






Exhibit F, page 8 of 8

,

S-13558 PsychRights v. Alaska



FOR IMMEDIATE RELEASE

Thursday, January 15, 2009

WWW.USDOJ.GOV

CIV

(202) 514-2007

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 I 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:

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.
A civil settlement between Eli Lilly, the United States and various States, in which Eli Lilly will pay up to
$800 million 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.
The qui tam relators will receive $78,870,877 from the federal share of the settlement amount.
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.

###
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Pediatric bipolar disorder: An object of study
in the creation of an illness

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.1 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, Cardiff University, Bangor
LL57 2PW, Wales, UK. Fax: +44 1248 371397; E-mail: healy_hergest@compuserve.com

1It 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,2 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.3

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”.4

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,5 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.

5Mood 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,6 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

6Accessed 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”.7 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.8 These symposia have to have lecturers and a Chair,9 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.jsp.
8American Psychiatric Association (2003). Meeting Program.
9All 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 Norris, 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. Ian 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 Time magazine piece above; on this scale most normal
children would score at least modestly.10

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”.11

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-IV 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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