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EXHIBIT O (PART 1)
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JOSEFPH GLENMULLEN, MD
1563 Massachusetts Ave.
Cambridge, MA 02138

August 10, 2007

Ms, Karen Barth Menzies

Baum Hedlund

12100 Wilshire Boulevard, Suite 920
Los Angeles, CA 20025

Dear Ms, Menzies:

It is my opinion, based on a reasonable degree of medical probability and based
on my education, training, and clinical experience, as well as my review of the
material referenced in this report and lsted in the attached appendices, that Paxil
increases the risk of suicidality in adults. In addition, GlaxoSmithKline was
aware of this risk, but hid it. This is a companion to the accompanying report
relating to children and adolescents and a Specific Causation Report in the case
of Tom Turek.

According to GlaxoSmithKline, when evaluating whether or not Paxil causes a
side effect one should consider several aources of information; statistical analyses
of the Paxil database, GlaxoSmithKline’s researchers’ assassments of whether or
not Paxil caused the side effect in particular patients, and the published medical
literature,! In this report, I use this GlaxoSmithKline methodology to evaluate
whether or not the evidence indicates a causal ink between Paxil and suicidal
behavior. As we will see, the Paxil data, GlaxoSmithKline’s researchers’ casuality
assessments, and the published medical literature all support a causal link
between Paxil and suicidal behavior. While in this report 1 will follow
GlaxoSmithKline’s methodology, other sources of information are useful in
determining causality including assessments, evaluations, and conclusions from
authoritative bodies, such as the FDA; case studies, including challenge—
dechallenge—rechallenge case studies; trends and patterns in reports of adverse
drug reactions; the existence of recognized antidepressant side effects that may
be precursors to antidepressant-induced suicidality, such as akathisia, agitation,
anxiety, insomnia, mania, depression, and psychosis; and, finally, clinical
experience.
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GlaxoSmithKline’s Paxil data in its earliest reports to the FDA in 1989 show a
statistically significant, greater-than-eight-fold increased risk of suicidal
behavior—suicide and suicide attempts— for patients put on Paxil when
compared to patients put on placebo (dummy) pills. Unfortunately, this
demonstration of a causal link between Paxil and suicidal behavior was obscured
by GlaxoSmithKline's improperly reporting the data to the FDA, doctors,
patients, and the public for over fifteen years. The significant Paxil risk was only
acknowledged by GlaxoSmithKline this past year in 2006, In May 2006
GlaxoSmithKline reported in a “Dear Healthcare Provider” letter that the
company’s most recent analysis showed Paxil caused z statistically significant,
six-fold increase in suicidal behavior in patients with major depressive disorder,?
On this basis, GlaxoSmithKline changed its official prescribing guidelines on
Paxil to warn doctors and patients of this significant risk. This is exactly what
GlaxoSmithKline should have done a decade-and-a-half ago when Paxil was first
approved by the FDA: GlaxoSmithKline should have warned of the significant,
increased risk when it first introduced Paxil to this country since the original
1989 data showed a greater than eightfold increased risk. It is my opinion to a
reasonable degree of medical probability that if GlaxoSmithKline had provided a
warning all these years, Tom Turek would still be alive today.

This report is based on the GlaxoSmithKline internal! company documents listed
in Appendix A and on the medical literature and other documents cited in the
end notes. The report is divided into three parts:

» Part1 discusses statistical analyses of GlaxoSmithKline’s Paxil data and
the history of how the company handled the data.

¢ Part 2 examines GlaxoSmithKline’s researchers’ assessments of whether or
not Paxil caused suicidal behavior in individual patients in the
company’s studies,

» Part 3 discusses the published medical literature on antidepressant-
induced suicidality and self-harm.

In 1989, GlaxoSmithKline submitted its New Drug Application for Paxil to the
FDA, The Paxil New Drug Application is an enormous submission totaling tens
of thousands of pages. One critical part of the New Drug Application is



Case 6:07-cv-01157-MLB-DWB  Document 34-17  Filed 10/25/2007 Page 4 of 60

GlaxoSmithKline's safety report, entitled “Integrated Summary of Safety — Paxil
Clinical Trials Program, November 10, 1989.”* By 1989, GlaxoSmithKline’s Paxil
studies included 2,963 patients who were given the drug and 554 patients who
were given a placebo. In the safety report, Table XI.21 summarizes suicide
attempts in the worldwide Paxil database, An important context for this data s
that in GlaxoSmithKline’s Paxil studies up to that point in time, seriously suicidal
patients were excluded from the studies.* So, anyone who became seriously
suicidal during the studies only became so0 after being given Paxil or a placebo.
Table 1 below is a photocopy of the data on suicide attempts in patients on Paxil
versus placebo that GlaxoSmithKline submitted in Table X1.21 of its 1989 safety
report. “Paroxetine” in the table is the chemical name for Paxil.®
ClaxoSmithKline reported that 42 of 2963 patients on Paxil attempted suicide
while only three of 554 patients on placebo made suicide attempts.

Table 1
GlaxoSmithKline 1989 NDA
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GlaxoSmithKline presented the data on suicides in another table in which it
reported all deaths, not just suicides. Table 2 below is a photocopy of the data on
deaths in patients on Paxil versus placebo. This was originally Table X117 {n
GlaxoSmithKline’s safety report. The text explained that of the twelve patients
who died on Paxil, five committed suicide and that the two deaths reported for
placebo were suicides. Thus, according to GlaxoSmithKline, five of 2,963 patients
on Paxil committed suicide while two of 554 patients on placebo committed
suicide.
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Table 2
GlaxoSmithKline 1959 NDA

Table XI.17
Deaths Reporkted in Worldwids Clinicwl Trisl Program
»*

PAHCIETING PLACERO
. . —

Nurber (%) 13 ro.4vy 2

* Two Jemths ocourred during the placebo rus—in peried.

In 1589 GlaxoSmithKline improperly Counts Wash-Qut Suicides
and Suicide Attempts Against Placebo when Submitting lis Original Data
to the FDA

Note that an asterisk appears in both of GlaxoSmithKline’s tables: In Table 1 next
to the number three, the count for suicide attempts in patients on placebe, and in
Table 2 next to the word “placebo.” Below the tables, the asterisks state that two
of the three suicide attempts occurred “during the placebo run-in period” and
that both of the completed suicides occurred during the placebo run-in period.
The run-in period, also called the wash-out period, occurs before the official study
begins. All patients are taken off their existing psychiatric drugs to let the old
drugs wash out of their systems, For GlaxoSmithKline’s Paxil studies, the pre-
study wash-out phase typically lasted one to two weeks.* The rationale for
washing out old drugs is to prevent them from confounding the results of the
study, so that all patients start out the study in similar condition.

Duting the wash-out period, all patients are given daily placebo pills. Hence,
another name for this pre-study period is the “placebo wash-out phase.” Patlents
whose depressions quickly improve during this time are labeled “placebo
responders” and excluded from the actual study. Administering a placebe during
" the wash-out phase is also a technique used by pharmaceutical companies to
weed out patients who would respond quickly to a placebo in the official study.
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This weakens the performance of the placebo by removing quick placebo
responders, thereby making the performance of the antidepressant look better,

Pharmaceutical compantes use this technique because the placebo effect accounts
for such a high percentage of an antidepressant’s effect. According to the FDA,
the placebo effect accounts for about 80% of the effect of antidepressants.” That
is, of 100 people who respond to antidepressants, 80 would have responded to
placebo. If the pharmaceutical companies did not use the placebo wash-out
procedure, the difference between placebo and antidepressants would be even
smaller, Thus, the placebo wash-out phase accomplishes two tasks: washing out
patients’ old drugs and weeding out placebo responders.

The official study only begins after the wash-out phase is completed, at which
point patients are randomly assigned to receive either the new antidepressant or
a placebo, against which the antidepressant is being tested. The random
assignments are double blind, meaning both the patients and researchers do not
know which patients are getting the active drug versus placebo. The patients
who receive placebo in the actual study are called the “placebo group.”
GlaxoSmithKline’s asterisks and footnotes in its 1989 tables are tantamount to
saying: Anyone who committed or attempted suicide in the week before the
study, we'll assign all those suicidal events #s if they happened to the patients on
placebo during the actual study. Confusing the pre-study placebo wash-out phase
with the placebo group in the actual study is improper, especially when the
concern is a potentially lethal side effect.

GlaxoSmithKline’s “Bed"” Numbers

The tables below compare GlaxoSmithKline’s 1989 “bad” numbers with the actual
data, in which the wash~out suicides and suicide attempts are removed from the
placebo count, leaving only one suicide attempt for the placebo group. Table 3
compares GlaxoSmithKline's 1983 “bad” numbers with the correct data on suicide
attempts. Whereas GlaxoSmithKline's “bad” numbers do not show a statistically
significant difference between Paxil and placebo, the correct data shows that
suicide attempts in patients on Paxil occurred at a rate eight fimes higher than the
rate in patients on placebo. This eight-fold increase in risk on Paxil is statistically
significant; the 7 value is 0.01, Thus, GlaxoSmithKline's correct data demonstrates
a causal link between Paxil and suicidal behavior.!
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Table 3
GlaxoSmithKline 1989 Data
Suicide Attempts - Worldwide data

Paxil  Placebo OddsRatio Statistically

2963 554 Paxilf Significant?
tients Y

GSK's “bad” 1989 numbers, pere patame Tecsho. o
submitted to FDA for Paxil approval. '
*Inciudes 2 wash-out suicide attempts

1.4 54 -0,
counted as though they occurred in %o| 054% p=018
the placebo group. 2 1 3.0 Yes
1989 correct data in which the wash- 14% | 0.18% = 0.01
out suicide attempts are removed. ' ' pes

Table 4 compares GlaxoSmithKline’s 1989 “bad” numbers with the corract data
on suicides. As seen in the table, both of the suicides GlaxoSmithKline reported
occurring on placebo, in fact occurred during the wash-out phase. This time
GlaxoSmithKline’'s “bad” numbers make Paxil look like it has a protective effect,
lowering the suicide rate relative to placebo, when, in fact, it had the opposite

effect.
Table 4
GlaxeSmithKline 1989 Data
Sulcides - Worldwide data
Paxil  Placebo Odds Ratio Statistically
2963 554 Paxil/ Significant?
patients  patients  Placebo
GSK's “bad” 1989 numbers, 5 z 0.47 No
submitted to the FDA for Paxil
apptoval, *Included 2 wash-out 0.17% 1 0.36% p=10.30
suicides counted as though they : 3 T il
8 28
occurred in the placebo group. oceurred of
Paxil;
1989 correct data in which the wash- 0.17% 0% P;:mb';?m on
out suicides are rermoved, 1
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attempts—in the Paxil database. This is the comprehensive way to evaluate
Paxil-induced suicidal behavior: by using the complete data combining suicides
and suicide attempts, The accurate data shows a greater than eight-fold increase
in the risk of suicidal behavior in patients on Paxil. The increased risk on Paxil is
statistically significant: the p value is 0.004. The correct data dating to before
Paxil was approved by the FDA demonstrates a causal link between Paxil and

suicidal behavior,

GSK’s “bad” 1989 numbers,

submitted to FDA for Paxil approval.

*Includes 4 wash-out suicides and
suicide attempts counted as though
they occurred in the placebo group.

1989 correct data in which the wash-
out suicides and suicide attempts are
removed.

Table 5
GlaxoSmithKline 1989 Data
Combined Suicidal Behavior
(Suicides and Suicide Attempts)
Worldwide data
Paxil  Placebo OddsRatio Statistically
2963 554 Paxil/ Significant?
patients patients  Placabo
47 5" 1.8 No
1.6% 0.9% p=0.33
47 1 89 Yes
1.6% 0,18% p=0.004
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In 1990, Reports of Prozac Making Patients Suicidal
Raise New Concerng About Paxil

While GlaxoSmithKline was waiting for the FDA to approve Paxil, in 1990
startling news broke that Prozac-—-the first, and at that time only, S5RI on the
market—was making patients suicidal. Two prominent psychiatrists at Harvard
Medical School —Drs, Martin Teicher and Jonathan Cole —reported on the
phenomenon in the American Journal of Paychiatry, igniting a firestorm of
publicity.” The Harvard psychiatrists’ report and other reports in academic
journals lent credibility to sensational cases in the media including the suicide of
rock star Del Shannon and the mass murder-suicide of Joe Wesbecker in
Louisville, Kentucky who killed twelve people and wounded eight others before
taking his own life.? The intense publicity prompted the FDA to armounce it
would investigate the problem.

On October 3, 2990 the FDA Asks GlaxoSmithKline for a Report
on It's Paxil Suicide and Suicide Attempt Data

For its investigation, the FDA asked GlaxoSmithKline and other pharmaceutical
companies to submit reports on completed and attempted suicides in their
studies of new S5SRI-type antidepressants, An October 3, 199¢ intemal
GlaxoSmithKline memo documents the FDA's request." The “FDA Conversation
Record” details a telephone call from Dr. Martin Brecher, the medical officer at
the FDA responsible for reviewing Paxil’s safety, to Dr. Thomas Donnelly,
GlaxoSmithKline’s director of FDA affairs. According to the memo:

[Dz. Brecher] said he was calling to inform us of a concern that has
arisen about Prozac and he is formally requesting a response to the
same issues. He said that the public press has been widely
discussing the relationship between Prozac and violence-ideation
and suicide-ideation [thoughts]. Although the [psychiatric drugs]
Division [of the FDA] does not see it as a real issue, but rather as a
public relations problem, Lilly [Prozac's manufacturer] has been
asked to subrnit a detailed response to the public’s concem. He
therefore is requesting that we do the same since we have a drug
with a similar mechanism of action, He said his request is not based
on any concern that has developed from his review of Paxil, but
simply that it Is an issue that must be addressed with this group of
drugs. '
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GlaxoSmithKline Improperly Counts More Wash-Out Suicide Attempls Against
Placebo, Making Its “Bad* Paxil Numbers Worse: The “Before” and “After”

As we have seen, GlaxoSmithKline's correct 1989 data demonstrates a causal link
between Paxil and suicidality. For the public health and safety, in 1991 the FDA
needed to establish whether or not this new class of drugs was associated with
an increased risk of suicidality. Unforfunately, in 1991 GlaxoSmithKline did not
provide the FDA with the correct data, Instead, this time the company
improperly counted even more wash-out suicide attempts than in its earlier
report to the FDA, counting them as though they occurred in the placebo
group.” This made the placebo group look even worse and therefore made Paxil
look even better. At the same time, GlaxoSmithKline redhiced the number of
suicide attempts in the Paxil count, The net result made the drug look
significantly better than placebo when, in fact, the opposite was true,

The graph below shows the “before” and “after” numbers, the correct 1989 data
versus the numbers submitted to the FDA in its April 29, 1991 report. Note that
the darker bars on the left showing the rate of suicides and suicide attempts in
patients on Paxil decreases slightly from GlaxoSmithKline's 1982 report to its
1991 report, the details of which are explained later in this section. But the far
greater change is the dramatic increase in the placebo number as seen in the
white bars on the right. GlaxoSmithKline has now acknowledged that this is the
same 1989 data improperly reported in 1991." The result is that in the 1991
report to the FDA, there is virtually no difference between Paxil and placebo,

10
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Graph 1
GlaxoSmithKline 1989 vs 1991 Data
Suicides and Suicide Attempts
Worldwide Data
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Table 6 and Table 7 below are photocopies of GlaxoSmithKline's tables
presenting the data on suicides and suicide zétempts in patients on Paxil versus
placebo in the company’s April 29, 1991 report to the FDA, This time
GlaxeSmithKline omitted the asterisks from the two tables acknowledging that suicides
and suicide attempts attributed to placebo, in fact, occurred during the wash-out phuse,
Instead, in the text of the report, GlaxoSmithKline included the statement; “of the
two suicides committed by patients ‘randomized’ to placebo.... The acts of
suicide were committed during participation in the placebo ‘run-in’ phase.” This
statement is misleading, Patients in the run-in, or wash-out, phase had not yet
been randomized. In fact, these patients never made it into the randomized, official
study because they died befove the study. GlaxoSmithKline makes no mention of the
fact that suicide attempts that occurred in the wash-out phase were added to the
placebo count. Similarly in the appendices, GlaxoSmithKline included lists of the
patients who committed or attempted suicide. The appendix on patients who
committed suicide includes an asterisk noting that the placebo suicides occurred
during the wash-out phase, but no such asterisk appears in the appendix on
suicide attempts,

11
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Table 6
GlaxoSmithKline 1991 Repert fo FDA
Yabls i
Bitlpiony
) B
1008 P B Y, 7} P.E.Y.
Wo. {4) 3 0.4 2 40,36
No.JF.B.Y.
Table 7
GlaxoSmithKline 1991 Report to FDA
: Zakilm 2
a;&ﬂ'r "t 1{';1 'R
itk 340 of3id

Compare Table 7 with GlaxoSmithKline's 1991 data on suicide attempts with
Table 1, GlaxeSmithKline’s 1989 table on suicide attempts on page three of this
report. Note that the 42 Paxil suicide attempts reported in 1989 mysteriously
decreases to 40 in 1991, while the three placebo sulcide attemnpts reported in 1989
have doubled to six in 1991, In the 1991 report, GlaxoSmithKline did not include
a table combining suicides and suicide attempts. In general, when analyzing data
statistically, disaggregating the data, or breaking it down into smaller pieces,
hides significant phenomena.

Tables 8, 9, and 10 below compare GlaxoSmithKline's 1991 data with the correct
data now acknowledged by the company.! Table 8 shows the data on suicides
and compares GlaxoSmithKline's “bad” 1991 numbers to the correct data, Both
of the placebo suicides in GlaxeSmithKline's “bad” 1991 data, in fact, occurred
during the wash-out period and not in the placebo group, as seen earlier.

12
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Table 8
GlaxoSmithKline 1991 Data
Suicides - Worldwide data

Paxil  Placebo Odds Ratio Statistically

2963 554 Paxilf Significant?
GSK's “bad” 1991 numbers, patients  patienty  Flacebo
submitted to the FDA, *Included 2 5 2 0.47 No
wash-put suicides counted as though
they occurred in the placebo group. 0.17% | 0.36% p=030
The correct data in which the wash- 5 0 ﬁl::::ld::
out suicides are removed. 0.17% 0% Paxil; none on

' placebo,

Table 9 shows the data for suicide atéempts and compares GlaxoSmithKline's
“bad” 1991 numbers to the accurate data. Five out of six of the placebo suicide
attempts in GlaxoSmithKline's “bad” 1991 data, in fact, occurred during the
wash-out period and not in the placebo group.

Table 9
GlaxoSmithKline 1991 Data
Suicide Attempts - Worldwide data

Paxil  Placebo Odds Ratio Statistically

2963 554 Paxil/ Signiﬁcant?
Hents tients  Placsbo

GSK's “bad” 1991 numbezrs, ! - 4:1 E= :,: ml 2 No
submitted to the FDA. *Includes 5
wash-out suiclide attempts counted as

1.3% 1.1% =084
though they occurred in tha placebo ’ P
group. 40 1 7.6 Yes
The correct data in which the wash-
out suicide attempts are removed, 18% | 0.18% p=002

13
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Table 10 shows the data for combined suicides and suicide attempts and
compares GlaxaSmithKline’s “bad” 1991 numbers to the correct data, The net
result is that patients on Paxil have a statistically significant greater than eight-
fold increase in suicidal behavior.

Table 10
GlaxoSmithKline 1991 Data
Combined Suicidal Behavior
(Suicides and Svicide Attempts)
Worldwide data
Paxil  Placebo OddsRatio Statistically
2963 5584 Paxilf S]@iﬂcanf?
patients  patients  Placebo
GSK’s “bad” 1991 numbers, < 8 1.1 No
submitted to the FDA, *Includes 7
wash=out suicides and suicide 1.5% 14% p=10
attempts.
45 1 8.5 Yes
The correct data in which the wash-
out suicides and suicide attempts are 1.5% | 0.18% p=0.007
removed.

GlaxoSmithKline included a May 10, 1921 cover letter with its report to the FDA.
In the cover letter, GlaxoSmithKline’s director of FDA affairs, Dr .Thomas
Donnelly, incorrectly asserts:!6

To summarize in brief, this analysis of data from prospective
clinical trials [studies] in depressed patients clearly demonstrates
that patients randomized to Paxil therapy were at no greater risk for
suiciclal ideation or behavior than patients who were randomized to
placebo or other active medication [emphasis added].

GlaxoSmithKline's failure to provide the correct data to the FDA in 1991 when

the FDA was trying to get to the bottom of this potentially lethal side effect
delayed wamings for fifteen years and placed countless people at risk,

14
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GlaxoSmithKline's 1991 report to the FDA went through several drafts. The
evolution of the drafts is interesting in itself. The first draft, dated Pebruary 15,
1991, was written by Dr. Geoffrey Dunbar, Director and Vice-President of
GlaxoSmithKline’s division of central nervous system drugs.!”” This first draft
included the five wash-out suicide attempts counted as though they occurred in
the placebo group, But, this draft did not repost that any completed suicides
occurred in patients on placebo. The two wash-out suicides counted as though
they happened in the placebo group were added in the next draft.

The first draft also contains an analysis of the “time course of suicide attempts.”
The analysis showed that when patients on Paxil attempted suicide:

most suicide attempts occurred early, especially during the first
week of therapy.

The report stated that:

Since the advent of effective antidepressant pharmacotherapy in
the 19508, clinicians have realized the increased risk of suicide early
in treatment,

Thus, the Paxil data provided scientific evidence of what clinicians had observed
for decades with earlier classes of antidepressants. But, GlaxoSmithKline deleted
this crucial section from the final draft of the report. The final draft of the report
includes an appendix listing all the patients who attempted suicide on Paxil. The
list includes additional patients not included in the earlier draft, The list includes
data on how many days the patients had been on Paxil, although in many cases
the data are inaccurate when checked against the original clinical data reports.
The correct data are plotted in Graph 2. As seen in Graph 2, this side effect is not
evenly distributed over time; more than 60% of suicide attempts in patients on
Paxil occurred in the first six weeks.

15
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Graph 2
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Researchers have long noted that depression rating scales, including the best
known Hamilton Depression Rating Scale, or HAM-D, do not predict treatment
emergent suicidality. Indeed, GlaxoSmithKline’s data demonstrate that HAM-D
scores {mprove in patients on Paxil prior to suicide attempt. In GlaxoSmithKline's
studies to win FDA approval for Paxil, the change in the company’s HAM.D
score can be calculated for 71% of patients who made suicide attempts in the

studies,

Graph 3 depicts the change in HAM-D score from the start of therapy to the time
of a suicide atternpt for each patient. As seen in Graph 3, almost all the patients
showed an improvement in their HAM-D score, prior to making a suicide attempt.

16
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Graph 3

Change In HAMD Scora From Therapy Start to Sulolde Attempt
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Both drafts and the final version of GlaxoSmithKline's 1991 report to the FDA
insist that depression, not Paxil, causes suicide, GlaxoSmithKline maintained this
position for over fifteen years, while relying on the “bad” Paxil numbers. Says
the final, April 29, 1991 version of the report:*

Suicidal ideatlon is a universally recognized accompaniment to the
symptom complex of depression and, when acted upon by the
patient, is the ultimate expression of the illness. Suicide ranks
eighth among all causes of death in the United States and accounts
for about 15% of deaths in patients with mood disorders [emphasis
added].

Rematkably, the final draft of GlaxoSmithKline's report acknowledges that
antidepressants can cause “intensification of suicidal thoughts and behavior” but
claima that the company’s data shows Paxil does not cause this phenomenor:

17
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In summary, suicidal ideation and behavior is an inherent risk
when treating patlents with major depressive disorder. Moreover,
it 13 now recognized that intensification of suicidal thoughis and
behavior can ocour in depressed patients undergoing active treatment,
including entidepressant pharmacotherapy. Nevertheless, analyses of
our prospective, clinical trials for depression show that patents
who were randomized to Paxil therapy were at no greater risk for
suicldal ideation or behavior than were patients randomized to
placebo or other active control therapies [emphasis added].

In addition to incorrect data on suicides and suicide attempts, the data
GlaxoSmithKline submitted to the FDA had numerous other problems, some of
which are discussed in my earler report in this case, Below are brief descriptions
of some of the additional problems:

When GlaxoSmithKline coded suicidal behavior in its computerized
database, most of the suicides and suicide attempts were coded as
“emnotional lability,” a technical term for rapid mood swings, for example
from crying to laughing.’ FDA memos have since described Paxil suicides
and suicide attempts as being “hidden,” or “obscured,” by
GlaxoSmithKline’s “inappropriate terminology” and “coding
maneuvers,” 2

GlaxoSmithKline often points to the small number of patients who
attempted or committed suicide during the Paxil studies ! But the
numbers are relatively small because suicide and suicide attempts are
uncommon events, especially in studies where seriously suicidal patients
were excluded, Moreover, the nature of clinical trials mitigates against
suicidality, Patients in clinical trials are monitored closely and typically
seen weekly. The patients are given considerable attention, Patients have
hope of being helped by the new drug. In other words, clinical trials
provide the kind of emotional support, encouragement, and hope that
helps to prevent suicidality. In addition, the way in which
GlaxoSmithKline collected its side effects data often does not reflect the
true incidence. During the Paxil studies, at each follow-up visit,
GlaxoSmithKline only let its researchers ask patients a general, open-
ended question about potential side effects such as; “Do you feel different
in any way since starting the new treatment [or] since the last
assessment?”? Such general, open-ended questiona are known to yield

18
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low rates of side effects. In the case of another Paxil side effect, Paxil
withdrawal, GlaxoSmithKline originally reported that withdrawal
reactions are “rare” in patients stopping Paxil.® The pharmaceutical
industry officially defines rare side effects as occurring in less than cne
patlent in a thousand, or 0.01 percent.® But when researchers at Harvard
Medical School later developed sensitive measures of antidepressant
withdrawal, their systematic studies revealed withdrawal reactions in 66%
of patients stopping Paxil.® The example of Paxil withdrawal reactions
demonstrates how much insensitive, unsystematic, open-ended questions
can underestimate antidepressant side effects,

* Sensitive scales for systematically evaluating treatment-emergent
suicidality are available, But, GlaxoSmithKline chose not to introduce
them into most of its Paxil studies despite the concern about Paxil-induced
suicidality dating o before the drug was approved and marketed in this
country. GlaxoSmithKline defends its insensitive, unsystematic, open-
ended question about potential side effects as “non-leading.”% But
GlaxoSmithKline uses systematic checklists to diagnose and monitor
patients’ depressions. GlaxoSmithKline does not worry about “leading
questions” when diagnosing psychiatric conditions, only when
diagnosing side effects.

* Inits 1991 report, GlaxoSmithKline added another statistical calculation
that was not included in its original 1989 New Drug Application safety
report, In GlaxoSmithKline’s Table 6 and Table 7 on page 11, note the
addition of P.E.Y,, which refers to patient exposure years. This is not just
the absolute count of how many patients on Paxil versus placebo
attempted or committed suicide, Rather, this is another count factoring in
how long patlents were on Paxil or placebo. GlaxoSmithKiine’s patient
exposure years calculations are based on the “bad” Paxil numbers, Still
worse, counting side effects per patient exposure years s only appropriate
statistically when the risk of the side effect is evenly distributed over time.
The risk of antidepressant-induced suicidality is not evenly distributed
over time.# GlaxoSmithKline's own data showed that the majority of
suicide attempts in Paxil-treated patients occurred during the first six
weeks of treatment, according to a graph in the company’s original draft
of the report as described above. But, GlaxoSmithKline deleted that section of
the report in the final draft, Since the risk of antidepressant-induced
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suicidality is not evenly distributed over time, GlaxoSmithKline counting
this side effect over patient exposure years was once again inappropriate.

On June 19, 1991 the FDA Concludes Paxil Is Safe
Based on GlaxoSmithKliine's “Bad” Numbers

Dr, Martin Brecher was the medical reviewer at the FDA responsible for
evaluating Paxil's safety based on the data GlaxeSmithKline provided him.,
Based on his review, Dr, Brecher issued a June 19, 1991 report entitled “Review
and Evaluation of Clinical Data Original NDA [New Drug Application] 20-031
Paxil Safety Review.”?* As part of reviewing Paxil’s safety, Dr, Brecher
highlighted the data on “significant” side effects, inchuding suicidality. Specific
sactions of Dr, Brecher’s report are devoted to suicide, suicide attempts, and an
“overview of suicidality,” combining the data on suicides and suicide attempts,

Table 11 below is a photocopy of the table in Dr. Brecher’s 1991 report listing
suicides and suicide attempts in patients on Paxil versus placebo. In the table,
one can see that Dr, Brecher relied on GlaxoSmithKline’s “bad” Paxil numbers to

* evaluate whether or not Paxil made patlents suicidal. The numbers In Dr.
Brecher's table maich the “bad” numbers in GlaxoSmithKline's April 29, 1991
report shown in Tables 6 and 7 on page 11, submitted to the FDA a little over a
month before Dr, Brecher's June 19, 1991 report.

Table 11
FDA (Brecher’s) 1991 Paxil Sakety Review
TANIE 1¥
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Note that in addition to the “bad” Paxil numbers, Dr, Brecher reproduced
GlaxoSmithKline's patient exposure years calculations. As described earlier, per
patient exposure years calculations are only appropriate when a side effect is
evenly distributed over time. The original draft of GlaxoSmithKline’s 1991 report
included a sectlon showing that Paxil-induced suicidality is not evenly
distributed over time and instead occurs early in treatment, But GlaxoSmithKline
deleted this secton in the final draft submitted to the FDA. S0, Dr, Brecher did
not know that GlaxoSmithKline's per patient exposure years calculations were
inappropriate.

Based on GlaxoSmithKline's “bad’” numbers, Dr, Brecher concluded:

Although the instruments available may not be ideal to capture the
elusive clinical events reported by Teicher..., there is no [statistical]
signal in this large data base that Paxil exposes a subset of
depressed patients to additional risk for suicide, suicide attempts or
suicidal ideation [thoughts].

Note that the phenomenon of antidepressants making patients suicidal was very
much on Dr. Brecher’s mind as he reviewed Paxil’s safety in the spring of 1991,
Teicher and Cole reported the phenomenon with SSRIs the previous year in 1990,
precipitating a furor. In the spring of 1991, the FDA was in the middle of
evaluating the issue. In just a few months, in September 1991, the FDA would
hold a hearing on the matter, In fact, as we have seen, the accurate data showed
patients on Paxil had a statistically significant efght-fold increase in suicides and
suicide attempts. The correct data would have confirmed Teicher’s report.

The FDA Schedules a Hearing an Whether or Not Antidepressants
Make Patients Suicidal for September 20, 1991

Responding to public and professional fear that this new class of SSRI-type
antidepressants was making patients suicidal, the FDA held a day-long hearing
on the subject on September 20, 1991, The hearing was eagerly awaited for over a
year. For the hearing, the FDA appointed a nine-member advisory pansl
comprised of physicians and scientists outside the FDA to evaluate the evidence,
The advisory panel has since been heavily criticized because five of the nine
members had such serious conflicts of interest--close ties to the pharmaceutical
industry —that the FDA had to waive its own standards for conflicts of interest.
The FDA had to walve its standards for consultants to the advisory panel as well.
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As we will see, two of the psychiatrists for whom the FDA had to waive its
standards later played crucial roles in GlaxoSmithKline publishing its “bad”
numbers: Dr. David Dunner of the Departrment of Pgychiatry and Behavioral
Sciences at the University of Washington in Seattle had done research on Prozac
for Bli Lilly,* So, too, had Dr, Stuart Montgomery of the Department of
Psychiatry, Saint Mary’s Hospital Medical School in London, England.* Both
Dunner and Montgomery played crucial roles in the Paxil story, as we will see.

For the 1991 FDA Hearing, GlaxoSmithKline Explicitly
Denies Paxil Induced-Suicidality

On September 19, 1921, the day before the FDA hearing, GlaxoSmithKlire
distributed a memo to over twenty senior staff,® The memo reads:

Here are approved statements that Bruce Wallin [the head of
GlaxoSmithKline’s U.S. division of central nervous system drugs]
will use to respond to questions [regarding] Paxil during the FDA
special Advisory Comumittee meeting tomorrow on suicide. These
statements will be used by Corporate Affairs in the UK, and U.S. to
respond to any media/financial analyst inquiries.

Note the reference to financial analysts, GlaxoSmithKiine was concerned about
the potential financial impact of the FDA hearing an Paxil and therefore
GlaxoSmithKline, The prepared “Statement to be used to respond to inquiries re
Paxil/Suicide” claims explicitly that during GlaxeSmithKline's studies:

the incidence of suicide was lower among patients receiving Paxil
than among those recelving placebo [emphasis added].

As we've seen, five patients in the Paxil group committed suicide while no
patients in the placebo group did.
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Lacking Accurate Data on Paxil-Induced Suicidality,
the FDA Was Without Crucial Information That Could Have
Led to a Warning in 1991

At the September 20, 1991 FDA heatings, the committee was forced to examine
incomplete and insensitive data. The transcript of the FDA’s 1991 hearing is
available through the Freedom of Information Act, In the transcript, one can see
the committee members and other speakers repeatedly comment on the poor
quality of the data available to them and the need for more research;

The Hamilton [Depression Scale] item itself is not a great fine
screen for suicide; it is a very coarse instrument, That may be a
problem in really interpreting these data,®

I am not completely convinced that those are all the data we need
[to resolve the issue] ®

I don’t feel I have all the data.®
Twant to endorse the need for better data sets to operate from.%

T am not convinced that all of the appropriate data and aralyses
have been done...the responses to this end up always being with
that caveat,..%

Given what we have, what do we recommend to the agency [i.e, the
FDA] that they should do?¥

I sense that my answer [from the] presentation this moming i3 that,
yes, there is a signal there, The problem is... this issue is not yet
fully answered to our satisfaction 3

I think it is more likely to be a clags [i.e. the whole class of SSRI-
type antidepressants] issue than a specific drug issue, [but] I do not
think we have adequate information on the other antidepressants
beside Prozac [i.e. Paxi! and the other SSRIs]...,*

It needs to be studied further.¥

We really doneed to obtain more data., ..
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1t is a fairly sorry state where we are picking one item from the
Hamilton Depression Scale [a coarse, insensitive measure for
evaluating suicidality]....®

[What can be done about] the question of the discomfort that the
committee has felt about the data availability.®

Given our uncertainty, given the lack of knowledge, fust what do
we say?4

As seen in the quotes from the transcript, the committee suspected a “signal” in
the data suggesting SSRI-type antidepressants were making patients suicidal.
The committee felt the need for more data, especially on the other SSRI
antidepressants, like Paxil. Unbekniownst to the committee, the data already
existed, in GlaxoSmithKline’'s files. The correct data showed patients on Paxil
had a statistically significant increased risk of becoming suicidal.

Despite the poor quality of the data available to the committee and despite the
committeée members” many conflicts of interest, one third of the committee
members voted for a warning in 1991, In 2003, when the issue of Paxil-induced
sulcidality exploded in the media as discussed later in this report, the New York
Times interviewed members of the FDA's 1991 advisory committee who said they
would have voted for a warning back in 1991 had the data been available to
them. ** Instead we had to wait for new hearings in 2004 before the FDA issued
its first warning.

After the FDA Hearing, a September 30, 1991 GlaxoSmithKline Memo
Acknowledges the Likelihood of Antidepressani-Induced Suicidality

A week-and-a-half after the 1991 hearing, Dr, Thomas Donnelly,
GlaxoSmithKline's head of FDA affairs, reported on the hearing in a September
30, 1991 internal GlaxoSmithKline memo.*” Discussing the “possible implications
for Paxil,” Dr. Donnelly states:

The Advisory Committee, based on scientific data presented to its
members, voted that there was no causal relationship between
marketed antidepressants and suicide attempts, suicide ideation
and violent behavior. By extension, they also voted i was not
necessary for the Agency to take any action against antidepressants in
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general, a class of antidepressants or any particular agent
[emphasis added].

However, Dr. Donnelly acknowledged that there appeared to be a risk of
antidepressant-induced suicidality in a small, vulnerable subpopulation of
patients: .

The Committee was obviously moved by the anecdotal reports
from the public. It was generally agreed that there appears to be
some problems with antidepressant use and suicidality and/or
violent behavior in a small subgroup of patients; however the data at
this point only provide clues to the identity of that subgroup and no solid
scientific evidence that it exists [emphasis added].

But solid scientific evidence of a significant increased risk did exist, in
GlaxoSmithKline’s files. With the threat of the hearing behind them,
GlaxoSmithKline was still waiting for the FDA to approve Paxil. The company
continued to promulgate the "bad” Paxil numbers and its claims that Paxil is
safe.

In December 1991, GlaxoSmithKline Presents Its “Bad” Paxil Numbers
to the American College of Neuropsychopharmacology

In December 1991 the American College of Neuropsychopharmacology(ACNP)
met in San Juan, Puerto Rico, The ACNP's members are prominent academic
psychiatrists who specialize in psychopharmacology, that is, prescribing
psychiatric drugs. The ACNP has issued influential position papers on
antidepressant-induced stticidality. Naturally, GlaxoSmithKline would want to
influence the College’s views on Paxil,

At the San Juan meeting, two psychiatrists presented GlaxoSmithKline’s Paxil
data. Dr. Geoffrey Dunbar was Director and Vice President of GlaxoSmithKline's
division of central nervous system drugs. Dr. David Dunner is a psychiatrist in
the Department of Psychiatry and Behavioral Sciences at the University of
Washington in Seattle. Recall that Dunbar wrote the first draft of
GlaxoSmithKline’s 1991 safety report to the FDA in which the “bad” Paxil
numbers appeared. Dunner was one of the psychiatrists on the Advisory
Committee at the FDA hearing two months earlier in September 1991, Indeed,
Dunrer was one of the committee members whose conflicts of interest—his work
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for the pharmaceutical industry—were so extensive that the FDA had to walve
its own standards for conflict of interest. In fact, in his conflict of interest
statement Dunner did not even divulge all his conflicts of interest to the FDA, ¢
In December 1991, Dunner and Dunbar presented the “bad” Paxil numbers to the
American College of Neuropsychopharmacology meeting. GlaxoSmithKline later
produced an annotated bibliography summarizing presentations and published
artcles on Paxdil.*® According to GlaxoSmithKline, Dunner and Dunbar told the
American College of Neuropsychopharmacology that during GlaxoSmithKlne's
Paxil studies:

Suicides and suicide attempts occurred less frequently with Paxil
than with either placebo or active controls [comparison older
antidepressants](emphasis added].

On March 2, 1992 the ACNP issued a Consensus Statement on the issue of
whether or not antidepressants increase suicidal behavior, The ACNP's
Consensus Statement was later published in the journal Neuropsychopharmacology
in 1993.% In the Consensus Statement, the ACNP cites "data supplied by the
manufacturer of Paxil,” i.e. GlaxoSmithKline. The data replicates
GlaxoSmithKline's “bad” Paxil numbers. Misled by GlaxoSmithKline's “bad”
Paxil numbers, like the FDA, the influential ACNP took the position that
antidepressants do not increase the risk of suicidal behavier.

Dr. John Mann was one of the four members of the ACNP task force that wrote
the Coneensus Statement and was the lead author when it was published in the
journal Neuropsychopharmacology.5! Mann is a professor of psychiatry at Columbia
University Medical Center. GlaxoSmithKline later hired Mann as an expett
witness in lawsuits over Paxil-induced suicides, In swomn testimony in a Paxil
murder-suicide case, Mann was asked whether GlaxoSmithKline gave the ACNP
the raw data to analyze or summary tables with the “bad” Paxil numbers:*

Q. Doctor, if I might, 1 would like to turn your attention now to
the—what we’ve abbreviated as the ACNP task force that
you served on....What was the misslon or purpose of that
task force, sir?

A, The task force—well, the ACNP regarded itself as the—as an
important opinion former in the scientific and medical community
and wanted to follow up and supplement the findings that
the FDA committee [the 1991 FDA hearing]....By obtaining
additional information and data that had been unpublished
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by pharmaceutical companies on (S5R1 antidepressants] that
were in the pipeline because thousands of patients had been
studied in order to determine the safety and efficacy of
these.,.SSRIs, Thousands of patients had been studied in the
United States and overseas under controlled clinical trial
conditions, where the patient and the doctor didn’t know
which medication the patient was receiving so nobody was
biased, looking at the safety and efficacy of these other
drugs. So the question is we've got ail this other information, The
guestion is really important, How safe and how effective are these
medications? Let's tap into this additional information and find
out. And that's what the committee did, We spent quite a bit of
thme gathering data from various drug companies and formulating
it into the publication of the committee's findings.

Did you obtain information from SmithKline on Paxil?

We did.

And did this task force look at the medical literature again?
Yes. The report reviewed both the zo-called case reports,
including the Teicher report; and as well as information
from controlled clinical studies, randomized controlled,
double-blind clinical studies.

PO >0

How long did the task force work together before issuing its
report, sir?
Well, it tock uas, I think, about five months,

And what conclusion did the statement make as to whether
or not S8RIs cause suicides or suicidal ideation?

The conclusion was that....[I'm] just going to look at my
copy...In fact, it says here, “There is no evidence that
antidepressants such as selective serotonin reuptake
inhibitors. .. trigger emergent suicidal ideation over and
above the rates that may be associated with depression.”

P 0 P> O

Q. Dr Mann, let me ask you this, I know there were four
members of your task force. Did you have access to all of the
data, all of the unpublished data, or were you provided with
summaries or statistical summaries of the data from
SmithKline?
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A,  To be perfectly honest, I can’t recall how much of the
statistical raw data we received at the time that we put these
numbers together...No, I think we all went through the
tables of data that were provided at the time [emphasis
added].

In other words, GlaxoSmithKline apparently just supplied the ACNP with the
tables presenting the “bad” Paxil numbers,

Ot December 29, 1992 the FDA Approves Paxil
Based on GlaxoSmithKline's “Bad” Paxil Numbers

Just before approving a new antidepressant, the FDA often appoints an advisory
committee of psychiatrists and scientists to evaluate the data on the new
antidepressant and recommend whether or not the FDA should approve the new
drug, The Paxil ad visory committee met on October 5, 1992 to review the data.
Dr. Geoffrey Dunbar, Director and Vice-President of GlaxoSmithKline’s division
of central nervous system drugs, presented the Paxil efficacy data, Dr. David
Wheadon, Senior Vice President of U.S. Regulatory Affairs, presented
GlaxoSmithKline's safety analysis, The transcript of the hearing is available
through the Freedom of Information Act.® Using GlaxoSmithKline's “bad” Paxil
data, Dr. Wheadon told the FDA committee “there is a very favorable
comparison” of Paxil to placebe for both suicides and suicide attempts. Based on
the “bad” Paxil numbers, the committee voted in favor of the FDA approving
Paxil.

On December 29, 1992, the FDA approved Paxil based on GlaxoSmithKline's
“bad” Paxii numbers. Table 12 is a photocopy of Table 55 in the FDA’s
“Summary Basis of Approval” for Paxil, summarizing the “in¢idence of suicides
and suicidal acts in the pooled worldwide dataset” for Paxil and placebo.5t
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Table 12
FDA Summary Basis of Approval
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As one can see, these are the same “bad” Paxil numbers that GlaxoSmithKline
reported to the FDA the previous year in 1991. FDA's Sumumary Basis of
Approval states that suicides occurred in

2 (0.36%) [of] patients randomized to placebo [emphasis added].

But, as we have seen over and over again, this is simply not true. None of the
patients randomized to placebo committed suicide. The two suicides
GlaxoSmithKline counted as occurring in the placebo group actually aceurred
during the wash-out period, The FDA's Summary Basis of Approval goes on to
say;

A total of 40 (1,4%) Paxil-treated patients attompted suicide, In
comparison, 6 (1.1%) placebo-treated. .. patients also attempted
suicide. '

Again, this is not true. Only one patient in the placebo group attempted suicide.
The other 5 suicide attempts GlaxoSmithKline counted as occurring in the
placebo group actually occurred during the wash-out period before the
randomized study, Based on GlaxoSmithKline's “bad” Paxil numbers, the FDA
concluded:
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These analyses show that patients randomized to Paxil were at no
greater risk for suicidal ideation or behavior than patients
randomized to placebo...[emphasis added].

Thus, GlaxoSmithKline's “bad” Paxil data again misled the FDA, causing the
agency to arrive at the wrong conclusion, Again, the key word is randomized.
GlaxoSmithKline’s “bad” Paxil data made it logk as if patients randomized to
Paxil were no more likely to become seriously suicidal when, in fact, the correct
data shows patients on Paxil were eight times more likely to commit or attempt
suicide. Onee again , GlaxoSmithKline's “bad” Paxil numbers carried the day:
The FDA approved Paxil on December 29, 1992 with no warning for doctors or
patients of the significant increased risk of suicidal behavior.

GlaxoSmithKline Uses Its “Bad” Paxil Numbers
in a May 1994 Researchers’ Brochure

Throughout the 1990s, GlaxoSmithKline continued to present the “bad” Paxil
numbers to doctors, patients, and the public. In May 1994 GlaxoSmithKline
produced a brochure for researchers doing its Paxil studies. By 1994, more
patients had been enrolled in Paxil studies. GlaxoSmithKline’s original Paxil
studies only included depressed patients. But GlaxoSmithKline began testing
and ultimately applying for FDA approval for Paxil for other conditions
including obsessive compulsive disorder, panic disorder, generalized anxiety
disorder, social anxiety disorder, and post traumatic stress disorder. Indeed,
GlaxoSmithKline has gotten Paxil approved by the FDA for more psychiatric
conditions than any other antidepressant in history.

By 1994, GlaxoSmithKline’s researchers’ brochure reported that 4,126 patients
had taken Paxil in its growing stiidies and 625 patients had taken placebo, This is
an increase from the 2,963 and 554 patients reported in the data that we have
examined so far from the original studtes of depressed patients. GlaxoSmithKline
reports that among patients on Paxil: “6 deaths were due to suicide.” This is an
increase of one from the previously reported five Paxil suicides, apparently
because one of the patients in the new studies had committed suicide on Paxil.
GlaxoSmithKline again reported two wash-out suicides as though they occurred
in the placebo group. On the basis of these new “bad” Paxil numbers,
GlaxoSmithKline again blamed depression and reassured its researchers:
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Suicides and overdoses are to be expected in a depressed
population, The evidence to date suggests that treatment with Paxil
{s not associated with an increased risk of such events,

Below Table 13 is a photocopy of Table 27 from GlaxoSmithKline's 1994
researchers’ brochure providing the data on suicide attempts in patients on Paxil
versus placebo. The number of Paxil patients who attempted suicide has
increased from 40 in 1991 to 49 in 1994, But, because of the number of patients
studlec on Paxil has also increased, the rate goes down from 1,3% in 1991 to 1.2%
in 1994. None of the additional placebo patients had attempted suicide. The same
six patients reported in 1991 are reported in 1994, As we have seen, only one of
these six patients was actually in the placebo group; the other five were taken
from the wash-out period.

Table 13
GlaxoSmithKline 1994 Researchers” Brochure

' Tuble 27
Atlempiad suicide

Worldwida elinles] (rinh propzsmma

Paroxetine Placebo

{rwd 1381 {p=815)
No, (%) 8 (L% | 8 (oW
wrom—

Note that once again, GlaxoSmithKline’s 1994 “bad” numbers make the rate of
suicide attempts in patients on Paxil and patients on placebo look virtually the
same, 1.2% versus 1.0%, Once again, in the 1994 researchers’ brochure,
GlaxeSmithKline makes the inaccurate claim:

the data shows there was a similar incidence of attempted suicide
in the Paxil group as compared to the placebo and active control
groups lemphasis added].

Here the operative word is “group.” Five of the six suicide attempts
GlaxoSmithKline alleged happened in the placebo group, in fact, occurred
during the wash-out period. GlaxoSmithKline was making the same inaccurate
claims using updated “bad” Paxi] numbers.
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Below are tables comparing GlaxoSmithKline's “bad” 1994 data with the correct
data now acknowledged by the company.% Note that once again
GiaxoSmithKline's incorrect numbers make Paxil look roughly equal to or better
than placebo, and obscure a statistically significant increase in the risk of suicidal
behavior for patients put on the drug.

Table 14
GlaxoSmithKline’s 199¢ Data
Suicide Attempts — Worldwide data

Paxil  Placebo COdds Ratio Statistically
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j t Pl
GSK’s “bad” 1994 numbers in its peients  pa B:h acebe

49 6 1.2 No
researchers” brochure. *Includes 5
wash-out suicide attempts counted as 1.2% 0.96% =0.84
though they occurred in the placebo ' ' prt
groap. 49 1 7.5 Yes
The correct data now acknowledged '

- 1.2% 0.16% » 0.01
by GSK, in which the wash-out suicide * P
attempts are removed.
Table 15

GlaxoSmithKline's 1994 Data
Suicides -- Worldwide data

Paxil  Placebc Odds Ratio Statistically

4126 625 Paxilf Significant?
patients patients  Placebo
GSK's “bad” 1994 numbers in its 6 2 0.45 No
researchers’ brochure. *Included 2
wash-out suicides counted as though | 015% | 0.32% p=028
they occurred in the placebo group.

Y n the placebo group 6 0 All suicides
The correct data now acknowledged 0.15% 0% ;:S;;r::;nm
by GSK, in which the wash-out : placeba.
suicides are removed.
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Table 16
GlaxoSmithKline's 1994 Data
Combined Suicidat Behavior
(Suicides and Suicide Attempts)
Worldwide data

Paxil  Placebo OddsRatio Statistically

4126 625 Paxil/ Signjﬁcant?
GSK’s “bad” 1994 numbers in its patients patients Placebo
researchers’ brochure, Includes 7 55 8 10 No
wash-out suicldes and suicide
attempts counted as though they 13% | 13% p=10
occurred in the placebo group. = I v or
The correct data now acknowledged
by GSK, in which the wash-out 13% | 0.16% p=0.008
suicides and suicide attempts are
removed.

GlaxeSmithKline Uses Its “Bad” Paxil Numbers to Claim a Potential
Market Advantage in the Journal European Neuropsychopharmacology

In 1995, GlaxoSmithKline, published the “bad” Paxil numbers and suggested
that Paxil has an advantage over other antidepressants that might be more likely
to increase the risk of suicidality,” The “bad” Paxil numbers were published in a
1995 article entitled “Reduction of Suicidal Thoughts with Paxil in Comparison
with Reference Antidepressants and Placebo” in the jowrnal Exropean
Neuropsychapharmacology.™ The authors of the article were Dr. Stuart
Montgomery, a psychiatrist at $t. Mary’s Hospital Medical School in Londor Dr.
David Dunner, a psychiatrist at the University of Washington Medical Center in
Seattle; and in-house GlaxoSmithKline psychiatrist Dr. Geoffrey Dunbar. Recall
that these three psychiatrists have already played central roles in the debate over
antidepressant-induced suicidality. Dr. Montgomery was a consultant at the
FDA's 1991 heating on antidepressant-induced suicidality, To appoint Dr.
Montgomery, the FDA had to waive its own standards for conflicts of interest
because of his extensive ties to the pharmaceutical industry. Dr. Dunner was a
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voting member of the Advisory Committee at the FDA’s 1991 hearing. The FDA
also had to waive its standards for conflicts of interest to appoint Dr. Dunner. In
fact, Dr. Dunner left the hearing early not even bothering to lister: to all of the
discussion of the evidence. Dr. Dunner left a proxy to vote against the warnings
for him.* And, Dr, Dunbar is the in-house GlaxoSmithKline psychiatrist who
wrote the first draft of the company’s April 29, 1991 safety report to the FDA in
which the “bad” Paxil numbers appeared, Dr. Dunbar presented the Paxil
efficacy data at the October 5, 1991 FDA hearing to win Paxil approval, Together,
Dr. Dunbar and Dr. Dunner presented the “bad” Paxil numbers to the American
College of Neuropsychopharmacology in December 1991.

Table 17 below reproduces Table 8 in Montgomery, Dunner, and Dunbar’s article
in European Newropsychopharmacology showing the data on suicides and suicide
attempts in patients on Paxil versus placebo. This is GlaxoSmithKline's 1991
“bad” Paxil data including the “bad” patient exposure years calculations,

Table 17
GlaxoSmithKline's 1995 Paper
in European Neuropsychopharmacology

Tahl: 8
Sulcides snd suiclde attampts; inlntion-o-traat sampie; warldwide
open spd conirdlled (el dite base

Faronetine  Placabo
B o= 2063 n =554
INBFEY 72PEY

Suicider n [ %) M 2{0.38)
nPEY ¢,00% 0.028

Attempled soicides i (%) 40(1L3) 6{l.1)
niPBY 0980 0.083

Based on the “bad” Paxil numbers, Drs. Montgomery, Dunner, and Dunbar
assarted:

It has sometimes been assumed that vigorous treatment of
depression with effective antidepressants will necessarily reduce
the risk of a suicide attempt but this assumption may not be well
founded. There is evidence to suggest that some antidepressants, rather
than having a positive or neutral effect on suicidality, may even provoke

34



Case 6:07-cv-01157-MLB-DWB  Document 34-17  Filed 10/25/2007 Page 36 of 60

suicide attempts.. . .Differing inherent toxicity of the various
antidepressants cannot adequately explain the disproportionately
high rates of death from overdose with some antidepressants, e.g,
desipramine, amitriptyline, dothiepin....Suicide provocation by an
antidepressant is suggested by a large placebo-controlled study of
long-term treatment with maprotiline....Consistent reduction in
suicides, attempted suicides, and suicldal thoughts, and protection
against emergent suicidal thoughts suggest that Paxil has advantages
in treating the potentially suicidal patient [emphasis added).

Thus, GlaxoSmithKline usad the “bad” Paxil mumbers to claim a market
advantage over other antidepressants that might “provoke” suicidal behavior,

Dr. Dunner has been deposed in ongoing Paxil litigation, Dr, Duniner was asked
if GlaxoSmithKline provided him with the raw data to analyze for the 1995 paper
in European Newropsychopharmacology or just summary tables with the “bad” Paxil
numbers. Dz, Dunner respondad:®

A, Ididn't see the raw data in the case report forms. I did see
the tables. [ work with the tables, The tables came before any
draft, as I recall, We—we created the paper from the tables,

Q.  And-—and you never questioned, did you, or did you not
question the validity of the data in Table 8?
A. No,

This apparently was the pattern: That GlaxoSmithKline provided the tables with
the “bad” Paxil numbers to doctors and the public.

GlaxoSmithKline Reassures Doctors with the
European Neuropsychopharmacology Paper
with the "Bad” Paxil Numbers

On July 5, 1995, GlaxoSmithKline’'s marketing department issued a memo to its
sales force trumpeting the Europesn Neuropsychopharmacology paper with the
“bad” Paxil numbers.*? The memo urged the sales force to use the Montgomery-
Dunner-Dunbar paper to reassure doctors concerned about Paxil-induced
suicidality, According to GlaxoSmithKline:
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This paper adds to the burden of proof that Paxil is a safe and
effective antidepressant and may be used with physicians to
alleviate any concerns they may have regarding suicidal ideation
[thoughts].

On April 2, 1999 the FDA Makes Another Request
Jfor Information About Paxil Suicides

In the late 19905, the FDA was debating the ethics of treating patients in drug
studies with placebo if their medical condition is potentially life threatening. In
the case of depression, for example, do patients given a placebo have statistically
significant kigher rates of committing suicide? If so, then doing placebo
controlled studies of depression might be unethical. As we have seen, the correct
Paxil data shows quite the opposite: Patients exposed to Paxil have a statistically
significant increased risk of committing or attempting suicide compared to
patients put on placebo.

To address the question, the FDA asked pharmaceutical companies for the data
on deaths--in the case of antidepressants, especially suicides—in their drug
studies. The FDA's request to GlaxoSmithKline is dated April 2, 1999.% This new
request from the FDA was independent of the debate over antidepressants
making patients suicidal. But, it was a request for the same type of data,

GlaxoSmithKline Submzts New “Bad” Paxil Data
to the FDA in 1999

GlaxoSmithKline submiited its report to the FDA on July 13, 1999, The report
states that GlaxoSmithKline included sulcides “with the cut-off date prior to 17
June 1999....”® Table 18 reproduces GlaxoSmithKline's table in the July 13, 1999
report to the FDA, By 1999, the number of patients who had taken Paxi] in
depression studies now totaled 7,225, while the number who had taken placebo
had increased to 1,607, According to GlaxeSmithKline's 1999 table, twelve
patients on Paxil had committed suicide while only one patient on placebo had.
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Table 18
GlaxoSmithKline’'s New 1999 “Bad” Paxil Data

Faroxetize IR: 7228

Plageba 1607
Unlcnown
Treatment _ Noh-Sulddes  Suicides Cause Total
Puroxdtihe TR, 28 12 . A 4
Placebn 3 1 0 4

Grand Total: 48

Yictrand tonal does ot lirclade 1 paxes widurgaing furhet inveatigativa,

Note that the count for patients on placebo who committed suicide no longer
includes the two wash-out suicides that were previously improperly counted
against the placebo group. But, the one new suicide counted against placebo also
1s improper, Examination of the individual case report shows that the patient
was on an older antidepressant, mianserin, and therefore cannot be properly
counted as a placebo suicide.® Thus, the new, 1999 Paxil numbers are once again
“bad.” I have not analyzed this “bad” data set because GlaxoSmithKline
subsequently revised the report and submitted a new one.

On November 18, 1999 GlaxoSmithKline’s David Burnham wrote an email to
seven of his colleagues expressing concern that the July 13* report made no
mention of the two wash-out suicides which had previously been reported to the
FDA as if they occurred in the placebo group.®® What if the FDA inquired why
the placebo suicide count had gone down from two to one in the decade from
1989 to 19997 Burnham sent 2 new draft of the 1999 report to his colleagues,

saying:

The two suicides among the 544 placebo patlents [originally
reported in 1989]...actually occurred during single-blind placebo
run-in, not double-blind placebo.... Because patients undergo
usually 1 week of single-blind run-in before randomization, these 2
suicides on placebo are not comparable to deaths occurring after
randomization,...Bottom line: We must mention the placebo run-in
[wash-out] deaths to reconcile the cverall incidence figures....However, we
cannot combine these placebo run-in deaths with the randomized placebo
death rate.... Thus, we are left with a 0.1% suicide rate on Paroxetine IR
and a 0% rate on placebo. [emphasis added].
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Three weeks later, one of the colleagues Burnham emailed, Thomas Kline called
Dr. Michael Seika, & medical reviewer at the FDA % Xline documented the call in
a GlaxoSmithKline December 8, 1999 memo, Kline wrote:

Specifically, I asked [Dr. Seika at the FDA] if a patient were to die
during a placebo run-in [wash-out], i.e. prior to randomization,
should that patient be included, in the calculation for placebo
deaths. He clearly stated that such a patient should not be counted
in our analyses, since such a patient would not comprise the
“controlled” portion of a trial.

On December 16, 1999 GlaxoSmithKline submitted a revised version of the report
to the FDA.¥ As Burnham suggested in his email, this time the report mentioned
the wash-out deaths in the event that they needed to be reconciled with the
earlier figures. As in the July 13* version of the report, they were not counted
against the placebo group. However, the December 16* report still improperly
counted the mianserin suicide as though it occurred in the placebo group, What
is more, in the December 16* version, GlaxoSmithKline reported that it could not
provide a full, accurate count of the number of patients who had taken Paxil,
making it imposstble to fully analyze the data, Thus, GlaxoSmithKline’s second
199% report contained still another, new set of “bad” Paxil numbers,

On June 6, 2001 a Wyoming Jury Awards $6.4 Million
in a Paxil-Induced Murder-Suicide

By the late 1990s, several lawsuits had been filed against GlaxoSmithKline over
Paxil-induced suicides and murder-suicides. One of the best-known Paxil suicide
cases 19 the so-called Tobin case, which went to trial in May 2001 in the United
States District Court in Cheyenine, Wyoming. The case involved a sixty-year-old
man, Donald Schell, who shortly after starting Paxil killed his beloved wife Rita,
daughter Marie, and granddaughter Alyssa before committing suicide. The
lawsuit was brought by the only surviving member of the family, Schell’s son-in-
law Tim Tobin who had been married to Marie and was the father of Alyssa.

On June 6, 2001 the jury of eight men and women found Paxil responsible for the
gruesome murder-suicide, based on medical experts testifying about scientific
evidence and {nternal GlaxoSmithKline documents.® The jury awarded $6.4
million in the case.
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On August 24, 2001, 3 Group of Plaintiffs File a Class Action
Lawsuit Against GlaxoSmithKline Over Severe
Withdrawal Reactions Including Suicides

On August 24, 2001 a group of plaintiffs filed a class action lawsuit against
GlaxoSmithKline over severe Paxil withdrawal reactions including suicides.
Paxil withdrawal reactions ocour when the drug is stopped abruptly or tapered
too quickly. Episodes of Paxil withdrawal are one of the high-risk periods for
Paxil-induced suicidality.® The group ultimately included over 3,000 patients
who suffered severe withdrawal. The symptoms of Paxil withdrawal are divided
into two main groups: physical symptoms and psychiatric symptoms,”™ The
physical symptoms can include dizziness, flu-like aches and pains, nausea,
headaches, tremors, and sensory abnormalities like electric zap-like sensations in
the brain. The psychiatric symptomas can include crying spells, depressed mood,
anxiety, insomnie, irritability, impulsivity, confusion, and suicidality. Severe
Paxil withdrawal can be incapacitating and force patients to taper off the drug
painstakingly slowly over months, A large-scale, systematic study of Paxil
withdrawal conducted at Harvard Medical School found that 66% of patients
abruptly stopping the antidepressant experienced withdrawal reactions.” In
another Paxil study conducted by the British equivalent of the FDA, 21% of Paxil
withdrawal reactions were mild, 58% were moderately severe, and 21% were
severe.” In a catch-22, when patients and doctors are not well Informed about
Paxil withdrawal, the psychiatric symptoms can be mistaken for relapse, a return
of the patient’s original psychiatric condition.”

Although originally filed as a class action, the individuals in the Paxil
withdrawal lawsuit ultimately became part of a multi-district litigation, The
attorneys conducted extensive discovery and deposed GlaxoSmithKline
executives. The ongoing litigation over Paxil withdrawal and Paxil-induced
suicides put pressure on GlaxoSmithKline as attorneys and medical experts
became aware of the company’s inappropriate reporting of side effects including
counting wagh-out suicides and suicide attempts as though they occurred in the
placebo group.”™ The Paxil withdrawal lawsuits were ultimately resolved to the
plaintiff's satisfaction before going to trial.
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FDA Officials Testify that GlaxoSmithKline Should Not Have
Counted Wash-Out Suicides and Suicide Attempis
Against the Placeba Group

FDA officials have also been deposed in the ongoing Paxil litigation, Dr. Robert
Temple is the Director of the Office of Medical Policy and Acting Director of the
Office of Drug Evaluation at the FDA, In his deposition, Dr, Temple was shown
some of GlaxoSmithKline's table:”

Q Do you see where it says two of the five placebo suicides
occurred during run in {ancther name for the wash-out
peried], Do you see that?

A Yeah. You shouldn’t count those as part of the placebo rate,

Dr. Martin Brecher was the FDA’s medical officer who reviewed Paxil’s safety.
As discussed earlier, Dr. Brecher’s report on Paxil's safety relied upon and
reproduced GlaxoSmithKline’s “bad” Paxil numbers. In his deposition, Dr.
Brecher was asked:”

Q ° Isitscientifically legitimate to count a suicidal act occurring
during wash-out and run-in to the placebo count?...

No, because everybody got placebo,

So it’s [a] sclentifically illegitimate way to count, correct?
Yeah,

>0

GlaxeSmithKline’s CEC Testifies that the Company Should Not
Have Counted Wash-Out Suicides and Suicide Attempts
Aguainst the Placebo Group

GlaxoSmithKline’s Chief Executive Officer, Dr. Jean-Plerre Garnier, has also been
deposed in the ongoing Paxil litigation.” Garnier was asked when
pharmaceutical compantes should begin counting side effects in drug studies:

Q. Now, in terms of the clinical trials, there is & term called

wash-out or run~in phase; are you familiar with those terms?
A Yes.
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Q. Okay. And that in terms of when you are locking at a clinical
trial, adverse events [side effects], you don’t start counting
them until the randomization perlod; is that correct?

A.  Until the randomization period, yeah, that is correct.

Thus, GlaxoSmithKline’s own Chief Executive Officer acknowledged that side
effects should only be counted after the washout phase is complete and the
official study has begun, when patients are randomly assigned to either be on
placebo or the drug.

On May 2, 2002, GiaxoSmithKline Discloses to the FDA
Counting Wash-Out Suicide Attempts Against Placebo

By the spring of 2002, GlaxoSmithKline declded it needed to disclose to the FDA
that it had counted wash-out suicide attempis as though they occurred in the
placebo group. On April 10, 2002 Dr. David Wheadon, GlaxoSmithKline's Senior
Vice President of U.S. Regulatory Affairs, called Dr. Thomas Laughren, a senior
medical officer at the FDA, According to an April 10, 2002 GlaxoSmithKline
memo Wheadon wrote about the phone conversation:™

1 explained to Dr. Laughren that, subsequent to ongoing defense of
Paxil cases, the issue of attempts in patients on placebo during
placebo run-in had been debated and a decision had been made to
reanalyze the original NDA [New Drug Application] data on
suicide attempts...,

Note that Dr. Wheadon specifically attributed GlaxoSmithKline’s need to
disclose the inaccuracy to “ongoing defense of Paxil cases.” In other words, it
was the diligent efforts of plaintiff's attorneys that forced GlaxoSmithKline to
divulge the inaccurate counting method to the FDA. Note that Dr. Wheadon told
Dr. Laughren GlaxoSmithKline had decided to “reanalyze the original NDA
[New Drug Application] data on suicide attempts.” Just a few weeks later, on
May 2, 2002, GlaxoSmithKline submitted a report on the reanalysis discussed
below in more detail, However, Dr. Wheadon goes on to say in his memo:

I assured him that this was only an issue in terms of attempts and
the other analyses stocd as submitted in the NDA and the 1991
report based on the NDA (specifically completed suicides and the
HAM-D ltem 3 analyses.)
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This is not true. Completed suicides that occurred in the wash-out phase were
counted as though they oceurred in the placebo group in the New Drug
Application and the special 1991 report to the FDXA, In other words,
GlaxoSmithKline only disclosed half the problem—the improper suicide
attempts counts and not the improper completed suicide counts--to the FDA.
Moreover, GlaxoSmithKline presented the data in 2002 in a new and different
way. Rather than provide aggregate data on ail of the Paxil studies, as they had
up until this point, instead GlaxoSmithKline divided the data up into smaller
pieces—they disaggregated it. GlaxoSmithKline divided the data up into three
separate groups, discussed in detail below when I discuss the report
GlaxoSmithKline submitted to the FDA. The net result of the new way in which
GlaxoSmithKline presented the data was that the problem was again obscured,

The way in which GlaxoSmithKline presented the data in 2002 was not how they
presented the data in the November 10, 1989 New Drug Application’s Summary
of Safety; the April 29, 1991 special report on suicidality when the FDA was
locking at the issue intensely after reports of Prozac-induced suicidality; the
September 20, 1991 FDA hearing on antidepressant-induced suicidality; the
October 5, 1992 hearing to win FDA approval for Paxil; the December 1951
presentation to the American College of Neuropsychopharmacology; the May
1994 researchers’ brochure; the 1995 Montgomery-Dunner-Dunbar article in
European Neuropharmacology; or the July 5, 1995 memo to their sales force
instructing them to use the article in European Neuropharmacology “with
physiclans to alleviate any concerns they may have regarding [Paxil-induced)
suicidal ideation [thoughts].”

After presenting the data one way for over a decade, when GlaxoSmithKline
disclosed the improper data (really only half of the inaccurate data because they
did not disclose the inaccurate data on completed suicides) the company
presented the data in a new way that again obscured the problem, Proclaimed
Dr. Wheadon in his April 20, 2002 GlaxoSmithKline memo recounting his
telephone conversation with Dr. Laughren:

He stated that he did not see this as a regulatory issue given the
outcome of these [new] analyses—that is that none of them showed a
signal of Paxil having a statistically greater incidence of attempis vs, the
comparator groups (placebo or active control). He said we should
file these new data to the NDA as information but no further action
would be required [emphasis added].
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If GlaxoSmithKline had presented its new analysis of the correct data on suicide
attempts the same way it had presented the inaccurate data for years, the correct
data would have shown that Paxil increases the risk of suicide and suicide
attempts more than eight-fold, as we have seen. But GlaxaSmithKline’s new way
of presenting the data obscured the problem again.

GlaxoSmithKline’s report is dated February 6, 2002 and was apparently
completed before Dr. Wheadon's April 10, 2002 telephene conversation with the
FDA.” The company submitted the report to the FDA on May 2, 2002.% Below
are the key tables from the report. Table 19 presents the Paxil data only for
Placebo-controlled trials, Note that only five of the 40 suicide attemnpts in patients
on Paxil occurred during the placebo-controlled studies, The remaining 35 Paxil
suicide attempts occurred during studies in which the control was another
antidepressant or the studies were uncontrolled. Paxil still caused more than
double the rate of suicide attempts, 0.5% versus 0,2%, but the increase is not
statistically significant, the p-value is 0.42,

Table 19
GlaxoSmithKline's 2002 “Disclosure” to the FDA

Paroxeline Plagsbo Pryolue

Wi (%) 5921 (0.5%] 1554 (9.2%) 0AZ
PYE g L]
WPYE {rate yelayve 1o expasure) § 0.05 0.2 0.43

1 inboil cases wbave, n relers 19 the nvasber of padens with e event

Five paticaus wilh aliempled suicidy have baen eicluded from ihe Ryures above for e placctn
group hecayse they occurred during the placebo runddn phase (1 09 02¢, 1 46010, 719011, 7149
MUTHD LIS

Note that GlaxoSmithKline's admission that only one patient on placebo
attempted suicide and that five other suicide attempts previously counted against
Placebo have now been “excluded from the figures” only appears as a footnote to
the table in the report, Note also that GlaxoSmithKline continues to report
patient-years exposure (PYE) caleulations, which as discussed earlier are
inappropriate because the risk of Paxil-induced suicidality is not evenly
distributed over time.
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Table 20
GlaxoSmithKline's 2002 “Disclosure” {o the FDA

Pasgatiine
| N (% ) 4012563 (1.3%]
| PYE ' 1008
NFYE (e relatlvs Lo exposure) | 0.04

{ in both cases sbove, nrefers (o the numbier of patienis with the event

Table 20 reproduces the table in GlaxoSmithKline’s 2002 report detailing the 40
suicide attempts that occurred in all patients given Paxil, But the table fails to
cormpare the complete Paxil number to the placebo mumber, In 2002,
GlaxoSmithKline failed to pool all the data in one, overall, complete analysis,
Instead, the company disaggregated the data, breaking it up into smaller pieces
that obscured the problem. Up until now, from 1989 to 2002, GlaxoSmithKline
had pooled the data. Indeed, in its 1991 report to the FDA, GlaxoSmithKline
specifically commented: “Rather than introducing a selection bias, the data from
all the trials has been pooled.” But in 2002, GlaxoSmithKline changed the way it
presented the data.

Compare Table 20 above to all of the earlier GlaxoSmithKline tables in which the
40 Paxil suicide attempts appear beside the placebo suicide attempts. See, for
example, Table 7 on page 11 from GlaxoSmithKline’s 1991 report to the FDA,
Had GlaxoSmithKline shown the data the way it always had in the past, it would
have looked like Table 9 on page 12 with the correct data on suicide attempts,
The 40 Paxil suicide attempts in 1991 would be the same in 2002, but the 6
placebo suicide attempts in 1991 would be down to 1 in 2002, The significant
difference would be instantly recognizable: a Paxil suicide attempt rate of 1.3%
versus a placebo rate of 0,18%, representing a statistically significant more than
seven-fold increased rigk of suicide atternpts for patients on Paxil.

Finally, GlaxoSmithKline should have disclosed that completed suicides which
occurred in the wash-out phase were also inappropriately counted against
placebo, GlaxoSmithKline should have added the correct completed suicide
numbers to the correct suicide attempt numbers, combining all suicidal behavior.
And GlaxoSmithKline should have directly compared in a table the complete,
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correct suicidal behavior counts for Paxil with the correct counts for placebo. As
we have seen in the combined suicidal behavior Table 10 on page 13, the full tally
i 45 Paxil suicides and suicide attempts to only one placebo suicide attempt.
Had GlaxoSmithKline compared the complete, correct counts, the data would
have shown that Paxil causes a statistically significant, greater-than-eight-fold
increased risk of suicidal behavior for patients put on the drug. Instead,
GlaxoSmithKline’s new way of presenting the data again obscured the problem,

In 2002-2003 The BBC Runs a Pair of Hard-Hitting Exposés
on Puxil-Induced Suicide and Suicide Attempts

On October 13, 2002 the British Broadcasting Company (BBC) ran a powerful
expose entitled “The Secrets of Paxil” on Paxil-induced suicidality and
withdrawal reactions.” The BBC received an overwhelming response: some
65,000 calls from viewers, 1,300 ematls, and 120,000 website hits. As a result of
the response, the BBC ran a follow-up exposé on May 11, 2003 entitled “Paxil:
Emalis from the Edge.”® The BBC exposés put enormous pressure on the British
equivalent of the FDA —the Medicines and Healthcare products Regulatory
Agency (MHRA). The British MHRA formed an advisory committee to look into
Paxil-induced sulcidality. At the time, GlaxoSmithKlne was waiting for the
British to approve Paxil for children, But when the advisory committee examined
the Paxil pediatric data, they concluded that Paxil was not effective for depressed
children end made them suicidal,

The British Virtually Ban Paxil for Children and Adolescents in 2003

In June 2003, the British virtually banned Paxil for children and adolescents
under eighteen years of age.® Immediately following the British announcement,
on June 10, 2003 GlaxoSmithKline issued a “Dear Healthcare Provider” letter to
physicians in England saying Paxil should not be prescribed to children and
adolescents because it “failed” to wark any better than placebo and frequently
caused “hostility, agitation, [and] emotional lability (including crying, mood
fluctuations, self-harm, suicidal thoughts, and attempted suicide),”®
Unfortunately, GlaxoSmithKline did not simultaneously issue the warning here
in the United States.
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The British Virtually Banning Paxil for Children and Adolescents
Puts Pressure on the FDA

The international publicity over the British virtually banning Paxil for children
and adolescents put tremendous pressure on the FDA to re-examine the issue of
antidepressant-induced suicidality. By December 2003, the British had virtually
banned almost all of the SSRI-type antidepressants for children and adolescents,
The British later changed the virtual ban to a warning to be aligned with the
position taken by the European-wide equivalent of the FDA.

The FDA Holds Two Hearings in 2004 on Paxil and Other Antidepressants
Making Children and Adolescents Suicidal

In response to public pressure, the FDA held two hearings on antidepressants
making children and adolescents suicidal, Following the first hearing on
February 2, 2004, the FDA issued an historic waming alerting doctors and
patients that antidepressents may make adult and pediatric patients suicidal over
and above any underlying depression,”® The FDA warning covers all
antidepressants currently on the market, including Paxil. The FDA warning
states that “patients who are started on [antidepressant] therapy should be
observed clearly for clinical worgening, suicidality, or unusual changes in
behavior,”®* The FDA warning specifies a number of antidepressant side effects
that may cause new or worsen existing suicidality, According to the FDA, these
antidepressant side effects are "anxiety, agitation, panic attacks, insomnia,
irritability, hostility, akathisia (severe restlessness), hypomania, and mania.”¥
All of these side effacts are acknowledged in the GlaxoSmithKline's official
prescribing guidelines for Paxil.®® Experts describe them as “paradoxical” side
effects of antidepressants because they can cause a worsening of the patient’s
condition.® At the February 2004 hearing the FDA announced its intention to
scrutinize the pediatric and ultimately the adult data on antidepressant-induced
suicidality even more closely.

In june 2004, New York Attorney General Eliot Spitzer
Sues GlaxoSmithKline for Fraud over Its Handling
of the Paxil Pediairic Data

After the initial, historic FDA wamning, in June 2004 New York Attorney General
Eliot Spitzer sued GlaxoSmithKline for fraud over its handling of the Paxil
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pedtatric data. The linchpin of Spitzer's case was a secret, internal
GlaxoSmithKline report dating to October 1998 saying the studies showed Paxil
“failed” to be more effective than placebo pills in depressed children.® The secret
memorandum wrged company executives to “effectively manage the
disseminaticn of these data in order to minimize any potential negative
commercial impact” that might “undermine the profile” of Paxil, In other words,
the position paper raised concermns that the damaging information might affect
Paxil's global sales, which approached $5 billion a year. How did the report
propose to “effectively manage” the potentally damaging results? By selectively
publishing the few “positive data” that would appear to make Paxil look good.

To accomplish this goal, GlaxoSmithKline turned to the psychiatrists who
originally conducted the studies for the company. Headed by Dr. Martin Keller,
chaizman of the Department of Psychiatry and Human Behavior at the Brown
Undversity School of Medicine, a group of more than twenty leading acadernic
psychiatrists published the selected Paxil data In the July 2001 issue of the Journal
of the Amevican Academy of Child and Adolescent Paychintry.® In stark contrast to the
1998 secret, internal GlaxoSmithKline memo, Keller and his colleagues used
highly selected pieces of positive data to glowingly conclude in 2001: “PaxIl is
generally well tolerated and effective for major depression in adolescents.”

After the British and FDA warnings, in April 2004 the prestigious medical
journal The Lancet published a damning critique of Keller's and a number of
other similar antidepressant studies.” In an accompanying editorial, The Lancet
expressed cutrage over the GlaxoSmithKline internal memo and Keller's
misleading report.® The Lancet described the “selective reporting of favourable
research” when side effects as serious as drug-induced suicide are at stake as a
"catastrophe” that “should be unimaginable.” The Lance called the false
reassurances of the pharmaceutical industry and the academic psychiatrists who
work closely with the industry “an abuse of the trust patients place In their
physicians.” Calling the burgeoning antidepressant scandal “a disaster,” The
Lancet called for “legal powers” to force pharmaceutical companies to make
unpublished data public.

Keller's misleading 2001 report in the Journal of the American Academy of Child and
Adolescent Paychiatry was highly influential and widely used to promote

prescribing Paxil to children. After its publication, the use of antidepressants for
children skyrocketed.™ But two years later, in June 2003, on the basis of the same
data, the British introduced their virtual ban on Paxil for children, After the FDA
lssued its historic wamning after its February 2004 hearing, Eliot Spitzer filed suit
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against GlaxoSmithKline charging the company with “fraud” for
misrepresenting its studies of Paxil in children.” GlaxoSmithKline quickly
settled the lawsuit.%

The FDA Issues a Black Box Warning that Paxil and Other Antidepressants
Can Make Children and Adolescents Suicidal

On September 13 and 14, 2004 the FDA held its second hearing at which the
agency presented its data analysis showing that antidepressants more than
double the risk of suicidal behavior in children and adolescents, The increased
risk is statistically significant, Thus, the FDA’s data analysis showed a causal link
between antidepressants and suicidal behavior in children and adolescents. 7 As
a result, the FDA strengthened the warning on antidepressants making children
and adolescents suicidal to the highest level possible: a prominent black box
warning,* The agency stated that it was in the process of re-examining the data
on adults. In the meantime, the FDA did not elevate its warning on adults to the
level of a black box, However, the FDA continued to release advisories that
adults need to be monitored closely for this sile affect,*

Throughout 2005 and 2006, the FDA was reanalyzing the data on adults
becoming suicidal on antidepressants. During this time, the results of the FDA’s
re-analysis were eagerly awaited. Once again, the FDA furned to pharmaceutical
companies asking for their data on antidepressant-induced suicidality in adults,

The FDA Regquests GlaxoSmithKiine's Aduit Paxil Data

On December 24, 2004 the FDA requested that GlaxoSmithKline provide the
agency with its adult Paxil data,!® The FDA asked only for data from placebo-
controlled studies of patients with major depressive disorder. The FDA's request
excluded two Paxil studies that differed from other studies in an important way:
These two studies—Studies 057 and 106 —specifically recruited seriously suicidal
patients, whereas other Paxil studies did not allow sericusly suictdal patients,
GlaxoSmithKline's protocol for Study 057 states that only adults “with a history
of at least one episode of suicidal behavior and an episode of suicidal behavior
within the last 10 days (index episode} were admitted” to the study.” Similarly,
study 106 “specifically evaluated...patients [who] were at high-risk for
suicidality... "1

48



Case 6:07-cv-01157-MLB-DWB  Document 34-17  Filed 10/25/2007 Page 50 of 60

Not surprisingly, a high rate of suicide attempts occurred in Studies 057 and 106.
According to GlaxoSmithKline internal documents, “over 68% of patients with
suicidality identified by means of an algorithmic analysis of verbatim adverse
event [side effect] reports in placebo-~controlled depression studies of Paxil in
adults arose from studies 057 and 106, although 057 and 106 contributed only
5.5% of the patients in the adult placebo-controlled depression studies
dataset.”'® In other words, some two-thirds of suicidal behavior occurred in
these two relatively small studies, whose design—specifically studying seriously
suicidal patients —was the opposite of GlaxoSmithKline's other studies, which
specifically excluded seriously suicidal patients.! Becnuse they were studies of a
distinctly different patient population who had a high rate of suicide attempts,
including the stucties in the data analysis would confound the results and be
inappropriate,

GlaxoSmithKline’s global safety board met on January 24, 2005 to discuss the
FDA's excluding the data from Studies 057 and 106.1% Table 21 reproduces a
slide prepared for the global safety board."™ Note that all the other Paxil studies
have relatively low rates of suicidal behavior ranging from 0.29% to 1.9% in the
placebo or Paxil groups, Paroxetine in the table is the chemical name for Paxil, By
contrast, Studies 057 and 106 in the middle of the table, in the third row, have a
high rate of suicidal behavior: 22% of patients in the Paxil and placebo groups.
Including in the high rates in Studies 057 and 106 would drown out the relatively
small rates in the other studies, obscuting the differences between Paxil and
placebo in the studies that excluded seriously suicidal patients.
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Table 21
GlaxoSmithKline Global Safety Board Meeting
January 24, 2005

Foussibly Sutcide-related Fyonis:
Maidencse over thie goap > At 3 e stien)
Fotndt B e e fvitirale sf Taval, - F

Gty Dlead Db

[doan 20t A
[N PRI

i)

RIS YL E B2 SEty ) TR
)

o e b e

Craph 4 reproduces another slide prepared for the global safety board,'” The
graph contains five pairs of bar graphs in which the white bars represent suicide-
related events, or behavior, occurring in patients on Paxil while the black bars
represent placebo. The first pair of bars presents the data on all Paxil studies
including Studies 057 and 106; “all indications” on the x-axis means all
diagnoses. More suicidal behavior occurred in patients on placebo than Paxil,
although the two are nearly the same, The next pair of bars presents the data
only for studies of depression, which still includes Studies 057 and 106,
According to GlaxoSmithKline, the patients in Studies 057 and 106 were
depressed and suicidal but not so depressed that they met the diagnostic criteria
for major depressive disorder, Again, more suicidal behavior occurred in the
patients on placebo, although Paxil and placebo are close to the same. The third
pair of bars represents studies of diagnoses other than depression. 'The placebo
rate is more than double the Paxil rate,
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Graph4
GlaxoSmithKline Global Safety Board Meeting
January 24, 2005
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The last two pairs of bars in Graph 4 show what happens if one excludes the data
from Studies 057 and 106, re the FDA planned to do, Note the dramatic
difference: the rate of suicidal behavior in patients on Paxil is almost double the
rate of suicidal behavior in patients on placebo. In other words, Studies 057 and
106 would indeed dilute the data, cbscuring the problem of Paxil-induced
suicidality. Removing Studies 057 and 106 reveals the problem. In the slide, an
arrow explicitly points out that the last pair of bars represents the analysis the
FDA “planned” on doing; an analysis of the studies of patlents with major
depressive disorder, which excluded Studies 057 and 106.

Another siide prepared for the global safety board meeting reported on a recent
analysis of its adult data that GlaxoSmithKline conducted for the European
Agency for the Evaluation of Medicinal Producis, the Buropean-wide equivalent
for the FDA,* According to the slide, GlaxoSmithKline’s analysis for the
Eurcpeans included the data from Studies 057 and 106, The analysis found:1»
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Overall (i.e. across all indications [diagnoses]) the incidence of on-
therapy possibly suicide-related events [behavior] was 0.8% in the
Paxil treatment group and 0.9% in the placebo group. Although
possibly-suicide related events occurred at a lower incidence in the
Paxil group than in the placebo group this dlfference was not
statistically significant (Paxil 66/8481 (0.8%), placebo 55/5808 (0.9%),
OR 0.82, 95% C10.57, 1,18, P=0,31),

The results of the analysis GlaxoSmithKline did for the Europeans are shown in
the first pair of bars on the left in Graph 4. Because GlaxoSmithKline's analysis
for the Butopeans inchuded the confounding data in Studies 057 and 106, it did
not show an increased risk of Paxil-induced suicidality. By excluding the
confounding data in Studies 057 and 106, the analysis the FDA planned would
show the problem with Paxil,

Table 23 and Table 24 below further demonstrate how including Studies 057 and
106 mask the statistically significant difference in suicide attempts between Paxil
and placebo in GlaxoSmithKline's studies. Table 22 reproduces Table 1 in an
October 25, 2005 GlaxoSmithKline report on suicide attempts that included
Studies 057 and 106. As seen in Table 22, when Studies 057 and 106 are included
there is no statistically significant difference between the rate of suicide attempts
in patients on Paxil versus placebo. As indicated by the arrows, this is true for
both the overall data including patients with all diagnoses and for the data
including only patients in GlaxoSmithKline's studies of depression, The p-values
were not statistically significant: 0.51 and 0.61 respectively,
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Table 22
From a GlaxoSmithKline October 25, 2002 Analysis
of Suicide Attempts in its Paxil Studies

As sean in Table 23, when the data from Studies 057 and 106 are excluded from
the overall analyais of all diagnoses, patients on Paxil had a statistically
significant increase in the risk of suicide attempts. The odds ratio was 2.8 and the
p-value was 0,014, Similarly, as seen in Table 24, when the data from Studies 057
and 106 are excluded from the analysis of GlaxoSmithKline’s depression studies,
depressed patients on Paxil had a statistically significant greater-than-three-fold
increased risk of suicide atiempts when compared to depressed patients on
placebo; the p-value was 0.0004. Diluting the data by including the two
confounding Studies 057 and 106 masks this statistically significant difference. Yet
this is precisely what GlaxoSmithKline sought to do.
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Table 23
GlaxoSmithKline 2002 Data
Suicide Attempts - Worldwide data

Paxil  Placebo Odds Ratio Statistically
6927 4757 Paxilf Significant?
patients  patients  Placebo
72 43 1.15 No
1.0% 0.9% p=051
35 10 2.38 Yeu
0.5% 0.2% p=0.014
Table 24
GlaxoSmithKline 2002 Data
Suicides - Worldwide data
Paxii  Placebo OddsRatio Statistically
3192 2047 Paxily/ Sig\ificant?
patients  paHents  Placebo
66 38 112 No
2.1% 1.9% P=0.61
29 5 361 Yes
0.9% 0.24% P =0.004
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Two days after the GlaxoSmithKline global safety board meeting, on January 26,
2005, the company wrote to the FDA requesting “clarification with regard to
some of the details of the analyses described in the [FDA’s] December 24% [2004)
letter” requesting the adult Paxil data.!? In the letter, GlaxoSmithKline
questioned the two obstacles that stood in the way of including Studies 057 and
106: the FDA originally requested only data on studies of patients with major
depressive disorder and only studies lasting less than seventeen weeks, Studies
057 and 106 were not studies of patients with major depressive disorder. As
described earlier, they were studies of patients with milder forms of depression
but who were at high risk for suicidal behavior. And, Studies 057 and 106 both
lasted longer than seventeen weeks; Study 106 lasted twenty-four weeks and
patients could stay in Study 057 for up to 52 weeks.! In its January 26, 2005
letter, GlaxoSmithKline requested that the “FDA considers expanding the
requested analyses to include studies condueted for ather [psychiatric]
conditions” and also questioned the “rationale” for “the criteria of limiting the
studies analyzed to those ‘up to 17 weeks.’”” In other words, GlaxoSmithKline
sought to remove both obstacles te including Studies 057 and 106,

Over the next twelve months, GlaxoSmithKline lobbied the FDA to include the
two studies, In a March 18, 2005 email, the agency declined to broaden the scope
of the analysis to diagnoses other than major depression because of limited
resources.’”? The FDA expressed cancemns about the longer-term Studies 057 and
106 because the patients were “clinically different” and could “dilute” the data
from the other studies, thereby confounding the analysis.'* In a May 12, 2005
letter, the PDA agreed to include other diagnoses besides major depressive
disorder.”! But the FDA requested that GlaxoSmithKline submit two separate
datasets: one with only the data originally requested from studies of major
depressive disorder and a second with the data from studies of other
diagnoses.!’* A separate analysis of the major depressive disorder dataset would
atil] exclude Studies 057 and 106. And, the other obstacle to including the two
studies— the seventeen-week cut-off—also still remained.

GlaxoSmithKline’s global safety board met again to discuss the matter on June
24, 2005. The GlaxoSmithKline executives expressed concern “that the analysis
currently planned by the FDA” would “differ” from GlaxoSmithKline's eatlier
analyses,”'¥ An “Executive Sumumary” of the June 24, 2005 global safety board
meeting states: “Thus, the team proposes sending a second response to FDA to
ask that they reconsider the inclusion” of Studies 057 and 106 “in their evaluation
[emphasis added].”}”
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Anticipating that the FDA analysis would produce a different result, the Paxil
team also proposed “conducting an in-house analysis in parallel to FDA”
according to the minutes of the June 24, 2005 meeting.""® The global safety board
approved the in-house analysis. GlaxoSmithKline went ahead and did an in-
house analysis in parallel with the FDA. GlaxoSmithKline separately analyzed
the data from the studies of patients with major depressive disorder, which
excluded Studies 057 and 106, expecting the BD'A to do the same.

GlaxoSmithKline sent another letter to the FDA on July 28, 2005 again requesting
the agency include Studies 057 and 106.* The FDA responded with two ematls
dated August 26 and September 2, 2005, The emails asked for additional
information on the high-risk patients in Studies 057 and 106, The FDA also asked
GlaxoSmithKline to respond to the agency’'s concern that “pooling high risk
patients with lower risk patients” would dilute the data and “obscure findings”
in the data analysis,

GlaxoSmithKline appealed to the FDA again on September 20, 2005,12 The
company acknowledged that the patients recruited into Studies 057 and 106 had
a high risk of suicidal behavior, but still argued for including them in the
analysis. Even though GlaxoSmithKline knew from its own preliminary analysis
that including Studies 057 and 106 would dilute the data and obscure findings,
the company only acknowledged that as a possibility and attempted to justify
including the studies nonetheless.

In its efforts fo lobby the FDA, in the fall of 2005 GlaxoSmithKline hired two
consultants: Dr. John Mann is a professor of psychiatry at Columbia University
Medical Center. Columbia’s psychiatry department has been intimately involved
in assisting the FDA evaluate the data on antidepressant-induced suicidality. The
FDA hired the Columbia group to classify all the suicidal behavior in the
pediatric studies of antidepressants for its analysis of the pediatric data, And
GlaxoSmithKline hired the Columbia group to classify suicidal behavior in its
adult studies before it submitted the data to the FDA,

On October 11, 2005, seven GlaxoSmithKline doctors and sclentists met with
Mann at Columbia. For the meeting, GlaxoSmithKline prepared a slideshow
presenting its “rationale for including. .. Studies 057 and 106.”122 According to
internal GlaxoSmithKline documents, after the meeting Mann “intends to discuss
with Tom Laughren at FDA” including Studies 057 and 106, Dr, Thomas
Laughren is a senior medical officer at the FDA who has overseen the FDA's
investigation of antidepressant-induced suicidality,? Laughren has been central

36



Case 6:07-cv-01157-MLB-DWB  Document 34-17  Filed 10/25/2007 Page 58 of 60

to the FDA’s handling of the matter since 1990 when SSRI-induced suicidality
first came to public and professional attention, In the fall of 2005, Laughren was
the FDA official with wham GlaxoSmithKline was negotiating trying to include
Studies 057 and 106.1%

GlaxoSmithKline also consulted with Dr, Michael Thase, professor of psychiatry
at the University of Pittsburgh Medical Center,’*¢ Like Mann, Thase is a
prominent academic psychiatrist with close Hes to the pharmaceutical industry.
On Cctober 21, 2005, six GlaxoSmithKiine executives met with Thase,

Throughout this time, Dr. Pam Barrett was the leader of GlaxoSmithKline's Paxil
team.'™ Barrett recently testified in a deposition that the company never heard
back from the FDA with a final word on whether or not the agency would agree
to including Studies 057 and 106. S0, the company went ahead and did the two
data analyses it expected the FDA to do: One analysis of just the major
depression studies, which would excluded Studies 057 and 106, and a second
analysis of the data from all dlagnoses, in which GlaxoSmithKline included
Studies 057 and 106,

In May 2006, GlaxoSmithKline Releases Its Annlysis
of the Adult Paxil Data Showing the Risk that Has Always Been There

GlaxoSmithKline’s in-house analysis indeed showed that adults with major
depressive disorder given Paxil have more than six times the rate of treatment-
emergent suicidality when compared to patients given placebo.! This six-fold
difference is statistically significant; the lower limit of the confidence interval is
greater than one, ' As GlaxoSmithKline suspected, excluding Studies 057 and 106
revealed the risk that has always been there, Recall that the correct, original 198%
Paxil data submitted to the FDA was also based on studies of adults with major
depressive disorder and showed a greater-than-eight-fold, statistically significant
increased risk of sulcidal behavior for patients on Paxil. The difference in the
magnitude of the increased risk—more than six-fold versus more than eight-fold —
owes to the different points in time, patient populations, and methodologies, 1%
The bottom line is that a statistically significant, substantially increased risk has
always been there in GlaxoSmithKline’s data.

In the fall and winter of 2005-2006, GlaxoSmithKline wrote several drafts of a

report on its findings to the FDA."*! The company submitted the report on March
8, 2006.'* In a cover letter, GlaxoSmithKline acknowledged the need to revise its
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official Paxil prescribing guidelines. At the time the Paxil prescribing guidelines
described the risk for children and adolescents, since the FDA's black box
warning, but said: “Tt i also unknown whether the suicidality risk extends to
adultg,”® GlaxoSmithKline deleted that sentence and acknowledged the
significant increased risk for adults.'®

In May 2006, GlaxoSmithKline issued a “Dear Healthcare Provider” letter
announcing the results of its new analysis and the changes in its official
prescribing guidelines for Paxil.'*® The letter states:

GlaxoSmithKline (G5K) would like to advise you of important
changes to the Clinical Worsening and Suicide Risk subsection of
the WARNINGS section on the labels for PAXIL (paroxtine HCI)
and PAXIL CR (paroxetine HCI Controlled-Release Tablets). These
labeling changes relate to your adult patients....In the analysis of
adults with MDD (all ages) [i.e, aduits of alt ages with depression],
the frequency of suicidal behavior was higher in patients treated
with paroxetine [Paxil] compared to placebo....This difference was
statistically significant....

In the Briefing Document released along with the letter, GlaxoSmithKline
stated:1%

Notably, the odds ratios for Definitive Suicidal Behavior for the
MDD [depressed] population are 6.7...,

That i3, depressed adults on Paxil were 6.7 times more likely to exhibit suicidal
behavior than patients on placebo in GlaxoSmithKline's stucies, The dramatic
increase in risk is not based on new data; this is merely a new analysis of its old
Paxil data forced by the heightened attention to the issue and by the FDA’s
excluding the confounding data from Studies 057 and 106.

Onve again, GlaxoSmithKline attempted to minimize the significance of Paxil's
six-fold increase in treatment-emergent suicidality by claiming that the “absolute
number and incidence of events [of suicidal behavior] are small.”'¥ But, as
described earlier, the reported number of suicidal events is small because
suicides and suicide attempts are uncommon events in studies where seriously
suicidal patients are excluded. Moreover, clinical trials provide frequent
appointments, close monitoring, emotional support, encouragement, and hope
that help to prevent suicidality. GlaxoSmithKline collects side effects data using
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insensitive, unsystematic, open-ended questions that underestimate the true
incidence of side effects.

On December 13, 2006 the FDA Presents lis Analysis
of GlaxoSmithKline's Adult Paxil Data Showing
the Risk That Has Always Been There

The FDA held its most recent hearing on antidepressant-induced suicidality on
December 13, 2006, At the hearing, the FDA presented its latest data analysis of
adults becoming suicidal on antidepressants, Ironically, the FDA did their
analysis the way GlaxoSmithKline had wanted the agency to: the FDA did not
separately analyze the data for major depressive disorder by drug (or at least did
net publicly announce the results} and the FDA lifted the seventeen-week cut-off.
S0, the FDA apparently included Studies 057 and 106, If GlaxoSmithKline had
not separately analyzed the studies of patients with major depressive disorder
because it thought the FDA was going to, the substantial increased Paxil risk
would still not be known,

In addition to its overall analysis of all the antidepressants it studied, the FDA
released its analysis on each of the specific antidepressants, According to the
FDA, Pax] increases the risk of behavior in adults by a factor of 2,76,' That is,
Paxil almost triples the tisk of suicidal behavior in adults, The increased risk is
statistically significant; the p-value is 0.02."° Thus, the most recent FDA analysis
demonstrates & causal link between Paxil and suicidal behavior in adults as well
as children and adolescents. The FDA’s figure of Paxil more than doubling the
tisk of suicidal behavior diifers from GlaxoSmithKline’s most recent figure of
Paxil increasing the risk by more than six-fold, in part, because the FDA’s figure
is based on adults with all psychiatric disorders while GlaxoSmithKline's figure
is based on adults with major depressive disorder. The bottom line is thata
statistically significant risk has always been there in GlaxoSmithKline’s Paxil
data for all age groups.

To date the FDA has limited itself to warnings that apply to all antidepressants
on the market, Experts report that this is because of pressure from the
pharmaceutical industry; in this way no one drug is singled out to have a market
disadvantage. On the basis of its December 13, 2006 hearing, the FDA is
extending the black box warning to adults under the age of twenty-five, So far,
the standard the FDA has used for the black box waming is a statistically
significant, two-fold-or-greater increase in the risk of suicidal behavior. If the
FDA upplied the same standard to individual antidepressants, in the case of Paxil
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the black box warning would apply to all age groups based on the FDA's own
analysis of GlaxoSmithKline’s data.

GlaxoSmithKline's “Bad” Paxil Data Obgcured the Risk
of Paxil-Induced Suicidality for Over Fifteen Years

The list below sumtmarizes the chronology of GlaxoSmithKline's “bad” Paxil data
obscuring the risk of Paxil-induced suicidal behavior from 1989 to 2006, more
than a decade-and-a-half.

1989 New Drug Application
Summary of Safety

1991 Report to the FDA
Scrutinizing the Issue

1991 FDA Heering

1991 Presentation to American
College of Neuropsycho-
pharmacology

1992 Hearing to Win FDA
Approval for Paxil

1994 Researchers’ Brochure

1995 Montgomery-Dunner-
Dunbar article in Exropean
Neuropsychopharmacology

GlaxoSmithKline's Original “Bad”
Paxil Numbers Obacured the True Risk

GlaxoSmithKline’s New, More
Egregious “Bad” Paxil Numbers
Obscured the True Risk

GlaxoSmithKline's “Bad” Paxil
Numbers Obscured the True Risk

Apgain

GlaxoSmithKline’s “Bad” Paxil
Numbers Obscared the True Risk
Again

GlaxoSmithKline's “Bad” Paxil
Numbers Obscured the True Risk

Again

A New Version of GlaxoSmithKline's
“Bad” Paxil Numbers Obscured the
True Risk

GlaxoSmithKline's “Bad” Paxil

Numbetrs Obscured the True Risk
Again
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o 1995 Instructions to Sales Force  GlaxoSmithKline's “Bad” Paxil

to Reassure Doctors Numbers Obscured the True Risk
Again
¢ 1999 Report to the FDA Still Another Version of
GlaxoSmithKline's “Bad” Paxil
Numbers Obscured the True Risk
¢ 2002 “Disclosure” to the FDA GlaxoSmithKline “Discloses” Only
that It Counted Wash-Out Half the Problem and Presents the Data
Events Against Placebo in a New Way That Again Obscures the
True Risk

» 2003 British Virtually Ban Paxil  GlaxoSmithKline Is Forced to
for Children and Adolescents Acknowledge the Risk for Children

and Adolescents
» 2004 Eliot Spitzer Sues GlaxoSmithKline Quickly Settles the
GlaxoSmithKline for Fraud over Lawsult
Its Handling of the Pedlatric
Data

* 2006 GlaxoSmithKline’s Report  GlaxoSmithKline Acknowledges the
to the FDA on Adults Statistically Significant Risk for Adults
But Only Those with Major Depression
and Emphasizes Younger Adults

» 2006 FDA Analysis of the Paxil = FDA’s Analysis of GlaxoSmithKline's
Adult Data Paxil Data Shows the Risk Extends to
Patients of All Ages and All Diagnoses

» The CORRECT, ORIGINAL 1989 Shows the Risk Was Always There in
Data GlaxoSmithKline's Data

The above chronclogy indicates a pattern of GlaxoSmithKline's repeated “bad"”
Paxil numbers obscuring the true risk for over a decade-and-a-half.
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During its Paxil studies, when patients exhibited suicidal behavior,
GlaxoSmithKline asked its researchers to assess whether or not the behavior was
related to, or caused by, Paxil, These causality assessmenis are an important part
of the Paxil database,

On May 9, 2006, GlaxoSmithKline's Chief Executive Qfficer Jean-Pierre Garnier
was deposed. At the deposition, when Garnler was asked if the assessments are
important for establishing whether or not Paxil causes suicidality, he
responded:¥

A:  It's another element to be considered.
Garnier was asked how many reports would constitute a critical number;

Q:  1f 3D investigators [researchers] reported,..that they thought
that Paxil was causing suicide events...is that something that
would be important to your company?

A Important, yes. I'm sure this has been taken into
consideration.

Garnier’s testimony is supported by internal company documents describing
causality assessments as an important component in GlaxoSmithKline’s
evaluating whether or not Paxil causes a particular side affect, 42

In the protocol for it Paxil studies, GlaxoSmithKline gives the following
instructions to its researchers for assessing the causality of potential Paxil side
effects; 13

Bvery effort should be made by the investigator to explain each
adverse experience [side effect] and assess its relationships, if any,
to study drug treatment. Causality should be addressed using the
following categories: unrelated, probably unrelated, possibly
related, related.

The degree of certainty with which an adverse experience is
attributed to drug treatment (ot alternative cause, e,g. natural
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history of the underlying diseases, concomitant therapy etc.) will be
determined by how well the experience can be understood in terms
of one or more of the following:

a) Known pharmacology of the drug. [SSRIa like Paxil boost
serotonin in the brain, causing a reflexive drop in dopamine,
which has been linked to medication-induced suicidality for
decades.'** Moreover, compensatory mechanisms in brain
cells may cause reduced serotonin production and release;
down-regulation of serotonin receptors; and compensatory
efforts on the part of the reuptake system, all of which may
lead to a decrease in serotonergic neurotransmission in
response to the initial over-stimulation by the SSRI.]

b) Reactlon of similar nature being previously observed with
this drug or class of drugs. {Antidepressant-induced
suicidality was reported before Paxll was on the market.]

¢) The experience having often been reported in literature for
simtlar drug as drug related e.g. skin rashes, blood
dyscrasia. [Ageain, antidepressant-induced suicidality was
reported before Paxil was marketed.]

d) The experience being related by time to drug ingestion
terminating with drug withdrawal (dechallenge) or
reproduced on rechallenge.

GlaxoSmithKline defined related, possibly related, probably related, and
unrelatad as follows:'#

RELATELD: There is a direct cause und gffect relationship between the
adverse experience and the study drug

POSSIBLY RELATED: A direct cause and effect relationship
between the drug and the adverse experience has not been
demonstrated but is possible or likely

PROBABLY UNRELATED: Cause and effect relationship between

the drug and the adverse experience has not been demonsirated, is
_ improbable but not impossible
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UNRELATED: The adverse experience is definitely not related to
the rest drug [emphasis added]

It some studies GlaxoSmithKline used a slightly different, five-point scale:
Definitely, probably, possibly, probably not, and definitely not. Rating suicidal
behavior as definitely caused by Paxil required that the patient be dechallenged
and rechallenged —that is, taken off Paxil and later put back on the drug. If the
suicidal behavior disappeared when the patient was taken off Paxil and
reappeared when the patient was put back on the drug, then GlaxoSmithKline
instructed its researchers to aesess the suicidal behavior as definitely related to
Paxil.

GlaxoSmithKline received numerous reports of suicide attempts, worsening
depression, or suicidal thoughts that its own researchers judged possibly,
probably, or definitely related {o Paxil, Below are some of the reports from
GlaxoSmithKline’s researchers:

Patient number: 136.067.0403. This 51 year old Caucasian female
was hospitalized on day 42 for severe depression and the following
day she attempted suicide by ingesting 10 tablets of flunitrazepam
[a sleeping pill/anti-anxiety agent] (20mg), reported as a severe
adverse experience [side effect] of emotional lability
[GlaxoSmithKline's code for suicidality]. She had been receiving
50mg Paxil daily which was discontinued on day 43, In the opinion
of the investigator, the diagnosis of aggravated depression was
probably related to study medication, and the suicide, related,

Patient number: 059.008.0003, This 50 year old female.. .received
Paxil 20mg on days 0 to 3 and Paxil 30mg on days 4 to 6....The
patient displayed severe suicidal tendencies (preferred term:
emotional lability), paranoid reaction and insomnia from day 5,
which the investigator considered to be probebly related to treatment.
The patient was withdrawn on day 6 because of these adverse
events [side effects] and a lack of [therapeutic] effect. After
withdrawal the events were treated using levomepromezine [an
antipsychotic] 125mg and amitriptyline [an older, tricydlic
antidepressant] 50mg. The emotional lability [GlaxoSmithKline's
code for sulcidality] was considered to be serious as it was
incapacitating, life threatening and prolonged hospitalization.



Patient number: 059.003.0079. This 55 year [0ld) male
patient....received Paxil 20mg on days 0 to 3 and Paxdl 30mg for a
further 10 days....The patient developed moderate agitation from
day 2 for four days. This had become severe by day 7 and
continued for a further seven days, By day 12 the patient had
developed severe suicidal tendencies (preferred term: emotional
lability). The patient wes withdrawn on day 13 because of these
adverse events [side effects] and a lack of effect. All events were
considered by the investigator to be possibly related lo study
treatment. The emotional lability [suicidality] was considered to be
serious as it was incapacitating.

Patient document number: 000843, [A 29 year old] patient recelving
Paxil in a Paxil study was hospitalized for suicidal ideation
{thoughts). The patient complained of worsening depression. He
had a feeling of worthlessness and helplessness, Paxil was
discontinued and Elavil [an older, tricyclic antidepressant] was
administered. The patient was scheduled for group therapy and
transferred to another psychiatric institution. Outcome:
hospitalized. Investigator relationship: related.

Patient document number; 6664. [A 38 year old] patient receiving
Paxil in a Paxil study developed a hypomanic episode with suicidal
ideation and was found shoplifting, She was hospitalized and
treated with lithium. Study medication was discontinued. Patient
was discharged. Outcome: recovered. Investigator relationship:
related.

Patient number: 149ei, The patient was a 46 year old caucasian
male....On day 18, emotional lability (suicide attempt) regarded as a
serious event was noted and stiributed to the drug by the
investigator. This adverse eveni lasted 4 days and disappeared before the
end of the study when the patient was withdrawn [from the study].

Patient number: 349 XXX.1173. Increasing Suicidality....Deffnitely
related. '
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Identification number: PRX920276U. A patient taking Paxil
committed suicide, The reporting physician considers the event
was possibly drug related.

Patient number: 349.XXX.2701, Severe psychomaotoric restlessness
[and] increase of suicide tendency....Definitely related,

Patient number: 715.201.00106, On 25-Jan-2001 [a 10 year old boy]
began therapy with study medication, Paxil. On 11-Mar~2001, 45
days after the patient began therapy with study medication, the
patient ran away from home to his father's house, and was
returned to his mother on 12-Mar-2001, the patient was reported to
be “out of control” and was admitted to an emergency room for
severe mania and suicidal ideation....The patient was withdrawn
from the study and the study medication was stopped due to the
events. The patient received 20mg of study medication at the time
of the events, and had completed the dose-rising phase of the study
from 10 mg to 30 mg (30 mg until 09-Mar-2001), The investigator
clarified that the suicidal ideation was symptomatic of the severe
manda. The investignlor reported that the severe mania and suicidal
ideation were life-threatening, disablingfincapacitating, and possibly
related to treatment wilh study medication.

A 34 year old male patient requested hospitalization due to
increased depression. He was discharged to attend a relative’s
funeral and committed suicide (hanging) the next day. The
investigator felt that the events may have resulted from aggravation of
the patients’ primary disease ov enhancement of irritated feeling by
antidepressant during treatment.

Patfent number: 05 01 A 030.... Attempted overdose....Definitely
related,

One list of Paxil side effects in GlaxoSmithKiine’s studies includes 29 reports of
suicide attempts, suicide gestures, suicidal thoughts, and self-destructive urges
that the company’s researchers judged possibly, probably, or definitely related to
Paxil.'* The list has a cutoff date of January 16, 2006 but is apparently not
complete since another thirteen individual case reports of suicidality attributed
to Paxil—including some dating to before January 16, 2006 — are not on the list.
This is a total of at least 42 cases, well above the 30 cases that GlaxoSmithKline's
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CEQ Jean-Pierre Garnier testified would be “important” to “take into
consideration” when evaluating a potential causal link between Paxil and

suicidal behavior,

GlaxoSmithKline also received numerous reports of akathisia and agitation-type

reactions, the antidepressant side effect most closely linked to antidepressant-
induced suicidality. Akathisia is a form of drug-induced agitation, as explained
in my earlier report. GlaxoSmithKline's researchers rated numerous agitation-

type reactions as definitely, probably, or possibly related to, i.e. caused by, Paxil,

Below are some of the reports from GlaxoSmithKline’s researchers:

Patlent number: 116.007.0198. This 37-year-old caucasian male....on
Day 1 of Paxil 20mg dose level, patient developed severe
akathisia....Severe akathisia was treated with Inderal (propranolol
hydrochloride) 20mg daily for one week followed by one month of
treatment at 30mg daily. Akathisia...resolved about three weeks
after study medication was discontinued....The investigator
[researcher] reported the adverse events [side effects] as probably
related to the study medication.

Patient number: 02H.007. [A 3B year old women experienced]
agitation... Severe, Relationship: Definite, 148

Patient number: 4615. Patient [was a 83-year-old woman who)
participated in drug monitoring study...from 27-Oct-92 to 7-Nov-
92....0n 30-Oct-82, the patient developed ‘unrest and agitation.’
The patlent recovered. She received Paxil, 20 mg, daily, for 12 days.
Physician relationship: ‘Related, ™9

Patient number: 349.XXX.0588. [Experienced] inner restlessness
[and] psychomotoric xestlessness, Probably related, 0

Patient number: 349.XXX.1665, [Experienced) restlessness, increase
of impulsion. Probably reluted 1*

Patlent number: 349.XXX.3534, [Experienced] increased
restlessness, Possibly related 1%

Patient number: 4441, Patient [a 38-year-0ld woman on 20mg/day
of Paxil] participated in drug monitoring study...starting on 22-
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Oct-92....0n 22-Oct-92, she developed. ..anxiety and inner
restlessness... . Physiclan relationship: ‘Related.’ 152

Patient number; 00263, This b6-year-old female patient
experienced,..increased restlessness...after starting Paxil. The
events lasted for several days and led to the withdrawal of Paxil.
The treating physician considered these events as possibly related to
Paxil, "

Patient number: 1714, [A} 59-year-old man participating in drug
monitoring while under treatment with Paxil 20mg {from 20-Sep-
92), experienced restlessness....Relationship per investigator
[researcher]; ‘probable.’ 4%

Patient number: 239,204.9233, [A 27-year-old woman on 20mg/day
of Paxil developed] mania.,.[and] psychomotor
agitation,...Investigator [researcher] Relationship: Definifely
related. ™

As described in my earlier report, an extensive medical terature dating back
decades has reported on antidepressant- and, more specifically, SSRI-induced
suicidality. In the attached Appendix A, Binder 10 is a bibliography of over fifty
articles and studies published in mediral journals including the Journal of the
American Medical Association, New England Journal of Medicine, Lancet, British
Medical Journal, American Journal of Psychiatry, Archives of General Psychiairy,
Journal of Clinical Psychiatry, European Psychiatry, and British Journal of Psychiatry.
Below are brief descriptions of a few of the published journal articles I have
relied upon in forming my opinion, including studies of antidepressant-induced
suicidality whose analyses achieve statistical significance.

1. Fergusson D, Doucette S, Glugs KC, Shapiro S, Healy D, Hebert P,
Hutton B, “Asgsuciation between suicide attempts and selective
serotonin reuptake inhibitors: systematic review of randomised
controlled trials.” British Medical Journal. 2005 Feb 19; 330 (7488):396,

This study utilized data from 702 clinical studies of selective serotonin

reuptake inhibitor antidepressants (SSRIs, including Paxil) where the drugs
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were compared to placebo or an older, comparison antidepressant. A total of
87,650 patients were involved in the studies. The data analysis found “a more
than two-fold increase in the rate of suicide attempts” in patients on SSRIs
when compared to patients on placebo pills, The odds ratio of suicide
attempts in patients on S5RIs versus patients on placebo was 2.28 witha p
value of 0.02 and a 95% confidence ratio of 1.14 to 4.55.

2, Donovan §, Clayton A, Beeharry M, Jones 8, Kirk C, Waters K, Gardner
D, Faulding J; Madeley R. “Deliberate self-harm and antidepressant
drugs. Investigation of a possible link.” British Journal of Psychiatry.
2000 Dec; 177: 551-6,

This prospective study collected data on 2,776 consecutive patients who came

to a hospital emergency room after acts of deliberate self-harm (including

overdoses, other forms of suicide attempts, or behavior like cutting oneself).

The study compared the incidence of self-harm in patients on SSRIs versus

older, tricyclic antidepressants. The study found that: “Significantly more

DSH [deliberate self-harm] events occurred following the prescription of an

SSRI than that of a TCA [tricyclic antidepressant},” The difference was

statistically significant, with a p value of <0,001, Patients on Paxil were ¢

times more likely to harm themselves than patients on an older, comparison
antidepressant.

3. Muller-Oerlinghausen B, Berghofer A, “Antidepressants and Suicide
Risk.” Journal of Clinical Psychiatry 1999; 60 Suppl 2: 94.9,
Had the Donovan study above been conducted in this country, a concern
might be preferential prescribing practices, where doctors might be more
likely to prescribe SSRIs to patients who were suicidal because they are safer
in overdose than older, tricyclic antidepressants, But the opposite is true in
Burope, where the Donovan study was conducted in England, Muller-
Oerlinghausen and Berghofer are two psychiatrists in Germany who report in
this article: “Several antidepressants including the selective serotonin
reputable inhibitors (SSRIs) may increase suicidal behavior by energizing
depressed patients to act along preexisting suicidal thoughts or by inducing
ekathisia with associated seif-destructive impulses, For acutely sulcidal
patients, the use of more sedating [older, tricyclic] antdepressants is
recommended....General textbook wisdom—at least in Enrope—recommends
preference of the more sedating antidepressants in suicidal patients because
of the risk of activating preexisting thoughts....”

69



4. Jick H, Kaye JA, Jick 85, “Antidepressants and the risk of suicidal
behaviors.” Journal of the American Medical Association (JAMA). 2004
Jul 21; 292 (3):338-43.

This study examined data on suicide attempts in 159,810 patients on four

antidepressants (Prozac, Paxil, amitriptyline, or dothiepin). The study

compared the rate of suicide attempts over time for patients on
antidepressants to see if there was a greater risk shortly after starting the
drugs. (The new FDA warninga state that the greatest risk of antidepressant-

Induced suicidality is shortly after starting the drugs or changing the dose.)

The study found: “The risk of suicidal behavior is increased in the first month

after starting antidepressants, especially during the first 1 to 9 days.” The

Increased risk was statistically significant: the risk of a suicide attempt in the

first nine deys on an entidepressant was 4,07 times the risk after being on the

drugs more than 90 days with a 95% confidence interval of 2.89 to 5.74. The
relative risk of a completed suicide in the first nine days after starting the
drugs was 38 with a 95% confldence interval of 6.1 to 231, The study looked
at both adults and children,

5. Aurgnes I, Ivete I, Gaasemyr J, Natvig B. “Suicide attempts in clinical
trials with Paxil randomized against placebo.” BMC Medicire, 2005
August; 3:14,

This paper analyzed suicide attempts in sixteen of GlaxoSmithKline's placebo

controlled Paxil studies, Seven suicide attempts occurred in 916 patlents

given Paxil while only 1 suicide attempt occurred in 550 patients on placebo,

The data analysis found that Paxil “is connected with an increased intensity

of suicide attempts per year.” The authors stated that the Paxil finding,

together with published meta-analyses of antidepressant-induced suicidality,

“make a strong case for the conclusion, at least with a short time perspective,

that adults have an increased risk of suicide attempts.”

6. Fisher 5, Bryant 5G, Kent TA. “Postmarketing surveillance by patient
self-monitoring: trazodone versus Prozac.” Journal of Clinical
Psychopharmacology. 1993 Aug:13(4):235-42,

In this study, patients taking Prozac or another antidepressant called

trazadone agreed to report side effects to thelr pharmacy over a one month

petiod after filling their prescription, which according to Fisher s a well-
validated method for assessing drug side effects. The study analyzed data on

4,099 patients. The study found "a higher incidence of various

psychologic/psychiatric adverse clinical events, including delusions and

hallucinations, aggression, and suicidal ideation” with Prozac. Patlents on
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Prozac were three times more likely to report new or unusual suicidal
thoughts when compared to patients on trazadone, The relative risk was 3.1
with a p value of (.0784.

7. Fisher et al, “Postmarketing surveillance by patient self-monitoring:
Preliminary data for Zoloft versus Prozac,” Journal of Clinical
Psychiatry 56, 1995;288-296.

This follow-up to the above study utilized the same methodology to compare

reports of side effects by patients on Zoloft, the second SSRI intraduced to the

U.S, market, with Prozac. Fisher found that even more patients on Zoloft

reported side effects similar to those of Prozac: “almost 1 {31.4%) of every 3

Zoloft-treated patients called at least once to report one or more valid adverse

clinical events compared with only about 1 (19.7%) of every 5 Prozac-treated

patients,...” The results were statistically significant; the p-value was less
than 0.001. Fisher concluded: “These data indicate that many adverse
reactions [side effects] known to be induced by Prozac are being reported
with even greater frequency by Zoloft-treated patients.” In other words, most
of the side effects of SSRIs are class effects, induced by other 8SRIs. With
regard to suicidality, Fisher reported: “The groups so far do not differ on
reports of suicidality....”

8, Donovan 8, Kelleher M, Lambourn J, Foster T. “The occurrence of
suicide following the prescription of antidepressant drugs.” Archives of
Suicide Research, 1999, vol. 5, no, 3, pp. 181-192(12),

This study analyzed data on 222 suicldes, examining suicides that occurred in

the initial month after patients were on antidepressants. Suicide rates in

patients on SSRI antidepressants were compared to the rates in patients on
older, tricyclic antidepressants. The study concluded: “The overall
occurrence of suicide by any method was lowest in patients prescribed TCAs

[tricyclic antidepressants] and highest in those ptescribed SSRIs. This

difference was statistically significant (p< 0.01).”

9. Jick S8, Dean AD, Jick H, “Antidepressants and suiclde.,” British
Medical Journal, 1995 Jan 28; 310 (6974):215-8

This study analyzed data on 172,598 patients taking antidepressants, 143 of

whom committed suicide. Patients on Prozac had a statistically significant

increased risk of committing suicide. The relative risk for patients on Prozac

was 3.8 with a 95% confidence interval of 1.7 to 8,6 when compared to

dethiepin, the reference antidepressant.
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10, Bonnet-Brilhault F, Thibault F, Leprieur A, Petir M., “A case of Paxil-
induced akathisia and a review of SSRI-induced akathisia.” Exropenan
Psychintry, 1998, 13:109-11,

In 1989, these four French psychiatrists reviewed the medical literature on

SSRI-induced akathisia and suicidality. They also reported the case of a

patient who developed severe akathisia when put on Paxil. The Paxil was

discontinued and the patient’s akathisia cleared after six days,

11. Rothschild A, J. and Locke C. A., “Re-exposure to Prozac After Serious
Suicide Attempts by Three Patients: The Role of Akathisia,” Journgl of
Clinical Psychiatry, 1991(52): 491-93,

Rothschild was a psychiatrist at Harvard Medical School and McLean

Hospital. He published this study in 1991, the year after Teicher and Cole

published their report of Prozac-induced suicidality. In this dechallenge-

rechallenge study, Rothschild represcribed Prozac to three patients who had
previously become suicidal on the drug to see if they would have the same
reaction, All three patients “developed severe akathisia {the form of drug-
induced agitation which is the SSRI side effect most closely linked to
suicidality) during retreatment with Prozac and stated that the development
of the akathisia made them feel suicidal and that it had precipitated their
prior suicide attempte,” When the first patient's Prozac was stopped, the
akathisia and suicidality cleared within 72 hours. Recall that in

GlaxoSmithKline's scale for causality assessments when side effect

disappears on dechallenge (stopping Paxil) and reappears on rechallenge

(resuming Paxil), Paxil is assessed as definitely causing the side effect. For the

second and third patients, Rothschild prescribed the beta-blocker

propranclol. In both these patients, once the propranolol treated the akathisia,
the suicidality cleared. This phamacologic approach demonstrated that it was
the akathisia and not the patients’ underlying depressions that caused the
suicidality.

12. Wirshing W, C,, Van Putten T,, Rosenberg J., Marder S,, Ames D,, and
Hicks-Gray T., “Prozac, Akathisia and Suicidality: Is There a Causal
Connection?,” Archives of General Psychiairy, 1992(49): 580-81.

This group of psychiatrists at UCLA included Theodore Van Putten, one of

the world’s leading experts on akathisia. The UCLA group described a series

of patients who developed Prozac-induced akathisia and suicidal urges.

When the UCLA psychiatrists took their patients off Prozac or lowered their

dose sufficiently, the agitation and suicidality cleared. When anti-anxiety

agents were used to temper the agitation, the suicidality also improved. As in
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Rothschild’s study, when one patient was rechallenged with a higher dose of
the drug, she experienced a return of the side effects, The UCLA group
concluded, “Our cases appear to conflzm that certain subjects experience
akathisia while taking Prozac end that this effect ls dose-related in the
individual patient. Further...the ‘Prozac akathisia’ can apparently be
associated with suicidal ideation, sometimes of ruminative intensity.”

13, Hamilton M. S. and Opler L. A, “Akathisia, Suicidality, and Prozac,”
Journal of Clinical Psychiatry, 1992(53): 401-6,
Hamilton and Opler are in the Department of Psychiatry at Columbia
University College of Physicians and Surgeons in New York. Together they
reviewed the many previcusly published cases and presented ore of their
own, a young woman who developed severe agitation and suicidality, a
month after starting Prozac. Hamdlton and Opler concluded that suicidality in
association with SSRIs “is really a reaction to the side effect of akathisia
[agitation] and not true suicidal ideation as is typically described by
depressed patients experiencing suicidal ideation.” They characterized it as
an “extreme” version of the “behavioral toxicity” of the drugs.

14, Lane R.M,, “SSRI-Induced extrapyramidal side-effects and akathisia:
implications for treatment,” Journal of Psychopharmacology 1998;12:192-
214,

When this report was published in 1998, Lane was the Medical Director of

Pfizer's Product Strategy Team for the SSRI Zoloft. Describing Prozac-

induced akathisia and suicidality, Lane wrote: “It may be less of a question of

patients experiencing Prozac-induced suicidal ideation, than patients feeling
that ‘death is a welcome result’ when the acutely discomforting symptoms of
akathisia are experienced on top of already distressing disorders, Hamilton
and Opler (1992) stated that the term ‘suicidal ideation’ to describe the
apparent suicidality assoclated with akathisia was misleading as the ‘suicidal
ideation’ reported in patlents receiving Prozac was a reaction to the side-
effect of akathisia (i.e. unbearable discomfort and restlessness) and not true
suicidal ideation as is typically described by depressed patients experiencing
suicidal ideation.”

15, Marsalek M, “Do antidepressants increase the risk of suicide.” Ceska A
Slovenska Psychiairic 1998; 94(5):272-81.
In 1998, Marsalek reviewed the literature on antidepressant-induced
suicidality and stated: “There is clinical evidence of the link between
akathislta and sulcidal tendencles.”
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16. Juurlink DN, Mamdani MM, Kopp A, Redelmeier. “The Risk of Suicide
with Selective Serotonin Reuptake Inhibitors in the Elderly.” American
Journal of Peychiatry, 2006; 163; 803-812.

This study examined data on over 1,000 cases of suicide, The authors found

that “during the first month of therapy, SSRI antidepressants were associated

with a neatly fivefold higher risk of completed suicide than other
antidepressants.” The results were statistically significant: The odds ratio was

4.8 with a 95% confidence interval of 1.2-12.2. The authors concluded:

“Initiation of SSRI therapy is assoctated with an increased risk of sulcide

during the first month of therapy compared with other antidepressants.”

17, National Institute of Mental Health (NIMH). “New NIMH Research
Strives to Understand How Antldepressanis May Be Associated with
Suicidal Thoughts and Actions,” November 13, 2006.

Underscoring that the consensus now is that antidepressants can make some

patients suicidal, this NIMH announcement provides information on new

NIMH research initiatives. According to the announcement: “These new,

multi-year projects will clarify the connection between SSRI use and

suicidality,” said NIMH Director Thomas Insel, M.D. “They witl help
determine why and how S5KIs may trigger suicidal thinking and behavior in
some people but not others, and may lead to new tools that will help us
screen for those who are most vulnerable,” he added.

Conglusion

Analyses of GlaxoSmithKline’'s Paxil data demonstrate a causal link between the
antidepressant and suicidai behavior. This has been true since 1989 although the
“bad” Paxil numbers obscured the risk for a decade-and-a-half. But in the last
year, both GlaxoSmithKline and the FDA have acknowledged the statistically
significant increased risk of suicidal behavior for patients put on Paxil,
GlaxoSmithKline's researchers’ causality assessments also support a causal link
between Paxil and suicidal behavior, Finally, the published medical literature
indicates a causal link between antidepressants and suicidal behavior.

In the spring of 2006, GlaxoSmithKline added a warmning to itz officlal Paxil
prescribing guidelines alerting doctors and patients that Paxil increases the risk
of suicidal behavior in depressed adults more than six-fold. GlaxoSmithKline
should have included such a warmning back in 1992 when it introduced Paxil to
the market based on the data from its initial studies of the drug to win FDA
_approval. It is my opinion to a reasonable degtee of medical probability that had
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GlaxoSmithKline provided the warning all these years, Tom Turek would still be
allve today.

One of the most sobering aspects of the story of Paxil-induced suicidality is that
GlaxoSmithKline was not forthcoming with its data demonstrating the risk and
regulatory agencies like the FDA did not take the initiative to get to the bottom of
and expose the true risk. Rather, the impetus came from attorneys and medical
experts surprised by what they found in GlaxoSmithKline’s confidential
documents, which only came to light through litigation, The GlaxoSmithKline
documents that have so-far made it into the publie record have in burn been
critical to educating patients, the public, and the media about the true risk. The
media—particularly the BBC in England—played a crucial role in turning the
tide in the history of Paxil-induced suicidality,

Given the importance of GlaxoSmithKline's internal documents, it is unfottunate
that so many of the documents cited in this report and the attached Appendix are
still confidential. Given the stakes for public health and safety, GlaxoBmithKline
should not be permitted to claim the documents are proprietary trade secrats, All
the documents should be made part of the public record so the full story of Paxil-
induced suicidality ean be told and the additional necessary steps can be taken to
fully protect patients and the public.

All of the opindons in this report are expressed to a reasonable degree of medical

probability. Of course, my opinions are subject to change based on additional
discovery.

Sincerely,

eph Gl mullen.. MD

Attachments: Appendix A

t Appendix A, Binder 6, Akathisia and Depersonallzation, Tab 16, Doc 2.

2 hitp:/fwww.fda.gov/cder/drug/antidepressants/AntidepressantsPHA . htm;
http/fwww.fdg.gov/cder/drug/antidepressants/SSRITabel Change htm;
http:iwww.fdagov/cder/drug/antidepressants/P1_template.pdf,

3 Appendix A, Binder Z, Paxil Suicidality Numbers, Tab 1, Doc 1 and 2,

1 Appendix A, Binder 5, Possibly & Probably Related, Tab 2, Doc 1, p 4 and Do 2, p.2.
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5 Please note that In academic and professional journals, the chamical rather than the commercial
names for drugs are typically used. For axample, Paxil is referred to as paroxetine, When
these journals are quoted In the text, for readability the well-recognized commercial names of
the drugs have been subatituted for their chemical names. In addition, abbreviations and
shorthand commonly used in medical records have also been spelled out, again, for
readability

¢ Appendix A, Binder 7, Paxil Deaths Data, Tab 10; see elso the Transcript of the September 14,
2003 Depaaition of Dz, Gacffrey Dunbar in Torrence v. GlaxoSmithKline, p. 111.

?M.B, Stone, ML, Jones, *Clinleal Review: Relationship Between Antidepressant Drugs and
Sulcidallty in Adults,” November 17, 2006, Department of Health and Human Services.
Public Health Service, Food and Drug Administration, Rackville, Maryland. See p. 31; L
Kirach, T. Moote, A, Scobotia, 8. Nichells, “The Emperar’s New Drugs: An analysis of
antidepressant medication data submitted to the U, S, Food and Drug Administration,”
Prevention & Treatment, 5(1), Jul 2002,

?'T, Laughren, “Overview for December 13 Mesting of Psychophameologic Drugs Advisory
Committes (PFDAC),” November 16, 2006 Depariment of Health and Human Services. Public
Health Service, Food and Drug Administration, Rockville, Maryland, See Dr. Laughren’s
definition of a casual link on p, 2.

? M.H. Teicher, C, Glod, and ). O, Cole, “Emergence of Intense Sulcidal Preoccupation During
Fluoxetine [Prozac] Treatment,” American Journal of Psychiatry 147 (1990): 20710,

W ], Glenmullen, Prozac Backlash: Overconting the Dangers of Prozac, Zoloft, Paxtl, and Other
Antideprassants with Safe, Effective Aliernatives (New York: Simon & Schuster, 2000), pp, 135-
186,

" Appendix A, Binder 2, Pexil Sulcidality Numbers, Tab 3, Doc 1. .

2 Appendix A, Binder 12, Additional Paxil Documents, Tab 21, Admission 52; Binder 1, Paxil
Suicidality Numbers, Tab 4, Doe 3.

13 Ibid,

14 Thid,

13 Ibid,

¥ Appendix A, Binder 1, Paxi! Sulcidality Numbers, Tab 4, Do 3,

7 Appencdix A, Binder 1, Paxil Suicidality Numbers, Tab 4, Doc 2.

" Appendix A, Binder 1, Paxil Suicidality Numbers, Tab 4, Doc 3.

¥ Appendix I'V and Appendix VI to GlaxoSmithKline‘s Briefing Documaent,
http/fwww.gsk.com/media/paroxetine/appd.pdf

®T.P Laughren, FDA Memo; "Background Comunents for Pebruary 2, 2004 Mesting of
Psychopharmacological Drugs Advisory Committee (PDAC) and Pediatric Subcommittee of
the Anti-Infactive Drugs Advisory Committee (Peds AC),” January 5, 2004; U.8. House of
Representatives, Conimilitee on Enargy and Commercs, Hearing Before the Subcommittee on
Oversight and Investigation: “FDA’s Role in Protecting the Public Health: Examining FDA's
Review of Safety and Efficacy Concerna in Anti-Depressant Use by Children,” September 23,
2004, Serfal No. 108-125, Tab {exhibit) 1, page 135,

# GlaxoSmithKline May 2006 “Dear Healthcare Provider” letter.
http:/iwww.fda.gov/Medwatch/safaty/2006/paroxetineDHCP May06.pat.

22 Appendix A, Binder 5, Possibly & Probably Related, Tab 2, Doc 1.

¥ Physician's Desk Reference (PDR), (Montvale, NJ: Thomson PDR, 1997), pp. 2681-6. Paxil
“withdrawal syndrome” is listed under nervous systam side effects on p, 2686.
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* Physician's Desk Reference (PDR), (Montvale, NJ: Thomson PDR, 2004), p. 1588.

¥ J.F. Rosenbaum, M, Favs, 8.L. Hoog R.C. Ascroft, W.B, Krebs, “Selective serotonin reuptake
inhibitor discontinuation [withdrawsl] syndrome: a randomized clinical trial” Biologiral
Psychiatry 1995;44(2):77-57.
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JOSEPH GLENMULLEN, MD
1563 Maspachusetts Ave, '
Cambridge, MA 02138

August 17, 2007

Ms, Keren Barth Menzms

Baum Hedh.md

12100 Wilshire Boulevard, Suits 920
Los Angeles, CA 90025

Dear Ms, Menzies:

This report details my expert opindon on the tragic suiclde of fifty-fouryear.old
Robert “Bobby” Collins on February 14, 2002, This report on specific causatior is
a aompa:ﬂm to two mccompanying reports cn general causation, cne relating to
adults and one relating to children and adolescents, which are incorporated by
reference herein, It is my opinion based on a reasonable degree of medical
certainty anl based on my education, training, and clinical experience that Paxil
was a substantal factor in cansing Bobby's death, Bobby was on Fax{l less than a
month, Unfortunatsly, on Paxil, Bobby developed classic symptoms of
antidepressant-induced suicidality, including akathisia (agitation), increased
arvdety, worsening Ingommia, parancia, uncontrollable crying spells, and
ultimately irresistible suicidal urges. A little more than two weeks after his Paxil
dose was increased, Bobby shot himself in the head. Since Bobby’'s death in 2002,
the FDA and GlaxoSmithKline have warned doctors and the public that
entidepressants may make patients suicidal, especially in the period after
starting the drugs or increasing the dose.!

Oualifications

A graduate of Harvard Medical Schoo), [ am a Clinical Instructor in Psychiatry at
Harvard Medical School, on the staff of the Harvard Law School Health Services,
and in private practice in Harvard Square. ] am Board Cestified in Psychiatry by
the American Board of Psychiatry and Neurology, I am the author of two books
oxt the side effects of antidepressants; Prozac Backlash: Overcoming the Dangers of
Prozac, Zoloft, Paxil, and Other Antidepressants with Safe, Effective Alternatives .
published in 2000 by Simon & Schueter and The Antidepressart Solution: A Step-by-



Siey Guids to Overcoming Antidepressant Withdrawe], Dependence, and “Addiction”
published by Sitnon & Schuster's Free Press division in January 2005.2

Prozac Backlask is emnotated ‘with over 600 footnotes from medical journals,
books, and other sources. The Antidepressant Solution is armotated with over 350
footmotes. Both books include chapters on antidepressant-induced suicidality.

In the ttle Prozac Backiash, Tuse the word "Prozac” generically to refer to the
group of entidepressants known as SSRIs (selective serotonin reuptake
inhibitors), Prozac was the fret of these antidepressants introduced in this
«country and is the best known. Paxil, the antidepressant Bobby was taking at the
time of his suicide, is alsp an SSRL In this report, where I cite published research
or reporis involving antidepressants other than Paxil, they are included because
they are relevant to the issue of antidepressanta triggeving suicide.

I am & modezate in the debate over the risks and beneﬂts of anudeprmmts I

, prescribe anfidepressants for patients whose conditions are sexious encugh to
‘warrant the drugs and have had numerous patients report their beneficial effects.
But, I am & critic of the drugs being over-prescribed for mild, even trivial,
conditions and of patients not being adequately wamed of thedr side effects. I
testified at the FDA's February 2004 heating that resulted in the historic March
2004 wazning that antidepressants may make patients suicidal,

Since the publication of Prozac Backlash, 1 have become a national spokesperson
for the appropriate, measured use of the drugs. Thave been interviewed on
numerous national television and radio shows including NBC’s The Todey
Show, ABC News' 20/20, ABC's Good Morning America, ABC's World News
Tonight, ABC’s Primetime Live, CNN, Fox News, PBS, Court TV, and National
Public Radio for my expertize on antidepressants, My work has been the subject
of many reviews anci asticles including in the New York Times and The New Yorker
magazine.’ Among the honors I have received for writing Prozac Backlash is the
» American College for Advancement in Medicine's (ACAM's) Annual
Achievement Award in Medicine in May 2001. I zeceived the award at ACAM's
2001 arnual convention and delivered the convention’s keynote address, the
Linue Pauling Lecture, My eurriculum vitae is enclosed with this report as Exhibit
1 : '



In preparing this report I interviewed Mary Colling, Kristen Colling, Dwayne
Collins, Rose Collins, Ann Pohanks, and Dr, Howard Benensobm by phone after
warning them that the interviews were not treatment but rather forensic in
nature and therefore not confidential, which thay understood. I have discussed

. the case with counsel for the plaintiff, Thave also read and relied upon the

following;: '
Bxpert Binder I .
-1 StﬂcidefSuiddalﬂy Fact Sheet
2 Robert $, Berger
3, Giant Pharmacy
4. Georgetown University Medical Center
5. Office of the Chief Medical Exanuner
6, Snowden at Fredericksburg

7I
8,

g .

10,
11,
12,

. 13,

© 14,
15.
16,

17,
18.

Igl '

20,
21.
22,
23,
24

25,

Dy, Howard 5. Benensohn

Dr, Richard 8. Castlello

MedStar Health

Georgetown University Hoapital

Robert ], Pirney

Georgetown University Hoapital ~ Gaatmm’oerology Depaﬂment
Waldorf Volunteer Fire Department

CVS Pharmacy

Allan H, Macht, MD * '

Georgetown University Medical Center ~ Department o:E Internal
Medicine

Workers' Compensation Cormmdssion

Charles County Sheriff

Charles County Mobil Intensive Care Unit

Militery Personnel Records

Metropolitan Police Deparimmt

Smifhsonian Institute

Prince George 8 Comrumity College

Anthem Blue Cross

E.L. Webster Insuzance Agency

Expa:rt Bin.der 0:

26,
27,

Depoaition of Mary Collins - ~June 7, 2007
Perpetuation of Testinony Deposition of Mary Colling - June 8, 2007



28.  Department of Veterans Affairs
29.  Capital Orthopedic Specialists, PA
30.  Georgetown University Hospital
3l. Gary Malinkoff, MD

32.  Smithsonian Institute

33,  Highmark Medicare Services

34.  Social Security Administration

35. Deposition of Kirsten Collins

86. Deposition of Arm Poharka
37. Deposition of Howard 8. Benensohn, MD
38.  Deposition of Dwayne Collins

39.  Deposition of Dr. John Carroll
40.  Deposition of Dr. Robert Pinney
41,  Deposition of Dr. Carlos Collin .
42.  Deposition of Sgt. Donald Stahl
43,  Deposition of Sgt. John Shoemaker
44.  Deposition of Howard Blum

Y have also researched the medipal literature on antidepressant-induced suicide
and violence end drawn on my extensive knowledge of this side effect. As
detailed in my books, I have treated patients with this side effect inmy

- peychiatric practice. In addition, attached hereto in Appendix A end Appendix B
are lists of data and other information I have considered in forming my opinions
and/or which relate to my opirdqns

For my time doing telephone conferénces, research, reviewing documents, and
writing this report, I am compensated at the rate of $500 per hour. For trave] and
testimony, | am reimbursed at the xate of $500 per houy, with 10 hours fee fora
full day and 5 hours fee for a half day. In the last four years, [ have given
testimony in the following cases: In Re Paxil Products, MDL Number 1574
(United States District Court for the Central District of California) on January 27-
2B, 2005; Needlemen v, John Hancock on April 27, 2008; Baxter v. Eii LiIIy omn |
May 31, 2005, Cartwright v, Pizer on June 28, 2006, Witczak v. Pfizer on July 14,
2005; Rydin v, Comancho et al on Augtst 4, 2005; Gould v, Teva Pharmaceuticals
on Septembar 30, 2005; Radke v, Barr Laboratoxies v, October 18, 2005; Perez v.
Stop & Shop on February 16, 2006; Jones v, Rogers et al on March 2, 2006 and
September 18, 2006; Texas v. Lohstroh on September 7, 2006 and September 12-
15, 2006; Tucker v. GlaxoSmithKline on September 22, 2006; Miller v.
GlaxoSmithKline on September 26, 2006; Giles v. Wyeth on Janmazry 18, 2007;
Portex v. Bli Lilly on Apzil 5, 2007; Mason v. GlaxoSmithKline on June 7, 2007;



Dobbs v. Wyeth on May' 15, 2007; and Williams v. GlaxoSmithKline on Juze .29,
2007. . ‘

This report is divided Into two parts:

e Partl discusses general causation, i.e, the phenome:‘toﬁ of antidepregsant-
induced sulcidality

* Part2 discusses specific causation in the events leading to Bobby Collin's
suicide. '

This report is accompanled by two reports on ganerat causation, one relating to”
adults and one relating to dhildren and adolescents, Since Bobby's suicide,
GlaxoSmithKline and the FDA have issued a series of warnings'alerting doctors
and patients that antidepressants may increase the risk of suicidal behavior over
and above any underlying depression.* The FDA warnings cover all ,
antidepressants currently on the market, including Paxil, the drug Bobby was -
prescribed. The FDA warnings include a statement that “patients who are atarted
on [antidepressant] therapy should be cbserved cosely for dlinteal worsening,

* suicidality, or unusual changes in behavior.“s The FDA warnings specify a
number of antidepressant side effects that may cause new or worsen existing
suicidality. According to the FDA, these antidepressant side effects are “anxiety,
agitation, panic attacks, insomnia, irritability, hostility, akathisia (severe

. restlessness), hypomania, and mania.” All of these side effects are
acknowledged in the GlaxoSmithKline's officlal prescribing guidelines for Paxil’
Experts describe them as “paradoxical” side effects of antidepressants because
they can cause 2 worsening of the patient’s condition.?

For the purposes of discussing a case like Bobby 's, one Iooks for evidence of any
of the side effects that the FDA warns may lead to antidepressant-induced
suicidality —anxisty, agitation, panic attacks, insomnia, jrritebility, hostility,
akathisig, maric-like reactions, and hypamanic-like reactions. Experts on
antidepressant-induced suicidality often add two other side effacts to this lat;
parancia and psychotic reactions,? These side effects form a cluster of over-
stimulating antidepressant side effects that can cause or exacerbate suicidality,
These side effects have long been linked to drug-induced hostility end suicidality
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in reports and studies published in medical journals going back decedes,® Of
these side effects, the one most tied {o antidepressant-induced suicidality is
akathisia, a toxic form of drug-induced agitation thathas long been linked to
sulcide and violence,!!

Akathisia has two sides, or faces; outex; objective restlessness and inner,
subjective agitation,®* The outer, visible restlessness particularly affects the legs
-and may be mild, moderate, or severe. The frner, subjestive agitation of akathisia
18, in fact, its more dangerous side. The subjective agitation of akathista has been
described as “abject terror” that can include arudety, tension, frritability, hestility,

paranoia, rage reactions, and viclence,* The abject terror is urlike anything the
patient has ever experienced before. Patients report: T feel like I'm going to
explode, like the molecules inside my body are ail sped up, bursting against my
akin.” “1feel like my bones are tuning forks rattling in my body.” “I feel like I'm
Lving twenty-four-hours a day with the sensation of nalls scratching up and

" " downablackboard.” “I feel like I have caffeine running inmy vetns.” "I feel like

jumping out of my skin.“ Experts describe akaftilsla as “more difficult to endure
than any of the symptoms for which they [patients] had been originally '
treated.”* The abnormal bodily sensations and anxiety can make it difficult for
patients to think clearly, leaving them with feelings of confusion and urreality,
to the point where they can appear almost psychotic. Some patients may regress
to & state of almost child-like helplessness in the face of relentless agitation and
anxiety whose origin they do not understand. Some patients have dissoclative
expetiences, episodss in which they feel disconnected from themeelves and
ot'he:r:s .

The FDA warns that the most dmgerms time period for these side effects to
tause antidepressant-induced suicidality a “especielly at the beginning of
therapy or when the dose either increases or decreases,” in other words | )
whenever the dose changes.’® FHere, too, the FDA is consistent wiﬂn the decades-

old reports of this side effact in medical jowunals, '

While the most dangerous window of vulnerability is the irdtial one to two
months after changing the dose of an entidepressant, some patients become
suicidel or violent on the drugs after a longer period of time. This is particularly
true of patients who have peychotic breaks as a result of being an
antidepressants. The psychoais may develop rouch more slowly over a longer’
period of time,



Many antidepressant-induced suicides are sudden, exiremely violent, out-of-
character, and caused by a drug-induced obsession with suicide. Patents who
survive suiclde attempts often describe the suicidal urges as alien and intrusive, |
" According to Harvard psychiatrists Drs. Teicher and Cole who wrote one of the

earliest reports of Prozac-induced suicidality, antidepressant-induced suicidal
thoughts typically involve an “intense, violent suicidal preoccupation” that can
‘be “accompanied by abject acceptance and detackment.” 1

When evalugting cases like Bobby ‘s, one looks for evidence that the patient
deteriorated rather than improved while on an antidepressant. One looks for the
occurrence of any of the side effects tha FDA has warned are linked to
antidepressant-induced sticidality. And one looks for evidence that the patient’s
suicidal urges cecurred shortly after starting the drug or incressing the dose. As
we will see shortly after starting Paxil and increasing the dose, Bobby developed
akathizia, increased arudety, worsening insomnda, parancia, ummho]lable
crying spells, and ultimately irresistible suicidal urges. .

Bobby Collins was bom on December 30, 1947 and spent his eatly yearsin
Bluefield, West Virginia, Bobby was one of three children of James and Mary
Ann Collins, James was a plumber, Mary Ann wae.a homemaker, Bobby had an
older sister, Rose; and a twin brother, Billy. Bobby’s sister Rose says the family
struggled financially in'West Virginia: “There wasn’t much work in Bluefield.”
She describes Bobby as a “happy-go-lucky boy” who liked to play basketball and
football, Bobby and his twin brother, Billy, were close growing up. “They did
everything together,” says Rosa, The Collins were devout Catholics. The children
went to Catholic school, Bobby and Billy were altar boye. :

The Colling moved to Washington, DC when Bobby was about seven years old

because his parents felt there would be more opportunities for themselves and

" their children, James found work as a plumber and Mary Annbecame an office
worker, Bobby was an average student and would have liked to go to college,
However, his parents could not afford to send him. So, when Bobby and Billy

‘graduated from high school, they were both drafted into the army, Bo'bby was
senit to Vietnam while Billy was sent to Gmy.



According to his family, Bobby said little about his tour of duty in Vietnam. His
wife Mary recalls him saying: “The press pairted a rosier picture of how things
were over there but actually in reality they were much worse.” Mary and Rose
say Bobby always walked a straight and narrow path when it came to alcohol
and drugs. Fie rarely drank and naver used drugs, :

Bobby was promoted to sergeant and had an honorable discharge from the ammy.
He was in good mental and physical health when he returned from Vietham,
unlike marny traumatized veterans of the war. He returned to his parents’ homie
in Washington. The Collins lived in a two-family house, The family upstairs had
a grown daughter, Carol, who worked with Bobby's future wife Mary. One day,
after Bobby had been home just a few months, in the spring of 1969, Carol said to
Mary; “How would you like to meet a nice Catholic boy?” Says Mary today:

" "Soumded good to me.” So, Carol set Mary and Bobby up on a blind date, Says
Mary: “I did all the talking that night, I don’t know why. Bobby went home ,
thinking: Gosh, she talks too much., I went home thinking: Gosh, he doesn't say a
lot, But he asked me out on & second date and that's when we hit it off. The rest
is history.” Bobby and Mary were engaged within six months and married

" within a year on May 23, 1970,

Bobby and Mazy settled in Forestville, Marylard not far from where his patents -
had recently moved. Bobby worked as a forklift operator at Western Electric in
Arlington, Virginda. Mary worked as a secretary for the National Letter Carriers
Asgoclation, Bobby and Mary were an unusually close couple. Says Mary: “We
did everything together. We conununicated really well. We shared the same
.sense of humor. We were best friends.”

Not long after Bobby and Mary were married, Bobby’s father died. Bobby and

. Mary were very attentive to his mother in the years after his father's daath. Says
Mary: “Bobby and his mother were unusually close, They were very alike, really.
He was always supportive of her. When she had people in, he’d be in the kitchen
helping her out, more like a daughter would be. His mother and I had a '
wonderful relationship. At first 1 wasn't sure she would accept me because she
and Bobby were so close. But we became good friends.”

Bobby Becomes a Washington, D.C. PoIicz O)j?cci- in 1970
Bobby’s arnbition in life was to be a police officer. When I asked Mary what

appealed to Bobby about the job, she said: “Bobby became a polive officer
because he wanted fo help people and sodety. On the police force, it was



detective work Bobby really loved. He loved solving crimes.” Bobby had to go
through rigorous psychological and physical testing to get a job on the police
mn ' ’ ' .

Bobby began working for the Washingten, D.C. police force in September 1570,
He went through an intensive training program that Mary thinks lasted about
eight menths. Bobby started out as a uniformmed officer but quickly became &
plainclothes, undercover officer who specialized in vice work.

Bobby and Mary Have a Son, Dwayne, Born in 1972

Bobby and Mary’s son, Dwayne, was born on July 12, 1672, “Bobby was thrilled
with Dwayme,” says Mary. “Bobby was a very involved father. He didn’t hesitate
to change a diaper, unlike a lot of men we knaw. He helped me around the house
to lighten my load with an infant, He'd clean the kitchen and wash the dishes.
"Bobby was always very organized and meticulous. I never had to pick up after
that man once the entire ime we were married.” '

As Dwayne grew older Bobby and Dwayne were very close. “They did
everything mgether says Mary. Saya Dwayne: “He was a very cating, loving
father,” Dwayne liked to play sports, especially basketball and baseball, “He
took me to all my games,” says Dwayne. Dwayne did not like football: "I went to
one practice and guit. My dad didn’t puish me. He was great about it.” Says
Mary: “I picked Dwayne up from the practice, The coach was this really tough
guy. Be was barking orders at the ldds. At the end of the practice I heard him
ask: ‘So is there anyons who's not going to be here for practice tomorrow?” And
there was Dwayne with his hend up. I came home and told Bobby. He said,

. ‘That’s ckay. I don't think I'd want to be outthem getting pushed around with
that coachy either.'”

Bobby liked to play pool but did not like to hang out &t pool halls. So, he bought
a pool table for the Colling’ house. Bobby taught Dwayne how to play pocl Says
Mary: “He tried several times to teach me. But he gave up because I kept
scratching the felt tabletop. Playing pool was a Bobby and Dwayne thing.”

Bobby Takes Disability Retirement fram: the Poilce Force in 1974
Unfortunately, a series of traumatic experiences cut Bobby’s police work short, In

ane incident, Bobby stopped a young boy who Bobby realized was truant, The
boy ran into a nearby house. Bobby went to the house and knocked on the door.



Unfortunately, it turned out to be a house of the Black Panthess, who had
cordderable animosity towards police. When several men came out, Bobby had
to call for backup. Fis sergeant had several of the men arrested for rowdinesa.

Unbeknownst to Bobby and his sezgeant, the Black Panthers decided to retaliate.
Some months later Bobby and his sexgeant responded to a distress cell from the
Safeway on Pennaylvanie Averue. The distress call was falge, an effort to set -
Bobby and his sergeant up to be ambushed. As their cruiser pulled up, the Black
Panthers opened fire, shooting out all the windows in the car and wounding
Bobby's sergeant. Fortunately, Bobby himself was not infured. His sergeant was
0 trewumatized that e left the police force and instead went to work an the
harbor patrol. Bobby then had another incident that was even more
traumatizing,

By this time, Bobby was an undercover officer, He and ancther officer weze
steking out a liquor store that had had a serfes of robberies, Bobby and the other
officer were positioned behind a two-way mizror when a young man in about his
late teens came into the store saying he was holding it up, When Bobby and his
fellow officer stepped ont to arvest the man, he pulled a gun on them, Both
officers responded by shooting in self-defense. When the young man dded;
forensic examination later showed it was Bobby's bullet that had killed him:
Moreover, it ttuned cut the gun the suspect brandished was a toy gun, Both
Bobby and the other officer were exonerated in the incident, Although Bobby
could net have known that and waes acting in self-defense, he felt terrible over

. the young man’s death. A consclentious man who had become a police officer to
help people and society, he felt terrible that he had killed someone when it was
unnecessary. Bobby told Mary this was very different from his Vietnam '
experience. In Vietnam all the fighting he had dore was at night. He had never
seen anybody he might have kitled. This was differertt: Bobby had been face to
face with the young man just before he died,

Following these and at least two other incidents, Bobby developad BEVETS

. gastrointestinal symptoms! nausea, vomiting, and bloody diarrhea that would
eventually be diagnosed as ulcerative colitis end peptic ulcar disease. He also
developed intrusive thoughts and nightmares of the shooting incldent. The
symptoms eventually made Bobby unable to function on his job, especially
fearful of going into Waslﬁngton in the yicinity of where the mcldent had
occuryed.
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Bobby saw Dr. Irving Brick, who was the head of gastroenterclogy at
Georgetown Medical Center, When Bobby's symptoms did not respond quickly
to treatment, Dr. Brick referred Bobby to a paychiatrist. Bobby was ultimately
referred to Dr. Howard Benensohn who he saw in weekly psychotherapy, which
he found helpful in dealing with the traumatic events. Bobby had an extremely
good rappozt with Dr. Benensohn. Dr. Benensohn stated at his deposition that
Bobby suffered from what would now probably be called post-traumatic stress
disorder, or PTSD. As part of the PTSD, Bobby had symptoma of anxdety and
depression. When 1 spoke with Dr, Benenschn, he said he never diagnosed
Bobby with major depression, or eny equivalent in the terminology usad in the
1970s end '80s, In addition to psychoﬂmapy, Dr. Benensohn h'eafaed Bobby with
Valiun.

As a resulf of his gastrointestinel and PTSD symptoms, Bobby was ultimately
granted disability retirement on April 26, 1974, Taking disability retivement at
age 26 was one of the most difficult declsions Bobby ever made. Says Mary: “He
didn’t really want to do it, but he felt he had no chodce, He would havehada
great future in the police force but it was cut short by those traumatic events. 1
went wiih him to the disability hearing. His was an open and shut case. Nobody
thought he could go back on the police force.” Babby's disability retirement had
to be re-evaluated every two years, In 1991, the every two year re-evaluations .
were waived indeﬁnitely in Bobby's case.

Bobby Courageously Rebuilds His sze

Bobby remained in psychotherapy with Dr. Benensohn for about a year-and-a-
half, Fe went on an as-needed basis from 1977 to 1981, about four to six thmes a
year. Bobby did not see Dr. Benerisohn from 1981 to 1987, Between Septernber’
1987 and Jaruary 1992, Bobby returned to Dz, Benenschn sporadically for a total
of dght times, Bobby last saw Dr. Benensohn in 1952,

In addition to paychotherapy, Dr. Benenschn treated Bobby with Valium,
According to records of the police retireinent board’s periodic evaluations,
Bobby took Valium on an as-needed besis until about the mid-1980s, According
to Dr. Benensohn: . i

Bobby had no history of drug abuse in.Vietnam. I don't ever recall him
sbusing the Valiwumn, [ don't recall whether or not he was a soclal drinker
but if he'd had any history of getting sloshed, I wouldn’t have encouraged
his use of Valtum,
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Said Dr, Benensohn of his work with Bobby:

1Yked the guy. I thought he was someone who had served his country

+ and had this terrible trauma happen to him. Intellectually, ha knew a
police officer can't take the time to see if a suspect’s gun is a toy. But
emotionally, he'was devastated by the trauma of killing the young man.
When Bobby first came to see mne, he could barely function, I thought he'd
be able to ane day function again.

Indeed, as soon as he was able, Bobby went back to work, He washed cars for a
car dealership owned by his sister-in-law Ann's husband’s family in Mearlow
Heights, The job was not very demanding, Says Mary: “Bobby believed in doing
whatever you could to put foed on the table for your family. He didn't sit at
home feeling sozry for himnself, He went out to work, That was the best he could
do and he did it. T was proud of him. Bobby was a fighter. And he was devoted
to his family.” To hélp financially, Mary went back fo work as a secrétary. Bobby
worked days, nine to five. Mary worked the evening shift from five ¢'clock to
one in the morning, They hired a teenage girl in the neighborhood to take care of
young Dwayne for an hour-and-a-half in the early evening, from the time Mary
left the house until Bobby got home from wark.

Bobby and Mary Buy a Home in 1975

Bobby and Mary bought their first home in Waldorf, Maryland in 1975, The
house was a fixer-ypper which Bobby and Mary renovated over the years. Says
Mary: “We loved improving and furnishing the house together, Bobby especially
liked gardening end keeping a rdce lawn, We were homebodies who erjoyed
nesting together.” The couple bought the house with a Veterans Ad::drﬂsuaﬂ.m

" mortgage that required no down payment or ¢losing costs. .

Bobby had a long conumute to the car dealership in Marlow Heights. So, after a
number of years he tock a job at Pargas in Waldorf, close to the Colling’ home,
Pargas supplies propane fuel to homes, Bobby drove a truck delivering the gas.
For a time Mary switched to working deays as a school bus drlver ao she would
have the same schedule as Dwayne.

During these years, the Colling had a rich family life. Bobby put up a basketball

hoop in the backyard for himself and Dwayne. He would take Dwayne outte a
field to practice batting and catching baseballs. Bobby and Dwayne would go
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fishing at a nearby stocked pond. Bobby taught Dwayne how to swim at a local
swinnming pool. This was the house that Bobby installed & pool table in. The
Collins lived in the house in the Saint Charles subdevelopment for fifteen years,
Bobby was a quiet and easygoing man with a dry wit. A meticulous dresser, he
liked to keep everything arcund him neat —including, for example, his house

and car. To relax, he enjoyed pluyingcards withl-dsmalefrimds and doing yard -
work.

Bobby's mother was diagnosed with breast cancer and died in 1980, Mary took
Bobby’s mother for her radiation treatments, cormruting across the city with her
to the hospital. Says Mary of Bobby's reaction to his mother's death: “It was very
difficult Josing her. But even at a time like that, I riever saw him m'y Tm aure he
did but'he did it in private.”

Bobby Returns o Dstsctivs Work in 1984

Bobby continued to have pericdic flare-ups of his ulcerative colitls. But, the |
‘episodes were manageable and did not disrupt Bobby's life. By 1984, Bobby had
recovered encugh from his gastrointestinel symptoms and PTSD that he was
atle to atart a full-time job as a security guard at the Stmithsonian. Before long, he ‘
was promoted from a uriformed guard to-a plainclothes guard and ultimately an
investigations officer. So, Bobby was back doing what he most loved: being a
detective at the nationel RS SUI, .

Bobby solved all kinds of crimes thet occurred at the Smithsordan, from
pickpocketing to theft of museum pleces to at least one murder. Bobby reported
the job to the police retirement board, who allowed Bobby to keep his disability.
because the work was different enough from being a police officer in the city.

Bobby was very successful at his job at the Smithsonien, which he held for

. eighteen years until the time of his death. He was apparently particularly adept
at spotting, trailing, and catching pickpockets, His employment fle contains
unsolicited letters from musenm patrans praising Bobby for his kindness and
perseverance helping them. Bobby received outstanding ancwmal evaluations and
got along well with his bosses with the exception of his last boss, Howard Blum,
with whom he had a cooler relationship. One year Blum gave Bobby a high
eveluation but not quite cutstanding, Bobby questioned the evaluation, asking
for an explanation. In the end, the evaluation was changed to outstanding,
Although Bobby and Bhan did not have a particularly friendly relationship,
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Blum testified that this did not get in the way of their working effectlvely
together. At his deposition, Blum testified:

Thad to choose my words correctly and think about what I was going to -
gay.... L had to be prepared for his questions that maybe somebody else
might not ask. ... [But] Mr. Collins was a professional and when he did his
job, he did it well..., He was very competent and knowledgenble.... I did
feel he was an honest guy. ,

Bobby and Mary Adopt 2 Daughter in 1985

The Colling were church-going Catholics at Qur Lady Help of Christians Parish
Chureh. Bobby was the head usher responsible for seating people, handing out
church missals, collecting the weekly donatlons from parishioners, and cleaning
the church up after Mass, In about 1983, one Sunday at Mass, the priest
announced that there were some 600 babies in Korea needing adoption. When
~ they got home, Mary asked Bobby: “Do you think we could adopt a baby girl or
would it be a problem that she was foreign?” Bobby responded: “That doesn't
matter. A baby’s a baby. I'd love a foreign baby just like she was my own.” So,
the Collins embarked on adopting a girl. They had to go through a rigorous
screening process, including psychological evatuations and evaluations of the
mental health of thelr family. Fourteen-year-old Dwayne was theilled at the idea
of having a little sister. He hoped she would arrive on his birthday July 12, 1985.
While she didn’t exactly arrive that day, on Dwayne's birthday the Collins did
get word that she would be arziving the next week on July 19%, The Collins were
thrilled with Kristen Suh Collins when she arrived at the Baltimore Washington
International airport, Bobby adored Kristen, She was “Daddy’s little glrl," who
he loved to spoil just a bit. Suys Kristen:

He was a great dad. He was always there for me, to support me in
whatever [ wanted to do, We were close. We could talk about anything.

Bobby and Mary Buy Their Dream House in 1991

Tn 1591, Bobby and Mary bought their “dream house” in one of fhe nicest
nelghborhoods in Waldoef. Says Mary:

It was a two story brick house on a comer lot, a bullder’s model home, the

kind of house Bobby and I never thought we’d be able to afford, But we
did well on the first house we’d fixed up and weze able to swing it. Wa
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couldn't furnish the whole house indtially, But we saved and did that
slowly, one room at a time. The house had alarge yard and garden, which
Bobby loved to tend.

The mid-1990s were a satisfying time for Bobby and Mary. “We were a close
family,” says Mary. “We played cards, watched TV, and rented movies that we
all watched together.”

Dwayne graduated from high school in 1990 and went to college ﬁur one year at
the College of Southern Maryland. When Dwayne began wotking, he continued
to live with his parents for a. sumber of years. In August 1995, Dwayne and
Tricia Graff had a son named Riley. Mary und Bobby were very involved in

. Riley’s life until about 1999 when Tricia made it difficult for Dwayne, Bobby, and
Mary to see Riley, Dwayne ended up in a custody battle with Tricia. Bobby and
Mary becatne involved, petitioning for grandparents’ visitation rights.
Fortunately, the custody end visitation issues were resolved to everyone’s
satisfaction: Dwayne was allowed to have Riley every weekend, when Bobby
and Mary could also see him, Dwayne later married Jennifer Lilly, They had two
daughters, Faley and Kelal, At his deposition, Dwayne said ha end Jennifer were
divorced in 2001 ,

Mary I Diagnosed with Breast Cancer in Septernber 2001

On September 20, 2001 Mary was diagnosed with breast cancer and had a radical
" mastectomy about a month later. On November 17%, she began receiving =~ .
chemotherapy. Over the next several months, Mary would go for chemotherapy
once every three weeks. Naturally, Bobby was upset by this om of events.
Kristen, then sixteen, stopped attending the local high school and began taking
her classes at home on-line in order to help her mother.

Bobby Takes Vacation Time Over the Christmas Holidgys 2001

Starting on December 15, 2001, Bobby took time off from work to use his allotted
vacation time for the year. The government required employees to use up exira
vacation time or they would lose it. Bobby often took vacation from about mid-
December to mid-January. At Christmas, Bobby experienced some nausea and
loes of appetite, At the time, the famnily thought he might be suffering from &
virus rather than another, periodic flareup of his ulcerative colitis.
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Shortly after Christmas, Bobby’s twin brother, Billy, died from liver disease,
According to Rose, Billy had distanced himself from the family for some tme.,
Sinve Bobby and Billy had not had much contact in years, the 1oss was not as
upsetting as it might have been. Indeed, Bobby found a positive, gratifying role
for himself at his brother’s funeral: he helped bring together Billy’s children end
his second wife, who did not get along, so that they coudd: ull support one
‘another through Bﬂly’s funeral.

Bobby Sees a New Gastromtsro!og:‘st Dr, John Carroﬂ, in January 2002

In early January 2002, Bobby begen noticing blood in his stool. Bobby’s longtime
gastroenterologist, Dr. Irving Brick, had retired. So, the Georgetown University -
Hospital veferred Bobby to a new gastroenterologist, Dr. John Carroll, Bobby saw
Dr. Carroll for the fixst time on January 9%, After examining Bobby, Dr. Carroll
. increased his dose of sulfasalazine, an ent-inflasnmatory agent used to treat

tlcerative colitls, from two to three grams a day. He also recommended a _
colonoscopy “in approximately two weeks.” Dr. Carroll also prescribed “a short
course” of 10 rnilligrams a night of Ambien because Bobby was having difficulty

sleaping,
Dr. Carroll Prescribes Puaxil on Ianuury .16, 2002

Over the'next week, Bobby continued to see blood in his stool, He also had
trouble eating. On January 16%, Bobby went back to see Dr, Carroll. Thinking

that Bobby's continued gastrointestinal distrest mdght zespond to a proton pump

" inhibitor, Dr. Carroll gave him samples of 30 milligram Prevacid pills, :

In this appointment, Dr, Carrall, who was stll getting to know Bobby,
recoghized a potential psychological component to Bobby’s gastrointestinal
symptoms, According to Dr. Carroll’s note:

Mz. Collins has a generalized feeling of upper digestive digcomfort,
naugen, which he feels is exacerbated by recent stressful situstions. In
speaking with Mr. Collins, he seems moderately upset to almost on the -
point of being tearful, Fe discussed his numerous recent stressors

.and feels that he is , quote, “at the end of his rope,” end quote.
Additionally, he has been taking the Ambien which I have preseribed at
his last visit for sleep troubles and this has had some benefit but has not
completely restored . .
his slesp pattern,

16



Regarding his overal! emctional siate and some apparent ardety and
depression, it looks as though he needs more urgent attention. I had
planned on plugging him in with one of our internal medicine doctors
here at Georgetown, But we will additionally try to reach ane of our
psychiatrists on the phons today and arrange a more immediate pffice
visit, hopefully in the next day or so.

Bobby also saw an internal medicine resident, Dr. Greenbarg, who was working
with Dr, Carroll on January 15th. Dr. Greenberg diagnosed Bobby as a: :

S4~year-old man with symptoms of d.epresaion and gastrointestinal
complaints of frequenty and urgency.

_Regarding his depression, Dr. Greenberg noted:

We discussed at length the need for counseling and the possdbﬂity of
medicinal therapy, i.e. SSRI, Hz is not suicidal, but would benefit from the
aforementioned interventions. femphasis added].

Dr. Carroll managed to page the psychiatrist on-call at the Georgetown
University Medical Center before Bobby left his offices. Fatefully, the peychiatrist
recornunended that Dr, Carroll start Bobby on Paxil even before he had a full
peychiatric evaluation, At his deposition, Dz, Carroll testified:

I think I also agked him [the psychiatrist on-call) if I should started him on
somie medication. And so I think I prescribed Paxil this day. I can’s
remember this. And I don't think T would have come up with that. I think
I probably asked him, and he maybe suggested that name and dose, and

" then I prescribed it [Paxil].

Dr. Carroll did not document the Paxil prescription in Bobiay’s medical record:
And I'm surprised I didn’t dictate that, because usually we put that in.
- However, Bobby’s pharmacy records confirm that he did indesd fill 2

prescription for Paxil 10 milligtams a day from Dr, Carzoll, When asked whose
idea the Paxil was, Dr. Carroll testifled;
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I'm pretty certain either if I suggested and bounced it off himorhe
suggested, My feeling was, we should probably get him on some type of,
you know, pharmaco therapy that's been shown to help people In acute
major depression, and I would be happy to prescribe it

Bobby’s Condition Detériorates Sharply on Paxil

According to Mary, Bobby took his first dose of Pa:dlby nocn on January 16,
2002, After taking Paxil the next morning on January 17%, Bobby became
agitated. Mary reports that on Pecdl Bobby gradually became Taore agitated, .

fidgety, irritable, arxcious, and sleepless. Says Mary:

He started wringing his hands like I'd never seen him do before. He'd
twist his ring around and around on his ring finger. He'd take the ring off
and on, off and on. He started bobbing his knees up and down, up and
down, I couldn’t figure cut what was happening. When he started
bobbing his knees, 1 said to hitn: “Bobby, do you need to ga to the
bathroom?” He said: “No.”

On the night of January 17, Bobby called Dr, Carroll to say he was feeling

worse. Dr. Carroll told Bobly to go in to the Georgetown University Madical

Center’s emergency room where he wag described as “tearful” and “defers to
" wife frequently when questioned.” Says Mary: .

t's like Bobby couldr’t answer for himsels, I'd never seen the man ay
before in his life, Fle became more and more helpless and-dependent on
me. The change in him was so sudden and dramatic. -

" Bobby was evaluated by the gastroenterology fellow, Dx. Din, After aeang
Bobby, Dr. Din consulted with Dr, Carroll in the middle of the night. Dr. Catroll
arranged for Bobby to be admitted to the gastroenferclogy service, But, said Dr.
Carroll at his deposition, the main purpose was 0 get Bobby paychiatric services
because of his rapidly deteriorating psychiatric condition: '

[Flis symptoms] seeaned to be an exacerbation of the same concerning
symptomny he had in the afternoon om the 16%, which is why I admitted .
hirn. Not because [ was concertied about his stomach but as 2 way to kind of
get him into see psychiatry.. [emphasts added).
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Having to admit Bobby to the huspita] to the gastroenterology service fust to see

& psychiatrist is an indication of how rapidly Bobby's condition was worsening: -
on Padl and how concerned the doctors were. Side effects Iike those Bobby was
experiencing can occur immediately after starting the drug. Moreover, doctors
tell patients that it can take weeks for the drug to work. Patients often assume
that means side effacts, oo, do no occur for weeks, making it even more difficult
for them to identify Paxil side effects when not warned. Dr. Carroll testified;

And then for this drug In particular, typically I explain that it is not going
to work iounediately; that there will be e, usually, gradual —hopefully a
gradyial éffect of the benefit on the order of sevezal weeks,

The Georgetown Medical Center Paychiatrists
Are Mystified by Bobby's Detgrioration

The next morning on January.18th, Bobby was seen by the consultation-lajson
psychiatric service. He was evaluated by a psychiatric resident named D,
Julianna Brown and an attending paychiatristnamed Dr, Mark Clifford, Dr,
Brown wrote a lengthy consultation note vividly doaumenting Bobby’s :
deteriorating condition, Bobby is desceibed as “tearful, crying throughout most
of [the] interview” and exhibiting “possible mild paranoia.” In his rambling
discourse, Bobby complained of “harassment by email” at work “to the extent
that his co-workers contacted his wife accusing him (the patient) of having an
affair.” Bobby apparently felt “somewhat responsible for his ulcerative colitis
flare-up” because “if he could be mentally stronger, he would be well with less
physical problems.” And, Bobby somehow “blames himself .., for his wife’s .
‘breast cancer....” Finally, for the first ttme in his life, after starting Paxil, Bobby
expressed treatment-amergent “suicidal thoughts, without intent ox plan.”

Bobby posed a eerious dilepuma for Dr. Brown and Dr, Clifford: His parancia
and fantastical thinking were almost psychotic but otherwise he did not seem out
of touch with reality, Mary told Dr. Brown she had never recelved emails from
Bobby’s co-workers, She explained that Bobby had been engaged to a woman
named Judy Smith years before Mary and Bobby met, Over the years, Bobby and
Judy had been in touch periodically to update one ancther on their ives.in
about 1999, Bobby had more regnilar telephane contact with Judy, This was at the
time when Bobby and Mary were having difficulties with Riley’s mother over

* eustody and grandparents’ visitation rights. Says Mary:
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For a period, that's all we talked about and it was a pretty discouraging
. subject until it all got resolved. I think talking to Judy might have been a
rellef from all of that. She may have been supportive, too.

" When Mary confronted Bobby about the increased telephone contact, it stopped.
Says Mary:

Bobby always insisted it wes never more than telephone contact, never:
more than a friendship. Bobby and [ were always togsther, We worked a
block and a half from one another. We commuted to work together, We*
were homebodies who spent evenings and weekends together, Judy Smith
lives seven hours away in West Virgirda, She was raising her own family.
There wag never any time when Bobby cotdd have slipped away to meet
her, [ don't believe it was ever anything more than increased telephone
contact that ended in about 2000, I'm sure they continued to have some
telephone end pechaps email contact like they had before. I told Dr.
Brown I knew they’d been in touch over the years and about the increased
* contact in 1999, Dr. Brown used the word “affair” but I corrected her.

. Dr. Bzown could not figure out what was happening with Bobby, Unfortunately,
because GlaxoSmithKline had failed to warn of Paxil-induced clinfcal worsening,

the doctors at Georgetown Medical Center were not given the opportunity to

- consider whether or not Bobby’s heightenied anxiety, distorted thinking,

agitation, confusion, crying spells, worsening insomnla, parancie, helplsssness,

and inability to cope were classic manifestations of the affects of Paxdl-induced

clinical worsening, as described eaxlier in the general causation section of this

- report. Lacking this information from GlaxoSmithKline, the doctors were

mystified by Bobby’s clinical presentation, unable to consider Paxil-induced

decompensation as the cause of his problem.

Dr. Robert Pinney was another Georgetown Medical Center psychiatrist who
began seeing Bobby ag an outpatient the next week, Dr, Pinney spoke with Dr,
Brown and Dr. Clifford. Describing the dilemma Dr. Brown and Dr. Clifford
faced, Dr, Pirmey testifled at his deposition:

The big dilemma they were having was trying to understand was he delusional or
having bizarre ihinking about certain aspects of his life, because he was
telking about co-workers who were following him and who had somshow
obtained his own e-mails from, I guess, his work computer, And they
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were incriminating with regard to his—it was discussed, I have no facts—
affair of some sort with a former high school sweetheart,

I think as this all bubbled oui in he conversation to Dr, Brown, i seemed a little
Jantastic, you know, & litile out of the ordinary. And in chmparison to his
other high-functioning qualities, it was kard 10 assess. So that was kind of
what she put on the plate for me. Ske [Dr, Brown] was most fascinated tp
know did I'think he had a thinking disorder [1.e. psyd:msis] or was his life full of
drama [exaphasis added),

In my opinion, Bobby's condition wa's “haxd to assess” bfﬂy becauss the doctors
could not recognize his Paxil-induced decompersation, This confusion and
diletsuna would remain the problern until the time of Bobby's death weeks later.

Dr. Brown diagnosed Bobby with “major depressive diaordé'r, moderate” and
also suggested he “continue Paxil at 20 milligrams a dey.” Dr, Brown noted that
Bobby “has [an] outpatient appointment schedwled for Tuesday, January 22 with

Dr. Pinney at Georgetown Medical.”

In addition to Dr. Browm, Bobby was seent by the arbaztciing poychiatrist on the
consult service who also documented Ehat Bobby had new, treatment-amergent
suicidality:

" Complains of dec‘reqsed sleep, some crying spells, sudcidal thoughts without
plan or intent, decreased appetite and weight loss, decreased concentration,
decreased interast in normal activities [m\phasis added], '

" However, aeoording to the attending psydtiatrist 8 mental status exam, Bobby-
adamantly denles suicidal ideation, '

* So, although the attending psychiatrist’s note earlier stated that Bobby had
“suicidel thoughts withont plan or intent,” Bobby was apparently niot suicidal at
the time of this intexview. Still a third doctor in the hospital documented on the
same day, January 183, that Bobby had “sufcidal ideation without plan.”

Bobby was in the hospital just two days. During this time, his gastrointestinal

doctors replaced his Prevacid with another proton-pump-inhibitor, Protonix
because “[the Prevacid) pill is too big and he has difficulty swallowing it.”
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Bobby Continues to Deteriorate on Paxil

When Mary, who was still undergoing regular chemotherapy treatments for her
breast cancer, picked Bobby up from the hospital on Jaruary 19** to take him
home he svas still not himself, Mary testified:

The ride home was very tough because he was ~he was still
neugeous. He was anxious, He was rubbing his fingers.

Bobby exhibited irmitability, another side effact that has been linked to
antidepressant-induced sulcidality. Says Mary:

He was imrritated with me baing on the cell phore, which he/d never been
before. It was very out-of-the-ordinary. People were calling to see how he
was, He'd say: “Will that thing ever stop ringing?” Bobby niever talked
like that normally. Some phone or other was always ringing and it never,
bothered him before.

- At home Bobby’s anxiety and parancia continued fo escalate. Mary testified that
. she and Bobby would be walking down the strest when Bobby would “take a
sudden right-hand turmn.” When Mary asked why they had changed course,
Bobby would fnsiet, “You didn't see that Jeep following us?” Bobby became
paranoid that people parked in cars at a school bus stop across the s&eet from
thelr house were watching them. Says Mary:

1 didn't see ariybody with binoculars. They were fust walting for the bus to
come with their kids. Qccasionally people would park there and go jog,
The bus stop had always been there, Bobby had never been afraid that
people were spying on us before. He starfed taking down the license plate
numbers of cars parked there. This wad strange, new behavior. :

Bobby Is Seen By u New Psychiatrist, Dr, Robert meseé, on January 22, 2002

On Jarwary 2274, 2002, Bobby met D, Robert Pinney in the sutpatient
department of psychiatry at the Georgetown Medical Center, Dr, Pirmey’'s
records and deposition document the same confusion and dilexma over Bobby's
worsening condition that Dz, Brown and Dr. Clifford struggled with the week
before when he was in the hospital. Once again, Bobby was paranoid and
evidenced distorted thinking, According to Dr. Pinney’s initial evaluation note:



[Bebby] alleges that some of his coworkers took it tpon themselves to
disclose some private e-mail to his wife with regard to an alleged marital
infidelity. He sees this as retaliatory on the part of his coworkers. During
the session on today’s date, Mr, Collins says he is of the opinion that his
wife knows about the alleged mearital infidelity and believes it to be true.
He states that no such relationship is ongoing, but does acknoiviedge that
it did take place at eme time in the past. - )

Fle has felt 4t times that soine of his cowarkers actually have harassed him
and his wife and even have followed them on occasion.

Dr. Pinney’s mental statiis exam sumnmarized the dilemma:

He demonstrated no evidence of a frank psychosis [i.e. Bobby was not
hallucinating or urequivocally delusional] and in tha context in which he
placed the information regarding the workplace, ke dogs not appear tobe
Jrankly delusional [1.e. maybe what he was saying about his workplace was
true] [emphasis added].

' Said Dr. Pinniay at his deposition:

Sol raaily don’t think he was flagrantly delusional. [But the question was:]
Is he delusiomal that he has this story about people chasing him at worl,
or what. I meen, that was the big flashing fasue at the time ... [emphasis
added], .

Peychosis can take two forms: Delusions and hallucinations. None of the doctors
thought that Bobby was having hallucinations, either visual or auditory
hallucinations. Nor was Bobby delusional in any flagrant way: He did not think
Saddam Hussein was harasaing him, But his paranoia and distorted thinking
about his workplace was striking, Was it psychotic, in the absence of more
flagrantly psychotic features? Or, was it true that Bobby was being harassed?
Unfortunately, becaise GlaxoSmidthKline had not watned that Paxil can cause
worsening of a patient’s coridition, the doctors were unable to consider that
Bobby’s heightenad anxiety and distorted thmking could have boen Paxil-
induced worsening of his condition.,

From Dz, Pinney’s note, itis clear that he did not distinguish between Bobby's

pre- and post-Paxil symptoms or consider the role of the drug may have played
in Bobby’s decompensation. Indeed, Dr. Pinney noted that Bobby’s “energy level
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was good when speaking with his Georgetown Paychiatry Consult Service, but
that he had been having increased sadness and worrying.” Paxil's over-
stimwlating side effects may make patients feel like they have more energy while
at the sams time making them more arvdous and distressed, The increased
energy can be misconstrued by both the doctor and the patient as a partial
improvement in the patient’s condition even as the patient is deteriorating, as
described in the accompanying report on GlexoSmithKline's adult documents.
As described in that report, in GlaxoSmithKlIine's studies, the HAM-D scores of
 the majority of patients who made suicide attempts on Paxil :mpmved prior to the
. attempts,

According to Dr. Pinney’s notes:

He disclaims my current sulcidal ldenﬁon or intent ox plan and does not
acknowledge any prior episodes of self harm,

Dr. Pinney too diagnosed BobBy wtfh “major depressive disorder moderate” and
recommended that he “continue Dr, Carroll's prescripﬂmm of Paxil 20
milligrams....

_With regard to the alleged “affair,” Dr, Pirmey tock the extraordinary step—
given the stress the couple was under with Mary’s cancer and the flare-up of
both Bobby’s wleerative colitis—of telltng Mary that he thought Bobby had had
an affalx. Says Ma.z'y'

Neither Bobby nor I had ever referred to his contact with Judy Smith as an’
“affeir.” Dr, Piroey really shocked me. I confronted Bobby wha said that
was not true, that he hadn’t told Dr. Pinney that. Dr. Pinney saying that
really knocked me back. I'd had breast cancer, I'd had a mastectomy, I
was undergoing chemotherapy, I'd lost my hair, That's not something you
tell & wife at a time like that especially when you dor/t even know
whether or not it’s true,

Dr. Pinney acknowledged at his deposition that with regard to the aJ.leged affair
and e-mails: “T have no facts.” ,

Bobby saw Dr. Pinney again on Jarruary 25% and January 30, 2002, In his January
30" note, Dz, Pinney wrote: :



[Bobby] explained details of {a) pending lawsuit against his employer
where in he is & witness and it has been going on for several years with
Hie employer’s (and his) attorney’s role not consistently supportive of
candoer in testimony which leads to tenslon and anxiety betweén him and
supervisors and co-workezs.

‘At his depositiory, Dr. Pinney elaborated:

When he was being asked questions somewhere along the line, he wag-
what did I learn the word ia—subomed? In other words, that someone
wes asking him to give testimony different than the fact, and that
someone was in his chain of command,

And when he alleged he would not play kall with them, that's when the e-
mails were snarfed up out of his computer and sent to the wife, or he was
threatened with them befng sent to the wife. .

Ttis my opinicn based on the evidence I have reviewed that Bobby's fears appear
to have been miore of his distorted thinking on Paxil '

Bobly's Paxil Dose Is Increased on January 30, 2002

It is my opindon that Bobby's arudety was escalating due to the Paxil-induced
_ekathisia. At the January 30% meeting, Dr, Pinney decided to increage his Paxil
dose to 30 milligrams a day:

Agreed that due to continued ambient anxiety, a trial of sight increase in Paxil

ta 30 milligrams per day (either 20 plus 10 at bedtime or he can try 10in
 the moming and 20 at bedtime) agreed upon as an attempt to deal with

symptoms without the use of Xanax or Valium which may be habit-forming.

Bobby had told Dr, Pinney that his former psychiatrist of many years, Dr.
Benensohn, had preseribed Valium for him for an extended period, Dr. Pinney
did not have Dr. Benensohn's records. Nor had he spoken to him. Yet, Dx, Pinney
testified thathe assumed Bobby might have abused Valium and withheld this
cless of medication from him. Said Dr. Pinney at his deposition:

The suspicion that we've already alluded to earlier today, that his prior

doctor of some years gave him Valiums for some time that correlated with ,
a perlod of not working and so forth, the think—1I think there's reason to
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explore, if you could in hindsight, how savvy washe about drugs of
abuse, Certainly with training —well, from the Vietnam era, in the
military, and having been n police officer in D.C., 1 should think he's

pretty knowledgeable about street drigs and how to obtain them and so
forth,

Dr. Pinney was asked:

Is there anything in the fecord that' we have that was explored that
indicated that he—he may have been taking some sort of street drug o
other anti-depressant?

D, Pinney acknowledged:
Nothing thatIknow..

As described earlier, Dr. Benensohn has no recollection of Bobby ever abusing
Valium. He said that Bobby did not use streat drugs and had no history of drug

. abuse in Vietnam. And, he would not have encouraged Bobby’s temporary use of
Valtum to control his symptoms of anxdety if Bobby had a history of alcohol
abuse. According to the police retirement board records, Bobby only used

. Valium on an as-needed basis wntl about the mid-1980s. Bobby had not seen Dr,
Benensohn in ten years. And, Bobby’s medical records repeatedly state that he
did not use drugs or aleohol. According to Mary, Bobby rarely even drank:
“"Maybe a couple times a summer he'd have a beer after mowing the lawn.” Dr,
Pirmey's leap to alcohol or drug use as a possible explanation for Bobby’s clinical
worsening, despite evidence to the contrary is telling, As GlaxoSmithKline failed
to warn and historically mislead doctors about Paxil's true side effects Dr. Pinney
was inclined to atiribute Bobby’s worsening to anything other than Paxil,

Additionally, GlaxoSmithKline's marketing of Paxil encouraged doctors to think
the way Dr. Pinney did regarding the Vallum. GlaxoSmithKline's Pa:dl
brochures distributed to doctors’ offices explicitly stated:?”

Some people [with enxiety disorders] may be treated with a class of drugs
called benzodiazepines (ben-zo-di-az-uh-pines). Some well-known
benzodlazepines include Xanax, Valium, and Ativan, Unlike S8RTs [such
as Paxil], benzodiezepines are potentiaily addictive and ehould be used with
cattion, ,
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Paxil has beeh studied both ir: short-term and long-term use and is not
associated with dependence or addiction. Paxil belongs to the class of
drugs called SSRIs. Another clags of drugs called benzodiazepines [e.g,
 Valium] may also be used to treat certain anxiety discrder but unlike Paxi,
. benzodimepines have been assoclated with dependence in some patients
[emphasis added]). .

Not only s this inaceurate, since GlaxoSmithKline did not study Paxil in both
short- and long-term use, the company’s brochures failed to aclmowledge that ’
Paxdl itself can cause severe wiﬂxdrawal reactions, f

Bobby Deteriorates Bven More Dramatically Onoe His Paxil Is Increased’

Antidepressant-induced akathisia is a dose-dependant side effect; the higher the
dose, the worse the akathisia. Unfortunately, doctors can mistake akathisia for
worsening of the patient’s undetlying psychiatric condition and increase the
dose, making matters worse. When Bobby was prescribed Paxil in 2002,
GlaxoSmithKline's official prescribing guidelines warned that depression can
make patients deteriorate but did not wam that Paxil may cause patients to
detompensate, thereby encouraging doctors to raise rather than lower the Paxil
dose. This is what happened in Bobby’s case.

Says Mary of Bobby's condition after the Pecdl was increased: '

. After they increased his dose, [ did not recognize the man. He became
completely unable to cope. The fidgeting was worse, He started pacing in
my kitchen. He was more anxious, He became more parancid, He could
not sleep well, Before when he couldn’t sleep at least he could He in bed
quietly. But after he went on Pexdl and especially when the doase was
increased, he'd xustle back and forth, toss and turn, I'd wake up in the
middle of the night and find him sobbing, I'd say: “Bobby what's wrang?”

-He'd say: "I don't know what's wrong.” I'd say: “Bobby, we’ll fust take it
one day at a time.” He'd repeat back like a ¢hild: “That's good, Mary,
We'll just take it one day at a time.”

Bobby saw Dr. Plnney again on February 6, 2002, According to Dr. Pinney’s
note: .

Patient complained of continued trouble with sleep onset end midcycle
_awakening despite Ambien 10 milligram dose from the GI doctor, Dr.
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Camll, dated 1/9/02, that he just refilled for first time on Pebmary 5
2002...

So, Dr. Pinney was forced to try a higher dose of Ambien to compensate for
Bobby's worsening insommnia on the higher dose of Paxil,

Dr. Pinney did not set up a specific follow-up appointment with Bobby,
dogumenting in the section of his note entitled “next follow-up interval”;

One or two weeks, patient will call to aetupﬁ.me'auplmtoretumtowork
2/11/02 and uncertain of logistics,

In faict, this was Dz. Pirney’s last appointment with Bobby, who died eight days
Tater,

Bobby Returns to Work

On Monday, February 11%, Bobby returned to work at the Smithsonian for the
first time since December 15%, Mary did not think he was ready to go back to
work, but Bobby was afraid of losing his job if he stayed out much longer. When
Bobby came home from work on Monday evening, his behavior was quite cut-
of-chatacter. Says Mary:

Bobby always clm.ngad his clothes when He got home from wark. Bobby
was a modest man, 50 he would change in the walk-in closet inour .
bedroom. So Monday night he comes home and he starts undressing in
the kitchen, He took his tle off, He started to unbutton his shixt. [ said,
“Bobby, what are you doing?” He looked like he was Jost and said
dumbfounded, “I don't know what I'm doing.” Fle was Jost.

The next day, Tuesday February 12% Bobby went to work again, On Tuesday -
night, he was still not himgelf. On Monday or Tuesday night, Mary moved a
handgun Bobby kept in the house. Mary gave the gun to Bobby as a present
many years earlier on their first anniversary, At the tixme, Bobby was a police
officer and supposed to wear a gun even when off duty. Mary bought Bobby the
same gun he had at work cnly a smaller, snub nose model so it would be easjer
1o carry. Bobby kept the gun in the walk-in closet in the master bedroom. Mary
moved the gun to a different place in the closet.

28



On Wednesday morning, February 13, 2002, Bobby again wanted to go t¢ work,
- Bobby wes scheduled to interview people as part of an investigation and Mary
did not think he was up to it. Bobby was 80 agitated and anxious that he kept
asking Mary for permission to do everything: “Can I shave now, Mary?” “Can I
. eatnow?” Afier Bobby's death, one of his co-workers, Beverly Medlock came to

. the house ang told Mary that she had done the interviews with Bobby. Mary
testified:

Beverly said she knew somethirig was wrong because he was to
Interrogate these witnesses, that something had happened, and fie was very
nervous, very upset, very agitated, So unkike him 15 how ehe put it [emphasis
ad ded]

.Afbe:r the w:ewiews, Bobby got lost walking in the vicinity of the Smithsonian
- complex. Says Mary:

I don’t know if he was walking back from the interviews or it was a little
while later, but he called me sobbirug and sald, “I'mlost. I don't know
- where [ am or whereI'm going, I can't function.” I sald, “Bobby look at
the street signs.” e was crying. He didn’t know what to do, He'd
apparently tried to get back into one of the Smithsonten buildings and his
IDbadge,w}dchfuncﬁmedase]eclmnickeyawipewouldntwwk.He e
was probebly so out of it that he didn’t swipe the key right but he insisted,
“They won't let me back in, They’ve cut offmyIDba.dge They’re trying
to getxid of me.”

Mary talked to Bobby for awhile, attempting to calm him down. Says Mazy;

Bobby said, “Y'1 call you back.” He must have found someone who
pointed him in the right direction. I think he bumped into someone he -
knew, because he called me back a Hittle while later to say he’d made it the
short distance, & block and a half, to the building where I worked, which
was where the car was parked. He sounded a little better, Fe wasn't
aying anymore, But I dldn’t want him driving home in that condition. So
152id, “T'll come get you, Stay right there. Don't leave.” He repeated back
to me, again like a child, “T won't leave. I'll stay right here” I rushed
upstairs to get Kristen, I said, “Your father's in trouble, We've got to go
get him.”
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Bobby had taken the truck [a 4 Runmner] out of the parking garage, He was
parked on the street, siiting in the driver’s seat, When I opened the
driver’s dooz, instead of getting out and going around to the passenger
* side, Bobby climbed over the cansole, which I thought was very odd, He'd
never done thaf before, As I got in, Bobby started waving his ID badge at
me, He became agitated and upset'again, saying, “They turned off my ID.
They’re trying to get rid of me.” On the way home J tried to reassure
Bobby by saying: “You won't have to go back there [to the Smithsordan).”
Ee kept repeating: “You promise, Mary?” I'd say: "1 promise” and he'd
-repeat: "You promise, Mary?”

When they got home, Mary called Dr, Pinney’s office, Dr. Pinney was busy and-
could not come to the phone. Mary left a message, asking Dr. Pinnay to call her
back. Dr. Pirmey documented that he spoke with Mary and told her to bring -
Bobby to the emergency room. Mary says that #s not acourate; when she could
not reach Dr, Pinney she called Bobby's old psychiatrist, Dr, Benensohn, Says

" Mary

When Dr. Benensohn heard the condition Bobby wes in, he said, “Bring
him to the nearest emergency room.” The Georgetown Medical Center i
not the nearest emergency room, but that's where [ took him because
that's where all his doctors were, '

Athis deposit.lon._ Dr. Benensotm sz he recalled the telephona call from Mary:

Q:

A

Mxs. Collins indicated that ghe had called you on February 13, 2002
about her husband’s condition, Do you recall that conversation or a
conversation with Mrs, Collins around about that time?

I recall a conversation where she called, I said I would be gladto
see him if she brought him in, and I didn’t hear back.

She had indicated in her deposition that she had talked to you
about her husband’s condition and his distress and you had
advised her to take him to the nearest hospital, Does that sound
familiar to you? Does that refresh your recollection?

I don’t recall it but it's possible. If she said she was concerned that
he was suicidal—1I don't recall where she wés Hving but I sajd —it
would be consistent with what I would say to someone that if you
think they are suicidal, you call 911 or take them to the nearest
hospitel emergency room. So I don't recall it but it's quite possible I
would have said that,
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Mary had, in fact, been worried #bout Bobby’s sufe'ty, which 18 why she had
rmoved the gun, ' .

The Georgetoun Doctors Are Again Confused by Bobby's
Sharply Deteriorating Condition '

At the Georgetown Universlty Medical Center, Bobby was seen by & resident on-
call nammed Dr. Carlos Collin, Bobby and Mary spent the rest of the day and éarly
evening in the emergency room. Dr. Collin evaluated Bobby multiple times
trying to decide whether or not to hospitalize him. According to Mary, Bobby
was also evaluated by at least four other doctors and doctors-in-training:
attenclings, residents, interns, and/or medical sitidents, The emergency room

, records and doctor’s testimony once again vividly capture the doctors’ confusion
&8 they tried to assess Bobby's rapid decline, his worsening anxiety,
gleeplessness, agitation, parancia, and helplessness.

An initial assessment note written by a medical student described Bobby as:

[A] fifty-four year old recently diagnosed with depression and anxiety .
returned to work as criminal investigator 2 days sgo after seversl weeks
off. Reported increased tension for 1-2 days, increased sense of paranoia when |
wife is absent, decreased sleep with no sleep yesterduy, 2 hours the day befors,
Derdes sulcidal or Romicidal ideation [thoughts]. Dentes auditory or
visual hallucinations, Reports not thinkisg rationally for 2 days. Wife verifies
femphasis added]. ‘ '

Mazy reports that in the examining room, Bobby thought an ophthalmology
screen used to test patients’ vision was a camera spying on him. According to Dr. ‘
Collin’s note: S : ' .

[Bobby has] worsening depression and anxiety.... Patient reports feeling
“Incoherent and not well”..,. Al timss he becomes incoherent but. ... Patient can
be very coherent and logical when discussing his past history and situation at
work [emphasis added]. '

Once again because of Bobby’s unusua), perplexing presmtati‘tm the question

was: Was Bobby paychotic, d.e, incoherent, or not? At his deposition, Dr. Collin
elaborated: :
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He would come across a§ parancid, very disorgariized, incoherent; but
that was only when the patient was under pressure,

Fe—when he was calm and more relaxed or maybe not aware of the
importance of his surroundings, he would be able to make very clear
statements and caxry a conversation about his past mwdical history, his
'past life,

When he was confronted about the current situation, he would
immediately change his attitude, I would say, and become very agitated and
incoherent, almost to a point that would sound psychotic or suffering ﬁom d
cognitive disorder [emphasis added).

Dr. Collins performed a mini mental status exam on Bobby, 45 paxt of the exam,
‘Bobby was asked to write & sentence, Poignanﬂy, in retroapect, given what
happenad, Bobby Wrote:

Ineed help.

Elsewhare, in his ﬁmtal status examination, under the category "Sample of
speech,” Dr, Collin wrote that Bobby said:

I don't know what Ineed. [ tust my wife. Ineed help.
At his deposition, Dr. Collin recounted:

A:  He was very preservative on that statement. .., He rambles and
reiterates, Like, you know, “I want help, I trust my wife. I need
help.”

Q  You meanhe'repeats h:rmelf?

. At Repeats himself,

The emergency room records and Dr, Collin'a statements corroborate Maty's
descriptions of Bobby as.sc disorganized and overwhelmed, that he appeared
almost childlike. Again, sadly this is classic behavior for patients suffering from

‘undiagnosed Paxil-induced akathisia and clinical worsanmg. Dr. Collin :
documented in his note:

Wil reporte [she has) never seen her husband Hks thig before [emphasis
added],
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Apparently there was some back and forth about whether or not Bobby should
be hospitdlized. Ulttmately, Dr, Collin let Bobby go home. Bobby wantad to be
- hospitalized on a medical unit rathsr than a psychiatric urdt, as he had been in
January. Bobby told Mary:

Ineed help, I'm not crazy,

Dr. Collin testified that Bobby could not be admitted to a medical unit now that
he was in treatment with the psychiatrists. Dy, Collin did not feel Bobby was
comuriittable, that is, he could not be hospitalized on & psydattic wndt against his
. will, becausa Bobby was not sudcidal. Multiple doctors documented in the
emergency room record that Bobby was not suicidal at the time. And Dr, Collin
did not think Bobby was psychotic despite s being “incoherent* at times when
acutely erdous, - : |

According to Dr. Collin‘a note:

Patient reioris not feeling well with his current ireatment on Paxil 20
riiiligrans POQD [a day). He has bean compliant with treatment [ie.
taking his antidepressant] and follow ups but he is unhappy with his
current treater... femphasis added]. : .

Bobby had certainly been cooperating with treatment including calling and -
coming back repeatedly when he wasn't doing well, just as the doctors had
instructed. When patients are warned appropriately about Paxil-induced clinical -
.worsening and suicidality, the information provides them with tremendous
control over their fate, By contrast, when patients like Bobby are not warned;

they feal out of control and helpless at the mercy of side effects they do not
understand.

Mary testified that she and Bobby repeatedly asked For some Vallum-type
medication to help quickly calm Bobby down. Surprisingly given Bobby's severe
anxiety, he was never given any Valium-type medication. As described earlier, °
Dr. Pinney testified that he wanted to avoid this class of medication with Bobby.
Dr. Collin testified at his deposition that he was in contact with Dr. Pinney
<uring the afternoon and coordinating his treatment with him.

When Dz, Collin discharged Bobby home, for Bobby’s severe insomnia, Dr.
Collin prescxibed an old, sedating, tricyclic antdepressant called Doxepin. ‘
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Agaln, this is consistent with withholding Valiwm-type sleepirig pills from him.
Dr. Collin’'s discharge diagnosis was “depression.” But, Dr. Collin added “rule
out psychosis” because Bobby had deteriorated so rapidly on Paxil, Dr, Collin
instructed Bobby to “followr-up with Dr. Pinney in the nesxt 48 hours.”

Bobby Shacts Himself in the Head

Adfter breakfast on the morning of Thursday, February 14%, 2002, Bobby went into
" the family room, Mary brought himi his pills - 30 mg of Paxil and some Préevacid.
Bobby, a8 Mary recalled, was “arxdous and fretful.” They sat there waiting for.
Mary’s sister, Ann, who was coming with her deughter, Janice, from
Fredericksburg to take Kristen to hex 9 am court hearing related to a speeding
ticket, In addition, for some time, Bobby and Mary had been plarning to relocateé
to Fredericksburg, Virginia. They were concerned that the town they lived in,
Waldorf, Maryland, was going downhill and not a good enviroroent for Kristen,
Says Mary: “Our neighborhood, was still firie, But some parts of town including
the town center were going downhill.” Mary’s sister, Ann, Hved in
Fredericksburg, Mary’s doctors weze there, Krister.had been accepted to s
private Christian school in Fredericksburg, Bobby plarmed to commute by train
to Washingten, DC, Bobby and Mary had looked at houses in Fredericksburg.
The plan was for Kristen to move down to her aunt’s in order to start the new
school. Mary and Bobby would move once they found 2 new house, So, Kristen
was moving her aunt that morning. Before getting in the car with Xristen, Ann
talked with Bobby. Ather deposition, Ann testified: .

[Bobby] was just sitting there looking dazed saying none of this is
important.... I remember him saying none of this 1s important. I just said
you're going to feel better. I didn't know what to say.... He didn't look. -
like Bobby.... He just wasn’t—he just wasn't the same Bobby. That's all I
<an tell you, He wasn't. .

At her deposition, Kristen elaborated on Bobby not being himself that moeming:
He was sitting on the couch and he was just completely out of it, kind of
like ne was zoned out, cauldn't really say anything to me, He was arying,
which 1 never saw him cry. He was just a completely different person.

After the brief court appearance, Ann and Jandce returned to the house to Pick up

. Kaisten's belongings. As described earlier, Kristen was moving to Fredericksburg |
to live temporerily with her aunt in order to start her new school.
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Recognizing that Bobby was not doing well and still needed, help, that morning
Mary called a psychiatric facility in Predericksburg called Snowden. Snowden
provides both inpatient and outpatient services. Says Mary:

I thought of Snowden as another option. Maybe he’d be admitted there, If
they wanted to treat him a5 an outpatient, we could stay with my sister.
Kristen was going to be thexe. I just thought of it as another hospital 1
could take him to since Georgetown hadn't worked out,

After Ann, Jandce, and Kristen left, Mary and Bobby were packing his suitcase in
the master bedroom. Says Mary:

Arnother thing happened that was 50 odd for Bobby. He was bringing me
clothes from the closet to pack in his suitcase. As he handed me pairs of
pants, I noticad they wete dirty, Normally, Bobby waa meticulous about
his clothes. Some of the pairs of jeans were covered with dog hatr from
our Labrador, who sheds. Bobby had one of those sticky rollers you use to
get lint and dog hairs off your clothes. Bobby was always using the roller
to keap his clothes clean, But here he was handing me dixty pants to pack.

~ - Atane point, Bobby caxie out of the closet and went to e.nightstand to get his
glagses. Mary thought nothing of it. In retrospect, Bobby needed his glasses to
open the combination lock on the gun case, which he had found in the coset,
When Bobby went back into the closet Mary heard a “pop.” Bobby had shot
himself in the head with his Smith end Wesson .38 caliber revolver. Mary tushed
into the closet and found Bobby lying in a pool of blood. Distraught, Mary called
911. When the police and ambulance arrived, Bobby was still “breathing but
urresponsive,” according to the Charles County Sheriff's office, The police and
paramedics tried vmeuccessfully to revive Bobby, who was pronounced dead at
his home.

Mary called her sister Arn and told her what had happened, Ann turned around
and brought Kristen back home. The police went to Dwayrne's workplace and
brought him to the house, Mary told each of the children that theix father had
died when they arrived at the house,
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According to the police report:

Mrs. Colling told me that the decedent, Babby Ray Colling, had been very
depressed. She éxplained that he was a Viet Nam veteran, and had retirad
from the Metropolitan Police, Washington, D.C., on disability in 1974. The
reasan for the retirement was depression, ativibuted to his service in
Vietnam. She said he was never fully recovered, On December 15, 2001,

. the decedent took leave from his job as an investigatar with the '

" Smithsonian Institute due to his suffering from ulcerative colitis, He -
remained on leave for a month, and was hospitalized for two days during -
that time, for the colitis. Mrs, Colling said that és his leave ended he never

. was able to get back into his job. She sajd he returned for only a few days,
before it becamne too much for him to handle. She sald that he began to act
a8 if he “wasn't himself”, [sic] She said he complained of not knowing if he
was coining or going, She sald that one day he stood in the middle of the
Kitchen floor and took his shixt off, She explained that since they had been
married they had always dressed and undressed in the closet with the
door closed, he said he would never have taken his shirt off like that if he
were behaving normally, . -

The police report contains a number of inaccuracies. According to the Police and

" Fireman's Relief and Retirement Board records, Bobby's disability retirement
was not atiributed to his service in Vietnam, Rather, it was specifically attributed
to the traumatic events that ocurred while he was on the Washington, D.C.
police force, Bobby did not take leave from his job on December 15, 2001. He took
vacation to avail himself of his uwnused vacation days for the year, which he
would otherwise lose, At some point in the last weeks of his life, he tay have

~ gome on medical leave, In my experience, police and coroner’s reports often
contain inaccuraces because everything is so chaotic and everyone is.50
distressed st the scene of a auicide. '

The police report goes on to say:

The deceased’s son and daughter arrive at the home, I spoke with both of
them in reference to the incident. '

The daughter, Kristen Suh Colling, was sble to offer some information in

regards to her father's recent behavior, The son, Dwayne Richard Collins,
would not offer any information in regards to his father.
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Ms. Collins is the deceased’s daughter.... I asked Ms. Collins how she
became aware of the incident and she told me her mother had called her
and told her her father had ghot himsslf, She was travelingto
Fredericksburg, Virginia at the time of the incident and returned home
when her mother called her cellular phone

In fact, Mary called Axu: o her o2l phone, not Kristen. The report contimaes:

I asked Ms. Collins if she had any idea why her father would wint to
harm himself and she provided the following information.

Ma, Collins advised there had been several major incidents in recent -
months concerning her father. According to Colling her mother had
recently been disgnosed with cancer and the deceased was not handling -
that well, She also told me the deceased’s brother had passed away
sometime in January of this year. In addition, Collins said her mother had
recently confronted the deceased about an extra marital affair. Ms, Collins
also commented her father often complained about work related
problems, but she did not know specifically what these problems were.

* She did say he was a detective with the Smithsordan Poﬁee in Waal'ﬂngton '

- DG, .

Ms. Collins told me she had nevar heard her father threaten suicide in the
past, but did say his behavior seemed a little out of the ordinary when she . -
saw him easlier In the day. She could not ela.bo:ate on what she meant,
saying he just was not himself,

Bobby's brother died in Dacember, not January. Kristen testified that she
overheard Mary confront Bobby after Dr. Pirmey told her about the alleged .
affair, At her deposition, Kristen testifled:

My father never said anything, and 1 wouldn't use the word “affair”

- because it was more 8o he—you know, my mom would tell ine how'he
had been talking to an old friend that had knew back when he was
younger, a wornan frtend. So I wouldn't say the word “affair,” but she
told me that he had been e-mailing or speaking to this woman. And of
course that upset her, but— .
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The police report continues: -

I attempted to speak with Mr, Collins after speaking with his sister. Mr.
Collins [Dwayne] offered no opinion as to why his father may have shot -
himself. The only thing Collins could say is “that was the last thing I -
thought he would do.” He also said his father had owned a handgun for a
long time and he knew exactly which one he had used. He madeno
cothumnents about his father's mental state or recent behavior, He seemed
extvemely agitated with my questioning and T eventually told him we'did
not have to speak any longer, but Detective Stahl may. contact him in the
future,

In fact, Bobby only avwned one handgun. At his deposition, Dwayne desctibed
how his father looked the last time he saw him, udﬂxmm weaks of his deatly;

He just looked like he was staring off into space like he was kind of out of
it. Yjust took it as tired, but.... It looked more like drugged to me, buthe
never drank or did anything iike that. That's why I sald he seemed to be
tired....

At their depositions, Dr. Carroll, Dr, Pinney, and Dz, Collin were all aaked a
question like: A

If you had been advised that prior to approval in 1992 of Paxi], that the
clinical trial data showed a statistically increesed risk in suicidal behavior,
again suicides and attemnpt, in fact an eight-fold increased risk, would
that—would you take that into consideration in whether or not to
prescribe Paxil to your patients?

Dr. Carroll answered:

If-;yes, if—ltike, if there was datp. 10 suggest & certain risk, ﬂ\erx you
incorporate thet into your decision, yeah,

Dr; Pinney answered:

You said if [ knew that at the time, would it be relevant to consider? I'd
say, generally, yes.
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Dr, Collin answered:
Sure. You nead to know that information,

At his deposition, Dr. Pinney said of the abrupt change in Bobby when his
condition plummeted in mid-February:

The guick change, it was surprising [emphasis added].

Tha change was so abrupt that it suggested a reaction to an illicit drug to Dz’

Nobody knows....whether he took,..any other anxiolytics or alcchol or
any of the street drugs or other anﬂudepressmts that people can get on the
strect these days.

Dr. Pinney was correct that Bobby’s abrupt decline is not characteristic of the
natural course of depression, which is typically more gradual and, instead,
suggests a drug reaction. Dr. Pinney was hot given the opportunity to consider

- that Bobby’s xapid decline cou]d have been due to Paxil because of
GlaxoSmithKline's failure to warn in 2002, Numerous doctors at the Georgetown
Medical Center, a highly regarded medical school and teaching hospital, also
were not given the oppertunity to conslder Paxil's possible role in Bobby'a
bizarre behavior because of GlaxoSmithKline' 8 failure to warn. .

Bobby's tragic su.idde has had a devastating inpact on his family, friends, and
coworkers, The doctors at the Georgetown Medical Center who treated Bobby
wetre also traumatized, All of them vividly recalled Bobby and the diagnoestic
puzzle he presented. Dr. Collin, the psychiatrist who evaluated Bobby in the
emergency room the night before his death, telephoned the Colling” home shortly
after Bobby comumnitted suicide. Dr. Collin testified:

[Bobby s case] wes vexy striking, I will never forget that, Although, you
kmow, Yhave seen many patients die on my watch, on the medical floor or
any other circumstances, but this was very traumatic, I had a long day and
right. I didn't sleep and all that, but still had the interést in find—in
seeing whether, you know, he might have changed his mind or I cowld
haye sent him to ancther hospital or whatever, And when I called, she--I
asked her, hello, Mrs. Collins. How s your husband, Terrible. ile just shot
himself. And I realize now that this happened —my phone call was
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minutes afterhe had shot himself.... And of course I told her that this was
terrible, that [ was very sad for what's happened, and thatwewouldbe
available to her an her family to help in any way or condition that we
could, And I was going to telay this h‘lfarmaﬂanrlghtaway to Dr, P:I:utey
and everybody else, I did that, and...

You always have secmd thoughts about what you do, whether you do
well or you do wrong, And I think, if I would have to do what I did at the
time again, I would have done.exactly the same thing. Because this Is the
nature of medicine, My peers were very supportive, because they were all,
. you know, concemed about this. And what we usually do when this kind
of thing happens—death ir the general medical care js different than
when someone kills himself i your care, under your cate, even if you are
collaterally involved, So it was difficult for me to~to, how would I say, go
back to work the following day, but, you know, you do it. You have to do
i,

Naturelly, Bobby’s death has been particularly hard on his wife, Mary, whoze
breast cancer has now been diagnosed as Incurable, Now virtually housebourid
and tn considerable pait, Mary has been told by her doctors she has less than six
months to live, As she testified:

[Bobby] was everything to me. We had few friends except maybe friends
that what you call circle of friends at work that even though you constder
them friends you didn’t socialize with them. We were very much
homebodies and that's what we relied on was each other.

And ] sit there at ndghts and [ have :{obody to talk to. |

Kristen testified:

Ilost my father, idin’t get to see me graduate high school or college,
awards, talk about careers, and just have more adult conversations that
[8ic) I could have had when [ was 14, 15.

Dwayne, who has three children, testified:

You know, he was a good dad to me and the kids—the grandkids....You
-had to know him. It wasn't something—he had goals and things he
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wanted to do and grandkide to take care of and, you know, play with and -
things....Like I said, it wasn’t nothing that I expected,

When I interviewed Mary, I 'was struck by her remarkable foxtitude, courage,”
and sense of humor despite all she has been through. Said Mary:

1 know that in his right mind there’s no way Bobby would have done
what he did. He never would have left me alone to go through dying of
breast cancer. We were devoted to one another,

. Differentia] Disgnosis

. When diagnosing conditions in medicine and psychiatry, one considers all the
possible diagnoses that might account for the patient’s symptoms. In a process
called the “differentle] diagnoais,” one rules each of the diaghoses in or out to
arrive at a final ciagnosis. In Bobby’s case, after considering the factual
information contained in the documents I reviewed, the information I obtained
« from the depositicns in this case, and my interviaws, below are the other

. diagnoses I considered and rulad-cut:

In my opinion, based on a reasonabls degres of medical mrtainty, Bobby ‘s suicfdc was
not due to his depression, Bobby had a history of symptomé of depression dating
back to the 19708 as part of what would now be called post-traumatic stress
disorder. But his former psychiatrist of many years, Dr, Benensohn, states that he
did not diagnose Bobby with major depression. Depressive symptoms that are
part of post-traurnatic stress disorder do net constitute major depression.
Moreover, Dr. Benensohn has no recollection of Bobby ever becoming suicidal,
Through the years, Bobby had pericdic flare-ups of his gastrointestinal |
symptoms. Unfortunately, when Bobby had a flare-up in January 2002, a new
gastroenterologist who thought Bobby was depressed, prescribed Paxil on the
recommendation of a psychiatrist who had never seen him. What seemed like
just a periodic flare-up of his gastrointestinal symptoms turned into a nightmare
of Paxil-indnced akathisia, heightened aivdety, worsening insomnia, distorted
thinking, parancie, uncontrollable crying spells, helplessness, and an inability to
cope, a cluster of antidepressant side effects that have been linked to '
antidepressant-induced sulcidality, Prior to going on Paxil, Bobby had no history
of ever being suicidal, GlaxoSimithKlire’s own data shows that Paxil increases
the risk of suicidal behavior in depressed adults more than six-fold.'* Bobby took
his life less than a month after starting Paxil and a little over two weeks after
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increasing the dose, Bobby’s own doctor thought his abrupt dedine suggested
some sort of drug reaction rather than the natural history of depression, which is
typically more gradual, Unfortunately, his doctors did ot think of Paxil because
- GlaxoSmithKline had not yet wamned of the phenomenon, It is my opinion based
on areasonable degree of medical certainty that Paxil was a substantial factor in
causing Bobby ‘s suicide. If Bobby had not been prescribed Paxll, it is my opinion
baged on a reasonable degree of medical certainty that he would still be alive-
today.

In my opinion, based on a resonable degreé of medical certainty, Bobby 's suicide was
not due to an underiying anxiely disorder. Bobby also hiad a history of symptoms of
anxiety as part of what would now be called post-traumatic stress disorder, But
again, Bobby had nw prier history of becoming suicidal, In 2002, prior to starting
Paxil, Bobby was diagnosed with depreasion, He was not dlagnosed with an
anxety disorder, Even after he started Paxil; when Bobby was hospitalized in
Jarmary on the gastroenterclogy service, the consultation Lialson. poychiatrists
diagnosed him with depression, not an anxiety disorder, Bobby only developed
prominent symptoms of arudety as a side effect of Paxil, It s my opinion based
on a reascnable degree of madical certainty that Bobby's escalating symptoma of
anxdety were due to Paxdl, not to an underlying anxiety disorder.

In my opinion, based on 4 reasonable degree of medical certainty, Bobby’s suicide was not
due to post-traumatic stress disorder. Bobby had a history of post-traumatic stress -
disorder, PTSD. However, he had not been in treatrnent for the PTSD in over a
decade. I 2002, Bobby was not diagnosed with a recurrence of the PTSD. Based
on my review of his medical records, the deposition testimorty, and my
interviews, I did not see any evidence that Bobby had a return of his PTSD at the
time of his death in 2002, It is my opinion based on a resscmable degree of
medical certainty that Bobby's past history of P’ISD was not responsible for his
death,

In my opinion, based on a reasonable degree of medical certainty, Bobby’s suicide was not
due to Mury’s cancer. As any caring husband would be, Bobby wag upset when
Mary was diagnosed with breast cancer in the fall of 2001, But, Bobby was coping
well with Mary’s situation and actively involved in supporting and helping her,
Based on my review of his medical records, the deposition testimony, and my
interviews, I did not find any evidence that Mary’s breast cancer made Bobby
suicidal. In fact, the last thing one expects a supportive husband such as Bobby to
do would be to leave his wife to deal with the cancer onher own. It is my
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opinion based on a reasonable degree of medical certainty that Bobby’s auic:[de
was not due to Mary’s breast cancer.

In my opinion, based on a reasonable degree of medical certuinty, Bobby’s suicide was m:t
dug 10 job stress. Prior to going on Paxil, Bobby was stably employed at the
Smithsonian for eighteen years. Bobby liked his job and was very successful at it,
He received outstanding evaluations and had good relationships with his bosses.
. Although he had a cooler relationship with his last boes, his bosa testified that it

did not interfere with their working together effectively. Only after Bobby went:
on Paxil did he become paranoid that he was being harassed at work as part of
his distorted thinking on the drug. Based on my review of his medical records,
the deposition testimony, and my intarviews, I did not see any evidence that
work stress had ever made Bobby suicidal,

In my opinion, based on a reasonable degres of medical certainty, Bobby 's suicide was
not due ko an alleged extra-marital affalr, Mary confirmed that Bobby had been
engaged to Judy Smith before she and Bobby met, She knew that Bobby was in
periodic contact with Judy years before Bobby's death and that he had increased
telephome contact with her some time around 1999, But Mary does not believe
that Bobby ever had an affair. When Bobby died, Mary celled Judy to tell her.
Judy was shocked and said, “Billy must be upset.” Billy was Bobby's twin
" brother who had died two months earlier. Since Judy had not known of Billy’s
deeth, she and Bobby had not been in recent contact. Based on my review of his
medical records, the deposition testimony, and my interviews, I did not see any
evidence that Bobby’'s lifelong friendship and intermittent centact with Judy
madg him sulcidal. It is my opinion based on a reasonable degree of medical
certainty that the friendship or a]lega’dom of an affair were not rezponsible for
Bobby’s suicide.

In my opinion, based on a reasonable degree of medical certainty, Bobby ‘s suicide was
not due to an uniderlying psychotic disorder, Bobby did not have a history of a
paychotic disorder such as schizophrenia or bipolar disorder, Only after starting
Paxil did Bobby begin to exhibit symptoms of paranoia and distorted

that the doctors thought might be psydhotic. Based on my review of his medical
records, the deposition testimony, and my interview with Mary, I did not see any
" indication that Bobby had an underlying paychotic disorder that could account
for his death,

In my opinion, based on & reasonable degrea of medical certainty, Bobby ‘s suicide was
not due 1o aicoholism or substance abuse, Bobby rarely drank alcohol and had no
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known history of using illfclt drugs, Based on my review of his medical records,
the other discovery documents, and my interviews, I did not see any indication
that Bobby ever had trouble with alcoholism or substance abuse. Based on a
reasoniable degree of medical certainty, it is my opinion that drugs other than
Paxdl did not play, a role in Bobby ‘s suicide. :

In my opinion, based on a reasonable degree of medical ceriainty, Bobby ‘s suicide was
not due to a character disorder. Bobby did not have a character disorder, such as
narcissistic personality disorder or borderline personality disorder. He had never
been diagnosed with a character disorder, Based on my review of his medical
records, the other discovery documents, and interviews, I did not ses any
indication that Bobhy had a character disorder.

I my opinion, based on a reasonable degree of medical certainty, Bobby ‘s sulcide was
nat due 1o another concurrent psychiatric condition, Bobby had no other psychiatric
diagnoses, He had never been diagnosed with any psychiatric disorder other
than those discussed above. Dr. Benensohn did discuss some old diagnoutic
terms used for Boblby in the 1970s and the contemporary equivalents, as
described above, Based on my review of his medical records, the other discovery
documents, and interviews, I did not see any indication that Bobby had another
psychiatrie condition,

In my opinion, based on a reasonable degrez of medical certainty, Bobby ‘s sulclde was
not due to a concurremt medical condition. While in Vietnam, he contracted malaria,
but the symptoms of this illness were gane by the time he returned to America.
In the 1970s, Bobby developed gastrointestinal symptoms that were ultimately
diagnosed. as ulcerative colitls, He also had a history of pepticular disease,
Although Bobby developed gastrointestinal symptorns in 2002, an endoscopy
and colonoacopy showed no evidence of active gastrointestinal disease, During
his long history of off-and-on gastrointestinal symptoms, they never made Bobby
suicidal. Mozecver, Bobby hed no histoty of a medical condition (such as a brain
tumer), which could account for the sudden changes in his behavior an Paxdl, Tt
13 my opindon t0 a reasonable degree of medical certainty that Bobby’'s suicide
was not due to his redical condition,

In my opinion, based on a reasonable degree of medical certainty, Bobby's suicide was not
due to another prescription medication. Although Bobby had been on Ambien, he
did not take it the night before his death. Bobby wes prescribed Doxepin instead
for sleep the last night of his life. Doxepine is an older, sedating, tricyclic
entidepressant. The new FDA warnings that antidepressants may make some

44



Ppatients sulcidal are a class warning covering all antidepressants currently on the
market, including Doxepin, But Bobby had become suicidal shertly after starting
Paxil, wesks before starting the Doxepin. Over the course of weeks, Bobby had
developed progressively worsaning akathisia, ardety, insoznis, uncontrollable
crying spells, distorted thinking, parancia, helplesaness, and inability to cope on
Paxil. Bobby only took one dose of Doxepin, the night before he died. It is my..
opirdcn to & yeasonable degree of medical cartainty that Paxil was a substantial
factory in Bobby’s death, regardless of whatever additional effect the Doxepin
might have had. Finally, Bobby was also on two medications for his :
gastrointestinal symptoms: sulfasalazine and Protonix, Neither of these drugs
has warnings that it may meke patients sulcidal. Based on a reasonable degree of
medical probebility, it is my cpinion that Bobby’s suicide was not caused by
another prescription drug, ‘

Protective factors that reduce the likelihcod of suicide have been identified,?®
And risk factors that increase the Hkelthcod of suicide have been identificd.® Asg
seen in Table ), Bobby had six out of seven factors protecting him from suicide.
And, as seexin Table 2, he had only three of sevenbeen risk factors for suicide,

Table 1: Bobby ‘s Protective Factors for Suicide

1. | Effective clinjcal care for meantal, physical and substance use ¥

disorders . :

2. | Basy access to a variety of clinical interventions and support for

helpseeldng :

3. | Restricted access to highly lethal meang of suicide

4. | Strong connections to family end community support

5. | Support through ongoing medical and mental health care

relationships

5. | Skills in problem solving, conflict resolution and nonviolent

hendling of disputes

7, | Cultural and religious beliefs that discouraged sulcide and suppart
gelf preservation . :

<l

<] a4l zla]

“Table 2: Bobby ‘s Risk Factors for Suicide )
1. | Mental disorders, particidarly mood disorders, schizophrendn, - v
arvdety disorders and certain persénality disorders
2, | Aleohol and other substance use disorders
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3. | Hopelessness

£ | Impulsive and/or aggressive tendencies '

5. | History of trauma or abuse {

6. | Some mafor physical ilinesses

7. | Previous suicide attempt

8. | Family history of sudcide .

9. [ Job or financial loss

10. { Relaticnal or social loss .

11, | Easy access to lethal means N

12. | Local clusters of suicide that have a ¢ontagious inﬂuence

13. | Lack of soclal support and sense of isolatdon '

14. | Stizmna associatad with help-geeking behavior

| 15. | Barriers to accessing health care, espeda]ly menrrtal health and

substance abuse treatment

16, | Certain cultural and religious beliefs (for :lnsbance, the bellef that

. suicide is » noble resoluton of a personal dileruma)
17. | Exposure to, including through the media, end inﬂumne of others

who have died by suicid.e
Soncluslons
Prior to being prescribed Paxil in 2002, Bobby Collins had a classic American life,
Borm into a poor but happy family, in rural West Virginia, his parents moved to -
Washington, D.C, for greater opportunity for themselves and their children,
‘When Bobby could not afford to go to'college, he served his country in Vistnam.
After Vietnam, he fulfilled his Uifelong dream to become a Washington, D.C.
police officer. Unfortunately, Bobby's police work was cut short by a series of
fraumatic events that led to debilitating ulcerative colitis and post-traumatic
stress disorder. With the help and support of his wife, Mary, Bobby overcame the
adversity and re-built his life. He worked hard in weekly psychotherapy and did
so well that he was eventually able to retumn to detective work despite periodic
flares of his ulcerative colitis. Bobby and Mary had two children and a loving
family, They did volunteer work in their church, Through hexrd work they were
eventually able to live a middie class lifestyle that included their “dream house.”
When Mary was diagriosed with breast cancer, Bobby steadfastly supported her
through surgery and chemotherapy. Bobby was a remarkably well-rounded
man, a Vietham veteran and former police officer who was close to his mother,
changed diapers and helped out in the kitchen, happily accepted his son not
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playin,g football, rarely drank, never used drugs, and t]:uived in yem of weekly
psychotherapy.

Unfortunately, when Bobby a had flare-up of his ulcerative colitis in early 2002,

his new gastroenterologist prescribed Paxil on the recommendation of a

_ psychiattist who had never seen Bobby. On Paxd], Bobby lived less than a month,

splraling downward in a claselc case of Paxil-induced clinical worsening
including akathisis, heightened anxiety, worsening insorhnia, irritability,

. paranoia, distorted thinking, helplesaness, inability to cope, and ultimately
irresistible suicidal urges. Numerous doctors at the Georgetown University
Medical Center could not solve the diagnostic puzzie presented by Bobby’s
sudden ¢linical worsening and decompensation. His treating psychiatrist .
suspected a drug reaction bacause the natural history of depression is typically

- more gradual. But, the dottors did not consider Paxil as a possible cause because

of GlaxoSmithKline’s failure to warn.

. Itis my opinion based on a reasonable degree of medical certuinty that Paxil
- played a substantial role in Bobby’s suicide, It {5 my opinion based on a
reasonable degree of medical certairtty that but for Paxil, Bobby would still be
alive today., :

"This completes my opinion at this time. Of course, my opinion is slxbject to
trevision based on addiuoml discovery. Please keep me informed of the progress
in this case, :

Stncerely yours,

Encls: CV of Joseph GIenmullen, MD,
Appendix A | .
Appendix B

¥ httpyfwww.tda.gov/cder/drug/antidepressann/Ant depressentsPFA. htmy;
htpy/iwww fda,govicder/dru g/antideprassants/SSRIlabel Change htm;
hitps/fwww fda.gov/eder/diu gfantidepressants/Fl_template.pdf, Pleass note that in
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acedemic and professional journals, the chemical rather than the cornmercial naumes for druge
are typically used. For example, Paxil {5 referved to aa paroxstine. When these joumalsare
quoted in the text, for readability the well-recognized commercial namas of the drugs have
been substituted for their chernical names, In addition, ebbreviadons end shorthuand
comananly used in medice] records have also been spelled out, again, for readability

" 3], Glenrrwllem, Prozac Backlask (New York: Simom & Schuster, 2000); J. Glervmulkn, The

Anbidepressant Solution New York: Free Press Division of Stmon & Schuster, 2008),

! ], Maslin, “Bxploring & Dark Side of Depression Remedies,* The New York Thnea, Fune 29, 2000,
Acocella, ). “The Bevpty Couch; What is lost when psychietry tusms to drags?™ The New
Yorker, Mey 8, 2000, pg. 112, ' v ‘

* hitpi/fwww fda.gov/eder/drug/aniid apressants/ Antidepressanst PHA htm;

http:/fwww.fda gov/eder/drug/antidepressants/SSRTabelChange.him.

¥ Ihid. '

* Thid, .

? Physician‘s Desk Reforence (PDR), (Motrtvale, NI: Thamson PDIR, 2002), pp. 1605-1615,

$ C.T, Gunltiar], "Parsdoxical affects of flaoxeting [Prozac],” fournal of Clinical Psychopharmacology
1991;11:393-4; ML, Teicher, C.A. Glod, and .0, Cale, “Antidepressant drugs and the-
amargance of suicidal tendencies,” Drug Safily 1993;8:186-212.,

* P, Breggin, "Sulcldality, viclence and manda caused by selective serotonin renptaks inhibitors -
{SSRIs): a reviaw and analysis,” Iiernational Journal of Risk @d Seféty in Medicins
2003/2004;16:51-49. )

WMY. Agurgun, H. Kara, M. Solmaz, “Sleep disturbances and sulcidal behavior in patients with
major depression,” Jaurnal of Clinical Peychiairy 1997,58(6):249-51; P, Landry, “Withdrawal
hypomania associated with paroxcatine [Paxil],” fournal of Chinical Paychopharmacology ,
1967:17(1):60-1; ], Johnsen, MM Welssznan, G.L Klerman, “Panic discrder, comerbidity, and
suicide atiempts,” Archives of General Paychistry 1990;47:805-8; MM, Weiseman, G.L Klerman,
18, Markowitz, R Ouellette, “Suicidal ideation and suicide attempts in panic disorderand = -
attacks,” New England Journal of Mudicine 1989;321:1209-14; M. H. Teichez, C. Glod, and . O.
Cale, “Emergence of intense suicidal precccupation during Bucxetine [Prozac] treatment,
American Journal of Peychintry 1990;147:207-10; T. Van Putter, "The many faces of akathisia,”
Comprahensive Poyciriatry 1975;16:43-7; W.A, Keckich, “Neuroleptics: Violenoe as a
marifestation of akathisla,” JAMA 1978;240-2185; B.D, Shaw, I.]. Maxm, P.J, Welden, LM,
Simsheimer, RD, Brurnny, “A case of suicidel and homicidel ideation ard akathisia in a double- -
Blind neurcleptic srossover study,” Journal of Clindel Peychopharmecalogy 1986;6:196-1971; T.L.
Schulte, “Homicide and suicide assoclated with akathigin and haloperidol,” Americas Journal
of Forenaic Psychiatry, 1985,5:3-7,

B T. Van Putter, “The many faces of akathisia,” Comprekensive Peychiatry 1975; 16:43-7; T. Van
Putten, 8.R. Mardes, “Behavioral toxlcity of antipaychotic drtgs,” fournal of Clinical Psychiutry
1987; 48{suppl 9): 18-19; T. Van Putten, *Why do schizophrenic patients refuge to take their
drugs? Archives of General Paychiatry 1974; 31:67-72; T, Ven Putten, LR, Mustatipassi, M.D.
Malkin, “Phenothinzine-induced decompensation,” Archives of General Paychintry 1974;
30:102-5; T.R.E, Barnes, “A rating scale for drug-induced akathisia,” British Journal of
Pychiatry 1989; 154: 672-676. Akathisin’s assoclation with suicide and violenos 18 well-known
from an earlier class of drugs called antipsychotics. .
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