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Executive Summary Antidepressant He

The enclosed document arose from a direct invitation from Dr. Robert Temple,
[Director of the Office of Drug Evaluation I, of the Food and Drug Administrion, in th
course of a meeting organised at FDA on February 3rd 2004. The meeting was
[focussed primarily on the issue of suicidality in children taking SSRIs. But this issur
does not stand alone. It would appear that we have reached a crisis point in both tt
Iregulation of psychotropic drugs and perhaps all drugs and a crisis point in psychie
and perhaps all of medicine. It will become clear from the material laid out here tha
most if not all of the supposedly scientific literature on giving SSRIs to children ma
be ghost-written. It also seems clear that FDA do not know basic things about the
of these drugs such as how many people are on the drugs.

This paper offers a model that for the first time gives an estimate as to likely numbs
of people who have taken Prozac, Paxil and Zoloft since their launch in the US. Frc
[this it is possible to derive an estimate of the numbers of people who have commiti
suicide over and above the numbers who would have committed suicide had SSRI
drugs never been marketed. This points to a figure of 21,000 excess suicides. It
seems quite likely that when this model is in due course fed real figures from actua
dead people, that this estimated figure will appear conservative.

One way out of the problem is outlined in this paper, namely to adopt a system tha
I‘encourages consumer reporting of adverse events. The current crisis makes it clez
hat consumer reports are often considerably more accurate than physician reports

The material laid out here gives rise to a series of questions for FDA:

1. In the light of Traci Johnson's death on February 7th 2004, will FDA obtain
Pfizer's entire folder on the 1982 Hindmarch study in which healthy volunteer
were given Zoloft, and make a statement as to whether data of this kind can
indicate whether SSRIs can induce suicidality?

2. Will FDA undertake to obtain all of Glaxo SmithKline's trials in children and
make available an analysis of all the data in regard to suicidality and aggress
behavior?

3. In the light of the details below, will FDA comment on their characterization o
the British approach to the question of the risk benefit ratio for SSRIs in
pediatric populations as superficial?
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4. Will FDA confirm that companies have inappropriately coded suicidal acts un
the heading of placebo in trials of Prozac, Zoloft and Paxil in adults, and will t
agency give a true set of figures for the suicidal acts on both active treatment
and placebo in registration trials for adults?

5. Given that Paxil/Seroxat shows the greatest number of withdrawal syndrome
reports to WHO for any psychotropic drug ever, and given that the full
dimensions of this problem remain unknown, with the company changing its
estimates as to the frequency and severity of the problem at regular intervals
will FDA outline exactly how a randomized withdrawal design could demonsti
these drugs work for either children or adults?

6. Given the abundance of evidence that physicians commonly increase the do
of SSRIs when faced with a patient not doing well on treatment, particularly
during the early phases of treatment, what advice will FDA offer to doctors to
minimize the risk of this happening inappropriately?

7. What will FDA do to remedy the incredible fact that Americans track the fate «
parcels through the post 100 times more accurately than they track the death
children and adults on these drugs?

8. Specifically, in the light of the failures of physicians to report adverse events,
FDA consider an initiative begun by the mental health charity, MIND (UK) to
foster consumer reporting of drug induced adverse events?

Finally, | would like to thank the Alliance for Human Research Protection for the
opportunity to post this document on the AHRP website, so that these questions ce
be made public as part of a process of holding FDA to account for what seems
increasingly likely to be one of the greatest drug disasters in the agency's history.

[February 19th, 2004

JPeter J. Pitts

Associate Commissioner for External Relations
Food and Drug Administration

Parklawn Building

5630 Fisher's Lane

Rockville MD 20857

United States of America

[Dear Mr Pitts

This open letter follows a meeting organized with you by Jennifer Tierney on Febru
3rd 2004, the day after the PDAC hearing on the use of antidepressants for childre
At this meeting, Dr Temple invited a submission of the details of studies referred to
[the course of a presentation of the issues. This letter, which will probably be poste«
on the MIND UK website, linked to Richard Brooks presence at the February 3rd
meeting, seeks to do just this.

[Healthy volunteers and Non-Depressed Patients

A great number of the patient testimonies in the course of the Feb 2nd hearing wer



|from individuals who became suicidal on an SSRI when their underlying disorder was
Lyme Disease, migraine or a condition such as social phobia.

This had also been the case in the 1991 hearings, when it was framed by Dr Temple
as follows (transcript page 266):

The discussion we heard earlier showed that people who commit suicide
are highly likely to have a diagnosis of depression, which means that
somebody identified them as in a high-risk category. But there were still a
significant number of people who committed suicide without having that
sort of diagnosis and | guess | would like some advice or discussion on
who those people were.

| ask for the following reason. The anecdotes that one hears that are most
evocative to me anyway are not the ones where people who have a 20-
year history of suicidal ideation and then finally do it - that is not too
surprising - it is where they assert that there has never been anything in
their minds like that before and yet now they have suddenly become
excessively concerned with suicide and may even do it.

[Despite his eloguent statement in 1991, when the question came up on February 2nd
and 3rd of the relative contribution of the disease and the treatment, Dr Temple
appeared to be unable to tease out the contributions from these two sources. In the
1991 hearings, he had put it that FDA was faced with a problem comparable to
deciding if an anti-angina drug could cause angina.

[But in fact the antidepressant field is built on the universal belief that at least one drug
with antidepressant properties, reserpine, causes suicide. This belief hinges on the
[fact that all the recorded suicides on reserpine happened in normal individuals who
were taking this drug as an anti-hypertensive. It was in the context of reserpine use
l\hat clinicians first began to describe an activation syndrome of the type that the 2004

PDAC pediatric psychopharmacology meeting indicated that FDA should warn
parents and doctors about.

In the SSRI trials of healthy volunteers, this issue reaches perhaps its greatest
definition. Such phase 1 studies were conducted by companies on their drugs during
[the 1980s. One of the most illuminating of these studies involving Zoloft was
conducted by Hindmarch et al in Britain in 1982.

At a deposition in Miller v Pfizer, counsel for Pfizer, Malcolm Wheeler, said that this
study was sent to FDA and other regulators. Mr Wheeler asked whether | had
FfonNarded details of a healthy volunteer study, involving Zoloft, in which two
volunteers had become suicidal, that had been undertaken by my group in North
\Wales to the regulators.

On April 6th 2000, | wrote to MHRA and FDA reporting the data from the North Wales
Zoloft healthy volunteer study and asking whether comparable data from any
company study had been reported to FDA/MHRA. FDA never acknowledge receipt of
me letter (faxed to Dr Laughren).




|My correspondence with MHRA is on the socialaudit.org website. In the course of this
it became clear that MHRA at least initially did not have access to and had no
awareness of the Hindmarch study and its significance. Subsequently the MHRA
appeared to have operated on the basis of a four-page summary of the study
prepared for them by Pfizer.

Anyone familiar with the conduct of Phase 1 studies will know, particularly when
hings go wrong, that the paperwork can amount to several hundred pages between
he data pages, diaries of healthy volunteers, and reports prepared by company
representatives on problems encountered in the course of the trial. If these details
were made public in this case | believe that it would be clear that the induction of
agitation, or an activation syndrome, that can include suicidality and homicidality was
a recognized class effect of SSRI medication in the early 1980s.

it may be that "activation" was rationalized in the 1980s as occurring in "normal
brains", whereas the drugs would ultimately be given to people who were depressed.
{But the testimony at both the 1991 and 2004 FDA hearings was of such effects
developing in people who were not depressed and SSRIs are now commonly given to
people who are minimally, if at all, depressed.

In the course of the February 3rd meeting Dr Temple conceded that it is well
recognized that SSRIs can cause agitation, but he then went on to claim that the link
between agitation and suicidality had not been demonstrated. DSM-IV however
clearly links akathisia to suicide and akathisia in clinical trials of both healthy
volunteers and patients is commonly coded under the heading of agitation, when not
coded as emotional lability.

From a safety point of view, this issue is more appropriately turned on its head. It is
clear that the companies have not attempted to characterize the nature of this
agitation, so that for all FDA know every single healthy volunteer who has become
agitated on SSRIs may also have become suicidal. These issues have not been
explored, or if explored the details have not been recorded. However, in the case of
he Hindmarch study, | would think many reviewers accessing the data in its entirety
would conclude that the agitation could include suicidality/ aggression.

[in addition to Zoloft trials in which there has been a dose dependent induction of
agitation in healthy volunteers (Saletu et al 1986), there have for instance been
Paxil/Seroxat healthy volunteer trials in which every volunteer dropped out largely for
neuropsychiatric reasons. The explanations offered by FDA reviewers for this -
namely that these trials were being conducted in medical students who were likely to
be more sensitive to treatment side effects than others, or that trials were being
conducted by investigators new to the business - might be amusing in another
context. :

The question of suicide in normals has come to the fore with news that a 19-year old
girl, Traci Johnson, in one of Lilly's healthy volunteer trials of duloxetine committed
suicide on February 7th 2004. At least one further volunteer in the Paxil/Seroxat
program of trials in the 1980s committed suicide. There may have been others. From
FDA's point of view are these and all the other testimonies presented at the February
2nd hearings simply anecdotal deaths?




IcCMAt Document, October 1998:

This document, sent to the BBC following a series of BBC programs on Seroxat/Paxil,
was left with FDA on February 3rd (See Appendix 1).

The Central Medical Affairs team (CMAt) was a division within SmithKline Beecham,
which helped manage issues across SmithKline's portfolio of drugs, such as
withdrawal, weight gain on treatment, or difficulties with sleep etc. The emphasis was
generally on either refuting the claims being made by critics or other companies or
[putting the claims in context - thus all antidepressants cause weight gain or may
cause dependence, we're no worse than others etc.

As of 1992, SmithKline and other companies were asked by FDA, as part of the
approval process of their drug for adults, to conduct studies of their drugs on children,
as these drugs would be used off-label and it was therefore important to know
whether there were any safety issues.

CMAt were faced with the results of a trial, Protocol 329, which was run from 1993
Ithrough to late 95/early 96. This was the biggest, and best trial of any SSRI
undertaken in children. Its results were conclusive. Seroxat/Paxil in general didn't
work. The results in terms of hazards were also conclusive; Seroxat/Paxil had a
statistically significant excess of suicidal acts compared to comparators - 5 suicidal
acts from 93 children on Seroxat/Paxil compared to none from 89 children on placebo
and 1 from 184 children on either imipramine or placebo. Furthermore roughly 10% of
[the children had psychiatric side effects on Seroxat/Paxil, which is particularly
significant against a background of failure to demonstrate that the drug worked.

These results from Protocol 329 gave rise to the dilemmas CMAt deal with in this
document. One option was to publish only the positive results from the study. The
study was in fact published in 2001 - 5 years later - as Keller MD, Ryan ND, Strober
M, Klein RG, Kutcher SP, Birmaher B, Emslie G, Wagner K et al. Efficacy of
paroxetine in the treatment of adolescent major depression: a randomized, controlled
rial. J Am Acad Child Adolesc Psychiatry 2001 40: 762-772. The authorship line of
his paper included many of the most distinguished figures in US psychiatry. The
paper concluded that Paxil/Seroxat given to children was safe, effective and well-
ftolerated.

iln the published version of 329, suicidality vanishes under a carpet of emotional
lability. While this is a legitimate side effect coding term, few readers of this paper,
academic or lay, will have realized what lay behind this term as it appeared in the
paper. Similarly in this and other Seroxat/Paxil pediatric studies aggressive events
disappear under the heading of hostility, a term that covers homicidal acts, homicidal
ideation and aggressive events.

CMAt's recommendation was not to send the data to the regulators, as FDA will have
o advise that the label state that Paxil/Seroxat in trials has not been shown to work
or minors, as not including this would encourage off-label use.

The issue of suicidality was not raised in the document, perhaps because SmithKline
was confident it could conceal this problem under terms like emotional lability - see




lbelow.

At that point in time the overwhelming commercial imperative for SmithKline referred
l:o in this document may well have been their adult market. In the UK there were at
his stage roughly 500,000 adults on the drug each year and perhaps 8-10,000
children/teenagers. In sales terms children were insignificant.

|}n the US, at this time there were ¢ 3 million people annually starting Paxil, with a
urther 3 million taking it chronically - see below. Something like 100,000 children
started treatment annually on Zoloft and on Prozac and on Paxil/Seroxat - a relatively
small proportion of the total. The number of children may have been growing fast
[however, following front page promotions of teenage depression in Newsweek in
2002, and the publication of the Keller et al (329) article in 2001, which had a
considerable impact on clinicians. Work by Zito and others suggests that a significant
[proportion of this childhood group in both the US and the UK were preschoolers, in
some cases as young as 1 year old.

The CMAt document makes it clear that another protocol, 377, was even more
comprehensively negative than 329. There were no plans to publish 377. Dr
u_aughren's presentation at the PDAC hearing referred to some children having more
han one suicidal act; was that a problem affecting this protocol? There must also be
a concern in a protocol conducted in South American and South Africa back in the
I:nid-19908 that a number of children may have been lost to follow-up making the

issue of whether they actually committed suicide or not unknowable; did this affect
his protocol?

The company has not revealed any details about study 511 cited in the CMAt
document or study 716, and it appears from statements by Drs Temple and Katz
[immediately after the Feb 2nd meeting that FDA have not seen either of these studies

The Post CMAt Evolution of Events

As put forward by the FDA at the PDAC hearings on February 2nd, the data on
suicidal acts in these Glaxo SmithKline trials became clearer following a request by
[FDA to the company to clarify the events that lay behind the term emotional lability.
This was in October 2002.

At the same time, study 329 featured in the first Panorama program on Paxil/Seroxat.
The Panorama programs intersected with Glaxo-SmithKline's later application to the
MHRA to seek a license for Paxil/Seroxat for minors for social phobia and OCD in the
UK. This application, as | understand it, led MHRA to request the data from Glaxo
SmithKline's trials in pediatric depression. This data came in a form that clarified what
emotional lability meant, leading MHRA to issue a first warning. FDA apparently had
not received the data at that point, over 6 months after asking for it.

However, an even fuller sequence of events is that FDA officials, S Galson and J

lexrod, met with Messrs Faber and Murgatroyd in early October 2002, who
suggested that FDA should investigate Glaxo SmithKline's use of the term emotional
lability in their clinical trial programs. Emotional lability has been listed as a "frequent”
adverse event for Paxil/Seroxat ever since the original label for the drug was




approved in late 1992. It was only after this meeting that FDA asked the company to
clarify the meaning of the term emotional lability.

An Analysis of Suicidality in SSRI Pediatric Trials

This sequence of events led me, when visiting Glaxo-SmithKline's archives in
"|Philadelphia in the course of In Re Paxil litigation, to look at indices of withdrawal
I(rom Paxil/Seroxat trials in children, as a warning letter to doctors in the UK from GSK

in June 2003 had indicated that during the withdrawal phase of treatment children
were at increased risk of becoming suicidal.

[l reviewed protocols 329, 377, 701, 453, 658, 704, on which FDA have based their
assessments of this drug, as well as protocols 715 and 716, assessing among other
[things the narrative summaries on all patients where these were present as well as
details of adverse events such as investigator's judgments as to the relatedness of
[these events to drug intake and the relationship between the time of any dose change
and the adverse event.

rials, and combined with statements in the published literature, it is possible to make
he following points about the data sent to FDA. These points, | believe, justify the
approach taken by MHRA towards the data, namely that it is not worth worrying too
much about getting the "signal" from these trials fixed as accurately as possible as
he methodologies are so poor that retrospective tinkering of the type currently
proposed by FDA does not seem warranted.

E)n the basis of this review, as well as comparable reviews of other data from adult

First, the narrative summaries that FDA propose to send to the Columbia psychiatric
group for blind review of suicidal content are not blindly constructed. In these trials,
here would appear to be a systematic bias on the part of the clinical investigators to
deny the role of active drug in the causation of problems; which may in fact be
supplemented by a tendency to blame placebo for problems with suicidality where
[these occur in association with each other. Against this background, the non-blind
construction of these summaries along with the many psychosocial events that
narrative summaries in this domain typically include will commonly give enough doubt
o enable a re-categorization of suicidal acts to suicidal gestures or other
categorizations.

Second, narrative summaries in general are typically only present for the final suicidal
lepisode or adverse event that leads to discontinuation from a study, but in SSRI trials
some children have had more than one suicidal episode. Against a background of
investigator reluctance to credit suicidality to the active drug, it is highly likely that the
majority of unrecorded suicidal episodes/acts will have occurred in the active
reatment group rather than on placebo. In other words, the true picture as regards
he number of suicidal acts may be considerably worse than is currently represented
in the data.

hird, FDA appear to have ignored the issue of any relationship between dose
change and suicidal events, even though the letter from Glaxo SmithKline to
healthcare professionals in the UK now states clearly that dose lowering of
Paxil/Seroxat may lead to suicidality.




[Fourth, it seems clear from conversations with Drs. Temple and Katz that there is
data FDA have not seen Glaxo SmithKline's protocols 511 and 716, for instance.

These can be expected to yield a further number of narrative summaries, as can

other studies such as 715.

Finally, many observers with clinical trial experience will guess that it is highly likely
hat a number of children who dropped out of these pediatric studies which were
organized in South America, South Africa and elsewhere will have been lost to follow-
up, so that FDA statements that no children enrolled in these trials committed suicide
may well be in error.

Paxil/Seroxat protocols 329, 377, 453, 676, 701, 704 and 716, supplemented by data
rom GSK's Canadian website, FDA medical reviews of Prozac trials for depression
and OCD, published data on Zoloft/Lustral as well as an expert report prepared for
[Pfizer in 1997, and one of two studies on Cipramil taken from the MHRA website. A
second study gives a more favorable picture for Cipramil, but | did not become aware
of this study until after the analysis was finished. The results from that study would
Inot substantially affect the results outlined here.

[ have analyzed the data from pediatric trials for suicidality and hostility using

This analysis does not include data on venlafaxine, mirtazapine, nefazodone or
[buproprion. Wyeth has independently indicated that venlafaxine should not be used in
children because it causes suicidality and hostility. Nefazodone has been removed for
adults from European, Canadian and Australian markets.

[l have broken down the studies into a group of depressed and a group of anxious
studies, which involve children being treated for obsessive-compulsive disorder
(OCD) or social phobia. Because | am subject to confidentiality orders, the data
cannot be broken down by individual trials.

From a pool of 931 depressed patients taking the above SSRIs versus 811 depressed|
patients taking placebo, there were 52 suicidal acts on SSRI versus 18 on placebo.
This is a 5.6% rate versus a 2.2% rate or a relative risk of 2.51. The data was
analysed using a Mantel Haenszel procedure. The default procedure here gives a
point estimate of the common odds ratio of 2.51, (95% C.1., 1.46, 4.34, p = 0.000899).

In a pool of 638 anxious patients taking SSRIs versus 562 anxious patients taking
placebo, there were 10 suicidal acts in the SSRI group versus 1 in the placebo group,
a 1.6% rate versus a 0.18% rate. When the data was analysed using a Mantel
Haenszel procedure, the point estimate for the common odds ratio 11.31 (95% C.1.
1.34, 95.64, p = 0.0156).

This data is consistent with independent contributions from both the illness and the
itreatment. Depression carries with it a greater risk of suicidal acts than do the anxiety
disorders, but in the case of the anxiety disorders the risk from treatment is no less
Fthan in the case of depression.

JWhen these data sets are combined in 1569 patients put on SSRIs there were 62
episodes of suicidality versus 19 episodes in 1373 patients put on placebo. This is a
4% rate in the SSRI group versus a 1.4% rate in the placebo group, or a relative risk




of 2.9 times greater on SSRIs. Using a Mantel-Haenszel procedure, the point
estimate for the common odds ratio is 2.91 (95% C.l. 1.73, 4.91, p = 0.000041).
These figures parallel the figures from adult trials submitted to the FDA as part of the
[license applications for recent antidepressants.

[in analyzing the adult data, | started from FDA medical reviews of recently licensed
antidepressants for adults. The critical methodological point in these adult studies is
hat it is now apparent that Lilly when submitting their data on Prozac to FDA filed as
placebo suicides and suicidal acts, acts that had not happened on placebo, but had
happened during the run-in phase of the trial, or that had happened months after the
clinical trial was over (See Appendix 2). Despite FDA recognition that these
procedures are inappropriate, Glaxo SmithKline and Pfizer have also filed under the
heading of placebo suicidal acts that did not happen in the randomized phase of their
respective trials (See Appendices 3 & 4).

Once this is taken into account and the figures adjusted accordingly (see Table 1),
lthe results for SSRIs versus placebo using an exact Mantel-Haenszel procedure, with
a one-tailed test for significance, the odds ratio of a suicide on these new
antidepressants as a group compared to placebo is 4.40 (95% Confidence Interval is
1.32 - infinity; p = 0.0125). The odds ratio for a suicidal act on these antidepressants
compared to placebo is 2.39 (95% Confidence Interval 1.655 - infinity; p < 0.0001).
The odds ratio for a completed suicide on an SSRI antidepressant (including
venlafaxine) compared to placebo is 2.46 (95% Confidence Interval 0.707 - infinity; p
= 0.16), with an odds ratio for a suicidal act on SSRIs compared to placebo of 2.22
[(95% Confidence Interval 1.47 - infinity; p < 0.001). These data have been the subject

of two peer review publications at this point.

There is a striking overlap between the results in trials from adults and pediatric trials.
While the rate of suicidal acts is higher in pediatric trials of depression, the
relationship between active treatment and placebo is the same in both adult and
pediatric groups. It should also be noted that the suicidality issue in these pediatric
studies is not a matter affecting the 6-12 year old age group, showing a decline
hereafter through the teenage years that could be extrapolated into adulthood. On
he contrary, as Glaxo SmithKline make clear, the issue affects teenagers much more
han preteens.

Finally, Glaxo SmithKline's website also contains data on acts of hostility from 4
different protocols. | have been able to review the narrative summaries and data from
[these and one further protocol. These protocols combined yield a total of 524 patients
on Paxil/Seroxat versus 526 on plabebo, with 31 hostile episodes on Paxil/Seroxat
versus 2 on placebo. Using a Fisher exact test for count data, this gives a point
estimate of the common odds ratio of 15.54 (95% C.I. 3.92, 134.91, p = 0.000001).

These results are in line with the analyses of the data conducted by Andrew
IMosholder of the FDA and by the MHRA, but excludes a number of drugs these
authors included. This analysis represents a much purer set of SSRI drugs, and more
data on SSRI drugs than has been available to other reviewers.

' [Crisis in the scientific literature




One of the key points about this issue is the crisis it points to in the scientific
literature. All of the articles on randomized trials on Prozac, Zoloft, Paxil/Seroxat and
Efexor, whether in full publication or in abstract form, describes these drugs
universally as safe, effective and well-tolerated. This is despite the fact that it is now
clear that in the opinion of FDA, and MHRA reviewers and others that in 13 or 15
depression trials the drugs were not effective, and not safe.

hat 10% of children have psychiatric side-effects on Paxil/Seroxat, in study 329, and
in the combined Zoloft depression trials 9% of children drop out for adverse events. In
other Zoloft trials (Alderman et al) the rate of suicidality on the Zoloft was 9% in
depressed children. The published article on this latter study reports on adverse
levents that occurred at a 10% rate or more and hence it fails to mention that there
was any issue with suicidality in these children. A further article on Zoloft by
Ambrosini et al, which reports on a 5.7% rate of suicidality on Zoloft, says that
"Sertraline is effective, safe and well-tolerated".

Ifurthermore it is clear that in many instances these drugs may not be well-tolerated in|

There is probably no other area of medicine in which the academic literature is so at
odds with the raw data. A possible explanation is that this literature has had a
significant ghostwriting input, a possibility that the ACNP Task Force Report,
published 10 days before the FDA hearing and widely seen as a pre-emptive strike at
FDA, does nothing to dispel. The Task Force reported SSRIs to be effective, safe and
well-tolerated, but the authors claimed that they might be mistaken in that they had
|not seen the raw data. The authors of the Task Force Report, however, include
Emslie, Wagner and Ryan who are authors on almost all of the randomized trials on
SSRIs, in addition to study 329. On what basis can they claim not to have seen the
jraw data?

Symbolically perhaps, the ACNP Report states it had medical writing input and for a
considerable period of time following publication, this report was not available from
IACNP offices. Those who wished to get the document were referred to GYMR, a
public relations company in Washington, whose medical writers "know how to take
he language of science and medicine and transform it into the more understandable
language of health".

The CMAt document shows what may be involved. The authors of this document
state that "positive data from study 329 will be published in abstract form and a full
|manuscript will be progressed". Science depends on access to, or a fair
representation of, all of the data. Portraying positive only results as science, in other
settings, has been called fraud.

While it is not FDA's brief to regulate the academic literature, the possibilities of a
close to fraudulent representation of data and of extensive ghostwriting does set up
an argument that these apparently scientific articles are in fact infomercials rather
[than the real thing. If these articles are essentially advertisements, it is much less
clear that FDA can throw their hands up and plead an inability to do anything about
he production of such materials, when such materials have almost certainly in the
case of study 329 led to a significant increase in off-label use of Seroxat/Paxil, while
he company behind this article stalled on handing over data to FDA that had been
generated in the first instance following an FDA request to have such data for safety




lourposes.

This is a matter with financial as well as safety implications. Emslie and Wagner are
also authors on the Texas Medication Algorithm Project (TMAP), recently reported on
lin detail in the New York Times. The TMAP guidelines regarding the treatment of
children endorse the use of SSRIs as safe, effective and well tolerated. In this case,
lthis guideline leads directly following legislative recommendation to children in public
care being given SSRIs over any other treatment that may be appropriate, at clear
risk it would seem to these children and a clear cost to the public purse. These
guidelines have been adopted by a number of states including Pennsyivania,
California, Colorado, Nevada, lllinois, Kentucky, New Mexico, New York, Ohio, South
Carolina, Maryland, Missouri, and Washington D.C., so that a very large number of
children and medication dollars are involved.

The Adult Market

CMAL's target was "to effectively manage the dissemination of these data in order to
minimize any potential negative commercial impact." The most reasonable guess as
o what this means would seem to be that GSK were concerned about the effect any
perception of lack of efficacy might have for sales in their far more lucrative adult
market.

This raises the question of how many people have been taking Prozac, Paxil and
Zoloft since launch. One of the extraordinary features of the current crisis is that
neither FDA nor the pharmaceutical companies, nor regulators elsewhere know how
many people in the USA, the UK or elsewhere have had Prozac, Paxil/Seroxat or
Zoloft since they were launched. No-one knows how many people are on these drugs
ffor 1, 3 or 5 years or more.

The question of how long patients may be taking these drugs needs to be interpreted
against a background of the best epidemiological evidence indicating that depressive
disorders last on average for 12 to 16 weeks. While some patients taking these drugs
I{or longer may be taking them for prevention purposes, a further possibility has to be

hat a significant number of people are now physically dependent on treatment.

The number of patients is important for a further reason, which is that if there is a risk
actor from suicide on these drugs then the numbers of people who have taken the
drugs will determine the number of people who may ultimately have suffered from
lreatment.

In October 2001, Graham Aldred's wife, Rhona, was anxious and was prescribed
Paxil/Seroxat by her GP. In the following week Rhona Aldred suffered a progression
of mental side effects from this drug of increasing severity, which retrospectively
appear to be the classic features of SSRI induced agitation. Her husband, assuming
hat her doctor would have done the best for her, and in the absence of any warnings,
encouraged her to persevere with the treatment. On the 11th day of treatment,
November 8th 2001, she committed suicide. This was a woman with no prior history
of nervous problems. Her medical records at the inquest did not record either her
death or any link between her death and SSRI intake.




Her husband later became aware that the extent of the problems being caused by
hese drugs could not be quantified as no-one in the UK knew how many people had
been taking Seroxat/Paxil or any other SSRI. Graham Aldred's background in
systems engineering, logic design and diagnostic analysis, led him to produce a
model (IMR - see Appendix 5), which gives the best figures available for how many
people have been taking SSRIs in the US and the UK.

Data for this purpose came from three places. First, data from the Department of
Health in the UK as to the physical amounts and numbers of prescriptions of Prozac,
Seroxat/Paxil and Lustral/Zoloft since their launch in 1989, 1991 and 1992
respectively. Second, data for the US came from IMS Health.

A third data source was from the Drug Safety Research Unit (DSRU) in Southampton,
a prescription event monitoring service. DSRU tracks the effects of drugs new to the
market during the early months of a drug's life. In the case of the SSRI drugs, this
lexercise was carried out for Prozac, Faverin/Luvox, Paxil/Seroxat, Lustral/Zoloft,
giving a total of 50,540 patients, whose profiles illustrate how many patients typically
drop out of treatment after a one, two, three, four, five or six months etc. DSRU
studies also give the number of deaths, including deaths by suicide. This profile is
confirmed by a good deal of other research in the field.

[Using this profile of drop out from treatment, it becomes possible to convert the
amount of drugs sold and number of prescriptions issued into the numbers of people
actually taking a drug or starting a drug in any one year.

This leads to the following annual figures for millions of Americans taking Prozac

(Figure 1). If we extrapolate to 2003, over 28 million people have started Prozac since
its launch in 1988.
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Figure 1

The annual figures for Paxil extrapolated to 2003 (Figure 2) show over 21 million
Americans have started Paxil since its launch in 1992.
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Figure 2

The annual figures for Zoloft extrapolated to 2003 (Figure 3) show over 24 million
Americans have started Zoloft this since its launch in 1992.
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lin total, there have been over 75 million treatment starts on Prozac, Paxil/Seroxat and
Zoloft since these drugs launched in the US. Taking into account the fact that some
patients will have had two or three of these three drugs, or one of these drugs on
more than one occasion, a reasonable estimate of the numbers of patients exposed
o one of these three major SSRIs may be as high as 50 million Americans. To this
must be added figures for the numbers of people who have independently taken the
SSRIs Celexa, Efexor, and Lexapro, as well as Serzone, Remeron and Wellbutrin.

The IMR model also gives figures for the numbers of people taking these drugs for a
year or more. Figure 4 indicates that there are over 16 million Americans taking Paxil,
Prozac or Zoloft at some point during 2002. This suggests up to 30 million American
may have an antidepressant in any one year. And in fact we appear to have reached
a point where more than half of those taking Paxil, Prozac or Zoloft are on these
drugs for more than a year.
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Of these patients, the numbers of people now taking Paxil, Prozac and Zoloft in the
United States for one year or more is 8.3 million, the numbers taking these drugs for
hree years or more is 5.6 million, the numbers taking these drugs for five years or
more is 3.8 million.

he Number of Excess American Suicides

From these figures, it is also possible to derive estimates of the numbers of excess
deaths there have been on Prozac, Paxil and Zoloft. Clearly there must be an excess
of risk for there to be any excess suicides. But even on the most favorable analysis
or the FDA, that undertaken by Kahn et al in 2000, there was an excess of suicide
and suicidal acts on active treatment compared to placebo, confirmed by in a
subsequent publication by Laughren. This did not reach statistical significance but the
best possible estimate remains one that exceeds the rate for placebo.

Many people believe that antidepressant treatment when successful can reduce the
risk of suicide and there is evidence that patients who are suicidal in the course of a
response to treatment become less suicidal. If this is the case, the excess of suicides
ound by Kahn et al would then in fact represent an even greater excess if selected
rom among those patients who do not show suicide risk reduction.

he FDA at present says that it is undertaking a re-analysis of its database on the
lines of that undertaken by Khan and colleagues, and that the new approach will pick
up some of the issues that have arisen regarding the matter. This is not likely to
restore confidence in the market unless it comes with explicit reassurances that FDA
has excluded from the heading of placebo any suicidal acts that had occurred during
he run-in phase of clinical trials or during the phase after the formal trial had ended. It




would seem likely that the true figures for suicidal acts in trials of other
antidepressants currently on the market such as Celexa, and Efexor would show
[fewer placebo related suicide events than the current trial literature suggests (See
Table 1). Perhaps FDA could clarify this.

[Re-analyzing the Kahn data as outlined above it is clear that there have been
approximately 180 suicides per 100,000 exposures to antidepressants compared with
a figure of 68 per 100,000 exposures to placebo - an excess of 100 per 100,000
exposures to active treatment.

The DSRU figures give 212 suicides per 100,000 exposures to SSRIs. This figure
- |drawn from UK general practice can best be compared with the Jick et al 1995
[figures, derived from approximately 200,000 patients in UK general practice, who in
almost all instances had treatments antedating the SSRIs, which gave figures of 68
per 100,000 patients. Comparisons of these two data sets again suggests that SSRI
reatment is associated with 100 suicides per 100,000 patients in excess of the rate
hat would have otherwise existed on treatment with other drugs or non treatment.
Despite requests for other input data from MHRA and others, no other group has
offered us any other input data to the model than this.

In order to estimate the number of suicides that have actually happened in the US
however it must be recognized that the patients initially given SSRis in the US/UK
may have been depressed and at greater risk of suicide than those patients
subsequently given SSRIs in both the US and the UK, of whom an increasing
proportion will have been either less severely depressed or anxious patients or
indeed patients given these drugs for weight loss, migraine or other purposes where
he risk of suicide was effectively either that of the normal population or even lower.
To account for this problem we have constructed a grid, which assumes a rate of 100
suicides per 100,000 patients if all patients entered into this study were relatively
severely depressed, or a rate as low as 32/100,000 suicides if all patients were
anxious. The matrix then includes estimates for the number of suicides if 80%, 60%,
40%, 20%, or 0% per cent of the patients are depressed, and the remainder are
anxious.

The resulting estimates for the number of excess American suicides on Paxil/Seroxat,
Prozac and Zoloft can be found in Figure 6. For the 100% depression figure, this
gives 70,290 suicides, or 90 per week, or 4,686 per year. For the 80% depressed
cohort, the figures come to 60,619, 77 per week or 4,041 per year. For the 60%
depressed cohort the figures come to 50,939 or 65 per week or 2,396 per year. For
he 40% depressed cohort the figures come to 41,260 or 53 per week or 2,750 per
year. For the 20% depressed cohort the figures come to 31,579 or 40 per week or
2,105 per year. For the 0% depressed cohort the figures come to 21,900 or 28 per
week or 1,460 per year. These gross estimates represent figures averaged over the
15-year period from Prozac's launch in 1988.

The increasing proportion of anxious patients, and US fashions for co-prescribing
other drugs, in particular the benzodiazepines, may have minimized some of the risk.
However it can be noted that the model discounts all those suicides caused by drug
hat have been balanced out by patients made less suicidal by treatment. Given these
actors, we suggest using our baseline estimate - that is 21,900.




his figure of 21,900 is quite consistent with US suicide rates as they have tracked
over the past 15 years. The greatest driver of suicide rates is employment or
unemployment and the 1990s have been a favorable time in the United States for
employment. It is notable that in some countries where suicide rates had previously
been falling such as the United States, Sweden, Finland and Holland, these countries
have all posted slightly higher suicide rates this year. Another factor is ethnic mix.
Reported suicide is linked primarily to white males. In so far as the ethnic composition
of the United States has changed during the course of the 1990s this would lead to a
downward fall in national suicide rates whether or not there were treatments for
depression.

!lt should also be noted that as of 1999 the FDA website included details of 2,000
actual suicides that had happened on Prozac many of which were linked to
descriptors such as akathisia, so these figures have a basis in dead people. The FDA
website for adverse events stresses that at best adverse events if they are serious
lare reported at a 1 in 10 frequency and that adverse events in general are reported at
a 1 in 100 frequency. There is some reason to believe that an adverse event such as
Isuicide would be reported less frequently than other adverse events as it can be seen
as a failure on the part of the clinician in the way for example that liver failure may not
[be construed.

As regards children, Thomas Moore in a presentation to the February 2nd PDAC
committee reported the results of a study looking at the proportion of scripts issued
Ifor Prozac, Paxil and Zoloft to minors. His figures point to a 5% rate of scripts being
issued to children. If 8 million adults had these drugs in 2002, this would yield a figure
of 400,000 children or roughly 100,000 per drug. Over the 5 years since the CMAt
document, this might have led to as many as 1.5 million children receiving Prozac,
|Paxil and Zoloft (with even more children on other agents). An excess suicide rate of
100 per 100,000 would lead to 1,500 excess suicides. The true figure may lie
anywhere between 100 to 500 excess suicides for this 5 year period alone and for
these 3 drugs alone, with an indeterminate further number of homicidal or seriously
aggressive acts. The February 2nd PDAC meeting heard from a large number of
|pereaved parents or convicted children who appeared to be minimally if at all
depressed and who appeared to have a typical signature to their tragedy of drug
rinduced activation.

[Withdrawal Designs

The PDAC hearings on February 2nd ended on what for me at least was a surreal
note. Given that Paxil/Seroxat shows the greatest number of withdrawal syndrome
reports to WHO for any psychotropic drug ever, and given that the full dimensions of
his problem remain unknown, with the company changing its estimates as to the
requency and severity of the problem at regular intervals, it is not clear to me exactly
how in a pediatric or adult population a randomized withdrawal design could
demonstrate these drugs work for either children or adults.

The notion of demonstrating efficacy by a randomized withdrawal design arose in part
in the antipsychotic realm before the work of Gilbert, Jeste and colleagues and
Baldessarini and others showed that there was a withdrawal syndrome from
antipsychotics. In the antidepressant realm, such designs are most closely linked with




he company has already conducted studies in healthy volunteers, showing that they
become depressed and anxious following relatively brief exposure to treatment would
seem deeply cynical. The notion of conducting such studies arose before Lilly began
lto market the occurrence of withdrawal from Paxil and Zoloft in 1997. Since then no
attempt to justify such a design has been made that takes into account changed
company positions on the occurrence of "symptoms on stopping” as Glaxo SmithKline|
Inow apparently refer to the phenomenon.

l:he work of Stuart Montgomery, and company employees. Studies of this sort, when

Marnings

At the end of the February 2nd hearings, Dr Katz said the FDA had heard a very clear
Imessage, phrased by the committee chairman M Rudorfer in terms of a need to put a
speed bump on the road of treatment by inserting a warning in the material sent to
both physicians and parents. Immediately after the meeting, and the following day,
FDA officials talked about strengthening the warnings referring to the early phase of
reatment where supposedly everyone agrees there is some risk linked to the iliness.

The notion that there is a risk period has only been outlined in the case of mood
disorders, it has never been suggested for anxiety disorders and certainly not for
[Lyme disease, migraine and the other cases FDA were presented with.

|FDA officials on both February 2nd and 3rd appeared anxious to avoid committing to
any distinction between the effects of the drug and of the illness.

But there is a key question they have been asked and at present have left
unanswered. Should the patient whose dose is being increased after several weeks
or months on treatment be regarded as a new patient?

The healthy volunteer literature points to a clear dose dependent increase in agitation
in healthy volunteers. The literature in depressed or other patients on activation
problems arising with SSRls points to problems in patients arising for instance on a

0 mg dose of Prozac that had not been present on the 20mg dose. Furthermore
letters from Glaxo SmithKline to healthcare professionals in the UK now make it clear
hat suicidality may occur in relation to dose transitions.

here are two linked safety issues here. Physicians who are concerned about the
initial phase of treatment but who have not fully grasped the possible contribution of
reatment to any problems arising in this phase, when presented with patients having
difficulties during this period as a matter of fact are telling their patients to double the
dose of treatment. Patient reports on the adverse events that have occurred to them
illustrate this clearly - see below. This is exactly the wrong thing to do in cases in
hich a drug induced activation syndrome is a component of the problem.

Furthermore, while FDA and others may regard a failed suicidal act followed by
reatment discontinuation as a near miss, in fact a great number of patients who have
had difficulties on SSRIs blame themselves for what happened. In the absence of an
authoritative source making it clear that some cases may stem from a drug induced
disturbance, many of these affected individuals will have a longer term injury to their
self-image, which given that suicidal acts are predictive of future suicides may




contribute to completed suicides in the future. Can FDA really do nothing to make it
Imore likely that some individuals at least will have these more subtle injuries
addressed?

At the 1991 PDAC hearings on Prozac, FDA bemoaned the poor quality of the trials
undertaken that made it impossible supposedly to arrive at a conclusive verdict on the
lissues. Again in 2004, FDA bemoaned the quality of the trials undertaken and the
difficulties in detecting a clear signal from these studies that were not designed to
linvestigate the issues, but added that further clarity was unlikely as these drugs were
about to come off patent.

The justification offered by Dr Temple on February 3rd in not seeking any
improvement in trial quality after 1991 was that the 1991 PDAC meeting had decided
hat Prozac was not to blame. This seems odd given that FDA complained in 1991
hat the trial data was of such poor quality, and against the background of FDA's own
recognition in 1991 of a risk during the early phase of treatment (the rollback risk),
and given that FDA had spent a year working with Lilly on a trial protocol and suicidal
ideation scale designed to improve signal quality. This suicidal ideation scale could
readily have been put into every subsequent antidepressant trial and could have been
part of all the pediatric studies

Consumers

he bottom line to the picture outlined above is that Americans track the fate of
parcels put in the post 100 times more accurately than the fate of children or adults
dying of these drugs. The answer to this problem is not necessarily more regulation of
companies. A system of notification so that all drug intake in the case of a death by
suicide must be notified to a central source by the prescribing doctor or by coroners at
inquests would make a big difference. This should extend to all drug intake, in that it
is now clear that for example bladder stabilizers such as duloxetine may trigger a
problem.

Another approach would be to involve those who actually consume the medication
lgiven that the proxy consumers, the prescribers, have failed so lamentably in this
area. A recent paper in International Journal of Risk & Safety in Medicine 16 (2003) 5-
19, by Charles Medawar and Andrew Herxheimer points a way forward here. (See
also Herxheimer and Mintzes, Canadian Medical Association Journal 2004, pages
487-88).

This report was the first published critical appraisal of the role of spontaneous

adverse drug reaction (ADR) reports in monitoring the safety of marketed medicines

using the British Yellow Card scheme which is regarded "as the cornerstone of the
gency's work on medicines safety monitoring”, and generally regarded as the best of]

its kind in the world. The report was also a first review of anonymized Yellow Card

reports of suspected adverse drug reactions to Paxil, relating to withdrawal

reactions/dependence and suicidal behavior. Finally the report compared the value of
DR reports from drug users and health professionals.

he results pointed to miscoding and flawed analyses of Yellow Cards that have led
o an under-estimation of the risk of suicidal behavior, that physician completed




adverse event reports typically lack important information (e.g. patient history,
dosage; outcome of reaction), and that poor reporting and data processing by
physicians have impeded recognition of what appears to be a close relationship
between suicidal behavior and changes in drug concentration.

Nevertheless, a reanalysis of the data pointed to an increased risk of suicidal
behavior during the first few days of treatment with an SSRI that has long been
suspected, even though ADR reports sent in by drug manufacturers systematically
obscure this risk by using euphemisms in describing ADRs (e.g. 'Non-accidental
overdose' to describe suicide attempts).

In contrast, and of perhaps greatest importance, an analysis of a comparable set of
patients reports suggested that these communicate essential information which
professional reporters can never be expected to provide, and that these pick up
relations of adverse events to dose transition on treatment that professionals miss
hat have since been confirmed by company statements and an independent analysis
of clinical trial data on these drugs submitted to FDA 12 years ago or more as part of
Ithe registration process for these drugs. Given the consonance between consumer
reports and the clinical trial evidence on matters as serious as this, and given a failure
of reporting that would not be tolerable in any other market, there are clearly grounds
lto think FDA should do more to encourage reporting of this kind.

The points outlined above are summarized in the set of questions, appended to the
start of the document. | would be happy to contribute further on issues that the
document throws up if this seems helpful.

Yours sincerely

David Healy MD FRCPsych

return to: Evidence of Antidepressant Harm

Table 1: Incidence of Suicides and Suicidal Acts in Antidepressant Trials See
[Healy & Whitaker 2003

Investigational | Patient || Suicide | Suicidal Act|[Suicides & Acts as a % of
Drug No No No Patient No

Sertraline 2,053 2 7 0.44%
Active comparator 595 0 1 0.17%
Placebo 786 0 2 0.25%
Placebo Washout 0 3

Paroxetine 2,963 5 40 1.52%
Active comparator 1151 3 12 1.30%




Placebo 554 0 3 0.54%
Placebo Washout 2 2

Nefazodone 3,496 9 12 0.60%
Active comparator 958 0 6 0.63%
Placebo 875 0 1 0.11%
Mirtazapine 2,425 8 29 1.53%
Active comparator 977 2 5 0.72%
Placebo 494 0 3 0.61%
Citalopram 4,168 8 91 2.38%
Placebo 691 1 10 1.59%
Fluoxetine 1,427 1 12 0.91%
Placebo 370 0 0 0.00%
Placebo Washout 1 0

Venlafaxine 3082 7 36 1.40%
Placebo 739 1 2 0.41%
All New Drugs 21,556 43 232 1.28%
All SSRIs 13,693 23 186 1.53%
Active comparator || 3,681 5 24 0.79%
Total Placebo 4,879 2 21 0.47%
SSRI Placebo 3,140 2 16 0.57%

Healy D, Whitaker CJ (2003). Antidepressants and suicide; Risk-Benefit
Conundrums. J Psychiatry & Neuroscience 28 (5) 331-339, with response by Y
Lapierre 340-349.
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