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Case No. 3AN 08-10115CI
OPPOSITION TO MOTION TO STAY DISCOVERY

Plaintiff, the Law Project for Psychiatric Rights (PsychRights®), opposes the
Motion to Stay Discovery (Motion for Stay) filed by defendants State of Alaska, et al.,
(State). The Motion for Stay seeks a stay of all discovery pending determination of the
State's contemporaneously filed Motion for Judgment on the Pleadings.

The State's Motion for Stay is fundamentally flawed in two respects. First, the
burden and expense of the subject discovery does not outweigh its immense benefit to
Alaskan children and youth. The evidence is overwhelming that current pediatric
prescribing practices are improvident, largely ineffective, extremely harmful, and non-
pharmacological approaches are far better. The evidence sought to be obtained regards the
actual practice of pediatric psychopharmacology to Alaskan children and youth in State
custody and through Medicaid, and the extent of the harm being done. The planned
discovery is anticipated to produce evidence entitling PsychRights to one or more
preliminary injunctions and at least partial summary judgment as to declaratory relief. The
harm being done to Alaskan children and youth should not be extended because of a stay

of discovery. Contrary to the State's abdication of responsibility in its Motion for
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Judgment on the Pleadings, it has the affirmative duty to protect the safety of children and
youth in its custody. The fulfillment of this duty should not be further delayed.

Second, contrary to the State's assertion, the pending Motion for Judgment on the
Pleadings is not likely to dispose of the entire case. The sole legal basis asserted is lack of
standing, which is in itself unmeritorious and in any event, can be addressed by naming
additional plaintiffs. In addition, the Motion for Judgment on the Pleadings complains
about a lack of specificity in the Amended Complaint and goes outside the pleadings.
Under such circumstances discovery must be allowed to proceed.

L. The Standards for Staying Discovery

In support of its Motion for Stay the State argues that a stay of discovery is within
the discretion of the Court and appropriate pending determination of a dispositive motion,
citing to the Alaska case of Karen L. v. State Dept. of Health and Social Services, Div. of
Family and Youth Services,' and some federal cases.

However, Karen L. is completely inapplicable because it involves the situation

where government officials were sued personally and not, as here, in their official capacity.
In Karen L., the question was whether discovery could be stayed pending a determination
of official immunity. PsychRights found no other Alaska cases concerning when or under
what circumstances a stay of discovery might be warranted and the State cited none in

their motion. However, the federal cases cited by the State do not support its position that

discovery should be stayed here.

1953 P.2d 871, 879 (Alaska 1998).

Opposition to Motion to Stay Discovery Page 2




LAW PROJECT FOR PSYCHIATRIC RIGHTS, INC.

406 G Street, Suite 206

Anchorage, Alaska 99501
(907) 274-7686 Phone ~ (907) 274-9493 Fax

In Chavous v. District of Columbia Financial Responsibility and Management
Assistance,” the district court held:

A trial court “ordinarily should not stay discovery which is necessary to

gather facts in order to defend against [a] motion [to dismiss].” (“discovery

should precede consideration of dispositive motions when the facts sought to

be discovered are relevant to consideration of the particular motion at
hand.”).?

In Williamson v. U.S. Dept. of Agriculture,” also cited by the State, the Fifth Circuit
held "if discovery could uncover one or more substantial fact issues, appellant was entitled
to reasonable discovery to do so," and that in such circumstances a stay of discovery would
be an abuse of discretion.

The cases cited by the State have reviewed and considered the specific discovery
requests and determined there was no prejudice in staying discovery.” Here, the State
seeks a blanket stay of discovery without showing any of the discovery is in any way

unwarranted, or even burdensome, let alone that it would not lead to evidence that might

be relevant to the Motion for Judgment on the Pleadings.® As will be shown below, the

2201 FR.D. 1,3 (D.D.C., 2001).

3 Citation omitted.

* 815F.2d 368, 373 (C.A.5 1987).

3 Karen L. v. State Dept. of Health and Social Services, Div. of Family and Youth Services,
953 P.2d 871, 879 (Alaska 1998); Schism v. U.S., 316 F.3d 1259, 1300 (C.A.Fed.2002);
Brazos Valley Coalition for Life, Inc. v. City of Bryan, 421 F.3d 314, 327 (C.A.5 2005);
James Madison Ltd. by Hecht v. Ludwig, 82 F.3d 1085, 1096 (C.A.D.C. 1996); Chavous v.
District of Columbia Financial Responsibility, 201 F.R.D. 1 (D.D.C. 2001).

¢ Since the dispositive motion is one for judgment on the pleadings pursuant to Civil Rule
12(c), the presumption is that discovery would not be relevant. However, the State's
Motion for Judgment on the Pleadings goes outside the pleadings. In addition, the Motion
for Judgment on Pleadings complains about a lack of specificity in the Amended
Complaint and the discovery PsychRights will be seeking can supply such specificity.

Opposition to Motion to Stay Discovery Page 3




LAW PROJECT FOR PSYCHIATRIC RIGHTS, INC.

406 G Street, Suite 206

Anchorage, Alaska 99501
(907) 274-7686 Phone ~ (907) 274-9493 Fax

discovery requested to date is extremely modest and PsychRights has fashioned a focused
discovery plan proceeding in a logical order. Delaying discovery will lengthen the time
that Alaskan children and youth will not have the opportunity to have a motion for
preliminary injunction filed on their behalf and a delay of much time could be very
counterproductive by necessitating broader, less focused and less ordered discovery
requests in order to get it done before the trial date.

Ultimately, as the district court in Chavous noted:

In the determination of whether to stay discovery while pending dispositive

motions are decided, the trial court “inevitably must balance the harm

produced by a delay in discovery against the possibility that [a dispositive]
motion will be granted and entirely eliminate the need for such discovery.”’

This seems right and to the extent the Motion for Judgment on the Pleadings is decided
soon, the prejudice will be lessened. But what if the State files a series of motions it
characterizes as "dispositive?"

The Motion for Judgment on the Pleadings, while it includes inaccurate and
extraneous statements of counsel regarding factual matters, is legally grounded entirely on
the extremely dubious contention that PsychRights lacks standing under Alaska's liberal
standing requirements. This seems clearly rejected under Trustees for Alaska v. State of
Alaska® and its progeny.

However, PsychRights can not safely ignore the unsupported assertions of counsel

contained in the Motion for Judgment on the pleadings, and thus under the authority cited

T1d.
8736 P.2d 324 (Alaska 1987).
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by the State, as set forth above, it is necessary to discuss the merits and the evidence
PsychRights seeks in discovery.
IL. The Merits
In this action, PsychRights seeks declaratory and injunctive relief that Alaskan
children and youth have the right to prevent defendants from authorizing the

administration of or paying for the administration of psychotropic drugs to them unless and

until:
(1) evidence-based psychosocial interventions have been exhausted,

(i1) rationally anticipated benefits of psychotropic drug treatment outweigh
the risks,

(i) the person or entity authorizing administration of the drug(s) is fully
informed of the risks and potential benefits, and

(iv) close monitoring of, and appropriate means of responding to, treatment
emergent effects are in place.

The State's defense is revealed in its Motion for Judgment on the Pleadings, and
consists of the complete abdication of responsibility:

[The defendants] have no meaningful ability to remedy the conduct alleged or
administer the relief requested".'®

Without getting far into the legal analysis here, the State's position is untenable. At a
minimum, once the State has taken custody of a child or youth, the United States Supreme

Court has held if the State,

? See, 91 of Amended Complaint and §A of PsychRights' Prayer for Relief.
' Motion for Judgment on the Pleadings, page 20.
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fails to provide for his basic human needs-e.g., food, clothing, shelter, medical care,
and reasonable safety-it transgresses the substantive limits on state action set by the
Eighth Amendment and the Due Process Clause.''

Thus, the State may not divest itself of at least these Constitutional responsibilities by what
is uniformly a process whereby parents (and the courts) are provided false information
about the psychotropic drugs and parents regularly coerced into giving consent.

In its Motion for Judgment on the Pleadings the State goes on to state:

Insofar as plaintiff disagrees with the practice of pediatric psychiatry and the culture

of pharmaceutical marketing and prescribing practices related to psychotropic
medication, those matters are not within the Department's meaningful control.'

Here, the State admits court intervention is required to protect the children and youth of
whom it has taken custody. If the State is incapable of protecting the children and youth in
its custody from harmful psychiatric drugging, this Court must step in and do so. It is their
right. Of course, this depends on PsychRights proving the current "culture of
pharmaceutical marketing" and pediatric psychopharmacology is indeed harming the
children and youth of whom the state has seized custody. PsychRights is refraining from
loading up this opposition to the State's Motion to Stay Discovery with the piles of
evidence on this, but has no doubt it will establish this. In fact, the State does not truly

dispute this'® and PsychRights is not seeking discovery from the State on this issue.

" DeShaney v. Winnebago County Department of Social Services, 489 U.S. 189, 200, 109
S.Ct. 998, 1005 (1989).

12 Motion for Judgment on the Pleadings, page 20.

" In its Answer, the state responds that it "is without sufficient information to admit or
deny the substance" of PsychRights' allegations regarding the lack of scientific support for
the bulk of pediatric psychopharmacology, the great harm it causes, and the far better
results achieved if non pharmacological approaches. It is the State's responsibility to

Opposition to Motion to Stay Discovery Page 6




LAW PROJECT FOR PSYCHIATRIC RIGHTS, INC.

406 G Street, Suite 206

Anchorage, Alaska 99501
(907) 274-7686 Phone ~ (907) 274-9493 Fax

However, there are issues raised in the State's Motion for Judgment on the
Pleadings for which PsychRights does seek discovery from the State. The first is to rebut
the unsupported and untrue assertion made by the State in its Motion for Judgment on the
Pleadings that the State has nothing to do with authorizing and administering psychotropic
drugs to children and youth whom it has taken away from their paren‘[(s).]4 The second is
to supply the lack of specificity regarding the State's inappropriate payment for and
administration of psychotropic drugs to Alaskan children and youth."

III. Discovery Plan

PsychRights has a very focused discovery plan designed to develop evidence in a
logical order and minimize the burden on both sides.'® The first step is to obtain
information on the State's computerized records to enable PsychRights to fashion a
focused discovery request to extract relevant information. The second step is to obtain
evidence regarding how pediatric psychopharmacology is actually practiced on Alaskan
children and youth in State custody and through Medicaid. This involves information from
both the State and other parties, such as psychiatrists. In addition PsychRights intends to

seek negative data about the drugs that have heretofore been hidden by pharmaceutical

know. Moreover, PsychRights specifically provided the scientific analysis, including
references even prior to bringing suit. See, Exhibit G. to Amended Complaint.

" Motion for Judgment on the Pleadings, p. 5 ("In short, the administration of
psychotropic medication to children in Alaska is a decision left to the parent or legal
guardian of the child, or to the superior court.").

' Motion for Judgment on the Pleadings, pp 8-9, 18.

' For example, PsychRights was originally going to notice a Civil Rule 30(b)(6)
deposition covering a large number of topics, but has been working to refine its discovery
so as to minimize the burden on all concerned.
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companies as well as the improper promotion of pediatric psychopharmacology by
pharmaceutical companies.

IV.  Currently Requested Discovery

Attached hereto as Exhibits A & B, respectively, are the Notice of Deposition for
Mr. David Campana and PsychRights' First Requests for Production.!” The only items
sought are (1) information about the State's computerized records so that PsychRights can
fashion requests for production informed by knowledge of what data is available and how
it is organized, and (2) the records of seven specific individuals who are or have been in

the custody of the State and who have authorized and directed the State to provide such

information.'®

A. The David Campana Deposition
On January 29, 2009, PsychRights e-mailed the State as follows:

Can we meet informally with David Campana in the near future to formulate a
request for production of computerized Medicaid records rather than take his
deposition. What I'd like to do is meet with him with our computer person to
formulate the request for production. I am not asking that you waive any rights to
object to a request for production.'

The State responded that it would prefer to conduct a formal deposition® and the parties
agreed to conduct the deposition on February 26, 2009.>' However, two days before the

scheduled deposition, the State e-mailed:

' The First Requests for Production includes identifying information which has been
redacted from the copy attached hereto.

'¥ See, Exhibit B, pages 8-14.

' Exhibit C, page 2.

20 Exhibit C, page 1.

*! See, Exhibit D.
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In preparing for Dave Campana’s upcoming deposition, Stacie and I have
taken a more extensive look at the complaint and we have concerns about
engaging in discovery at this point. As a result of our review we are
preparing a dispositive motion that we hope to file in the next two weeks.
Therefore we would request that you agree to postpone Dave’s deposition
until after the court has ruled on our motion. If you are unable to agree to
that postponement, we’ll file an expedited motion to quash the deposition on
similar grounds. We apologize for the late notice but we need to know by
COB today if you can agree to this plan.”

PsychRights replied:

I will agree to postpone it for two weeks or maybe a bit more, but I don't
think I can agree to anything that open-ended.”

The State responded:

Good enough Jim, we understand that concern. Thanks for your
understanding and courtesy on this point and we will be in touch.
Procedurally, will you be issuing a notice that cancels Thursday’s
deposition?**

PsychRights responded:

I will serve you with a re-notice of deposition for say three weeks out, which
when we get closer we will presumably have another discussion about.”

The State responded to this as follows:

That’s fine, with the understanding that we’re not agreeing to a date certain at
this point and re-notice will be subject to further discussions and/or motion
practice as we get closer to the time. So I believe we’re on the same page
with how to proceed.?

Instead of further discussion, the State filed the instant Motion to Stay Discovery.

22 Exhibit E, page 2.
% Exhibit E, page 1.
=5
2 Id.
6 1d.
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As mentioned above, the primary purpose of the Campana Deposition is simply to
learn about the State's computerized Medicaid records in order to fashion requests for
production pertaining thereto. This should be easy for the State to do, especially since it
has already assembled this information in connection with Alaska v. Eli Lilly & Co., 3AN
06-05630 CL.*

B. First Requests for Production
(1) Descriptions of Computerized Records

Mr. Campana's deposition was noticed under the concept that conducting it would
serve as a template for obtaining information about the other relevant computerized
records of the State. However, due to the State's delaying the deposition for an extended
period of time, PsychRights determined it had to at least get the ball rolling on acquiring
the information on all of the State's computer systems relevant to the authorization and
administration of psychotropic drugs to children and youth in order to fashion specific
requests for production of relevant computerized records. Thus, on March 3, 2009,
PsychRights served its First Requests for Production, requesting information on the
structure of the computerized records for not only the Medicaid database, but those by the
other agencies involved, to wit: the Office of Children's Services, the Division of Juvenile
Justice, the Alaska Psychiatric Institute and the Division of Behavioral health. These
requests for production asked for the following information:

1. Software utilized,

2. Manuals,
3. File format,

2T Exhibit F.
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4. File structure,

5. The identity and meaning (including codes and/or lookup tables, etc.) of all
fields contained in such computerized records, and

6. Examples of all report types.”®

Again, the purpose of these requests is to enable PsychRights to fashion focused
requests for production of relevant computerized records. It is PsychRights' expectation
that this will obviate the need for broad requests for production of individual paper case
files. However, to the extent PsychRights is left with insufficient time to first obtain the
information on the data structure of the computerized records, then obtain the relevant
computerized records, and then obtain focused and/or randomly generated case files, it
may be forced to serve requests for production of all the case files.

While at first blush it seems there is plenty of time, by all indications the State is
going to object every step of the way and time will be used up at each step. If PsychRights
is left without sufficient time to go through the steps that will allow it to fashion focused
discovery requests, it will be forced to seek broader discovery.

(2) Seven Specific Case Files

The only other discovery requested to date are the case files of seven Alaskan youth
who are or have been in State custody and who have, to the extent of their authority,

authorized and directed the State to provide PsychRights with the requested information.*

28 Exhibit B, pages 4-6.

* See, Exhibit B, pages 7-14. Again, the identifying information has been redacted
because it does not appear there is any reason why it should be included in this public
filing and it is not believed the identity of the specific persons involved is relevant to the
Court's consideration.
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If the State has objections to providing these records, it should make such objections
known now so they can be considered in an orderly manner.

V. Contemplated Discovery

A. Psychiatrists, the Public and the State Have Been Duped Into
Giving Children and Youth Ineffective and Dangerous Drugs

One of the key questions in this case is why psychiatrists are prescribing and
custodians are authorizing the administration of extremely improvident and harmful
psychiatric drugs to children and youth. The answer is that the pharmaceutical companies
have been very effectively illegally promoting their use, especially the neuroleptics, such
as Risperdal, Seroquel, Zyprexa, Abilify and Geodon.

Grace E. Jackson, MD, who has been qualified as an expert witness in a number of
PsychRights' adult forced psychiatric drugging cases,”” testified in May of 2008, about
how psychiatrists are being misled by the drug companies into improvident prescribing.

So essentially what happened in the 1990s is that the journals, more than ever
before in history, became a tool of marketing, a marketing arm for the drug
companies. And drug companies shifted in terms of previous research in the
United States.

Most of the research had previously been funded by the government and
conducted in academic centers. In the 1990s, that was pretty much over, and
most of the funding is now coming from the pharmaceutical industry. So
that's really in a nutshell what happened in the 1990s when I was training.

Now, where are we now? What that means is that the journals that most
doctors are relying upon for their continuing information continued to be
dominated by pharmaceutical industry funded studies and by papers which

30 See, e.g., Exhibit L, page 3 (Transcript page 111, lines 12-18).
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are being written, if not entirely by the drug companies, then by authors who
have part of their finances paid for by the drug companies.

In a 2007 article, Pediatric Bipolar Disorder: An Object Study in the Creation of an
Illness,’” the Scottish psychopharmacology expert, David Healy, MD, describes, among
other things, how academics have become marketing arms of the pharmaceutical
companies instead of objective researchers. This has recently been further buttressed
through documents obtained in discovery and recently made public from various lawsuits.

(1) Risperdal/Joseph Biederman, MD/Harvard's Mass General Hospital
and the Johnson & Johnson Cetner for Pediatric Psychopathology

On November 25, 2008, the New York Times ran a story titled, Research Center
Tied to Drug Company,*® about Joseph Biederman, MD, and his undisclosed payments by
Johnson & Johnson to produce "academic" research in support of prescribing Risperdal to

children and youth as young as four.®® The article describes the vast influence Dr.

Biederman has had in the explosion of prescribing the dangerous neuroleptics,3 .

Dr. Biederman’s work helped to fuel a 40-fold increase from 1994 to 2003 in
the diagnosis of pediatric bipolar disorder and a rapid rise in the use of
powerful, risky and expensive antipsychotic medicines in children. Although
many of his studies are small and often financed by drug makers, Dr.
Biederman has had a vast influence on the field largely because of his
position at one of the most prestigious medical institutions in the world.

In his recent deposition Dr. Biederman testified as follows:

3! Exhibit L, page 5 (Transcript page 119).

> Exhibit H.

> Exhibit .

3% Exhibit K, p.2, 4.

3> This class of drugs is also often referred to by the misnomer, "antipsychotic." See, e.g.,
Sutherland v. Estate of Ritter, 959 So. 2d 1004, 1006 n.3 (Miss. 2007)
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Q. And do you agree that you are one of the most forceful advocates of the
aggressive [psychiatric drug] treatment of preschoolers? . . .

A. Tam.*

Later in his deposition, Dr. Biederman admitted that he promoted the use of
Risperdal in children as young as pre-schoolers (ages four to six”’), even though no one
knows what Risperdal does to the brain and there are no long term studies.*®

One of the recently unsealed documents includes an e-mail exchange about the
Johnson & Johnson Center for Pediatric Psychopathology (J&J Center), in which Dr.
Biederman, the Center's leader is recognized as "the pioneer in the area of [Child &
Adolescent] Bipolar Disorders,"” and that

He approached Janssen multiple times to propose the creation of a Janssen-

MGH center for [Child & Adolescent] Bipolar disorders. The rationale of this

center is to generate and disseminate data supporting the use of risperidone in
this patient population.*’

Johnson & Johnson funded the center and the 2002 Annual Report states:

The mission of the Center is to create a common ground for a strategic
collaboration between Johnson & Johnson (J&J) and the Pediatric
Psychopharmacology Research Program an[d] at the Massachusetts General
Hospital (MGH). . . . An essential feature of the Center is . . . it will move
forward the commercial goals of J&J. . . .

Equally important . . . is the demonstration of the validity of [child
psychiatric] disorders. ... Without such data, many clinicians question the
wisdom of aggressively treating children with medication, especially those

36 Exhibit K, p. 4 from February 27, 2009, deposition transcript of Joseph Biederman
T Exhibit K, p. 2.

3% Exhibit K, p. 5.

3% In his deposition, Dr. Biederman agreed that he was one of the leaders and that he is
considered a "world-renowned child psychiatrist." Exhibit K, p. 3.

‘0 Exhibit J, emphasis added.
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like the neuroleptics, which expose children to potentially serious adverse
events.". . .

We will generate and publish data on the efficacy and safety of medications
for . .. child psychopathology. This work is an essential precursor to the . . .
widespread use of medications given that most must be used off-label.. . .

Many children with psychopathology never receive medical treatment due to
controversies in the media and debates among professionals about the
validity of psychiatric diagnoses in children.*' . ..

To have an impact on clinical practice, research results from the Center must
be disseminated through scientific publications, presentations and national
and international meetings and continuing education programs. Our program
of dissemination is as follows: . . .**

In 2002, we made progress in the following areas: . . .

e We disseminated the results of our work [at] national and international
meetings.

e We prepared initial manuscripts for publication. . . .

e We developed and maintained a schedule of regular communication
with J&J staff to facilitate collaborative efforts.

e We initiated Yearly Meetings of Experts in Bipolar Disorder®

To address the controversy about pediatric bipolar disorder, we initiated a
multi-year conference series which seeks to establish a forum for researchers
and clinicians to improve dialogue and foster collaborative studies about
childreﬂ who present with extreme temper tantrums and dysregulated

mood.

Then Dr. Biederman states that the Center's plans for the future include establishing the
efficacy of Risperdal for (the controversial diagnosis of'’) pediatric Bipolar Disorder

(BPD) and Obsessive Compulsive Disorder (OCD).46

1 Exhibit S, p. 3-4, emphasis added.
2 Exhibit S, p. 6.

* Exhibit S, p. 7.

* Exhbit S, p. 16.

# See, Exhibit S, p. 4.
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The 2003 Business Plan for the J&J Center shows Dr. Biederman's plans to use the
J&J Center as a front to (1) "re-analyze" the safety database,'” and (2) deal with the
problem that Risperdal is not approved for any indication for pediatric use.*® The 2003
Business Plan presentation also discusses the opportunities for partnerships with advocacy
groups, which means funding of groups such as the National Alliance for the Mentally Il
to promote its use in children and youth.*

These documents show in more detail what Dr. Jackson testified to, and Dr. Healy
wrote about, as set forth above, how "Key Opinion Leaders" are being paid handsomely to
prostitute their academic positions to promote the commercial interests of their drug
company Sponsors.

Dr. Biederman's egregious conduct in this regard recently prompted United States
Senator Grassly, just a few days ago, on March 20, 2009, to write to the presidents of
Harvard University and Massachusetts General Hospital (MGH), which house the J&J
Center, about their organizations being used to produce and disseminate what appears to be

fraudulent information in support of prescribing Risperdal to children and youth.>

%6 Exhibit S, page 18.

7 Exhibit T, page 3

% Exhibit T, page 4, 5.

* Exhibit T, page 3, 4. Dr. Healy also mentions these parent pressure groups in his article
about the creation of pediatric bipolar disorder. Exhibit H, p. 1

> Exhibit M.
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(2) Eli Lilly and Zyprexa

Eli Lilly & Co (Lilly) recently plead guilty to the illegal marketing of Zyprexa to
the elderly and agreed to pay $1.4 Billion in criminal and civil fines.”’ While Lilly may
have been able to negotiate away pleading guilty to the off-label promotion of Zyprexa to
children and youth, Dr. Healy noted that Lilly had identified the potential for marketing
Zyprexa to the children and youth market as early as 1997.%

At the January 17, 2007, hearing in Inn Re: Zyprexa Litigation (Zyprexa MDL),” the
following testimony was presented about the illegal off-label marketing of Zyprexa
revealed by previously secret documents:

[TThe documents document the fact that Eli Lilly knew that the -- that

Zyprexa causes diabetes. They knew it from a group of doctors that they

hired who told them you have to come clean. That was in 2000. And instead

of warning doctors who are widely prescribing the drug, Eli Lilly set about in

an aggressive marketing campaign to primary doctors. Little children are

being given this drug. Little children are being exposed to horrific diseases
that end their lives shorter.>*

(3) Astra-Zeneca and Seroquel

In Re: Seroquel Products Liability Litigation (Serogquel MDL)™ is a consolidation
of many products liability lawsuits against the manufacturer of Seroquel, AstraZeneca, for,
among other things, (a) AstraZeneca's concealment of Seroquel's propensity to cause

diabetes and other related life threatening and deadly conditions, (b) illegal off-label

°1 See, Exhibit G.

2 Exhibit H, n 39.

33 MDL 04-1596, United States District Court for the Eastern District of New York.
> Exhibit W, page 3.

> Multi-District Litigation (MDL) Case #: 6:06-md-01769-ACC-DAB, United States
District Court, Middle District of Florida
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marketing, and (c) violation of state consumer protection laws, including AS 40.50.471, et
seq.”

As is apparently typical in these cases,”’ a global protective order was entered under
which over 30 million pages of material was produced in discovery,’® with various
mechanisms for their becoming unsealed.” On December 12, 2008, the plaintiffs
challenged the confidentiality designation of over 60 of these documents, which under §12
of the protective order caused them to automatically lose confidentiality protection unless
AstraZeneca filed a motion to maintain confidentiality within 30 days.*’ AstraZeneca filed
such a motion on January 12, 2009,%' and a hearing on the motion set for F ebruary 26,
2008.%

On February 9, 2009, PsychRights e-mailed the lead plaintiffs' attorney, Camp
Bailey, indicating it anticipated having a subpoena issued to take Mr. Bailey's deposition

and obtain (a) certain specified documents, (b) information on other negative effects, (c)

unpublished studies, including those involving children and youth, and (d) documents

%6 Master Complaint, Docket No. 42. §86(a) is the allegation regarding the Alaska
consumer protection violation count, which, along with the rest of the public docket in the
Seroquel MDL case is available on PACER, the United States Court System's electronic
access system, and of which this Court can take public notice.

> Without comparing them word for word, the protective order in the Seroquel MDL
a‘Ppears to be substantially identical to the one in the Zyprexa MDL.

>% In Re: Seroquel MDL, Docket No. 1222, p. 5.

% In Re: Seroquel MDL, Docket No. 478.

% In Re: Seroquel MDL, Docket No. 478.

%! In Re: Seroquel MDL, Docket No. 1222.

62 See, Exhibit R, page 1.
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regarding the promotion of Seroquel for pediatric use.® Under 914 of the protective order,
upon being served with such a subpoena Mr. Bailey is required to notify AstraZeneca,
cooperate with AztraZeneca, and give them a reasonable opportunity to object, prior to
producing the documents.**

The parties agreed to the release of many of the documents before the February 26,
2009, hearing and on February 27, 2009, a number of documents were unsealed, including
a July, 2008, Clinical Overview on Weight Gain in Pediatric Patients on Seroquel.®’ It
seems as a result of this study, on December 18, 2008, in a letter that was also unsealed on
February 27, 2009, the Food and Drug Administration directed AstraZeneca to advise
doctors through the labeling that the safety and effectiveness of Seroquel has not been
established for pediatric patients and is not approved for patients under the age of 18
years.66 As far as PsychRights has been able to determine, at this point, this warning has
yet to be conveyed to doctors through the directed changes to the label.

The unsealed documents include e-mails regarding AstraZeneca's suppression of
unfavorable studies while promoting favorable data:

There has been a precedent set regarding "cherry picking" of data. This

would be the recent Velligan presentations of cognitive function data from

Trial 15 (one of the buried trials). Thus far, I am not aware of any
repercussions regarding interest in the unreported data.

That does not mean that we should continue to advocate this practice. There
is growing pressure from outside the industry to provide access to all data

% Exhibit R.

% In Re: Seroquel MDL, Docket No. 478.
% Exhibit O.

56 Exhibit N, page 2.
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resulting from clinical trials conducted by industry. Thus far, we have buried
Trials 15, 31, 56, and are now considering COSTAR.

The larger issue is how do we face the outside world when they begin to
criticize us for suppressing data.®’

On March 18, 2009, the Washington Post reported as follows about "Study 15:"

The results of Study 15 were never published or shared with doctors, even as
less rigorous studies that came up with positive results for Seroquel were
published and used in marketing campaigns aimed at physicians and in
television ads aimed at consumers. The results of Study 15 were provided
only to the Food and Drug Administration -- and the agency has strenuously
maintained that it does not have the authority to place such studies in the
public domain. . . .

The saga of Study 15 has become a case study in how drug companies can
control the publicly available research about their products, along with other
practices that recently have prompted hand-wringing at universities and
scientific journals, remonstrations by medical groups about conflicts of
interest, and threats of exposure by trial lawyers and congressional
watchdogs.®®

It appears Study 15 may have been unsealed on March 13, 2009, and PsychRights is
attempting to get it reviewed. However, it also appears with other documents of interest to
PsychRights produced in the /n Re: Seroquel MDL are still being kept secret, including (1)
Study 144, Study 125 and its draft manuscript, Study 165, Study 127, (2) the
Investigational New Drug Application (IND) to the FDA, and (3) marketing call notes.*’

B. The Necessity of Determining the Bases Upon Which Current
Pediatric Psychopharmacology is Practiced.

It is necessary for PsychRights to be able to depose at least a few child psychiatrists,

and perhaps other physicians and other people prescribing psychotropic drugs to Alaskan

67 See, Exhibit P, p. 2. That Trial 15 is still buried is revealed
% Exhibit Q.
% Exhibit R, pages 4 & 5.
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children and youth, to have them disclose upon what they are relying in doing so. In
addition, since it is illegal for the State to use Medicaid to pay for medications unless they
are prescribed for FDA approved indications or included in three specified compendia,’®
and nearly all prescriptions of psychotropic medications to children and youth are off
label,”" it is essential that these prescribers identify where in such compendia such
prescribing is included. It is expected that, especially with respect to the neuroleptics and
the anti-seizure medications re-branded as "mood stabilizers," they are prescribing these
drugs based on off-label marketing by the pharmaceutical companies masquerading as
science. Even with respect to the stimulants, such as Ritalin, which have been approved
for children and youth, the truth is there is a lack of data supporting long-term efficacy or
safety,”” and it is necessary for PsychRights to learn upon what these prescribers are
relying for these drugs as well in order to demonstrate to this Court such prescribing
practices are not in Alaskan children and youth's best interests.

Starting in mid-February, PsychRights started trying to coordinate deposition

schedules for some psychiatrists with the State's schedule, wanting to give everyone at

® Ex Rel Franklin v Parke Davis, 147 F.Supp.2d 39 (DMass2001).

"I Exhibit S, page 3 ("[N]early all psychiatric medication use in children is off label").

2 See, §s 154, 156-165 of the Amended Complaint herein; APA Working Group on
Psychoactive Medications for Children and Adolescents. (2006); and Report of the
Working Group on Psychoactive Medications for Children and Adolescents.
Psychopharmacological, psychosocial, and combined interventions for childhood
disorders: Evidence-base, contextual factors, and future directions, Washington, DC:
American Psychological Association; National Institute of Mental Health Multimodal
Treatment Study of ADHD Follow-up: 24-Month Outcomes of Treatment Strategies for
Attention-Deficit/Hyperactivity Disorder, MTA Cooperative Group, American Academy
of Pediatrics, 113;754-761 (2004)
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least a month to prepare.” To the extent discovery is stayed for any length of time, the
luxury of being able to give the psychiatrists so much notice and accommodate the State's
schedule will be diminished.

Most importantly, it is anticipated that this discovery will result in grounds for one
or more preliminary injunctions because of the extreme harm being inflicted on Alaskan
children and youth by these practices. No further delay should be countenanced. It is also
anticipated that this discovery will result in grounds for at least a partial summary
judgment for declaratory relief.”*

C. The Necessity of Developing the True Involvement of the State.

In its Motion for Judgment on the Pleadings the State asserts the administration of
psychiatric drugs to children and youth in its custody "is left to the parent or legal guardian
of the child, or to the superior court."” This is disingenuous at best’® and PsychRights
intends to conduct focused discovery to show the State's true involvement. It is

PsychRights understanding, the "consents" are virtually always obtained because one or

7 Exhibit D, p.1.

™ The State has essentially admitted it is not protecting the children and youth in its care
and this discovery will provide the detail for the declaratory judgment aspect. The more
difficult task will be to fashion the injunctive relief if the State continues to be unwilling to
voluntarily take the appropriate steps. It is PsychRights hope that if such preliminary relief
is obtained, the State and PsychRights will be able to fashion a program that will only
authorize the administration of psychotropic medications to Alaskan children and youth in
state custody or through Medicaid in appropriate circumstances and under appropriate
conditions.

> Motion for Judgment on the Pleadings, p. 5.

70 It is also patently untrue because under AS 47.10.084, if parental rights have been
terminated and there is no guardian, which is often the case, these residual parental rights
accrue to the State.
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more of the defendants seek such consent (or court order) and that parents are often
subjected to extreme pressure to agree to the psychiatric drugging of their children. Thus,
another aspect of PsychRights' discovery plan is to have the defendants disclose the
sources and information it is

(a) relying upon in deciding to seek, and

(b) providing in obtaining,
parental consent and court orders.

Assuming PsychRights obtains the computerized records it intends to seek,
PsychRights is contemplating generating a random sample of case files for review to get an
objective view of the actual process. Because of the expectation that the State will
interpose every objection it can to each and every one of PsychRights' discovery requests,
there is likely to be a series of motions related thereto, which will be the occasion for
further delay which could seriously jeopardize the entire discovery plan.

For example, even with respect to obtaining information about the file structures of
the State's computerized records in order to be able to fashion a discovery request to obtain
the actual computerized records, the State first refused to informally provide the
information, then it agreed to a deposition date, and then at the last minute it moved for the
instant stay. This has been going on since January.”’

As set forth above, there is an extant request for production of seven case files, for

which authorizations have been given and, based on the State's past behavior one can

"7 See, Exhibit C., page 2.
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expect it will even object to providing that information, necessitating a motion to compel.
For example, on January 20, 2009, the State raised the issue of state confidentiality laws in
connection with getting a qualified protective order in place under federal law and
PsychRights asked it to identify such laws.”® The State has thus far failed to do so, but can
be expected to interpose it when it has to do so. Presumably the State will do so in
response to PsychRights First Requests for Production, served March 3, 2009, and this
should not be further delayed.

Just as discovery of what prescribers are relying upon in giving psychotropic drugs
to Alaskan children and youth is likely to generate evidence for one or more preliminary
injunctions and partial summary judgments, the discovery sought from the State is likely to
do the same. Stopping Alaskan children and youth from being subjected to these
improvidently administered and harmful drugs should not be delayed through a stay of

discovery.

In addition, as set forth above, in Chavous, which the State cited, the court held a

trial court ordinarily should not stay discovery which is necessary to gather facts in order
to defend against a motion to dismiss and that discovery should precede consideration of
dispositive motions when the facts sought to be discovered are relevant to consideration of
the particular motion at hand. In its Motion for Judgment on the Pleadings the State
asserts it plays no role in the psychiatric drugging of children and youth in its custody and

through Medicaid. The State bringing this issue into the Motion for Judgment on the

8 Exhibit U.
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Pleadings, even though it was not supported by any competent evidence, means
PsychRights must be allowed to conduct discovery on the issue before this Court may
properly consider it.

D. The Necessity of Obtaining Pharmaceutical Company Off-
Label Marketing Information

In addition to deposing some psychiatrists and other prescribers regarding the off-
label marketing to which they have been subjected by the drug companies, PsychRights
intends to seek such materials directly from the pharmaceutical companies and/or from
parties having access to discovery depositories concerning these matters. It seems likely
that the pharmaceutical companies will object and to the extent that deponents can not be
served in Alaska, a commission/letter rogatory for an out of state subpoena must be
obtained pursuant to Civil Rule 28(b) and then procedures pursued in another state to have
a subpoena issued and enforced. This very well might consume a considerable amount of
time -- even to the point of still being unresolved as of the date trial is scheduled. There is
no reason for such delay. It certainly isn't a burden on the State, which is the basis for its
Motion for Stay. This information is very important to acquire for the Court to get the
whole picture about what is transpiring with respect to the administration of psychotropic
drugs to Alaskan children and youth.

E. The Necessity of Acquiring Suppressed Data

PsychRights believes it can demonstrate, based on publicly available information,
that the current practice of psychopharmacology is ineffective and counterproductive, is

doing great harm, and non-pharmacological psychosocial approaches should be used

Opposition to Motion to Stay Discovery Page 25




LAW PROJECT FOR PSYCHIATRIC RIGHTS, INC.

406 G Street, Suite 206

Anchorage, Alaska 99501
(907) 274-7686 Phone ~ (907) 274-9493 Fax

instead in most cases,79 but to the extent this Court might find this insufficient,
PsychRights is entitled to seek suppressed studies and evidence related to the off-label
marketing of psychotropic drugs for pediatric use. Moreover, this information could be
very important in fashioning the form of the injunction sought herein. It is likely the
pharmaceutical companies will object to this discovery, and whether or not the discovery
should be had, and if so, to what extent this information should be kept secret by this
Court, will take some time. As with the evidence sought from the drug companies with
respect to the off-label marketing to Alaskan prescribers, this very well might consume a
considerable amount of time -- even to the point of still being unresolved as of the date
trial is scheduled. There is no reason for such delay with its concomitant extreme harm to
the children and youth of Alaska in State custody, nor the disadvantaged children and
youth of Alaska who are being subjected to these drugs through Medicaid payments.

VI. Overview

Psychiatrists ought to be able to rely on the information they receive through
medical journals and continuing medical education.®’ The State ought to be able to trust
that psychiatrists recommending the administration of psychiatric drugs are basing these
recommendations on reliable information. Unfortunately, neither of these things which
ought to be true are true. It is essential for PsychRights to establish the extent of the

administration of psychiatric drugs to Alaskan children and youth in State custody and

” See, e.g., the Critical ThinkRx Curriculum, including references, that can be accessed

from http://criticalthinkrx.org/.
%0 They should be skeptical, however, about "information" provided by drug companies.
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through Medicaid. It is essential that PsychRights establish upon what the psychiatrists are
relying in prescribing psychiatric drugs to Alaskan children and youth in State custody and
through Medicaid in order for this Court to determine whether current practice sufficiently
protects Alaska's children and youth in state custody and whether or not Medicaid is
making illegal payments for psychiatric medication to Alaskan children and youth.

The trial in this case is set to begin on February 1, 2010. At first blush, this seems a
fair way off, but pretrial deadlines are now looming. The deadline for preliminary witness
lists and identification of retained experts is August 31, 2008, just five months from now.
The other deadlines follow-on quickly. These deadlines are simply coming up too fast for
any delay of any length.

Moreover, by inserting into its Motion for Judgment on the Pleadings, however
improperly, that the State plays no role in the authorization of these drugs to children and
youth of whom the State has seized custody, the State has set up the situation where
discovery with respect to this situation may be necessary in order to determine the
motion.®! Thus, discovery must be allowed to proceed without further delay.

PsychRights has a very focused discovery plan designed to produce the necessary
evidence. This discovery plan depends on the discovery occurring in a certain order and to
the extent that discovery is delayed for any length of time, the ability to conduct the

discovery with minimal burden on the parties is jeopardized.

o PsychRights believes the Motion for Judgment on the Pleadings is so devoid of merit
that this Court should have no difficulty in denying it without consideration of the
unsupported assertions of the State that it plays no role in the administration of psychiatric
drugs to children and youth in State custody.
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Most importantly, Alaskan children and youth are being greatly harmed by the
State's admitted inability to properly care for and protect them from the improvident,
psychiatric drugging and this should cease as soon as possible. Discovery should not be
further delayed and prevent this.

VII. CONCLUSION

For the foregoing reasons, PsychRights respectfully urges this Court to deny the
State's Motion to Stay Discovery
DATED: March 24, 2009.
Law PI‘O_]CCt for P ychlatrlc Rights

)

Jz(mes B. Gottstein, ABA # 7811100

;/
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

AT ANCHORGE
Law Project for Psychiatric Rights, Inc., )
Plaintiff(s) )  RE-NOTICE OF TAKING
Vs. ) DEPOSITION DAVID CAMPANA
)
State of Alaska, et al., )
Defendant(s) )
)

Case No. 3AN 08-10115 CI
TO:

Elizabeth M. Bakalar/Stacie L. Kraly
Attorney General's Office

P.O. Box 110300

Juneau, AK 99811-0300

PLEASE TAKE NOTICE that on behalf of Law Project for Psychiatric Rights,
Plaintiff, the deposition of David Campana has been changed to 1:00 PM on the 26th
day of February, 2009, at the offices of the Law Project for Psychiatric Rights, 406 G
Street, Suite 206, Anchorage, Alaska 99501, before a court reporter. The designation of
materials to be produced is attached and you are invited to attend.

DATED: February 17, 20009.

Law Project for Psychiatric Rights Inc.
)

}mes B. Gottstein, Esq.
ABA #7811100
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Attachment to David Campana Subpoena Duces Tecum

All documentation of computerized records relating to payment (or reimbursement) by
Medicaid for psychotropic drugs prescribed to children and youth who have or had
claims for payment (or reimbursement) for psychotropic drugs from January 1, 1999, to
date, including but not limited to:

(1) Manuals,

(2) File format,

(3) File structure,

(4) The identity and meaning (including codes and/or lookup tables, etc.) of all
fields contained in such computerized records, and

(5) Examples of all report types.
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Exhi

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT

LAW PROJECT FOR PSYCHIATRIC
RIGHTS, Inc., an Alaskan non-profit
corporation,

N’

Plaintiff,
Vs.
STATE OF ALASKA, et al.,

Defendants,

" N N N N N N N N N N N

Case No. 3AN 08-10115CI
FIRST REQUESTS FOR PRODUCTION

COMES NOW the Plaintiff, Law Project for Psychiatric Rights (PsychRights®),
and, pursuant to Rules 26 and 34 of the Alaska Rules of Civil Procedure, requests
defendants State of Alaska et al., to produce and permit PsychRights to inspect and copy
each document requested as follows:

You must serve written responses to these requests for production within thirty (30)
days of service hereof. The responses must state, with respect to each item or category,
that the document has been produced as requested, unless the request is objected to, in
which event the reasons for objection shall be specifically stated. If objection is made to
part of an item or category, the part shall be specified.

In the event that any document called for by these requests is to be withheld for any
reason, please identify that document as follows: title, addressor, addressee, indicated or

blind copies, date, subject matter, number of pages, attachments or appendices, all persons

bit B, page 1 of 14
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Exh

S

to whom distributed, shown or explained, present custodian, and the basis for withholding
the document.

In the event that any document called for by these requests has been destroyed for
any reason, please identify that document as follows: date of destruction, manner of
destruction, reason for destruction, person authorizing destruction, and person destroying
the document.

The requests apply to all documents in your possession, custody or control,
including documents in the possession of or subject to the custody or control of your
agents or attorneys. Unless otherwise specified, the documents called for by these
document requests are documents in your possession, custody or control that were
applicable, effective, prepared, written, generated, sent, dated, or received at any time
since January 1, 1999.

"Documents" as used herein means all original writings and other forms of
recording or documentation of any nature whatsoever, and all non-identical copies thereof,
in your possession, custody or control, regardless of where located, and includes, but is not
limited to, computer stored or computer generated information, legal documents,
agreements, records, communications, reports, studies, summaries, regulations, indices,
memoranda, calendar or diary entries, handwritten notes, working papers, agendas,
bulletins, notices, announcements, instructions, charts, manuals, brochures, policies,
schedules, telegrams, teletypes, films, videotapes, photographs, microfilm or microfiche,

all papers, books, journals, ledgers, statements, memoranda, reports, invoices, work sheets,

work papers, notes, transcription of notes, letters, correspondence, abstracts, checks,
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Exh

diagrams, plans, blueprints, specifications, pictures, drawings, graphic representations,
lists, logs, publications, advertisements, instructions, minutes, orders, purchase orders,
messages, resumes, contracts, cables, recordings, audio tapes, magnetic tapes, visual tapes,
transcription tapes or recordings or any portion thereof or summaries thereof, on which any
handwriting, typing, printing, photostatic, or other form of communications are recorded or
reproduced, as well as all notations on the foregoing; all originals, all file copies and all
other copies of any of the foregoing; and all drafts and notes (whether typed, handwritten
or otherwise) made or prepared in connection with such documents, whether used or not,
pertaining, describing, referring or relating, directly or indirectly, in whole or in part, to the
subject matter of each request, and which are in the possession, custody, or control of
defendant, State of Alaska, its subsidiaries, officers, directors, employees, agents,
representatives, predecessors, attorneys, or others acting on behalf of it defendants.

THIS REQUEST FOR PRODUCTION SHALL BE DEEMED TO BE
CONTINUING IN NATURE SO AS TO REQUIRE SEASONAL, SUPPLEMENTAL
RESPONSES IF YOU, YOUR AGENTS, REPRESENTATIVES OR ATTORNEYS
OBTAIN FURTHER INFORMATION AS TO THE EXISTENCE OF
ADDITIONAL DOCUMENTS BETWEEN THE TIME YOUR RESPONSES ARE
FILED AND SERVED AND THE TIME OF TRIAL.

Please produce the following at the Law Project for Psychiatric Rights, 406 G
Street, Suite 206, Anchorage, Alaska 99501, or designate the location where PsychRights
may inspect and copy such documents, on or before thirty days from service of this

request:
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REQUEST FOR PRODUCTION NO. 1. Any and all documentation of
computerized records pertaining children and/or youth who have had contact with the
Office of Children's Services (OCS) from January 1, 1999, to date, including but not

limited to:

Software utilized,

Manuals,

File format,

File structure,

The identity and meaning (including codes and/or lookup tables, etc.) of all

fields contained in such computerized records, and
6. Examples of all report types.

<8 o o 45

RESPONSE

REQUEST FOR PRODUCTION NO. 2. Any and all documentation of
computerized records pertaining children and/or youth who have had contact with the

Division of Juvenile Justice (DJJ) from January 1, 1999, to date, including but not limited

to:

Software utilized,

Manuals,

File format,

File structure,

The identity and meaning (including codes and/or lookup tables, etc.) of all

fields contained in such computerized records, and
6. Examples of all report types.

e
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Il

RESPONSE

REQUEST FOR PRODUCTION NO. 3. Any and all documentation of
computerized records pertaining children and/or youth who have had contact with the

Alaska Psychiatric Institute (API) from January 1, 1999, to date, including but not limited

to:

Software utilized,

Manuals,

File format,

File structure,

The identity and meaning (including codes and/or lookup tables, etc.) of all

fields contained in such computerized records, and
6. Examples of all report types.

u:.pwt\):—-a

RESPONSE

REQUEST FOR PRODUCTION NO. 4. Any and all documentation of
computerized records pertaining children and/or youth kept by the Division of Behavioral
Health (DBH) from January 1, 1999, to date, including but not limited to:

1. Software utilized,
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Manuals,

File format,

File structure,

The identity and meaning (including codes and/or lookup tables, etc.) of all
fields contained in such computerized records, and

6. Examples of all report types.

wn B W N

RESPONSE

REQUEST FOR PRODUCTION NO. 5. Any and all documentation of
computerized records relating to payment (or reimbursement) by the Division of
Healthcare Services (HCS) for psychotropic drugs prescribed to children and/or youth who
have or had claims for payment (or reimbursement) for psychotropic drugs from January 1,
1999, to date, including but not limited to:

Software utilized,

Manuals,

File format,

File structure,

The identity and meaning (including codes and/or lookup tables, etc.) of all

fields contained in such computerized records, and
6. Examples of all report types.

[, T SO 'S I 6 I

RESPONSE
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REQUEST FOR PRODUCTION NO. 6. Any and all documents in the care,
custody, or control of DHSS, OCS, DJJ, API, DBH & HCS, pertaining to the following

individuals, all of whom have executed Authorizations for Release of Information:'

Mgy e

RESPONSE

DATED: ﬁ«xcs T~ 2008,
{

Law Project for Psyghiatric Rights
Y /

By: \

/;alﬁés B. Gottstein
ABA # 7811100

! See, Attachment A.
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PsychRights
Law Project for
Psychiatric Rights, Inc.

AUTHORIZATION FOR RELEASE OF INFORMATION

To: All Treating Medical Personnel and their Employers, Alaska Department of Health and Social
Services, Alaska Office of Children's Services, Alaska Division of Juvenile Justice, Alaska
Psychiatric Institute, Alaska Division of Behavioral Health and Alaska Division of Health Care
Services.

WOlby authorize and direct you to:

(1) communicate with the Law Project for Psychiatric Rights (PsychRights®),
(2) answer all of PsychRights' questions, and

(3) provide copies of all documents and other materials requested by PsychRights pertaining to
me.

The purpose of this consent is to enable PsychRights to acquire information in connection with its
prosecution of Law Project for Psychiatric Rights v. State of Alaska et al., 3AN 08-10115CI, Alaska
Superior Court, Third Judicial District, State of Alaska. This authorization encompasses all information
that is relevant or may lead to relevant information in the lawsuit as determined by PsychRights,
including, but not limited to:

(i) medical and mental health treatment, including the administration of psychotropic medication,

(ii) diagnoses and indications,

(iii) medical necessity,

(iv) informed consent,

(v) monitoring for negative effects of treatment,

(vi) communications with individuals and agencies,

(vii) consideration of psychosocial interventions, and

(viii) monitoring the level and type(s) of improvement or deterioration in behavior, life skills, family,

school, and social relationships, sports, and the ability to cope with life's demands.

I understand that:

(a) The records are protected under federal confidentiality regulations issued under the Health
Insurance Portability and Accountability Act (HIPAA) and cannot be disclosed without
written consent unless otherwise provided for in the regulations.

(b) The released records may contain sensitive information.

(c) PsychRights is not a covered entity under HIPAA and the information being disclosed may
be subject to redisclosure, including use in the court case, and may otherwise no longer be
protected under the regulations.

(d) I may revoke this consent at any time by notifying PsychRights.

(e) This consent expires at the earlier of , or the conclusion of the lawsuit if the
blank is left empty.

A copy hereof, shall be effective.

Executed this /4 day of / = Elwrior f/,, 20009.

Exhibit B, page 8 of 14 Attachment A page 1 of 7
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PsychRights
Law Project for

Psychiatric Rights, Inc.

AUTHORIZATION FOR RELEASE OF INFORMATION

To: All Treating Medical Personnel and their Employers, Alaska Department of Health and Social
Services, Alaska Office of Children's Services, Alaska Division of Juvenile Justice, Alaska
Psychiatric Institute, Alaska Division of Behavioral Health and Alaska Division of Health Care
Services.

, to the extent of my authority, !ere!y authorize and direct you to:

communicate with the Law Project for Psychiatric Rights (PsychRights®),

(2) answer all of PsychRights' questions, and

(3) provide copies of all documents and other materials requested by PsychRights pertaining to
me.

The purpose of this consent is to enable PsychRights to acquire information in connection with its
prosecution of Law Project for Psychiatric Rights v. State of Alaska et al., 3AN 08-10115CI, Alaska
Superior Court, Third Judicial District, State of Alaska. This authorization encompasses all information
that is relevant or may lead to relevant information in the lawsuit as determined by PsychRights,
including, but not limited to:

(i) medical and mental health treatment, including the administration of psychotropic medication,

(ii) diagnoses and indications,

(iii) medical necessity,

(iv) informed consent,

(v) monitoring for negative effects of treatment,

(vi) communications with individuals and agencies,

(vii) consideration of psychosocial interventions, and

(viii) monitoring the level and type(s) of improvement or deterioration in behavior, life skills, family,

school, and social relationships, sports, and the ability to cope with life's demands.

I understand that:

(a) The records are protected under federal confidentiality regulations issued under the Health
Insurance Portability and Accountability Act (HIPAA) and cannot be disclosed without
written consent unless otherwise provided for in the regulations.

(b) The released records may contain sensitive information.

(c) PsychRights is not a covered entity under HIPAA and the information being disclosed may
be subject to redisclosure, including use in the court case, and may otherwise no longer be
protected under the regulations.

(d) I may revoke this consent at any time by notifying PsychRights.

(e) This consent expires at the earlier of , or the conclusion of the lawsuit if the
blank is left empty.

A copy hereof, shall be effective.

Executed this |5 day of ’F?C Vg . \/ /

Exhibit B, page 9 of 14 Attachment A page 2 of 7

406 G Street, Suite 206, Anchorage, Alaska 99501 ~ (907) 274-7686 Phone ~ (907) 274-9493 Fax
http://psychrights.org



e e @
PsychRights
Law Project for

Psychiatric Rights, Inc.

AUTHORIZATION FOR RELEASE OF INFORMATION

To: All Treating Medical Personnel and their Employers, Alaska Department of Health and Social
Services, Alaska Office of Children's Services, Alaska Division of Juvenile Justice, Alaska

Psychiatric Institute, Alaska Division of Behavioral Health and Alaska Division of Health Care
Services.

, to the extent of my authority, hereby authorize and direct you to:

(1) communicate with the Law Project for Psychiatric Rights (PsychRights®),

(2) answer all of PsychRights' questions, and

(3) provide copies of all documents and other materials requested by PsychRights pertaining to
me.

The purpose of this consent is to enable PsychRights to acquire information in connection with its
prosecution of Law Project for Psychiatric Rights v. State of Alaska et al., 3AN 08-10115CI, Alaska
Superior Court, Third Judicial District, State of Alaska. This authorization encompasses all information
that is relevant or may lead to relevant information in the lawsuit as determined by PsychRights,
including, but not limited to:

(i) medical and mental health treatment, including the administration of psychotropic medication,

(il) diagnoses and indications,

(iii) medical necessity,

(iv) informed consent,

(v) monitoring for negative effects of treatment,

(vi) communications with individuals and agencies,

(vii) consideration of psychosocial interventions, and

(viii) monitoring the level and type(s) of improvement or deterioration in behavior, life skills, family,

school, and social relationships, sports, and the ability to cope with life's demands.

I understand that:

(a) The records are protected under federal confidentiality regulations issued under the Health
Insurance Portability and Accountability Act (HIPAA) and cannot be disclosed without
written consent unless otherwise provided for in the regulations.

(b) The released records may contain sensitive information.

(c) PsychRights is not a covered entity under HIPAA and the information being disclosed may
be subject to redisclosure, including use in the court case, and may otherwise no longer be
protected under the regulations.

(d) I may revoke this consent at any time by notifying PsychRights.

(e) This consent expires at the earlier of , or the conclusion of the lawsuit if the
blank is left empty.

A copy hereof, shall be effective.

Executed this /5 day of Fe&bu Of(j , 2009.

Exhibit B, page 10 of 14 Attachment A page 3 of 7
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PsychRights
Law Project for

Psychiatric Rights, Inc.

AUTHORIZATION FOR RELEASE OF INFORMATION

To: All Treating Medical Personnel and their Employers, Alaska Department of Health and Social
Services, Alaska Office of Children's Services, Alaska Division of Juvenile Justice, Alaska
Psychiatric Institute, Alaska Division of Behavioral Health and Alaska Division of Health Care

Services.

, to the extent of my authority, hereby authorize and direct you to:

(1) communicate with the Law Project for Psychiatric Rights (PsychRights®),

(2) answer all of PsychRights' questions, and

(3) provide copies of all documents and other materials requested by PsychRights pertaining to
me.

The purpose of this consent is to enable PsychRights to acquire information in connection with its
prosecution of Law Project for Psychiatric Rights v. State of Alaska et al., 3AN 08-10115CI, Alaska
Superior Court, Third Judicial District, State of Alaska. This authorization encompasses all information
that is relevant or may lead to relevant information in the lawsuit as determined by PsychRights,
including, but not limited to:

(i) medical and mental health treatment, including the administration of psychotropic medication,

(ii)) diagnoses and indications,

(iii) medical necessity,

(iv) informed consent,

(v) monitoring for negative effects of treatment,

(vi) communications with individuals and agencies,

(vii) consideration of psychosocial interventions, and

(viii) monitoring the level and type(s) of improvement or deterioration in behavior, life skills, family,

school, and social relationships, sports, and the ability to cope with life's demands.

I understand that:

(a) The records are protected under federal confidentiality regulations issued under the Health
Insurance Portability and Accountability Act (HIPAA) and cannot be disclosed without
written consent unless otherwise provided for in the regulations.

(b) The released records may contain sensitive information.

(c) PsychRights is not a covered entity under HIPAA and the information being disclosed may
be subject to redisclosure, including use in the court case, and may otherwise no longer be
protected under the regulations.

(d) I may revoke this consent at any time by notifying PsychRights.

(e) This consent expires at the earlier of , or the conclusion of the lawsuit if the
blank is left empty.

A copy hereof, shall be effective.

~T1 -~ ,
Executed this /§ f day of I’TC vde 7~/ _,2009.

/

[print name]
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PsychRights
Law Project for

Psychiatric Rights, Inc.

AUTHORIZATION FOR RELEASE OF INFORMATION

To: All Treating Medical Personnel and their Employers, Alaska Department of Health and Social
Services, Alaska Office of Children's Services, Alaska Division of Juvenile Justice, Alaska
Psychiatric Institute, Alaska Division of Behavioral Health and Alaska Division of Health Care
Services.

, to the extent of my authority, hereby authorize and direct you to:

(1) communicate with the Law Project for Psychiatric Rights (PsychRights®),

(2) answer all of PsychRights' questions, and

(3) provide copies of all documents and other materials requested by PsychRights pertaining to
me.

The purpose of this consent is to enable PsychRights to acquire information in connection with its
prosecution of Law Project for Psychiatric Rights v. State of Alaska et al., 3AN 08-10115CI, Alaska
Superior Court, Third Judicial District, State of Alaska. This authorization encompasses all information
that is relevant or may lead to relevant information in the lawsuit as determined by PsychRights,
including, but not limited to:

(i) medical and mental health treatment, including the administration of psychotropic medication,

(i) diagnoses and indications,

(iii)) medical necessity,

(iv) informed consent,

(v) monitoring for negative effects of treatment,

(vi) communications with individuals and agencies,

(vii) consideration of psychosocial interventions, and

(viii) monitoring the level and type(s) of improvement or deterioration in behavior, life skills, family,

school, and social relationships, sports, and the ability to cope with life's demands.

I understand that:

(a) The records are protected under federal confidentiality regulations issued under the Health
Insurance Portability and Accountability Act (HIPAA) and cannot be disclosed without
written consent unless otherwise provided for in the regulations.

(b) The released records may contain sensitive information.

(c) PsychRights is not a covered entity under HIPAA and the information being disclosed may
be subject to redisclosure, including use in the court case, and may otherwise no longer be
protected under the regulations.

(d) I may revoke this consent at any time by notifying PsychRights.

(e) This consent expires at the earlier of , or the conclusion of the lawsuit if the
blank is left empty.

A copy hereof, shall be effective.

-~
Executed this lg day of FCQ yvav \’/ , 2009.

[print name]
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PsychRights
Law Project for
Psychiatric Rights, Inc.

AUTHORIZATION FOR RELEASE OF INFORMATION

To: All Treating Medical Personnel and their Employers, Alaska Department of Health and Social
Services, Alaska Office of Children's Services, Alaska Division of Juvenile Justice, Alaska
Psychiatric Institute, Alaska Division of Behavioral Health and Alaska Division of Health Care
Services.

, t0 the extent of my aut!ority,I!ereM!onze an! direct you to:

communicate with the Law Project for Psychiatric Rights (PsychRights®),

(2) answer all of PsychRights' questions, and

(3) provide copies of all documents and other materials requested by PsychRights pertaining to
me.

The purpose of this consent is to enable PsychRights to acquire information in connection with its
prosecution of Law Project for Psychiatric Rights v. State of Alaska et al., 3AN 08-10115CI, Alaska
Superior Court, Third Judicial District, State of Alaska. This authorization encompasses all information
that is relevant or may lead to relevant information in the lawsuit as determined by PsychRights,
including, but not limited to:

(i) medical and mental health treatment, including the administration of psychotropic medication,

(ii)) diagnoses and indications,

(iii) medical necessity,

(iv) informed consent,

(v) monitoring for negative effects of treatment,

(vi) communications with individuals and agencies,

(vii) consideration of psychosocial interventions, and

(viii) monitoring the level and type(s) of improvement or deterioration in behavior, life skills, family,

school, and social relationships, sports, and the ability to cope with life's demands.

I understand that:

(a) The records are protected under federal confidentiality regulations issued under the Health
Insurance Portability and Accountability Act (HIPAA) and cannot be disclosed without
written consent unless otherwise provided for in the regulations.

(b) The released records may contain sensitive information.

(c) PsychRights is not a covered entity under HIPAA and the information being disclosed may
be subject to redisclosure, including use in the court case, and may otherwise no longer be
protected under the regulations.

(d) I may revoke this consent at any time by notifying PsychRights.

(e) This consent expires at the earlier of , or the conclusion of the lawsuit if the
blank is left empty.

A copy hereof, shall be effective.

Executed this ‘f ) day of E E@' QU@ , 2009.

Tint name
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PsychRights
Law Project for
Psychiatric Rights, Inc.

AUTHORIZATION FOR RELEASE OF INFORMATION

To: All Treating Medical Personnel and their Employers, Alaska Department of Health and Social
Services, Alaska Office of Children's Services, Alaska Division of Juvenile Justice, Alaska
Psychiatric Institute, Alaska Division of Behavioral Health and Alaska Division of Health Care

Services.

extent of my authority, hereby authorize and direct you to:

1) commumcate with the Law Project for Psychiatric Rights (PsychRights®),

(2) answer all of PsychRights' questions, and

(3) provide copies of all documents and other materials requested by PsychRights pertaining to
me.

The purpose of this consent is to enable PsychRights to acquire information in connection with its
prosecution of Law Project for Psychiatric Rights v. State of Alaska et al., 3AN 08-10115CI, Alaska
Superior Court, Third Judicial District, State of Alaska. This authorization encompasses all information
that is relevant or may lead to relevant information in the lawsuit as determined by PsychRights,
including, but not limited to:

(i) medical and mental health treatment, including the administration of psychotropic medication,

(i) diagnoses and indications,

(iii) medical necessity,

(iv) informed consent,

(v) monitoring for negative effects of treatment,

(vi) communications with individuals and agencies,

(vii) consideration of psychosocial interventions, and

(viii) monitoring the level and type(s) of improvement or deterioration in behavior, life skills, family,

school, and social relationships, sports, and the ability to cope with life's demands.

I understand that:

(a) The records are protected under federal confidentiality regulations issued under the Health
Insurance Portability and Accountability Act (HIPAA) and cannot be disclosed without
written consent unless otherwise provided for in the regulations.

(b) The released records may contain sensitive information.

(c) PsychRights is not a covered entity under HIPAA and the information being disclosed may
be subject to redisclosure, including use in the court case, and may otherw1$e no longer be
protected under the regulations.

(d) I may revoke this consent at any time by notifying PsychRights.

(e) This consent expires at the earlier of , or the conclusion of the lawsuit if the
blank is left empty.

A copy hereof, shall be effective.

Executed this [ day of 7,“,0/ A 1A 2009.
{ U T — /

TNt name
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Re: Medicaid Database

1of3

Subject: Re: Medicaid Database

From: Jim Gottstein <jim.gottstein@psychrights.org>

Date: Mon, 02 Feb 2009 12:28:26 -0900

To: "Bakalar, Elizabeth M (LAW)" <libby.bakalar@alaska.gov>

CC: "Kraly, Stacie L (LAW)" <stacie.kraly@alaska.gov>, Jim Gottstein <jim.gottstein@psychrights.org>

Hi Libby,

Bakalar, Elizabeth M (LAW) wrote:
Hi Jim,

We'd prefer to do any meetings with Dave through a formal deposition. If you have some particular data query in
mind that you're thinking of, you can run it by us and we’ll talk to Dave. But this is a complex suit of significant
proportion/impact with potentially lots of discovery, and we want to make sure all our dots are connected properly
(i.e. discovery is formalized and done via Civil Rules). So let’s just do this as a deposition on the record.

That's fine.

| On that topic, and in response to your other email, we will accept deposition subpoenas for defendants/employees |

Thanks. I assume | can serve them to the Anchorage office.

| , but first can you let us know (a) whom you want deposed; |

| sent you a draft of a Rule 30(b)(6) notice, so other than Mr. Campana, who | think we all agree is the person to
depose about Medicaid records, for at least the first round, you will be designating the persons to testify about the
identified topics.

(b) the time frame in which you want to depose them, being mindful that many of the principals will be jammed up
with legislative business during the session—we can then check on availability of those you want deposed, and
you can notice the depos and we can get them scheduled as fast as possible.

I'd like to depose Mr. Campana as soon as possible, at least within the next couple of weeks. | will also need to
coordinate with my database person. It seems like we ought to be able to work up a schedule for the others that
will work for both of us. I'll probably just set a date for the 30(b)(6) depositions for maybe three weeks out and
then we can make adjustments to accommodate the various witnesses' schedules.

| got your voice mail but | am swamped today—if there’s anything else you need that’s not addressed here, please
feel free to try me again.

Thanks for getting back to me.

Best,
Libby

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)
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Re: Medicaid Database

(907) 465-3600 (main)
(907) 465-2539 (fax)

From: Jim Gottstein [mailto:jim.gottstein@psychrights.org]
Sent: Thursday, January 29, 2009 12:46 PM

To: Bakalar, Elizabeth M (LAW); Kraly, Stacie L (LAW)
Subject: Medicaid Database

Hi Libby and Stacie,

Can we meet informally with David Campana in the near future to formulate a request for production of
computerized Medicaid records rather than take his deposition. What I'd like to do is meet with him with
our computer person to formulate the request for production. | am not asking that you waive any rights
to object to a request for production.

James B. (Jim) Gottstein, Esq.
President/CEO

Law Project for Psychiatric Rights

406 G Street, Suite 206

Anchorage, Alaska 99501

USA

Phone: (907) 274-7686) Fax: (907) 274-9493
jim.gottstein[[at]]psychrights.org
http://psychrights.org/

PsychRightse

Law Project for
Psychiatric Rights

The Law Project for Psychiatric Rights is a public interest law firm devoted to the defense of people
facing the horrors of forced psychiatric drugging. We are further dedicated to exposing the truth about
these drugs and the courts being misled into ordering people to be drugged and subjected to other brain
and body damaging interventions against their will. Extensive information about this is available on our
web site, http://psychrights.org/. Please donate generously. Our work is fueled with your IRS 501(c) tax
deductible donations. Thank you for your ongoing help and support.

James B. (Jim) Gottstein, Esq.
President/CEO

Law Project for Psychiatric Rights
406 G Street, Suite 206
Anchorage, Alaska 99501

USA
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RE: Depositions

1of3

Subject: RE: Depositions

From: "Bakalar, Elizabeth M (LAW)" <libby.bakalar@alaska.gov>
Date: Tue, 17 Feb 2009 09:32:04 -0900

To: Jim Gottstein <jim.gottstein@psychrights.org>

CC: "Kraly, Stacie L (LAW)" <stacie.kraly@alaska.gov>

1 p.m. should work. Not sure what you mean by manuals and descriptions—if you can be more specific | can let you
know if it's something publicly available online or if it will need to come out at the depo.

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)

(907) 465-3600 (main)

(907) 465-2539 (fax)

From: Jim Gottstein [mailto:jim.gottstein@psychrights.org]
Sent: Tuesday, February 17, 2009 9:13 AM

To: Bakalar, Elizabeth M (LAW)

Cc: Kraly, Stacie L (LAW); Matt Joy; Lisa Smith

Subject: Re: Depositions

Hi Libby,

I'm sorry | missed that you proposed the afternoon. | will re-notice the deposition. Does 1:00 work?
Is there any way we can get the manuals and file descriptions, etc., enough ahead of time to make the
deposition more efficient?

Thanks for the other names.

I'm also planning on taking the depositions of at least some of the psychiatrists. I've started to try
and coordinate with their schedules, advising them | was thinking it would be a month or so out.
When I hear back (or not) I will contact you to coordinate with you as well.

Bakalar, Elizabeth M (LAW) wrote:
Hi Jim,

| observed that you noticed Dave Campana’s deposition for 10 a.m. on 2/26, but as we stated in this earlier email
below, he is not available until the afternoon of that day, so the morning won’t work. As already indicated we can do
the afternoon though. Also, | have the additional information that you requested re: appropriate people to depose re:
other databases and records as follows:

1. API: Belinda Hopkins and Steve Schneider
2. DJJ: Dave Salmon
3. OCS: Stevan “Tim” Huffman

All of these folks’ mailing addresses are available online on the state website
http://www.state.ak.us/local/whtpagel.html. So far no one has any major leave planned that we're aware of.

Thanks,
Libby
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RE: Depositions

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)

(907) 465-3600 (main)

(907) 465-2539 (fax)

From: Bakalar, Elizabeth M (LAW)

Sent: Wednesday, February 11, 2009 8:54 AM
To: Jim Gottstein'

Cc: Kraly, Stacie L (LAW)

Subject: Dave Campana's Deposition

Hi Jim,

We are working on figuring out the best date for Dave’s deposition. The dates that would work best on our end are the

afternoons of Feb 26 and/or 27™". Feb. 19 would be the third choice. We'd prefer to do the depo at your office. Stacie
will be there in person, in Anchorage, and | will be telephonic.

Thanks,
Libby

Libby Bakalar
Assistant Attorney General
Office of the Attorney General

P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)
(907) 465-3600 (main)
(907) 465-2539 (fax)

James B. (Jim) Gottstein, Esq.
President/CEO

Law Project for Psychiatric Rights

406 G Street, Suite 206

Anchorage, Alaska 99501

USA

Phone: (907) 274-7686) Fax: (907) 274-9493
jim.gottstein[[at]]psychrights.org
http://psychrights.org/

PsychRightss

Law Project for
Psychiatric Rights

The Law Project for Psychiatric Rights is a public interest law firm devoted to the defense of people facing
Exhibit D, page 2 of 2
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RE: Discovery in Psych Rights

Subject: RE: Discovery in Psych Rights

From: "Bakalar, Elizabeth M (LAW)" <libby.bakalar@alaska.gov>
Date: Tue, 24 Feb 2009 16:51:10 -0900

To: Jim Gottstein <jim.gottstein@psychrights.org>

CC: "Kraly, Stacie L (LAW)" <stacie.kraly@alaska.gov>

That's fine, with the understanding that we're not agreeing to a date certain at this point and re-notice will be subject to
further discussions and/or motion practice as we get closer to the time. So | believe we're on the same page with how
to proceed.

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)

(907) 465-3600 (main)

(907) 465-2539 (fax)

From: Jim Gottstein [mailto:jim.gottstein@psychrights.org]
Sent: Tuesday, February 24, 2009 4:17 PM

To: Bakalar, Elizabeth M (LAW)

Cc: Kraly, Stacie L (LAW); Lisa Smith

Subject: Re: Discovery in Psych Rights

Hi Libby,

I will serve you with a re-notice of deposition for say three weeks out, which when we get closer we
will presumably have another discussion about.

Bakalar, Elizabeth M (LAW) wrote:

Good enough Jim, we understand that concern. Thanks for your understanding and courtesy on this point and we will
be in touch. Procedurally, will you be issuing a notice that cancels Thursday’'s deposition?

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)

(907) 465-3600 (main)

(907) 465-2539 (fax)

From: Jim Gottstein [mailto:jim.gottstein@psychrights.org]
Sent: Tuesday, February 24, 2009 3:51 PM

To: Bakalar, Elizabeth M (LAW)

Cc: Kraly, Stacie L (LAW); Lisa Smith

Subject: Re: Discovery in Psych Rights

Hi Libby,

I will agree to postpone it for two weeks or maybe a bit more, but | don't think | can agree to
anything that open-ended.
Exhibit E, page 1 of 2
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RE: Discovery in Psych Rights

2 of 3

Bakalar, Elizabeth M (LAW) wrote:

Jim,

In preparing for Dave Campana’s upcoming deposition, Stacie and | have taken a more extensive look at the complaint
and we have concerns about engaging in discovery at this point. As a result of our review we are preparing a
dispositive motion that we hope to file in the next two weeks. Therefore we would request that you agree to postpone
Dave’s deposition until after the court has ruled on our motion. If you are unable to agree to that postponement, we’'ll
file an expedited motion to quash the deposition on similar grounds. We apologize for the late notice but we need to
know by COB today if you can agree to this plan.

Libby

Libby Bakalar
Assistant Attorney General
Office of the Attorney General

P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)
(907) 465-3600 (main)

(907) 465-2539 (fax)

James B. (Jim) Gottstein, Esq.
President/CEO

Law Project for Psychiatric Rights

406 G Street, Suite 206

Anchorage, Alaska 99501

USA

Phone: (907) 274-7686) Fax: (907) 274-9493
jim.gottstein[[at]]psychrights.org
http://psychrights.org/

PsychRightss

Law Project for
Psychiatric Rights

The Law Project for Psychiatric Rights is a public interest law firm devoted to the defense of people facing
the horrors of forced psychiatric drugging. We are further dedicated to exposing the truth about these drugs
and the courts being misled into ordering people to be drugged and subjected to other brain and body
damaging interventions against their will. Extensive information about this is available on our web site,
http://psychrights.org/. Please donate generously. Our work is fueled with your IRS 501(c) tax deductible
donations. Thank you for your ongoing help and support.

James B. (Jim) Gottstein, Esqg.
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Department of Justice

FOR IMMEDIATE RELEASE Clv
Thursday, January 15, 2009 (202) 514-2007
WWW.USDOJ.GOV TDD (202) 514-1888

Eli Lilly and Company Agrees to Pay $1.415 Billion to Resolve Allegations
of Off-label Promotion of Zyprexa

$515 Million Criminal Fine Is Largest Individual Corporate Criminal Fine in History; Civil
Settlement up to $800 Million

American pharmaceutical giant Eli Lilly and Company today agreed to plead guilty and pay $1.415 billion for
promoting its drug Zyprexa for uses not approved by the Food and Drug Administration (FDA), the Department of
Justice announced today. This resolution includes a criminal fine of $515 million, the largest ever in a health care
case, and the largest criminal fine for an individual corporation ever imposed in a United States criminal
prosecution of any kind. Eli Lilly will also pay up to $800 million in a civil settlement with the federal government
and the states.

Eli Lilly agreed to enter a global resolution with the United States to resolve criminal and civil allegations that
it promoted its antipsychotic drug Zyprexa for uses not approved by the FDA, the Department said. Such
unapproved uses are also known as "off-label" uses because they are not included in the drug’'s FDA approved
product label.

Assistant Attorney General for the Civil Division Gregory G. Katsas and acting U.S. Attorney for the Eastern
District of Pennsylvania Laurie Magid today announced the filing of a criminal information against Eli Lilly for
promoting Zyprexa for uses not approved by the FDA. Eli Lilly, headquartered in Indianapolis, is charged in the
information with promoting Zyprexa for such off-label or unapproved uses as treatment for dementia, including
Alzheimer’'s dementia, in elderly people.

The company has signed a plea agreement admitting its guilt to a misdemeanor criminal charge. Eli Lilly also
signed a civil settlement to resolve civil claims that by marketing Zyprexa for unapproved uses, it caused false
claims for payment to be submitted to federal insurance programs such as Medicaid, TRICARE and the Federal
Employee Health Benefits Program, none of which provided coverage for such off-label uses.

The plea agreement provides that Eli Lilly will pay a criminal fine of $515 million and forfeit assets of $100
million. The civil settlement agreement provides that Eli Lilly will pay up to an additional $800 million to the federal
government and the states to resolve civil allegations originally brought in four separate lawsuits under the qui
tam provisions of the federal False Claims Act. The federal share of the civil settlement amount is $438 million.
Under the terms of the civil settlement, Eli Lilly will pay up to $361 million to those states that opt to participate in
the agreement.

Under the Food, Drug, and Cosmetic Act (FDCA), a company must specify the intended uses of a product in
its new drug application to the FDA. Before approving a drug, the FDA must determine that the drug is safe and
effective for the use proposed by the company. Once approved, the drug may not be marketed or promoted for
off-label uses.

The FDA originally approved Zyprexa, also known by the chemical name olanzapine, in Sept. 1996 for the
treatment of manifestations of psychotic disorders. In March 2000, FDA approved Zyprexa for the short-term
treatment of acute manic episodes associated with Bipolar | Disorder. In Nov. 2000, FDA approved Zyprexa for
the short term treatment of schizophrenia in place of the management of the manifestations of psychotic
disorders. Also in Nov. 2000, FDA approved Zyprexa for maintaining treatment response in schizophrenic patients
who had been stable for approximately eight weeks and were then followed for a period of up to eight months.
Zyprexa has never been approved for the treatment of dementia or Alzheimer’s dementia.
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The criminal information, filed in the Eastern District of Pennsylvania, alleges that from Sept. 1999 through at
least Nov. 2003, Eli Lilly promoted Zyprexa for the treatment of agitation, aggression, hostility, dementia,
Alzheimer’'s dementia, depression and generalized sleep disorder. The information alleges that Eli Lilly’s
management created marketing materials promoting Zyprexa for off-label uses, trained its sales force to disregard
the law and directed its sales personnel to promote Zyprexa for off-label uses.

The information alleges that beginning in 1999, Eli Lilly expended significant resources to promote Zyprexa in
nursing homes and assisted-living facilities, primarily through its long-term care sales force. Eli Lilly sought to
convince doctors to prescribe Zyprexa to treat patients with disorders such as dementia, Alzheimer’'s dementia,
depression, anxiety, and sleep problems, and behavioral symptoms such as agitation, aggression, and hostility.

The information further alleges that the FDA never approved Zyprexa for the treatment of dementia,
Alzheimer's dementia, psychosis associated with Alzheimer's disease, or the cognitive deficits associated with
dementia.

The information also alleges that building on its unlawful promotion and success in the long-term care market,
Eli Lilly executives decided to market Zyprexa to primary-care physicians. In Oct. 2000, Eli Lilly began this
off-label marketing campaign targeting primary care physicians, even though the company knew that there was
virtually no approved use for Zyprexa in the primary-care market. Eli Lilly trained its primary-care physician sales
representatives to promote Zyprexa by focusing on symptoms, rather than Zyprexa’'s FDA approved indications.

The qui tam lawsuits alleged that between Sept. 1999 and the end of 2005, Eli Lilly promoted Zyprexa for use
in patients of all ages and for the treatment of anxiety, irritability, depression, nausea, Alzheimer’'s and other mood
disorders. The qui tam lawsuits also alleged that the company funded continuing medical education programs,
through millions of dollars in grants, to promote off-label uses of its drugs, in violation of the FDA’s requirements.

"Off-label promotion of pharmaceutical drugs is a serious crime because it undermines the FDA's role in
protecting the American public by determining that a drug is safe and effective for a particular use before it is
marketed," said Gregory G. Katsas, Assistant Attorney General for the Civil Division. "This settlement
demonstrates the Department’s ongoing diligence in prosecuting cases involving violations of the Food, Drug, and
Cosmetic Act, and recovering taxpayer dollars used to pay for drugs sold as a result of off-label marketing
campaigns."

"When pharmaceutical companies ignore the government’s process for protecting the public, they undermine
the integrity of the doctor-patient relationship and place innocent people in harm’s way," said acting U.S. Attorney
for the Eastern District of Pennsylvania, Laurie Magid. "Off-label marketing created unnecessary risks for
patients. People have an absolute right to their doctor’'s medical expertise, and to know that their health care
provider’'s judgment has not be clouded by misinformation from a company trying to build its bottom line."

The global resolution includes the following agreements:

e A plea agreement signed by Eli Lilly admitting guilt to the criminal charge of misbranding. Specifically, Eli
Lilly admits that between Sept. 1999 and March 31, 2001, the company promoted Zyprexa in elderly
populations as treatment for dementia, including Alzheimer’'s dementia. Eli Lilly has agreed to pay a $515
million criminal fine and to forfeit an additional $100 million in assets.

o A civil settlement between Eli Lilly, the United States and various States, in which Eli Lilly will pay up to
$800 miillion to the federal government and the states to resolve False Claims Act claims and related state
claims by Medicaid and other federal programs and agencies including TRICARE, the Federal Employees
Health Benefits Program, Department of Veterans Affairs, Bureau of Prisons and the Public Health Service
Entities. The federal government will receive $438,171,544 from the civil settlement. The state Medicaid
programs and the District of Columbia will share up to $361,828,456 of the civil settlement, depending on
the number of states that participate in the settlement.

e The qui tam relators will receive $78,870,877 from the federal share of the settlement amount.

o A Corporate Integrity Agreement (CIA) between Eli Lilly and the Office of Inspector General of the
Department of Health and Human Services. The five-year CIA requires, among other things, that a Board of
Directors committee annually review the company’s compliance program and certify its effectiveness; that
certain managers annually certify that their departments or functional areas are compliant; that Eli Lilly
send doctors a letter notifying them about the global settlement; and that the company post on its website
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information about payments to doctors, such as honoraria, travel or lodging. Eli Lilly is subject to exclusion
from Federal health care programs, including Medicare and Medicaid, for a material breach of the CIA and
subject to monetary penalties for less significant breaches.

"OIG’s Corporate Integrity Agreement will increase the transparency of Eli Lilly’s interactions with physicians
and strengthen Eli Lilly’s accountability for its compliance with the law," said Department of Health and Human
Services Inspector General Daniel R. Levinson. "This historic resolution demonstrates the Government’s
commitment to improve the integrity of drug promotion activities."

In addition to the $1.415 billion criminal and civil settlement announced today, Eli Lilly previously agreed to
pay $62 million to settle consumer protection lawsuits brought by 33 states. The state consumer protection
settlements were announced on Oct. 7, 2008.

"Today's announcement of the filing of a criminal charge and the unprecedented terms of this settlement
demonstrates the government's increasing efforts aimed at pharmaceutical companies that choose to put profits
ahead of the public's health," said Special Agent-in-Charge Kim Rice of FDA's Office of Criminal Investigations.
"The FDA will continue to devote resources to criminal investigations targeting pharmaceutical companies that
disregard the safeguards of the drug approval process and recklessly promote drugs for uses for which they have
not been proven to be safe and effective."

"The illegal scheme used by Eli Lilly significantly impacted the integrity of TRICARE, the Department of
Defense's healthcare system," said Ed Bradley, Special Agent-in-Charge, Defense Criminal Investigative Service.
"This illegal activity increases patients’ costs, threatens their safety and negatively affects the delivery of
healthcare services to the over nine million military members, retirees and their families who rely on this system.
Today’s charges and settlement demonstrate the ongoing commitment of the Defense Criminal Investigative
Service and its partners in law enforcement to investigate and prosecute those that abuse the government's
healthcare programs at the expense of the taxpayers and patients."

"This case should serve as still another warning to all those who break the law in order to improve their
profits,” said Patrick Doyle, Special Agent-in-Charge of the Office of Inspector General for the Department of
Health and Human Services in Philadelphia. "OIG, working with our law enforcement partners, will pursue and
bring to justice those who would steal from vulnerable beneficiaries and the taxpayers."

The civil settlement resolves four qui tam actions filed in the Eastern District of Pennsylvania: United States
ex rel. Rudolf, et al., v. Eli Lilly and Company, Civil Action No. 03-943 (E.D. Pa.); United States ex rel. Faltaous
v. Eli Lilly and Company, Civil Action No. 06-2909 (E.D. Pa.); United States ex rel. Woodward v. Dr. George B.
Jerusalem, et al., Civil Action No. 06-5526 (E.D. Pa.); and United States ex rel. Vicente v. Eli Lilly and
Company, Civil Action No. 07-1791 (E.D. Pa.). All of those cases were filed by former Eli Lilly sales
representatives.

The criminal case is being prosecuted by the U.S. Attorney’s Office for the Eastern District of Pennsylvania
and the Office of Consumer Litigation of the Justice Department’s Civil Division. The civil settlement was reached
by the U.S. Attorney’s Office and the Commercial Litigation Branch of the Justice Department’s Civil Division.

This matter was investigated by the FDA's Office of Criminal Investigations, the Defense Criminal
Investigative Service and the Department of Health and Human Services Office of Inspector General.

Assistance was provided by representatives of FDA’s Office of Chief Counsel and the National Association
of Medicaid Fraud Control Units.

The Corporate Integrity Agreement was negotiated by the Office of Inspector General of the Department of
Health and Human Services.

Eli Lilly's guilty plea and sentence is not final until accepted by the U.S. District Court.
#HH
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Pediatric bipolar disorder: An object of study
in the creation of an 1llness

David Healy * and Joanna Le Noury
North Wales Department of Psychological Medicine, Cardiff University, Bangor LL57 2PW, Wales, UK

Abstract. In the past decade bipolar disorder in children has been diagnosed with rapidly increasing frequency in North Amer-
ica, despite a century of psychiatric consensus that manic-depressive illness rarely had its onset before adolescence. This
emergence has happened against a background of vigorous pharmaceutical company marketing of bipolar disorder in adults. In
the absence of a license demonstrating efficacy for their compound for bipolar disorder in children, however, companies cannot
actively market pediatric bipolar disorder. This paper explores some mechanisms that play a part in spreading the recognition
of a disorder in populations for which pharmaceutical companies do not have a license. These include the role of academic
experts, parent pressure groups, measurement technologies and the availability of possible remedies even if not licensed.

Keywords: Bipolar disorder, mood-stabilizers, mood-watching, disease mongering, off-label prescribing

1. Introduction

The diagnosis of bipolar disorder is rapidly increasing in frequency in North America. It seems com-
monly assumed that pharmaceutical companies must have engineered this.! However, no company has a
license for treating bipolar disorder in children and hence no company can advertise their drug for use in
children in either academic or lay outlets. As such this disease cannot be mongered as readily as social
anxiety disorder, panic disorder or other such entities.

This paper seeks to explore the capacities of companies to create a culture that legitimizes practices
that would otherwise appear extra-ordinary. The article aims at offering a historically accurate narrative
that shares many background themes in common with developments in other medical disorders, but
which has in its foreground a comparatively small number of actors whose roles may merit further
research. The narrative illustrates how company strategies in one domain can resonate in another, in
this case the pediatric domain. To bring this point out, we first describe the marketing of adult bipolar
disorder.

2. The marketing of adult bipolar disorder

Just as other corporations do, pharmaceutical companies attempt to establish what marketing depart-
ments refer to as the unmet needs of their market [2]. One mechanism is to use focus groups; in the case

* Address for correspondence: David Healy, North Wales Department of Psychological Medicine, Cardift University, Bangor
LL57 2PW, Wales, UK. Fax: +44 1248 371397; E-mail: healy_hergest@compuserve.com

'Tt seems to the authors that this assumption is common and it seems unlikely that this increase in diagnosis would be
happening in the absence of possible treatments clinicians could give.

0924-6479/07/$17.00 © 2007 — IOS Press and the authors. All rights reserved
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of psychotropic drugs, focus groups consist of academic psychiatrists, also termed opinion leaders. In
this process, academics have three roles. As repositories of psychiatric knowledge they help companies
understand what the average clinician might perceive as a development. As opinion leaders they help
deliver the company message to non-academic clinicians. As academics, they lend their names to the
authorship lines of journal articles and presentations at professional meetings reporting the results of
company studies or discussing clinical topics of strategic interest to marketing departments [20].

From work like this with opinion leaders in the early 1990s, a series of unmet mental health needs
clustering around the concept of bipolar disorder were identified. The field was prepared to believe that
bipolar disorder could affect up to 5% of the population; that it was an unacknowledged and under-
researched disorder; that antidepressants might not be good for this disorder; that treatment might be
better focused on the use of a “mood stabilizer”; and that everybody stood to gain by encouraging
patients to self monitor.

Early market research was linked to the introduction of Depakote. In the form of sodium valproate,
this anticonvulsant had been available and shown to be helpful in manic-depressive illness from the mid-
1960s. Abbott Laboratories reformulated it as semi-sodium valproate,> which it was claimed formed a
more stable solution than sodium valproate. This trivial distinction was sufficient to enable the company
to gain a patent on the new compound, which as Depakote was introduced in 1995 for the treatment of
mania. Depakote was approved by the Food and Drugs Administration on the basis of trials that showed
this very sedative agent could produce beneficial effects in acute manic states [37]. Any sedative agent
can produce clinical trial benefits in acute manic states but no company had chosen to do this up till then,
as manic states were comparatively rare and were adequately controlled by available treatments.

Depakote was advertised as a “mood stabilizer”. Had it been advertised as prophylactic for manic-
depressive disorder, FDA would have had to rule the advertisement illegal, as a prophylactic effect for
valproate had not been demonstrated to the standards required for licensing. The term mood stabilizer in
contrast was a term that had no precise clinical or neuroscientific meaning [15]. As such it was not open
to legal sanction. It was a new brand.?

Depakote was referred to exclusively as a mood stabilizer rather than an anticonvulsant, even though
there still have not been any studies that prove it to be prophylactic for manic-depressive illness. This
branding played a major role in leading to increased sales of the compound compared for instance to
sodium valproate, which had better evidence for efficacy but was never referred to as a mood stabilizer.
Although the term still has no precise clinical or neuroscientific meaning, mood stabilizers have become
the rage, with a range of other agents passing themselves off as mood stabilizers. Before 1995 there
were almost no articles in the medical literature on mood-stabilizers but now there are over a hundred
a year [21]. Both clinicians and patients seem happy to endorse this rebranding of sedatives despite a
continuing lack of evidence that these drugs will achieve their stated aim.

But in addition to branding a new class of psychotropic drugs, the 1990s saw the rebranding of an
old illness. Manic-depressive illness became bipolar disorder. While the term bipolar disorder had been
introduced in DSM-III in 1980, as late as 1990 the leading book on this disease was called Manic-
Depressive Disease [16]. It is rare to hear the term manic-depressive illness now. This combination of a
brand new disease and brand new drug class is historically unprecedented within psychiatry.

2United States Patent 4,988,731. Date of Patent Jan. 29th 1991; United States Patent 5,212,326. Date of Patent May 18th
1993.

3While the term mood-stabilizer is not a trade-marked term, this use of the word brand here is deliberate. While the drugs are
products, the identification of these previously existing products under one advertising rubric such as mood-stabilizer or SSRI
appears to conform to the notion of a brand.
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Lilly, Janssen and Astra-Zeneca, the makers of the antipsychotic drugs, olanzapine (Zyprexa), risperi-
done (Risperdal) and quetiapine (Seroquel), respectively sought indications in this area and the steps they
have taken to market their compounds as mood stabilizers illustrate how companies go about making
markets. We will outline six such steps.

First, each company has produced patient literature and website material aimed at telling people more
about bipolar disorder, often without mentioning medication; this is a feature of what has been termed
disease mongering [32]. In the case of Zyprexa, patient leaflets and booklets — routed in Britain through
a patient group, the Manic-Depressive Fellowship — aim at telling patients what they need to do to stay
well. Among the claims are “that bipolar disorder is a life long illness needing life long treatment; that
symptoms come and go but the illness stays; that people feel better because the medication is working;
that almost everyone who stops taking the medication will get ill again and that the more episodes you
have the more difficult they are to treat”.*

A similar message is found in a self-help guide for people with bipolar disorder sponsored by Janssen
Pharmaceuticals which under a heading ‘the right medicine at the right time’ states: “Medicines are
crucially important in the treatment of bipolar disorders. Studies over the past 20 years have shown
without a shadow of doubt that people who have received the appropriate drugs are better off in the long
term than those who receive no medicine” [8].

If studies had shown this, there would be a number of drugs licensed for the prophylaxis of bipolar
disorder when in fact until recently lithium was the only drug that had demonstrable evidence for pro-
phylactic efficacy but even this had not received a license from the FDA. More to the point all studies
of life expectancy on antipsychotics show a doubling of mortality rates on treatment compared to the
non-treated state and this doubling increases again for every extra antipsychotic drug that the patient
takes [25]. Patients taking these drugs show a reduction of life expectancy of up to 20 years compared
to population norms [6].

Furthermore, to date when all placebo-controlled studies of Depakote, Zyprexa and Risperdal in the
prophylaxis of bipolar disorder are combined they show a doubling of the risk of suicidal acts on active
treatment compared to placebo [21,38]. In addition, valproate and other anticonvulsants are among the
most teratogenic in medicine [10].

These claims about the benefits of treatment therefore appear misleading. No company could make
such public statements without the regulators intervening. But by using patient groups or academics,
companies can palm off the legal liability for such claims [20].

A second aspect of the marketing of the drugs uses celebrities such as writers, poets, playwrights,
artists and composers who have supposedly been bipolar. Lists circulate featuring most of the major
artists of the 19th and 20th Century intimating they have been bipolar, when in fact very few if any had
a diagnosis of manic-depressive illness.

A third aspect of the marketing has involved the use of mood diaries. These break up the day into
hourly segments and ask people to rate their moods on a scale that might go from +5 to —5. For exam-
ple, on the Lilly sponsored mood diary,’ one would rate a +2 if one was very productive, doing things
to excess such as phone calls, writing, having tea, smoking, being charming and talkative. For a score
of +1 your self-esteem would be good, you are optimistic, sociable and articulate, make good decisions
and get work done. Minus 1 involves slight withdrawal from social situations, less concentration than

4Staying Well... with bipolar disorder. Relapse Prevention Booklet. Produced in Association with the Manic-Depressive
Fellowship of Great Britain, Sponsored by Eli Lilly and Company (2004), page 17.

SMood diary produced in consultation with the Manic-Depressive Fellowship of Great Britain, Sponsored by Eli Lilly &
Company (2004). Other companies have similarly sponsored mood diaries.
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usual and perhaps slight agitation. Minus 2 involves feelings of panic and anxiety with poor concentra-
tion and memory and some comfort in routine activities. Most normal people during the course of the
week will probably cycle between at least +2 and —2, which is almost precisely the point behind this
mood-watching. Most normal people will show a variation in their moods that might be construed as an
incipient bipolar disorder.

On IsItReallyDepression.com,® Astra-Zeneca, the makers of Seroquel (quetiapine), provide a mood
questionnaire which asks whether there has been a period when you were more irritable than usual,
more self-confident than usual, got less sleep than usual and found you didn’t really miss it, were more
talkative than usual, had thoughts race through your mind, had more energy than usual, were more active
than usual, were more social or outgoing than usual, or had more libido than usual.

These are all functions that show some variation in everyone. Answering Yes to 7 of these, leads to
two further questions one of which is whether you have ever had more than one of these at any one time
and the second of which is whether you have ended up in any trouble as a result of this. If you answer
yes to these two questions you may meet criteria for bipolar disorder and are advised to seek a review by
a mental health professional. Whether or not you meet criteria, if concerned, it is suggested you might
want to seek a mental health review.

This measurement induced mood watching has an historical parallel in the behavior of weight watch-
ing that came with the introduction of weighing scales [19]. This new behavior coincided with the
emergence of eating disorders in the 1870s. There was subsequently an increase in frequency in eating
disorders in the 1920s that paralleled a much wider availability of weighing scales and the emergence
of norms for weight that had a rather immediate impact on our ideas of what is beautiful and healthy. In
the 1960s there was a further increase in the frequency of eating disorders and again this paralleled the
development of smaller bathroom scales and their migration into the home. While there are undoubtedly
other social factors involved in eating disorders, it is a moot point as to whether eating disorders could
have become epidemic without the development of this measurement technology.

There is an informational reductionism with mood diaries that is perhaps even more potent that the
biological reductionism to which critics of psychiatry often point. Measuring is not inherently a problem
and figures may provide potent reinforcement to behaviors, but the abstraction that is measurement can
lead to an oversight for context and other dimensions of an individual’s functioning or situation that are
not open to measurement or that are simply not being measured. If these oversights involve significant
domains of personal functioning, we are arguably being pseudoscientific rather than modestly scientific
in measuring what we can.

A fourth aspect of the current marketing of all medical disorders involves the marketing of risk. This
is true for the marketing of depression and bipolar disorder as well disorders like osteoporosis, hyper-
tension and others. In the case of osteoporosis, companies will typically present pictures of a top model
looking her best in her mid-20s and juxtapose that image with a computer generated image of how the
same person might look during her 60s or 70s with osteoporosis. On the one hand a beautiful woman,
on the other a shrunken crone. The message is ‘one can never be too safe’. If one wants to retain beauty
and vitality it is best to monitor for osteoporosis from an early age and even treat prophylactically. In the
case of bipolar disorder the risks of suicide, alcoholism, divorce, and career failure are marketed.

All of the above come together in a fifth strategy in North America — direct to consumer advertising.
A now famous advertisement produced by Lilly, the makers of Zyprexa (olanzapine) begins with a vi-
brant woman dancing late into the night. A background voice says, “Your doctor never sees you like

6 Accessed April 27th 2006.
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this”. The advert cuts to a shrunken and glum figure, and the voiceover now says, “This is who your
doctor sees”. Cutting again to the woman, in active shopping mode, clutching bags with the latest brand
names, we hear: “That is why so many people being treated for bipolar disorder are being treated for
depression and aren’t getting any better — because depression is only half the story”. We see the woman
depressed, looking at bills that have arrived in the post before switching to seeing her again energeti-
cally painting her apartment. “That fast talking, energetic, quick tempered, up-all-night you”, says the
voiceover, “probably never shows up in the doctor’s office”.

Viewers are encouraged to log onto bipolarawareness.com, which takes them to a “Bipolar Help Cen-
ter”, sponsored by Lilly Pharmaceuticals. This contains a “mood disorder questionnaire”.” In the televi-
sion advert, we see our heroine logging onto bipolarawareness.com and finding this questionnaire. The
voice encourages the viewer to follow her example: “Take the test you can take to your doctor, it can
change your life. Getting a correct diagnosis is the first step in helping your doctor to help you”.

No drugs are mentioned. The advert markets bipolar disorder. Whether this is a genuine attempt to alert
people who may be suffering from a debilitating disease, or an example of disease mongering, it will
reach beyond those suffering from a clearcut mood disorder to others who as a consequence will be more
likely to see aspects of their personal experiences in a way that will lead to medical consultations and
will shape the outcome of those consultations. “Mood-watching” like this risks transforming variations
from an emotional even keel into indicators of latent or actual bipolar disorder. This advert appeared in
2002 shortly after Zyprexa had received a license for treating mania, when the company was running
trials to establish olanzapine as a “mood stabilizer”.

The sixth strategy involves the co-option of academia and is of particular relevance to the pediatric
bipolar domain. The American Psychiatric Association meeting in San Francisco in 2003 offers a good
symbol of what happened. Satellite symposia linked to the main APA meeting, as of 2000, could cost
a company up to $250,000. The price of entry is too high for treatment modalities like psychotherapy.
There can be up to 40 such satellites per meeting. Companies usually bring hundreds of delegates to their
satellite. The satellites are ordinarily distributed across topics like depression, schizophrenia, OCD, so-
cial phobia, anxiety, dementia and ADHD. At the 2003 meeting, an unprecedented 35% of the satellites
were for just one disorder — bipolar disorder.® These symposia have to have lecturers and a Chair,” and 57
senior figures in American psychiatry were involved in presenting material on bipolar disorder at these
satellites, not counting other speakers on the main meeting program. One of these satellite symposia, a
first ever at a major meeting, was on juvenile bipolar disorder.

The upshot of this marketing has been to alter dramatically the landscape of mental disorders. Until
recently manic depressive illness was a rare disorder in the United States and Canada involving 10 per
million new cases per year or 3300 new cases per year. This was a disorder that was 8 times less common
than schizophrenia. In contrast bipolar disorder is now marketed as affecting 5% of the United States and
Canada — that is 16.5 million North Americans, which would make it is as common as depression and
10 times more common than schizophrenia. Clinicians are being encouraged to detect and treat it. They
are educated to suspect that many cases of depression, anxiety or schizophrenia may be bipolar disorder
and that treatment should be adjusted accordingly [23]. And, where recently no clinicians would have
accepted this disorder began before adolescence, many it seems are now prepared to accept that it can
be detected in preschoolers.

7http://www.bipolarhelpcenter.com/resources/mdq.j Sp.
8 American Psychiatric Association (2003). Meeting Program.
9 All of which comes with a fee, unlike symposia on the main program.
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3. Bipolar disorder in children

The emergence of bipolar disorder in children needs to be reviewed against the background outlined
above. Until very recently manic-depressive illness was not thought to start before the teenage years and
even an adolescent onset was atypically early. The clearest indicator of change came with the publication
of The Bipolar Child by Papolos and Papolos [35]. This sold 70,000 hardback copies in half a year.
Published in January 2000, by May it was in a 10th printing. Other books followed, claiming that we
were facing an epidemic of bipolar disorders in children [24] and that children needed to be treated
aggressively with drugs from a young age if they were to have any hope of a normal life [12]. Newspapers
throughout the United States reported increasingly on cases of bipolar children, as outlined below.

A series of books aimed at children with pastel colored scenes in fairy tale style also appeared. In My
Bipolar Roller Coaster Feelings Book [23], a young boy called Robert tells us he has bipolar disorder.
As Robert defines it doctors say you are bipolar if your feelings go to the top and bottom of the world, in
roller coaster fashion. When Robert is happy he apparently hugs everybody, he starts giggling and feels
like doing backflips. His parents call it bouncing off the walls. His doctor, Doctor Janet, calls it silly,
giddy and goofy.

Aside from giddiness, Robert has three other features that seem to make the diagnosis of pediatric
bipolar disorder. One is temper tantrums. He is shown going into the grocery store with his Mum and
asking for candy. When she refuses, he gets mad and throws the bag of candy at her. His mum calls this
rage and he is described as feeling bad afterwards.

Second, when he goes to bed at night Robert has nightmares. His brain goes like a movie in fast
forward and he seemingly can’t stop it. And third, he can be cranky. Everything irritates him — from the
seams in his socks, to his sister’s voice, and the smell of food cooking. This can go on to depression
when he is sad and lonely, and he just wants to curl up in his bed and pull the blanket over his head.
He feels as though it’s the end of the world and no one cares about him. His doctor has told him that at
times like this he needs to tell his parents or his doctor and he needs to get help.

Dr. Janet gives Robert medication. His view on this is that while he doesn’t like having bipolar disor-
der, he can’t change that. He also doesn’t like having to take all those pills but, the bad nightmares have
gone away and they help him have more good days. His father says a lot of kids have something wrong
with their bodies, like asthma and diabetes and they have to take medicine and be careful, and so from
this point of view he’s just like many other children.

His parents have told him that his bipolar disorder is just a part of who he is, not all of who he is. That
they love him and always will. Finally his doctor indicates that it’s only been a little while since doctors
knew that children could have bipolar disorder, and that they are working hard to help these children feel
better.

In another book, Brandon and the Bipolar Bear, we are introduced to Brandon, who has features in
common with Robert that the unwary might fail to realize indicate bipolar disorder [1]. When we are
introduced to Brandon, he has just woken up from a nightmare. Second, when requested to do things
that he doesn’t want to do he flies into a rage. And third, he can be silly and giddy.

His mother takes both Brandon and his bear to Dr. Samuel for help, where Brandon is told that he has
bipolar disorder. Dr. Samuel explains that the way we feel is controlled by chemicals in our brain. In
people with bipolar disorder these chemicals can’t do their job right so their feelings get jumbled inside.
You might feel wonderfully happy, horribly angry, very excited, terribly sad or extremely irritated, all in
the same day. This can be scary and confusing — so confusing that it can make living seem too hard.
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When Brandon responds that he thinks he got bipolar disorder because he is bad, Dr. Samuel responds
that many children have bipolar disorder, and they come to the doctor for help. Neither they nor Brandon
are bad — it’s a case of having an illness that makes you feel bad.

Brandon moves on to asking how he got bipolar disorder if he didn’t get it from being bad, to which
Dr. Samuel responds by asking him how he got his green eyes and brown hair. Brandon and his mother
respond that these came from his parents. And Dr. Samuel tells them it’s the same with bipolar disorder.
That it can be inherited. That someone else in the family may have it also.

The final exchange involves Brandon asking whether he will ever feel better. Dr. Samuel response is
upbeat — there are now good medicines to help people with bipolar disorder, and that Brandon can start
by taking one right away. Brandon is asked to promise that he will take his medicine when told by his
mother.

Brandon and the Bipolar Bear comes with an associated coloring book, in which Brandon’s Dad
makes it clear that a lot of kids have things wrong with their bodies, like asthma and diabetes, and they
have to take medicine and be careful too.

Janice Papolos, co-author of The Bipolar Child, in a review on the back cover of Brandon and the
Bipolar Bear says: ‘children will follow (and relate to) Brandon’s experience with rapid mood swings,
irritability, his sense of always being uncomfortable and his sadness that he can’t control himself and no-
one can fix him. The comforting explanation that Dr. Samuel gives him makes Brandon feel not alone,
not bad, but hopeful that the medicine will make him feel better. We were so moved by the power of this
little book and we feel better that we can now highly recommend a book for children aged 4 through 11°.

The book The Bipolar Child arrived at Sheri Lee Norris’ home in Hurst, Texas, in February 2000.
When it did Karen Brooks, a reporter in the Dallas Star-Telegram describes Norris as tearing open the
package with a familiar mix of emotions. Hope, skepticism, fear, guilt, shame, love. But as she reads in
the book about violent rages, animal abuse, inability to feel pain, self-abuse and erratic sleeping patterns,
Norris is reported as feeling relief for the first time in over a year. Now she finally knew what was wrong
with her daughter... Within days, Heather Notris, then 2, became the youngest child in Tarrant County
with a diagnosis of bipolar disorder [5].

Brooks goes on to note that families with mentally ill children are plagued with insurance woes, a
lack of treatment options and weak support systems but that parents of the very young face additional
challenges. It is particularly hard to get the proper diagnosis and treatment because there has been scant
research into childhood mental illness and drug treatments to combat them. Routine childcare is difficult
to find, because day-care centers, worried about the effect on other children, won’t accept mentally ill
children or will remove them when they are aggressive. Few baby sitters have the expertise or the desire
to handle difficult children, leaving parents with little choice but to quit work or work from home.

Having outlined these difficulties, Brooks also notes that the lack of public awareness of childhood
mental illness means that parents are judged when their children behave badly. They are accused of
being poor parents, of failing to discipline their children properly, or even of sexual or physical abuse
or neglect. The sense of hopelessness is aggravated when they hear about mentally ill adults; this leaves
them wondering whether the battles they and their children are fighting will go on forever.

In a few short paragraphs here Brooks outlines the once and future dynamics of disease from ancient
to modern times — the reflection on parents or family, the concerns for the future, the hope for an in-
tervention. But she also covers a set of modern and specifically American dynamics. Heather Norris’s
problems began with temper tantrums at 18 months old. Sheri-Lee Norris had a visit from the Child
Protective Services. Someone had turned her in because Heather behaved abnormally. Sheri-Lee was
furious and felt betrayed. She brought Heather to pediatricians, play therapists and psychiatrists, where
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Heather was diagnosed with ADHD and given Ritalin. This made everything worse. Faced with all this,
a psychiatrist did not make the diagnosis of bipolar disorder because the family had no history of it. But
Sheri-Lee began asking relatives and discovered that mental illness was, indeed, in her family’s history.
She presented that information along with a copy of The Bipolar Child to her psychiatrist, and Heather
got a diagnosis of bipolar disorder immediately.

Heather Norris’ story is not unusual. The mania for diagnosing bipolar disorders in children hit the
front cover of Time in August 2002, which featured 9-year-old Ian Palmer and a cover title Young and
Bipolar [26], with a strapline, why are so many kids being diagnosed with the disorder, once known
as manic-depression? The Time article and other articles report surveys that show 20% of adolescents
nationwide have some form of diagnosable mental disorder. lan Palmer, we are told, just like Heather
Norris, had begun treatment early — at the age of 3 — but failed to respond to either Prozac or stimulants,
and was now on anticonvulsants.

While Heather Norris was in 2000 the youngest child in Tarrant County to be diagnosed as bipolar,
Papolos and Papolos in The Bipolar Child indicate that many of the mothers they interviewed for their
book remembered their baby’s excessive activity in utero, and the authors seem happy to draw conti-
nuities between this and later bipolar disorder. The excessive activity amounts to hard kicking, rolling
and tumbling and then later keeping the ward awake with screaming when born. Or in some instances
being told by the sonographer and obstetrician that it was difficult to get a picture of the baby’s face or
to sample the amniotic fluid because of constant, unpredictable activity [35]. It is not unusual to meet
clinicians who take such reports seriously.

Anyone searching the Internet for information on bipolar disorder in children are now likely to land
at BPChildren.com, run by Tracy Anglada and other co-authors of the books mentioned above. Or at
the Juvenile Bipolar Research Foundation (JBRF), linked to the Papoloses and The Bipolar Child. Or
at a third site, bpkids.org, linked to a Child and Adolescent Bipolar Foundation, which is supported by
unrestricted educational grants from major pharmaceutical companies.

In common with the mood-watching questionnaires in the adult field, all three sites offer mood-
watching questionnaires for children. The Juvenile Bipolar Research Foundation has a 65-item Child
Bipolar Questionnaire, which also featured in the 7ime magazine piece above; on this scale most normal
children would score at least modestly.'?

The growing newsworthiness of childhood bipolar disorder also hit the editorial columns of the Amer-
ican Journal of Psychiatry in 2002 [40]. But where one might have expected academia to act as a brake
on this new enthusiasm, its role has been in fact quite the opposite.

4. The academic voice

As outlined above until very recently manic-depressive illness was not thought to start before the
teenage years. The standard view stemmed from Theodore Ziehen, who in the early years of the 20th
century established, against opposition, that it was possible for the illness to start in adolescence [3].
This was the received wisdom for 100 years.

As of 2006, European articles on the issue of pre-pubertal bipolar disorder continued to express ag-
nosticism as to whether there was such an entity [28]. The view was that patterns of overactivity could
be seen in patients with learning disabilities/mental retardation, or for example in Asberger’s syndrome,
but it was not clear that these should be regarded as indicative of manic-depressive disease.

10www.jbrf.org/cbq/cbq_survey.cfm. Accessed December 1st 2005.
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Geller and colleagues in St. Louis framed the first set of criteria for possible bipolar disorder in chil-
dren in 1996 as part of an NIMH funded study [13]. Using these criteria the first studies reporting in
2002 suggested that essentially very little was known about the condition. There were children who
might meet the criteria, but these had a very severe condition that in other circumstances have been
likely to be diagnosed as childhood schizophrenia or else they displayed patterns of overactivity against
a background of mental retardation [14].

The course of this study and the entire debate had however been derailed by the time the Geller
study reported. In 1996, a paper from an influential group, based at Massachusetts’ General Hospital,
working primarily on ADHD, suggested there were patients who might appear to have ADHD who in
fact had mania or bipolar disorder [4,11]. This study had used lay raters, did not interview the children
about themselves, did not use prepubertal age specific mania items, and used an instrument designed for
studying the epidemiology of ADHD. Nevertheless the message stuck. Cases of bipolar disorder were
being misdiagnosed as ADHD. Given the many children diagnosed with ADHD who do not respond to
stimulants, and who are already in the treatment system, this was a potent message for clinicians casting
round for some other option.

A further study by Lewinsohn and colleagues in 2000 added fuel to the fire [29]. Even though this
study primarily involved adolescents and pointed toward ill-defined overactivity rather than proper bipo-
lar disorder, the message that came out was that there was a greater frequency of bipolar disorder in
minors that had been previously suspected.

These developments led in 2001 to an NIMH roundtable meeting on prepubertal bipolar disorder [34]
to discuss the issues further. But by then any meeting or publication, even one skeptical in tone, was
likely to add fuel to the fire. Simply talking about pediatric bipolar disorder endorsed it. The Juvenile
Bipolar Research Foundation website around this time noted that bipolar disorder in children simply
does not look like bipolar disorder in adults, in that children’s moods swing several times a day — they
do not show the several weeks or months of elevated mood found in adults. They baldly state that “The
DSM needs to be updated to reflect what the illness looks like in childhood”.!!

The Child and Adolescent Bipolar Foundation convened a meeting and treatment guideline process
in July 2003 that was supported by unrestricted educational grants from Abbott Astra-Zeneca, Eli Lilly,
Forrest, Janssen, Novartis and Pfizer. This assumed the widespread existence of pediatric bipolar disorder
and the need to map out treatment algorithms involving cocktails of multiple drugs [27].

There are many ambiguities here. First is the willingness it seems of all parties to set aside all evidence
from adult manic-depressive illness which involves mood states that persist for weeks or months and
argue that children’s moods may oscillate rapidly, up to several times per day, while still holding the
position that this disorder is in some way continuous with the adult illness and therefore by extrapolation
should be treated with the drugs used for adults.

Another ambiguity that the framers of the American position fail to advert to is a problem with
DSM-IV. Advocates of pediatric bipolar disorder repeatedly point to problems with DSM-IV that hold
them back from making diagnoses. But in fact, DSM-IV is more permissive than the rest of world in
requiring a diagnosis of bipolar disorder following a manic episode — in practice any sustained episode
of overactivity. The International Classification of Disease in contrast allows several manic episodes to
be diagnosed without a commitment to the diagnosis of bipolar disorder. The rest of the world believes
it simply does not know enough even about the relatively well understood adult illness to achieve di-
agnostic consistency worldwide. DSM-1V in fact therefore makes it easier to diagnose bipolar disorder

11Www.jbrf.org/juv_bipolar/faq.html. Accessed December 1st 2005.
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than any other classification system, but therapeutic enthusiasts want an even further loosening of these
already lax criteria.

Finally, we appear to have entered a world of operational criteria by proxy. Clinicians making these
diagnoses are not making diagnoses based on publicly visible signs in the patients in front of them,
or publicly demonstrable on diagnostic tests, as is traditional in medicine. Nor are they making the
diagnoses based on what their patients say, as has been standard in adult psychiatry, but rather these are
diagnoses made on the basis of what third parties, such as parents or teachers, say without apparently
any method to assess the range of influences that might trigger parents or teachers to say such things —
the range of influences brought out vividly by Karen Brooks in her Star-Telegram articles.

When clinicians raise just this point [17], the response has been aggressive. “Mood need not be ele-
vated, irritable etc. for a week to fulfill criteria... A period of 4 days suffices for hypomania. This is...
itself an arbitrary figure under scrutiny... Dr. Harris is incorrect. .. that the prevalence of adult bipolar
disorder is only 1-2%. When all variants are considered the disease is likely to be present in more than
6% of the adult pop. There are still those who will not accept that children commonly suffer from bipolar
illness regardless of how weighty the evidence. One cannot help but wonder whether there are not polit-
ical and economic reasons for this stubborn refusal to allow the outmoded way of thought articulated by
Dr. Harris to die a peaceful death. It is a disservice to our patients to do otherwise” [9].

Where one might have thought some of the more distinguished institutions would bring a skeptical
note to bear on this, they appear instead to be fueling the fire. Massachusetts’s General Hospital (MGH)
have run trials of the antipsychotics risperidone and olanzapine on children with a mean age of 4 years
old [30,31]. A mean age of 4 all but guarantees three and possibly two year olds have been recruited to
these studies.

MGH in fact recruited juvenile subjects for these trials by running its own DTC adverts featuring
clinicians and parents alerting parents to the fact that difficult and aggressive behavior in children aged
4 and up might stem from bipolar disorder. Given that it is all but impossible for a short term trial of
sedative agents in pediatric states characterized by overactivity not to show some rating scale changes
that can be regarded as beneficial, the research can only cement the apparent reality of juvenile bipolar
disorder into place.

As a result where it is still rare for clinicians elsewhere in the world to make the diagnosis of manic-
depressive illness before patients reach their mid to late teens, drugs like olanzapine and risperidone are
now in extensive and increasing use for children including preschoolers in America with relatively little
questioning of this development [7].

Studies run by academics that apparently display some benefits for a compound have possibly be-
come even more attractive to pharmaceutical companies than submitting the data to the FDA in order
to seek a license for the treatment of children. Companies can rely on clinicians to follow a lead given
by academics speaking on meeting platforms or in published articles. The first satellite symposium on
juvenile bipolar disorder at a major mainstream meeting, the American Psychiatric Association meeting
in 2003 featured the distinguished clinical faculty of MGH. The symposium was supported by an unre-
stricted educational grant. None of the speakers will have been asked to say anything other than what
they would have said in any event. The power of companies does not lie in dictating what a speaker will
say but in providing platforms for particular views. If significant numbers of clinicians in the audience
are persuaded by what distinguished experts say, companies may not need to submit data to FDA and
risk having lawyers or others pry through their archives to see what the actual results of studies look
like. As an additional benefit, academics come a lot cheaper than putting a sales force in the field.
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It would seem only a matter of time before this American trend spreads to the rest of the world. In a
set of guidelines on bipolar disorder issued in 2006, Britain’s National Institute of Health and Clinical
Excellence (NICE), which is widely regarded as being completely independent of the pharmaceutical
industry, has a section on children and adolescents [33]. The guideline contains this section because if
there are treatment studies on a topic, NICE has to perforce consider them; it cannot make the point
that hitherto unanimous clinical opinion has held that bipolar disorders do not start in childhood. But
simply by considering the treatment for bipolar disorders in childhood, NICE effectively brings it into
existence, illustrating in the process the ability of companies to capture guidelines (Healy D., submitted).
And again, the need for a company to seek an indication for treatment in children recedes if influential
guidelines tacitly endorse such treatment.

5. Munchausen’s syndrome new variant?

As outlined above, a number of forces appear to have swept aside traditional academic skepticism
with the result that an increasing number of children and infants are being put on cocktails of potent
drugs without any evidence of benefit.

One of the features of the story is how a comparatively few players have been able to effect an extra-
ordinary change. There the academics noted above and a handful of others. One was Robert Post who
was among the first to propose that anticonvulsants might be useful for adult manic-depressive disease,
who when the frequency of the disorder began to increase rather than decrease as usually happens when
treatments work, promoted the idea that the reason we were failing was because we had failed to catch
affected individuals early enough. No age was too early.

One would encourage major efforts at earlier recognition and treatment of this potentially incapac-
itating and lethal recurrent central nervous system disorder. It would be hoped that instituting such
early, effective, and sustained prophylactic intervention would not only lessen illness-related mor-
bidity over this interval, but also change the course of illness toward a better trajectory and more
favorable prognosis [36].

Another group consists of evangelical parents and clinicians, who bring to the process of proselytiz-
ing about bipolar disorder a real fervor. Some of these parents and clinicians readily contemplate the
possibility of making a diagnosis in utero. When those challenging such viewpoints are subject to op-
probrium, one has to ask what has happened to the academic voices that should be questioning what is
happening here.

Finally there is the role of companies who make available the psychoactive drugs without which the
diagnoses would not be made, unrestricted educational grants, and access to academic platforms. This
has clearly facilitated the process outlined above. While companies cannot market directly to children,
it is now clear that documents from 1997 show that at least one company was aware of the commercial
opportunities offered by juvenile bipolar disorder [39].

If the process outlined here was one that could reasonably be expected to lead to benefits it could re-
garded as therapeutic. But given that there is no evidence for benefit and abundant prima facie evidence
that giving the drugs in question to vulnerable subjects in such quantities cannot but produce consequent
difficulties for many of these minors, one has to wonder whether we are not witnessing instead a vari-
ation on Munchausen’s syndrome, where some significant other wants the individual to be ill and these
significant others derive some gain from these proxy illnesses.
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The contrast between the developing situation and the historical record is striking. The records of all
admissions to the asylum in North Wales from North West Wales for the years from 1875 to 1924 show
that close to 3,500 individuals were admitted, from a population base of slightly more than a quarter of
a million per annum (12,500,000 person years). Of these, only 123 individuals were admitted for manic-
depressive disease. The youngest admission for manic-depression was aged 17. The youngest age of
onset may have been EJ, who was first admitted in 1921 at the age of 26, but whose admission record
notes that she “has had several slight attacks in the last 12 years, since 13 years of age”. All told there
were 12 individuals in 50 years with a clear onset of illness under the age of 20 [18]. But it would seem
almost inevitable that there will be a greater frequency of hospital admissions for juveniles in future
diagnosed with bipolar disorder. This is not what ordinarily happens when medical treatments work.
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Research Center Tied to Drug Company

By GARDINER HARRIS

When a Congressional investigation revealed in June that he had earned far more money from drug makers
than he had reported to his university, Dr. Joseph Biederman, a world-renowned child psychiatrist, said
that his “interests are solely in the advancement of medical treatment through rigorous and objective
study.”

But e-mails and internal documents from Johnson & Johnson made public in a court filing reveal that Dr.
Biederman pushed the company to fund a research center at Massachusetts General Hospital whose goal
was “to move forward the commercial goals of J&J,” the documents state. The documents also show that
Johnson & Johnson wrote a draft summary of a study that Dr. Biederman, of Harvard University, was said
to author.

Dr. Biederman’s work helped to fuel a 40-fold increase from 1994 to 2003 in the diagnosis of pediatric
bipolar disorder and a rapid rise in the use of powerful, risky and expensive antipsychotic medicines in
children. Although many of his studies are small and often financed by drug makers, Dr. Biederman has
had a vast influence on the field largely because of his position at one of the most prestigious medical
institutions in the world.

Johnson & Johnson manufactures Risperdal, also known as risperidone, a popular antipsychotic medicine.
More than a quarter of Risperdal’s use is in children and adolescents.

Last week, a panel of federal drug experts said that medicines like Risperdal are being used far too
cavalierly in children and that federal drug regulators must do more to warn doctors of their substantial
risks. Other popular antipsychotic medicines, also referred to as neuroleptics, are Zyprexa, made by Eli
Lilly; Seroquel, made by AstraZeneca; Geodon, made by Pfizer; and Abilify, made by Bristol-Myers Squibb.

Thousands of parents have sued Johnson & Johnson, AstraZeneca and Eli Lilly, claiming that their children
were injured after taking the medicines, whose risks the companies minimized, the parents claim. As part
of the suits, plaintiffs’ attorneys have demanded millions of documents from the companies. Nearly all of
those documents have been provided under judicial seals, but a select few that mentioned Dr. Biederman
became public after plaintiffs attorneys sought a judge’s order to require Dr. Biederman to be interviewed
by plaintiff attorneys under oath.

In a motion filed two weeks ago, attorneys for the families argued that they should be allowed to interview
Dr. Biederman under oath because his work has been crucial to the widespread acceptance of pediatric
uses of antipsychotic medicines. To support this contention, the lawyers included more than two dozen
documents, including e-mails from Johnson & Johnson that mentioned Dr. Biederman. That interview
request has yet to be ruled upon.
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The documents offer an unusual glimpse into the delicate relationship that drug makers have with
influential doctors. In one November 1999 e-mail, John Bruins, a Johnson & Johnson marketing executive,
begs his supervisors to approve a $3,000 check to Dr. Biederman in payment for a lecture he gave at the
University of Connecticut.

“Dr. Biederman is not someone to jerk around,” Mr. Bruins wrote. “He is a very proud national figure in
child psych and has a very short fuse.”

Mr. Bruins wrote that Dr. Biederman was furious after Johnson & Johnson rejected a request that Dr.
Biederman had made to receive a $280,000 research grant. “I have never seen someone so angry,” Mr.
Bruins wrote. “Since that time, our business became non-existant (sic) within his area of control.”

Mr. Bruins concluded that, unless Dr. Biederman received a check soon, “I am truly afraid of the
consequences.”

A series of documents described the goals behind establishing the Johnson & Johnson Center for the study
of pediatric psychopathology, for which Dr. Biederman still serves as chief.

A 2002 annual report for the center stated that its research must satisfy three criteria: improve psychiatric
care for children, have high standards and “move forward the commercial goals of J&J,” according to court
documents.

“We strongly believe that the center’s systematic scientific inquiry will enhance the clinical and research
foundation of child psychiatry and lead to the safer, more appropriate and more widespread use of
medications in children,” the report stated. “Without such data, many clinicians question the wisdom of
aggressively treating children with medications, especially those like neuroleptics, which expose children to
potentially serious adverse events.”

A February 2002 e-mail from Georges Gharabawi, a Johnson & Johnson executive, stated that Dr.
Biederman approached the company “multiple times to propose the creation” of the center. “The rationale
of this center is to generate and disseminate data supporting the use of risperidone in” children and
adolescents, the e-mail stated.

Johnson & Johnson gave the center $700,000 in 2002 alone, documents show.

A June 2002 e-mail from Dr. Gahan Pandina, a Johnson & Johnson executive, to Dr. Biederman included a
brief abstract of a study of Risperdal in children suffering disruptive behavior disorder. The study was
intended to be presented at the 2002 annual meeting of the American Academy of Child & Adolescent
Psychiatry, the e-mail stated.

“We have generated a review abstract, but | must review this longer abstract before passing this along,” Dr.
Pandina wrote. One problem with the study, Dr. Pandina wrote, is that the children given placebos and
those given Risperdal both improved significantly, “so, if you could, please give some thought to how to
handle this issue if it occurs.”

The draft abstract that Dr. Pandina included in the e-mail, however, stated that only the children given
Risperdal improved, while those given placebos did not. Dr. Pandina asked Dr. Biederman to sign a form
listing himself as author so the company could present the study to the conference, according to the e-mail.
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“I will review this morning,” Dr. Biederman responded, according to the documents. “I will be happy to sign
the forms if you could kindly send them to me.” The documents do not make clear whether Dr. Biederman
approved the final summary of the brief abstract in similar form or asked to read the longer report on the
study.

Drug makers have long hired professional writers to compose scientific papers and then recruited
well-known doctors to list themselves as authors. The practice, known as ghostwriting, has come under
intense criticism recently, and medical societies, schools and journals have condemned it.

In June, a Congressional investigation revealed that Dr. Biederman had failed to report to Harvard at least
$1.4 million in outside income from Johnson & Johnson and other makers of antipsychotic medicines.

In one example, Dr. Biederman reported no income from Johnson & Johnson for 2001 in a disclosure
report filed with the university. When asked by Senator Charles E. Grassley, a Republican of lowa, to check
again, Dr. Biederman said he received $3,500. But Johnson & Johnson told Mr. Grassley that it paid Dr.
Biederman $58,169 in 2001.

On Monday, David J. Cameron, a Harvard spokesman, said the university was still reviewing Mr. Grassley’s
allegations against Dr. Biederman. He added that they had not seen the drug company documents in
question and that the university is not directly involved in the child psychiatry center at Massachusetts
General Hospital.

Calls to Dr. Biederman were not returned. Johnson & Johnson did not immediately comment or make
executives available for comment.

Copyright 2008 The New York Times Company
Privacy Policy | = Search| = Corrections | RSS|| = FirstLook| Help| ContactUs| | WorkforUs| Site Map
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From: Cole, Christine [JANUS]

Sent: Tuesday, February 05, 2002 12:55 PM

To: Gharabawi, Georges [JANUS]; Vergis, Janet [JANUS]; Parish, Irene [JANUS]

Ce: Mahmoud, Ramy [JANUS]; Pandina, Gahan [JANUS}, Kovacs, Clare [JANUS]; Deloria,
Carmen {JANUS}, Kaimeljer, Ronald [JANUS]

Subject: RE: Janssen-MGH Child and Adolescent Bipolar Center - Dr Joe Biederman

[ am able to do the 14th March and will block out the day ,,I am leaving for a big trip on the 28th so unless it was early
am and local | would not be able 1o do 28th

Dr. Christine Cote

\.P. Medical Affairs
Janssen Pharmaceutica, Inc.
Tel: 608-730-3677

Fax: 609-730-3406

Confidentiality Notice: This e-mail transmission may contain confidential or legally privileged information that is intended
only for the individual or entily named in the e-mail address. If you are not the intended recipient, you are hereby notified
that any disclosure, copying, distribution, or reliance upon the contents of ihis e-mail is strictly prahibited. If you have
received this e-mail transmission in error, please reply to the sender, so that Janssen Pharmaceutica can arrange for
proper delivery, and then please delete the message from your inbox. Thank you.

----- Original Message--—-

From: Gharabawi, Georges [JANUS])

Sent: Tuesday, February 05, 2002 7:42 AM

To: Vergis, Janet [JANUS]; Cote, Christine [JANUS)

Cc: Mahmoud, Rarny [JANUS]; Pandina, Gahan [JANUS]; Kovacs, Clare [JANUS]; Deloria, Carmen [JANUS);
Kalmeijer, Ronald [JANUS]}

Subject: Janssen-MGH Child and Adotescent Bipolar Center - Dr Joe Biedenman

Subject
Invitation to a meeting with Prof Biederman and his feam at Janssen on March 14 or March 28, 2002 (date pending your
approval) 1o agree on the main deliverables from the Janssen/MGH Center for Child and Adolescent Bipolar Disorders

and prioritize the different activities -~ Your attendance of the 1st hour is needed.

Background

Dr Biederman is the pioneer in the area of C&A Bipolar Disorders. He approached Janssen muitiple limes to propose the
creation of a Janssen-MGH center for C&A Bipolar disorders. The rationale of 1his center is to generate and disseminate
data supporting 1he use of risperidone in this patient population. | met with Dr Biederman in August 2001 and discussed
with him the feasibility of this center and agreed that, should Janssen decide {o support it, the main focus will be on 2
topics: 1) Diagnoslics, including the creation of a screening/diagnostic {00l to irain clinicians (Pediatricians and General
Psychialrisis) on how o diagnose C&A BPD, use of genetics and Neuro-imaging techniques to recognize C&A BPD and
the different variants of the disorders and 2) Therapeutics, including short and long-term outcomes of the managemen!
of C&A BPD with risperidone including the {ong-term prophylactic effect on drug abuse. Foliowing a number of intemat
discussions within the Brand team and with Janet, it was decided to 1) explore the feasibilily of involving other J&J
companies that would be interested in parlicipaling in the center and share the financial support and 2) fund the center
pending the submission of a 5-year plan of deliverables including retrospective analyses and prospective exploratory
research. ’

Current status

* In a number of meetings with McNeil and OMP, it was agreed that there was a need for all J&J companies to act
as partners and share this research, data generalion and dissemination opporiunity. Further, it was agreed that the 3
teamns should meel and elaborate a plan that would ultimately include research initiatives on combination therapies.

* A Risperdal Reanalyses, Research and Publication grid was produced by Dr biederman's team. The grid includes
proposed deliverables over the upcoming 5§ years starting from 2002. 1f is planned to produce similar grids for the J&IJ
sister companies aver the next 3-6 months.

* The Risperdal Brand team agreed to fund the center for the year 2002. 500KUS$ were paid and assigned to the

1
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year 2002.

Next Steps
We recently organized a meeting with Dr Biederman including the marketing group from McNeil in order ta discuss the

next steps. We invited Dr Biederman and his group to an HOV at Janssen Titusville. This meeting will involve, in addition
1o Dr Biederman's research tearn, the Risperdal, [F{S o teams with {he objective of elaborating a fult
research plan for the years 2002-2007 including a reanalyses and pu cations plan.

Proposed agenda

- Opening address (J&J)

- Background on Child and Adolescent Bipolar Disorders- A clinical and research perspective (Dr Joe Biederman)
- Breakout session:

- Epidemiology and genetics of C&S BPD

- Diagnosis: Reanalyses, validation and publication of screening tools

- Neuro-imaging plans, publication plan

- Reanalyses of ihe existing Risperdal dala, publication plan

- Prospective short and long-term studies

Christine and Janet, Your presence, at least at the first pant of the meeting Is highly desirable and would allow us to
continue positioning Janssen as a major pariner in the area of C & A psychopharmacology. Further, following your
approval of the proposed date, we will exiend the invitation to S, Spielberg but will eet with him first.

Sincerely

Georges

Georges Gharabawi M.D.
Janssen Pharmaceutica Inc.

Tel (609) 730 3277

e-mail: ggharaba@janus.jnj.com
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Page 113 Page 114
1 Q. Are these the side effects associated with 1 medicines. R
2 Risperdal? 2 Q. Inan off-label population. Right?
3 A Yes 3 A, The use in children at that time was off-
4 4  label and two years ago has been approved.
5 5 MR, TRAMMELL: Objection, nonresponsive.
& 6
7 7
8 8
9 i 9
10 Q. The next point -- And, by the way, theuse |10
11  of Risperdal in the pediatric population was off- 11
12 label at this time, wasn't {t? 12
13 A Yes 13
14 Q  And what does that mean? 14
.5 A. Off-label means that the medicine is used 15
16 by physicians that is not specifically approved by 16
17  the FDA for that use 17 Q. One of the things you wanted to study was
1B Q  So it means a drug is being used for 18  the efficacy of Risperdal in preschoolers. Right?
19  something that the FDA hasn't approved it for. 19 A Yes.
20  Right? 20 Q. And hew old are preschool kids?
21 A. Yes 21 A.  Could you repeat the question?
22 Q. Okay. And so you were proposing to do 22 Q. How old are preschool kids?
2?3  research on off-label uses of Risperdal Right? 23 A.  Four to six.
2 4 A 1was proposing to do research on the 24 ). And what age range was Risperdal approved
25  efficacy and safety of risperidone relative toother 25 for at that time?
Stratos Legal Services Stratos Legal Services
BOC~971~1127 800-971-1127
Joseph Biederman Joseph Biederman
February 26, 2009 February 26, 2009 :
Page 115 Page 116
1 A. It was approved, to my recoliection, for 1 from this disease or it's possibie that they're
2  individuals older than 18, 2 suffering from this disease in the preschool years,
3 3 the drug is used a lot in these Kids, we ought to
4 4 have some data o instruct doclors about whether
5 5  it's safe and effective to be doing this?
6 6 A Yes
7 7
8 ' B
9 9
Lo 10
A . 11
k2 Q. So what you're saying is there's evidence 12
13 thatis accumulating that kids or that pediatric 13 Q  Who makes Wellbutrin?
14  bipolar disorder onsets in these preschool kids, who {14 A. Bupropion was initially made by Glaxo or
315  1assume are three and four years old? 15  Wellcome, Burroughs Wellcome, and then when they
16 A Usuaily four to six. 16  merged I don't know who owns Wellbutrin. T think
07 Q. Okay. So pediatric bipolar disorder 17  GlaxoSmithKline, [ think.
18  onsets in four- to six-year-old kids coupled with 18
19 the fact that the drugs are widely used, despite 19
20 that, there's not a lot of data on efficacy. Right? 20
21 MR. PECK: Objectto form. It'sa 21
22  compound question. 22
23 A Onefficacy and safety, yes. 23
24 Q. And so basically what you mean is, what 24 Q. Did Janssen fund any studies that you did
25  you're trying to say is that we have kids suffering 23 tostudy other companies’ drugs?
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Page 375 Page 376
1 Q. And the purpose of the scientific process 1 trying to understand the diseases that the children
2 iswhat? 2 that are under my care are afflicted and how {0
3 A. You are in a study, you are lesting, you 3 better approach them therapeutically, with medicines
4 are addressing a question, you are testing a 4 and with psychosocial treatments.
5  hypothesis. You subject the data to statistical 5 Q. Now, you've already told us that you
©  analysis to examine whether the findings are chance | 6 consider yourself a world-renowned scientist.
7 ornot likely to be chance, and you draw conclusions | 7 Correct?
8  based on your findings 8 A. [ltisnot what | consider myself. It is
9 Q. His asearch for the greatest truth that S what others consider myself.
10 can be obtained. Correct? 10 Q  So you're familiar with your reputation
11 A.  Itis amethod to investigate. 11 across the world. Correct?
12 Q. And the method to investigate that you use 12 A, 1am familiar with my reputation.
13 requires that you be very precise. Correct? 13 Q. And your reputation is that you are a
14 A.  As precise as the field allows. 14 specialist in the field of bipolar disease in
15 Q. And you are a very precise individual, are 15  children?
16  you not? 16 A lam aspecialist in pediatric
17 A. lam. 17 psychopharmacology
18 Q. You are a very deliberate individual, are 18 Q. Which includes bipolar mania?
19  younot? 19 A, Itis one of many conditions that afflict
20 A. 1am not sure what you mean by that 20  children.
21 Q. Well, what you do is a result of your 21 Q. Well, [ thought you indicated 1o me
22 intentional conduct? 22 yesterday -- and correct me if Frmn wrong -- that
23 A, Well, what [ do is 1 ask questions that | 23 your two subspeciaities within the field of
24 have about how to improve the life of the people 24 psychopathology are bipolar mania and ADHD.
25  under my care. So all my research is based on 25 A lindicated that that's the predominance
Stratos Legal Services Stratos Legal Services
800-971-1127 800-971-1127
Joseph Biederman Joseph Biederman
February 27, 2009 February 27, 2009 :
Page 377 Page 378§
1 of my scientific work, not the only work that 1 do i A, Np, could be somebady related to this
2 orthe only type of research that [ do. 2 case,
3 Q. When the Grassley committee hearing or the 3 Q. Well, who?
4 Grassley investigation was initiated, you were the q A, Tdon't know. It'snot--Thaveno
5 subject of newspaper comments, were you not? 5 access to that information.
6 A, Twas. 6 Q. Well, the purpose for this is that in this
T Q. And I have today a copy of a page from The 7 document, and | only have one copy but I will
8 New York Times, November 23, 2008. Was that 8 represent to you that I'm going to read it
S approximately when this issue came to the public's 9 accurately, it says "Dr. Joseph Biederman, a
10 eye? Approximately. 0 world-renowned child psychiatrist” And that's how
11 A. November 2008, I think The New York Times |11 people see you, do they not?
12 published e-mails that you released to the press 12 A, Yes,
13 from some atternpt to quash the subpoena. Thisis 13 Q. Would you consider yourself the leading
14  what[ think happened in the paper in 2008, There 14  psychiatrist in the world for the treatment of
15 was an article, there are articles before that, but 15 bipolar mania or bipolar disease in children?
16  the 2008 [ believe is related to e-mails that you 16 A.  One of the leaders.
17  released to the press. 17 Q. Oneofthe leaders?
1.8 Q. You think I released something to the 18 A. {Witness nodded.)
19  press? 19 Q. Are you a footbalf fan?
20 A.  Obviously somebody released. 20 A. Fair-weather.
21 Q. Well, you said "you" and you looked at me. 21 Q. Fair-weather. We had a football coach in
22 Do you think [ reieased it? 22  Texas named Bum Phillips. You ever hear of Bum
23 A. Tam using the "you" generically. 23 Phillips?
@4 Q. Okay. So the "you" could be anybody in 24 A. No.
25  the world. Right? 25 Q. His son Wade Phillips is actually the
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Page 383 Page 384 |
1 opposite.” That research is not forthcoming. 1 That's the controversy.
2 So the people, the mostly vocal critics 2 MR FIBICH: Mark this as the next
3 are people that have not done any critical body of 3 exhibil, And we're skipping one but I'l come back
4  research disputing the findings. They're only 4 toit
S saying I don't like it, which in science is not the 5 MR. BURNEY: So I'm soiry. The number on
6 same. You're not having the same interlocutors by & thisis 19 or 207 You sajd the next exhibit but
7 saying [ don't like that. You can say it about a 7 we're skipping one.
8  hamburger or a hotdog but not in science In 8 MR. FIBICH: Hold on.
S science in order for you to say that this is not G THE WITNESS: Thisis 18
10 true, you need to show equal amount of work that 10 MR. FIBICH: This is going to be 20.
11  shows the opposite result, and that’s the dispute 11 MR BURNEY: This is going to be 207
12 Today pediatric bipolar illness is accepted by the 12 Okay.
13 practicing community. 13 (Biederman Deposition Exhibit 20 marked
L4 MR. FIBICH: Object to that as being 14 forideatification.)
15 nonresponsive, 15 BY MR.FIBICH:
16 BY MR FIBICH: i6 Q. Let me show you what I've marked as
17 Q. Do you disagree with this statement: The 17 Exhibit 20, Dr. Biederman.
18  diagnosis of pediatric bipolar disease is 18 A Mm-hmm
19  controversial? 19 3. And this is an article out of The
20 A, ldisagree. The controversy is about how 20 Washington Post, February 2005 Do you see that?
21  to best define, what are the best ingredients. 21 A, Mm-hmm.
22 That's the controversy, not that a group of children 22 Q. And if you would turn to page 3 and under
23 that are very sick with high levels of morbidity and 23 the heading Very Disturbed Children, read the
24 disability exist. That controversy is over. The 24 comments that are attributed to you, sir.
25  controversy today is about how to best define it 25 A, Mm-hmm.
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i Q. Did you talk to The Washington Post? 1 not compare myself to Galileo. :
2 A.  ldor’t remember who [ talked to, but 2 Q. Sir, P'm asking you, what she says is
3 apparently I talked to this person. 3 "Joseph Biederman, a professor of psychiatry at
4 Q. The comments that are contained in the 4 Harvard and one of the most forceful advocates of
5 first two paragraphs are comments of yours and you 5> the agpressive treatment of preschoolers, thinks
6  were quoled accurately. Correct? 6  bipolar disorder has been severely underdiagnosed in
7 A. This is not a quote, this is an 7 children.” ls that a correct staternent?
8  interpretation of what I said. 8 A, Thatis correct. That's a quote
9 Q. Is it a correct interpretation of what you 9 Q. Okay, that's a quote. And the next
10 said? 10 statement is "He likens the criticism he has
11 A. [said the same as I said to you. [did 11  encountered to the outrage that greeted Galileo's
12 not compare myself to Galileo. [ said that Earth 12 challenge to the notion that the Earth was flat.”
13 wasonce flat. The reporter is not quoting me here. |13 Is her interpretation of what you said accurate?
14 [t is her interpretation. She could have said that 14 Yesorno.
15 | am comparing myself to God. This is her 15 A, Yes, it was accurate.
18  interpretation of what [ said. I said that Earth 16 Q. And do you agree that you are one of the
17  wasonce flat. This is what [ said. 17 most forceful advocates of the aggressive treatment
18 Q.  Well, why didn't you compare yourself to 18  of preschoolers?
19  God? 19 A. Itis her statement about me.
20 A. Because [ am not God. | am saying that 20 Q. [didn't ask you if it was her statement
21 the interpretation of my statement is her 21  about you. I'm asking you if you apree that you are
22 interpretation. 22  one of the most forceful advocates of the aggressive
23 Q. Is her interpretation of your statement an 23 treatment of preschoolers.
24 accurate statement? 24 A Tam
25 A. 1 said that Earth was once flat. [ did 25 Q). Doctor, what is the purpose of publishing
Stratos Legal Services Stratos Legal Services
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Page 459 Page 460
1 that you do not consider the research you do to be 1 A. Fully. We have some ideas. For example,
2 what is termed clinical research? 2 the prolactin problem that we talked yesterday is
3 A. No, it is clinical research. 3 due to the effect of risperidone en a particular
4 Q. You what? 4 type of receptors in the dopamine system that are
5 A. ltis clinical research. 5 called dopamine 2 receptors. So other mechanisms
6 Q. Okay. There seemed to be some 6 are not fully known.
7 misunderstanding about that. 1 Q. Well, basically we know that Risperdal
8 Now, before we go any further, I'd asked 8  affects the chemistry in the brain. Correct?
9  you if you geaerally understood what was in the 9 A.  The hypothesis, the reason that
10  label for Risperdal. 10 risperidone, Clozaril and others are called atypical
11 A, Yes. 11 neuroleptics is because they exert influences at
12 ). And are you aware that the iabel contains 12 [east in two brain systems. One is dopamine and the
13 astatement that the mechanism of action for 13  otherone is serotonin
14  Risperdal is unknown? 14 (2. And do children's brains develop over
15 A, Corect. 15  time?
16 3. And what does that mean? 16 A.  Childrer's brain and adults’ brain develop
17 A. [t means that the exact way that the 17 over time.
18 risperidone and other medications work in the brain {18 Q. And are there any studies on the long-term
19 s not fully elucidated. 19  effect of giving children Risperdal for any period
20 Q. Well, I'm not interested in other 20 of time, the safety of that?
21 medications. I'm just interested in Risperdal with 21 A.  There are studies today of a few years,
22  respect to that question. Okay? 22 not more than a few years' follow-up. When a drug
23 A, Yes, yes. 23 s, say, brought 1o market there is a requirement
24 Q. What it means is we don't know really how 24  that there is at least one or two years of
25 itworks. Right? 25  follow-up, so | believe that risperidone has some
Stratos Legal Services Stratos Legal Services
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1 type of follow-up data 1 followed the children that responded to risperidone,
2 Q. You believe 50?7 You don't know so? 2 our small sample, for a year. So we had some small
3 A. Tdonotknow for sure. AsItold you, | 3 dataon long-term effects
4 did not participate in the study so I do not know. 4 Q  You have anecdotal evidence from your
5 But that's a standard requirement of the FDA. 5  practice. Coirect?
6 Q. And of course if the drug is being used 6 A, No, it's -- Yes, | have anccdotal
7 off-label, then the FDA would not have required that | 7  evidence, but we followed in the studies of
8  type of study. Correct? 8  risperidone that we conducted, we followed those
9 A.  Physicians use all the time medicines 9 children that responded and were willing to be
10  available to them to help their patients off-label. 10 foliowed, we followed them for a year and we
11 s alegal activity; it's done all the time; and 11 collected data.
12 many of the discoveries in medicine, in psychiatry 12 Q. And my question is the long-term effect.
13  and other fields occurred through using medications {13 Are you aware of any published data that established
14  off-label. So off-label is not a bad practice 14 the safety of Risperdal on children for a long
15 necessarily. Only means that the pharmaceutical 15  period of time?
16  company has not yet conducted the clinical study. 16 A. The risperidone -- [ am not aware, but
17 In the case of risperidone, as you know, the pivotal 17  there is no data on adults either, on long-term
18  studies were copducted. 18 effects.
19 MR. FIBICH: Object to that as being 19 Q. [didn’t understand what you said.
20 nonresponsive. 20 A.  There is not only absence of long-term
2]  BY MR FIBICH: 21  data in pediatrics, but there is neither long-term
22 Q. What | was asking you was, were there any 22  data in aduits.
23 long-term studies of the effect of Risperdal on 23 Q. Sothis is a drug that we don't know how
24 children? And you said -- 24 it works and you propose giving it to certain
25 A. To my knowledge we, in our research, we 25  children under the age of six. Correct?
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1 3ANG6308-79 1 MR. GOTTSTEIN: Yes, maam. And I gave them
2 10:17:.01 2 to Mr. Twomey.
3 THE COURT: Okay. We are back on record in a 3 THE COURT: Mr. Twomey, you have a copy, as
4 case involving Mr. Bigley, who is present here in the 4 well?
5 courtroom. And we have Mr. Twomey and Mr. Gottstein.| 5 MR. TWOMEY: Yes. | received them this
6 And | received paperwork from you, 6 morning, Your Honor.
7 Mr. Gottstein, yesterday. And in it, it indicated you 7 THE COURT: Do | have Grace Jackson on the
8 had not yet received the chart. Has that been 8 phone?
9 remedied, or what is the status there? 9 THE WITNESS: Yes.
10 MR. GOTTSTEIN: Your Honor, | received -- it 10 THE COURT: All right. Good morning,
11 was there when I got back from my supreme court oral 11 Ms. Jackson. My name is Judge Gleason. We have you
12 argument, so yesterday. 12 on a speakerphone here in a courtroom in Anchorage,
13 THE COURT: All right. And I see a rather 13 Alaska.
14 lengthy witness list. And | am concerned about the 14 You have been called as a witness on behalf
15 timeframe. So -- and it looks like three are simply 15 of the respondent, William Bigley. It is a matter
16 to have available for cross examination of the 16 here where | have the lawyer from the state and
17 materials you submitted, which | have reviewed; is 17 Mr. Gottstein present.
18 that correct? 18 | am going to be recording your testimony
19 MR. GOTTSTEIN: Yes, Your Honor. | really 19 here in just a moment. | will administer an oath to
20 only have three witnesses | plan to call. 20 you. But any questions first?
21 THE COURT: Dr. Jackson, Dr. Hopson, and 21 THE WITNESS: No.
22 Camry Altaffer (phonetic)? 22 THE COURT: All right. If you'd raise your
23 MR. GOTTSTEIN: Altaffer. 23 right hand, please.
24 THE COURT: Altaffer. All right. 24 (Oath administered.)
25 Mr. Twomey, are you ready to proceed? 25 THE COURT: If you would then please state
Page 105 Page 107
1 MR. TWOMEY:: Yes, Your Honor. 1 and spell your full name.
2 THE COURT: All right. And who would you 2 THE WITNESS: Grace Elizabeth Jackson.
3 seek to call first, Mr. Gottstein? 3 That's G-R-A-C-E, Elizabeth, E-L-1-Z-A-B-E-T-H,
4 MR. GOTTSTEIN: Dr. Jackson. And her number| 4 Jackson, J-A-C-K-S-O-N.
5 isarea code 910/208-3278. 5 THE COURT: All right. Thank you.
6 THE COURT: All right. Thank you. 6 Go ahead, please, Mr. Gottstein.
7 So did I indicate until noon today we could 7 DR. GRACE JACKSON
8 go, or did I -- is that what | had indicated? Or did 8 called on behalf of the respondent, testified
9 | make any indication? 9 telephonically as follows on:
10 I have to go to an event at noon or there 10 DIRECT EXAMINATION
11 about. So we'll see where we are time-wise. | know 11 BY MR. GOTTSTEIN
12 it's an important issue for your client, 12 Q Thank you, Dr. Jackson. First off, did you
13 Mr. Gottstein. If we need to find more time in the 13 send me a copy of your curriculum vitae?
14 next couple of days, we can do so. So let's see what 14 A Yes, | did.
15 progress we can make up until noon. 15 Q Andit's1l pages?
16 MR. GOTTSTEIN: You indicated noon. 16 A | believe that is correct, yes.
17 THE COURT: I did. All right. That was my 17 MR. GOTTSTEIN: I'd move to -- it's
18 recollection, but I didn't see it in the log notes. 18 Exhibit A. I would move to admit.
19 Allright. 19 THE COURT: Any objection there?
20 We are a little late getting started, which 20 MR. TWOMEY: No, Your Honor.
21 was not really my fault, but my reality, anyway. 21 THE COURT: All right. A will be admitted.
22 MR. GOTTSTEIN: Your Honor, | gave the clerk | 22 (Exhibit A admitted.)
23 exhibits for this morning. 23 MR. GOTTSTEIN: Should I give this to the
24 THE COURT: | have them right here. A 24 clerk at this point?
25 through F; is that correct? 25 THE COURT: That's fine. You can hold on to
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Page 110

1 it, and we'll get it later, if that's easier for you. 1 A Thatbook is called Rethinking Psychiatric
2 BY MR. GOTTSTEIN 2 Drugs, a Guide for Informed Consent.
3 Q Okay. Andif I might just take care of the 3  Q And have you testified as an expert --
4 other part of it, too. Did you also send me 4 testified or consulted as an expert in
5 essentially an analysis of the neuroleptics, 5 psychopharmacology cases?
6 neurotoxicity of -- oops, I didn't number it -- 19 6 A Yes. Ihave served as a consultant in a
7 pages. 7 number of cases involving psychiatric rights similar
8 A Yes, that's correct. 8 to this case.
9 Q Andis that your work? 9 Also involving disputes over the use of
10 A Yes, that is my work. 10 medications versus alternative treatments in regards
11 Q And thisanalysis is true to the best of your 11 to child treatments. I've served as a consultant to
12 knowledge? 12 families or their doctors in other states in order to
13 A That's correct. 13 assist in the preparation of different treatment
14 MR. GOTTSTEIN: | would move to admit that, | 14 plans.
15 Your Honor. 15 And I've also been involved as an expert
16 THE COURT: That is Exhibit E? 16 witness in consulting on product liability cases.
17 MR. GOTTSTEIN: E. 17 Q Wereyou qualified as an expert in
18 THE COURT: All right. Any objection to E, 18 psychiatric and psychopharmacology in what's known as
19 Mr. Twomey? 19 the Myers case in Alaska here in 2003?
20 MR. TWOMEY: No, Your Honor. 20 A Yes, | was.
21 THE COURT: All right. E will be admitted. 21  Q Anddid Dr. Moser testify I think something
22 (Exhibit E admitted.) 22 like that you -- that you knew more about the actions
23 BY MR. GOTTSTEIN 23 of these drugs on the brain than any clinician he knew
24  Q Thank you, Dr. Jackson. Could you briefly 24 in the United States?
25 describe to the court your experience, training -- 25 MR. TWOMEY: Obijection, hearsay, Your Honor.
Page 109 Page 111
1 training, education and experience? 1 THE WITNESS: I'm sorry. I'm getting a lot
2 A Certainly. | attended medical school at the 2 of beeps on my phone. Can you hear me all right?
3 University of Colorado between 1992 and 1996. 3 THE COURT: Yes.
4 Following that, | entered and successfully 4 But, Mr. Gottstein, your response to the
5 completed residency in psychiatry, which was performed| 5 hearsay objection?
6 actually within the U.S. Navy. And that residency was 6 MR. GOTTSTEIN: It's actually in the
7 performed -- well, the internship was in 1996 through 7 testimony that was filed, | believe.
8 '97, the residency 1997 through 2000. 8 THE COURT: Well, then the testimony speaks
9 Subsequent to completing that residency 9 for itself.
10 program, I served as an active duty psychiatrist in 10 MR. GOTTSTEIN: Okay.
11 the U.S. military. | actually transitioned out of the 11 THE COURT: So you can go forward.
12 military in the spring of 2002, and | have been 12 MR. GOTTSTEIN: | would move Dr. Jackson as
13 actually in self-employed status since 2002 working at 13 an expert in psychiatry and psychopharmacology.
14 avariety of different positions in order to have some 14 THE COURT: Any objection there, Mr. Twomey,
15 flexibility for research, lecturing, writing, and 15 or voir dire?
16 clinical work, and also forensic consultation. 16 MR. TWOMEY: No, Your Honor.
17 Q@ Could you describe -- so have you published 17 THE COURT: All right. Then I will find the
18 papers? 18 doctor so qualified in those two fields.
19 A Yes. | have published papers in peer-review 19 Go ahead, please, Mr. Gottstein.
20 journals. | have contributed chapters to other books 20 BY MR. GOTTSTEIN
21 which have been edited by other mental health 21  Q Dr.Jackson, in preparation for this case,
22 professionals, both in this country and overseas. 22 have you reviewed the -- what's known as the -- well,
23 And | am also the author of my own book, 23 the affidavit of Robert Whitaker?
24 which | published in the year 2005. 24 A Yes, | have.
25 Q Andwhat was the name of that book? 25 Q Andwhat is your opinion on that affidavit?
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1 A |Ibelieved it was very truthful. I thought 1 begin to have an exposure to a different perspective.
2 it was a very accurate presentation of the history of 2 But the most -- probably the most important
3 this specific class of medications which we are 3 thing for me was the lived reality of my patients,
4 discussing in this case, the antipsychotic 4 just opening my eyes and really paying attention to
5 medications. 5 see whether or not people were improving.
6 And also a very succinct but accurate 6 Q [I'msorry; | missed that a little bit. Could
7 description of some of the problems that have emerged, | 7 you go into that a little bit further, what you found?
8 not only in the conduct of the research, but also in 8 A Sure. Well, what really happened is that
9 terms of the actual lived experience of patients. So 9 internship -- | should probably just back up and say
10 | feltit was a very accurate and very clear 10 that I regard -- in retrospect, | look at the
11 presentation of the information as | understand it 11 educational process as really an indoctrination.
12 myself. 12 And | think it's rather unique or heroic when
13  Q Now, would it be fair to say that this 13 people can begin to examine things more critically.
14 information is not generally shared by most clinicians | 14 And | was just lucky enough to have an exposure to
15 in the United States? 15 some individuals who allowed me to do that.
16 A Oh, I think that would be a very fair -- very 16 But more specifically, | began to see that in
17 fair statement. 17 clinic after clinic, whatever setting | was moving
18 Q Andwhy would you say that is? 18 through, | was seeing the patients were in fact not
19 A Well, I think we have a short time here. 19 improving, that in most cases, in fact, patients were
20 It's really a broad subject. But quite succinctly 20 getting sicker and sicker.
21 what has happened is that the educational process 21 And there are two ways to react to that. One
22 throughout medicine, not just psychiatry, and also the | 22 could either blame that on the underlying illness and
23 continuing medical education process, even when 23 say that we just don't have treatments yet that are
24 physicians have completed the first steps of their 24 effective, or one could even begin to pay attention
25 training, have actually presented a very biased 25 and ask a broader question or more pointed question,
Page 113 Page 115
1 depiction of the history, or actually omitting the 1 gee, is it possible that there's something about the
2 history of many medications. 2 way we are approaching these phenomena that is in fact
3 So a lot of this is a reflection of the 3 getting in the way of recovery?
4 educational process, both in the first stages of 4 And once | began to ask that question, |
5 medical school and residency, and then what is 5 hbasically had a 180-degree turnabout in terms of how |
6 occurring in the medical literature even now. 6 had to practice ethically and according to science.
7 Q Letme stop you right there just for a 7 Q Anddid that result in a -- | think you kind
8 minute. So were you trained in this way? 8 of testified to this -- in a change in direction more
9 A Yeah. |was --absolutely. | was trained in 9 towards researching this issue?
10 the traditional sense that basically serious -- 10 A Oh, absolutely. Well, basically, it resulted
11 especially severe -- quote, severe mental illness or 11 intwo things. It resulted in a great deal of
12 mental illnesses are diseases of the brain which 12 conflict between myself and most conventional
13 require chemical treatments, i.e., medication 13 settings. It's why I'm an independent practitioner
14 treatments, and that in most cases, these medications 14 and not a person enjoying an academic appointment or
15 must be used on a very chronic or even permanent 15 an appointment in a facility.
16 basis. 16 So it really made -- | had to make a firm
17 Q And did something happen to cause you to 17 decision, was | going to be truthful to science or was
18 change your mind or question that information? 18 1 going to go after a $200,000 a year job with nice
19 A Lots of things happened. Probably one of the 19 perks and the respect of my colleagues?
20 most important things is that | was fortunate enough 20 So it was very clear to me that in order to
21 to be trained -- or be training in a location that 21 honor the dictum first do no harm, I had to really
22 exposed me to some additional information. 22 stay truthful to the science. And that's really what
23 In other words, some of the history, and also 23 necessitated my breakaway. So that's why I'm really
24 some of the alternative work which could be done that | 24 an independent person who does my own research and
25 might be effective. So that was one part, is | did 25 tried to just help where -- you know, where the help
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Page 116 Page 118
1 isactually needed or asked for. 1 phenomena as brain diseases.
2 Q Thankyou. And so then, just to kind of fill 2 The second thing that happened was the birth
3 in then this, it's Exhibit C, your neurotoxicity 3 of something called evidence-based medicine. This
4 analysis, that would be some of your, you know, more | 4 was -- actually sort of became official through the
5 recent work, is that correct, or current state of your 5 Journal of the American Medical Association and other
6 research into this issue? 6 major journals to really elevate an importance, not
7 A Yeah. Fairly current. 7 the actual day-to-day observations that a doctor would
8 | am trying to finish a second book this 8 be making and not the actual science of what causes
9 year. And what has really happened over the pasttwo | 9 illness, but clinical trials that are aimed at just
10 vyearsis that | try to do clinical work to keep myself 10 improving or changing symptoms.
11 current with that. 11 The third thing that happened was something
12 But | also step aside. And probably every 12 that is called direct consumer advertising in 1997,
13 single day, | am working on the most current research | 13 which again was trying to market these drugs and make
14 in the field in order to, you know, lecture and to 14 them more popular or appealing to the public.
15 also write this second book. 15 And the fourth big thing that has really
16 What really happened about four years ago is 16 changed is something called the preemption doctrine.
17 1 began to appreciate the fact that most physicians -- 17 And also, the Daubert litigation.
18 and this isn't just a criticism of psychiatry, by any 18 Daubert was a supreme court decision in 1993
19 means. But most of us ignore something which is 19 that has really made it quite difficult for toxic tort
20 called target organ toxicity. We don't pay attention 20 litigation to occur, so that the implications of that
21 to how the treatments we're using might actually be 21 for doctors -- and they don't realize this. It's very
22 adversely affecting the very target we are trying to 22 much behind the scenes -- is that the pharmaceutical
23 fix or help improve or repair. 23 industry began publishing as many papers that they
24 So in my case, about two years ago, | started 24 could as fast as possible in the journals in order to
25 to just begin focusing on the most current research 25 meet the Daubert standard of something called weight
Page 117 Page 119
1 that looked at the brain-damaging effects of different 1 of evidence or preponderance of the evidence.
2 kinds of interventions. And that is really what I've 2 So essentially what happened in the 1990s is
3 been focusing on. 3 that the journals, more than ever before in history,
4 So the document that you have there is a 4 became a tool of marketing, a marketing arm for the
5 reflection of some of that research. | should say 5 drug companies. And drug companies shifted in terms
6 that it's not completely up to date, because some of 6 of previous research in the United States.
7 the research I've been doing more recently even 7 Most of the research had previously been
8 demonstrates that these drugs are more toxic than what | 8 funded by the government and conducted in academic
9 | have written in this report. 9 centers. In the 1990s, that was pretty much over, and
10 Q@ Okay. Thank you. | want to get to that -- 10 most of the funding is now coming from the
11 getto that also a little bit more. But I'm also -- 11 pharmaceutical industry. So that's really in a
12 are there other reasons why clinicians are not really 12 nutshell what happened in the 1990s when | was
13 understanding this -- this state of affairs? 13 training.
14 A Sure. Well, I think there are so many things 14 Now, where are we now? What that means is
15 that happened. 15 that the journals that most doctors are relying upon
16 I'll just take my example. | went to medical 16 for their continuing information continued to be
17 school in 1992, graduated in '96, and did my residency | 17 dominated by pharmaceutical industry funded studies
18 until 2000. This was a very pivotal time in what was 18 and by papers which are being written, if not entirely
19 occurring within the mental health field and also 19 by the drug companies, then by authors who have part
20 within the United States culturally. And if I just 20 of their finances paid for by the drug companies.
21 picked, like, maybe four key things. 21 And while | don't believe that it's
22 One is the government decided to name this 22 necessarily going to buy us the information in an
23 decade the decade of the brain. In doing so, it sort 23 article, I think trials have to be funded by someone.
24 of attached a governmental license or the 24 Unfortunately what has happened is that there have
25 (indiscernible) of sanctioning regarding these 25 been too many episodes of the suppressed information,

5 (Pages 116 to 119)

Exhibit L, page 5 of 9


Jim
Highlight

Jim
Highlight

Jim
Highlight

Jim
Highlight

Jim
Highlight

Jim
Highlight

Jim
Highlight


Page 120

Page 122

1 so that doctors cannot get the whole truth. 1 Administration still may not have seen all of the
2 Q Waell, I want to follow up on that. What do 2 actual data that has been generated in the actual
3 you mean by suppressed information? 3 trials. Soitisa continuing problem and a
4 A Well, one of the things that has happened 4 continuing concern.
5 repeatedly, and again, most doctors don't realize 5 And yes, | believe that most people -- I'll
6 this, is that the pharmaceutical industry has not been 6 give you an example. When | was working in the VA
7 forthcoming in terms of surrendering all of the 7 clinic a couple summers ago in Oregon, | attended a
8 information to the Food and Drug Administration that | 8 dinner lecture where a speaker for a specific
9 they were by law | believe, or at least under ethics, 9 antipsychotic medication slipped out some information
10 required to do. 10 that I thought was extremely important. He said that
11 For instance, in January of this year, the 11 the FDA and the public still has not seen information
12 New England Journal of Medicine published a very 12 on Abilify, Aripiprazole, another antipsychotic.
13 important article that had been done. Actually, one 13 And he alluded to the fact that there was a
14 of the key authors was a former reviewer at the Food | 14 severe problem with cardiac toxicity, but he would not
15 and Drug Administration, who is now back in private | 15 go any further. He was speaking on behalf of another
16 practice, or somewhere. 16 company. But he said that it would be possible to
17 And he and his co-authors had actually had 17 contact him and perhaps he could share that
18 access and reviewed the clinical trial database on the | 18 information.
19 antidepressant medications. And they found that 19 Well, my point is, why are the rest of the
20 31 percent of the trials were never published. So 20 doctors not getting this information that Abilify is
21 31 percent of that information was never reported in | 21 eight times more toxic to the heart than the other
22 the journals so that doctors could see it. 22 antipsychotics? | sort of filed that away in the
23 Okay. WEell, you might say who cares. The 23 background of my head and said, boy, you know, I'd
24 point of it is that within that 31 percent, had they 24 like to have this information.
25 been published, the overall risk benefit understanding | 25 But the point is, doctors are not getting the
Page 121 Page 123
1 of this category of medications would have been 1 information. And that's a real problem both for them
2 changed. Instead of favoring these drug treatments, 2 and it's a problem for their patients.
3 it would have altered the whole face of the journals, 3 Q Isitfairto say that you've really devoted
4 and potentially the use of these medications would 4 your life to -- or your work at this point to
5 have become more limited. 5 ferreting out this sort of information and making it
6 Because that 31 percent of the information 6 available?
7 was showing that the medications were, A, not terribly 7 A Right. Asbestlcan. Andyou know, it's --
8 effective or not more effective than placebo at all, 8 it's really sort of a Catch 22. | would love to have
9 and, B, it really began to reveal the full scope of 9 the respect of my peers. | would love to be at
10 the hazard. So by not publishing all this 10 Harvard teaching. You know, | would love to be an
11 information, there is a false view of efficacy and 11 academic able to teach medical students.
12 safety. 12 But unfortunately, the system is so skewed
13 I should say the same thing has happened with 13 still in the direction of the pharmaceutical companies
14 Vioxx. The same thing has happened with the 14 and their products that | can't, you know, even get a
15 cholesterol-lowering drugs. This is an epidemic right 15 foot in the door.
16 now, which is a real crisis in the integrity of 16 So yes, | am full-time researcher trying to
17 medicine. It's not just psychiatry. 17 do my best to understand this material accurately, and
18 Q Does the same thing happen with respect to 18 fairly, and objectively, and then to actually act
19 the neuroleptics? 19 responsibly in response to that knowledge.
20 A Absolutely, the same thing has happened with 20  Q Soin reviewing this information, is it
21 respect to the neuroleptics. | think you're a perfect 21 important to carefully look at the data and analyze
22 example of someone who has tried to work to bring some | 22 what's actually presented?
23 of this hidden material to the forefront, because I 23 A It'sextremely important to look at the
24 still think there are concerns among professionals, 24 methodology. | don't think -- unless a person is
25 and | hope among the public, that the Food and Drug 25 actually working at the Food and Drug Administration

6 (Pages 120 to 123)
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Page 124 Page 126
1 or one of the actual clinical trial researchers, you 1 problems.
2 know, actually producing the data that you would 2 Number two is they eliminate the use of
3 actually -- that a person like myself would have 3 additional drugs, meaning additional medication.
4 access to the raw data. 4 Well, that eliminates another huge portion of the
5 But what I can analyze and ask questions 5 United States population, because most of the people
6 about is to go to people who have either performed 6 who are being seen in mental health settings are
7 these studies, or when | read the published studies, 7 actually receiving more than one, and in some cases,
8 which is usually what I have access to, to really use 8 you know, as many as 10 or even 20 medications for
9 good critical thinking in terms of analyzing the 9 various conditions.
10 methods that have been used. 10 So it makes it very difficult to extrapolate
11 And you might -- I'm not sure if we're going 11 to the real-world setting the information that they
12 to have time to discuss methodology, but this is one 12 getor they find in a clinical trial.
13 of the key things that any physician really has to pay 13 Another problem is the length of a clinical
14 attention to. 14 trial. A clinical trial usually is cut off at six
15 It's not just the fact that there might be 10 15 weeks. That'sit. And the drug companies understand
16 or 20 studies that say a particular medication is 16 and actually choose the six-week cut off for a very
17 either good, bad, or indifferent. It's actually 17 good reason. They know that generally speaking, they
18 important to -- you know, before even looking at that 18 can't continue to produce favorable results after six
19 conclusion, to address how the study was performed so | 19 weeks.
20 that one can make a well-informed and an appropriate | 20 And then another big problem with these
21 judgment as to whether or not the conclusion should 21 methodologies is the fact that they really are
22 even be considered. 22 enrolling people who have previously been receiving
23  Q And so without going too much into it, could 23 medications.
24 you describe a couple of methodological concerns that | 24 So what does that mean and why does that
25 you have with respect to the second generation of 25 alter or bias the results? Well, one of the problems
Page 125 Page 127
1 neuroleptic studies of which Risperdal is a member? 1 in the antipsychotic medication literature, as in the
2 A Certainly. One of the things that has 2 antidepressant literature, is the fact that patients
3 happened is that the database or the research 3 are brought into the study and they have previously
4 (indiscernible), which is actually used to approve 4 been taking a medication, in some cases right up to
5 medications in this country, psychiatric medications, 5 the day that they enter the study.
6 and then used to continue to argue in their favor, 6 And then the first seven to ten days in most
7 especially in product liability litigation or in a lot 7 of these trials involve taking the patients off of
8 of cases. That data set is very limited in terms of 8 those previous or pre-existing medications. So seven
9 generalizability. 9 to ten days, the person is abruptly cut off from their
10 What most people don't realize is that when a 10 previous drug.
11 drug is being approved, the people performing the 11 Now the real stage of the trial begins. So
12 research want to pick the healthiest or the least sick 12 that first seven- to ten-day window is something that
13 or the least damaged patients, so that they can try 13 s called a washout. And sometimes what they'll do is
14 and produce good outcomes. So that is one of the main | 14 they'll give everybody a sugar pill in those first
15 concerns that all of us doctors have about clinical 15 seven to ten days and call it a placebo washout.
16 trials is that we recognize the fact that the 16 Now, the use of the term washout has two
17 generalizability is limited. 17 meanings. Washout meaning whatever other drugs the
18 What do | mean by that? Well, they usually 18 person may have been taking before, those are supposed
19 want to pick people who don't have additional 19 to wash out of the system. And the second part -- and
20 ilinesses, such as diabetes, heart disease, lung 20 the second meaning of washout is that if someone
21 problems, liver disease. 21 begins to improve too much in those seven to ten days,
22 Well, that's going to rule out a large number 22 they are removed from the study.
23 of people who are actually existing in the real world, 23  Q Somay | interrupt you?
24 because once they've been on many of these 24 A Sure.
25 medications, they are guaranteed to have some of these | 25  Q Are you saying that when people are withdrawn

7 (Pages 124 to 127)
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Page 128 Page 130
1 from the drugs they were taking previously and they 1 trials that | have seen in the regular journals, |
2 improve when they get taken off the drugs, then they 2 have no reason to believe that anything other than
3 are eliminated from the study? 3 this procedure has been used repeatedly.
4 A That'sright. They take them out of the 4 In other words, the placebo washout and
5 study. Because they only want to have people 5 actually switching people or removing people who
6 remaining in the study who are going to continue to 6 improve too much, it's sort of a standard protocol
7 look -- you know, either continue to look bad on the 7 that you have a certain score in terms of symptoms.
8 placebo if they continue to stay -- if they are 8 And if people don't meet that cutoff, in other words,
9 randomized to the placebo part of the trial. 9 they begin to improve too quickly, they don't get to
10 Or if they are then switched back on to an 10 stay in the study.
11 active medication, something chemically active instead | 11 So | have no reason to believe that
12 of a sugar pill, their withdrawal symptoms, having 12 Risperidone was any different than Zyprexa in terms of
13 been cut off of a previous drug, will hopefully 13 this method of eliminating people who -- and you know,
14 respond to having another drug that was similar to the | 14 favoring or biasing the result of the study.
15 previous drug, you know, put back into their system. 15 Q Inthe interest of moving forward, is it fair
16 So you understand completely, they remove 16 to say there are other methodological problems with
17 people -- and this is important in terms of this case. 17 these studies?
18 Because for instance, in the Zyprexa trials, a full 18 A Oh, absolutely. What many of these studies
19 20 percent of the people improved so much in the first | 19 will do is to allow certain concomitant treatments.
20 seven to ten days when they were taken off their 20 In other words, certain additional medicines during
21 previous drugs that they kicked all those people out 21 the study so that you can't really be sure that the
22 of the trial. 22 results they are claiming are the result of the actual
23 If they had retained them in the trial, they 23 interventional drug. For instance, Risperdal instead
24 could not have gotten results that made Zyprexa look 24 of a benzodiazepine or an antihistamine.
25 like it was any better than a sugar pill. It would 25 Another thing is the way that the data
Page 129 Page 131
1 have biased the results in favor of the sugar pill. 1 themselves get reported. And one of the things that
2 Q Sonow, did you -- did you analyze the 2 is frequently done is to use something called LOCF, or
3 studies that the FDA used in -- 3 last observation carried forward. So what that means
4 THE COURT: And | am going to cut off here 4 s if you were to enter a study for instance, and they
5 and say what would be helpful to me, Mr. Gottstein, is 5 started you on Risperdal, and you start to have a
6 as | understand it, API is proposing Risperdal here, 6 severe side effect, let's say Parkinsonian symptoms,
7 correct? 7 and you dropped out of the study at two weeks, but the
8 MR. GOTTSTEIN: Yes. 8 study is supposed to end at six weeks, they will carry
9 THE COURT: And so if we focused exclusively 9 forward your score to the six-week mark.
10 onthat, I think given our time constraint and the 10 Now, this will sometimes -- people will
11 proposal, I think that would be the most helpful for 11 actually drop out when they have a higher score and
12 me. 12 they'll carry that forward, as well. But the use of
13 MR. GOTTSTEIN: Well, Your Honor, one of the | 13 LOCF statistics, especially when they carry forward
14 problems is that we didn't know until Monday that -- 14 people who are dropping out on placebo, those are
15 you know, that it was Risperdal. 15 people who are dropping out because they are in
16 THE COURT: But now that we do, if we could 16 withdrawal. They have been cut off from a previous
17 focus on that, | think that would help. 17 drug.
18 BY MR. GOTTSTEIN 18 And so they carry forward an end result,
19 Q Well, are all these -- are all these things 19 which is not a reflection of the underlying illness,
20 that you mentioned also applicable to the Risperdal 20 let's say, but a reflection of this introductory bias,
21 studies? 21 the placebo washout.
22 A Asfaras| know. And | have no reason to 22 So the fact they report all of these LOCF
23 believe from what I've read in the literature -- | 23 data, meaning the fact that they are just carrying
24 haven't had time to read the FDA review on Risperidone | 24 forward the results or the statistics from people who
25 as | have done with olanzapine. But based on the 25 drop out of the study early, biases the results in

8 (Pages 128 to 131)
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Page 132

favor of the drug, when in fact it's not an accurate
reflection of what's really going on in the study.

And that happens quite often, and that
certainly happened in the Risperdal/Risperidone
literature.

Q Sojust to kind of finish up this part, would
it just generally be fair to say that it would be
pretty difficult for a practicing psychiatrist in
clinical practice to have this information that you
are providing to the court?
A Oh, it would be almost impossible. It's --
it would be something you would really have to devote
your study to.

And actually, you know, not only would it be
difficult for the ordinary doctor to know this is
going on, but he or she would read what is published
in the regular journals and see that the results are
promising, like 70 to 80 percent response rates,
meaning a good response with patient satisfaction, et
cetera.

And then he or she would be in the real-world
setting, and maybe be lucky see 30 or 40 percent of
the patients able to even tolerate the drug. So it
not only is something that would be hard for doctors
to know, but what they're actually being exposed to is

©CoO~NOUILAWNLE
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would probably be living, you know, if they were
lucky, 72, 74 years of age for men in the United

States these days. And we are really talking about
something which drops the lifespan down into the 60s.

So at the worst what is going on is that we
are actually contributing to morbidity, actually
shortening people's life spans. And that's -- and
that is either through an acute event like a stroke or
a heart attack or something called a pulmonary
embolism, or we are talking about more chronic
illnesses that eventually take their tolls, things
like diabetes and heart failure.

So at the very worst, what is going on in the
United States is an epidemic of early suffering or
mortality that was not present before these
medications were being used, you know, by such a
prevalence -- in such high numbers.

The second thing that is going on is that we
are arguably worsening the long-term prognosis of
people, and in directions that were not previously
seen or talked about. And | think my affidavit speaks
to this. And also Mr. Whitaker's affidavit speaks to
the history and the actual historical outcomes when
individuals were being offered something other than
just the medication or the priority on medication.

O©CoO~NOOA,WNPR
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so far removed from reality that they are very
unlikely to understand what is going on in the real
world.

Q Okay. So what is going on in the real world?
What is the impact of drug -- well, specifically
Risperdal on patients?

A Well, the real effects in the real world
are -- are really in two categories. And as a doctor,
you know, | am sort of thinking in terms of safety
first. | sort of think of, boy, what do I really have
to look out for here if somebody comes into my office
and they are receiving this medication or | am asked
to begin it?

So one of the things that, you know, we are
really talking about is safety. Are people dying on
these drugs? Do people die from taking Risperidone?
Yes. People are actually experiencing shorter life
spans.

Initially it was felt that the life spans for
people on medications like Risperidone were perhaps
shortened maybe ten or 15 years. And I think that's
even been elevated in the most recent government
studies to more like 20- or 25-year shorter life
spans. So instead of a male -- and we're usually
talking about, you know, males with mental illness,

1
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Page 135

And so that is the other big thing in terms of what's
going on.

What's going on is that people are suffering
in great numbers, and that people are dying early, and
that people are having what might have previously been
a transient, that is a limited episode, converted into
a chronic and more disabling form of experience.

Q Is --are these drugs brain damaging?

A Well, I try and not sound like | am, you
know, really off -- off my rocker. Because people
probably wouldn't like it if I actually used a term
for what's happening.

But | sort of say we have unfortunately
contributed to a population of CBI patients, meaning
chemically brain injured.

I was in the military, so | am very used to
TBI patients, traumatic brain injury from, you know,
concussions and explosions and what's going on in Iraq
and Afghanistan.

But what is the elephant in the room that
people aren't addressing in psychiatry and neurology
is this population of CBI, chemically brain injured.

So yes, | actually would say that what we
have created, and | think Mr. Bigley is an example of
this, is that we are creating dementia on a very large

9 (Pages 132 to 135)
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PARIT TR ON FINAMCE

Wnited Staces Senate

WasHnGTOR, DC 2061 0=6200
March 20, 2009

Via Electronic Transmission

Dr. Drew Gilpin Faust Dr. Peter L. Slavin

President President

Harvard University Massachusetts General Hospital (Partners Healthcare)
Massachusetts Hall 55 Fruit Street

Cambridge, MA 02138 Boston, MA 02114

Dear Drs. Faust and Slavin:

The United States Senate Committee on Finance (Committee) has jurisdiction
over the Medicare and Medicaid programs and, accordingly, a responsibility to the more
than 80 million Americans who receive health care coverage under these programs. As
Ranking Member of the Committee, | have a duty to protect the health of Medicare and
Medicaid beneficiaries and safeguard taxpayer dollars appropriated for these programs.
The actions taken by thought leaders, like those at Harvard Medical School, often have a
profound impact upon taxpayer funded programs like Medicare and Medicaid and the
way that patients are treated and funds expended.

I have also taken an interest in the almost $24 billion annually appropriated to the
National Institutes of Health (NIH) to fund grants at various institutions such as yours.
As you know, institutions are required to manage a grantee’s conflicts of interest. But |
continue to learn that this task is sometimes made difficult because physicians do not
consistently report all the payments received from drug companies. To encourage
transparency, Senator Kohl and I introduced the Physician Payments Sunshine Act (Act).
This Act will require drug companies to report publicly any payments that they make to
doctors, within certain parameters.

Recently, | was provided a number of documents, including slides, that became
available during ongoing litigation.”” A number of the documents reviewed by my staff
relate to, among other matters: Dr. Joseph Biederman of Harvard University (Harvard)
and Massachusetts General Hospital (MGH/Partners), (collectively, the Institutions); and
to the Johnson & Johnson Center for Pediatric Psychopathology Research (Center). As
part of the litigation, Dr. Biederman produced several slide sets, and my staff have pulled
several slides from these various presentations. | am not certain if these slides sets were

M Responsibility of Applicants for Promoting Objectivity in Research for Which PHS Funding is Sought,
42 C.F.R. 50 (1995).

2 Alma Avila, as Next Friend of Amber N. Avila, an Individual Case vs. Johnson & Johnson, et al., Docket
No.: MID- L-6661-06

(In Re Risperdal/Seroquel/Zyprexa; Superior Court of Middlesex County, New Jersey).

Wnited States Senate
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created by Dr. Biederman, and | am not certain if he has ever presented these slides
publicly. However I do know that they were produced by Dr. Biederman.

The slides raise potential concerns about, among other matters, Dr. Biederman
and the Center. My main concern is whether or not the attached slides suggest a
predisposition to specific findings and conclusions prior to the studies being commenced.
My other concern is whether or not NIH was aware that Dr. Biederman was performing
research sponsored by J&J on psychiatric disorders when it awarded him a grant to
collaborate with other doctors to study those same psychiatric disorders. | am also
wondering if the physicians Dr. Biederman was collaborating with under the NIH grant
were notified of Dr. Biederman’s corporate sponsored research.

Accordingly, this letter seeks, among other things, your guidance as to whether or
not the materials discussed in this letter are in compliance with all applicable rules
followed by the Institutions. In addition, | would like to better understand the role played
by the Institutions when proposals are drafted by professors, and whether those policies
and procedures were followed with regard to the materials attached to this letter.

I. Attachment A
Slides in Attachment A, highlight several “Key Projects for 2005,” and state:

= Concerta for the treatment of ADHD NOS in adolescents
o Extend to adolescents positive findings with Concerta in ADHD NOS
in adults

= Randomized Clinical Trial of Risperidone vs. Placebo in children younger
than 10 years of age with bipolar disorder
o  Will complement registration efforts of studies with older youth
o Will provide Janssen with critical competitive data on safety and
efficacy of risperidone in children (80% of referrals)

Please explain:

1) Why do these slides suggest an expectation of positive outcomes for the
drugs prior to the commencement of the clinical trials?

1. Attachments B and C

Slides set forth in Attachment B seem to explain what MGH would provide
Johnson & Johnson in return for the funding. As part of the “deliverables,” the slide
reads:

= Research posters at major national and international meetings

= Research publications in peer reviewed journals

= Programs and symposia at major national and international meetings

= Help J&J develop state of the art, data based CME [continuing medical
education] programs and educational materials

Exhibit M, page 2 of 63



Several of the deliverables set forth in this slide are typical deliverables when performing
scientific research, with the exception of the statement that the Center will in some way
be helping J&J to create “state of the art, data based” CME programs. Accordingly
please explain the following:

1) According to protocols and policies of Harvard/MGH, is it appropriate that a
portion of the deliverables include the development of “state of the art data
based CME programs and educational materials” for a particular
pharmaceutical sponsor, in this case J&J? Please explain.

The slides in Attachment C describe, among other things the “Benefits” of the
J&J Center. One slide reads:

= Supports research on the disorders that J&J products treats:
o Concerta
o Risperdal
o Reminyl
o Topamax
Another slide in Attachment C says the following:

= Provides rationale to treat chronically and aggressively highly morbid
child psychiatric disorders

And yet another slide reads:
= Provides ongoing consultation for protocol development of new J&J
products or new uses for existing compounds
= Concerta for adult ADHD NOS
= Reminyl for ADHD

1) Please explain why the slides set forth above suggest that the study being
proposed could find new uses for J&J products?

I11. Attachments D and E

The slides in Attachment D highlight several additional issues. The first is entitled
“Key Projects for 2004” and says:

= Comparative effectiveness and tolerability of Risperidone vs. competitors in the
management of pediatric bipolar disorder: acutely and chronically

= Will clarify the competitive advantages of risperidone vs. other atypical
neuroleptics

Another slide in Attachment D reads, in pertinent part:

= Effectiveness and safety of Risperdone in pre-schoolers
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o Will support the safety and effectiveness of risperidone in this age
group

The slides in Attachment E titled “Planned Investigator Initiated Studies” seem to
complement those in Attachment D and say:

= Randomized Clinical Trial of Risperidone vs. Placebo in children younger than 10
years of age with bipolar disorder
= Will complement registration efforts of studies with older youth
=  Will provide Janssen with critical competitive data on safety and efficacy
of risperidone in children (80% of referrals)

Accordingly, please respond to the questions below regarding Attachments D and E.

1) Please explain how these slides could suggest that a study, which had not yet
commenced “will support the safety and effectiveness of....” any particular drug
and “complement” other efforts?

2) s it possible that the study proposed in Attachment D would not support the
safety and effectiveness of risperidone in pre-schoolers and if this is the case, why
would the slide not so state?

Again, Dr. Faust and Dr. Slavin, | am having difficulty putting the Attachments to this
letter in proper context. Indeed, | reached out to a physician researcher for an
independent review of the slides attached to this letter. In response to my inquiry, the
physician researcher said that it appeared that the slides discussed in this letter were
nothing more than marketing tools, as opposed to discussions of independent scientific
research.

IV. The Janssen Study

We also learned that these slides did result in funds being paid to Dr. Biederman
and that he eventually published a Janssen supported study that found a 30% reduction in
ADHD symptoms in 29% of study subjects when taking risperidone. This study was
published in 2008 and its finding seem to correlate with the slides that were apparently
produced years earlier and attached to this letter.] More specifically, Dr. Biederman’s
study concluded, “treatment with risperidone is associated with tangible but generally
modest improvement of symptoms of ADHD in children with bipolar disorder.” Even
more troubling, the published study lists support from Janssen, the Stanley Medical
Research Institute, and the NIH. In fact, the NIH funding for this study raises still more
concerns in that federal dollars may have been used to support research when the results
may have been “predicted” before the study began.

B! Biederman, J oseph et al “Risperidone treatment for ADHD in children and adolescents with bipolar
disorder” Neuropsychiatr Dis Treat, Feb 2008, 4(1): pp 203-207. Published online Feb 2008.
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V. Attachment F and Possible Conflict of Interest

There is yet another aspect of documents reviewed in this matter that is
concerning me. It is my understanding that Dr. Biederman was seminal in the creation of
the Center and that he received almost half a million dollars [Attachment F] from the
NIH to run the annual Collaborative Pediatric Bipolar Disorder Conference (2003:
$95,015, 2004: $96,631; 2005: $99,209; 2006: $101,865; 2007: $101,567). It appears
that running the Center on bipolar disorder, while also running a conference for the NIH
on bipolar disorder could be perceived as a conflict. Therefore, | would appreciate your
views on this. | also want to advise you that the NIH told me that MGH never informed
them of this possible conflict.

VI. Attachments G and H

In addition to materials regarding the Center and Dr. Biederman, I also received
materials produced for ongoing litigation by J&J. It seems, based upon a review of J&J
internal communications, that the collaboration between the Center and J&J was driven
more by business and marketing as opposed to pure science and research. For instance,
in Attachment G there are J&J slides titled “2003 Business Plan.” In one slide J&J notes
that it will “leverage” the MGH Center to raise awareness of bipolar disorder in kids
because “use of psychotropic medications in [children and adolescents] remains
controversial.” Another slide identified as Attachment H was presented by a J&J
employee and was titled “A New Initiative! J&J Pediatric Research Center at Mass
General Hospital.” The relevant slide states that the initial discussions with MGH to
create the Center involved participation “with marketing.” So | ask, is it typical in your
experiences to include the marketing division of a sponsor company during discussions of
possible collaboration with your institution?

VII. Attachment J
Another document provided to me is entitled, “PHARMA SALARY
SUMMARY” is identified as Attachment J. This document appears to be a summary of
payments made to Dr. Biederman over a 3 year period. Accordingly, please respond to
the following questions:
1) Explain the payments made and the services provided.

2) Address whether or not these payments were reported to you by Dr. Biederman.

3) Address whether or not if these payments were reported by you to me in previous
correspondence.

4) Regarding Attachment J, please explain if Dr. Biederman received compensation

from these companies as detailed in the attachment. If yes, provide an annual
summary from each company.
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VII1. Protocol Violations

Based upon a review of still other documents produced, I see that MGH’s
Institutional Review Board (IRB) found “a serious breach of the protocol and procedures
and provisions” in Dr. Biederman’s study of risperidone and olanzapine in preschool
children. Based upon the materials in my possession [Attachment I], when this issue was
brought to Dr. Biederman’s attention in 2004, the human research committee at MGH
reported that this was the sixth protocol violation for the study. If a study is supported
with federal funds, then such violations should have been reported to the Office for
Human Research Protection (OHRP) at the Department of Health and Human Services.
Additionally, when the study was apparently published in 2005, the article listed support
from the Stanley Medical Research Institute and the National Institute of Mental
Health." However, OHRP informed me that it was never notified of any protocol
violations for this study.

Accordingly, please respond to the following questions and requests for
documents. For each response, first repeat the question followed by the appropriate
answer.

1) Why did Harvard/MGH not inform the NIH about Dr. Biederman’s collaboration
with J&J when it applied for the NIH bipolar disorder grant?

2) Several documents that Dr. Biederman supplied to the court make note of a “JB
rent fund.” What is the “JB rent fund” and to whom did the money go?

3) Why did MGH not inform OHRP about the IRB protocol violations in Dr.
Biederman’s study?

4) For that particular study, please explain each IRB protocol violation and how
those violations were resolved.

5) Did representatives of MGH discuss collaborating on the Center with marketing
people from J&J, as Attachment H states?

6) Were the slides detailed in the attachments to this letter created by Dr.
Biederman? If not, who created them?

7) Please explain if these slides were ever presented to an audience. If so, who saw
these presentations?

Thank you again for your continued cooperation and assistance in this matter. As
you know, in cooperating with the Committee’s review, no documents, records, data or
information related to these matters shall be destroyed, modified, removed or otherwise
made inaccessible to the Committee.

¥ Biederman, Joseph, et al “Open-Label, 8-week Trial of Olanzapine and Risperidone for the Treatment of
Bipolar Disorder in Preschool-Age Children,” Biol Psychiatry, 2005, 58: pp 589-594.
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| look forward to hearing from you by no later than April 17, 2009. All
documents responsive to this request should be sent electronically in PDF format to
Brian_Downey@finance-rep.senate.gov. If you have any questions, please do not
hesitate to contact Paul Thacker at (202) 224-4515.

Sincerely,

Choek

Charles E. Grassley
Ranking Member

cc: Raynard Kington, M.D., PhD.
Acting Director
National Institutes of Health

Attachments
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Johnson & Johnson Center for
Pediatric Psychopathology
Research

Director: oepawérfhaXh, M.D.

Co- Director: Steve Faraone, Ph.D.
Data Management Director: Eric Mick, Sc.D
Business Administrator: Kate Bailcke, MA

Administrative Coordinator: Megan Aleardi

Massachusetts General Hospital
Harvard Medical School
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Planned |lITs

 Concerta for the treatment of ADHD NOS
In adolescents

— Extend to adolescents positive findings with
Concerta in ADHD NOS in adults
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

 Randomized Clinical Trial of Risperidone
vs. Placebo in children younger than 10
years of age with bipolar disorder

— Wi
wit
— Wi

| complement registration efforts of studies
n older youth

| provide Janssen with critical competitive

data on safety and efficacy of risperidone in
children (80% of referrals)
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Deliverables
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

* Research posters at major national and
international meetings

* Research publications in peer reviewed
journals

* Programs and symposia at major national
and international meetings

* Help J&J develop state of the art, data
based CME programs and educational
material
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Deliverables

* Manuscripts * Abstracts

— ADHD Follow-ups — APA

— Smoking as Gateway — Biol Psych
Drug — CINP

— Ris for pediatric bpd — ECNP

— Ris for preschoolers Stanley

— Age, gender; anxiety; — Bipolar Conf
cohort analyses — Special issue

— Driving

— Lab workplace
— PET
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Attachment C
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Johnson & Johnson Center for
Pediatric Psychopathology Research

e Massachusetts General Hospital

= Gains access to many millions of dollars in data
that have already been collected through NIH
and other grants

= Gains access to world class experts in a
variety of fields

Pediatric and Adults Psychopathology
Clinical Trials

Genetics

Neuroimaging

Biostatistics and Epidemiology
Neuropsychology

Driving Simulation
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

= Supports research on the
disorders that J&J products
treat
=« Concerta
» Risperdal
« Reminyl
= TOpamax
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Y Massachusetts General Hospital

= Documents the morbidity and disability
associated with ADHD, pediatric bipolar
disorder and related psychiatric and
cognitive comorbidities

= Provides rationale to treat chronically
and aggressively highly morbid child
psychiatric disorders
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

s Puts J&J at the forefront of pediatric
psychiatry research

= Provides ongoing consultation for protocol
development of new J&J products or new
uses for existing compound
= Concerta for adult ADHD NOS
« Reminyl for ADHD

= Facilitates pilot and proof of concept studies
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| Key Projects for 2004
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

= Comparative effectiveness and
tolerability of Risperidone vs
competitors in the management of
pediatric bipolar disorder: acutely and
chronically

« Will help clarify the competitive
advantages of risperidone vs. other
atypical neuroleptics
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

e

= Risperidone in the treatment of
pediatric ADHD when comorbid with
bipolar disorder

= Will complement prior work on risperidone
for DBD
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

s Effectiveness and safety of Risperidone
in pre-schoolers

»« Will support the safety and effectiveness of
risperidone in this age group
s Pharmacogenetics of Risperidone

» Will search for markers of response and
adverse effects in pediatric bipolar disorder
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Planned Investigator Initiated
| Studies
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Planned IITs

s Concerta for the treatment of ADHD
NOS in adolescents

= Extend to adolescents positive findings
with Concerta in ADHD NOS in adults
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Planned IITs

s PET studies of Concerta in ADHD

= Further clarification of Concerta’s unique
pharmacological and therapeutic profile
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Johnson & Johnson Center for
Pediatric Psychopathology Research

Massachusetts General Hospital

= Randomized Clinical Trial of Risperidone
vs. Placebo in children younger than 10
years of age with bipolar disorder

» Will complement registration efforts of
studies with older youth

« Will provide Janssen with critical
competitive data on safety and efficacy of
risperidone in children (80% of referrals)
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Attachment F
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National Institutes of Health
Bethesda, Maryland 20892

FEB13 2009

The Honorable Charles E. Grassley
United States Senate
Washington, D.C. 20510

Dear Senator Grassley:

I'am writing in response to your letter of December 19, 2008, regarding Drs. Joseph
Biederman and Timothy Wilens of Harvard University (Harvard) and Massachusetts
General Hospital (MGH). Specifically, you asked if Harvard and/or MGH notified the
National Institutes of Health (NIH) about any potential conflicts of interest regarding
NIH grant U13 MH 064077, titled Collaborative Pediatric Bipolar Disorder Conference.

MGH, the grantee institution responsible for reporting financial conflicts of interest to
NIH under the regulation at 42 CFR Part 50, Subpart F, Responsibility of Applicants for

- Promoting Objectivity in Research for which PHS Funding is Sought, has not notified the
NIH of any potential conflicts of interest conceming the above-referenced grant for
which Dr. Biederman served as Pnncxpal Investigator.

Subsequent to your letter, MGH informed the NIH of the results of its ﬁnanmal conflict
of interest review for those NIH grants under which Drs. Biederman, Wilens, and/or
Spencer had a role in the design, conduct, or reporting of the'research. The NIH is‘in the
process of following up with MGH regarding its review, including, specifically, its
review of U13 MH 064077.

~ I hope this infonﬁatioﬂ is helpful. If you need any additional information, please contact
Marc Smolonsky, NIH Associate Dlrector for Leglslatlve Policy and Analys1s, at (301)
496-3471.

Sincerely yours,

Acfing Director
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assess how gene variants will predict adult outcome. In our
preliminary work, we have begun fo address each of the Specific
Aims that are the focus of the proposed work. We view the
proposed extension of our work as an essential step for several
reasons. First, although there have been seven follow-up studies
of ADHD children and only two {our included) used DSM-1li-R
criteria. Moreover, unlike most prior follow-up studies, the
proposed work can comprehensively address psychiatric
comobidity in ADHD because we did not use comorbid conditions
to exclude cases at baseline and we assessed for a wide range of
comorbid conditions at each assessment. Only a few prior studies

assessed intelligence, achievement and schoot functioning, none

have thoroughly examined attentional-executive
neuropsychotogical functions and only one examined psychosocial
and family functioning. In contrast, our study has taken a
multidimensional approach to measurement; we have assessed
these domains of functioning at baseline and each follow-up
assessment. Because the treatment interventions used in our
sample are not being controlled, we will be able to document to
naturalistic course of treatment use. Also, we are the only long-
term study to collect clinical and molecular genetic data on all first
degree relatives and to follow the siblings of ADHD and controt
subjects into adulthood. For these reasons, we expect the
proposed work to clarify the course and outcome of ADHD.

2003

1U13MH064077-
01A1

Collaborative
Pediatric Bipolar
Disorder
Conference

DESCRIPTION (provided by applicant): We are proposing a multi-

year conference grant which seeks to establish a forum for
researchers to pursue collaborative studies of pediatric bipolar

| disorder. This application was conceived in.response to a recent

roundtable discussion convened by the NIMH's Director, Dr.
Stevé Hyman, in collaboration with the Developmental
Psychopathology and Prevention Research Branch and the Child
and Adolescent Treatment and Preventive intervention Research
Branch, Despite controversy, the notion that pediatric bipolar
disorder is exceedingly rare has been challenged by case
reports and emerging research findings that suggest that this
disorder may not be rare but, rather, that it is difficult to diagnose.
It is also quite clear that, despite debate over nosoclogical issues,
many clinicians recognize that a sizable number of children suffer
from a severe form of psychopathology associated with extreme

- irritability, violence, and incapacitation that is highly suggestive of .

bipolar disorder. Since a sizable clinical population currently exists
for which relatively little systematic information is available, efforts
that increase the pace and utility of research are desperately
needed. Thus, an appropriate mechanism designed to facilitate
regular communication among investigators and clinicians is
needed as a first step to build collaborative research and guide
clinical efforts that will foster a more efficient and streamiined
approach to the understanding and treatment of this pemlexing
disorder. The main aim of the proposed conference grant is to
overcome the hurdles to Collaboration by establishing yearly
conferences among investigators studying pediatric bipolar

| disorder. Subgoals of these conferences are: (1) to define the

boundaries of the bipolar spectrum phenotype and determine if
children who technically meet criteria for bipolar disorder actually
have this disorder or are affected with another condition.;

(2) to standardize data collection methods across different centers
to facilitate pooling of diagnostic data and validation of the
disorder; (3) to facilitate joint submissions of large ¢ollaborative
projects that will enable the study of a broad spectrum of scientific
questions including genetic, imaging and therapeutic protocols;
and (4) to create a mechanism for pooling samples so that .

$956,015

potential findings from one group may be cross-validated on
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-pooled data from other groups. Although scientific projects

studying pediatric bipolar disorder are likely to be funded in the
coming years, these efforts will likely take many years to unfold.
This scientific void and ongoing diagnostic and therapeutic
uncertainties calls for immediate action to foster contact and
dialogue among interested parties in the clinical and scientific
community. While the field faces a dearth of information, more and
more children and families are being referred to clinics for
evaluation and treatment. Thus, steps that increase the
identification of children with bipolar spectrum disorder and the
development of initial therapeutic approaches to help them is of
high clinical, scientific and public health importance.

While the proposed conference does not intend to solve all
outstanding problems associated with pediatric bipolar disorder, it
will provide a forum to begin formulating a solution.

2004

5R01HD036317-07

Aduit Qutcome of
Attention Deficit
Hyperactivity
Disorder

same as 2R01HD036317-06

$541,514

2004

5U13MHO064077-02

Collaborative
Pediatric Bipolar
Disorder
Conference

same as 1U13MH064077-01A1

" $96,631

2005

5R01HD036317-08

Adult Outcome of
Attention Deficit
Hyperactivity
Disorde

same as 2R01HD036317-06

$559,193

2005

5U13MH064077-03

Collaborative
Pediatric Bipolar
Disorder
Conference

same as 1U13MH064077-01A1

$99,209

2006

S5R01HD036317-09

Adult Outcome of
Attention Deficit
Hyperactivity
Disorde .

same as 2RO1HD036317-06

$566,125

2006

5U13MH064077-04

Coilaborative |
Pediatric Bipolar

Disorder

Conference-

same as 1U1 ;3MH064077-01A1

$101,865.

2007

1R03MH079954-01

Course of
psychopathology
in female youth:
Analysis with
extant
longitudinal data

DESCRIPTION (provided by applicant): Although attention-
deficithyperactivity disorder (ADHD) is more prevalent in boys
than girls, litfie doubt exists that ADHD is also an important cause
of psychiatric disability in girls. Despite this, the scientific literature
on females with ADHD is scarce, and mostly cross-sectional.
Thus, large-scale studies examining the course and outcome of
psychopathology in ADHD in girls are sorely needed. Such .
information can inform patients, families, teachers and clinicians
and facilitate prevention and intervention efforts for females with
ADHD, an understudied population. We propose a data analysis
project that utilizes an existing longitudinal database to address
these questions. The overall goal of this application is to use
longitudinal measurements, a multigenerational perspective and.
an extensive assessment of multiple domains of functioning to
investigate the developmental course and outcome of
psychopathology in female youth with and without ADHD. Our
specific aims are to: 1) examine the risk for psychopathology
associated with ADHD across development; 2) describe the clinical
characteristics of psychopathology in a sample of ADHD girls; 3)

-1 estimate the effect of antecedent risk factors on psychopathology

in a sample of ADHD girls; and 4) to estimate the effect of
psychopathology on subsequent functional ocutcomes in a sample

$87,500

of ADHD girls. The psychopathological conditions to be examined
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Child and Adolescent

& Other New Business

2003 Business Plan
July 29, 2002
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Use of psychotropic
medications in C&A
remains
controversial

Limited education
and awareness of
appropriate use of
APSs

Physician

misperception of
RIS safely profile

Strategic Initiatives

Laqk of indication

Raise awareness P
regarding prevalence, Develop educational hEst:ab /i 5’; Risp 1'7 al ?Ii Partg:; %‘}L{';PRD
economic and emotional platform VI 2 TaVOIaIE FISic: a
burden benefit ratio development plans
Partner with advocacyto |+ Partnerwith McNeilto ~ |*  Neutralize safety and » Work to expedite
drive caregiver education drive and leverage tolerability concerns enrollment in ongoing
Generate and disseminate educational program +  Leverage curent datasets Schizophrenia trial
data supporting clinical |+ Targeted medical +  Develon EMRP plan »  Assist in development of
rationale and utility of APS education to pediatricians addregging datagaps: adolescent bipolar trial
I G&A nd nerologiety ADHD, bipolar disorder, |+ Expedite transfer and
Leverage CAPR!| initiative |+ Leverage J&J-MGH autism, acute agitation, analysis of RUPP database
i iatri Tourette's ,
CodarcFopatoty| Tt W eroa
Leverage J&J-MGH needs *  Maximize RUPP autism Pediatric Development
Pediatric Psychopathology publication Group to expedite receipt of

Center to drive awareness

\/\/

written request

\/\/
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W Use of psychotropic medications
in children is controversial

e Raise awareness regarding prevalence,
economic, and emotional burden of untreated
C&A mental ilinesses and the long-term
implications

Key Tactic: C&A Mental Health Summit

Description

One day national summit which addresses current issues in mental
ilinesses in children and adolescents

Audience
Advocacy, KOLs, AACAP, NIMH

Subject to legal and ;
regulatory review 2003 Business PLan
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WUmited education and awareness
of appropriate use of APS

e Develop educational platform to establish the
role of APSs in the treatment of C&A mental
illness

Key Tactic#1: "Branded” educational initiative

Description

Multt nedum, comprehensive branded educational campaign on the role of APS in the
treatment of CRA mental health: Centers of exceltence, Regional CME symposia,
monographs

Audience
National and regional key opinion leaders, community besed physicians

Key Tactic#2: Academic collaboration (MGH and CAPRI)

Subject to legal and .
regulatory review 2003 @Business PLan
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% Lack of indication

e Partner with JJPRD and J&J Pediatric Institute to
facilitate current development plans
> RUPP (autism)
» Schizophrenia
> Bipolar Disorder
> Exclusivity

Subject to iegal and .
regulatory review 2003 Business PLan
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<" Risperdal C&A 2003 PME’s

JJRE 02399426

Confidential/Produced in Litigation Pursuant to Protective Order

2002 | proposed 2003 | 2003

Description PME ($K) PME ($K) PME (%)

Medical Marketing/Education 3,890 3,300 51.6%
CME Branded Initiative 1,800
PsychLink/Teletopics 450

Symposia (2) 350

Publications 500
National Ad Board 200

Advisory Boards (RAB/HOV) 1,800 1,900 29.7%

Public Relations 325 500 7.8%
C&A Summit 400
Other 100

Grants 160 300 4.6%

Other 225 400 6.3%

Total PME $6,400 $6,400 100%

Subject to legal and

regulatory review 2003 Business PLan
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© J&J Pediatric Research Ctr. at MGH

&
£,

2 Background (continued)

m With marketing, held initial discussions with
MGH to discuss collaboration re: specific
. extramural research with risperidone
> m Discussed the concept of a J&J center at MGH,
reviewing specific scientific questions related to
key business areas

= m Discussed partnerships with J&J sister

¢ companies (OMP, McNeil) to coordinate support
- of MGH collaboration

- u Designed a model methodology for

4® collaboration, with specific scientific deliverables
and timelines for delivery
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Attachment |
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INVESTIGATOR REPORT OF MAJOR PROTOCOL VIOLATION

This form is to be used to report major protocol violations. Protocol violations are deviations from the
IRB-approved protocol that are not approved by the IRB prior to initiation or implementation. A major
protocol violation is a violation that may impact subject safety, affect the integrity of the study data,
and/or affect the willingness of the subject to participate in the study. Refer to PHRC guidance document
Protocol Violations, Deviations, and Exceptions for more information and for examples of major and
minor violations, see hitp: ¢.partners.org/phsirb/prodevex.

1. PROTOCOL INFORMATION

Protocol #: . 2001-P-000422
Principal Investigator: Joseph Biederman, MD
Title of Study: Open-Labél Comparative Study of Risperidone Versus Olanzapine

for Mania in Preschool Children 4 to 6 Years of Age with Bipolar
Spectrum Dlsorder

2. SUBJECT INFORMATION . ; '
Subject(s) ID # Subject Initials Date of Violation Date of Discovery
3601102 MATMCD A 03/07/02 03/12/04

3. DESCRIPTION OF THE VIOLATION

Briefly describe the protocol violation. )

Subject MATMCD missed visits 4 through 6 during the dcute phase of the study and
subsequently all the necessary tasks (ie questionnaires, vitals) were not completed.
Additionally, six weeks instead of the usual four lapsed between the week 3 and week 7
visits. At week 8, the subjects olanazpine dose was increased beyond the protocol
specifications. For the purpose of stabilizing the subject, the dose was increased to 10
mg/QD when the maximum dose per protocol is 7.5 mg/QD. At month 1 of extension, the
dose was again increased to 12.5 mg/QD. Each increase was well tolerated and was initiated
for the purpose of stabilizing the subject.

4. CORRECTIVE ACTION

For guidance on appropriate corrective action, see htip://www.partners.org/phsqgi/ Contact the Quality
Improvement/Human Subject Protection Program if additional guidance is needed.
None to date
X Note-to-file was prepared
L] Subject was consented/re-consented
Ll Other, describe below

NOTE: Major violations should be reported to the sponsor in accordance with the reporting requirements in
the sponsor’s protocol.

5. PREVENTIVE MEASURES
Describe below preventive measures developed/implemented to prevent similar violations from occurring
in the future. .

In no way was the subject's safety jeopardized as the treating clinician was in constant
contact with-the-family-and-made adjustments to the dosing regimen-based-on=rFepoets-from
the subject's primary reporter. Study coordinators have been aske«_i to stressthe

L re—=BWH/MGH]
. - '-Version Dat

PROTECTED DOCUMENT DOCUMENT SUBJECT TO PROTECTIVE ORDER B0003671
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importance of subjects' eoming into the office for each weekly appointment. Furthermore,

study coordinators will contact subjects before each visit in order to remind them of their

appointments. The treating clinician and study staff will be instructed to follow the
rotocol strictly.

6. CHANGES TO THE PROTOCOL DOCUMENTS AND/OR CONSENT FORM

[INo |[JYes. |If Yes, submit amendment form and revised documents, as applicable

7. SIGNATURE OF PRINCIPAL INVESTIGATOR (required)

Signature of Principal Investigator ) 'D_ate

PROTECTED DOCUMENT. DOCUMENT SUBJECT TO PROTECTIVE ORDER
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MASSACHUSETTS - - - mEE HARVARD _
.GENERAL HOSPITAL . ‘}éﬁ;’ MEDICAL SCHOOL
15 Parkman. Street, WACCV725 : ' Joseph Biederman, M.D.
Mail Zone WAC 725 Chief, Clinical and Research
Boston, Massachusetts 02114-3139’ ) . Program in Pedintric Psychopharmacology . . . .
Tel: 617 726-1731, Fax: 617 724-1540 and Adult ADHD i
E-mail; jbiederman@partners.org T Massachusetts General Hospital i
Professor of Psychiatry
: . Hnrvani Medical School
DATE:  April9,2004
TO: Human Research Committee ;
RE: Response to IRB review of Violation: “Open-Label Study of Risperidone

"Versus Olanzapine for Mania in Preschool Children 4 to 6 years of age
with Bipoldr Spectrum Disorder” i

Dear Committee Members:

Bnclosed please find a response to your Teview of a violation that will be brought to a full
committee. _

PROTECTED DOCUMENT DOCUMENT SUBJECT TO PROTECTIVE ORDER B0003673
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INVESTIGATOR RESPONSE TO IRB QUESTIONSICO]_‘ICERNS
PROTOCOL#: 2001-P-000422

1. PRINCIPAL/OVERALL INVESTIGATOR:

( cannot be resident or research fellow-except for hem/onc studies)
Name: Joseph Biederman, MD
First Name, Middle Initial, Last Name, Degree(s)

Institution: O swn Oprct X MGH Employee ID#: 231-03-91
Dept/Service: Psychiatry Div/Unit: Pediatrie Psychopharmacology
. ) Unit

Address: 185 Alewife Brook Parlovay, Suite 2000, Cambridge MA 02138
Telephone: 617-503-1063 ) ' Beeper: 35417 FAX: 617-503-1092

E-Mail/Internet Address: jbiederman@pariners.org

2. STUDY TITLE

Open-Label Comparative Study of Risperidone Versus Olanzapine for Mania in Preschool Children 4 to 6
Years of Age with Bipolar Spectrum Disorder

3. IRB Review Date: Please indicate dsgggf IRB Review ]
: L4/1/o4 _ _ ‘ |

4. Submission Reviewed’ Indicate what was reviewed; e.g., 8/8/96 Amendment
: LMajor Violation ) |

5. RESPOND POINT BY POINT TO IRB QUESTIONS/CONCERNS:

I am fully aware that this breach will be brought to the attention of the full Partners

Healthcare Human Research Committee as it represents a major violation. While this serious
violation should never have occurred and is not justified, the HRC sho
circumstances in which the violation occurred.

What really
happened to this
child?

bilize a very SICK

The main points are:
1) The clinician raised the dose above the protocol limit in an attempt {o°

child who was experiencing severe psychopathology.

2) The dose used was above that approved in the protocol but within the range of what is

used clinically. The correct procedure would have been to terminate the child and continue

treatment at the higher clinically indicated dose.

3) The child experienced no adverse outcome.

To avoid the recurrence of this unfortunate and unacceptable event, the following steps were
taken:
1) A stern notification was sent to all researchi clinicians in my program via email aletting . — .. .

—~ === them of this violation and stating THE ulmostserionstess of the event and the absolute need to -
ﬁ.l]ly comply with all aspects of an IKB approved research protocol and its dosing ~ __

PROTECTED DOCUMENT. DOCUMENT SUBJECT TO PROTECTIVE ORDER B0003674
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What really happened to this child?


requirements. . '

2) A formal meeting was held on 4—6 04, with the clinical staff of our research program to
review this critical issue and formalize procedural changes moving forward.

3) Research staff was informed that in the case that an urgent or otherwise
compelling-clinical situation were to arise that appeared to warrant an exception to the T
approved protocol, the clinician will contact the PI immediately to review the situation and if i
the clinical circumstances are judged to warrant a potential protocol deviation, the PT will :
contact Harry Demonace, Dr. Jonathan Alpert, or Dr. Elizabeth Hohmann at the IRB to
review the situation and seek appropriate authorization to move forward with a protocol
-exception per PHRC guidelines . Without such authorization, no changes will occur.

4) If changes are still deemed necessary and the proposed exception is not authorized, the
subject will be dropped from the protocol and treated clinically.

1 hope that these procedures vTrill avoid future hlai)propﬁate violation as the one that - i
occurred. Please feel free to contact me with additional suggestions and recommendations if
you feel that these procedures are inadequate and I will be happy to implement them

immediately.
y 1t o

Principal/OveralﬁaTﬂgampSigm:e (required) Date

PROTECTED DOCUMENT. DOCUMENT SUBJECT T0 PROTECTIVE ORDER B0003675
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—_— - Human Research

P
S, Massachusetts General Hospital
' tPAK[NERS..& Lawrence House
PLIYIS DY FRIRXZITT IONOMG esl I

Boston, MA 02114
(617) 7263494

Violation/Deviation: Notifieation of IRB REVIEW
Protocol #: 2001-P-000422/40; MGH

Date:  04/05/2004

To:  Joseph Biederman, MD
Dsychjary
Warren 705

From: Ronda Cox Goldman
MGH Research | Management

LRH3
Title of Protocol: Open-Label Comparative Study. of Risperidone Versus Olanzapine for -
. Mania in Preschool Children 4 to 6 Years of Age with Bipolar Spectrum -
Disorder
IRB V/D # 6 :
IRB Review Type: Expedited
IRB Review Date: 04/01/2004

IRB Review Action: Requires Modification

This Violation/Deviation has been reviewed by the MGH IRB, Assurance # FWA00003136. During the

review of this Violation/Deviation, the IRB specifically considered (i) the risks and snticipated benefits, if

any, to subjeets; (if) the selection of subjects; (jii) the procedures for securing and documenting informed
consent; (jv) the safety of subjects; and (v) the privacy of subjects and confidentiality of the data.

Please read this memo carefully and respond in a point-by-point manner to the issues raised below within 60
days of the review date. ‘

This is a serious breach of the Profocol procedures and provisions, The maximum dose of olanzepine
allowed during the study participation is 7.5mg, The dose escalation to 12.5mg in the context of non-
complisnce on the part of the parents to study procedures seems inappropriate based on study requirements.
Although the distinction between olinical care and clinical research is blurred in this snbject popualtion, the
absolute requirements of the Protocol should have required subject discontimuation from the study and
clinical management. Continued participation in this subject is a serious violation of study procedures.

PROTECTED DOCUMENT. DOCUMENT SUBJECT TO PROTECT]VE ORDER

Exhibit M, page 52 of 63

“’ 04/05/2004 11:18 FAX 617 724 1918 - ° - HUMAN STUDIES . S @oo2

B0003676



04/05/2004 11:18 FAX 617 724 1919 = .  HUMAN STUDIES . e , A 2003

Massachusetts General Hospital
Lawrence House '
10 North Grove Street

Boston, MA 02114

(617) 726-3494

i This breach will be brought to the attentionof the full Partners Healthcare Research Committée as it

; represents a major violation. Any additional information conicerning this subjects’ participation shonld be

| forwarded as soon as possible. This is the sixth violation of Protocol procedures noted in the stady file. One

: other violation involved the addition of prohibited concomitant medications. The investigator is asked 1o
provide additional details concerning procedural changes that will ensure that clinicians follow mandated
study Thssuhjectshmldbemsﬂemddmonmedﬁomfurﬂmsnﬂypaﬂcipaﬂonmd

managed clinically as deemed appropriate by caregivers.

Direct any questions, correspondence and forms to Ronda’COx Goldmah, (617) 724-2130.
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Human Research Commitiee
"Massacliusetts General Hospital
Lawrence House

10 North Grove Street

Boston, MA 02114

(617) 726-3494

Violation/Deviation: Notification of IRB Approval/Activation
Protocol # 2001-P-000422/41; MGH -

Date:  05/10/2004

To:  Joseph Biederman, MD

- Psychiatry
‘Warren 705

From: Ronda Cox Goldman
MGH Research Management |

LRH 3 :
Title of Protocol: Open-Label Comparative Study of Risperidone Versus Olanzapine for Mania in
: Preschool Children 4 to 6 Years of Age with Bipolar Spectrum Disorder
Sponsor: - Private Grant -
IRB Review Type: Full
IRB Approval Date: 04/27/2004 ‘ e 0w
Approval Effective Date:  05/10/2004
IRB Expiration Date: '01/06/2005

This Violation/Deviation has been reviewed and approved by the MGH IRB, Assurance # FWA00003136.
During the review of this Violation/Deviation, the IRB specifically considered (i) the risks and anticipated
benefits, if any, to subjects; (ii) the selection of subjects; (jii) the procedures for securing and documenting
informed consent; (iv) the safety of subjects; and (v) the privacy of subjects and confidentiality of the data.

Please note that if an JRB member had a conflict of interest with regard to the review of this project, that
member left the room during the discussion and the vote on this project.

NOTES: Subject MATMCD missed visits 4 through 6 during the acute phase of the study and none of the’
study procedures were completed. In addition, the time between weeks 3 and 7 visits was six weeks rather
than four weeks. At week 8 the subject's dose was increased to 10 mg/QD and the protocol states the
maximum is 7.5 mg/QD, At month one of the extension phase of the study the dose was increased to 12.5
mg/QD. Each increase was well tolerated.

The investigator responded to HRC concerns and the full HRC reviewed the violation,

As Principal Investigator you are responsible for the following:

1. Submission in writing of any #nd all changes to this project (e.g., protocol, recruitment materials, consent
form, etc.) to the IRB for review and approval prior to initiation of the change(s), except where necessary
to eliminate apparent immediate hazards to the subject(s). Changes made to eliminate apparent
immediate hazards to subjects must be reported to the IRB within 24 hours.
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. 3.
4,

5.

Human Research Committee

Massachusetts General Hospital
. Lawrence House

10 North Grove Street

Boston, MA 02114

(617) 726-3494

Submission in writing of any and all adverse event(s) that occur during the course of this project that are
both serjous and mexpected within 10 working/14 calendar days of notification of event.
Submission in writing of any and all unanticipated problems involving risks to subjects or others,

Use of only IRB approved copies of the consent form(s), questionnaire(s), letter(s), advertisement(s), etc.

in your research: Do not use expired consent forms.
Informing all physrclans listed on the project of changes, adverse events and unanticipated problems.

The IRB can and will terminate projects that are ot in. Qomphance with these requirements. Direct . | ..
questions, correspondence and forms (e.g., continning reviews, amendments, adverse events, safety reports)
to Ronda Cox Goldman, (617) 724-2130.

c: Stephanie Dunkel, BA, Psychiatry, 185 Alewife

- PROTECTED DOCUMENT. DOCUMENT SUBJECT TO PROTECTIVE ORDER
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2005 2006 2007
JB concerta (MCNEIL) $ 14,888 $ 16,411 § -
Lilit Ctr (ELI LILLY) $ 30,034 § 27697 § 13,143
J&J Ctr $ 7919 $ 7266 § 3,976

Biederman, Joseph Oct-06

Biederman, Joseph

Biederman, Joseph

Biederman, Joseph

Biederman, Joseph

JB CONCERTA 2006

Biederman, Joseph

Biederman, Joseph

1,490.49
1,490.43
1,473.11
1,490.58
1,490.58
1,490.58
1,490.58
1,490.58
1,490.58
1,490.58
14,888.09

Aug-06

Jun-06

Apr-06

P P H P

Feb-06

Dec-05

1,490.58
1,490.58

Sep-05
1,490.58
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1,490.58

1,490.58

1,480.58

1,490.58

1,490.58

1,490.58

1,490.55

Biederman, Joseph Jan-05
JB CONCERTA 2005

Biederman, Joseph Jun-07

Lilly crir 2007

$ 1.505.34
$ 16,411.11

$ 2,070.77
2,070.77
2,070.77  JBconcerta (MCNEIL) $
2,310.40 Lillt Ctr (ELI LILLY) $
2,310.40 JgJcrr $

2,310.40
13,143.51
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Biederman, Joseph Dec-06

3 2,310.40
2,310.40
2,310.40
2,310.23
2,283.49
2,310.36
2,310.36
2,310.36
2,310.36
2,310.36
2,310.36

2,310.36
27,697 44

Lilly crtr 2006

$ 2,310.36

$ 2,310.36

Biederman, Joseph Oct-05

$ 2,310.36
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2,310.36

2,310.36

2,310.36

2,310.36

2,310.36

2,310.36

2,310.36

4,620.71

2,310.36
30,034.67

Lilly crir 2005
J&J

Biederman, Joseph Jun-07 '
$ 661.18

661.18

Biederman, Joseph Apr-07
$ 661.18

661.18

AR

Biederman, Joseph Feb-07
$ 661.18

661.18
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J&J crtr 2007 3,967.08

661.18

661.18

661.18

661.29

Biederman, Joseph Aug-06
$ 653.57
@

661.39

Biederman, Joseph Jun-06
S $ 661.39

661.39

661.39

Biederman, Joseph Feb-06
661.39

661.39
7,266.74

J&J crtr 2006

661.39

661.39

Exhibit M, page 62 of 63



Biederman, Joseph Oct-05

$ 661.39
661.39

661.39
B

&

; 661.39

Biederman, Joseph Jun-05
661.39

661.39

Biederman, Joseph Apr-05
$ 661.39

661.39

Biederman, Joseph Feb-05
661.14

644.92
J&Jcrtr2005 $ 7,919.96
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Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 20-639 S-048

AstraZeneca Pharmaceuticals LP
Attention: Kathryn Bradley
Director, Regulatory Affairs
1800 Concord Pike

P.O. Box 8355

Wilmington, DE 19803-8355

Dear Ms. Bradley:

We acknowledge receipt of your supplemental new drug application dated and received
December 4, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Seroquel (quetiapine fumarate) tablets.

This “Changes Being Effected” supplemental new drug application provides for revised labeling
to include new safety information for both adult and pediatric patients.

We have no objection to your submission of the new safety information pertaining to the clinical
trials as a CBE supplement. However, the Division is requesting that you reformat the
information for better integration in the overall label prior to your intended implementation on
January 4, 2009. Specifically:

1. Place the pediatric safety information in the relevant sections of labeling with the adult data
rather than separately in sections 5.19 and 8.4. For example, the proposed pediatric data in
the section 8.4 subtitled "Changes in Thyroid Function Tests" should be placed at the end of
section 5.10 (Warnings and Precautions: Hypothyroidism). The same principle applies to
other pediatric safety information that already has adult data included prominently.

2. The weight gain signal is significant for both adult and pediatric populations and should be
clevated to the Warnings and Precautions section rather than the vital signs section (the latter
section could refer back to the information in Warnings and Precautions section) with
inclusion of data for both populations. In fact, the data for weight change, glucose changes,
and lipid changes from the clinical trials, both adult and pediatric, need to be elevated to the
Warnings/Precautions section of labeling. Please see the format used in the currently
distributed label for another antipsychotic drug, i.e., Zyprexa, for the correct format for this
information.

3. The safety data for Increases in Blood Pressure is an unexpected signal and there is currently
no similar adverse event signal for the adult population. Because of this unexpected and
clinically significant signal that may be specific to the pediatric population, this safety data
should be included in a separate section in Warnings and Precautions. Please offer your
rationale for this unusual finding.
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4. For each section describing pediatric safety signals, the following statement should be
included "Safety and effectiveness of SEROQUEL have not been established in pediatric
patients and SEROQUEL is not approved for patients under the age of 18 years".

5. Please replace your proposed Hyperprolactinemia statement with the standard language now
used for more recently approved atypical antipsychotic agents, €.g., Invega. Any actual
clinical trials data regarding prolactin elevation should, of course, be data for quetiapine,
including the pediatric data.

6. All pediatric safety data and the other changes we are requesting for Seroquel should be
included in revised labeling for Seroquel XR as well.

The above requested changes should be implemented immediately, and they should be submitted
as an amendment to your pending supplemental application to the Seroquel NDA and as an
original supplemental application to the Seroque] XR NDA, 22-047, within 30 days from the
date of this letter, or notify FDA that you do not believe these changes are warranted, and submit
a statement detailing the reasons. If you wish to have our prior comment on your alternative
proposal in response to these requests, we would be happy to provide such comment.

Please note that your proposed labeling language in the above referenced CBE is under
continuing review by the Agency. Please also note that the Division is currently reviewing your
metabolic data submission and the pediatric efficacy supplements submitted under this NDA
(S-045 and S-046). We will be providing further labeling comments, if any, and will take final
action on these submissions when reviews are completed.

If you have any questions, call Kimberly Updegraff, M.S., Regulatory Project Manager, at
301-796-2201.

Sincerely,

{See appended electronic signature page}
Thomas Laughren, M.D.

Director

Division of Psychiatry Products

Office of Drug Evaluation I
Center for Drug Evaluation and Research

CONFDENTIAL
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Thomas Laughren
12/18/2008 04:06:08 PM
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Clinical Overview

Drug Name Quetiapine fumarate

Date July 2008

SEROQUEL™ (quetiapine fumarate)

Clinical Overview on Weight Gain in pediatric patients

Authors: Leigh Jefferies M.D.
(lobal Safety Physician
Patient Safety, Wilmington, DE

Eva S K. Alam, M.S,, Pharm.D., RPh
Safety Surveillance Team Leader
Patient Safety, Wilmington, DE

This document contains trade secrets and confidential commercial information, disclosure of which is
prohibited without providing advance notice to AstraZeneca and opportunity to object.

SEROQUEL and SEROQUEL XR are trademarks of the AstraZeneca group of companies
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1. PRODUCT DEVELOPMENT RATIONALE

1.1 Introduction

The Core Data Sheets for SEROQUEL is to be amended following an internal safety
evaluation and review meeting on 09 July 2008. The purpose of this document is to
summarize the key information on which the decision to amend the CDS was based, to
document the Core Data Sheet amendment and to support changes to local Prescribing
Information.

1.1.1 SEROQUEL and SEROQUEL XR

SEROQUEL and SEROQUEL XR are atypical antipsychotic agents, presented as tablets
containing quetiapine fumarate, which exhibits affinity for brain serotonin (SHT2) and
dopamine D1 and D2 receptors. In addition, SEROQUEL/SEROQUEL XR also have high
affinity at histaminergic and adrenergic al receptors, with a lower affinity at adrenergic o2
receptors, but no appreciable affinity at cholinergic, muscarinic or benzodiazepine receptors.

SEROQUEL was first approved for marketing in the United Kingdom (UK) on 31 July 1997
and was first launched in the UK on 22 September 1997. By 31 March 2008, SEROQUEL
has been approved in 89 countries for schizophrenia, 86 countries for bipolar mania, (with
Mexico being the first country to approve bipolar mania on 29 May 2003), 26 countries for
bipolar depression, (with Czech Republic being the first country to approve bipolar depression
on 27 September 2006), and in one country for bipolar maintenance (USA being the first
country to approve bipolar maintenance on 14 May 2008). SEROQUEL is presented as
tablets delivering a dose of 25 mg, 50 mg, 100 mg, 150 mg, 200 mg, 300 mg, or 400 mg of
quetiapine free-base. SEROQUEL is not approved for children or adolescents below 18 years
of age.

SEROQUEL XR was first approved for marketing in the United States (US) for acute
schizophrenia on 18 May 2007 and for maintenance of schizophrenia on 15 November 2007.
By 31 March 2008, SEROQUEL XR has been approved in 30 countries for schizophrenia
(including 14 countries in the Mutual Recognition Procedure), 7 countries for bipolar mania
(with Slovakia being the first country to approve bipolar mania on 28 June 2007), and in one
country for bipolar depression (Mexico being the first country to approve bipolar depression
in October 2007). SEROQUEL XR is presented as tablets delivering a dose of 50 mg, 200
mg, 300 mg, or 400 mg of quetiapine free-base. SEROQUEL XR is not approved for children
or adolescents below 18 years of age.

1.2 Proposed label change

The following text will be added to Section 4.8 Undesirable effects of the SEROQUEL CDS
under a subheading of Children and adolescents.

Children and adolescents

4
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The same ADRs described above for adults apply to children and adolescents. The
following table summarizes ADRs that occur in a higher frequency category in
children and adolescents patients (10-17 years of age) than in the adult population
or ADRs that have not been identified in the adult population.

Weight gain in children and adelescents

In one 6-week, placebo-controlled trial in adolescent patients {13-17 years of age)
with schizophrenia, the mean increase in body weight, was 2.0 kg in the quetiapine
group and -0.4 kg in the placebo group. Twenty one percent of quetiapine-treated
patients and 7% of placebo-treated patients gained > 7 % of their body weight.

In one 3-week, placebo-controlled trial in children and adoiescent patients (10-17
years of age) with bipolar mania, the mean increase in body weight was 1.7 kg in
the quetiapine group and 0.4 kg in the placebo group. Twelve percent of
quetiapine-treated patients and 0% of placebo-treated patients gained > 7 % of their
body weight.

In the open-label study that enrolled patients from the above two trials, 63% of
patients (241/380) completed 26 weeks of therapy with quetiapine. After 26 weeks
of treatment, the mean increase in body weight was 4.4 kg, Forty five percent of the
patients gained = 7% of their body weight, not adjusted for normal growth. In order
to adjust for normal growth over 26 weeks an increase of at least (.5 standard
deviation from baseline in BMI was used as a measure of a clinically significant
change; 18.3% of patients on quetiapine met this criterion after 26 weeks of
treatment.

Since clinical trials in pediatric patients have been conducted with SEROQUEL and not
SEROQUEL XR this change applies only to the SEROQUEL CDS.

2. OVERVIEW OF BIOPHARMACEUTICS

This section 1s not relevant to this document.

3. OVERVIEW OF CLINICAL PHARMACOLOGY

This section 1s not relevant to this document.

4. OVERVIEW OF EFFICACY

This section is not relevant to this document.

5
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5. OVERVIEW OF SAFETY

5.1 Data summary and discussion
5.1.1 Pediatric clinical trial data

The data presented below is taken from two acute placebo-controlled studies with
SEROQUEL in pediatric patients with schizophrenia or bipolar mania and one longer-term
open-label study with SEROQUEL. The patients in the fonger-term trial were originally
enrolled in one of the two acute placebo-controlled trials. The following is a brief description
of these three trials.

® D1441C00112: a 6-week, International, Multicenter, Randomized, Double-blind,
Parallel group, Placebo-controlied, Phase IIIb Study of the Efficacy and Safety of
Quetiapine Fumarate (SEROQUEL™) Immediate-release Tablets in Daily Doses of
400 mg and 800 mg Compared with Placebo in the Treatment of Adolescents with
Schizophrenia

s D1441C00149: a 3-week, Multicenter, Randomized, Double-blind, Paraliel-group,
Placebo-controlied, Phase ITIb Study of the Efficacy and Safety of Quetiapine
Fumarate (SEROQUEL™) Immediate-release Tablets in Daily Doses of 400 mg
and 660 mg Compared with Placebo in the Treatment of Children and Adolescents
with Bipolar I Mania

® D1441C00150: a 26-week, International, Multicenter, Open-label Phase [IIb Study
of the Safety and Tolerability of Quetiapine Fumarate (SEROQUEL™;)
Immediate-release Tablets in Daily Doses of 400 mg to 800 mg in Children and
Adolescents with Bipelar I Disorder and Adolescents with Schizophrenta

51.2 Acute placebo-controlled data
51.2.1 Di144C00112
Mean increase in body weight

In study D144C001 12, mean weights were similar at baseline for the three treatment groups.
Mean changes in weight from baseline were higher for quetiapine-treated patients at each time
point compared to placebo. At Day 42, the mean changes from baseline were 2.2 kg in the
400 mg/day guetiapine group, 1.8 kg in the 800 mg/day quetiapine group, and —0.4 kg in the
placebo group (sce Table 1).

Table 1 D144C00112: Mean increase in weight from baseline
Change from Q1P 400 mg QTP 890 mg PLACEBO
Baseline
Day 42 22 ke 1.8 kg -0.4 kg

6
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Patients with >7% weight gain

A higher percentage of quetiapine-treated patients (23.21% in the 400 mg/day and 18.18% in
the 800 mg/day) had >7% weight gain at Day 42 compared to the placebo-treated patients
(6.82%) (see Table 2).

Table 2 D144C00112: Patients with > 7% weight gain (Summary safety
population)
Visit QTP 400 mg QTP 800 mg PLA
N=56 N=355 N=44
n (%) n (%) n (%)
Day 42 13 (23.2) 10 (18.2) 3 (6.8)

5.1.2.2  DP144C00149
Mean increase in weight

Mean increases in weight from baseline to Day 21 were higher for quetiapine-treated patients
at each time point compared to placebo. These increases from baseline were 1.7 kg in the
400 mg quetiapine-treated group, 1.7 kg in the 600 mg quetiapine-treated group and 0.4 kg in
the placebo group. Quetiapine-treated patients experienced higher mean increases in weight
compared to placebo at Day 21 (see Table 3).

Table 3 P144C00149: Mean increase in weight from baseline
Change from baseline QTP 400 mg QTP 600 mg PLA
Day 21 1.7kg 1.7kg 0.4 kg

- Patients with >7% weight gain

A higher percentage of quetiapine-treated patients (14.47% in the 400 mg/day and 9.88% in
the 600 mg/day)} had 7% weight gain at Day 21 compared to placebo-treated patients (0%)
(see Table 4).

Table 4 D144C00149: Patients with >7% weight gain (Summary safety
population)
Visit QTP 400 mg QTP 600 mg PLACEBO
N=76 N=381 N=268
it (%) n (%) n (%)
Day 2 11 (14.5) 8 (9.9) 0(0)
7
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5.1.3 Longer-term open-label pediatric data
5.1.3.1 D1441C00150

Study D1441C00150 was an open-label extension study designed to assess the safety and
folerability of quetiapine (flexibly dosed at 400 mg/day to 800 mg/day) in adolescents with
schizophrenia (continuing from Study D144C00112) and in children and adolescents with
bipolar T disorder (continuing from Study D144C00149). There were a total of 380 patients in
the safety analysis set, including 175 with schizophrenia and 205 with mania. Sixty-three
percent of patients (241) completed 26 weeks of therapy with quetiapine.

All patients treated with quetiapine 50 mg/day on Day 1 then escalated to 400 mg on Day 3.
From Day 3, the target dose of 400 mg/day was maintained or increased by no more than
100 mg/day, up to 800 mg/day or adjusted down to 200 mg/day. Patients were treated for up
to 26 weeks.

Mean increase in weight

The mean change in weight for schizophrenia and bipolar I patients (who enrolled) from OL
baseline as well as DB baseline to final visit are provided in Table 5.

8
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Table 5 Stady D1441C00150: mean changes from baseline to the final visit
(safety population)

Acute feeder study treatment
Prior Placebo (N=129)  All prior QTP (N=251) Total (N=380)
i Mean Sb n Mean Sb n Mean sp

112 DB Baseline

Final visit (150 OL BSLN) 62 67.4 16.3 113 64.8 9.2 175 65.7 18.2
Change from 112 DB BSLN 62 4.1 8.5 113 4.8 10.8 175 4.6 10.0
Change from 150 OL Baseline 62 4.3 6.9 113 2.8 141 175 33 9.1

149 DB Baseline

Final visit (150 OL BSLN) 64 68.3 21.9 136 64.5 184 200 658 19.6
Change from 145 DB BSLN 64 5.8 6.4 136 5.1 5.7 200 3.3 3.9
Change from 150 OL Baseline 64 3.5 5.8 135 32 4.8 169 40 5.2

Total 149 and 112 pooled DB

Baseline
Fina] visit {150 OL BSLN) 126 67.9 16.3 249 647 8.7 375 65.7 19.0
Change from DB BSLN 126 5.0 7.50 0 249 5.0 8.3 375 5.0 8.1
Change from 150 OL Baseline 126 4.9 6.4 248 3.0 7.6 374 3.7 7.3

I patients who completed 26 weeks of therapy with quetiapine (n=241} in
Trial D1441C00150, the mean change in weight from OL baseline was 4.4 kg.

Patients with >7% weight gain

In the safety population, 134 patients (35.6%) experienced 7% weight gain from OL baseline
to final visit (see Table 6).

9
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Table 6 Study D1441C00150: Patients with > 7% weight gain (Summary

safety population)
Acute feeder study treatment
Prior Placebo (N=129)  Prior All QTP (N=251) Total (N=380)
N n (%) N B (%) N n (%)
Pooled data {49 and 112
From DB Baseline 127 58 45.7 249 119 47.8 376 177 471
From 150 Ol. Baseline 127 50 354 249 84 337 376 134 356
Stady 112 (schizophrenia)
From DB Baseline 62 24 38.7 113 43 38.1 175 67 383
From 150 OL Baseline 62 19 30.6 113 32 283 175 51 29.1
Study 149 (BP 1)
From DR Baseline 63 34 52.3 136 76 55.9 201 110 547
From 156 OL Baseline 635 31 47.7 136 52 38.2 201 83 41.3

Of the patients who completed 26 weeks of treatment with quetiapine, 44.8% (108/241) had a
>7% increase in weight from OL baseline.

5.1.4 Additional analysis of Pediatric data
5.1.4.1  Z-scores

Since body weight and height should increase in children, data showing an increase in weight
with time sometimes may not indicate a problem. One convenient way to express body
weight is in terms of body mass index (BMI), since with BMI, the weight is adjusted for
height (Correll et al 2006).

A better measure of weight change in children and adolescents is to convert the mean weight
and BMI to a Z-score taking into consideration the age and gender of the subject. Z-scores are
able to show how different a child’s weight or BMI is from the average children of the same
height (Reyes et al 2006).

One of the criteria proposed to show significant weight gain in children and adolescents is a
greater than or equal to an increase in BMI Z-score of 0.5 over any duration of time (Correll et
al 2006). This increase represents a change of 0.5 standard deviation from baseline.
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BM] Z-scores

The mean BMI Z-scores (for patients who enrolled in study D1441C00150) from the DB
baseline for schizophrenia to the final visit and end of treatment are higher for the prior
placebo group compared to the prior quetiapine group (see Table 7).

Table 7 Study D1441C00150: Mean values of BMI Z score at baseline, end of
treatment and final visit (safety population)

Acute feeder study treatment

Prior Placebo (N=129)  All prior QTP (N=251) Total (N=380)

i Mean SD n Mean SD n Mean Sb

112 DB Baseline 62 0.3 1.2 113 0.1 1.4 175 3.0 1.3
Week 26 41 6.4 1.1 86 0.1 1.22 127 02 1.2
Final Visit 62 0.5 1.0 113 0.2 1.3 175 0.3 1.2

149 DB Baseline 67 1.4°7 1.0 138 0.9% 11 208 0.9 1.0
Week 26 37 1.2 1.0 77 1.2 1.0 114 1.2 1.0
Final Visit 63 1.2 1.0 135 1.0 1.0 198 1.1 1.0

DB Total Baseline 129 0.6 1.2 251 0.4 1.3 380 0.5 1.3
Week 26 78 0.8 1.1 163 0.6 1.2 241 0.7 1.2
Final Visit 125 0.9 1.0 248 0.7 1.2 373 6.7 1.2

* The mean BMI Z score at baseline is much higher for the 149 population

Table 8 below shows patients who had a > 0.5 shift in BMI Z-score during trial D1441C00150
from both DB baseline and OL baseline and by indication. Of all patients who completed 26
weeks of treatment with quetiapine, 18.3% (44/241) had a shift of > 0.5 BMI Z-score.
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Table 8 Patients with > 0.5 shift in BMI Z score in Study D1441C00150 by

indication
Occurrence Schizophrenia to OL 150 BP to OL 150 OL 150
Time/baseline DB All DB Placebo DB All DB Placebo  OL All-
Quetiapine Quetiapine Quetiapine
/N (%) /N (%) n/N (%) n/N (%) N/N (%)
End of 24/113 (21.2)%  17/62 (27.4)* 29/135 (21.5)°  12/63(19)° 82/373 (22)
Treatment/DB
End of 16/113 (14.2)°  15/62 (24)" 11/133¢8.3)°  12/63(19)° 54/371 (14.6)°
Treatment/OL

¥ From double blind baseline of study 112 to end of study 150; ° From OL baseline of study 150 to end of study
130, * From double blind baseline of study 149 to end of study 150

Patients with >0.5 shift in standardized BMI Z-score in Study D1441C00150 by age
group

A similar percentage of patients <i2 years of age (who enrolled in study D1441C00150)
treated with prior placebo (28% at EOT) had >0.5 shift in standardized BMI Z-score
compared with prior quetiapine-treated patients (25% at EOT) from the DB baseline (see
Table 9).

A higher percentage of patients <12 years of age (who enrolled in study D1441C00150)
treated with prior placebo (24% at EOT) had >0.5 shift in standardized BMI Z-score
compared with prior quetiapine-treated patients (8.6% at EOT) from the OL baseline (see
Table 9).

A similar percentage of pediatric patients 13-18 vears of age (who enrolled in study
D1441C00150) treated with prior placebo (22% at EOT) had 20.5 shift in standardized BMI
Z-score compared to prior quetiapine-treated patients (20.1% at EOT) from the DB baseline
(see Table 9).

A higher percentage of pediatric patients 13-18 years of age (who enrolled in study
D1441C00150) treated with prior placebo (21% at EOT) had >0.5 shift in standardized BMI
Z-score compared to prior quetiapine-treated patients (11.7% at EOT) from the OL baseline
(see Table 9).
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Table 9 Patients with >0.5 shift in BMI Z score in Study D1441C00150 by age

group*
Occurrence <12 years OL 150 13 to 17 years OL 150 OL 150
Time/baseline DB All DB Placebo DB All DB Placebo  OL All -
Quetiapine Quetiapine Quetiapine
n/N (%) n/N (%) n/N (%) /N (%) /N (%)
~ End of 15/59 (25) 7125 (28) 38/189 (20.1)  22/100 (22) 82/373 (22)
Treatment/DB
End of 5/58 (8.6) 6/25 (24) 22/188 (11.7)  21/100 (21) 54/371 (14.6)
Treatment/OL.

* Study 112 was a six week placebo controlled irial in adolescent patients (13-17 years) and study 149 was a
three week trial in children and adolescent patients (10-17 years)

5.1.4.2  Overall summary of pediatric clinical trial data

In trial D1441C00112, the mean increase in body weight was 2 kg in the quetiapine group and
-0.4 kg in the placebo group. Twenty-one percent of quetiapine patients and 7% of placebo
patients had gained >7% of their body weight.

In trial D144C00149, the mean increase in body weight was 1.7 kg in the quetiapine group
and 0.4 kg in the placebo group. Twelve percent of quetiapine patients and 0% of placebo
patients had gained 7% of their body weight.

In trial D1441C00150, where 63% of patients (241/380) completed 26 weeks of therapy with
quetiapine, the mean increase in body weight was 4.4 kg. Forty-five percent of the patients
had >7% increase in body weight, not adjusted for normal growth. In order to adjust for
normal growth over 26 weeks, an increase of at least 0.5 standard deviation from baseline in
BMI was used as a measure of a clinically significant change; 18.3% of patients on guetiapine
met this criterion after 26 weeks of treatment.

6. BENEFITS AND RISKS CONCLUSIONS

The purpose of this application is to update the SEROQUEL Core Data Sheet and local
Prescribing information with current findings in relation to weight gain in patients freated with
quetiapine. AstraZeneca believes that these data do not alter the overall safety and tolerability
profile of SEROQUEL and SEROQUEL XR and that the benefit/risk profile of SEROQUEL
and SEROQUEL XR remains positive.
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According to his/her respective qualification the undersigned expert declares hereby 1o have
performed the duties set out in the Article 12 and in accordance with Annex I Part1 1.4 of
Directive 2001/83/EC, as amended

CLINICAL:

Name of the expert: Leigh Jefferies, MD Signature:
Global Safety Physician
Patient Safety
1800 Concord Pike

Address: Wilmington, DE 19850

Date:

According to the Annex I of Directive 2001/83/EC as amended, brief information (curriculum
vitae) on the educational, training and occupational experience of the expert is attached.
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Unknown

From: Gavin Jim JP

Sent: Wednesday, December 08, 1988 12:32 PM

To: De Vriese Geert

Cc: Holdsworth Debbie D;Tumas John JA; Tugend Georgia GL;Czupryna Michael MJ;Gorman

Andrew ARP:Wilkie Alison AM;Litherland Steve S;Murray Michael MF;Rak [hor IW;Owens
Judith J;C'Brien Shawn SP;Denerley Paul PM;Goldstein Jefirey JM
Subject: RE: 2 EPS Abstracts for APA

Attachments: jamapubs.pdf

Thanks for this Geert. If | could add my own thoughts in advance of the GPT tomorrow...Certainly any progress on the
(selective) use of data from COSTAR would be particularly appreciated, as 'm currently getting mixed messages on
whether we use the EPS data from this trial,

1 was interested to hear that we are discussiing the recent JAMA article on the reporting of clinical trials (link attached).
This article concemns me as it highlights what appears to be an increasing scepticism among journal editors with regards
{0 certain aspects of company-sponsored publications. Janssen have had their fingers burned in the past in this regard,
and are consequently cited every time such an editorial appears, something that presumably irrifates the heil out of them.
Quite apart from any ethical considerations, if they thought we were publishing positive data vs risperidone from QUEST
while results from a second trial were being buried, they'd be onfo i in a flash. Selectively using (for example) the EPS
data from COSTAR is pushing it too far in my opinicn, and might prove extremely damaging in the long run (and you can
bet Janssen would push if), and would destroy our current high standing in the publishing community.

jamapubs.pdf {112

KB)
Regards
Jim
From: Owens Judith J
Sent: 08 Decemnber 1999 0924
To: Gavin Jim JP
Subject: FW: 2 EPS Abstracts for APA
FYi
From: De Vriese Geerd
Sent: 08 December 1999 08:42
To: Baker Kendra; Tumas John JA
Ce: Scanion Rose Ann RA; Denerley Paul PM; Owens Judith J
Subject: RE: 2 EPS Abstracts for APA
Kendra,
John,

Fram: Baker Kendra

Sent: 07 December 1999 22:48

To: Owens Judith J; De Vriese Geert I —— R
Ce: Tumas John JA; Scanion Rose Ann RA; Denerley Paul PM * g [ :
Subject: FW: 2 EPS Abstracts for APA EXHIBIT ?ii‘——w :

PRIVILEGED AND CONFIDENTIAL

DATE: .21 0¥
LINDA ROSSI RI0S
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Best regards,

Kendro Bakes

Attorney

Legal Department

AstraZeneca

Tel. (302) 885-4233 Fax: (302) 886-8221
Kendrz. Baker@astrazensca.com

From: Scanion Rose Ann RA
Sent: Tuesday, December 07, 1999 2:33 PM
To: Baker, Kendra

Subject: FW: 2 EPS Abstracts for APA

Rose Ann Scarilon
Assistant General Counsel

AstraZeneca

Telephone: 302 886 40086

Fax: 302 886 8221

From: Denertey Paul PM

Sent: December 07, 1880 10:24 AM

To: Scanlon Rose Anh RA

Subject: FW: 2 EPS Abstracts for APA

From: Turmas John JA

Sent: Monday, December 08, 1999 11:45 PM

To: Owens Judith J; Jones Martin AM - PHMMS, Litherland Steve 3; Gavin Jim JP

cc: Holdsworth Debbie D; Tugend Georgia GL; Czupryna Michael MJ; Gorman Andrew AP; Wilkkie Alison AM; Murray Michaei
MPF;, Rak thor IV, O'Brien Shawn 8P, Denerley Paul PM; Goldstein Jeffrey JM; Woods Paul PB; Haldsworth Debbie Dy De
Vriese Geert; Shadwell Pamela PG

Subject: RE: 2 EPS Abstracts for APA

Piease allow me to join the fray.

There has been a precedent set regarding "cherry picking” of data, This would be the recent Veiligan
presentations of cognitive function data from Trial 15 (one of the buried trials). Thus far, | am nol aware of any
repercussions regarding interest in the unreporied data.

That does not mean that we should continue to advocate this practice. There is growing prassure from oulside
the industry fo provide access to all data resulting from clinical trials conducted by industry. Thus far, we have
buried Trials 15, 31, 56, and are now considering COSTAR.

The larger issue is how do we face the outside world when they begin to criticize us for suppressing data. One

2

CONFIDENTIAL
Exhibit P, page 2 of 4 AZSER 12916365


Jim
Highlight

Jim
Highlight

Jim
Highlight

Jim
Highlight

Jim
Highlight

Jim
Highlight


could say that our competitors induige in this practice. Mowever, until now, | believe we have been looked upon
by the outside world favorably with regard to ethical behavior. We must decide if we wish te continue to enjoy
this distinction.

The reporting of the COSTAR results will not be easy. We must find a way to diminish the negative findings.
But, in my opinion, we cannot hide them.

Best regards,

John

From: (Gavin Jim JF

Sent: Monday, December 08, 1999 1.58 PM

To: Owens Judith J; Jones Martin AM - PHMS, Lithertand Steve 3

Cc; Holdsworth Debbie D; Tumas John JA; Tugend Georgia GL, Czupryna Michael MJ; Gorman Andrew AP; Wilkie Alison
AM; Murray Michae! MF; Rak lhor W, O'Brien Shawn 8P; Denerley Paul PM; Goldstein Jeffrey JM, Woods Paul PB;
Holdsworth Debbie D; De Vriese Geert; Shadwell Pamela PG

Subject: RE: 2 EPS Abstracts for APA

Steve’s comments are perinent, as the EPS abstracts (for the APA) and the Scourge of EPS review both
emanate from the ECNP symposium, and as such represent a potential transition of COSTAR data from a
“closed” mtg to a pubiic forum. Coming in late to the debate, the only directive | have on QUEST/COSTAR
{contained in a document compiled by lhor & Martin in August) suggested using them "as chmca[iy
appropriate”™, but independently.

| believe the newly-formed Commercial Support Team will be considering looking ai potential ways of using
COSTAR. With regards to the present outputs however, a short-term solution (given the impending APA
deadiine) is {0 avoid reference to COSTAR in the proposed APA abstract, Whether or not we discuss it in
either the poster or the review subsequently will need to decided by the team, with reference to how we
would then need to approach the efficacy story.

Regards
Jim
From: Litherland Steve S
Sent: 06 December 1999 11.51
To: Owens Judith J; Jones Martin AM - PHMS
Cc: Holdsworth Debbie D; Tumas John JA; Tugend Georgia GL; Czupryna Michael MJ; Gorman Andrew AP; Wilkie
Alison AM; Gavin Jim JP; Murray Michae! MF; Rak thor W, O'Brien Shawn SP; Denerley Paul PM; Goldstein
Jeffrey JM;, Woods Paul PB, Holdsworth Debbie D' De Vrlese Geert
Subject: RE: 2 EPS Abstracts for APA

Martin has drawn our attention to an enduring problem which requires resolution as soon as possible.

» should we publish COSTAR? The disadvantages are obvicus, not least that we provide the
opposition with potentially damaging data when they calcudate p values re the primary efficacy
endpoint

s if not, can we extract some information and use this {o support our messages? The following is
scheduled to appear in Clear Vision (preceedings of the ECNF EPS meeting):

A second study comparing flexible dosing of risperidone (6-10 mg daily) and quetiapine (300-600
mg daily) reported that over 10 weeks significantly more risperidone patients (31.4%) than
quetiapine patients (14.1%)In my draft 30.4 and 13.1% ; need to check experienced EPS or
akathisia (30.4% and 16.6 15.4 in MR doc%, respectively} {(p<0.001 for both comparisons) (Data
on file).

This was sanctioned for the meeting but when it appears in Clear Vision it will be in the
public domain. We can be accused of "cherry picking" and this may fuel demands to see the
entire study (Cochrane would be most interested, for exampie).

e Are we using QUEST promotionally? if so, we could be accused cf not telling the complete story

| am concerned that by doing nothing re COSTAR, except 1o allow details to emerge in dribs and drabs
we are not faking control of the situation. An initial step may perhaps be ic canvass expert opinion

-
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outside the Company (1 know that we have had some feedback but | understand this was conflicting and
ustcoordinated).

Steve

From: Jones Martin AM - PHMS

Sent: 08 December 1882 10:55

To: Cwens Judith J

Ce: Holdsworth Debbie D; Tumas John JA; Tugend Georgia GL; Czupryna Michael MJ; Gorman Andrew AP;
Wilide Alison AM; Gavin Jim JP; Litherland Steve S, Murray Michael MF,; Rak thor IW, O'Brien Shawn SP;
Deneriey Paut PM; Goldstein Jeffrey JM

Subject: RE: 2 EPS Abstracts for APA

Judith

| have no real comments on the Juncos absiract, but am concerned about Tandon's.

In Tandon's results section, he refers to a randomised comparative study. This study is COSTAR. |
think that we are still not comfortable about communicating the overall results of this study. VWhiist
this data may have been presented orally in London, | think this abstract would be the first time we
have put anything 'down on paper’. Are we sure that this we can present the EPS data in isolation
given the nature of the other results 7 Will we not create a desire for further information about the
study ? Can we not refer fo published (non-comparative) data for risperidone, as we must be doing
this for olanzapine ? Should we be looking at the ziprasidone data too ? They seem to have dose-
response effect as well.

Martin
From Owens Judith J
Sent: 02 December 1999 17:14
To: Witkie Alison AM; Gavin Jim JP; Litherland Steve S; Murray Michael MF; Rak lhor IW; Jones Martin AM -
PHMS, O'Brign Shawn SP, Denerley Paul PM, Goldstein Jeffrey JM
Ce: Holdsworth Debbie D Tumas John JA; Tugend Georgia Gl; Czupryna Michael MJ; Gorman Andrew AP
Subject: 2 EPS Abstracts for APA
tnportance: High
Dear All

Piease find aftached, for your review, 2 EPS abstiracts that are intended for submission o APA.
The absiracts are based on presentations at the AstraZeneca symposium 'CLEAR VISION - A
fresh look at EPS' held during this yeat's ECNP.

Please return any comments you may have by midday (UK time) Monday 6 December.

Kind regards

Judith

<<File: Juncos abstract.doc>><<File: Tandon abstract.doc>>

Judith Owens

Ext: 24164

11F34 Mereside
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A Silenced Drug Study Creates An Uproar http://psychrights.org/Articles/090318WashPostSeroquel Study15Silenced.htm

The Washington Post

A Silenced Drug Study Creates An
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out just as Study 15.

It was a long-term trial of the antipsychotic drug Seroquel.
The common wisdom in psychiatric circles was that newer
drugs were far better than older drugs, but Study 15's results
suggested otherwise.

L A —
i
1.\ ACCUQUOTE | Get A Free Quote!

As a result, newly unearthed documents show, Study 15 suffered the same fate as many industry-sponsored

trials that yield data drugmakers don't like: It got buried. It took eight years before a taxpayer-funded study

rediscovered what Study 15 had found -- and raised serious concerns about an entire new class of expensive
drugs.

Study 15 was silenced in 1997, the same year Seroquel was approved by the Food and Drug Administration to
treat schizophrenia. The drug went on to be prescribed to hundreds of thousands of patients around the world
and has earned billions for London-based AstraZeneca International -- including nearly $12 billion in the past
three years.

The results of Study 15 were never published or shared with doctors, even as less rigorous studies that came
up with positive results for Seroquel were published and used in marketing campaigns aimed at physicians and
in television ads aimed at consumers. The results of Study 15 were provided only to the Food and Drug
Administration -- and the agency has strenuously maintained that it does not have the authority to place such
studies in the public domain.

AstraZeneca spokesman Tony Jewell defended the Seroquel research and said the company had disclosed the
drug's risks. Since 1997, the drug's labeling has noted that weight gain and diabetes were seen in study
patients, although the company says the data are not definitive. The label states that the metabolic disorders
may be related to patients' underlying diseases.

The FDA, Jewell added, had access to Study 15 when it declared Seroquel safe and effective. The trial, which
compared patients taking Seroquel and an older drug called Haldol, "did not identify any safety concerns,"
AstraZeneca said in an e-mail. Jewell added, "A large proportion of patients dropped out in both groups,
which the company felt made the results difficult to interpret.”

The saga of Study 15 has become a case study in how drug companies can control the publicly available
research about their products, along with other practices that recently have prompted hand-wringing at
universities and scientific journals, remonstrations by medical groups about conflicts of interest, and threats of
exposure by trial lawyers and congressional watchdogs.

Even if most doctors are ethical, corporate grants, gifts and underwriting have compromised psychiatry, said
an editorial this month in the American Journal of Psychiatry, the flagship journal of the American Psychiatric
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Association.

"The public and private resources available for the care of our patients depend upon the public perception of
the integrity of our profession as a whole,” wrote Robert Freedman, the editor in chief, and others. "The
subsidy that each of us has been receiving is part of what has fueled the excesses that are currently under
investigation."

Details of Study 15 have emerged through lawsuits now playing out in courtrooms nationwide alleging that
Seroquel caused weight gain, hyperglycemia and diabetes in thousands of patients. The Houston-based law
firm Blizzard, McCarthy & Nabers, one of several that have filed about 9,210 lawsuits over Seroquel,
publicized the documents, which show that the patients taking Seroquel in Study 15 gained an average of 11
pounds in a year -- alarming company scientists and marketing executives. A Washington Post analysis found
that about four out of five patients quit taking the drug in less than a year, raising pointed doubts about its
effectiveness.

An FDA report in 1997, moreover, said Study 15 did offer useful safety data. Mentioning few details, the
FDA said the study showed that patients taking higher doses of the drug gained more weight.

In approving Seroquel, the agency said 23 percent of patients taking the drug in all studies available up to that
point experienced significant weight increases, compared with 6 percent of control-group patients taking
sugar pills. In 2006, FDA warned AstraZeneca against minimizing metabolic problems in its sales pitches.

In the years since, taxpayer-funded research has found that newer antipsychotic drugs such as Seroquel,
which are 10 times as expensive, offer little advantage over older ones. The older drugs cause involuntary
muscle movements known as tardive dyskinesia, and the newer ones have been linked to metabolic problems.

Far from dismissing Study 15, internal documents show that company officials were worried because 45
percent of the Seroquel patients had experienced what AstraZeneca physician Lisa Arvanitis termed
"clinically significant” weight gain.

In an e-mail dated Aug. 13, 1997, Arvanitis reported that across all patient groups and treatment regimens,
regardless of how numbers were crunched, patients taking Seroquel gained weight: "I'm not sure there is yet
any type of competitive opportunity no matter how weak."

In a separate note, company strategist Richard Lawrence praised AstraZeneca's efforts to put a "positive
spin” on "this cursed study" and said of Arvanitis: "Lisa has done a great 'smoke and mirrors' job!"

Two years after those exchanges, in 1999, the documents show that the company presented different data at
an American Psychiatric Association conference and at a European meeting. The conclusion: Seroquel helped
psychotic patients lose weight.

The claim was based on a company-sponsored study by a Chicago psychiatrist, who reviewed the records of
65 patients who switched their medication to Seroquel. It found that patients lost an average of nine pounds
over 10 months.

Within the company, meanwhile, officials explicitly discussed misleading physicians. The chief of a team
charged with getting articles published, John Tumas, defended "cherry-picking" data.

"That does not mean we should continue to advocate™ selective use of data, he wrote on Dec. 6, 1999,
referring to a trial, called COSTAR, that also produced unfavorable results. But he added, "Thus far, we have
buried Trials 15, 31, 56 and are now considering COSTAR."

Although the company pushed the favorable study to physicians, the documents show that AstraZeneca held
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the psychiatrist in light regard and had concerns that he had modified study protocols and failed to get
informed consent from patients. Company officials wrote that they did not trust the doctor with anything
more complicated than chart reviews -- the basis of the 1999 study showing Seroquel helped patients lose
weight.

For practicing psychiatrists, Study 15 could have said a lot not just about safety but also effectiveness. Like
all antipsychotics, Seroguel does not cure the diseases it has been approved to treat -- schizophrenia and
bipolar disorder -- but controls symptoms such as agitation, hallucinations and delusions. When government
scientists later decided to test the effectiveness of the class of drugs to which Seroquel belongs, they focused
on a simple measure -- how long patients stayed on the drugs. Discontinuation rates, they decided, were the
best measure of effectiveness.

Study 15 had three groups of about 90 patients each taking different Seroquel doses, according to an FDA
document. Approximately 31 patients were on Haldol. The study showed that Seroquel failed to outperform
Haldol in preventing psychotic relapses.

In disputing Study 15's weight-gain data, company officials said they were not reliable because only about 50
patients completed the year-long trial. But even without precise numbers, this suggests a high discontinuation
rate among patients taking Seroquel. Even if every single patient taking Haldol dropped out, it appears that at
a minimum about 220 patients -- or about 82 percent of patients on Seroquel -- dropped out.

Eight years after Study 15 was buried, an expensive taxpayer-funded study pitted Seroquel and other new
drugs against another older antipsychotic drug. The study found that most patients getting the new and
supposedly safer drugs stopped taking them because of intolerable side effects. The study also found that the
new drugs had few advantages. As with older drugs, the new medications had very high discontinuation rates.
The results caused consternation among doctors, who had been kept in the dark about trials such as Study 15.

The federal study also reported the number of Seroquel patients who discontinued the drug within 18 months:
82 percent.

Jeffrey Lieberman, a Columbia University psychiatrist who led the federal study, said doctors missed clues in
evaluating antipsychotics such as Seroquel. If a doctor had known about Study 15, he added, "it would raise
your eyebrows."

Post a Comment

View all comments that have been posted about this article.

Comments that include profanity or personal attacks or other inappropriate comments or material will be removed from the site. Additionally,
entries that are unsigned or contain "signatures" by someone other than the actual author will be removed. Finally, we will take steps to block
users who violate any of our posting standards, terms of use or privacy policies or any other policies governing this site. Please review the full
rules governing commentaries and discussions. You are fully responsible for the content that you post.

© 2009 The Washington Post Company
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Subject: Prospective Subpoena in PsychRights v. Alaska

From: Jim Gottstein <jim.gottstein@psychrights.org>

Date: Thu, 19 Feb 2009 09:53:52 -0900

To: chailey@bpblaw.com

CC: ccoutroulis@carltonfields.com, jisani@hunton.com, mcfisk@bloomberg.net, Jim Gottstein
<jim.gottstein@psychrights.org>, Kris Hundley <krishundley@gmail.com>, VERACARE <veracare@ahrp.org>,
Lisa Demer <LDemer@adn.com>, "Toomey, Sheila" <SToomey@adn.com>

Dear Mr. Bailey,
In Law Project for Psychiatric Rights v. State of Alaska, et al., Case No. 3AN 08-10115 CI, we are seeking

declaratory and injunctive relief that Alaskan children and youth have the right not to be administered psychotropic
drugs unless and until:

(i) evidence-based psychosocial interventions have been exhausted,

(if) rationally anticipated benefits of psychotropic drug treatment outweigh the risks,

(iii) the person or entity authorizing administration of the drug(s) is fully informed, and

(iv) close monitoring of, and appropriate means of responding to, treatment emergent effects are in
place,

and that all children and youth currently receiving such drugs be evaluated and brought into compliance with the
above.

We understand you are lead attorney in the Seroquel Products Liability Litigation in the US District Court for the
Middle District of Florida, MDL No. 1769, and that there is a hearing on February 26th before Magistrate Judge
Baker regarding Astra-Zeneca's desire to keep under seal certain information of vital public importance.

It is clear this same information is very relevant in PsychRights v. Alaska, because as | am sure you know Seroquel
is often prescribed to children and youth in state custody and through Medicaid. Thus, we are very interested in the
documents and anticipate having a deposition subpoena issued to you for at least the documents set forth on the
(hopefully) attached list if they are not unsealed in the near future. Because PsychRights v. Alaska is not limited to
the problem of Seroquel causing diabetes and other blood sugar/metabolic problems, we are also interested in other
negative effects of Seroquel, unpublished studies, including those involving children and youth, and the promotion
of Seroquel for pediatric use.

In accordance with our practice, rather than just serve you with a subpoena without warning, if the documents are
going to remain sealed for any length of time, we would like to arrange for a mutually satisfactory
date/time/location for the deposition, service of the subpoena, delivery of the documents, etc. We are also open to
suggestions of a different person(s) to subpoena. | have reviewed the September 19, 2007, Protective Order,
including 114, and understand it to be the operative document. If | am mistaken in this, please so advise me and
provide the operative document. We anticipate Astra-Zeneca, whose attorney is copied on this, will (unlike Lilly)
timely invoke 114 of the Protective Order and we will be litigating in PsychRights v. Alaska our entitlement to the
documents and under what conditions, if any, they will be produced.

One question | have is if Magistrate Judge Baker decides at the February 26th hearing that the documents should be
unsealed, is that likely to be subjected to further proceedings before the documents are actually unsealed and
available to the public?

Please call at your convenience to discuss this matter, remembering that Alaska is three hours behind Houston (one
hour behind the West Coast).
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Prospective Subpoena in PsychRights v. Alaska

James B. (Jim) Gottstein, Esq.
President/CEO

Law Project for Psychiatric Rights

406 G Street, Suite 206

Anchorage, Alaska 99501

USA

Phone: (907) 274-7686) Fax: (907) 274-9493
jim.gottstein[[at]]psychrights.org
http://psychrights.org/

PsychRightse

Law Project for
Psychiatric Rights

The Law Project for Psychiatric Rights is a public interest law firm devoted to the defense of people facing the
horrors of forced psychiatric drugging. We are further dedicated to exposing the truth about these drugs and the
courts being misled into ordering people to be drugged and subjected to other brain and body damaging
interventions against their will. Extensive information about this is available on our web site,
http://psychrights.org/. Please donate generously. Our work is fueled with your IRS 501(c) tax deductible
donations. Thank you for your ongoing help and support.

Content-Type: application/pdf

090121ListOfAZDocuments.pdf )
Content-Encoding: base64
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Case 6:06-md-01769-ACC-DAB

Document 1222-2 Filed 01/21/2009

EXHIBIT A -- DOCUMENTS CHALLENGED BY PLAINTIFFS

DOCUMENTS TO RETAIN CONFIDENTIALITY STATUS UNTIL TRIAL

PLAINTIFFS 11/24/08
# MOTION & SEALED DESCRIPTION
EXHIBIT #
Genl Cause - Generic and
. June 26, 2008 NDA 20-639 Submission (1,156
1 Case-Specific Ex. 16 e ubmission ( pages)
Genl Cause - Generic and
Case-Specific Ex. 21; 06/25/2008 letter (3-pages) from FDA to AZ
2 Omnibus MSJ Ex. 42
nl - i
3 GeCasCf:;;eemgchg;lczgnd Internal email chain including from L Boomazian to M Deyr dated 04/26/2007
Genl Cause - Generic and
Case-Specific Ex. 27; Internal email from Lisa Arvanitis dated 8/13/1997
4 Omnibus MSJ Ex. 10
Genl Cause - Genericand |, = | ot chain inchuding from Richard Owen to Matthew Lowe dated 3/18/0
5 Case-Specific Ex. 41
Genl Cause - Generic and  |Internal email chain including from David Duff to Kim Gilchrist, et al re Gianfrancesco work dated
6 Case-Specific Ex. 51 5/23/03
Genl Cause - Generic and  |A Comprehensive Retrospective Study of Associations Between Diabetes and Treatment with
7 Case-Speciﬁc Ex. 52 Risperidone, Olanzapine, Quetiapine, and Conventional Antipsychotics by HECON Associates, Inc.
Genl Cause - Generic and | ¢/04 et from Geller including attached Safety Position Paper
g Case-Specific Ex. 58
9 Gcgi;?g;eec-ig:l]l;:(;gnd Portions of Dep of Wayne Geller (pp. 426-431) re: submission to Dutch health authority
Genl Cause - Generic and | ¢ o) orothee Wientjens to Wayne Geller
10 Case-Specific Ex. 60 .
) Geg;g;:;g:’g:‘;:“d Email from Connie Ou to Ronald Leong re Re-Challenge of Seroquel dated 2/4/03
12 Omnibus MSJ Ex. 1 Feb 2005 letter from French afssaps
13 Omnibus MSJ Ex. 2 03/09/2000 Seroquel Commercial Support Team - Technical Document (TD004)
14 Omnibus MSJ Ex. 3 03/06/2000 Seroquel Commercial Support Team - Technical Document (TD 005)
15 Omnibus MSJ Ex. 4 Internal email chain including M. Murray, M. Jones, J.Tumas, J.Goldstein dated 03/23/00
16 Omnibus MSJ Ex. 5 Excerpts of Kevin Birkett dep transcript 4/24/08
17 Omnibus MSJ Ex. 6 Sales Story Flow document
18 Omnibus MSJ Ex. 7 'Wayne Macfadden dep transcript excerpts
19 Omnibus MSJ Ex. 8 Draft of article by Joyce Small re: Quetiapine
20 Omnibus MSJ Ex. 11 Martin Brecher dep transcript excerpts
a1 Omnibus MSJ Ex. 12 Barry Amold dep transcript excerpts
22 Omnibus MSJ Ex. 13 Internal memo from Richard Lawrence re: Study 15
. Various internal emails which include: Internal email from Nick Hough re Small Review dated 5/10/99;
Omnl’t.)us MSJ Exs. 14 5/11/99 email from John Tumas to Michael Murray, et al; emails including Jim Gavin, John Tumas re:
23 (multiple documents) EPS data
24 Omnibus MSJ Ex. 17 Internal email from Don Beamish re: Reinstein
25 Omnibus MSJ Ex. 18 Discussion Document dated 6/22/00
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Case 6:06-md-01769-ACC-DAB

Document 1222-2 Filed 01/21/2009

PLAINTIFFS 11/24/08
# MOTION & SEALED DESCRIPTION
EXHIBIT #
26 Omnibus MSJ Ex. 19 Wayne Geller dep transcript excerpts
27 Omnibus MSJ Ex. 20 Discussion Document
28 Omnibus MSJ Ex. 21 Safety Position Paper
Omnibus MSJ Ex. 22 g::, 1;/2000 email thread from Geller re: glucose metabolism disorders and attaching Safety Position
29
30 Omnibus MSJ Ex. 23 10/03/2000 email thread from D. Wientjens to Geller re Quetiapine and glucose metabolism disorders
31 Omnibus MSJ Ex. 24 Vikram Dev dep transcript excerpts
32 Omnibus MSJ Ex. 25 CBG Medicines Evaluation Board re: 1/2001response to MEB request to amend the SmPC
33 Omnibus MSJ Ex. 26 08/00 Response to FDA request
34 Omnibus MSJ Ex. 27 Internal email chain including Wayne Geller and Melissa Partridge re Metabolic issues dated 12/05/01
35 Omnibus MSJ Ex. 30 Objection Handler on Atypical antipsychotics and glucose dysregulation
36 Omnibus MSJ Ex. 32 Internal voicemail re: Weight and Diabetes Sell Sheet dated 08/15/05
37 Omnibus MSJ Ex. 37 10/15/2003 AZ letter to FDA re NDA 20-639, response to FDA request for labeling change
38 Omnibus MSJ Ex. 39 SERM Minutes 06/08/07
39 Omnibus MSJ Ex. 40 06/22/2007 AZ letter to FDA re NDA 20-639 and NDA 22-047, Supplement-Changes Being Effectuated
40 | Haller ST Motion Ex. 9-10 [Speaker/Attendance Info
41 McA SJ Motion Ex. 14 Accounts Payable Info
42 Unger SJ Motion Ex. 15  |Accounts Payable Info
43 Burns SJ Motion Ex. 17  |Excerpts of Pharmaceutical Sales Specialist Deposition
44 Curley SJ Motion Ex. 12 [Excerpts of Pharmaceutical Sales Specialist Deposition

Supp. Mem. on General Cause

Rak Dep Transcript (includes numerous company documents as dep exhibits and testimony regarding

45 re: Rak same )
From Various Motion Various Expert Declarations, Expert Reports, and Expert Dep Excerpts, as well as Prescriber Dep
46 Responses Excerpts, which discuss confidential documents that were attached as exhibits to plaintiffs' responses

TRADE SECRET AND CONFIDENTIAL DOCUMENTS TO RETAIN CONFIDENTIALITY

STATUS THROUGH TRIAL

Genl Cause - Generic and
Case-Specific Ex. 19

04/01/2008 CSR for study 144 (1,922 pages)

Genl Cause - Generic and

06/12/2006 CSR for study 125 (4,582 pages)

2 Case-Specific Ex. 15
Genl Cause - Generic and
3 Case-Specific Ex. 28 03/08/1996 IND for Seroquel (5,224 pages)
Genl Cause - Generic and
. 11/30/2006 CSR fc dy 165 (1,801
4 Case-Specific Ex. 29 or study 165 (1,800 pages)
Genl Cause - Generic and
. 06/19/2007 CSR for study 127 (6,434
5 Case-Specific Ex. 32 or study 127 (6,434 pages)
Genl Cause - Generic and
. ipt fi .
6 Case-Specific Ex. 57 Draft Manuscript for Study 125 by Newcomer, J, et al
7 Haller ST Motion Ex. 9-10 |Call Notes
8 | McA SJ Motion Ex. 10-13  [Call Notes
9 Unger SJ Motion Ex. 12-14 [Call Notes
" Whittington S.’I7 Motion Ex. 5- Call Notes
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PLAINTIFFS 11/24/08
MOTION & SEALED
EXHIBIT #

DESCRIPTION

11
12

Guinn SJ Moil:;)n Ex. 10,12, Call Notes

13

Burns SJ Motion Ex. 16  |Call Notes

Curley SJ Motion Ex. 9-11 [Call Notes
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Annual Report 2002: The Johnson and Johnson Center for Pediatric
Psychopathology at the Massachusetts General Hospital

Director: Joseph Biederman, MD
Co-Director: Stephen V. Faraone, PRD

»

Executive Sumniary
Overview
Assessing the Efficacy and Salety of Medications for Child Psychopathoelogy
Resolving Complex and Cantroversial Diagnoestic Issues
Assessing the Severity and Chronicity of Child Psychopathology

Clarifying the Biological Basis of Childhood Psychopathology
Genetics ’
Neurcimaging

Disseminating Research Resnits and Educating Clinicians
Details of Cenler Activities in 2002
Creation of a Multidisciplinary Team

Data Collection Efforts Initiated in 2002

Treatment Studies - .
Comparative Effectiveness and Tolerability of RISPERDAL with SEROQ GEODON, ZYPREXTA

RISPERDAL and CONCERTA for ADHD in Children snd Adults with Bipolar Disorder
MR spectroscopy study of children before and afier RISPERDAL
Development of driving simulator for adults with ADHD
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Slecp apnea and ADHD in adults
Treatment of Psychiatric Comorbidity in Bipolar Disorder.
Pharmacokinetics and Drug-Drug Interactions. 10
Olanzapine plus Topiramate, 10
Initial Treatment Studies of Bipolar Depression. 10
Epidemiojogic and Genetic Studies of Pediatric Psychopathology. 10
Genotyping Efforts and Genelic Databank Development 10
Phenotypic characierization of velo-cardio-facial (VFC) Syndrome 10
Studies of Temperamenta} Risk Factors for Pediatric Bipolar Disorder. 10
Longitudinal Family Study of Pediatric Bipolar Disorder. 1
Follow-Up of Preschoolers'with Bipolar Disorder. 11
Children at High Risk for Bipolar Disorder 11
Neuropsychology and Neuroimaging of Pediatric Psychopathology 11
Magnetic Resonance Imaging of BPD+ADHD Adults 11
MR Spectroscopy of BPD children before and after treatinent with RISPERDAL i1
Analyses of Archival Data Sets : 1
Data Sets Available Through MGH i1
Clinic Data H
Longitudinal Family Sindy of ADHD 12
Data Sets Available Through J&J 12
Double-Blind Trial of RISPERDAL in Children with Conduct Disorder and Mentat Retardation 12
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Other Data Sets
Bipolar Genetic Linkage Data.

Support of Junior Facolty to Develop Expertise in Pediatric Psychopatholegy Research
Communication With J&J Staff tg Facilitate Cotlaborative Efforts
Initiation of Yearly Meetings of Experts in Bipolar Disorder

Plans for the Future

Appendix A: Biographical Skeiches of MGH Investigatoes

APPENDIX B: Presentations at National and International Meetings in 2002 By MGH
Pediatric Psychopkarmacology Research Program

APPENDIX C: Preparation of Munuscripts for Publication in 2002 By MGH Pediatric
Psychopharmacology Research Program

References
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Executive Summary

Overview

The mission of the Center is te create a common ground for a strategic collaboration between
Johnson & Johnson (J&J) and the Pediatric Psychopharmacology Research Program an at the
Massachusetts General Hospital (MGH). The Center provides an infrastructure for MGH
researchers to coilaborate with J&J researchers on comprehensive studies of pediatric
psychopathology, including diagnostic, therapeutic, and neurobiologic studies. The formation of
the Center has created a forum for multidisciplinary coliaborative research in a number of key
areas, with an initial focus on pediatric mood and disruptive behavior disorders.

An essential feature of the Center is its ability 10 conduct research satisfying three criteria: a) it
will lead 1o findings that improve the psychiatric care of children; b) it will meet high levels of
scientific quality and ¢) it will move forward the commercial goals of J&J. ‘We strongly believe
that the Center's systematic scientific inquiry will enhance the clinical and research foundation
of child psychiatry and lead to the safer, more appropriate and more widespread use of
medications in children. Considesing that nearly all psychiatric medication use in children is off
label, studies of safety and efficacy in children are essential for clinicians, parents and patients to
feel comfortable using these medications in chitdren. The Center is poised 1o test the
effectiveness and safety of RISPERDAL, S8y NeliS bl g ' ] and new
products as the emerge from the pipeline.

Equally important to effective use of medications is the demonstration of the validity of
disorders. Because parents, patients and clinicians are exposed to a media that frequently
questions the validity of childhood disorders, genetic and brain imaging studies are needed to
show the validity of these disorders as brain disorders that respond to medication,
Epidemiologic studies are needed to show that childhood disorders are frequently chromnic and
severely debilitating. Without such data, many clinicians question the wisdom of aggresstvely
treating children with medications, especially those like neuroleptics, which expose children to
potentially serious adverse events. Epidemiologic studies also show the continuity of childhoad
and adult disorders. This provides an additional measure of validation for the childhood
disorder and in some cases validates the disorder as a disorder of adulthood as we have seen for
adult attention deficit hyperactivity disorder (ADHD).

Through the funding provided by J&J, we are creating a team of investigators focusing on the
following issues.

Assessing the Efficacy and Safety of Medications for Child Psychopathology

We wiil generate and publish data on the efficacy and safety of medications for improving
currently available treatment options for child psychopathology. This work is an essential
precursor to the safe, appropriate and widespread use of medications given that most must be
used off-label. Specific goals of this area of work include:

¢  Assessing the full range of symptoms treated by RISPERDAL by analyzing data from
Janssen’s study of RISPERDAL among conduct disordered/mentally retarded youth.
This will atlow us to extend Janssen's prior findings indicating efficacy for conduct
disorder to mania, anxiety and other classes of psychopathology.

¢ Using MGH open-label studies to assess the differential effectiveness and safety of
RISPERDAL and ZYPREXA in the treatment of pediatric bipolar disorder (BPD). For
example, we have already shown that ZYPREXA leads to twice the weight gain as
RISPERDAL.
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Using MGH open-label studies to demonstrate how combination pharmacotherapy can be
used to treat complex cases. Examples mcludeusmg PJSPERDAL andCONCERTA to

treat ADHD wﬂh BFD, REDACTED

Resolving Complex and Controversial Diagnostic Issues

Many children with psychopathology never recejve medical treaiment due to controversies in the
media and debates among professionals about the validity of psychiatric diagnoses in children.
Additional under-treatment occurs due to lack of mental health screening in primary care clinics
The Center seeks to address complex and controversial diagnostic issues through empirical
research.. This domain of work includes validating diagnostic methods, validating tools for
screening and treatment monitoring and, if needed, creating new measures which will allow
physicians to conf dently screen for and dxagnoses child psychopathology. Center investigators
are now examining diagnostic and measurement issues for three disorders that have been
particularly controversial; pediatric BPD, adult ADHD and pediatric psychosis. Specific goals of
this area of work include:

e Analyzing databases at MGH to charactenze pediatric BPD), adult ADHD and pediatric
psychosis. This will help clinicians understand the nature of these disorders, which wil}
facilitate their ability to diagnoses them in their practices.

« Developing and assessing the validity of screening tests for complex disorders such as
comorbid ADHD, psychosis and pediatric BPD. Once appropriately validated, the use of
these screening tests will alert physicians about disorders that exist which RISPERDAL
and CONCERTA might treat. Currently, many children with psychosis and BPD and
many ADHD adults are not identified as such so are not treated outside of specialty
academic centers.

s Implementing training programs for screening tools in continuing medical education
programs targeting pediatricians and general psychiatrists.

e Analyzing baseline data from Janssen funded studies to validate affective disorder sub-
type in the conduct disorder subpopulation. Further validation of this group will alert
physicians to the existence of a large graup of children who might benefit from treatment
with RISPERDAL.

o Analyzing data bases at MGH to clarify the continuity between childhood and adult
disorders. Showing how pediatric mania evolves into what some have called mixed or
atypical mania in adulthood, will provide further support for the chronic use of

[Page]

JJRE 00053092

EXH%}?@“@S@Q{US?@? Litigation Pursuant to Protective Order


Jim
Highlight

Jim
Highlight


RISPERDAL from childhood through adulthood. Such data will teach clinicians about
how to identify these symptoms in adualts.

e Using the classic criteria of Robins and Guze (1970) to validate diagnostic criteria for
pediatric BPD. childhood psychasis and adult ADHD using studies of course, outcome,
genetics, cognition and neuroimaging as described in the foliowing sectigns.

¢ Using neuropsychological measures to accurately tdentify executive brain dysfunction
and differentiate it from ADHD. Because executive brain dysfunction is seen in many
ADHD children, there is some debate about whether it is a separate syndrome or another
manifestation of ADHD. By clarifying this issue, we will demonstrate the need for
clinicians to assess for executive brain dysfunction and consider potential medical
treatments for this condition in their ADHD patients.

Assessing the Severity and Chronicity of Child Psychopathology

We will study the natural course of pediatric psychopathology, the long-term incidence of the
various dysfunctions and the long-term effects of pharmacologic and other interventions. This
work validates childhood disorders by demonstrating how it evolves in adult mamfestations of
the same disorders. It shows clinicians that aggressive treatment is warranted because these
disorders lead to substantial disability. By clanfying the chronicity of disorders, it further
documents the necessity for the chrenic treatment of some disorders by debunking mytbs which
present childhood psychopathology as a normal phase of development. For example, in the past,
ADHD was viewed as a remitting disorder and treatment was usually stopped during
adolescence. Today, due to longitudinal studies the American Academy of Pediatrics now
recommends treating ADHD as a chronic tllness. Specific goals of this area of work include:

» . Assessing the severity and chronicity of pediatric BPD using the same methods we have
used for longitiadinal studies of ADHD (Biederman et al., 1998b; Biederman et al., 2000).

¢ Characterizing the chronic, debilitating course of BPD to help people understand need for
aggressive treatments such as RISPERDAL.

« Evaluating the effectiveness of medical and psychosocia! treatments on long term
outcomes in pediatric BPD using a naturalistic design.

o Evaluating the effect of RISPERDAL treatment on functioning in pediatric BPD in
database studies and prospective short and long term studies.

e Assessing the disability associated with adult ADHD 1o help us understand the future of
child ADHD and the need for chronic treatment. We are addressing this through a large
longitudinal family study of ADHD and are also developing a day-long laboratory
protocol to quantify the “real world” impairments associated with ADHD such as
impaired driving skills and difficulty concentrating on work requiring sustained attention.

Clarifying the Biological Basis of Chitdhood Psychopathologv

One of the main obstacles 1o the medical treatment of childhood disorders is the myth that they
simply reflect problems of family and culture rather than dysfunctions of the brain. We will help
dispel these myths using genetic and neuroimaging studies. These studies further validate
childhood disorders as medical conditions and thereby give physicians more confidence in the
use of medical treatments. By clarifying the causes of childhood disorders, these studies also lay
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the ground work for the development of more efficacious treatments ar the use of current
treatments in a more effective manner.  Specific goals of this area of work inchlude:

Genetics

®

[

L

ldentifying genes that inerease the susceptibility te chuld psychepathelogy with an initial
emphasis on ADHD and BPD.

Validating diagnostic criteria and assessing the validity of comorbidity using designs

from genetic epidemiology.

Creating a platform for collaboration between MGH and the J&J pharmacogenetics
department by working with J&J to collect, DNA, safety data and efficacy data. The goal
of this work is to discover genes which predict therapeutic response or adverse events
during treatment with J&T medications.
Collecting pharmacogenetic data in MGH studies of RISPERDAL, REDACIED

Studying children having a b:polar parent to develop rules for identifying pre-clinical
cases. By accurately identifying children at risk for psychopathology, we will be able o
develop early intervention and prevention treatment programs.

Neuroimaging

Using magnetic resonance imaging to identify structural and functional patterns in the
brain that characterize psychopathological subgroups, particularly controversial

diagnoses such as pediatric BPD and adult ADHD.

Initiating a prospective study of the efficacy and safety of RISPERDAL. in pediatric BPD,
including neurotmaging on a subset of patients.

Using magnetic resonance spectroscopy to examine changes in NAA/CA, Choline, and

~ other brain metabolites in response to RISPERDAL treatment.

Using structural and functional magnetic resonance imaging in medication najve patients
to demonstrate that brain changes are associated with childhood disorders, not their

treatment.

Disseminating Research Resulis and Educating Clinicians

To have an impact on clinical practice, research results from the Center must be disseminated
through scientific publications, presentations and national and international meetings and
continuing education programs. Qur program of dissemination is as follows:

Presenting findings and nationa! meetings of the American Psychiatric Association, the
American Academy of Pediatrics, the American Academy of Child and Adolescent
Psychiatry, the American Psychological Association, Biological Psychiatry, NCDEU and
the American College of Neuropsychopharmacoclogy.

Presenting findings at international meetings of the World Psychiatric Association, the
World Congress of Psychiatric Genetics, the European College of
Neuropsychopharmacology (ECNP) and the Collegium Internationale Neuro-
Psychopharmacologicum {(CINP).

Developing and implementing a BPD continuing education program to teach
pediatricians and psychiatrists how to screen for, diagnose and treat BPD

[Page]
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s  Present continuing medical education programs at national and international professional
meetings:

¢« Convening a yearly international conference for investigators studying pediatric BPD
(this is possible through funding from Janssen and a grani from the National Instituie of
Mental Health to Dr. Biederman).

= Convening a yearly international conference for investigators studying the genetics of
ADHD (ihis is possible through funding frem the National Institute of Mental Health to
Dr. Faraone).

» Preparing manuseripts for publication in psychiatric, pediatric and psychological
journals.

Details of Center Activities in 2002
In 2002, we made progress in the following areas:

¢ At MGH, we identified a multidisciplinary team of psychiatrists, psychologists,
psychiatric clinical nurse specialists, epidemiologists, and behavioral geneticists to
participate in the Center

We initiated several research projects

We initiated data analyses of archival J&J and MGH data sets.

We disseminated the results of our work and national and international meetings.
We prepared initial manuscripts for publication.

We supported junior faculty efforts to develop expertise in pediatric BPD.

We developed and maintained a schedule of regular communication with J&J staff to
facilitate collaborative efforts.

» We Initiated Yearly Meetings of Experts in Bipolar Disorder.

e & & 8 ¢ @&
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Creation of a Multidisciplinary Team

Table 1 lists the MGH investigators
participating in the Center. These
participants are each faculty
members in the Harvard Medical
School Department of Psychiatry at
MGH. As Table 1 shows, they have
experience using 2 wide range of
methods and measurement tools. A
comprehensive description of all the
prior work in these areas of
measurement is beyond the scope of
this report, but an examination of the
biographical sketches of the
investigators {see Appendix A)
shows the extent of their prior
empirical work, most of which bas
used the methods and assessment
measures to be used in the proposed
Center.

Through this multidisciplinary
faculty, the Center has access to the
systematic assessments needed for
screening, study recruitment and
study implementation. Table 2
shows the domains of assessment
expertise available to the Center.
Most studies need structured
interviews for psychiatric diagnostic
assessments. Treatment protocols
also require measurement in domains

Table 1: MGH Participants in Center Research

EXPERTISE

INVESTIGATOR

Psychosocial Treatment
Outcomne Designs

Stephen Faraone, PhD
Ross Green, Ph.DD
Dina Hirschicld, PhD.

Psychophanmacologicai
Treatment Cutcome Designs

foseph Biedennan, MD
Tom Spencer, MD
Tim Wilens, MD

Epidemiological
Designs

Stephen Fasaone PhD
Eric Mick. 8c.D,

Molecular and Statistical
Genetics

Stephen Faraone, PhD
James Guselia. PhD
Paul Van Eerdewegh. PhD

Psychosocial Assessment

Psychiatric Assessment, Joseph Biederman. MD
Diagnosis and Treatment- Tom Spercer. MD
Outcome Tim Wilens, MD

Janel Wozniak. MD
Psychological and Stephen Faraone, Ph.D.

Ross Green, Ph.D
Dina Hirschield. Ph.D.

Neunropsychological Larry Seidman, PhD

Assessmient Alysa Doyle, Ph.D

Neuroimaging Larry Seidman, PhDD

Statistical Analysis Analysis Stephen Faraone PhD
Eric Mick, Sc.D,

Data Base Programming. Eric Mick, Sc.D.

Computer Hardware:

Networking; Data Quality and

Security

Bioslatistics Stephen Faraone PhD
Eric Mick. Se.D.

of functioning at baseline that might be predictive of subsequent freatment response as well as
measures of psychopathology and functioning that will be sensitive to the clinically meaningful
changes that will occur with treatment. The Center maintain assessment tools that allow for the
ssessment of functioning in multiple domains: psychiatric, psychosocial, neuropsychologlcal
quahty of life, and the utilization of health services.

Tablc 2: Mcasurement Domains Available to the Center
Type of Study
Diagnostic Studies | Treatment Studies | Eticlogy Stwudies
Psychiatric Symptoms v
Structured Diagnostic Psychiatric Interview | ¥ v v
Substance Use Assessments v i
Clinical Rating Scales v v v
Social Functioniag v o v
Family Environment Scale v v
Expressed Emotion v v
Family Burden v
Meuropsychological Functioning
Health Services Utilization v v
[Page]
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Because much of the under-treatment of psychiatric disorders in children is due to concerns
about the accuracy and validily of diagnostic measures, the ability to validate measures of
childhood psychopathology is an essential component of the Center. The availability and use of
good measurement technologies leads to improved acceptance of research results by the FD A |
physicians, patients, their parcnts and the gensral public.

Center investigators have completed many methodological studies that validate the vse of these
assessment tools in pediatric populations. Examples include:

e Showing that parent-based diagnoses of ADHD are predictive of teacher-based diagnoses
(Biederman et al., 1993b; Biederman et al., 1990a). This work has facilitated drug
deveiopment for ADHD, when teacher reports are Jacking., This makes adolescent
studies feasible and also provides reassurance to clinicians when they must diagnose
children without information from teachers.

o Using clinical trials data to show that parent reports are sufficient for detecting efficacy in
studies of long-acting medications for ADHD (Biederman &t al., submit). This work
provides reassurance to clinicians when they must titrate medications without feedback,
from teachers

¢ Demonstrating that structured interview diagnoses of child psychopathology show high
reliability and diagnostic efficiency (Faraone et al., 1995). This type of work clartfies the
objective nature of diagnosis, which helps clinicians understand the value of applying
them in pediatric settings.

s Supporting the validtity of aduit ADHD diagnoses by showing that parental ADHD does
not bias reports of ADHD in children (Faraone et al,, in press), that symptom reporis by
ADHD adults are not influenced by the presence of ADHD in their children (Faraone et
al., 1997) and that adult relatives of ADHD children have high rates of ADHD and that
family study methods show adult ADHD 1o be a valid diagnosis (Faraone et al., 2000a).
By demonstrating the validity of adult ADHD diagnoses, this and other work has led toa
more widespread acceptance of the diagnosis, including acceptance by the FDA, which
previously doubted its validity but has now given Lilly an adult ADHD indication for
STRATTERA. :

o Creating a method for assessing medication efficacy in a naturalistic setting by applying
structured assessments 10 medical records (Biederman et al., 1999). This provides a
simple method for assessing efficacy. As we have shown for the RISPERDAL treatment
of bipolar disorder (Biederman et al., 1999}, this method provides a quick assessment of
whether a currently available medication is worth pursuing in a clinical trial.

e Using multiple definitions of remission to assess course and outcome {(Biederman et al.,
2000) and creating an assessment and analysis scheme for defining normalized
functioning in children (Biederman et al., 1998b) we have been able to quantify the
chronicity and severity of disorders and, thus, the need for chronic, aggressive medical
treatment. _

e« Demonstrating the validity of the Social Adjustment Scale for Children and Adolescents
(Biederman et al., 1993a) provides a useful 100l for assessing the efficacy of medications
in this “real world” domain of dysfunction affected by many psychiatric disorders.

» Creating new designs to clarify psychiatric comorbidity using the family study method
has validated comorbid conditions and strengthened the rational for treating them
(Faraone et al., 1999). :
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» Showing that exclusive reliance on youth self-reports may identify a mild form of
depression associated with limited morbidity and disability compared with that identified
by parental reports (Braaten et al., 2001) and showing that the potential distortion of
indirect interviews by depressed mothers may be stronger in community than in chinicaj
sertings and does not account for the increased risk for MD in referred adolescents with
ADHD (Mick et al., 2000) This werk will lead to better metbods of identifying
depression in children.

» Documenting substantial stability of Child Behavior Checklist (CBCL) scales over time
for ADHD patients to support the informativeness of the CBCL as a useful measure of
longitudinal course in clinical samples of youth with ADHD (Biederman et al., 2001b).
This work provides further evidence that the CBCL is a useful tool for screening and
monitoring the progression of disorders.

» Developing new methodologic approaches for prevention protocols (Faraone et al.,
2002). This work will, in the Jong-term, lead to psychopharmacologic protocols aimed at
the primary preventicn of childhood psychiatric disorders

The Center also includes substantial expertise in data management and analysis, which allows it
to provide methodological, statistical and data base management assistance to participating
investigators. To facilitate study efficiency and data sharing the Center has implemented a
common data analytic infrastructure. This infrastructure has enabled the design of shared
databases for analytic efforts of data collected across various studies.

Eric Mick, ScD heads the Center’s data management efforts. As an epidemiologist, he is highly
experienced in the collection, editing and management of large complex data sets from
psychiatric studies, including longitudinal and family studies. He and our data base developer,
Ellie Remskar, are responsible for setting-up and maintaining the central data management
system. To achieve the goals of central data management, he plans for the software and
hardware needs of the central system and supervises the day to day work of the central data
management staff. He also assures the integrity of data management for each Center project.

Stephen Faraone, Ph.D. heads the Center’s data management efforts by coardinating group of
fwa junior facu]ty and three masters level statisticians well versed in a variety of statistical
techniques, This resource is available to pammpatmo investigators (i.e., developing.and
established scientists), clinicians planning to become investigators and students (including
graduate students, interns, residents and fellows). The data analysis efforts at the Center also
include the development of new methods to deal with new issues that arise in the Center’s
research program. Prior examples of methods development include:

o The use of analytic mathematics and simulations to choose among methods for analyzing
- autocorrelated binary data (Faraone and Dorfman, 1987);

e The development of a- method to assess inter-observer agreement in the presence of
autocorrelation (Faraone and Dorfman, 1988),

¢ Creation of 2 method to render radioreceptor assay results comparable between different
neuroleptic medications (Young et al., 1989).

* The use of simulations to choose 2mong methods of morbidity risk estimation (Faraone st
al., 1994) and to assess the statistical power of linkage studies (Chen et al., 1992).

» The use of multidimensional scaling to clanfy diagnostic confusability and reliability
(Faraone et al., 1996).

s Theuse of mathematical genetic considerations to choose phenotypes for genetic analysis
(Faraone et al., 2000b).
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e The use of latent class methods to measure diagnostic accuracy in the absence of a gold
standard (Faraone and Tsuang, 1994).

& An analytic demounstration of the effects of fixed-dose, clinical-dose and reduced-dose
treatment designs on outcome measures (Faraone et al., 1992).

e The development of a receiver operating characteristic (ROC) based method to optimize
the validity of psychiatric diagnoses (Faraone er al., 1993).

» The development of an ROC based method to comprehensively describe differences in
efficacy between drug and placebo or between two drugs (Faraone et al.. 2000¢),

» Comprehensive reviews of ascertainment and statistical methods in psychiatric genetics
(Faracne and Santangelo, 1992; Faraone et al., 1999; Faraone and Tsuang, 1995).

Data Collection Effonis Initiated in 2002

Treatment Studies
We willidd déscriptions of these.

Comparative Effectiveness and Tolerability of RISPERDAL with SEROQUEL,
GEODON, ZYPREXIA

RISPERDAL and CONCERTA for ADHD in Children and Adults with Bipolar
Disorder

MR spectroscopy study of children before and after RISPERDAL
Development of driving simulator for adults with ADHD

Sleep apnea and ADHD in adults

Treatmeni of Psychiatric Comorbidity in Bipolar Disorder.

Bipolar youth frequently present with one or more of the following comorbid disorders: ADHD,
oppositional defiant disorder, pervasive developmental disorder, anxiety, and major depression.
These disorders complicate treatment planning for two reasons. First, little is known about how
to sequence the treatments for co-occurring conditions. In addition, the standard treatments for
some commorbid conditions (e.g. stimulants for ADHD, SSRIs for depresslon) may exacerbate
mania. Our plan is to develop open label trials targeted at these comorbid conditions to get an
early signal regarding the effectiveness of these therapies. Those that look promising will be
further developed by pursuing external funding for large scale clinical trials. We have currently
initiated the following studies of comorbidity:

¢ Open-label study of RISPERDAL for pediatric BPD. This study serves as an
ascertainment source for cases of BPD with ADHD, which can then be enrolledin a
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study assessing the effectiveness of CONCERTA for ADHD in RISPERDAL treated
BPD children.

Pharmacokinetics and Drug-Drug Interactions.

Because many of the medications we are studying have not been used extensively in pediatric
populations, it is'essential that we collect pharmacokinetic data. Moreover, some of our
protocols use more than one compound. Thus, a key component of our progrant is to evaluate
petential drug-drug interactions associated with combined treatments using appropnate
pharmacokinetic and pharmacodynamic protocols. - Current pharmacokinetic studies are as

follows:
. Pharmacokmencs of RISPERDAL in Pediatric ADHD
[

Pharmacokmet:cs of RToPERDAL and CONCERTA m Chlldren W1th BPD and ADHD

Olanzapine plus Topiramate.

Topiramate has been used to offset weight gain associated with atypical neuroleptics in clinical
practice but has not been systematically evaluated. Thus, the objective of this study s to evaluate
the safety and effectiveness of added topiramate 10 minimize iatrogenic weight gam approaches
1o the treaiment of BPD in children and adolescents.

Initial Treatment Studies of Bipolar Depression.

Since depression is a highly morbid state of bipolar disorder and since antidepressants can
exacerbate manic symptoms, the evaluation of safe and efficacious treatments for bipolar
depression remains uncertain. To this end, we initiated a clinical trial comparing the
effectiveness of buproprion and paroxetine for the treatment of bipolar children with active

* symptoms of depression. These are potentially useful options to evaluate in this population since
they have each been shown to have a low manicogenic risk in adults.

LEpidemiologic and Genetic Studies of Pediairic Psychoparhology.

Genotyping Efforts and Genetic Databank Development

We have been collecting blood samples from each member of the nuclear family of children with
bipolar disorder. This blood is stored so that DNA may be extracted in the future in order to
conduct linkage, association or pharmacogenetic analyses.

Phenotypic characterization of ve]o—éardio-facial (VFC) Syndrome

Since VCF has been associated with bipolar disorder in some studies, we are collecting digital
photographs of children with bipolar disorder in order o test the hypothe.s:s that hemizygous
detetion of chromosome 22q11 may result in bipolar affective disorder. This finding may
eventually lead towards the identification of candidate genes for early onset bipolar disorder.

Studies of Temperamental Risk Factors for Pediatric Bipolar Disorder.

Another major research interest of our group has been the study of temperament as a risk factor
for subsequent psychopathology in at-risk children. We currently have a large program which
has shown that behavicral inhibition is an early onset precursor of subsequent anxiety disorders
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(Biederman et al., 2001a; Biederman et al., 1993¢; Biederman et al., 1990b). If the new Center is
funded, we plan to create a research program aimed at identifying temperamentaj risk factors for
pediatric bipolar disorder. In particular, we intend to follow-up on some intriguing leads from
our pilot studies, which suggest that behavioral disinhibition may be a very early onset risk factor

for pediatric bipolar disordes.

Longitudinal Family Study of Pediatric Bipolar Disorder,
Longitudinal studies of pediatric bipolar disorder hold the promise of settling controverstes that
have plagued the field. If bipolar disorder is a valid diagnosis in children, signs of the disorder
should remain evident at follow-up assessments. Equally important will be determining the
course of comorbidity in pediatric bipolar disorder to see if they have a course and outcome that
parallels that which has been seen for the comorbid disorder when it occurs in the absence of
bipolar disorder. Dr. Wozniak collected 110 families ascertained via pediatric bipolar patients
through her NIMH Career Development Award. With J&J funding, we have been able to initjate
a follow-up study of this sample.

Follow-Up of Preschoolers with Bipolar Disorder.

In light of extensive media attention devoted to a recent pharmacoepidemiological analysis
which asserted that large number of preschool children are inappropriately treated with
pharmacotherapy and since children with bipolar disorder frequently present to clinics at very
young ages with a very severe clinical picture, we are following preschoolers (age<6 years) who
meet criteria for bipolar disorder to systematically evaluate the longitudinal course of this
disorder in this age group. )

_Children at High Risk for Bipolar Disorder
We will.add descriptions of this.

Newropsychology and Neuroimaging of Pediatric Psychopathology
Magnetic Resonance Imaging of BPD+ADHD Adults

Wewilladd-deseriptions of this:

MR Spectroscopy of BPD children before and after treatment with RISPERDAL

Analyses of Archival Data Sets

Data Sets Available Through MGH

Clinic Data

For the past decade we have systematically collected data on consecutive admissions to our
pediatric psychopharmacology clinic. As a result, we have extensive clinical data (e.g.,
structured interviews, rating scales, psychometric tests) on more than 2000 patients not selected
for a specific disorder. We also have the capability of completing systematic chart reviews using
the methodology developed by Biederman et al. (Biederman ef al., 1998a; Biederman et al,,
1999). Ongaing analyses of these data are as follows:

v
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e Clinical Features of Pediatric BPD
= Gender and Psychiatric Comorbidity in Adult ADHD
e Clinical Features of Children with Psychaosis

Longitudinal Family Study of ADHD

Over the past twenty years, Drs. Biederman and Faraone have, with funding from NIMH, been
following families of 140 ADHD boys, 140 ADHD girls and more than 200 gender and age
matched control families from childhood to adulthocd. Baseline and follow-up studies (which
have also included family members) have provided a wealth of data about the course, outcome,
clinical correlates and familial aggregation of ADHD. These data sets have allowed for the

following analyses:
« Comorbid Anxiety Disorders Among Children with BPD
» Exposure to Parental Bipolar Disorder as a Risk Factor.
¢ Follow-up Study of ADHI children with BPD

Data Sets Available Through J&.F

Double-Blind Trial of RISPERDAL in Children with Conduct Disorder and Mental
Retardation
This data set contains the results of Janssen’s clinical trial of RISPERDAL for conduct disorder
and mental retardation. Tt also includes ouicome ratings on a wide variety of symptoms, which
makes it useful for assessing the efficacy of RISPERDAL for other conditions in this population
and for assessing psychometric features of the measures. Analyses completed to date are:

s Efficacy of RISPERDAL. for manic symptoms
» Replication of Factor Analysis of BPD Symptoms

Other Data Sets

Bipolar Genetic Linkage Data.

We have access to the NIMH bipolar disorder genetic linkage data set, which is a public resource
available through the NIMH Genetics Initiative Program. We are using this data set for the

following;
» Lipkage analysis of the age at onset of manic symptoms
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« Factor analysis of manic symptoms
s Published Data

We have found meta-analysis to be very useful for clarifying issues in pediatric

psychopathelogy. We have already applied this methodelogy to studying the DRD4 gene in
ADHD (Faraone et al., 2001), the efficacy of ADHD medications (Faraone and Biederman,

2002; Faraone et al., 2002) and to studying the effects of stimulant medications on substance
abuse in ADHD (Wilens et al, in press). We are currently using meta-analysis of published data

as follows:

¢ Meta-analysis of multiple studies using CBCL to validate profiles
e Meta-analysis of the DAT gene in ADHD (through collaboration with the ADHD

Genetics Network, S. Faraone (PI)).
* Meta-agnalysis of the DRDS gene in ADHD (through collaboration with the ADHD

Genetics Network, S. Faraone (PI)).

Suppon of Junior Faculty to Develop Expertise in Pediatric Psychonatholoey Research

Perhaps the most enduring impact of our Center will be the work of trainees and junior
investigators whom we have atiracted to the study of pediatric psychopathology. By doing so,
we will create a new generation of investigators commitled to studying the causes of and
treatments for childhood psychopathology.

Table 3 describes the young investigators supported by our research program. The table shows
that we have been creating a team of new investigators who have a wide range of expertise
including psychopharmacology, psychosocial treatment, substance abuse, neuroimaging and
pharmacology. Although each of these new investigators has a specific expertise, our approach
to training requires that they study pediatric bipolar disorder within the broader context of
childhood psychopathology. For example, we have not set up a bipolar disorder specialty clinic.
Instead, clinicians are taught to diagnose bipolar disorder and all comorbid psychopathology.
This makes it easier to recognize comorbidity and to devise research protocols aimed-at
understanding its causes or devising methods for its treatment.

Table 3: Young Investigators Being Trained in the MGH Pedintric Psychophurmacology Research Program

Investigator Speciality Projects

Janet Wozniak, MD Pediatric BPD' Clinical trials and Jongitudina) family stdy of BPD.

Ross Greene, PhD Psychosacial Treaunent Clinicat Trials of Psychosocial Therapies for Children
with Bipolar Disorder.

Louise Coben, PharmD | Pharmacokinetics Developmemal Phanmacokinetics of Psychotropic
Drugs

En ck, ScD Methodology Methods Development and Applications

Ande Henin. Ph.D. Children at Risk Children at Risk for Bipolar Disorder
Alysa Doyle, Ph.D. Neuropsychology Cognition and Genetics of ADHD
Dan Geller, MD . Obsessive Compulsive Treatment and Epidesniologic Studies of OCD

Disorder

Eve Valera, Ph.D

Neuroimaging

Structural and Functional MRI of ADHD

Qur training program also encourages cross-fertilization among disciplines, a process that is
facilitated by the fact that the Center Director, Dr. Biederman, is a psychiatrist, his Co-Director,
Dr. Faraone, is a psychologist and the Scientific Coordinator, Dr. Mick, is an epidemiologist. On
a practical, training level, cross-fertilization means that junior investigators must learn about
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concepts and methods outside their main area of inquiry. Moreover, they must incorporate. these
into their research protocols.

Communication With J& Staff to Facilitate Coilaborative Efforts
Wewill add descriptions of this.

Initiation of Yearlv Meetings of Experts in Bipolar Disorder

To address the controversy about pediatric bipolar disorder, we initiated a multi-year conference
series which seeks to establish a forum for researchers and clinicians to improve dialogue and
foster collaborative studies about children who present with extreme temper tantrums and
dysregulated mood. Preceding roundtables on pediatric bipolar disorder had stressed the

pressing need to advance the scientific knowledge of this severe mental disorder and had
recognized the paralyzing effects of the ongoing controversy surrounding pediatric bipolar
disorder and bipolar spectrum disorders. This controversy led to a vicious circle of diagnostic
skepticism, void of scientific information, and therapeutic nihilism with its detrimential impact on
patients and their families.

Fostering dialogue amornig scientists and clinicians is a key step to better defining the clinical and
scientific questions and fostering necessary collaborative research critical to building a scientific
foundation for the understanding and treatment of pediatric bipolar disorder. When
collaborations are considered, they frequently face hurdles that cannot be easily surmounted. For
example, clinical traditions at different centers often clash regarding diagnostic
conceptualizations as well as over which clinical and research strategies are best suited to
answering important research questions. Thus, the main goal of the conference series on
pediatric bipelar disorder is to build consensus through a network of clinicians and investigators
who are studying or are plananing to study pediatric bipolar disorder. Sub-goals of these
conferences are;

» To define the boundaries of the bipolar spectrurn phenotype and determine if children
who technically meet criteria for bipolar disorder actually have this disorder or are
affected with another condition.

e To standardize data colleciion methods across different centers to facilitate pooling of
diagnostic data.

e To facilitate joint submissions of large collaborative projects that will enable the study of
a broad spectrum of scientific questions including genetic, imaging and therapeutic
protocols.

e To create a mechanism for paoling samples so that potential findings from one group
may be cross-validated on pooled data from remaining groups

The first meeting was held in March, 2002, through an unrestricted educational grant by Janssen
Pharmaceuticals. The proceedings of the first meeting will be published in Biological Psychiatry
{See www.mgh harvard.edw/deptsipediatricpsvehvbipolar 2002 htm to view the slide presentations). A list of the
presentations follows: )

e Phenotypes of Inpatient Children with Mama: Gabrielle Carlson, MD
"s Convergence between Structured Interviews and Clinician Assessments of BPD: Janet
Wozniak, M.D.
+ High Risk Studies of Children at Risk for BPD: Kiki Chang, PhD.
« Dysphoric Conduct Disorder: The overlap between conduct disorder and BPD: Joseph
Biederman, MD
» Proposed Cross Natural Study of Diagnosis of Pediatric Mania: Richard Harrington, MD
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» Genetics of Pediatric Bipolar Disorder and Its Comorbidities: Steven Faraone, Ph.D.
= Magnetic Resonance Imaging Studies of Pediatric BPD: Jean Frazier, MD
Combination Pharmacotherapy in Children and Adolescents with Ripolar Disorders:
Robert Kovatch, MD
« Temperament and Mood DisordersoBehavioral Disinhibition: Dina Hirshfeld-Becker,
Ph.D.
Parent Advocacy Perspective: Martha Hellander
Multifamily Psychoeducation Groups for Pediatric Bipolar Disorder: Mary Fristad, MD
Defining Clinical Phenotypes of Juvenile Bipolar Disorder: Ellen Leibenluft, MD
Systematic Treatmens Enhancement Program for Bipolar Disorder (STEP-BD): Andrew
- Nierenberg, MD
o Children and Adolescents with Bipolar Discrder: Methodological Tssues: Boris Birmaher,
MD
¢ Methodological Issues in Pediatric BPD: Eric Mick, Sc.D.
¢ Retrospective, unblinded chart review of pediatric BPD. Luis Rohde, MD

BPD Among ADHD Children, Philip Hazell, MD

n ¢ » o

8

Plans for the Futare

Table 4 presents our original timeline for research at the J&1J Center for Psychopathology
Research at MGH.
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Tsble 4: Project Timeline for the J&J Center for Psvchopathology Research at MGH
Yr |¥r | Yr | Yr |Yr Yr
0 } 2 3 4 5

Treatment Rescarch
Efficacy of RISPERD AL for Pediutric BFD X
Pediatric BPD RISPERDAL PK Siudy
Meridia for weight gain in Risp treated patients
REDA B

B892
B3| B39

PK study of stimulants and RISPERDAL

Efficacy of adding Welibutrin or Paxil for depression fo RISPERDAL
irealed BPD patients

PK study of Wellbuirin/Paxil and RISPERDAL

Cabergolinefor hvperprolaclinemia in Risp trealed patients

Efficacy of galantamnine for executive dvsfimction in BPD

Efficacy of RISPERDAL for BPD in PDD Children

Efficacy of RISPERDAL for BPD jn OCD Children

Efficacy of Multimodal treatment of BPD using risperdone and cognitive
behavior therapy

Long term follow-up of Efficacy Studies to assess psychosocial outcome.
cognilive outcome, symptomalic outcomes and substance use ocutcomes
Eliologic Research

Siroctural MRY of BPD adulis with and without ADHD

Structural MRI of BPD children with and without ADHD
Pharmacogenctic studics of BPD trials

Velo-Cardio Facial Syndrome and BPD

Candidate gene studies of Pediatric BPD

Longitudinal Research

Validation of affective-iyvpe conduct disorder with fanily study XX
Follow-up of BPD Children
Follew-up of children at risk for BPD
Analysis of Existing Data

Efficacy of RISPERD AL for affective-type conduet disorder in Janssen XpP
clinical trial

Use MGH follow-up and family study data lo define and validate antisocial
and non-antisocial subtypes of BPD

Use MGH follow-up data to define risk factors and developmental
irajectories of BPP

Use MGH follow-up and family study data to define CBCL screening rules
for pediatricians

Use MGH follow-up and family study data 1o define executive dysfunction XP
measure for galantamine study

Educational Initiatives

Yearly Pediatric BPD Conference

Development of BPD CME Program

Implementaton of BPD CME Program

BFD Programs at national and international professional meetings:
NCDEU, AACAP, Biological Psychiatry, ACNP, APA, AAF, ECNP,
CINP. WPA :
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Appendix A: Biographical Sketches of MGH Investigators

APPENDIX B: Presentations af National and International Meetings in 2002
By MGH Pediatric Psychopharmacology Research Program

APPENDIX C: Preparation of Manuscripts for Publication in 2002 By MGH
Pediatric Psychopharmacelegy Research Program
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% Lessons Learned

$ Lessons Learned Implications E

o C&A market is becoming o Generation and dissemination of
increasingly competitive: increased current and future data is essential
comfort with newer agents

e Prolactin, EPS, TD and weight gain
continue to be important issues . _
(especially long-term implications) ~ ® Stigma and lack of education

» Competitors are driving negative regarding appropriate use of APS

o Dissemination of re-analyses of
safety databases is critical

safety and tolerability perceptions in C&A must be addressed
for Risperdal (e.g., prolactin) e Opportunities exist for partnerships
» C&A market growth has flattened with advocacy

o Advocacy is seeking to define a
public position regarding C&A use
of antipsychotics
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regulatory review 2003 @Business PLan
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STRENGTHS
+  APS market leader in C & A market
»  Perceived efficacy advantage:
- trust and experience with product
¢  Most data (Relative to Other APS)
¢ Low dose availabllity/oral Solution
o«  KOL support
»  Early onset of action

WEAKNESSES

o  Safety perceptions (Prolactin, EPS, TD,
Weig tGalnf

* Lack of awareness of appropriate dosing
o  Lack of promotional platform/indication
o Lack of sedation relative to other APS

OPPORTUNITIES
« External data sources (e.g., RUPP)

=  (Clinical partnerships (e.g., Mass General)

« Under serviced market/unsatisfied market
e Zyprexa safety profile (e.g., metabolic)

= INJ “pediatric” synergy (MCC, OMP, Alza)

s  Better dmgnos;s (DSM - V, consensus

guidelines
o  Advocacy is seeking partnership
e Quicksolv

Subject to legal and
regulatory review

THREATS
s  Further delay of labeling/exclusivity

» Negative PR regarding use of APS in C&A

» Increased focus of competition on C&A
market

»  Perceived legal liability by prescribers

o  Sensitivity regarding use of APS in C&A
»  Emerging clinical data with other APS

«  Migration to other classes of drugs

2003 @Business Plan
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e Use of psychotropic medications in child
and adolescents remains controversial

¢ Limited education and awareness of
appropriate use of APS

* Physician misperception of Risperdal
safety profile: driven primarily by

~increasingly competitive market

e [ ack of indication

Subject to legal and
regulatory review 2003 Business PLan
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RE: Qualified Protective Order

1of3

Subject: RE: Qualified Protective Order

From: "Bakalar, Elizabeth M (LAW)" <libby.bakalar@alaska.gov>
Date: Tue, 20 Jan 2009 16:58:14 -0900

To: Jim Gottstein <jim.gottstein@psychrights.org>

CC: "Kraly, Stacie L (LAW)" <stacie.kraly@alaska.gov>

Hi Jim,

With all due respect and fully appreciating the need for expedience, we can't really respond to any of the below absent
actual and specific discovery requests propounded to us per the Civil Rules. Once we receive those we’ll be happy to
assist you in meeting their demands to the best of our ability. You are correct that Dave Campana is the state
pharmacist. Likewise we’ll deal with any deposition noticed to him and/or others in due course.

Libby

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)

(907) 465-3600 (main)

(907) 465-2539 (fax)

From: Jim Gottstein [mailto:jim.gottstein@psychrights.org]
Sent: Tuesday, January 20, 2009 4:01 PM

To: Bakalar, Elizabeth M (LAW)

Cc: Kraly, Stacie L (LAW); Amanda Metivier; Jim Gottstein
Subject: Re: Qualified Protective Order

Hi Libby,
If you have specific state confidentiality law you believe applies that can be included let me know.

| disagree it is premature to enter such an order. Discovery will also be obtained from non-parties and | need
to at least have sought to obtain a Qualified Protective Order before conducting such discovery.

I have (hopefully) attached a draft of a Rule 30(b)(6) deposition notice. There may be some changes to it
before I issue the subpoena, but it seems like we can talk about sequence and timing. The first thing I will
need are the electronic files pertaining children and youth being administered psychiatric drugs, so | would
like first depose the people who know about them. | understand David Campana is probably the person to
depose about the Medicaid database, but | also need to get the relevant computer records from OCS, DBH,
DJJ, and API. | am happy to work with the AGO informally to the extent we can. Thus, for example, | have
(hopefully) attached a list of what | believe are the Medicaid Fields. 1'd be happy to get together with Mr.
Campana and my computer guy to understand the database and get the records we want. | would want to do
the same thing with the other agencies' databases.

Of course, my great preference is to reach some kind of settlement, but in the absence of any movement on
that front, | need to pursue discovery with some dispatch.

Bakalar, Elizabeth M (LAW) wrote:
Jim,

We’'re not averse to the concept of a protective order and we're not trying to be difficult, but until specific discovery
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RE: Qualified Protective Order

requests are propounded, we think this is a little general/premature. Once we get down to the nitty gritty of discovery,
we’re going to be dealing with state confidentiality law—not just HIPAA—and any protective order issued should be
tailored to the specific request. Obviously if we're talking about raw data, a protective order is probably not needed.
So in short we’d prefer to wait until specific discovery requests come in before we jump the gun on this one.

Libby

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)

(907) 465-3600 (main)

(907) 465-2539 (fax)

From: Jim Gottstein [mailto:jim.gottstein@psychrights.org]
Sent: Tuesday, January 20, 2009 2:43 PM

To: Bakalar, Elizabeth M (LAW); Kraly, Stacie L (LAW)

Cc: Amanda Metivier; Jim Gottstein

Subject: Qualified Protective Order

Hi Libby and Stacie,

We need to get a "Qualified Protective Order" in place under HIPAA for the conduct of discovery and | have
taken the initiative to draft the (hopefully) attached one. My preference is to jointly present one, but if we
can't agree on its terms, | will go ahead and move for it.

My anticipated schedule got blown up by the Bill Bigley case, essentially losing three months, so | am feeling
pressed to move this case along.

James B. (Jim) Gottstein, Esq.
President/CEO

Law Project for Psychiatric Rights

406 G Street, Suite 206

Anchorage, Alaska 99501

USA

Phone: (907) 274-7686) Fax: (907) 274-9493
jim.gottstein[[at]]psychrights.org
http://psychrights.org/

PsychRightse

Law Project for
Psychiatric Rights

The Law Project for Psychiatric Rights is a public interest law firm devoted to the defense of people facing
the horrors of forced psychiatric drugging. We are further dedicated to exposing the truth about these drugs
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RE: Qualified Protective Order

and the courts being misled into ordering people to be drugged and subjected to other brain and body
damaging interventions against their will. Extensive information about this is available on our web site,
http://psychrights.org/. Please donate generously. Our work is fueled with your IRS 501(c) tax deductible
donations. Thank you for your ongoing help and support.

James B. (Jim) Gottstein, Esqg.
President/CEO

Law Project for Psychiatric Rights

406 G Street, Suite 206

Anchorage, Alaska 99501

USA

Phone: (907) 274-7686) Fax: (907) 274-9493
jim.gottstein[[at]]psychrights.org
http://psychrights.org/

PsychRightse

Law Project for
Psychiatric Rights

The Law Project for Psychiatric Rights is a public interest law firm devoted to the defense of people facing
the horrors of forced psychiatric drugging. We are further dedicated to exposing the truth about these drugs
and the courts being misled into ordering people to be drugged and subjected to other brain and body
damaging interventions against their will. Extensive information about this is available on our web site,
http://psychrights.org/. Please donate generously. Our work is fueled with your IRS 501(c) tax deductible
donations. Thank you for your ongoing help and support.
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Re: Our Pending Litigation

Subject: Re: Our Pending Litigation

From: Jim Gottstein <jim.gottstein@psychrights.org>

Date: Mon, 09 Feb 2009 12:49:32 -0900

To: "Bakalar, Elizabeth M (LAW)" <libby.bakalar@alaska.gov>

CC: "Kraly, Stacie L (LAW)" <stacie.kraly@alaska.gov>, Jim Gottstein <jim.gottstein@psychrights.org>
BCC: Amanda Metivier <facing_fostercare@yahoo.com>,

Hi Libby,

I, too, hope you are not "one of the 'huge wealthy enemies™ referred to in the Huffington Post article. I'm working
on configuring our discovery requests and hope to get at least some of them out by the end of this week or early
next. | agree we should obtain "concrete facts and figures derived through formal discovery." Analyzing the
Medicaid database seems likely to provide the most global picture. I initially proposed we could meet informally in
order to formulate the precise request for the Medicaid database, but you want do even that through formal
discovery, which is fine.

In addition to the Medicaid Database I understand the Office of Children's Services (OCS) uses "ORCA" and the
Division of Behavioral Health (DBH) uses AKAIMS. 1 don't know what the Alaska Psychiatric Institute (API) and
the Division of Juvenile Justice (DJJ) use. We'll just start through the 30(b)(6) deposition, but | am trying to be
careful and thorough about putting it together, which is why it hasn't gone out yet.

How about if we set March 19th to start the 30(b)(6) deposition of the state?

Bakalar, Elizabeth M (LAW) wrote:

We too look forward to working with you, so | truly apologize if it wasn'’t clear from our January meeting that we
were planning to take a hard look at the issues you identified in your agenda. We are doing so as we speak, and
just this morning | had a long meeting with DHSS folks to discuss. Settlement (in our opinion) will be helped
enormously by concrete facts and figures derived through formal discovery. That way we will have a better idea as
to the validity of your allegations, the scope of possible settlement, and the financial impact of any proposals. Our
point was simply that there is no need to informally “lobby” the public with respect to issues already being
addressed through active litigation. That’s our position, but obviously you’ll do what you need to do. And no, | was
not aware that you were officially scheduled to present at the BTKH meeting. But | sincerely hope that we are not
one of the “huge wealthy enemies” referred to in the Huffington Post piece you've attached. We have a common
goal of keeping kids in custody safe and healthy. We need to be partners—not combatants—in that endeavor.
We are trying to work with you sincerely and in good faith and our point was simply that it's difficult to do so when
you're on the sidelines maligning DHSS.

Libby Bakalar

Assistant Attorney General
Office of the Attorney General
P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)

(907) 465-3600 (main)

(907) 465-2539 (fax)

From: Jim Gottstein [mailto:jim.gottstein@psychrights.org]
Sent: Friday, February 06, 2009 7:16 PM

To: Bakalar, Elizabeth M (LAW)

Cc: Kraly, Stacie L (LAW); Amanda Metivier; Jim Gottstein
Subject: Re: Our Pending Litigation
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Re: Our Pending Litigation

Hi Libby,

It is very encouraging to hear the State is working on settlement issues. | wasn't encouraged
when we left our meeting a month ago and this is the first indication | have heard the State is
working on settlement issues. You ask that | consider limiting public advocacy efforts "during
the the time we have specifically identified to work on settling the issues you raised."” What time
have you specifically identified to work on settling the issues I raised?

When | thought about timing, (a) the Legislature is presumably going to adjourn in mid April,
and since (b) the trial is set for February 1, 2010, (c) it was hard to see how we could even get
there from here, especially since (d) as far as | am aware, there has been no effort by the
Administration to even raise the possibility with the Legislature. If, on the other hand, the
Administration has been talking to legislators, I certainly don't see how it can complain about me
communicating with it as well. If my e-mail to the Legislature caused the Administration to talk
to legislators about the issue, from my perspective that seems good.

My e-mail to all of the legislators was really more of a courtesy, and especially so they could not
say they hadn't been informed by me, if, as | hope, absent a settlement, we obtain a court order
requiring the State to immediately cease the way it is psychiatrically drugging and paying for the
psychiatric drugging of children and youth. Unless requested by legislators for more
information, | am not intending to contact them further because | believe, without support from
the Administration, it would be a waste of my time, which will be better spent on the litigation.
However, as | think you know, | am scheduled to make a presentation to the Alaska Mental
Health Trust Authority's Bring the Kids Home workgroup meeting Wednesday afternoon. | am
doing that because, as we both know, there will need to be resources devoted to solving the
problem and the Trust is potentially part of the solution.

As to PsychRights' general public advocacy efforts, we see that as a key part of the effort. In that
regard, you might be interested in the item appearing in the influential Huffington Post blog a
couple of days ago at

http://www.huffingtonpost.com/dr-peter-breggin/a-hero-protects-americas b 164020.html . 1
have also (hopefully) attached the February Nine Star Youth Services Newsletter, "The Teen
Beat," which has a couple of articles about the issue starting at page 7.

The State should be ashamed of what it is doing to children and youth, should be immediately
taking steps to rectify the situation, and | hope hard questions do start being asked of the
Administration and Legislature. In my mind, that would encourage settlement.

| look forward to working with you on these issues.

Bakalar, Elizabeth M (LAW) wrote:
Hi Jim,

It's come to our attention that you've recently contacted the Alaska Legislature regarding our pending litigation
(3AN-08-10115). Specifically, you e-mailed members of the Legislature on January 27 to inform them of the
alleged “incredible amount of harm the State of Alaska is unnecessarily inflicting” on youth in state custody. We
also understand that you have sought to participate in at least one public meeting attended and/or sponsored by
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Re: Our Pending Litigation

DHSS, possibly for the purpose of addressing issues related to this litigation.

We, along with our clients, attended our January 2009 settlement meeting in good faith. As a result of that meeting
we have started to work on many of the issues you identified in the hopes that we could either narrow the scope of
this lawsuit or frame future settlement proposals. We understand that you will soon be propounding formal
discovery requests, which hopefully will go a long way toward advancing these goals.

So we were a bit surprised and confused by your overtures to the Legislature and others to seek public venues in
which to discuss this case. Our clients believe that given our pending litigation, these issues are more
appropriately resolved through discovery, settlement, and other established judicial processes.

While no one disputes your right to advocate your position to the public, we ask that you consider limiting these
efforts during the time we have specifically identified to work on settling the issues you have raised. It is very
difficult and distracting for the Department to engage in settlement discussions while having to simultaneously
address and respond to your public advocacy efforts.

Thanks.

Libby Bakalar
Assistant Attorney General
Office of the Attorney General

P.O. Box 110300

Juneau, Alaska 99801-0300
(907) 465-4135 (direct)
(907) 465-3600 (main)
(907) 465-2539 (fax)

James B. (Jim) Gottstein, Esq.
President/CEO

Law Project for Psychiatric Rights

406 G Street, Suite 206

Anchorage, Alaska 99501

USA

Phone: (907) 274-7686) Fax: (907) 274-9493
jim.gottstein[[at]]psychrights.org
http://psychrights.org/

PsychRightse

Law Project for
Psychiatric Rights

The Law Project for Psychiatric Rights is a public interest law firm devoted to the defense of people
facing the horrors of forced psychiatric drugging. We are further dedicated to exposing the truth about
these drugs and the courts being misled into ordering people to be drugged and subjected to other brain
and body damaging interventions against their will. Extensive information about this is available on our
web site, http://psychrights.org/. Please donate generously. Our work is fueled with your IRS 501(c) tax
deductible donations. Thank you for your ongoing help and support.
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UNITED STATES DISTRICT COURT
EASTERN DISTRICT OF NEW YORK

IN RE:
ZYPREXA LITIGATION,

MDL 04 1596
United States Courthouse
Brooklyn, New York

January 17, 2007
11:00 a.m.

TRANSCRIPT OF HEARING

Before: HON. JACK B. WEINSTEIN, District Judge

APPEARANCES

Attorneys for Plaintiff:
DOUGLAS & LONDON, ESQ.

111

John Street

Suite 1400

New
BY:

THE
The
108

York, N.Y. 10038
MICHAEL A. LONDON, ESQ.

MILLER FIRM
Sherman Building
Railroad Avenue

Orange, Virginia 22960

BY:

MICHAEL J. MILLER, ESQ.

FRED VON LOHMANN, ESQ.
Attorney for Electronic Frontier Foundation

454
San

Shotwell Street
Francisco, Ca 94110
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MR. HAYES: Right.

THE COURT: I think it"s reasonable to read the
letter plus the attachment as indicating December 20th as the
date for supplying the exhibits.

MR. McKAY: Your Honor --

THE COURT: Do you want to ask anything?

MR. McKAY: No, your Honor. 1 think that it"s
really argumentative. It"s the date of the deposition and we
agree with that.

THE COURT: Then 1"m prepared to release the

witness.

MR. HAYES: Yes.

THE COURT: Have a good trip back to Alaska, sir?

THE WITNESS: Thank you, your Honor.

(Witness excused.)

THE COURT: Next witness.

MR. LEHNER: At this time we would call Vera Sharav
who is still in the courtroom, 1 believe.

VERA SHARAV, having been called as a
witness, first being duly sworn, was examined and
testified as follows:
THE CLERK: Could you please spell your name for the
court reporter.
THE WITNESS: Vera Sharav, V-E-R-A S-H-A-R-A-V.

DIRECT EXAMINATION
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Gottstein, is that correct?

A It was validated in my mind when they appeared on Sunday
in the New York Times front page, then again on Monday on the
front page. Then of course the editorial calling for
congressional hearings about the content of the documents and
that is really my interest. My interest is the content
because the documents document the fact that Eli Lilly knew
that the -- that Zyprexa causes diabetes. They knew it from a
group of doctors that they hired who told them you have to
come clean. That was in 2000. And instead of warning doctors
who are widely prescribing the drug, Eli Lilly set about in an
aggressive marketing campaign to primary doctors. Little
children are being given this drug. Little children are being
exposed to horrific diseases that end their lives shorter.

Now, I consider that a major crime and to continue
to conceal these facts from the public is 1 think really not
in the public interest. This is a safety issue.

MR. LEHNER: 1 move to strike as being nonresponsive
to my last question and 1 would like to ask the court reporter
if he is able to -- 1 think I remember my last question. 1711
repeat my last question. Nonetheless, 111 make a motion to
strike the last answer.

THE COURT: Denied.

Q My question was was it Mr. Gottstein who conveyed to you

the impression that you formed in your mind that these
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