Is the FDA

On Drugs?

A TiME investigation of Avandia’sjourney
from lab to pharmacy reveals serious flaws in
the way the Food and Drug Administration
protects consumers from harmful medicines

BY MASSIMO CALABRES] WITH ALICE PARK

IVE DAYS BEFORE A 2007 ARTI- °

cle in the New.England Journal of
Medicine shovred that the diabe-
tes drug Avandia was linked to
@ 43% increase in heart attacks
compared with other medications or pla-
cebos, a group of scientists and executives
from the drug’s maker, GlaxoSmithKline
(GSK), gathered in a conference room at the
offices of the Food and Drug Administra-

tion in White Oak, Md. The GSK goal: to -

convince regulators that the evidence that
the company’s §3 billion-a-year blockbuster
drug caused heart problems was inconclu-
sive. To do that, the GSK officials focused
not on heart-attack data but on a broader,
less well defined category of heart problems
called myocardial ischermnia. The most re-
cent studies of Avandia, the GSK officials
told the FDA, had “yielded information that

~ is inconsistent with an increased risk of

myocardial ischemic events,” according to
sealed court proceedings cbtained by TiME.

What GSK didn’t tell the FDA was that
on May 14, 2007, two days before the White

Oak meeting, GSK's Global Safety Board
had noted that a new assessment of Avan-
dia studies “strengthens the [cardiac-risk]
signal observedin the [previous] analysis.”
Or that eight days earlier, the company’s
head of research and development, Mon-
cef Slaoui, had sent an e-mail to its chief
medical officer saying Avandia patients
showed an “increased risk of ischemic
event ranging from 30% to 43%!” Ot that
the day before the meeting, the company
had produced a preliminary draft report
that showed patients on Avandia had
a 46% greater likelihood of heart attack
than those in a control group.

But the mixed-evidence argument GSK
presented to the FDA worked. After months
of deliberation, the agency decided to keep

‘the drug on the market—amove worth bil-

Hons of dollars to GSK but that also may
have put millions of patients at risk.

Such examples of the drug industry’s
outmaneuvering FDA regulators are dis-
turbingly common, say both scientistsand
policymakers who follow drug approval

and safety monitoring. More than r4o mil-
lion Americans take at least one prescrip-
tion drug in any given month, and they
rely on the FDA to ensure those drugs are
safe, That trust, the story of Avandia illus-
trates,isa gamble. In July, an FDA advisory -

“group conducted the second hearing on

the drug's safety since its 1999 approval
and again concluded that the evidence
against the drug was insufficient to pull
it from the market. The group instead
recommended additional warnings and
Testrictions on Avandia’s use. In the com-
ing weeks, the FDA will decide whether
to take that advice or withdraw Avandia
from the market.

Gaming the System

OVER THE PAST TWO DECADES, AS DRUG
after drug has been recalled after win-
ning FDA approval, it has been hard not
to wonder if FDA regulators have been
captured by the drug industry. FDA crit-
ics and industry monitors charge that
the drug-approval process is too easy for
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pharmaceutical companies to game. Itisin
some ways an unsurprising development.

The FDA serves a public insatiably hungry -

for new medicines. Yet the agency does not
have responsibility for performing safety
testing,. It relies on drug companies to per-
form all premarket testing on drugs for
safety and efficacy. And it relies onindustry
“user fees” for 65% of its budget for post-
marketmonitoring of the drugs it approves,
thankstoa 1992 law designed to speed treat-
ments to patients. “The FDA’s relationship
with the drug industry [is] too cozy,” says
Senator Chuck Grassley of lowa.

Federal studies reveal that the FDA
doesn’t have a complete or accurate list of
prescription drugs on the market and is
missing or has incomplete information on
one-third of the drug-safety and efficacy tri-
als under way. Over the past three years,
the inspector general at the Department of
Health and Human Services found that the
FDA had inspected enly 1% of clinical-trial
sitesfrom 200010 2005 and lacked financial-
disclosure data for clinical investigators in
half of all industry drug reviews.

The results of this broken systemn may
prove criminal as well as fatal. In June,
FDA whistle-blower Dr. David Graham
~ published an article suggesting that Avan-
dia caused 47,000 more diabetics to suffer
heart failure, stroke or death than would
have been the case if they had taken an al-
ternative. The risk is especially troubling
given that diabetics are already more vul-

nerable to heart disease because of their -

condition. Congressional reports revealed
that GSK sat on early evidence of the heart
risks of its drug. Equally alarming is the
revelation that the FDA knew of the dan-
gers months before it informed the pub-
lic. Now the FDA is investigating whether
GSK broke the law by failing to fully in-
form the agency of Avandia's heart rigks,
deputy FDA commissioner Dr. Joshua
Sharfstein tells Time. At the Jeast, the sto-
ry of Avandia shows how drug companies
use uncertainty to their advantage—at a
tisk to public health.

Risk and Reward

IN NOVEMBER 1908, SMITHKLINE BEECHAM
(SB), which more than a year later would
merge with Glaxo Wellcome to become
GlaxoSmithKline, presented the FDA
with an impressive application to market
Avandia: dozens of boxes, each containing
_ eight volumes the size of the New York
City phone book, filled with trial data and
chemical analyses. Avandia, or rosigli-
tazone, was only the second in anew class

Watchdog The FDA's Mishin first voiced concerns aboit Avandia-associated cavdiac visks in 1999

 of antidiabetes drugs that was showing

promise in helping Type 2 patients keep
their blood sugar in check. But the first
product, troglitazone, or Rezulin, wasalso
causing a troubling amount of liver dam-
age, so doctors and patients were eager for
a safer alternative, Aware of this, FDA offi-
cials put Avandia on a six-month fast track
1o approval. As the FDA's medical, statisti-
cal and pharmacological reviéwers went
through the mountain of documents, they
soon found the same thing: Avandia users
experienced more cardiovascular issues,
including arise in bad cholesterol (or LDL)
and lipids, than those taking other anti-
diabetes medications or a placebo. But de-
tailed though the pages of data provided
by SB were, they didn’t show this danger
of heart problems with certainty.

In public, SB executives defended the
safety of their drug. At an April 1999 FDA
public hearing featuring outside experts
charged with recommending whether to

i}

‘Companies are
always going to
present their best
face. It’s our job
to say no.’

—DR. ROBERT MISBIN, FDA
MEDICAL OFFICER

approve Avandia, $B’ head of research and
development, Dr. Tadataka Yamada, main-
tained that Avandia had a “risk-neutral
lipid profile” and “cardiovascular safety...
comparable to placebo and active compara-
tors.” FDA scientists disagreed. Concerned
about the boost in LDL, FDA pharmacola-
gists recommended against approving
the drug. Dr. Robert Misbin, the FDA’s
medical officer, said he would support ap-
proval only if the company commiited to
a thorough safety trial that would include
monitoring for cardiovascular rigsks.

The hearing committee, three of whose
eight voting members had declared fi-
nancial conflicts of interest in the case,
debated the heartissue and eventually rec-
ommended that the FDA approvethe drug,
(TimE requested the forms that waived
the conflicts of interest; an FDA official
declined to release them and said none of
the conflicts involved a relationship with

- 5B.) Then came the horse-trading. After

outside experts weigh in on a new drug,
but before it receives final approval from
the agency, the FDA and the drugmaker
negotiate which tests the company will

~ perform once large numbers of people are

taking it on the open market.
On May 5, 1999, SB sent its proposal for

_testing Avandia to the FDA. The company

didn’t want to do a long-term safety test at
all. Less than a week later, in a letter to his
superior, Misbin threatened to withdraw
his approval recommendation, saying the
risk of heart disease may be increased by
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treatment with Avandia and accusing SB

of attempting to divert attention from dan-

gers that Avandia might pose to patients,
according to parts of the letter read to TimE.

Then, right at the May 25 deadline for
FDA approval, SB made an offer to focus
its testing on the drug’s ability, as com-
pared with competitor drugs, to lower
blood sugar. It was a side step from the
question the agency wanted to answer
about the drug’s safety. Instead of focus-
ing on finding out if Avandia posed a
heart risk, SmithKline Beecham was go-

ing to run a trial its sales representatives

could use to promote the drug. “It was
really a marketing study,” says Misbin
now. But later that day, Dr. John Jenkins,
the FDA's director for new drugs, accepted
SB’s proposal for testing the drug on the
market and approved Avandia for sale, By
agreeing to the company’s version of the
postmarket trial, scientists say, the FDA
abdicated its responsibility to collect reli-
able data on Avandia’s safety.

Even with the FDA’s help, the company

had its hands full In 1999, Dr. John Buse of

the University of North Carolina at Chapel
Hill, a diabetes expert, using slides that SB
officials had presented at their approval
hearing, did his own calculations based
on the data. In speeches, he highlighted
the fact that Avandia users experienced
a more than fourfold rise in cholesterol
compared with those taking a placebo. Be-
- cause elevated cholesterol levels are a risk
factor for heart disease, Buse wrote to the
FDA commissioner, warning that Avandia
could cause “adverse cardiac outcomes.”
In March 2000, officials with the newly
merged GlaxoSmithKline got a copy of the
letter and, Buse tells TimE, contacted his
boss, accusing Buse of being a lar and be-
ingforsale,and saying he needed to be muz-
zled. The company’s stock had dropped, and
“they threatened to sue me for something
like $4 billion, which was the loss of the
. company’s valuation,” he says.

In the meantime, the company took
measures to promote Avandia. In 2001,
GSK worked on an article, later published
in the American Heart Association’s jour-
nal Circulation by Dr. Steven Haffner of the
University of Texas Health Science Center
at San Antonio, arguing that the class of
drugs that includes Avandia could signifi-
cantly reduce cardiovascularrisk factorsin

- animals. Atmeetings with doctorsin 2c01,

GSK sales representatives denied Avandia
had cardiac side effects, prompting the

FDA to issue a public letter of warning

against the company.

Keeping the Public in the Dark
BY 2004, AVANDIA SALES WERE EARNING
GSK more than $1.5 billion a year in the

U.S. alone. But as more people went on-

the drug, the picture on cardiovascular
risk began to get clearer. GSK began are-
view of the drug’s heartrisks, andin 2005
and 2006 the company produced internal
analyses showing 2¢% and 31% jumps
in negative heart events. On May g, 2006,
the company provided these results to the
FDA. The agency didn’t immediately re-
lease those studies to the public, because
its officials “didn’t necessarily agree with
some of the methodology used,” says Dr.
Janet Woodcock, head of the FDA Center
for Drug Evaluation and Research. In-
stead, the FDA put its own statistician on
the job. Just before Christmas that year,
Misbin looked at the statistician’s spread-
sheet and found that “in virtually every.
trial, there were more cardiac events with
Avandia than with the comparator,” Mis-
bin says. He was convinced enough to
call his uncle, who was on Avandia, and
advise him to ask his doctor to switch
him to another drug.

It was seven years after the drug
was approved, and the dangers of Avan-
dia had still not been made sufficiently
clear to the public. The FDA was siiting
on the new analyses, and GSK, the FDA

“discovered during an investigation by its

inspections unit in the fall of 2007, had
failed to report clinical data and other
material from 15 tests of Avandia by the
end of 2006, according toa March 25, 2008,
warning letter to the company. With the
company and the FDA maintaining tight
control over the full database of informa-
tion on Avandia’s effectiveness and safety,
there was little independent scientists
could do to assuage their growing con-
cerns about the drug.

Then came a bit of legal serendipity.
As part of a settlement with the state of
New York over GSK’s nondisclosure of
possible heightened suicide risk among
teenagers taking its antidepressant Paxil,
the company agreed to put.all its recent
clinical studies on.a website. Aware of the
growing concerns among clinicians about
the risks posed by Avandia, in April 2007,
Cleveland Clinic cardiologist Dr. Steven
Nissen Googled the site and downloaded
all of the available Avandia trials. After
analyzing the 4z trials, he wrote up his
findings and in May submitted them to

_the New England Journal of Medicine. He

had found what GSK and the FDA already
knew: a 43% higher rate of cardiac events

FDA and Avandia.

SmithKline Beecham (SB) submits
an application to FDA for Avandia, a
drug that helps control blocd sugar in
people with Type 2 diabetes

1999

APRIL 22

FDA reviewers report cardiovascular
risks in Avandia

MAY 25
FDA approves Avandia for sale

2000

JANUARY

SB merges with Glaxe Wellcome to
become GlaxoSmithKiine (GSK)

2001

OCTOBER

Internal GSK study shows added risk
of heart attack when Avandia is taken
with other diabetes drugs

2002
APRIL
FDA requires warning labels about
Avandia and cardiovascular health

2004
U.S. sales of Avandia reach $1.5 billion

2006

MAY
GSK submits study to FDA finding a
31% increase in heart-attack risk

2007

MAY 15 .
GSHK internal study shows a 46%
increase in heart-attack risk

MAY 16

GSK tells FDA heart-risk data are .
inconsistent

MAY 21

Nissen article reports Avandia
increases risk of heart attack 43%

NOVEMEBER

FDA keeps Avandia on the market
2008

DECEMBER

-Avandia’s U.S. sales drop 49% from

2007's

2010

JUNE _ _

FDA’s Graharn says 47,000 people
suffered stroke, heart failure or death
from Avandia

JULY 14

Majority of FDA panel says Avandia
should stay on the market; a decision
hy the FDA chief is expected soon
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among Avandia patients compared with
those taking other drugs or placebos.

By chance, the New England Journal
of Medicine chose as a prepublication re-
viewer of the Nissen article Hafiner, the
University of Texas doctor who was the
lead author on the 2001 paper that had
suggested that Avandia’s class of drug
could decrease cardiovascular risk. He
faxed a copy of Nissen’s article directly
to GSK. Now GSK faced the threat of
broad public awareness of the hazards of
its drug. So with the clock ticking until
Nissen’s article was to be published on
May 21, 2007, GSK harvested data on car-
diac events from the recently completed
efficacy trial Jenkins had signed off on
back in 1999. Because the trial had been
designed to show efficacy, not safety, its
cardiac data were inconclusive.

As it prepared for the pivotal May 16,
2007, meeting in White Oak with FDA
regulators, G5K came up with an addi-
tional counterattack to Nissen’s study.
Unlike the FDA, European regulators had
insisted on a long-term cardiac-safety
study, called RECORD, when they ap-
‘proved the drug. So GSK argued that the
only prudent approach would be to let
the RECORD trial run to completion in
2000 to reach a definitive answer on car-
diovascular risk. To top agency officials,
itseemed like a reasonable solution at the
time, But three years and hundreds of mil-
lions of dollars in Avandia sales later, it
turns out the RECORD trial may not be as

reliable a study of cardiac risk as agency

officials had hoped.

Regulator, Regulate Thyself
BY 2008, AFTER THE PAINKILLER VIQXX
and the cholesterol-lowering medication
Baycol were pulled from the market be-
cause of side effects and complications,
House and Senate overseers both began
investigations of the drug-approval pro-
. cess and the relationship between the
drug industry and its federal minders.
The Senate Finance Committee concluded
in January zoro, after a two-year review,
that GSK failed to promptly alert the FDA
about Avandia’s drug risks. In response,
FDA commissioner Dr. Margaret Ham-
burg initiated another review of whether
. to keep Avandia on the market. As part of
that review, FDA investigator Dr. Thomas
Marciniak presented a devastating re-
‘port on RECORD’s shortcomings, detail-
ing how the RECORD study minimized
Avandia’s heart risks: one death among
the drug takers, for example, was missing

Sales of the
diabetes drug .
Avandia dropped
after it was
linked to an
increased risk
of heart
attack
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from the final tally, and discrepancies in
some cardiovascular data favored Avandia
by aratio of 4 to 1. The congressional inves-
tigation also uncovered e-mails indicating
that GSX executives had managed to per-
suade the trial's supposedly independent
steering committee to publish interim
results that demonstrated how inconclu-
sive the heart risk was. The trial's design,
Marciniak found, was “completely inap-
propriate and biased.” :

For its part, GSK insists the drugisin-
deed safe and says it has played fair with
the data. It lists multiple studies that
are inconclusive or show no increase in
heartrisk for Avandia. It says it has disci-
plined the sales representatives who trig-
gered the FDA admonition; it updated its
report on Avandia tests after the FDA’s
2008 warning letter. “GSK continues to
stand behind Avandia,” says spokesman
Kevin Colgan. “The facts will support
our position.” Using the most powerful
argument of all, GSK says diabetics des-
perately want and need drugs to lower
their blood-sugar levels. All of this per-
suaded the FDA advisory group this July
to narrowly vote not t6 pull Avandia off
the market, citing a lack of strong evi-
dence that it should be withdrawn. Elev-
en years after the drug was approved,
neither GSK nor the FDA could yet prove
Avandia was safe.

GSK certainly had reason to dispel the
uncertainty if it could. In 2001, it ran a
calculation of what the “net sales down-
side” would be if the cardiovascular “safe-

ty issue intensifies” and found that for
2002-04, potential lost revenue amounted
to $600 million, according to the civil-
court proceedings obtained by TIME.
GSK reported a 10% drop in profits for the
fourth quarter of 2007, partly as a conse-
quence of a drop in Avandia sales follow-
ing the publication of the Nissen article.
Now GSK has other financial concerns,
In March the company put aside $3.5 bil-
tion for “legal and other disputes.” In May
it paid $60 million to settle 700 Avandia
civil cases; in July it reportedly offered to
pay $460 million to settle civil cases claim-
ing the drug caused heart attacks. GSK de-
clines to discuss the costs of—or anything
else about—the investigation the FDA is
undertaking against it.

That investigation may indicate that
change is coming to the FDA. Govern-
ment and independent watchdogs say the
agency has made some progress. In 2009,
government auditors found that the FDA
had begun to bolster the role of drug-safety
monitors. The Health and Human Services
inspector general said last March that the
FDA has boosted its prescription database
of postmarket reports.

But none of that addresses the issue at
the heart of the Avandia case. Science is.
often inconclusive, and the FDA rightly
arguesthat surveyslike Nissen's are some-
times wrong. Where the FDA fell down on
Avandia was in allowing GSK to perpetu-
ate the uncertainty about safety rather
than clarify it. In 2007, the FDA gained
new powers to require postmarket safety
trials, but FDA leaders admit they're still
learning how touse them. Grassley wants
to give FDA safety monitors even more
power, and former FDA chief Mark Mc-
Clellan says the agency should use newly
computerized medical records to track
safety datain nearreal time,

But with the FDA ever more dependent
on industry user fees, and with new drug-
safety concerns emerging year after year,
it will take more than faster data retrieval
to restore the reputation of an agency that
was once synonymous with trust in the
public mind. The FDA will have to start
forcing companies to be transparent and
call them out on it when they're not. Says
the medical reviewer Misbin: “Compa-
nies are always going to present their best
face. It’s our job to say ne.” In that sense,
the FDA just needs to perform the task it
was charged with more than roc yearsago:
protecting the public interest by keeping
industry honest. —wiTH REPORTING BY
SUSAN WEILL/NEW YORK n
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