither my office,
the NCI, nor (federal science fraud in-
vestigators) is satisfied with the han-
dling of this matter.”

She promised changes.

She was deferential to the congressman.
Most Washington bureaucrats were,-
because of Dingell’s power to make or
break them. During the testimony to
come, not one of them would stand up
forthe manwhoiis, arguably, the world’s
greatest breast cancer researcher.

His “nonobservance”
turned intoa
major fraud case

Roger Poisson can still
remember the first time he
fudged a a breast cancer
patient’s medical record,
onaday longagoin1977,
so she could be enrolled in
a study even though she
had missed the deadline by
several days.

twasjustasmall deceit, really. A quick
change of dates, so that the woman
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could meet the study’s requirement to
be enrolled within 30 days of her diag-
nosis. It was all “in the best interests of
the patient,” as the Montreal researcher
described it in a recent interview.
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Even after he was blackballed from
American-funded research for eight
years, Poisson was not fired from St.
Luc’s, because, officials said, they found
no proof that he had harmed patients.

In my mind, I was thinking that the good I
was doing was by far more important than the
small irregularities.

— Roger Poisson

That little deception, of course, was fol-
lowed by another. And another. Until all
the little deceptions had snowballed
into one giant case of scientific fraud,
causing the near destruction of the
National Surgical Adjuvant Breast and
Bowel Project, the world’s largest breast
cancer research organization.

But even today, Roger Poisson still
doesn’t quite understand what the fuss
was all about.

After all, what he did wasn’t really
fraud, Poisson said, just “a nonob-
servance of strict criteria that had no
oncological value.”

Three years after his falsifications
caused his removal from the NSABP,
and nine months after the scandal be-
came public, Roger Poisson, 63, appears
to be a man at peace with himself and
with his actions.

Despite losing his access to U.S. grant
money, to his professorships at the Uni-
versity of Montreal and his position as
chief of oncology at St. Luc’s Hospital,
Poisson still has a thriving breast can-
cer surgery practice—“thousands of
patients,” he says, a touch of defiance
in his soft, reedy, French-accented voice.
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And despite the worldwide disapproval
that rained down upon him last spring
in the wake of the scandal, Poisson
says—and other Montreal colleagues
confirm—that he has become a hero
to many in the French-Canadian com-
munity because of a belief that he was
scapegoated by U.S. bureaucrats.

The stories about his falsifications
seemed suspiciously timed, he thought,
appearing simultaneously everywhere
from South America to Eastern Europe
last March.

“How do you explain something so
well-orchestrated?” Poisson said. “It’s
clearthat some people wanted my skin.”

Another explanation is that news ser-
vices are able to move a story around
the globe within minutes.

Whatever the world thinks of Roger
Poisson, he believes he did the right
thing by breaking the rules.

“In my mind, | was thinking that the
good | was doing was by far more im-
portant than the small irregularities”
he committed.

In all, investigators from the U.S. Office
of Research Integrity found that Poisson
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had been responsible for 115 separate in-
stances of data falsification involving 99
patientsin14 breast cancer studies from
1977 t01990.

Most were minor, such as changing the
date of an operation to make a woman
eligible for the study; a few, however,
were more serious, including one in
which the nature of a breast tumor was
deliberately misrepresented as less ad-
vanced than it actually was. Another
involved a woman with cancer in both
breasts who had been classified as hav-
ing cancer in one breast.

Poisson had a ready explanation for
each infraction:

« Ofthe requirement Poisson most
frequently flouted, that a pa-
tient be enrolled within 30 days
of diagnosis, Poisson said it was
an artificial, arbitrary deadline
that was later changed to 56 days
during the course of the study.

. Ofthe NSABP staffers’ discovery
of documents labeled true and
false in his files, “one data coor-
dinator did that for about four
or five patients,” Poisson said, a
trace of impatience in his voice.
“Why? | can’t say. As the principal
investigator, do you think I was
supposed to supervise everything?
They blew that out of proportion.”

« Oftheincidentin which he de-
scribed one woman’s breast cancer
as less advanced than it actually
was in order to get her into the
study, he said the patient actually
had “a slight edema,” or swelling,
in one breast, but years of experi-
ence told him that she would still
benefit from being in the study.

« Ofthe patient classified as having
cancer in one breast, resulting
in her having radiation of that
breast, while she was actually
afflicted with cancer in both
breasts, Poisson pointed out that

she also had chemotherapy, which
treated both breasts’ tumors.

“Roger Poisson would not have changed
serious things, like (enrolling) a patient
without a cancer, or (enrolling) fictional
patients,” Poisson said of himself. “None
of that has been found in my files.”

He said changing dates to make
some women eligible was like “cross-
ing against a red light at 2 o’clock in
the morning.”

Others disagreed.

The federal Office of Research Integ-
rity barred him from performing any
U.S.-funded research for eight years,
the stiffest penalty ever imposed in a
scientific misconduct case, and the U.S.
Food and Drug Administration barred
Poisson for life from access to experi-
mental drugs.

Later, he said the worst pain was losing
the confidence of NSABP Chairman Ber-
nard Fisher,a man he considered almost
a father figure.

“It came to me like a death,” he said,
of Fisher’s dismissal of him. “I had
nowarning.”

For his part, Fisher remembered Poisson
as “a pleasantenough guy, who was de-
voted to what was going on, adisciple of
what it was we were trying to do.”

Fisher never thought there was any-
thing suspicious about Poisson’s be-
havior. Under NSABP’s funding system,
Poisson enrolled so many patients that
he wasn’t paid on a per-case basis,
but received a flat amount of grant
moneyfrom the National Cancer Insti-
tute—so money wasn’t an incentive,
Fisher believed.

Unbeknownst to Fisher, though, Pois-
son was extremely frustrated when-
ever he couldn’t enroll a woman in a
study because of what he considered a
technicality.
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It often takes a long time to convince a
woman to enter an experimental trial,
Poisson said.

“You talk to her, she goes home, talks
to her husband, she calls you and says,
‘I don’t know, and then finally, three
weeks later, she agrees to participate.

“And then you look at her medical histo-
ry and realize that she is two days past
the deadline—within 30 days of diag-
nosis—for enrolling.

“So what am | supposed to do? Tell the
woman, I'm sorry, forget it, after all the
pep talks? I'm sorry, | did not have the
courage to say that to a woman.”

Poisson actually thinks his fraud may
have helped, in the end, because it
led to publicity about the value of
lumpectomies.

Fisher’s outlook about Poisson’s role is
less positive.

“The guy did what he did, and as far as
I’'m concerned, that’s his problem,” he
said. “The hell with him.”

Fisher feared
Dingell inquiry

On Wednesday, April 13,
Rep. John Dingell, one

of the most powerful
congressmen on Capitol Hill
at the time, began another
of his dramatic scientific
misconduct hearings.

n the past, the Michigan Democrat

had put such famous scientists as
AIDS researcher Robert Gallo and Nobel
laureate David Baltimore in the heat of
his spotlight.
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This day, the target would be Pitts-
burgh’s Bernard Fisher and his breast
cancer research group, the Nation-
al Surgical Adjuvant Breast and
Bowel Project.

But Fisher would not be present for the
first hearing.

The day before, there had been an an-
nouncement that Fisher wasiill, and had
decided not to testify.

But Fisher wasn’t sick.

That was a cover story devised by a
University of Pittsburgh lawyer, who
thought it was not the right time yet
for Fisher to go public.

The strange turn of events had begun
when Fisher met for four hours the
week before in Washington with Ding-
ell's staff to go over his testimony.

At the meeting, Fisher “seemed
shellshocked,” one Dingell staffer
remembered.

“Everybody was trying to help him put
the pieces together, of what he had
done, what he hadn’t done. We were
trying to help,” the staffer said.

Fisher went back to Pittsburgh and
spent the weekend in seclusion, pre-
paring his testimony.

“He wanted to tell his story. It was
written from his soul,” his daughter
Beth recalled.

But when a draft of Fisher’s testimony
was faxed to Pitt’s lawyer, Martin Mi-
chaelson, the day before the hearing,
word came back to Fisher that Michael-
son didn't like anything about it. Mi-
chaelson didn’t think it had come close
to accepting enough blame for what
had happened.

Thus began a debate between Fisher
and the Pitt lawyers. Should he testify,
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or should he not? Maybe it was best to
keep quiet.

Michaelson decided that Fisher should

not attend, and that he would cite
ill health.

Joseph Onek, whom Fisher had hired as
his personal lawyer, remembered con-
curring with the decision.

“We just didn’t know enough” about
the allegations against the NSABP, he
said. “It didn’t seem like a good time
to do this.”

A charismatic witness

Even without Fisher, the hearing re-
ceived national media coverage.

Two hours after it was over, Dingell’s
staff crowded around a television
to watch the network coverage of
the hearing.

What they saw was the earnest face of
Jill Lea Sigal, a 32-year-old Virginia wom-
an who told the world of her own breast
cancer diagnosis six months before.

An environmental consultant, Sigal had
worked extensively on Capitol Hill for
the previous 11 years. So when she first
saw the news that a Canadian surgeon
had falsified data in some of NSABP’s
studies, she knew what to do. Sigal im-
mediately called a congressman whom
she knew who put her in touch with
Dingell’s staff.

Sigal told a Dingell staffer that she was
furious with Fisher and the agency that
funded the studies, the National Cancer
Institute, for its lax oversight.

The staffer said, “Well, if we have
a victim’s panel, maybe we’ll want
to use you.”

Later, another staff member called,
asked her more questions and then said,
“You'd be the perfect witness.”

And she was.

Sigal’s angry words rang through the
hushed committee room and on tele-
visions across America.

Although she hadn’t participated in the
lumpectomy study, she had relied on its
findings, she told the House Oversight
and Investigations Subcommittee. Af-
ter consulting with her physicians, she
decided to have only the lump and a
small amount of surrounding tissue re-
moved from her breast.

Now, she was outraged—outraged at
the falsification of records, and out-
raged that the information about it
was not available when she was mak-
ing life-or-death decisions about her
own treatment.

“How many women must now wonder,
as | do every day, if they will diebecause
they may have made the wrong deci-
sion?” Sigal asked.

Afterward, Sigal was approached by
Bruce Chabner, a top NCI official, who
complained that she had needlessly
frightened women into thinking they
had opted for the wrong surgery. Furi-
ous, Sigal told Dingell about Chabner’s
remarks, prompting NCI Director Samu-
el Broder to send her a letter of apology.

Yet for all Sigal’s righteous indignation
over Chabner, he was simply relying on
the best information scientists had—
that the basic findings of Fisher’s origi-
nal lumpectomy study were correct.

Two days after the hearing, in fact, Ed-
ward Sondik, acting deputy director of
NCI, sent out a “Dear Colleague” letter
describing a reanalysis that had been
done by a government-hired contractor
of the lumpectomy study and two other
NSABP breast cancer studies.

His conclusion: Discarding the falsified
data from the one Montreal hospital
“has no substantive effect on the main
study findings.”
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The message was confusing. Television
images of angry breast cancer patients
were juxtaposed against repeated
scientific assurances that the studies
were valid.

A sense of proportion

Indeed, for every Jill Sigal, there was a
Diane Walsted.

“It seems like it got blown out of pro-
portion,” said Walsted, a 52-year-old
breast cancer survivor who volunteers
on a hotline for breast cancer patients
in Chicago.

“I don’t mean to say there weren’t any
problems that shouldn’t be corrected.
But a lot was made out of it, and it had
the effect of not only frightening wom-
en, but making it harder for women to
participate if they have this image in
their mind about fraud.”
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Dr. Peter Eisenberg, of Marin Oncolo-
gy Associates in Greenbrae, Calif,, said
women at his center weren’t shocked
by the new information about uterine
cancer deaths.

The existing consent forms already list-
ed uterine cancer as a possible side ef-
fect of tamoxifen, he said. To say some
of those women eventually died was not
surprising.

“In fact,” he said of his patients, “they
couldn’t understand what the hubbub
was all about.”

To Sharon Green of Y-ME, a national
breast cancer support organization
based in Chicago, one could look at the
controversy in terms of “A-problem:s,
B-problems and C-problem:s.

“A-problems are just messiness,” she
said. “A-problems are not going to affect
outcomes and are not going to hurtany-

I don’t mean to say there weren’t any problems

that shouldn’t be corrected. But a lot was made

out of it, and it had the effect of not only

frightening women, but making it harder for

women to participate if they have this image
in their mind about fraud.

— Diane Walsted

Another scare for some women was the
news that a few patients who took the
anti-cancer drug tamoxifen as partofan
NSABP study had died after contract-
ing uterine cancer, and that Fisher had
delayed putting that information on
patient consent forms.

Dingell and some patients were an-
gry at the delay. But that feeling
wasn’'t universal.
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one’s life. B-problems are a little more
serious. And C-problems are the serious
ethical and scientific problems.”

Her assessment of the NSABP contro-
versy: “My guess is, we have more of the
A-and B-problems.”

Certainly, the falsified data, the poor
record-keeping, the unclear documen-
tation on getting informed consent, the

23

delays in telling the public—all these
concerned Green.

But she wondered: “In reality, did it re-
ally matter?”

Troubles for Pitt

When Fisher had been summarily fired
from his post as chairman of NSABP in
late March, Pitt officials had stepped
in to take over the vast research orga-
nization, which involved about 5,000
doctors and 34,000 patients.

By late April, Pitt was having its own
problems with the federal government.

NCI officials were pushing for a quick
“recompetition” of the NSABP grant
so that other medical centers could
make proposals to take over its can-
cer research.

Thatwould cost Pitt more than $20 mil-
lionayearin federal funding, and would
take away control over the massive,
16,000-woman breast cancer preven-
tion trial that NSABP had begun.

Then Pitt got a little breathing room
when the NCI's Board of Scientif-
ic Counselors balked at the idea and
urged that Pitt be given time to fix the
NSABP’s problems.

In the meantime, NC| had thrown Pitt
another curve.

The agency wanted the university to
investigate Fisher and Carol Redmond,
his chief biostatistician and closest aide,
on whether they had been guilty of im-
proper behavior by knowingly submit-
ting research papers containing some of
the falsified Canadian data.

Up to that moment, Fisher and Red-
mond had not been accused of doing
anything that was scientifically uneth-
ical themselves. Now, they, too, were
being tarred with the damning phrase
“scientific misconduct.”



24

One of the papers involved a tamoxifen
study and included some women whose
records had been altered by Montreal
surgeon Roger Poisson.

Fisher made an intriguing argument
on why it was proper to leave those
cases in the study. Two of the Montreal
women later contracted uterine cancer
and died. If he had excluded the cases
where data had been falsified, Fisher
said, he would also be throwing out im-
portantinformation on the side effects
of the drug.

A top federal cancer official took a dif-
ferent view.

“To include systematically fraudulent
cases ... there’s no other field of research
where youwould do that,” said Dr. Bruce
Chabner, director of the Division of Can-
cer Treatment at NCI.

Chabnersaid it was important for Fisher
to acknowledge the falsified data, so he
directed Fisher to contact several med-
ical and research journals, including
the New England Journal of Medicine,
which had published NSABP’s landmark
1985 lumpectomy study.

But the New England Journal balked
at publishing Fisher’s reanalysis of the
lumpectomy study, saying it wanted to
wait until NCl was finished auditing the
NSABP records.

NCI had asked Fisher for a year to pub-
lish the reanalysis. Now that he was fi-
nally ready, he couldn’t get it into print.

Eventually, the federal Office of Re-
search Integrity took over the inves-
tigation of whether Fisher and Red-
mond had engaged in misconduct.
Today, eight months later, no decision
has been made.

On the outs

By now, Pitt’s relationship with Fisher
had grown muddled and tense.
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One of the lawyers who would help
Pitt investigate Fisher was Martin Mi-
chaelson, the same man whom Fisher
had taken into his confidence after the
scandal broke, who had perused Fish-
er’s files and who had suggested that
he read Kipling and Tennyson to calm
his spirits.

Fisher was stunned that a lawyer who
knew so much about him would now be
investigating him.

Pitt’s treatment of Fisher didn’t sit well
with some at the university.

“A lot of people look at this and say, ‘If
you can go after people of the quality
of Bernie Fisher, you can go after any-
one,” said Dr. Lewis Kuller, a longtime
colleague and head of the Graduate
School of Public Health’s Department

of Epidemiology.

Still, Pitt said it was trying to find a way
to retain some role for Fisherin NSABP’s
studies without further angering feder-
al officials.

University officials had initially pro-
posed that Fisher be kept away from
any administrative duties, but be al-
lowed to serve as scientific director of
the project.

That would recognize his brilliant con-
tributions as a researcher and appease
the hundeds of doctors in the United
States and Canada who regarded Fisher
as the heart and soul of NSABP.

But Dingell’s staff, which was getting
ready for a second hearing on the breast
cancer fraud, was adamant that Fisher
no longer be part of NSABP’s adminis-
trative hierarchy.

That message was relayed to Pitt of-
ficials by NCI, and the university an-
nounced that the new NSABP would
have no formal role for Fisher.

Pitt made one last show of public sup-
port for Fisher and Redmond.

It came after U.S. Sen. Arlen Spec-
ter appeared at a news conference at
Pitt on May 16.

The Philadelphia Republican promised
to push to get NSABP’s suspended stud-
ies restarted.

Afterward, Jeffrey Romoff, president of
Pitt’s medical center, said the universi-
ty had asked NCI to consider allowing
Fisher and Redmond to have a role in
the project.

His comments were printed the fol-
lowing day at the top of a front-page
Post-Gazette story headlined, “Pitt
Fights Back.”

Nine days later, NCI officials sent a
letter to Dr. Ronald Herberman, a Pitt
official serving as interim chairman
of NSABP, asking whether Pitt’s state-
ments were true.

“Because we have not yet received the
formal request referred to in Dr. Ro-
moff’s statement, please inform us
as soon as possible of the University
of Pittsburgh’s position on this mat-
ter,” it read.

Chabner said he later received a call
from Pittin reply.

“Someone said ‘I'm sorry. We didn’t
mean to say that. It was a mis-
take, “ he said.

‘Not enough groveling’

If any question remained that Pitt was
backing away from Fisher, it seemed
settled when Pitt officials asked to tes-
tify separately from Fisher at the second
Dingell hearing on June 15.

By then, many of the initial scientific

controversies that had erupted in March
had diminished.

Nevertheless, the hearing did deliv-
er high drama—the long-awaited
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face-to-face meeting between Dingell
and Fisher.

For Fisher, it was a total, unmitigated
disaster, the low point of his life.

One detail
in his mind.

in particular sticks

The night before the hearing, he was in
his hotel room at the Willard in Wash-
ington, D.C., with his wife Shirley,and
eldest daughter, Beth, a University of
Virginia doctor who had taken a leave
of absence to assist her father.

The telephone rang.

It was Joseph Onek, the Washington
lawyer whom Fisher had retained.

As was the custom, Fisher’s testimo-
ny had been forwarded to the Dingell
committee, and the committee staffers
had indicated that there was a prob-
lem, Onek said.

“They said there isn't enough groveling,”
Onek told him.

While Onek later confirmed that ac-
count, a Dingell staffer who declined
to be identified strongly disagreed with
Onek’s interpretation.

The real problem with Fisher’s testimo-
ny, the staffer said, was that “they really
couldn’t come to grips with admitting
the warts and wrinkles of the project.”

In either case, it was clear that Dingell’s
staff wanted some acknowledgment of
mistakes from Fisher.

They certainly got that admission from
Pitt officials.

Dr. Thomas Detre, the university’s se-
nior vice chancellor for health sciences,
preceded Fisher at the hearing and talk-
ed about how major universities histori-
cally had treated senior researchers like

Fisher gingerly, a “culture of deference”
that he believed should change.

Fisher was up next.

For the following two hours, he endured
withering questioning from Dingell and
other subcommittee members.

Reading from his prepared statement,
Fisher emphasized that “there was nev-
er any intent to hide information re-
garding the discovery of falsified data
at St. Luc Hospital.”

He apologized for not having published
a reanalysis of the studies yet.

“We did not realize that the failure to
publish our findings immediately would
be misinterpreted by the public as an
indication that we were concealing in-
formation,” Fisher said.

Of the controversy over the uterine can-
cer deaths, he said, “it might have been
possible to collect and report informa-
tion about these deaths sooner, but
there was never any intent to withhold
information.”

Then, in a statement that he added af-
ter the “not enough groveling” remark
by Onek, Fisher conceded that “perhaps
my passionate attention to the science
overshadowed my administrative in-
sight, and this was a mistake. | should
have been firmer with the personnel
responsible for the audit program” that
checked patient data.

Although he said NCI officials “have
been involved in every aspect of our ef-
forts,” Fisher did not read a subsequent
sentence from his prepared statement:

“Consequently, NCI must share with the
NSABP responsibility for deficiencies in
our project.”

Mary Otto, a writer for Knight-Ridder
newspapers, later described Fisher as
“tired, abstracted and ill-prepared”
during the hearing.
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Widespread problem?

Much of Dingell’s unrelenting inqui-
sition centered on whether patient
data problems existed at other hospi-
tals, beyond St. Luc’s, where Poisson
had worked.

The congressman said they did.

At one site, he said, “three-quarters of
the patients enrolled did not meet the
eligibility criteria.”

Fisher answered that there “may be
some misunderstandings regarding
clarification of ineligibility.”

Later, as Fisher was explaining the NS-
ABP audit process, Dingell cut him off,
and repeated: “One site had three-quar-
ters of the participants ineligible.”

“I am certainly unaware of that, sir,”
Fisher replied, his voice cracking. “I re-
allyam not aware of it.”

Dingell then listed the centers with
“problems with either fraud or sloven-
ly work™—South Nassau Communities
Hospital in Oceanside on New York’s
Long Island, Rush Presbyterian Hos-
pital in Chicago, St. Joseph Hospital in
Lancaster, Pa., and Pitt.

At the University of California-Da-
vis, Dingell said for the third time,
three-quarters of the patients were
ineligible.

It was a dramatic drilling. But it
wasn’t true.

Dr. James Goodnight, director of the
UC-Davis Cancer Center, said later that
asample audit of eight charts had found
possible problems with six of the pa-
tients’ records.

But there was never evidence that
three-quarters of all 184 patients at
UC-Davis had errors in their records.
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A closer look at the other centers cit-
ed by Dingell also reveals less than
meets the eye.

Pitt’s Herberman said he was unclear
what problems Dingell was talking
about at Pitt, other than some records
that had come in late.

At South Nassau, two of 207 patients
had been found to be ineligible. The
error had been caught by an NSABP
audit in 1992 and the women were re-
moved from any studies. Since then,
South Nassau had enrolled only one
more patient.

A spokeswoman at Rush Presbyterian
said there were irregularities on a sin-
gle audit in 1991, but she could give no
further details.

Joan Hess, of St. Joseph Hospital in Lan-
caster, said its inclusion in the list “was
allin error”

“We checked this out and what we end-
ed up getting was a written apology-
from ... the University of Pittsburgh,”
she said. “Our files were up to date. We
had no idea how we were named.”

Dingell also cited “serious and chron-
ic problems” with data at Tulane and
Louisiana State universities at the
June hearing.

Eventually, though, those problems
turned out to be much less serious.

The first reports intimated that large
numbers of ineligible patients might
be at both sites.

Dr. Roy Weiner of Tulane said there were
“very real problems,” but they weren’t
ethical—they were administrative. Over
the 17 years that the Tulane-LSU group
had been in NSABP, Weiner said, the of-
fice staff remained at two people, even
as the number of patients in studies
soared to 450.
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The staff simply couldn’t keep up the
records on all those women, and so au-
ditors had to search files in doctors’ of-
fices and clinics to find the information
verifying that women were eligible.

While not all patient data was found,
Weiner said, “some of the deficiencies
were truly trivial, and in many instanc-
es, the data that was missing was never
even required” for the study. Since then,
hesaid, Tulane has beefed up its staff to
eight people.

Dingell smiles on Pitt

Between his first and second hearings,
Dingell underwent a noticeable change
in attitude toward Pitt.

At the first hearing, Dingell had hinted
he might want to look into other scien-
tificmisconduct cases that had occurred
at the university in the past.

By the second hearing, though, Dingell
was solicitous toward Pitt officials who
testified, including Chancellor]. Dennis
O’Connor, Detre and Herberman. Ding-
ell praised Pitt as “a great institution,
one of which you are justifiably proud.”

In the weeks leading up to the hearing,
Dingell’s staff had wanted a pledge that
Pitt would live up to its “institutional re-
sponsibility” to take care of problems at
NSABP, Herberman said.

He said O’Connor, Pitt’s top adminis-
trator, wrote to NCI Director Samuel
Broder, “providing very strong and un-
equivocal assurances” that Pitt recog-
nized the problems and was committed
to fixing them.

Fisher was becoming more and
more isolated.

After his fumbling performance at the
second Dingell hearing, Fisher went
home with his family, numb with grief.

“We were sitting shiva,” his daughter
Beth said, evoking the Jewish tradition
of mourning, as she described the black
mood in the Fisher household as friends
dropped by to try to lend support.

Still dazed from Dingell’s harsh treat-
ment, Bernard Fisher faced the prospect
of building a defense against Pitt’s in-
vestigation of him.

He figured it was time to get new law-
yers. He hired John Bingler, a member
of Thorp, Reed & Armstrong, and James
Lieber, a member of the law firm Lieber
& Hammer in Shadyside.

Bingler and Lieber wrote to Pitt, com-
plaining about how Pitt’s special lawyer,
Michaelson, had unfairly started out as
Fisher’s attorney and then became in-
volved in the investigation of Fisher over
misconduct allegations.

They got no response.

So, on a humid day in early July, Fisher
called a news conference in his lawyers’
office and announced he was suing the
university, a place he had called home
for most of his adult life.

“Now is the time when this whole thing
has got to stop,” Fisher said.

He wanted his job back and he wanted
the university to halt its investigation.

One month later, he was joined in the
federal lawsuit by members of his ex-
ecutive committee. They thought their
action would force a quick respon-
sefrom Pitt.

Instead, it led to protracted, unfruitful
settlement negotiations between law-
yers for Fisher and Pitt officials.

At one point, a settlement agreement
was drafted by Fisher’s attorneys that
would have made Fisher scientific di-
rector for NSABP. It remained unsigned.



ISSUE 41 | VOL45 | NOVEMBER1, 2019 | THE CANCER LETTER

The ongoing talks became an albatross
for the NSABP.

The project had selected Dr. Norman
Wolmark, a respected breast cancer
surgeon from Allegheny General Hospi-
tal, to become the new leader of NSABP.

As NCl director, Broder had to approve
Wolmark’s appointment before he
could begin. But Broder wouldn’t do
that as long as the suit was pending.

Eventually, committee members real-
ized they had to get back “on line” with
NCl or face possible extinction.

Nothing showed the change in attitude
more clearly than a meeting of the ex-
ecutive committee in Bethesda, Md.,
headquarters city of NCI, in November.

Present were Fisher and his brother
Edwin, a longtime research associate.
Some committee members then asked:
Did it serve NSABP’s interest to continue
in the Fisher lawsuit?

The question was rhetorical, but its
implications, coming from a group of
Fisher's most loyal supporters, were
far-reaching: NSABP was ready to move
forward, with or without Bernard Fisher.

Fisher affair clouds
future study

Asthe new year draws closer,
Bernard Fisher waits.

H e waits for the completion of a fed-
eral investigation into studies he
published. He waits for the resolution
of his lawsuit against the University of
Pittsburgh. He waits, most of all, for
vindication.

At 76 years old, with his spirits flagging
and his legal bills mounting, he feels
precious time slipping away.

The pre-eminent breast cancer re-
searcher is cut off from the important
work that has consumed his life.

Each day, he still goes to work at his old
offices in the University of Pittsburgh’s
Scaife Hall. But instead of analyzing
data that might lead to medical advanc-
es, Fisher confers with lawyers, writes
defenses of his actions and takes calls
from colleagues expressing sympathy.

The breast cancer studies he once di-
rected six days a week fora quarter ofa
century are being run elsewhere on the
campus. It’s a short walk away—but it
might as well be another galaxy.

This is what Fisher has come to in the
nine months since the world learned
that a Canadian doctor had falsified
data used in several of Fisher’s studies.

His eldest daughter, Beth, is always by
his side. A Virginia doctor, she took a
leave of absence to help restore her fa-
ther’s reputation. During his interviews
with reporters, she takes notes furious-
ly, quick to jump in with corrections if
her father stumbles or a reporter makes
the wrong assumption.

Recently, Fisher ran into an old friend.

“The guy said to me, ‘What do you do?
What are you doing now? You go to
work every day, but you don’t have ac-
cess to this, or that? What are you do-
ing?” Fisher said, mimicking the man’s
nagging voice.

“Well,” Fisher said quietly, “that’s a
good question.”

With no meaningful scientific work to
do, heis a king without a court.
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Epilogue: Other scientists

The humiliation that Fisher has under-
gone, and the failure of Pitt and the Na-
tional Cancer Institute to stand by him,
have sent shock waves through the sci-
entific community.

Ifit could happen to him, many believe,
it might happen to any scientist who is
ambitious enough to tackle large and
complex research projects, but might
be a little too arrogant, or stubborn, or
slow to respond to demands by feder-
al agencies.

As a result of Fisher’s ordeal, scientists
once again are debating who should po-
lice science and how to do it fairly.

The federal Office of Research In-
tegrity, a little-known department
working out of the Department of
Health and Human

Services, is responsible for investigating
reports of serious misconduct.

But because the office is understaffed
and underfunded, investigations often
drag on for more than a year. Scientists
are forbidden from discussing the case
publicly until a conclusion is reached.

Despite the gag order, the biggest cas-
es often are played out in front of a na-
tional audience long before the formal
probe is completed. That occurs when
the staff of the House oversight and in-
vestigations subcommittee decides it,
too, will investigate.

In the past, the subcommittee’s involve-
ment often has led to dramatic public
showdowns between scientists and the
panel’s chairman, Rep. John Dingell, a
Michigan Democrat.

But these public hearings did not pro-
vide the same safeguards as court pro-
ceedings. At the Dingell hearings, the
accused scientists could not confront
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their accusers and cross-examine them,
or call their own witnesses. They had to
submit their testimony ahead of time,
and if Dingell or his staff didn’t like it,
they could insist on changes—or the
witness would suffer the consequences.

Dr. Bernadine Healy, the former director
of the National Institutes of Health, said
that when scientists come under Ding-
ell’s scrutiny, they often are victimized
by the subcommittee’s staff leaking
damaging information about their cas-
es to the media.

Some believe the investigative process
is more harmful than the scientific mis-
conduct it’s meant to correct. Science,
by its nature, is self-correcting, they say.

“The notion of massive misconduct in
science is really fairly ludicrousbecause
of the inherent nature of science,” said
Edward Richards, a University of Mis-
souri law professor who has examined
scientific misconduct. “If your exper-
iments don’t work, someone will find
you out. There have been incidents of
misconduct by scientists but, by and
large, compared to any other part of
the public sector, science is exemplary.”

Epilogue: Clinical trials

The fraud committed by Montreal
surgeon Roger Poisson that triggered
the Fisher investigation has done its
greatest damage to clinical trials, a
research tool that was largely pio-
neered by Fisher.

Clinical trials use the power of num-
bers—the statistical potency of com-
paring hundreds or thousands of pa-
tients—to determine whether a certain
diagnostictest ordiet ordrugorsurgical
procedure is safe and effective.

Organizations around the country that
conduct clinical trials have been deeply
shaken by what happened to Fisher’s re-
search group, the NationalSurgical Ad-
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juvant Breast and Bowel Project. Some
fearthat federal officials’ efforts to deal
with the scandal may end up causing
more harm than good.

Lastspring, shortly after the public rev-
elation of the fraud at Poisson’s St. Luc’s
Hospital in Montreal, National Cancer
Institute officials moved quickly to es-
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Richard Peto, an internationally ac-
claimed statistician and co-director
of the Oxford University Clinical Tri-
al Service Unit in England, said the
new NCI rules will make clinical trials
harder to do.

“Because they make (studies) compli-
cated, they make it impractical to make

No other nation in the world has been so

committed to clinical trials, and the American

taxpayers have a right to ask that we monitor
and successfully administer such trials.

— Mace Rothenberg

tablish tighter control over the clinical
trials they funded.

Among the changes are a new depart-
ment that will be a watchdog over clini-
cal trials; surprise audits; more frequent
routine audits; and a requirement that
NCI be immediately notified of any ev-
idence—no matter how small—of sci-
entific misconduct.

Dr. Samuel Broder, the outgoing NCI
director, told an NSABP conference
in June that the tighter rules are the
price scientists must pay for getting
public money.

“No other nation in the world has been
so committed to clinical trials, and the
American taxpayers have a right to ask
that we monitor and successfully ad-
minister such trials,” he told the group.

Dr. Bruce Chabner, director of NCI's can-
cer treatment division, said the agency
probably will double its budget for au-
diting patient records in clinical trials.
Of course, he said, that means “you can
do less research.” Every dollar spent on
checking records is one that can’t be
spent on recruiting patients.
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them large, and therefore they will be
less reliable. You've got to get serious
numbers into the trial. Otherwise the
data will not be good, no matter how
properitis.”

Peto said the NSABP controversy has
a “Kafka-esque” quality. “People who
actually know about trials know that
(Poisson’s falsifications) could not in
principle have any material effect” on
the studies’ outcomes, because he did
not contribute enough patients to the
trials to make a difference in the results.

NSABP “is being destroyed, all in the
name of morality. The whole thing is
completely hypocritical. They've de-
stroyed research in the name of sav-
ing research.”

George Canellos, a former NCI offi-
cial who is chief of medical oncology
at the Dana-Farber Cancer Institute in
Boston, also is worried about the new
regulations.

Scientists will resist being sec-
ond-guessed on each of their ac-
tions, he said.
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“You have to basically trust that the vast
majority of people do things honestly,”
Canellos said. “The freedom of inquiry,
the freedom to do your science is a very
important part of scientific pursuit, and
if you feel Big Daddy is watching you for
everything, and if you are painted with
the same brush as some of the cleverer
cheaters, the demoralization to science
will be awful.”

But Mace Rothenberg, a top official
at the Southwest Oncological Group,
which has conducted several clinical
trials on cancer, took a different view.

“We've sustained a great trauma for
clinical research that has shaken its
foundations,” Rothenberg said. “You
just can’t dismiss that in offhand fash-
ion. Unfortunately, a bad thing hap-
pened and we're going to pay a price.
That means more cumbersome govern-
ment regulations and a slight decrease
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or if there’s an error in a date, must we
notify the NCI immediately? | don’t
think we can operate that way.”

Epilogue: NSABP

While other clinical trial groups fret, the
atmosphere at the 500 member institu-
tions of the NSABP is fearful.

With Fisher sidelined, they are uncer-
tain about who will lead them into
the future.

They also worry about the NSABP’s
landmark breast cancer prevention
trial, which was designed to test the
anti-cancer drug tamoxifen on 16,000
healthy women to see whether it can
prevent the disease.

That trial was put on hold after Fisher
was fired, and only last month began

You just can’t dismiss that in offhand fashion.

Unfortunately, a bad thing happened and

we’'re going to pay a price. That means more

cumbersome government regulations and a

slight decrease in the number of centers, but
I don’t see any other alternative.

— Mace Rothenberg

in the number of centers, but | don’t see
any other alternative.”

There is one new rule that troubled
Rothenberg, though.

He didn’t like the requirement that
study groups report the first sign of sci-
entific misconduct.

“What does that mean?” Rothenberg
said. “Ifyou can’t locate a consent form,
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accepting women again. Without the
interruption, the study by now would
have enrolled the total number needed
to assess whether the drug works.

If the study shows tamoxifen is an ef-
fective deterrent of breast cancer, that
delay could end up costing some wom-
en their lives.
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Evenifthe breast cancer prevention trial
gets back on track, it’s not clear whether
NSABP will end up supervising it.

In fact, the organization’s future
is uncertain.

In June, NCI Director Samuel Broder
told NSABP members, “We must be
sure that the NSABP succeeds and is
restored to its proud reputation. We
need to have the NSABP strong; we
have other surgically oriented groups,
but there are very few groups that have
the tradition of the NSABP, so we want
to work with you.”

Dr. Ronald Herberman, who was ap-
pointed by Pitt as NSABP’s interim
chairman, also is upbeat. There’s a
good possibility the organization will
return to its previous strength, he said
this month.

But in an interview last month with
The Cancer Letter, a Washington, D.C.-
based publication, Broder sent a dif-
ferentsignal.

Asked whether the NSABP could sur-
vive “in its present form,” Broder said
parts of it could, such as the prevention
trial. But then he said the prevention
trial could do very well without NSABP
overseeing it.

Contributing to Broder’s ambivalence,
perhaps, was NSABP’s selection of a
successor to Fisher as chairman. Brod-
er’s choice for the position was Dr. Jan-
et Osuch, an outspoken breast cancer
surgeon from Michigan State Universi-
ty who had roundly criticized Fisher for
how he handled the Poisson scandal.

Instead, the NSABP executive commit-
tee chose Dr. Norman Wolmark, a re-
spected breast cancer surgeon now at
Allegheny General Hospital.

Broder, who last week announced he
will leave the NCI in April, has not yet
approved Wolmark’s selection.
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The NCI director was clearly unhappy
with the NSABP’s participation in Fish-
er’s lawsuit against Pitt, and said he
would not approve Wolmark as long as
the organization stayed in the lawsuit.

The NSABP’s executive committee
still is suing Pitt, but has softened
its demands.

While still insisting that the courts rec-
ognize their right to hire and fire their
own chairman—which they believed
was taken away from them when Fish-
erwas deposed—the committee mem-
bers decided this month to drop their
demand that he be fully reinstated as
head of the group.

If the leadership of the organization
still is in question, so are many of its fu-
ture studies.

One such trial wanted to test whether
it was possible to eliminate surgery for
some women suffering early breast
cancers by giving women enough che-
motherapy to shrink their breast tumors
out of existence.

Fisher said another new study would
have tested using the drug Taxol af-
ter surgery to determine if overall
survival rates for breast cancer could
be improved.

It's uncertain if the NCl will ever approve
them, he said.

Epilogue: St. Luc’s

At St. Luc’s Hospital, nearly three
years after Poisson admitted falsify-
ing patient records, about 300 wom-
en still come to be treated in a breast
cancer study.

They subject themselves to mammo-
grams twice a year, they take a placebo
or tamoxifen and they allow informa-
tion on their medical histories to be
collected and kept.
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What the women don’t know is that
their participation may never be used to
find better treatment for breast cancers.

Because of Poisson’s falsifications, NCI
officials say data from all St. Luc’s pa-
tients should be thrown out of any past
or future studies.

But NSABP officials argue that only the
99 past cases with proven falsifications
by Poisson should be deleted.

Dr. Pierre-Michel Huet, St. Luc’s director
of clinical research, is bothered that no
one has told the women their contribu-
tion to science could be for naught.

“We are in a very bad position for that,”
he said, but because he is getting con-
flicting signals from officials in Pitts-
burgh and Washington on whether the
data will be used, he has chosen not to
say anything to the women.

That is only one of the problems facing
Huet, who took over as principal investi-
gator for the St. Luc study after Poisson
was ousted from itin 1991.

Because the hospital was suspended
from the project after Poisson was
removed, Huet inherited a study with
hundreds of patients and no U.S. re-
search money.

Another problem, he said, is Pois-
son, who refuses to give up his post
at St. Luc’s.

“Once a doctor is affiliated with a hos-
pital, it's almost impossible under (Ca-
nadian) law to have him resign from
the hospital unless there is very severe
medical fault,” Huet explained.

Poisson, meanwhile, continues to be a
passionate adherent of lumpectomies
and the latest non-surgical treatments.
His passion, after all, is what motivat-
ed him to fake the records in the first
place, he said.

He believed the lumpectomy, which
removes only the tumor and a small
amount of tissue surrounding it, was
the right treatment for most patients
and that NSABP’s landmark 1985 study
would prove itand persuade more doc-
tors to use it. If getting to that point
meant subjecting some women in the
trial to mastectomies in order to have a
comparison group, it was worth it.

Lateron, he said, he changed records so
women would be eligible for tamoxifen
and other experimental drugs, which
they would not have been able to ob-
tain otherwise.

Huet said he thinks Poisson genuinely
believes he acted in his patients’ best
interests, but he does not defend him.

“You are not allowed to put in danger
all the study because you think you're
right. It’s gambling, and you are not
allowed to gamble when thousands of
women are enrolled and millions of dol-
lars are involved.”

Dr. Richard Margolese of Montreal’s
Jewish General Hospital, who isa mem-
ber of NSABP’s executive committee
and has known Poisson for years, is
equally critical.

“We all had the problems (Poisson)
had. We all wanted to include more
cases than we did. But none of us did
what he did.”

Epilogue: The activists

In recent years, the number of groups
advocating better breast cancer treat-
ment has proliferated.

As the Fisher controversy drags on,
these activists are unified in their crit-
icism of Poisson’s fraud.

But they are sharply divided on anoth-
er issue—the ethics of Fisher’s breast
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cancer prevention trial, which gives
healthy women tamoxifen. While Fish-
er believes tamoxifen may prevent
breast cancer, it also increases the risk
of uterine cancer.

Those already opposed to the idea of
such an experiment were outraged
when they learned from news stories
in February that Fisher had delayed
divulging that several patients in an
earlier tamoxifen study had died after
developing uterine cancer.

To opponents of the study, Fisher’s ac-
tions were a scandal far worse than the
falsified records in Montreal.

“As far as I'm concerned, they fired the
right guy for the wrong reason,” said
Nancy Evans of San Francisco’s Breast
Cancer Action.

Fisher said he resisted releasing the
information because he believed the
deaths needed to be investigated
more fully.

To this day, he thinks people like Evans
have overreacted to the news of uterine
cancer deaths.

Of the six women in the previous study
who died after getting uterine can-
cer, records show, only five had taken
tamoxifen, and only one of the five had
died from a malignancy that was clearly
linked to uterine cancer.

“The important issue here is whether
a woman who had breast cancer and
received tamoxifen died with uterine
cancer or from uterine cancer,” Fish-
er said. “This is a very difficult call for
physicians, pathologists and oncologists
to make ... and such medical detective
work takes a long time.”

Some other breast cancer advocates
side with Fisher. Amy Langer at the Na-
tional Association of Breast Cancer Or-
ganizations said the tamoxifen trial is

worthwhile because “we currently have
no prevention methods.”

As the tamoxifen study resumed last
month, though, activists such as Evans
were working to alert women to the
drug’s dangers in hopes they would not
participate.

Epilogue: Lumpectomies

From the moment the Montreal fraud
was discovered, the most critical ques-
tion was: Did the falsifications un-
dermine the 1985 study showing that
lumpectomies were as effective as
more disfiguring mastectomies?

The most definitive answer came in
mid-November when the NCI an-
nounced the results of an intensive
re-examination of the study.

It found that Fisher was right all along—
Poisson’s falsifications hadn’t made any
difference in the study’s conclusions.

Italsoisimprobable that Poisson’s fraud
affected any other NSABP studies.

Poisson had tampered with 99 patients’
records, spread among 14 studies that
looked at everything from alternative
methods of surgery to different com-
binations of chemotherapy.

The lumpectomy study included only
six falsified records, representing three-
tenths of a percent of the 2,163 women
who participated.

Of Poisson’s 93 other patients with falsi-
fied records, the largest number—35—
were in a study looking at the effec-
tiveness of tamoxifen in preventing a
recurrence of breast cancer. They rep-
resented 1 percent of the 2,892 women
in the project.

Fisher said that the NCI's audit, bol-
stered by a study of lumpectomies
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released last month by the General
Accounting Office, amounted to “a 100
percent vindication” of his steward-
ship of NSABP.

But NCI Director Broder, whose agency
spent about $2 million on its investiga-
tion of Fisher’s group, disagreed. The
fact that the study results remained
the same did not absolve NSABP of
its weaknesses in checking patient re-
cords or its slowness in publishing a
scientific article explaining the effects
of fraudulent data.

“That’s like saying it’'s OK to go 100 miles
an hour through a residential neighbor-
hood as long as you don't hit anybody.”

Epilogue: The players

Since March, when Fisher was fired, the
political landscape in Washington and
Pittsburgh has shifted dramatically.

Rep. Dingell has lost much of the power
he had to police scientific misconduct.
The Republican sweep last month
stripped him of his chairmanship and
sent his investigative staff looking
for newjobs.

Broder plans to leave the NCI in April
andjoin a Florida pharmaceutical com-
pany. Although Broder took plenty of
heat from all sides for his actions during
the Fisher episode, he is unapologetic,
and says it did not play a direct role in
his decision to leave.

Broder’s top deputy, Bruce Chabner,
the man who oversees NCI’s cancer
treatment programs, also will leave
the agency next spring for a position at
Massachusetts General Hospital.

Michael Friedman, the NCl official who
made the phone call to fire Fisher at the
request of his supervisors, said he also is
considering leaving the institute, aftera
22-year career there.
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He said he still believes that the NS-
ABP’s administrative problems were “of
unprecedented scope and seriousness.”

But does Friedman think that Fisher
should have been fired?

“There certainly could have been better
ways that some aspects of this could
have been handled,” he said slowly, then
added, “I have not yet had the oppor-
tunity for dispassionate reflection on
that matter.”

Neither Friedman nor any other NCI
official has talked with Fisher since
he was fired.

Perhaps most galling for Fisher has
been his shunning by the NCI’s Broder.

After his wife contracted breast cancet,
Broder called Fisher last December for
advice. They had long, friendly tele-
phone conversations before the scandal
became public, Fisher said.

Fisher tried to call Broder to set up a
meeting in the weeks after the news
broke in March, but said he never got
through to him and never received
a call back.

Epilogue: Bernard Fisher

In the case of Dr. Bernard Fisher, the
facts are these:

« He neverwas accused of falsifying
information about patients himself.

« The fraud committed by Poisson
on 99 patients’ records has not
changed the basic outcome of the
studies he directed at NSABP.

« Thereis no evidence of system-
atic fraud in the other medi-
cal centers Fisher oversaw.
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Yet, in the end, Fisher lost his career, and
what may have been lifesaving research
has been derailed or at least delayed.

Fisher clearly had his faults. He had lit-
tle patience for what he derisively called
“BAPs”—bureaucrats, administrators
and politicians—the very people he
had to answer to in order to continue
his federally funded research.

Also, he was slow to reveal bad news,
believing that he knew best when the
public should find out about such is-
sues as the falsifications and the uterine

cancer cases.

It is part of his basic personality, said
one longtime friend.

“Bernie is a bit of a pat-you-on-the-
head sort,” said Helene Brown, a health
educator at UCLA. “And when people

ask, ‘Why didn’t you take steps to tell
the whole world? (about the Canadian
fraud), the bottom line is that the study
didn’tchange, and inside, he felt, as long
as itdidn’t change, I'm not going to up-
set all these women.”

He has paid a steep price for
that attitude.

He knows that his name might always
be associated with “I'affaire Poisson™—
the scandal in Montreal.

He desperately wants his reputa-
tion restored.

That is why he spends each day writ-
ing down “the truth” about what real-
ly happened.

He doesn’t know when his story will get
to be told, but he writes it down any-
way, hoping that “someday, somebody,
somewhere will hear it

Mackenzie Carpenter, was a projects writ-
er for the Post-Gazette. The Princeton, N.J.,
native previously worked for United Press
International, and for public television in
both Washington D.C. and Harrisburg.
She received a B.A. from Trinity College in
Hartford, Conn., and a master’s degree in
legal studies from Yale Law School. She is
retired and living in Pittsburgh.

Steve Twedt, was a medical writer for the
Post-Gazette. A native of Portland, Ore.,
Twedt has worked for the newspaper since
1993. Before that, he worked for The Pitts-
burgh Press and for newspapers in Wash-
ington, Oregon and Alaska. Twedt earned
a bachelor’s degree from the University of
Oregon. He covers business, finance, health
and national news at the Post-Gazette.
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Added indignity: NIH labels Fisher’s
papers as “SCIENTIFIC MISCONDUCT”

By Paul Goldberg

The midterm elections 0f1994 brought on political
change that cost Dingell chairmanship of Energy
& Commerce and Oversight and Investigations.
He lost most of his staff, and there was no reason
to continue oversight hearings of NSABP.

Iso, at the end of the year, NCl Direc-

tor Samuel Broder announced that
he would go off and join a company
making a taxane drug.

Though the players changed, the NS-
ABP scandal continued to chug along,
now driven by a volatile mixture of le-
gal procedure, institutional politics,
futile investigations, bureaucratic in-
ertia—and, for the lack of a neutral
word—idiocy.

Thus, in February 1995, | reported a
shocking story about annotations that
were placed on Fisher's and NSABP’s
publications. This story is being re-
printed in full:

Fisher with binders of information sent to him
during his year as ASCO president.
Photo by © ASCO 2019
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Under ultimatum, NIH
databases remove
“misconduct” tags
from papers by Fisher

Vol. 21 No. 8 | Feb. 24,1995

U sers of medical literature databases
run by NCl and the National Library
of Medicine have been finding an an-
nouncement tagged to papers that list
Bernard Fisher as an author:

[SCIENTIFIC MISCONDUCT—

DATA TO BE REANALYZED]

Another tag proclaimed:

[SCIENTIFIC MISCONDUCT—
REANALYSIS OF NSABP PROTOCOL

B-06 AVAILABLE VIA PDQ, CANCER-
NET, OR CANCERFAX]

Scientific misconduct? By whom?

The HHS Office of Research Integrity
has not announced the findings of its
investigation of Fisher. The only miscon-
duct related to his case was committed
by Roger Poisson, a Montreal surgeon.

Does the Poisson case warrant inserting
the “misconduct” tag on at least 88 pa-
pers that list Fisher as an author?

Among those papers are primary stud-
ies that clearly include Poisson’s fraud-
ulent data. However, also tagged were
publications in which Fisher expresses
his opinions, a review of literature by
The Cancer Letter confirmed. The review
also found that publications are flagged
inconsistently in Medline and Cancerlit,
two databases operated by NIH. Also, at
least one paper was flagged by Cancer-
lit even though the data was obtained
prior to the first documented incident
of fraud at Poisson’s hospital.
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Last week, an attorney for Fisher gave
NIH an ultimatum: Remove the tags
within 48 hours or face legal action. In
response, officials at the HHS Office
of Research Integrity ordered that the
words “scientific misconduct” be struck
from the tags.

The question that remains is what is
to be done with the remainder of the
tag: DATA TO BE REANALYZED. Should
it continue to adorn Fisher’s “The Evo-
lution of Paradigms for the Manage-
ment of Breast Cancer: A Personal
Perspective™

“It’s very simple,” said Robert Charrow,
Fisher’s attorney. “They ought to pull
the flags off all the papers until they
can figure out what to do.

Fisher

“They likely owe Dr.

some damages,”

Charrow, of the Washington firm Crow-
ell & Moring, said to The Cancer Letter.

Charrow contends that NIH offi-
cials went beyond warning cancer
researchers about fraudulent data
from Montreal.

“Itappears that NLM and NCI designat-
ed articles without regard to the datain
those articles, and instead, based their
decision solely or largely on whether Dr.
Fisher was an author,” Charrow wrote in
his Feb. 15 letter to NIH Legal Advisor
Robert Lanman.

In an interview with The Cancer Let-
ter, Lyle Bivens, ORI director, said the
wording of the tag was an oversight
on his part.

Bivens said the tags were written by
the National Library of Medicine. ORI
provided the library with a list of pa-
pers that were believed to include data
from Poisson’s institution, St. Luc Hos-
pital, he said.

“We didn’t ask for a ‘scientific miscon-
duct’ flag on it,” Bivens said “NLM is
used to that when they get a request
from my office, because usually it is as
a result of a misconduct finding.

“| was not explicit enough in what the
statement should have been,” he said.

Bivens said that earlier this week he di-
rected that the words “scientific miscon-
duct” be removed. “Today | senta memo
to NLM asking that they take ‘scientific
misconduct’ label off” he said in an in-
terview Feb. 21.

An NLM official contradicted Bivens’s
statement, saying that the tag was
written by ORI.

In an interview with The Cancer Letter,
Lois Ann Colaianni, NLM associate di-
rector for library operations, said ORI
had specifically asked the library to use
the words “scientific misconduct.”

Colaianni said NLM did not select the
papers for tagging.

“We had nothing to do with identifying
the papers,” she said. “It was through a
special request that we labelled these.

“Generally we steer away from labeling
papers. We have retractions, and erra-
ta, and comments. At the time these
went in as comments. However, there
was concern that it wasn’t enough to
cause people to read the reanalyzed
data,” she said.

From documents and interviews The
Cancer Letter has learned that the ORI
staff selected the papers that were ul-
timately tagged.

Removing the words “scientific miscon-
duct” does not wipe out the damage
to Fisher and to scientific literature,
Charrow said.

“Had this language been contained ina
news report and had Medline and Can-
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cerlit been a private publication, their
actions would have constituted defa-
mation,” Charrow said.

“While the government may believe it
isimmune from defamation claims, pri-
vate publishers are not,” Charrow said.
“We are advising the scientific commu-
nity that we will take action against any-
one who republishes the defamatory
statements contained in Medline.”

The NIH tags are beginning to filter into
medical 1 iterature. Two flags can be
found on p. 318 of the Feb. 15 issue of the
Journal of the National Cancer Institute.

Fisher case different
from the start

ORI's actions in the Fisher case were un-
precedented, Bivens said.

“This is the first case we've had where
we put out a notification prior to any
scientific misconduct finding,” he said
inan interview.

“We made a commitment to let the clin-
ical community know even prior to an
investigation if there is a problem with
publications that may inform treatment
decisions,” he said.

Asked why ORI decided to go beyond
flagging publications that involved Pois-
son data, Bivens said, “As the situation
developed, it became a possibility that
either bad data or suspect data might
be contained in other publications.

“That is the primary question we are
asking.” A review of publications was
an essential part of the Fisher case,
Bivens said. ORI had to compile its own
list because Fisher’s cooperative group,
the National Surgical Adjuvant Breast &
Bowel Project, failed to provide a com-
plete list of publications to the investi-
gators, he said.

“We never have gotten a complete list
of publications from NSABP that we
feel we need,” Bivens said. “We needed
to find out what publications had been
submitted from NSABP when it was
known that St. Luc data was shown to
be falsified.”

The anatomy of a tagging

From documents and interviews, The
Cancer Letter was able to reconstruct the
process that resulted in the flagging of
Fisher's publications.

On April 25,1994, NCI Director Samuel
Broder wrote a memorandum to Don-
ald Lindberg, NLM director, in which he
asked the library to help the Institute
ensure that the databases denote seri-
ous error, fraud or scientific misconduct
in research supported by NCI.

The memorandum, which did not men-
tion Poisson, Fisher or NSABP, sought to
set up a mechanism for NCl and NLM to
work together.

In a May 4 memo, Lindberg informed
Broder that Colaianniwas designated to
work with NCl on denotingin the litera-
ture episodes of misconduct and fraud.

Broder designated Susan Hubbard,
head of the NCI International Cancer
Information Center, to work on the proj-
ect. ICIC runs the Cancerlit database.

Initially, ORI officials requested that
NCl compile

a list of papers that could have been af-
fected by fraud.

However, documents indicate that NCI
officials did not perform the selection
of papers that were subject to flagging.
Instead, NCI provided to ORI a list of
NSABP publications, leaving it to the
investigators to decide which publica-
tions ought to be flagged.
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A memorandum from Bivens dated
May 20 and addressed to Colaianni
confirms that ORI investigators were
working with a list of NSABP publica-
tions, crossing out the publications that
in theirjudgment were unrelated to the
clinical trials in question.

Attached to the memorandum was a
list on which some entries were marked
with an “X.” The library was instructed
toavoid flagging the articles so marked.

However, in the memorandum, Bivens
said the list was compiled with the help
of NCI. In an interview with The Cancer
Letter, he repeated that statement.

“NCI gave us a list,” Bivens said. “NClI
identified the articles as containing
data that might need to be reanalyzed.”

Sources said that the same scientific pa-
pers were to be flagged in both NLM'’s
Medline and NCl’s Cancer lit.

However, Charrow’s letter includes 88
“unique identifier” numbers for publica-
tions authored by Fisher and contained
in Cancerlit and 19 identifier numbers
for publications cited in Med line. A
review of the databases by The Cancer
Letterindicates that many of the articles
flagged in Cancer! it were not flagged
in Medline.

“The action that was taken was to try to
flagarticles that had data from St. Luc,”
Hubbard said to The Cancer Letter. “The
purpose was not to make the cancer
community feel that Dr. Fisher was re-
sponsible for scientific misconduct. The
language used did not make that clear.

“If we were to do it again, we would all
do it differently.”

Hubbard said that once NSABP’s reanal-
ysis of the B-06 study is published, the
“data to be reanalyzed” flag will be re-
moved from both Medline and Cancer-
lit. Instead, a comment will refer read-
ers to the publication of the reanalysis.
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Can all data from St.
Luc be excluded?

The controversy over what is to be
flagged is likely to rekindle the question
of whether the government has the le-
gal authority to exclude all St. Luc data
from the trials, regardless of whether
the data were submitted by Poisson or
other researchers.

So far, the government has been guided
by the ORI recommendations contained
in the 1993 report on the investigation
of Poisson. “The reliability of the entire
data set from St. Luc Hospital remains
questionable,” Bivens wrote in a memo-
randum that accompanied that report.

“It would not be unreasonable to ex-
clude all data on patients from this
institution from any future analyses,”
Bivens wrote.

The ORI reporton the Poisson investiga-
tion listed only five publications affect-
ed by scientific misconduct.

The ORI report did not claim to offer
the authoritative list of affected publi-
cations. However, another list, compiled
by NSABP interim leadership following
Fisher’s firing, claimed to be complete.

Thatlist, contained in an appendix toan
action plan for restructuring the coop-
erative group, listed

18 papers submitted between
1986 and 1994.

In an interview, Fisher’s attorney Char-
row said he plans to challenge the ex-
clusion of all St. Luc data regardless of
whether it was submitted by Poisson.

“The only person they had any proof
against was Dr. Poisson,” Charrow said
to The Cancer Letter. “There is no proof
against any other physician at St. Luc
who was enrolling patients in NSABP
clinical trials.”
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Dangerous data?

A review of literature by The Cancer
Letter found that at least five papers
labelled “scientific misconduct” were
expressions of opinion by Fisher.

Two of those publications listed Fisher
as the only author:

« “The Evolution of Paradigms for
the Management of Breast Cancer:
A Personal Perspective,” Cancer
Research, 52(9):23 71-23 83,1992. The
article appeared under the heading
“Perspectives in Cancer Research.”

« Fisher’s 1992 Steiner Award lecture,
published in International Journal of
Cancer, 55(2): 179-180, 1993.

Also labelled were:

« “Onthe Underutilization of
Breast-Conserving Surgery for the
Treatment of Breast Cancer,” an
editorial by Fisher and Leora Ore,
published in the Annals of Oncolo-
gy, 4:96-98,1993.

. “New Perspectives on Cancer of the
Contralateral Breast: A Marker for
Assessing Tamoxifen as a Preventive
Agent,” an editorial by Fisher and
NSABP biostatistician Carol Red-
mond, JNCI, Sept. 18,1991.

« “Adjuvant Therapy in Node-Neg-
ative Breast Cancer. A Panel Dis-
cussion.” The discussion between
Fisher, William McGuire, Martin
Abeloff, John Glick, I. Craig Hen-
derson and C. Kent Osborne was
published in Breast Cancer Research
and Treatment, 13(2):97-115, 1989.

The only possible explanation for flag-
ging editorials and panel discussions is
their reliance on NSABP studies, Char-
row said. However, if that criterion is to
be applied to Fisher, it should be applied
to other authors who cite NSABP stud-
ies, he said.

“Followed to its illogical conclusion, a
warning flag should be placed on the
conclusions of the final document of the
1990 NIH Consensus Development Con-
ference on the Treatment of Early-Stage
Breast Cancer,” Charrow said.

Drawing heavily on NSABP data that
included patients from St. Luc, that
conference concluded that breast pres-
ervation is the preferable treatment for
women with stage | and Il disease.

Differences between
databases

In at least one case, a tag was placed
on a paper from a study that clearly fell
outside the time frame of the Poisson
investigation, which, according to ORI
documents, found that falsified records
at St. Luc existed since 1976.

The study traced long-term mortality
among patients who received radiation
treatment prior to 1975:

“Cause-Specific Mortality in Long-term
Survivors of Breast Cancer Who Partic-
ipated in Trials of Radiotherapy,” John
Cuzick, et al., Journal of Clinical On-
cology, 12(3):447-453, March 1994. The
paper, which lists Fisher among the
authors, was flagged both in Medline
and Cancerlit.

Areview of Medline and Cancerlit shows
that publications were not flagged in a
coordinated fashion.

Medline did not flag at least three pa-
pers that listed Poisson among authors
and included fraudulent data. Two of
those papers were cited in the ORI re-
port on Poisson.

The papers are:
« Fisheretal, “Eight-Year Results of a

Randomized Clinical Trial Compar-
ing Total Mastectomy and Lumpec-
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tomy With or Without Irradiation
in the Treatment of Breast Cancer,”
New England Journal of Medicine,
320(13): 822-828, March 30, 1989.

« Fisheretal., “A Randomized Clin-
ical Trial Evaluating Tamoxifen in
the Treatment of Patients with
Node-Negative Breast Cancer who
Have Estrogen-Receptor-Positive
Tumors,” NEJM, 320(8):479-484,
Feb. 23,1989.

Another paper that escaped the flagin
Medline despite the fact that it listed
Poisson as an author and contained St.
Luc data was:

. Fisheretal., “Two Months of Doxo-
rubicin Cyclophosphomide With
and Without Interval Reintroduc-
tion Therapy Compared With Six
Months of Cyclophosphamide,
Methotrexate, and Fluorouracil in
Positive-node Breast Cancer Pa-
tients With Tamoxifen-Nonrespon-
sive Tumors: Results from the NS-
ABP Project B-15,” Journal of Clinical
Oncology, 8(9):1483-1496, 1990.

All three papers were flagged
in Cancerlit.

In fact, the parameters of Cancerlit ap-
peared to have been altered to allow
for tagging of an expanded number of
Fisher’s articles, Charrow said.

Typically, Cancerlit citations are ar-
ranged in reverse chronological order,
and at this time, the database runs back
from 1994 t01988. However, in the case
of Bernard Fisher, the bottom boundary
drops back to 1979, Charrow said.

For those extra nine years, a Cancerlit
user sees nothing but flagged papers
by Fisher. A literature check for entries
on Poisson found three papers written
before 1988.

An unpopular action

The flagging of Fisher’s papers has met
with sharp criticism from clinical cancer
researchers nationwide.

« “This is the computer equivalent of
the air brush that removes people
from the reviewing stand at the May
Day parade,” said O. Ross Mclintyre,
former chairman of the Cancer
and Leukemia Group B, invoking
imagery from the Moscow Trials of
the 1930%.

« “I'think this is the most unfortunate
approach and a disservice to clinical
trials,” said Norman Wolmark,
chairman of NSABP. “l hope NCI will
remedy this transgression.”

« "It seems unbelievably extreme to
me,” said Charles Coltman, chair-
man of the Southwest Oncology
Group, who said he was surprised
by NCI' s use of the tag line beyond
papers that reported primary clini-
cal trials.

“I don’t know where you stop when you
begin doing that,” Coltman said. “l am
not surprised that Bernie and his attor-
neys are outraged by this approach.”

« “It’s gratuitous, vindictive, inaccu-
rate, and it contributes nothing to
our understanding of cancer,” Emil
] Freireich, professor of oncology
and hematology at M.D. Anderson
Cancer Center said.

Freireich said he was stunned to find
the tag on Fisher’s “Evolution of Para-
digms” paper.

“That paper is a brilliant, innovative,
original formulation of the modern par-
adigm of breast cancer, and it has been
confirmed over and over again,” he said.
“There is no controversy about the sci-
ence here. This is personal.”
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« “Thisis the blunderbuss approach to
government,” said James Holland,
professor at the Mt. Sinai School
of Medicine.

“Bernard Fisher is one of the towering
figures in medical science of the last
half of the 20th century. To paste him
as if he were a villain is a complete dis-
regard of the scientific process.

“I react to this with dismay that the NLM
has been dragged in to the fiasco that |
believe represents the conduct of NCI
in this attempt to sort out the problems
that faced NSABP”

. "Firstofall, I think the data from all
NSABP trials has been reanalyzed,
both with the fraudulent data in-
cluded and excluded, and Dr. Fisher
eloquently presented this analysis
at the May 1994 meeting of the
American Society of Clinical Oncol-
ogy,” said John Glick, director of the
Univ. of Pennsylvania Cancer Center
and ASCO president-elect.

“While those results have not been pub-
lished, the oral presentation showed
that none of the NSABP scientific con-
clusions were altered by the removal of
fraudulent data. Therefore, the NSABP
contribution to scientific advancement
of breast cancer research remains valid.

“Obviously, we are awaiting the repub-
lication of NSABP papers in peer re-
viewed journals, and | think those pa-
pers will convince the public that none
of the NSABP results have significantly
changed,” Glick said.

Asked whether he believes that the pub-
lication in which he appears as a coau-
thorwarranted a “scientific misconduct”
tag, Glick said:

“That was a panel discussion, and there
is nothing in that paper that would war-
rant any warning about scientific mis-
conduct whatsoever.”
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LETTER TO THE EDITOR

Two weeks later, Lyle Bivens, then director
of the HHS Office of Research Integrity,
explained that he didn’t mean to say that
the “misconduct” annotation and his com-
ments were not intended as presumption
of guilt on the part of Fisher.

[ still fail to follow the curvature of his clar-
ification, but here it is:

In September 1997, after years of litigation
against NCI, the University of Pittsburgh,
and the law firm of Hogan & Hartson,
Fisher received an apology and a check for
$2.75 million.

Here is The Cancer Letter’s story about the
settlement:

Bernard Fisher
settles suit for
$2.75M, retains title;
University apologizes

Vol. 23 No. 34 | Sept. 5,1997

ancer researcher Bernard Fisher
last week agreed to drop his suit

Bivens: No intent
to link flags with
NSABP inquiry

To the Editor:

In your Feb. 24 issue, | was quoted as
saying that, “This is the first case we've
had where we put out a notification pri-
or to any scientific misconduct finding.”
However, | did not mean to connect the
issuance of the Medline and Cancerlit
notifications to an ongoing ORI inves-
tigation of NSABP.

As stated in my original request to the
National Library of Medicine, | asked
that a flag be placed in Medline “to in-
dicate that a reanalysis of the [NSABP)
study may be needed based on a [June
1993] finding of scientific misconduct on
the part of one of the contributors [Dr.
Poisson].” The Medline and Cancerlit no-
tifications were predicated solely on the
confirmed findings of scientific miscon-

against NCI, the University of Pitts-
burgh and the Washington law firm of
Hogan & Hartson.

Under an agreement that settles the
suit, Fisher will receive $2.75 million
and retain his title of Distinguished
Service Professor, but would collect no
salary or employee benefits, legal doc-
uments state.

Pursuant to the agreement, the univer-
sity issued an apology for “any harmand
public embarrassment that Dr. Fisher
sustained which was in any manner re-
lated to the activities of the University
of Pittsburgh and/or its employees.”

NClI, also a defendant in the civil action
brought by Fisher, issued a statement
that enumerated Fisher’s contributions

duct by Dr. Poisson, a contributor to the
data base underlying anumber of NS-
ABP publications, and were not related
to the current NSABP investigation.

Although the current NSABP investiga-
tion will examine the data underlying
a number of NSABP publications and
may therefore generate a fact-base to
indicate what publications need reanal-
ysis due to the Poisson misconduct, it is
only in this sense that the Poisson and
the ongoing NSABP case are related.
My comments were not intended to,
and should not be construed as, a de-
termination that any authors of NSABP
publications, other than Dr. Poisson,
have engaged in scientific misconduct.

| did notintend to link the NSABP inves-
tigation to the notifications, and to the
extent that message was conveyed, it
was in error.

Lyle Bivens
Director, Office of Research Integrity

to the understanding and treatment of
breast cancer.

“Through his role as the scientific leader
of the National Surgical Adjuvant Breast
and Bowel Project, [Fisher] has notonly
changed the way breast cancer is treat-
ed, but enlightened medical science to
view breast cancer as not just a tumor
confined to the breast, but as a system-
ic disease requiring more than surgical
intervention,” NCl said in a statement.

The Institute contributed $300,000
to the overall settlement, to cover
a portion of Fisher’s legal expenses,
sources said.

The settlement was reached Aug. 27, six
days before the case was scheduled to
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go to trial at the US District Court for the
Western District of Pennsylvania.

Though all parties agreed not to discuss
the terms of the settlement agreement,
The Cancer Letter obtained a copy of the
document under the Freedom of In-
formation Act.

Tangled controversy
concluded

“l am glad to be alive to see this vindi-
cation,” Fisher said to The Cancer Letter.
“| feel that | am still in a position to con-
tinue to make contributions, and | want
to go forward in the best way | can: to
write, and to complete data that needs
to be put out.”

Fisher declined to describe his plans for
the future. “My plans are in the process
of being formulated,” said Fisher, who is
78. “At this time, | am scientific director
of the NSABP, and | would like to contin-
ue in that mode, and to make whatever
contributions that | can to the organiza-
tion as it now exists.”

The scientific director’s post can have a
significant impact on generating inter-
estin clinical trials and development of
protocols, sources said.

The statements by NCI, the Universi-
ty of Pittsburgh, and Fisher appear on
pages 3 and 4.

The settlement is likely to conclude
the tangled controversy that began on
March 13, 1994, when an article in the
Chicago Tribune disclosed that Montre-
al surgeon Roger Poisson had contribut-
ed falsified data to NSABP clinical trials.
Soon after the publication of the story,
Fisher was removed from leadership of
the cooperative group.

The oversight and investigations sub-
committee of the House Committee on
Commerce conducted hearings on the
matter, and the HHS Office of Research

Integrity was brought in to investigate
possible misconduct by Fisher and two
other officials at the cooperative group.

Ultimately, the subcommittee, then
headed by Rep. John Dingell (D-M), ac-
cepted the mea culpa from NCl and Pitt
and bowed out. Earlier this year, the ORI
completed its investigation, finding no
misconduct by Fisher and other NSABP
officials (The Cancer Letter, March 7).

In the just-settled suit, Fisher claimed
that NCI officials had “unlawfully ter-
minated” him as principal investigator
of NSABP and “crafted multiple false
accusations” against him.

“In an effort to keep millions of federal
research dollars flowing to the Universi-
ty,” Pitt officials assisted NCl in Fisher’s
firing, Fisher’s attorneys stated in the
most recent version of the complaint,
filed in December 1995.

The suit also named Martin Michaelson,
an attorney with Hogan and Hartson,
who was hired by the university to han-
dle the matterin its initial stages.

“Defendants Michaelson and Hogan
& Hartson obtained Dr. Fisher’s confi-
dences by representing that a privileged
attorney-client relationship existed
between them,” but ultimately shared
these privileged and confidential com-
munications with the university, NCI,
ORI, and the staff of the Subcommittee
on Oversight and Investigations of the
House Committee on Commerce, the
complaint states.

Under the settlement agreement, Fish-
er is to receive a single check for $2.75
million, documents say. The check
would be issued by the University of
Pittsburgh “on behalf of all defense in-
terests” within 45 days of the signing of
the agreement

While the federal government will
contribute$300,000 toward the settle-
ment, it is unspecified how much of the
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remaining $2.450 million would come
from Pitt and how much (if anything)
would come from Hogan & Hartson.

Though Fisher will retain his title, he
would collect neither a salary nor em-
ployee benefits. If he chooses to stay at
the university, Fisher would be provided
with office space, but no support staff.
If he accepts a position elsewhere, he
would receive no office space.

Regardless of whether he stays or goes,
Fisher would continue to have unre-
stricted access to NSABP data kept at
the university, the agreement states.

In the document, federal defendants
stated that all investigations surround-
ing Fisher have been concluded and that
all previously imposed sanctions have
been lifted. The text of that section of
the memorandum follows:

« “Dr. Fisher is not required to sub-
mit his manuscripts to the NCI
prior to publication... [Any] require-
ment to that effect was rescinded
April10,1995.

« “Dr. Fisheris not precluded from
participation in any federally fund-
ed cancer research project;

. “Agrantapplicant, including any
applicant for the Operations Center
[based at Allegheny General Hos-
pital in Pittsburgh] or Biostatistical
Center [based at the University of
Pittsburgh] NSABP grants, may list
Dr. Fisher as a participanton an
application, and any such applica-
tion will be reviewed through the
normal peer review process;

« “NCl will consider Dr. Fisher for a po-
sition on a top advisory committee
at the NCI, taking into account his
achievements and reputation;

. “After athorough investigation,
the Office of Research Integrity
did not make a finding of scientific
misconduct.”
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Pitt apologizes to Fisher,

expresses pride in his work

The text of the joint statement by Fisher and

the University of Pittsburgh:

The University of Pittsburgh and Dr.
Bernard Fisher announce the with-
drawal of the lawsuit initiated by Dr.
Fisher following his removal as prin-
cipal investigator and chairman of
the National Cancer Institute’s Na-
tional Surgical Adjuvant Breast and
Bowel Project in the spring of 1994.

The University of Pittsburgh wish-
es to take this opportunity to apol-
ogize to Dr. Fisher and express its
sincere regret at any harm or pub-
lic embarrassment that Dr. Fisher
sustained which was in any man-
ner related to the activities of the
University of Pittsburgh, and/or
its employees.

The University and Dr. Fisher wish to
affirm thatat no time was Dr. Fisher
found to have engaged in any scien-
tific or ethical misconduct concern-
ing any of his work.

The University’s acceding to the
National Cancer Institute’s deci-
sion in the spring of 1994 to remove
Dr. Fisher as principal investigator
of the NSABP and the subsequent
developments in the now settled
litigation reaffirms the necessity
of the university’s commitment to
fully investigate any allegations
against faculty members which
leave the potential to impinge upon
their First Amendment rights or the
essential rights and freedoms of the
academic community.

The university wishes to express its
pride in the many accomplishments
Dr. Fisher has had while associated
with the university’s Department of
Surgery and wishes him success as

he continues in the position of Dis-
tinguished Service Professor and
Scientific Director of the NSABP.

Dr. Fisher will continue his efforts
relative to the cause of women’s
health care, particularly as it relates
to breast cancer research through
his continuing role as Scientific Di-
rector of the NSABP.

NCI: Fisher a dominant
force in breast cancer
for 40 years

The text of the NCl statement:

Bernard Fisher has been adominant
force in the study of breast cancer
for the last 40 years.

Through his role as the scientific
leader of NSABP, he has not only
changed the way breast cancer is
treated, but enlightened medical
science to view breast cancer as not
justa tumor confined to the breast,
but as a systemic disease requiring
more than surgical intervention.

Among his contributions were:

- Showing that, for treatment of
breast cancer, lumpectomy plus
radiation provides the same
surgical benefit as the radical,
disfiguring Halsted mastectomy
or modified radical mastecto-
my, while permitting conserva-
tion of the breast.

- Demonstrating that when used
as an adjuvant therapy, tamox-
ifen, a hormonal treatment,
improved survival of women
with early stage breast cancer.
Combined with his studies of
adjuvant chemotherapy, this
work led the NCl to state that all
women with early stage breast
cancer should consider adjuvant

therapy (either hormones or
chemotherapy) to improve their
survival. His research on tamox-
ifen also showed that five years
of tamoxifen therapy is as good
as longer courses of treatment.

» Showing that neoadjuvant
chemotherapy (chemothera-
py before surgery) can safely
permit some women with
large breast tumors to choose
lumpectomy plus radiation
instead of mastectomy. He also
showed that chemotherapy plus
tamoxifen improves survival
for early stage, node-positive
breast cancer patients when
it was compared to tamoxifen
alone in both premenopausal
and post-menopausal women.

« Initiating the Breast Cancer
Prevention Trial, a study of
tamoxifen in the prevention
of breast cancer, which recent-
ly completed accrual of over
13,000 women.

« Convincing his medical col-
leagues of the importance of
clinical research and that clinical
studies could be carried out at
the community level.
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The issue of integrity

of the research is now
completely put to rest.
There wasn’t anything
that would have altered
data or would have

changed the results.

29

— Bernard Fisher
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Fisher: “So many people
don’t understand
clinical trials”

Bernard Fisher’s statement to The
Cancer Letter:

I'm appreciative of the letter of apol-
ogy that the university rendered. It’s
animportant thing to recognize one’s
errors. This goes a long way to inform
women thatall that | did was correct.

The issue of integrity of the research
is now completely put to rest. There
wasn’t anything that would have al-
tered data or would have changed
the results. There was a disruption
of science that should never have
taken place. That’s very harmful.

| pursued this [litigation] to the end,
because | honestly believe this was a
biggerissue than me. [t was aboutthe
scientific process. That's why | did this.

The greatest asset of this country
is democracy as it is structured.
This means you shouldn’t be pre-
sumed guilty without due pro-
cess. One has to have the ability
to confront one’s accusers in an
environment that promotes ex-
change in a non-hostile manner.

That’s not the way | gotit. There was
a rushed judgement in my case. |
didn’t get due process. A [Congres-
sional] hearing that was adversarial
and rigged is not the kind of an envi-
ronment to let this take place.

The other thing | got out of this was
arealization of the extent of misun-
derstanding and misinterpretation
of randomized trials. It was so dis-
appointing to me to learn that so
many people did not understand—
and to this day don’t understand—
the science, the process, and the
mechanisms by which clinical trials
are conducted.

Much of what happened was due
to this lack of understanding at all
levels—government, public, univer-
sity. If something didn’t seem to be
logical to them, then it was wrong.

| am glad to be alive to see this vin-
dication. That, to me, is an emo-
tional experience, because so many
people have died, and then it was
some time later for their vindication
to appear. From that standpoint, |
am very fortunate.

If  have made any contribution to the
betterment of women with breast
cancer, to society in general, then
I'm happy for that. It’s not for me to
decide what contributions | made.
That is to be decided by others. I'm
too close to know what | really did.

| feel that | am still in a position to
continue to make contributions, and
| want to go forward in the best way
| can: to write, and to complete data
that needs to be put out.

My plans are in the process of being
formulated. | am scientific director
of the NSABP, and | would like to
continue in that mode: to make
whatever contributions | can to the
organization as it now exists.
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Sharpless to return to NCl as Hahn
gets nominated as FDA commissioner,

with Giroir to serve as acting

By Alex Carolan

HS Assistant Secretary for Health

Brett P. Giroir is expected to serve
as FDA acting commissioner while Hahn
goes through the confirmation process,
multiple Washington sources said.

Hahn is the chief medical executive at
MD Anderson Cancer Centerand a pro-
fessor in the Department of Radiation
Oncology. Giroir, an admiral, became
HHS assistant secretary in February,
despite opposition from Democrats
because of his conservative approach
to reproductive rights.

At this writing, Acting FDA Commission-
er Norman “Ned” Sharpless is expected
to return to his previous position as di-
rector of NCI.

Asof Nov.1, Sharpless has served as act-
ing commissioner for 210 days, reaching
the limit of a stint he can legally serve
under the Federal Vacancies Reform
Act (The Cancer Letter, Oct. 11). Sharpless
would have been able to remain acting
commissioner once Hahn is nominated,
butinstead, Giroiris expected to take on
this role in the interim.

Douglas R. Lowy has served as NCl acting
directorsince Sharpless’s move to FDA sev-
en months ago (The Cancer Letter, March 8).

President Donald Trump has announced his intention
to nominate Stephen M. Hahn to the position of FDA

commissioner Nov. 1.

Hahn's appearance as an alternative to
Sharpless came as a surprise to Wash-
ington insiders. In September, 56 can-
cer groups and four former FDA com-
missioners urged President Trump and
HHS Secretary Alex Azar to nominate
Sharpless to the top job at the agency.

The letter from the cancer groups is
posted here.

The letter from past FDA commission-
ers is posted here.

Hahn will need to go through a two-
to-three-month clearance process and
then Senate confirmation, leaving him
with less than a year to serve as com-
missioner before Trump’s presiden-
tial term ends (The Cancer Letter, Sept.
6). Optimistically, it takes around six
months to get a real understanding for
the job, past commissioners say.

Hahn would also be taking a pay cut. As
acting FDA commissioner, he will earn
$155,500, federal disclosures show. His
most recently reported compensation at
MD Anderson added up to $1.3 million.

As NCI director, Sharpless earned
$375,000 a year, which roughly matched
his earnings as director of UNC Line-
berger Comprehensive Cancer Center.

Neither Sharpless nor Hahn have given
extensively to political causes.

Federal Election Commission records
show that Sharpless has made campaign
contributions to Democrats, including a
$250 contribution to the Obama-Biden
ticketin 2008 and a $500 contribution to
the Obama Victory Fund in 2012.

Sharpless’s connection to the White
House—and his appointmentto thejob
of NCl director—came through Ronald
DePinho, his lab chief at Harvard (The
Cancer Letter, June 16, 2017).

Most of Hahn'’s political contributions
were made to radiology and radiation
oncology societies.

Hahn contributed $250 to Rep. John
Murtha, a Pennsylvania Democratin 2008,
$206 to Republican Mitt Romney’s cam-
paign in 2012, and in 2017, he gave $1,000
to New Pioneers PAC, a Republican group.

Hahn'’s connection to the administra-
tion isn’t publicly known.

Paul Goldberg contributed to this story.
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IN BRIEF

Robert Winn named
director of VCU
Massey Cancer Center

| . 1

Robert Winn was named director of
Virginia Commonwealth University
Massey Cancer Center. The lung can-
cer and community-based health care
expert will begin his role at VCU Dec. 2.

Winn comes to VCU from the Univer-
sity of lllinois at Chicago, where he has
served as director of the University of
Illinois Cancer Center and as associate
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vice chancellor of health affairs for com-
munity-based practice at the University
of Illinois Hospital and Health Science
System. At UIC, Winn built a commu-
nity-to-bench integrated health model
that brings together both the discovery
and implementation sciences into one
health delivery and research system,
and he oversaw the research and clin-
ical activities of 13 Federally Qualified
Health Centers.

Prior tojoining UIC, Winn spent13 years
at the University of Colorado Health Sci-
ences Center and School of Medicine in
leadership roles and clinical faculty ap-
pointments, including associate dean
of admissions, vice chair of career de-
velopment/diversity inclusion and se-
nior medical director of the pulmonary
nodule clinic.

“I am incredibly impressed with the
cancer center’s research, clinical and
educational programs as well as the
collaboration that Massey fosters across
VCU, VCU Health and beyond to discov-
er, develop, deliver and teach effective
means to prevent, detect, treat and
cure cancer,” Winn said in a statement.
“Also, Massey’s commitment to ensur-
ing equal access to cancer care is deeply
important to me.”

Winn s a pulmonologist whose scholar-
ship has focused on lung cancer, health
disparities and community-based
health care. His basic science research,
which was supported by NIH and Vet
erans Affairs Merit awards, focuses
on the mechanisms that drive the pro-
liferation of cancer and on the role of
cellular senescence in lung cancer. He
is a principal investigator on several
community-based projects funded by
the NIH and NCI, including the All of
Us Research Program, a NIH precision
medicine initiative. His research aims
to develop methods to eliminate health
disparities.

Winn replaces Gordon Ginder, who has
served as Massey’s director for 22 years
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and announced his desire to step down
last summer.

Myles Brown,
Celina Kleer to
receive awards at
San Antonio Breast
Cancer Symposium

Myles Brown is the recipient of the
2019 AACR Distinguished Lectureship
in Breast Cancer Research award at
the San Antonio Breast Cancer Sympo-
sium, and Celina Kleer will receive the
2019 American Association for Cancer
Research Outstanding Investigator
Award for Breast Cancer Research at
the symposium.

The Distinguished Lectureship is sup-
ported by Aflac Inc. Outstanding Inves-
tigator award is

supported by the Breast Cancer Re-
search Foundation.

Brown, the Emil Frei Il Professor of
Medicine at Dana-Farber Cancer Insti-
tute and Harvard Medical School, is
being recognized for his research on
steroid receptor-coregulators that has
puta spotlight on the dynamic ability of
these proteins to regulate the genome.
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His research has elucidated the epigen-
etic factors underlying the action of ste-
roid hormones and effectively shaped
understanding of the role of nuclear
hormone receptors in normal physiolo-
gy and breast cancer. Brown will deliver
alecture Dec.12,at11:30 a.m., “Essential
genes and cistromes in breast cancer.”

Kleer, the Harold A. Oberman Collegiate
Professor of Pathology at the University
of Michigan Medical School and Rogel
Cancer Center, is being recognized for
her work generating key insights into
the development of aggressive forms
of breast cancer and for advancing the
characterization of clinical biomarkers
and potential therapeutic targets for
these cancer subsets.

Kleer's research led to the initial demon-
stration of EZH2 overexpression in
metastatic hormone receptor negative
breast cancer and the elucidation of
molecular determinants of metaplas-
tic breast carcinoma. Kleer will present
alecture on Dec.13 at11:30 a.m., “Novel
non-canonical functions of EZHz in tri-
ple negative breast cancer.”

The 2019 SABCS will be held Dec. 10-14
at the Henry B. Gonzalez Convention
Center in San Antonio.
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Brian Rini joins
Vanderbilt-Ingram as
chief of clinical trials

Brian R85 Mp

Brian Rini, an expert in genitourinary
oncology, kidney cancer and clinical
drug development, is joining Vander-
bilt-Ingram Cancer Center as the inau-
gural chief of clinical trials.

Rini was recruited from Cleveland Clin-
ic, where he serves as director of the
Genitourinary Cancer Program and
professor of medicine at the Cleveland
Clinic Lerner College of Medicine of Case
Western Reserve University. His start
dateisJan. 28, 2020.

At Vanderbilt, he will be an Ingram
Professor of Medicine and will lead
kidney cancer clinical research efforts,
in addition to the new role, which will
focus on expanding oncology clinical
research operations and training op-
portunities in clinical cancer research
across the board.

Rini willjoin Jordan Berlin, associate di-
rector for Clinical Research at VICC and
Ingram Professor of Cancer Research,
and Vicki Keedy, associate professor of
medicine and medical director of the
Clinical Trials Office.

Rini served as chair of the FDA Oncolog-
ic Drugs Advisory Committee in 2018-
2019 and completed a four-year term
on that committee. He was a founding
member of the Kidney Cancer Program-
matic Panel for the Department of De-
fense Congressionally Directed Medical
Research Programs, now the largest
source of kidney cancer research sup-
port in the nation, directing more than
$20 million in grant funding to kidney
cancer basic, translational and clinical
investigations.

FDA in April approved the combination
of the targeted therapy axitinib and the
immunotherapy pembrolizumab after
results of a clinical trial were published
in The New England Journal of Medicine.
Rini was the lead author of that study.

NCI awards UCLA
prostate cancer
SPORE $8.7M

The prostate cancer program at the
UCLA Jonsson Comprehensive Cancer
Center and UCLA Health was awarded
a $8.7 million SPORE grant from NCI.

The grant will support the develop-
ment of approaches for improving the
diagnosis, prognosis and treatment of
prostate cancer.

The 2019 designation is the fourth time
UCLA has received the five-year cycle of
funding. The UCLA program is one of
eight programs with this designation
and the only one to be awarded the
designation in the state of California.

The grant helped support the work of
MichaelJung, a UCLA distinguished pro-
fessor of chemistry and biochemistry,
and Charles Sawyers, a former professor
of medicine and molecular pharmacol-
ogy at UCLA. They developed enzalut-
amide and apalutamide, anti-androgen
treatments that can prolong life for men
when hormone and chemotherapies did
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not work for them. These drugs have
been used by thousands of men with
castration-resistant prostate cancer.

Developmentsinimaging for detecting
prostate cancer have also been support-
ed through the grant. UCLA was among
the first places in the country to employ
MRI for detection, diagnosis and man-
agement of prostate cancer. MRIs are
now regularly used to detect and assess
the aggressiveness of malignant pros-
tate tumors.

Over the next five years, the grant will
fund three translational research proj-
ects to find better ways to treat men
with advanced stages of the disease:

« Developing drug inhibitors for men
with metastatic castration-resistant
prostate cancer.

Led by Jung and Matthew Rettig,
the team will look to develop a drug
inhibitor that helps minimize resis-
tance, prolong life expectancy and
improve quality of life for men with
metastatic castration-resistant pros-
tate cancer. This stage of prostate
cancer accounts for virtually all pros-
tate cancer-specific deaths.

« Using CAR T-cell therapy to treat
men with advanced prostate cancer.

Working with researchers at City of
Hope, Owen Witte and colleagues
will test a new CAR T-cell targeting
the prostate stem cell antigen in pros-
tate cancer. The team has engineered
and tested the CAR T-cell therapy in
laboratory models of prostate cancer
and will bring them to a human clini-
cal trial to test its efficiency.

. Targeting a protein to help inhibit
lethal prostate cancer.

The project, led by Isla Garraway
from UCLA and Michael Freeman
from Cedars Sinai, will test if the pro-
tein ONECUT2 is a target in a subset
of aggressive prostate cancers where
ONECUTz is highly active. Currently,

most drugs in development to treat
advanced prostate cancer are fo-
cused on targeting the androgen re-
ceptor, which many men still do not
benefit from.

Johns Hopkins opens
proton center at Sibley
Memorial Hospital

Johns Hopkins Medicine collaborated
with Children’s National Hospital to
open the Johns Hopkins National Pro-
ton Center at Sibley Memorial Hospital,
providing proton technology for pedi-
atric and adult cancer patients in the
District of Columbia.

The proton center is part of the Johns
Hopkins Sidney Kimmel Comprehensive
Cancer Centerin Baltimore. Sibley hous-
es the only proton center in the greater
Washington, D.C. region with a dedicat-
ed pediatric team.

The proton collaboration with Chil-
dren’s National Hospital represents an
expansion of the earlier collaboration
between Children’s and Johns Hopkins
Medicine that established the pediatric
radiation oncology program at Sibley,
which treats a broad range of chil-
dren’s cancers.

“We will be conducting groundbreak-
ing research that will potentially help
expand this technology for use in treat-
ing other types of cancers while at the
same time helping improve the effec-
tiveness of the proton treatments for
the cancers currently most amenable
to proton therapy,” Hasan Zia, interim
president and CEO of Sibley Memorial
Hospital, said in a statement.

TheJohns Hopkins National Proton Cen-
ter at Sibley will have a fully integrated
research room, which will allow clinical,
basic science, and medical physics fac-
ulty to advance clinical trial research,
translational research, and technology
development research in proton ther-
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apy. There, experts will lead efforts to
study proton outcomes for sarcoma, gy-
necological tumors, pancreaticand liver
tumors, lymph node cancers and tumors
located near the heart and major blood
vessels. In addition, the researchers will
examine how the cancer cell-killing pro-
ton energy interacts with the cells and
tissue surrounding the tumors.

Christina Tsien was appointed proton
center medical director and Curtiland
Deville will serve as the associate proton
director, while maintaining hisrole as the
clinical director for the Radiation Oncol-
ogy Clinic at Sibley Memorial Hospital.

Through a strategic partnership with
Howard University, the proton center
will serve as an educational and training
site for students enrolled in Howard’s
medical physics program.

The first treatment room opened in Oc-
tober. The second roomis scheduled to
open in spring 2020, and the third room
and fixed beam research room are
scheduled to open in fall 2020.

Allyson Kinzel named
senior vice president
and chief legal officer
at MD Anderson

MD Anderson Cancer Center has named
Allyson Hancock Kinzel as senior vice
president and chief legal officer, effec-
tive Nov. 1.

Kinzel will lead legal and regulatory af-
fairsin herrole after serving as chief legal
officer since 2018. She will report to the
president and will be a member of the
institution’s executive leadership team.

As senior vice president, Kinzel will
oversee three legal and regulatory
departments: Legal Services, Internal
Audit and the Office of Institutional
Compliance. Kinzel will be responsible
foridentifying and managing risk across
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the institution, leading auditing and
monitoring efforts and ensuring the
institution’s compliance with federal
and state laws. As chief legal officer, she
has guided responses to hospital-wide
federal regulatory surveys, established
MD Anderson’s institutional conflict of
interest policy and program structure
and led the institution’s response to the
Office for Civil Rights regarding federal
enforcement provisions.

Before serving as chief legal officer,
Kinzel worked for1oyears in Institution-
al Compliance at MD Anderson and was
vice president and chief compliance and
ethics officer from 2014 to 2018. Prior to
coming to MD Anderson, Kinzel repre-
sented health care providers as a part-
ner at Baker Hostetler, LLP, and as an
attorney at Vinson and Elkins, LLP.

James Kochenderfer
receives Foundation
for the NIH Awards
2019 Trailblazer Prize

The Foundation for the National Insti-
tutes of Health awarded the second an-
nual Trailblazer Prize for Clinician-Scien-
tists to NCI's James Kochenderfer.

Kochenderfer received the Trailblazer
Prize and a $10,000 honorarium for de-
veloping immunotherapies that lever-
age chimericantigen receptor T-cells to
treat blood cancers. John I. Gallin and
Elaine Gallin fund the prize.

The Trailblazer Prize recognizes con-
tributions of early career clinician-sci-
entists whose work has the potential
to or has led to innovations in patient
care and seeks to raise awareness of the
critical role the clinician-scientist plays
in biomedical research and clinical care.

Kochenderfer and prize finalists Ami S.
Bhatt, of Stanford University, and Evan
Macosko, of Broad Institute, and Giovan-
ni Traverso, of Massachusetts Institute
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of Technology and Brigham and Wom-
en’s Hospital, Harvard Medical School,
gave presentations at an event on Cap-
itol Hill to inform policymakers about
their research and the need to inspire
more clinician-scientists tojoin the field.

The FNIH’s Charles A. Sanders Legacy
Fund has awarded all finalists $5,000
for their laboratories.

Kochenderfer is an investigator in the
surgery branch at the Center for Can-
cer Research at NCI. He was the first to
design and demonstrate the effective-
ness of anti-CD19 CAR T cells in humans,
leading to the first FDA approval of a
CAR T-cell therapy for lymphoma. He
also led the first clinical trials focused on
the anti-B-cell maturation antigen CAR
for the treatment of multiple myeloma.

Kochenderfer has open trials investigat-
ing novel CAR T-cell therapies for dis-
eases and is developing new methods
to improve the cancer fighting ability of
CART cells.

Astellas awards
$200,000 in
cancer grants

Astellas awarded $200,000 in total
grants and resources to winners of the
fourth annual Changing Cancer Care
prize, a challenge that funds ideas be-
yond medicine toimprove cancer care for
patients, caregivers and their loved ones.

Audrey Guth, founder of Nanny Angel
Network in Toronto, was chosen as the
2019 Grand Prize winner.

Guth, a cancer survivor and mother of
four, established the Nanny Angel Net-
work in 2009 after she found a gap in
healthcare and social services for moth-
ers with cancer and their children. The
program provides stability, normalcy,and
supportduringachallenging time. Nanny
Angel Network trains volunteers to care
for children whose mothers have cancer.

This year’s challenge awarded four
prizes totaling $200,000 in funds (one
grand prize of $100,000, two $45,000
Innovation prizes, and one Emerging
Ideas prize of $10,000). Along with the
funding, all winners will have the op-
portunity to attend TEDMED 2020 as
TEDMED Scholars.

The winners will receive a yearlong
membership to MATTER, a global
healthcare startup incubator.

The 2019 Innovation Prize winners are:

« Daniella Koren, founder of Arches
Technology, whose idea is to expand
adigital patient education and en-
gagement program called MyCare-
Compass that provides information
and evidence-based education to
people impacted by cancer through-
out their treatmentjourney.

« Leslie Schover, founder of WillzL-
ove, whose idea is to tailor self-help
programs for men and women to
meet the needs of special popula-
tions including younger survivors
and LGBTQ survivors. WillzLove
provides online education and
guidance to help people impact-
ed by cancer overcome problems
with sexual health and fertility,
trains oncology professionals to
better manage these problems, and
consults with hospitals to establish
reproductive health programs.

Astellas introduced a new Emerging
Ideas prize to recognize ideas that
need additional cultivation before
implementation. Abby Westerman of
b-present Foundation was selected for
this prize and also presented at the live
pitch event. Westerman plans to use
the Emerging Ideas prize to extend the
reach of b-there, a web-based patient
and supporter connection tool to lower
the barrier for young adults with cancer
to stay connected with friends, offering
away to control visits, convey status up-
dates, and request needed items.
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Study finds racial
disparitiesin
treatment of multiple
myeloma patients

African Americans and Hispanic people
with multiple myeloma start treatment
with a novel therapy significantly later
than white patients, according to a
study published Oct. 17in Blood Advances.

The study found that on average it took
about three months for white patients
to start novel therapy after diagnosis,
while it took about five months for Af-
rican Americans and Hispanic patients
to start novel therapy after diagnosis.

The time between diagnosis and treat-
ment is crucial to multiple myeloma
outcomes. If treatment is delayed, mul-
tiple myeloma patients can suffer organ
damage, kidney dysfunction, anemia,
skeletal fractures, infections and other
serious conditions. Best practice is to

start patients on immunomodulatory
drugs such as lenalidomide and/or pro-
teasome inhibitors such as bortezomib
and carfilzomib. The use of these ther-
apies has more than doubled survival of
multiple myeloma patients within the
past decade.

“We noted that minorities are not
getting introduced to treatment ear-
ly enough to derive adequate clinical
gains,” lead author Sikander Ailawadhi,
of Mayo Clinic Florida, said in a state-
ment. “Since our analysis is based on
Medicare patient data, these disparities
cannot be attributed to differences in
insurance coverage. Patients are not re-
ceiving treatment equally even in this
ostensibly equal-access setting.”

Researchers reviewed data from the
SEER—Medicare database from 2007-
2013. The study included 3,504 white
patients, 858 African Americans and
468 Hispanic patients. Their analysis
found that the average length of time
between multiple myeloma diagnosis
and start of treatment for white pa-
tients was 2.7 months, compared to 4.6
months for Hispanics and 5.2 months
for African Americans. Rates of autol-
ogous stem cell transplant within one
year of diagnosis, considered the stan-
dard of care for eligible patients, rose
among whites and African Americans
but not for Hispanics.

This study found that median overall
survival was similar across all groups,
but comparison to previous studies sug-
gests the survival rate for African Amer-
icans in particular has not increased as
much as it could have with equal and
timely access to treatment. The authors
suggest the delay in treatment initiation

may have inhibited African Americans’
normally better survival outcome, but
this would have to be confirmed in an-
other study.

One encouraging observation in the
study was the increasing trend of begin-
ning these therapies within the first six
months of multiple myeloma diagnosis
for all three race/ethnicity cohorts over
the duration of the study. However, this
increase was more pronounced among
white and Hispanic patients compared
with African Americans.

The study also found that medical costs
were highest among Hispanic patients.
The total monthly medical costs for
whites averaged $10,143, versus $11,546
for African Americans and $12,657 for
Hispanics. Researchers suggest the
higher cost could be due in part to
higher hospitalization costs, possibly
incurred as a result of complications
from delayed treatment.

Dana-Farber and UT
Southwestern study
finds racial disparities
in culturally
competent cancer care

Many non-white minority cancer survi-
vors place importance on seeing doctors
who share or understand their culture,
but are less likely than non-Hispanic
whites to be able to see such physi-
cians, according to a new study from
Dana-Farber Cancer Institute and Uni-
versity of Texas Southwestern.
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The study, one of the first national-
ly-representative studies to examine
patient-reported preference for, access
to, and quality of provider cultural com-
petency among cancer survivors, was
published in JAMA Oncology.

Almost half of non-white minorities
(49.6%) said it was somewhat or very
important to be treated by doctors
who understand their culture. Howev-
er, these patients were less likely than
non-Hispanic whites to receive treat-
ment from these providers, by a differ-
ence of 65.3%1t079.9%. And 12.6% of the
minority patients said they were never
able to see physicians who shared or un-
derstood their culture, compared with
4% of non-Hispanic whites.

“There are data to show that oncology
subspecialties, compared with other
specialties in medicine, are comprised
of the lowest representation of un-
der-represented minority physicians,”
co-senior author Brandon A. Mahal, of
Dana-Farber, said in a statement. Ac-
cording to Mahal, the oncology work-
force is currently made up of only 5.3%
black/African American and Hispanic/
Latino physicians.

Despite these disparities, minority and
non-Hispanic white cancer survivors
were equally positive about their en-
counters. Both groups reported high
rates of instances where physicians
frequently treat them with respect, pro-
vide easily understood health informa-
tion, and ask them for their opinions or
beliefs regarding care.

The researchers based their findings on
a national survey that included 2,244
adult cancer survivors, of whom 1,866
were non-Hispanic white, who respond-
ed to a set of questions regarding physi-
cian cultural competency.

Racial or ethnic cultures may have dif-
ferent forms and norms of commu-
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nication and varying levels of trust in
the healthcare system. Prior research
has shown that oncologists’ implicit
racial bias (among racially discordant
oncologist-patient relationships) is as-
sociated with poorer measures of pa-
tient confidence in treatment, patient
recollection of information, length of
visit, and provider supportiveness and
patient-centeredness.

While the very limited diversity of the
oncology workforce is one likely ex-
planation for the mismatch between
patients’ preferences and their ex-
periences, the researchers said other
factors could be involved. These in-
clude insufficient training in cultural
competency, geographic variations in
physician availability, insurance plan
coverage networks, and the possibili-
ty that some patients may value other
physician characteristics than cultural
competency.

“Our findings highlight a persistent
shortcoming of longitudinal cancer
care for minority patients and the crit-
ical need for culturally competent pro-
viders,” first author Santino S. Butler,
of Dana-Farber/Brigham and Women’s
Cancer Center, said in a statement.

Butler said the survey’s results rein-
force policy initiatives set forth by ma-
jor cancer organizations, including the
American Society of Clinical Oncology,
which recently highlighted the associa-
tion between racial/ethnic disparities in
cancer outcomes and a “lack of access to
high-quality care that is understanding
and representative of diverse traditions
and cultures.”

The investigators added that “institu-
tions should emphasize the need for,
and offer opportunities for their work-
force to pursue continuing medical ed-
ucation in cultural competency in order
to improve care for their diverse patient
populations.”

NCCN publishes
guidelines

on managing
complications and
improve readiness for
stem cell transplants

The National Comprehensive Cancer
Network published guidelines that
provide step-by-step information on
best practices in evaluating patients for
hematopoietic cell transplantation and
managing complications afterwards.

This type of specialized treatment is
increasingly common, occurring ap-
proximately 22,000 times a year in
the United States in people with vari-
ous malignancies, most commonly for
blood-related cancers.

“The current version of the guidelines
addresses both pre-transplant evalua-
tion and the management of acommon
complication: graftversus hostdisease,”
NCCN Guidelines panel chair for HCT,
Ayman A. Saad, professor of clinical
medicine at The Ohio State University
Comprehensive Cancer Center—James
Cancer Hospital and Solove Research
Institute, said in a statement.

“Given the diversity of practice and
expertise, we believe these guidelines
will provide a pivotal tool for learning
about the continuously updated ther-
apy landscape in HCT. We hope this
will help streamline clinical practices
and educate new generations of physi-
cians-in-training,” Saad said.

The NCCN Clinical Practice Guidelinesin
Oncology for hematopoietic cell trans-
plantation provide recommendations
on how to evaluate a potential trans-
plant recipient to


https://www.nccn.org/about/news/newsinfo.aspx?NewsID=1756
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determine if the patient is an appropri-
ate candidate for the procedure, and
how to best manage different manifes-
tations of post-transplant GVHD. They
reflect the latest evidence and consen-
sus from foremost experts across the 28
leading academic cancer centers that
comprise NCCN, including hematolo-
gists/oncologists, transplant-specific
practitioners, and infectious disease
specialists.

The NCCN Guidelines for Hematopoi-
etic Cell Transplantation are available
free-of-charge for non-commercial use
at NCCN.org and via the Virtual Library
of NCCN Guidelines app. NCCN will con-
tinue expanding blood cancer resources
through continuous updates to the HCT
guidelines, along with upcoming new
NCCN Guidelines for Histiocytosis, My-
eloid/Lymphoid Neoplasms, Pediatric
B-Cell Lymphomas, and Pediatric Hod-
gkin Lymphoma.

Acute lymphoblastic
leukemia relapses
reduced by 31%, St.
Jude study shows

St. Jude Children’s Research Hospital’s
Total Therapy Study 16 showed a re-
duced rate of central nervous system re-
lapse in acute lymphoblastic leukemia,
according to results published online
Oct. 28 in the Journal of Clinical Oncology.

Despite modern therapies, 10% of pa-
tients with ALL treated in the United
States relapse, which dramatically re-
duces their chance of survival.

The study evaluated interventions
aimed at preventing relapse by improv-
ing systemic and CNS disease control.
Researchers found that adding doses
of chemotherapy in the cerebrospinal
fluid earlier in care improved CNS con-

trol without adding toxicity for high-
risk patients.

On the predecessor clinical trial (Total
15), the rate of CNS relapse for high-risk
patients was 5.7%. Under Total 16, the
rate of CNS relapse fora similar group of
patients was reduced to 1.8%, the low-
estamong reported studies. As in Total
15, no patient received prophylactic cra-
nial radiation. These results further sup-
ported the conclusion of Total 15 that all
children with acute lymphoblastic leu-
kemia can be safely spared prophylactic
cranial radiation.

Total16 enrolled 598 patients age 18 and
younger from 2007-2017. This study in-
cluded all subtypes of ALL, including
B-ALL and T-ALL, those with Philadel-
phia chromosome rearrangements, and
infant leukemia, among others.

The next St. Jude clinical trial for ALL,
Total 17, continues to stratify patients
based on their risk of relapse and intro-
duces novel molecular targeted and im-
munotherapies, including CAR T-cells.

The study’s authors are Sima Jeha,
Ching-Hon Pui, Dequing Pei, John Choi,
Chang Cheng, John Sandlund, Hiroto
Inaba, Jeffrey Rubnitz, Raul Ribeiro,
Tanja Gruber, Susana Raimondi, Raja
Khan, Jun J. Yang, Charles Mullighan,
James Downing, William Evans, Mary
Relling and Ching-Hon Pui. Elaine Cous-
tan-Smith and Dario Campana of the
National University of Singapore also
contributed to the study.

The research at St. Jude was funded by
grants from the National Cancer Insti-
tute (CA21765, CA36401, CA176063 and
Pso CM115279), and ALSAC, the fund-
raising and awareness organization
of St. Jude.
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AACR Project GENIE
begins five-year
research project
with $§36Min
industry funding

Project GENIE (Genomics Evidence
Neoplasia Information Exchange), an
initiative by the American Association
for Cancer Research, is launching a five-
year, $36 million research collaboration
with nine biopharmaceutical compa-
nies to obtain clinical and genomic data
from an estimated 50,000 de-identi-
fied patients.

The patients are treated at institutions
participating in AACR Project GENIE.
The additional clinical data furthers
the project goals of advancing precision
oncology and powering clinical decision
making through open and transparent
data sharing.

The nine biopharmaceutical compa-
nies participating in the collaborative
project are:

« Amgen Inc.

« AstraZeneca
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+ Bayer HealthCare Pharma-
ceuticals Inc.

 Boehringer Ingelheim
« Bristol-Myers Squibb Company

« Genentech, member of the
Roche Group

« Janssen Research & De-
velopment, LLC

« Merck
« Novartis

AACR Project GENIE is a publicly ac-
cessible international cancer registry
of real-world data assembled through
data sharing between 19 cancer centers
across the world. Through the efforts
of strategic partners Sage Bionetworks
and cBioPortal, the registry aggregates,
harmonizes, and links clinical-grade,
next-generation cancer genomic se-
quencing data with clinical outcomes
obtained during routine medical prac-
tice from cancer patients treated at
these institutions.

Currently, AACR Project GENIE’s registry
contains clinical-grade cancer genomic
sequencing data from nearly 71,000 pa-
tients. These data are linked to a limited
set of clinical data, such as age, sex, pri-
mary diagnosis, and type of tumor sam-
ple analyzed (primary or metastatic).

The new collaboration will greatly
expand the scope and accelerate the
speed of clinical data collection.

In the first two years, the project will
add prior cancer treatments, tumor
pathology and clinical outcomes to the
clinical data already linked with the
genomic profiles of nearly 8,000 blad-
der, breast, colorectal, lung, pancreatic
and prostate cancer patients treated at
three of the institutions participatingin
AACR Project GENIE: Dana-Farber Can-
cer Institute, Memorial Sloan Kettering
Cancer Center and Vanderbilt-Ingram
Cancer Center.

In years three through five, this data
collection will be expanded to as many
cancer types as possible from all active
participating institutions.

“Recognizing the importance of the out-
puts of this project to the broader re-
search and patient communities, and in
alignmentwith the guiding principles of
openness, transparency, and inclusion,
all data generated will be made public-
ly available 12 months following data
lock,” Shawn M. Sweeney, director of
the AACR Project GENIE Coordinating
Center, said in a statement.

European Commission
approves Astellas’
Xospata indication

for relapsed or
refractory AML

The European Commission has ap-
proved Astellas’ oral once-daily therapy
Xospata (gilteritinib) as a monothera-
py for the treatment of adult patients
with relapsed or refractory (resistant
to treatment) acute myeloid leukemia
with a FLT3 mutation. Gilteritinib has
the potential to improve treatment out-
comes for AML patients with two forms
of the most common mutation—FLT3
internal tandem duplication and FLT3
tyrosine kinase domain mutation.

This approval is based on results from
the phase 1l ADMIRAL trial, which in-
vestigated gilteritinib versus salvage
chemotherapy in patients with relapsed
or refractory FLT3mut+ AML. Patients
treated with gilteritinib had significant-
ly longer overall survival than those who
received salvage chemotherapy.

Median OS for patients who received
gilteritinib was 9.3 months, compared
to 5.6 months for patients who received
salvage chemotherapy (Hazard Ratio
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= 0.64 [95% Cl 0.49, 0.83], P=0.0004).
Rates of one-year survival were 37% for
patients who received gilteritinib, com-
pared to 17% for patients who received
salvage chemotherapy.

The EC marketing authorization for
gilteritinib in relapsed or refractory
FLT3mut+ AML is applicable to the Eu-
ropean Union member countries, and is
alsovalid in Iceland, Norway and Liech-
tenstein. Gilteritinib was designated
an orphan medicinal product and also
received accelerated assessment from
the European Medicines Agency earlier
this year, which reduced the timeframe
forapproval.

Patients’ FLT3mut+ status can change
over the course of AML treatment,
even after relapse. Due to the poor out-
comes associated with FLT3mut+ AML,
patients’ FLT3 mutation status may be
confirmed to help inform the best treat-
ment approach.

FDA grants Cytotron
Breakthrough
Device Designation
for breast, liver and
pancreatic cancers

FDA granted Shreis Scalene Sciences
Breakthrough Device Designation for
the Cytotron, a CE-marked, whole-body
therapeutic medical device.

The Center for Devices and Radiological
Health granted the designation.

The company’s designation request
stated that “The Cytotron is intended
to be used to cause degeneration of
uncontrolled growth of tissues. It is in-
dicated for treating protein-linked, ab-
normally regenerating disorders such
as neoplastic disease, by selectively
targeting and enabling tissue apopto-

sis, allowing extended progression-free
survival, with pain relief, palliation, im-
proved quality and dignity of life. It is
indicated for the treatment of solid tu-
mors of the breast, liver, and pancreas.”

Shreis, while actively pursuing collabo-
rations for clinical trials in the current
proposed indications for use, intend
to also submit a request for Break-
through designation in other solid tu-
mors such as adult and pediatric brain
tumors, lung cancer, and other life-lim-
iting diseases.

MD Anderson,
Ziopharm Oncology
to expand TCR-T
Program

Ziopharm Oncology Inc. and MD An-
derson Cancer Center established a
research and development agreement
relating to Ziopharm’s Sleeping Beauty
immunotherapy program to use non-vi-
ral gene transfer to stably express and
clinically evaluate neoantigen-specific
T-cell receptorsin T cells.

“This new agreement is a launch point
to expand our TCR library and execute
two new clinical trials; a trial for utilizing
TCRs from the library targeting hotspot
mutations in KRAS, TP53 and EGFR, and
asecond trial for personalized TCRs tar-
geting patient-specific neoantigens,”
Ziopharm CEO Laurence Cooper said in
a statement.

Under the agreement, Ziopharm com-
mits to fund an additional $20 million
for this expanded work in the TCR-T
program through 2023, as well as cer-
tain milestone payments for clinical
development or regulatory approv-
al in the U.S., European Union, Japan
and the rest of the world. The funding
for this new agreement was included
within the budget forecast provided
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by Ziopharm in its second quarter 2019
financial results news release and web-
cast commentary.

MD Anderson will receive low, sin-
gle-digit royalties on net sales in the
U.S. and international markets, as well
as warrants for Ziopharm common
stock which vest upon achievement of
clinical milestones. According to insti-
tutional guidelines, MD Anderson has
implemented an Institutional Conflict
of Interest Management and Monitor-
ing Plan to manage this research.

This new agreement expands the re-
lationship between Ziopharm and MD
Anderson, established under a 2015 re-
search agreement related to CD19-spe-
cific CAR T. Earlier this month, FDA
cleared an IND application for a phase
[ clinical trial to evaluate CD19-specific
CART, manufactured and infused with-
in two days of gene transfer using Zio-
pharm’s rapid personalized manufac-
ture, as an investigational treatment for
patients with relapsed CD19+ leukemias
and lymphomas. Ziopharm has approx-
imately $20 million of pre-funded R&D
at MD Anderson under the prior agree-
ment, which may now be used under
the new agreement, for both the CAR
T or TCR-T initiatives.

Ziopharm has entered a lease agree-
ment with MD Anderson to access lab-
oratory and office space within the in-
stitution’s campus. This new facility will
serve as home for Ziopharm’s expanded
Houston office, under the direction of
Eleanor de Groot, of GM Cell Therapy,
and Drew Deniger, head of Ziopharm’s
TCR-T cell therapy program.
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