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Antidepressants

N
ew generation antidepressants 
aren’t all they’re cracked up to 
be. That seems to be the central 
message in the meta-analysis 
published this week by Irving 

Kirsch and colleagues in PLoS Medicine,1 and 
it was this message that made the headlines. 
Kirsch’s conclusion follows on the heels of 
similar studies showing that statins are use-
ful in only a small subset of patients taking 
the drugs2 and earlier studies finding that 
the safety and performance of cyclo-oxyge-
nase-2 (COX 2) inhibitors were worse than 

they first seemed.3 All of which further rein-
forces previous criticisms that regulators in 
the United Kingdom and the United States 
are not doing their duty to protect the public 
from useless or dangerous drugs. But there’s 
another, deeper problem here—a problem 
that, ironically enough, was highlighted by 
GlaxoSmithKline’s news release stating that 
Kirsch’s conclusions are “incorrect” because 
he evaluated only a “small subset of the 
total data available.” How can regulators, 
the public, and doctors know how useful (or 
how potentially dangerous) drugs really are 

unless outside researchers have access to all 
the data?

The gist of Kirsch’s analysis of published 
and unpublished data from studies of anti-
depressants in adults was that only a very 
small subset of patients seemed to benefit to 
a clinically significant degree. The study’s 
analysis and interpretation have since 
attracted fairly widespread criticism, not just 
from industry. But even now, do we really 
know the truth about antidepressants? Or 
statins? Or any other drug on the market? 
Even when researchers make exhaustive 
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searches and file requests with regulatory 
authorities under freedom of information 
legislation, the datasets they need to validate 
results can remain tantalisingly out of reach.

Ending publication bias: necessary but  
not enough
Lack of access to data is an ongoing problem 
in the United States, despite passage of the 
Food and Drug Administration Amendments 
Act (FDAAA) of 2007, which was intended to 
make clinical trial data more transparent. The 
act requires most clinical trials to be registered 
and their results to be posted at ClinicalTrials.
gov, a clinical trials registry of the National 
Library of Medicine. It’s an admirable first 
step,4 but the FDAAA may not reduce the 
likelihood of dangerous or ineffective drugs 
remaining on the market as much as some 
people might have hoped. For one thing, it 
fails to fully overcome the problem of publi-
cation bias, in part because some studies do 
not have to be registered or have their results 
posted (such as preclinical or toxicity trials 
or trials for drugs and devices that fail to win 
approval for any indication). But access to full 
data is also constrained by other policies and 
laws, such as trade secrecy laws, that prohibit 
the release of some important clinical data—
data not carried by ClinicalTrials.gov.

A 2008 study by Erick Turner and col-
leagues in the New England Journal of Medicine 
highlights the problem of publication bias.5 
They found that 8% of antidepressant trials 
with negative findings were reported as neg-
ative, while positive trials were reported as 
such 97% of the time. Publication bias is not 
limited to antidepressants. A former clinical 
reviewer for the FDA, Turner told the BMJ 
that it is critical for researchers to be able 
to obtain complete study protocols and full 
datasets to be able to determine whether a 
study’s conclusions are valid. His concerns 
were highlighted by a 1999 study that looked 
at papers published in five top medical jour-
nals.6 It found that in 18% to 68% of articles 
(depending on journal) the authors’ conclu-
sions as stated in journal abstracts either were 
not supported or were contradicted by data 
given in the body of the article.

To overcome publication bias, researchers 
often request data from the FDA. That’s what 
Kirsch and his colleagues did. They filed a 
request under the Freedom of Information 
Act with the agency for all study data for 

the six most widely prescribed of the new 
generation antidepressants on the market. 
The FDA identified 47 relevant trials, but 
for reasons known only to itself the agency 
failed to release data from nine of the trials. 
The FDA told the BMJ that it 
would look into the reasons 
for the failure to release the 
nine studies—which, as it 
happens, all yielded negative 
results. Although Kirsch was 
able to get some data from 
drug makers, he was ulti-
mately unable to obtain data 
for 38% of test participants in 
trials of sertraline and 23% in 
trials of citalopram—making 
it impossible to analyse two of the six anti-
depressants for overall efficacy.

Part of the problem here, of course, is that 
to be able to ask for study data researchers 
must know that a study has been done. Until 
now this information was often not easy to 
come by. Companies could legally refuse to 
reveal that they were even conducting certain 
studies of drugs already on the market. The 
FDAAA remedies this problem by requir-
ing researchers and companies to post the 
primary and secondary outcome measures of 
their studies at the time of registration (gener-
ally within 21 days of enrolment of the first 
patient) and the results within one year (with 
extensions up to two years) of the time that 
the FDA approves the drug or some other 
action is taken or the trial is concluded.

This is all well and good. But the law does 
not require the registration of studies that 
were performed in the past for drugs that are 
currently on the market. Should researchers 
wish to perform studies like that of Kirsch 
and his colleagues, ClinicalTrials.gov won’t 
make it much easier for them. Nor does the 
FDAAA mandate the release of underlying 
data. Instead, only the key summary results 
must be posted. Deborah Zarin, director of 
ClinicalTrials.gov, says that the registry will 
require summary results for primary and sec-
ondary outcome measures in tabular form, 
though details are still being worked out.

In some circumstances, that may be 
enough. But there are a number of cases 
in which it isn’t. Without access to under-
lying data being fully available to research-
ers, patients are at risk of serious harm. 
Fred Geisler, a neurosurgeon at the Illinois 

Neuro-Spine Center, points to the use of high 
dose steroids in patients with spinal injury 
on the basis of a single, potentially flawed 
study funded by the National Institutes of 
Health (NIH).7 Geisler believes that several 

thousand patients have died 
as the result of high dose ster-
oids used to treat acute spinal 
cord injury. Two recent sur-
veys show that most neuro-
surgeons share his concerns.8 
They think that steroids are 
either useless or dangerous; 
yet when asked why most 
of them continue to give the 
drug, they cite fears of mal-
practice on the basis of the 

standard of practice set by the NIH study. 
Several researchers have lobbied unsuccess-
fully for the release of the underlying data, 
without which they cannot verify their con-
cerns—or lay them to rest.

When should a clinical outcome be  
a trade secret?
Perhaps the most daunting obstacle to full 
access to data—and one that the FDAAA 
doesn’t deal with—is the trade secrecy rules 
that allow the FDA and industry to prevent 
disclosure of critical data, regardless of what 
they are now required to post on Clinical-
Trials.gov. This aspect of drug regulation 
surfaced in 2005, with the death of 19 year 
old Traci Johnson, who committed suicide 
while serving as a healthy volunteer in a trial 
of duloxetine for a new indication, urinary 
incontinence. After requesting the data on 
duloxetine from the FDA, one of us (Len-
zer) found that Johnson’s death, in addition 
to those of at least four other volunteers, 
was not included. When questioned, the 
FDA cited trade secrecy laws,9 which per-
mit companies to withhold all information, 
even deaths, about drugs that do not win 
approval for a new indication, even when 
the drug is already on the market for other 
indications.

The potential risk to patients should be 
obvious. Take valdecoxib, a COX 2 inhibi-
tor that was withdrawn from the market 
because it posed a serious risk of heart 
attacks.10 In 2004 the health research group 
of Public Citizen, a non-profit, public inter-
est organisation in Washington, DC, tried to 
assess the drug’s safety profile. In 2001 the 
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manufacturer applied for approval to market 
valdecoxib for four indications: osteoarthri-
tis, dysmenorrhoea, adult rheumatoid arthri-
tis, and acute pain. The FDA approved the 
drug for the first three indications but not 
for acute pain, and some of the information 
about the acute pain trials was withdrawn 
from the FDA website and a statement given 
that the information contained “trade secret 
and/or confidential information that is not 
disclosable.”11 That left the researchers and 
the public in the dark. Did the drug fail to 
relieve acute pain? Did it have serious side 
effects? It is precisely these failed trials that 
should be made public.

Similarly, when Peter Jüni and colleagues 
requested data from the FDA on valdecoxib, 
they too received a page of material so heav-
ily censored that it looked more like a mili-
tary intelligence document than a medical 
study.3 Redaction, the censorship of certain 
information in a document that is released, 
is carried out under exemption 4 of the Free-
dom of Information Act, which allows trade 
secrets or “protected commercial informa-
tion” to be concealed. But what commercial 
interest is there in censoring the clinical out-
comes of participants in clinical trials? Should 
a death be considered a trade secret? Should 
lack of efficacy be a trade secret? Sid-
ney Wolfe, director of Public Cit-
izen’s health research group, 
said, “I’ve never been able 
to get any kind of proto-
col for what [FDA staff] 
are instructed to redact, 
but in general they 
redact way more than 
they should.” He added, 
“Of course, it’s a catch 22, 
because if you don’t know 
what they are redacting you 
can’t argue that it should not 
have been redacted.”

Alastair Wood, the head of the FDA’s 
advisory committee on the safety of COX 2 
inhibitors, insists that there is no reason ever 
to redact clinical trial data. “There are some 
things like manufacturing data that might 
be commercially sensitive information,” he 
said, “but that’s not in clinical trials.” So, 
how can withholding statistical reviews and 
clinical data be justified? Without knowing 
what information is being withheld or the 
rules guiding redaction, the interpretation of 

what constitutes a trade secret seems itself to 
be a trade secret.

The universe of data
Turner, author of the study on publication 
bias and antidepressants, says that although 
the ClinicalTrials.gov database is a posi-
tive step towards greater transparency he 
believes that an excellent database already 
exists. The FDA database, he says, should 
be made available to researchers. Unlike the 
ClinicalTrials.gov database, which includes 
information only from studies that either 
started or had not concluded by the end of 
2007, the FDA database can reach back to 
provide data on the overwhelming number 
of drugs already on the market. Further-
more, the FDA database contains a vast 
array of scientific reviews, while the results 
posted at ClinicalTrials.gov will be far more 
rudimentary. The FDA says that it is far too 
onerous to put all its material online, espe-
cially as it would have to comb through all 
the data for trade secrets. But, as a number 
of experts have pointed out, the burden on 
the FDA from future requests made under 
the Freedom of Information Act would be 
lessened if it posted all its data.

Beyond studies of drugs and devices 
already on the market—or that will 

come onto the market—there 
are data from failed tri-

als of drugs that never 
win. These data should 
also be preserved for 
researchers. Currently, 
when a drug isn’t 
approved, all infor-
mation about it is pro-

tected as a trade secret. 
At first blush it might 

seem unnecessary to learn 
about drugs that aren’t on the 

market at all. But, Wood says, “Sup-
pose someone develops a drug for disease X 
and it either causes toxicity or doesn’t work. 
That’s something people should know.”

But data from failed drug applications 
are protected as trade secrets so that drug 
companies aren’t put at a “competitive dis-
advantage” when other companies, learning 
of the initial studies, aren’t forced to expend 
the same “wasted efforts.” Reproducing 
wasted efforts can mean wasted lives—and 
wasted money. It also violates the covenant 

between human participants and researchers 
by allowing them to be exposed to unnec-
essary risks. This is a question of ethics. 
Should a second company be allowed to 
launch a trial of a similar drug without the 
benefit of knowing it may pose a danger to 
participants? There should be a centralised 
database for such preclinical and failed trails, 
Wood says. “We shouldn’t be walking down 
paths that lead to nowhere.”

Ultimately, forcing companies to expend 
“wasted efforts” so as to protect commercial 
interests, redacting clinical information from 
studies of drugs and medical devices, and 
failing to insist that data derived from the 
sacrifices of human volunteers be placed 
in the public domain simply can’t be 
reconciled with what is in the public interest. 
Trial participants, as well as patients who 
take drugs and doctors who prescribe them, 
deserve nothing less than the assurance that 
all the news—not just the good news—has 
been carefully assessed. 
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