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Health Savings Accounts Catching On ... Slowly

BY ERIK L. GOLDMAN
Contributing Writer

WASHINGTON — While health sav-
ings accounts and other forms of tax-de-
ferred, consumer-driven health care fi-
nancing options have captured the fancy
of many policy makers, such options have
met with a lukewarm welcome among
American employers and the people who
work for them.

According to data from Forrester Re-

search Inc., an independent technology
and market research company, between 8
million and 9 million Americans were en-
rolled in a health savings account (HSA) or
other tax-deferred plan as of June 2007,
with 4.5 million new enrollees in 2007
alone. But consumer awareness of these
options is still very low. A recent study by
the Visa Corporation indicated that only
35% of all Americans have even heard of
HSAs, and only 14% expressed any inter-
est in starting one.

That is likely to change as HSAs prove
their worth, Elizabeth Bierbower, vice
president of product innovation for Hu-
mana Inc., said at the fifth annual World
Health Care Congress.

She pointed out that 5 years after the in-
troduction of health maintenance organi-
zations (HMOs), combined enrollment in
existing plans was only 5.5 million. That
changed quickly, once major employers
became convinced—for better or for
worse—that HMOs would save them

money. Ms. Bierbower predicted a similar
trajectory for HSAs.

Diamond Management & Technology
Consultants, an industry consulting com-
pany, projects that by 2010 employees and
their employers will have put over $75 bil-
lion in assets into HSAs. Last year, em-
ployer contributions to HSAs already were
up over 50% from the previous year.

Some companies are taking a very
proactive role in pushing HSAs, especial-
ly for lower and middle-income workers.
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Warning: Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs
are at an increased risk of death compared to placebo. Analyses of seventeen placeho-
controlled trials (modal duration of 10 weeks) in these patients revealed a risk of death in
the drug-treated patients of between 1.6 to 1.7 times that seen in placebo-treated patients.
Over the course of a typical 10-week controlled trial, the rate of death in drug-treated
patients was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although
the causes of death were varied, most of the deaths appeared to be either cardiovascular
(eg, heart failure, sudden death) or infectious (eg, pneumonia) in nature. SEROQUEL (queti-
apine) is not approved for the treatment of patients with Dementia-Related Psychosis.

Suicidality and Antidepressant Drugs

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents, and young adults in shori-term studies of major
depressive disorder (MDD) and other psychiatric disorders. Anyone considering the use of
SEROQUEL or any other antidepressant in a child, adolescent, or young adult must balance
this risk with the clinical need. Short-term studies did not show an increase in the risk of
suicidality with antidepressants compared to placebo in adults beyond age 24; there was a
reduction in risk with antidepressants compared to placebo in adults aged 65 and older.
Depression and certain other psychiatric disorders are themselves associated with
increases in the risk of suicide. Patients of all ages who are started on antidepressant
therapy should be monitored appropriately and observed closely for clinical worsening,
suicidality, or unusual changes in behavior. Families and caregivers should be advised of
the need for close observation and communication with the prescriber. SEROQUEL is not
approved for use in pediatric patients (see Warnings and Precautions).

INDICATIONS AND USAGE

Bipolar Disorder SEROQUEL is indicated for the:  treatment of depressive episodes associated
with bipolar disorder, * treatment of acute manic episodes associated with bipolar | disorder as either
monotherapy or adjunct therapy to lithium or divalproex, and » maintenance treatment of bipolar |
disorder as adjunct therapy to lithium or divalproex.

Depression The efficacy of SEROQUEL was established in two identical 8-week randomized,
placebo-controlled double-blind clinical studies that included either bipolar | or Il patients.
Effectiveness has not been systematically evaluated in clinical trials for more than 8 weeks.

Mania The efficacy of SEROQUEL in acute bipolar mania was established in two 12-week
monotherapy trials and one 3-week adjunct therapy trial of bipolar | patients initially hospitalized for
up to 7 days for acute mania. Effectiveness has not been systematically evaluated in clinical trials for
more than 12 weeks in monotherapy.

Maintenance Treatment in Bipolar Disorder The efficacy of SEROQUEL as adjunct maintenance
therapy to lithium or divalproex was established in 2 identical randomized placebo-controlled double-
blind studies in patients with Bipolar | Disorder. The physician who elects to use SEROQUEL for
extended periods in Bipolar Disorder should periodically re-gvaluate the long-term risks and benefits
of the drug for the individual patient (see Dosage and Administration).

Schizophrenia SEROQUEL is indicated for the treatment of schizophrenia. The efficacy of
SEROQUEL in schizophrenia was established in short-term (6-week) controlled trials of
schizophrenic inpatients. The effectiveness of SEROQUEL in long-term use, that is, for more than
6 weeks, has not been systematically evaluated in controlled trials. Therefore, the physician who
elects to use SEROQUEL for extended periods should periodically re-valuate the long-term
usefulness of the drug for the individual patient (see Dosage and Administration).

DOSAGE AND ADMINISTRATION

Bipolar Disorder

Depression Usual Dose: SEROQUEL should be administered once daily at bedtime to reach
300 mg/day by day 4.

Recommended Dosing Schedule
Day Day 1 Day 2 Day 3 Day 4
SEROQUEL 50 mg 100 mg 200 mg 300 mg

Inthese clinical trials supporting effectiveness, the dosing schedule was 50 mg, 100 mg, 200 mg and
300 mg/day for days 1-4 respectively. Patients receiving 600 mg increased to 400 mg on day 5 and
600 mg on day 8 (Week 1). Antidepressant efficacy was demonstrated with SEROQUEL at both
300 mg and 600 mg however, no additional benefit was seen in the 600 mg group.

Mania Usual Dose: When used as monotherapy or adjunct therapy (with lithium or divalproex),
SEROQUEL should be initiated in bid doses totaling 100 mg/day on Day 1, increased to 400 mg/day
on Day 4 in increments of up to 100 mg/day in bid divided doses. Further dosage adjustments up to
800 mg/day by Day 6 should be in increments of no greater than 200 mg/day. Data indicate that the
majority of patients responded between 400 to 800 mg/day. The safety of doses above 800 mg/day
has not been evaluated in clinical trials.

Maintenance Maintenance of efficacy in Bipolar | Disorder was demonstrated with SEROQUEL
(administered twice daily totalling 400 to 800 mg per day) as adjunct therapy to lithium or divalproex.
Generally, in the maintenance phase, patients continued on the same dose on which they were stabi-
lized during the stabilization phase.

Schizophrenia Usual Dose: SEROQUEL should generally be administered with an initial dose of
25 mg bid, with increases in increments of 25-50 mg bid or tid on the second and third day, as
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tolerated, to a target dose range of 300 to 400 mg daily by the fourth day, given bid or tid. Further
dosage adjustments, if indicated, should generally occur at intervals of not less than 2 days, as
steady-state for SEROQUEL would not be achieved for approximately 1-2 days in the typical patient.
When dosage adjustments are necessary, dose increments/decrements of 25-50 mg bid are recom-
mended. Most efficacy data with SEROQUEL were obtained using tid regimens, but in one controlled
trial 225 mg twice per day was also effective. Efficacy in schizophrenia was demonstrated in a dose
range of 150 to 750 mg/day in the clinical trials supporting the effectiveness of SEROQUEL. Ina dose
response study, doses above 300 mg/day were not demonstrated to be more efficacious than the
300 mg/day dose. In other studies, however, doses in the range of 400-500 mg/day appeared to be
needed. The safety of doses above 800 mg/day has not been evaluated in clinical trials.

Dosing in Special Populations Consideration should be given to a slower rate of dose titration
and a lower target dose in the elderly and in patients who are debilitated or who have a predisposition
to hypotensive reactions. When indicated, dose escalation should be performed with caution in these
patients. Patients with hepatic impairment should be started on 25 mg/day. The dose should be
increased daily in increments of 25-50 mg/day to an effective dose, depending on the clinical
response and tolerability of the patient. The elimination of quetiapine was enhanced in the presence
of phenytoin. Higher maintenance doses of quetiapine may be required when it is coadministered
with phenytoin and other enzyme inducers such as carbamazepine and phenobarbital (see Drug
Interactions).

Maintenance Treatment While there is no body of evidence available to answer the question of
how long the patient treated with SEROQUEL should be maintained, it is generally recommended that
responding patients be continued beyond the acute response, but at the lowest dose needed to
maintain remission. Patients should be periodically reassessed to determine the need for mainte-
nance treatment.

Reinitiation of Treatment in Patients Previously Discontinued Although there are no data
to specifically address reinitiation of treatment, it is recommended that when restarting patients who
have had an interval of less than one week off SEROQUEL, titration of SEROQUEL is not required and
the maintenance dose may be reinitiated. When restarting therapy of patients who have been off
SEROQUEL for more than one week, the initial titration schedule should be followed.

Switching from Antipsychotics There are no systematically collected data to specifically
address switching patients with schizophrenia from antipsychotics to SEROQUEL, or concerning
concomitant administration with antipsychotics. While immediate discontinuation of the
previous antipsychotic treatment may be acceptable for some patients with schizophrenia,
more gradual discontinuation may be most appropriate for others. In all cases, the period of
overlapping antipsychotic administration should be minimized. When switching patients with
schizophrenia from depot antipsychotics, if medically appropriate, initiate SEROQUEL therapy in
place of the next scheduled injection. The need for continuing existing EPS medication should be
regvaluated periodically.

CONTRAINDICATIONS
None known

WARNINGS AND PRECAUTIONS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis Elderly
patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an
increased risk of death compared to placebo. SEROQUEL (quetiapine fumarate) is not approved
for the treatment of patients with dementia-related psychosis (see Boxed Warning).

Clinical Worsening and Suicide Risk Patients with major depressive disorder (MDD), both
adult and pediatric, may experience worsening of their depression and/or the emergence of suicidal
ideation and behavior (suicidality) or unusual changes in behavior, whether or not they are taking
antidepressant medications, and this risk may persist until significant remission occurs. Suicide is a
known risk of depression and certain other psychiatric disorders, and these disorders themselves are
the strongest predictors of suicide. There has been a long-standing concern, however, that antide-
pressants may have a role in inducing worsening of depression and the emergence of suicidality in
certain patients during the early phases of treatment. Pooled analyses of short-term placebo-
controlled trials of antidepressant drugs (SSRIs and others) showed that these drugs increase the
risk of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults (ages
18-24) with major depressive disorder (MDD) and other psychiatric disorders. Short-term studies
did not show an increase in the risk of suicidality with antidepressants compared to placebo in adults
beyond age 24; there was a reduction with antidepressants compared to placebo in adults aged
65 and older. The pooled analyses of placebo-controlled trials in children and adolescents with MDD,
obsessive compulsive disorder (OCD), or other psychiatric disorders included a total of 24 short-
term trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses of placebo-
controlled trials in adults with MDD or other psychiatric disorders included a total of 295 short-term
trials (median duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There was
considerable variation in risk of suicidality among drugs, but a tendency toward an increase in the
younger patients for almost all drugs studied. There were differences in absolute risk of suicidality
across the different indications, with the highest incidence in MDD. The risk differences (drug vs.
placebo), however, were relatively stable within age strata and across indications. These risk differ-
ences (drug-placebo difference in the number of cases of suicidality per 1000 patients treated) are
provided in Table 1.

Table 1
Age Range Drug-Placeho Difference in Number of Cases of Suicidality
per 1000 Patients Treated
Increases Compared to Placeho
<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placeho
25-64 1 fewer case
>65 6 fewer cases
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Ms. Bierbower said Humana has been a
strong HSA advocate for its employees.
For those making under $50,000 annually,
Humana will contribute $6 for every $1 an
employee contributes to an HSA. “ We try
to encourage long-term thinking.”

That, she said, is something grossly
lacking in this country. People are simply
not saving money, especially for health
care needs, and they’re in for a rude awak-
ening as they reach retirement age. “ Peo-
ple do not understand that Medicare does
not cover everything.”

Many baby boomers and Gen Xers will
not be able to retire comfortably because

According to research from the Employ-
ee Benefit Research Institute, a majority of
near retirees has already spent 95% of
their preretirement income. The majority
of workers aged 45-55 years have less than
$50,000 in savings.

With copayments, pharmacy costs, and
out-of-pocket expenses on the rise, even
people with relatively generous health
plans are finding that they still come up
short. A Kaiser Family Foundation survey
in 2006 showed that 29% of families re-
ported that one or more members had dif-
ficulty paying medical bills.

Doctors, said Ms. Bierbower, often bear

for health care expenses. In a Humana sur-
vey of consumer attitudes, researchers
found that many Americans are quite will-
ing to leave their physicians holding the
bag, in the form of unpaid bills. “They tell
us that health care providers are the last
ones they will pay. They say things like,
“We know the doctor will take $10 a
month.” They perceive that doctors are
rich and don’t really need the money.”
Advocates of HSAs and other forms of
consumer-driven coverage say that one of
the primary virtues of these plans is that
they push end-users of services to become
more cost conscious, and presumably

they have not saved any money to do so.

the brunt of Americans’ lack of planning

more judicious, in their health care choic-
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es. In practice, this seems to be borne out.

A McKinsey survey showed that people
enrolled in HSAs or other consumer-dri-
ven plans were 50% more likely to ask
about overall costs of health care services,
and 100% more likely to ask about drug
costs, compared with people in tradition-
al health care plans.

Similarly, a Blue Cross Blue Shield As-
sociation study showed that 33% of HSA
enrollees asked about prescription costs,
compared with only 18% of enrollees in
traditional plans. Twenty percent of those
in HSAs asked about the costs of physician
visits, versus 14% of those who have tra-
ditional insurance. m
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No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the
number was not sufficient to reach any conclusion about drug effect on suicide. It is unknown
whether the suicidality risk extends to longer-term use, i.e., beyond several months. However, there
is substantial evidence from placebo-controlled maintenance trials in adults with depression that the
use of antidepressants can delay the recurrence of depression. All patients being treated with
antidepressants for any indication should be monitored appropriately and observed closely for
clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few
months of a course of drug therapy, or at times of dose changes, either increases or decreases.
The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggres-
siveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania, have been
reported in adult and pediatric patients being treated with antidepressants for major depressive
disorder as well as for other indications, bath psychiatric and nonpsychiatric. Although a causal link
between the emergence of such symptoms and either the worsening of depression and/or the
emergence of suicidal impulses has not been established, there is concern that such symptoms may
represent precursors to emerging suicidality. Consideration should be given to changing the thera-
peutic regimen, including possibly discontinuing the medication, in patients whose depression is
persistently worse, or who are experiencing emergent suicidality or symptoms that might be
precursors to worsening depression or suicidality, especially if these symptoms are severe, abrupt in
onset, or were not part of the patient's presenting symptoms. Families and caregivers of patients
being treated with antidepressants for major depressive disorder or other indications, both
psychiatric and nonpsychiatric, should be alerted about the need to monitor patients for the
emergence of agitation, irritability, unusual changes in behavior, and the other symptoms
described above, as well as the emergence of suicidality, and to report such symptoms immedi-
ately to health care providers. Such monitoring should include daily observation by families and
caregivers. Prescriptions for SEROQUEL should be written for the smallest quantity of tablets
consistent with good patient management, in order to reduce the risk of overdose.

Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipolar disorder. It is generally believed (though not established in controlled trials) that treating
such an episode with an antidepressant alone may increase the likelihood of precipitation of a
mixed/manic episode in patients at risk for bipolar disorder. Whether any of the symptoms described
above represent such a conversion is unknown. However, prior to initiating treatment with an antide-
pressant, patients with depressive symptoms should be adequately screened to determine if they are
at risk for bipolar disorder; such screening should include a detailed psychiatric history, including a
family history of suicide, bipolar disorder, and depression. It should be noted that SEROQUEL is
approved for use in treating adult bipolar depression.

Hyperglycemia and Diabetes Mellitus Hyperglycemia, in some cases extreme and
associated with ketoacidosis or hyperosmolar coma or death, has been reported in patients treated
with atypical antipsychotics, including quetiapine (see Adverse Reactions, Hyperglycemia).
Assessment of the relationship between atypical antipsychotic use and glucose abnormalities is
complicated by the possibility of an increased background risk of diabetes mellitus in patients with
schizophrenia and the increasing incidence of diabetes mellitus in the general population. Given
these confounders, the relationship between atypical antipsychotic use and hyperglycemia-related
adverse reactions is not completely understood. However, epidemiological studies suggest an
increased risk of treatment-emergent hyperglycemia-related adverse reactions in patients treated
with the atypical antipsychotics. Precise risk estimates for hyperglycemia-related adverse reactions
in patients treated with atypical antipsychotics are not available. Patients with an established
diagnosis of diabetes mellitus who are started on atypical antipsychotics should be monitored
regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (eg,
obesity, family history of diabetes) who are starting treatment with atypical antipsychotics should
undergo fasting blood glucose testing at the beginning of treatment and periodically during
treatment. Any patient treated with atypical antipsychotics should be monitored for symptoms of
hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. Patients who develop
symptoms of hyperglycemia during treatment with atypical antipsychotics should undergo fasting
blood glucose testing. In some cases, hyperglycemia has resolved when the atypical antipsychotic
was discontinued; however, some patients required continuation of anti-diabetic treatment despite
discontinuation of the suspect drug.

Neuroleptic Malignant Syndrome (NMS) A potentially fatal symptom complex sometimes
referred to as Neuroleptic Malignant Syndrome (NMS) has been reported in association with admin-
istration of antipsychotic drugs, including SEROQUEL. Rare cases of NMS have been reported with
SEROQUEL. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status,
and evidence of autonomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis,
and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase, myoglo-
binuria (rhabdomyolysis) and acute renal failure. The diagnostic evaluation of patients with this
syndrome is complicated. In arriving at a diagnosis, it is important to exclude cases where the clinical
presentation includes both serious medical illness (e.g., pneumonia, systemic infection, etc.) and
untreated or inadequately treated extrapyramidal signs and symptoms (EPS). Other important
considerations in the differential diagnosis include central anticholinergic toxicity, heat stroke, drug
fever and primary central nervous system (CNS) pathology. The management of NMS should
include: 1) immediate discontinuation of antipsychotic drugs and other drugs not essential to
concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treatment of
any concomitant serious medical problems for which specific treatments are available. There is no
general agreement about specific pharmacological treatment regimens for NMS. If a patient requires
antipsychotic drug treatment after recovery from NMS, the potential reintroduction of drug therapy
should be carefully considered. The patient should be carefully monitored since recurrences of NMS
have been reported.

Orthostatic Hypotension SEROQUEL may induce orthostatic hypotension associated with
dizziness, tachycardia and, in some patients, syncope, especially during the initial dose-titration
period, probably reflecting its ot-adrenergic antagonist properties. Syncope was reported in

1% (28/3265) of the patients treated with SEROQUEL, compared with 0.2% (2/954) on placebo and
about 0.4% (2/527) on active control drugs. SEROQUEL should be used with particular caution in
patients with known cardiovascular disease (history of myocardial infarction or ischemic heart
disease, heart failure or conduction abnormalities), cerebrovascular disease or conditions which
would predispose patients to hypotension (dehydration, hypovolemia and treatment with antihyper-
tensive medications). The risk of orthostatic hypotension and syncope may be minimized by limiting
the initial dose to 25 mg bid (see Dosage and Administration). If hypotension occurs during titration
to the target dose, a return to the previous dose in the titration schedule is appropriate.
Leukopenia, Neutropenia and Agranulocytosis In clinical trial and postmarketing
experience, events of leukopenia/neutropenia have been reported temporally related to atypical
antipsychotic agents, including SEROQUEL. Agranulocytosis (including fatal cases) has also been
reported. Possible risk factors for leukopenia/neutropenia include pre-existing low white cell count
(WBC) and history of drug induced leukopenia/neutropenia. Patients with a pre-existing low WBC or
a history of drug induced leukopenia/neutropenia should have their complete blood count (CBC)
monitored frequently during the first few months of therapy and should discontinue SEROQUEL at
the first sign of a decline in WBC in absence of other causative factors. Patients with neutropenia
should be carefully monitored for fever or other symptoms or signs of infection and treated promptly
if such symptoms or signs occur. Patients with severe neutropenia (absolute neutrophil count
<1000/mm3) should discontinue SEROQUEL and have their WBC followed until recovery (see
Adverse Reactions).

Tardive Dyskinesia A syndrome of potentially irreversible, involuntary, dyskinetic movements
may develop in patients treated with antipsychotic drugs. Although the prevalence of the syndrome
appears to be highest among the elderly, especially elderly women, it is impossible to rely upon
prevalence estimates to predict, at the inception of antipsychotic treatment, which patients are likely
to develop the syndrome. Whether antipsychotic drug products differ in their potential to cause
tardive dyskinesia is unknown. The risk of developing tardive dyskinesia and the likelihood that it will
become irreversible are believed to increase as the duration of treatment and the total cumulative
dose of antipsychotic drugs administered to the patient increase. However, the syndrome can
develop, although much less commonly, after relatively brief treatment periods at low doses. There
is no known treatment for established cases of tardive dyskinesia, although the syndrome may remit,
partially or completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself,
however, may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby
may possibly mask the underlying process. The effect that symptomatic suppression has upon the
long-term course of the syndrome is unknown. Given these considerations, SEROQUEL should be
prescribed in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic
antipsychotic treatment should generally be reserved for patients who appear to suffer from a
chronic illness that (1) is known to respond to antipsychotic drugs, and (2) for whom alternative,
equally effective, but potentially less harmful treatments are not available or appropriate. In patients
who do require chronic treatment, the smallest dose and the shortest duration of treatment
producing a satisfactory clinical response should be sought. The need for continued treatment
should be reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient on
SEROQUEL, drug discontinuation should be considered. However, some patients may require
treatment with SEROQUEL despite the presence of the syndrome.

Cataracts The development of cataracts was observed in association with quetiapine treatment in
chronic dog studies. Lens changes have also been observed in patients during long-term SEROQUEL
treatment, but a causal relationship to SEROQUEL use has not been established. Nevertheless, the
possibility of lenticular changes cannot be excluded at this time. Therefore, examination of the lens
by methods adequate to detect cataract formation, such as slit lamp exam or other appropriately
sensitive methods, is recommended at initiation of treatment or shortly thereafter, and at 6-month
intervals during chronic treatment.

Seizures During clinical trials, seizures occurred in 0.5% (20/3490) of patients treated with
SEROQUEL compared to 0.2% (2/954) on placebo and 0.7% (4/527) on active control drugs. As with
other antipsychotics, SEROQUEL should be used cautiously in patients with a history of seizures or
with conditions that potentially lower the seizure threshold, eg, Alzheimer’s dementia. Conditions that
lower the seizure threshold may be more prevalent in a population of 65 years or older.
Hypothyroidism Clinical trials with SEROQUEL demonstrated a dose-related decrease in total and
free thyroxine (T4) of approximately 20% at the higher end of the therapeutic dose range and was
maximal in the first two to four weeks of treatment and maintained without adaptation or progression
during more chronic therapy. Generally, these changes were of no clinical significance and TSH was
unchanged in most patients and levels of TBG were unchanged. In nearly all cases, cessation of
SEROQUEL treatment was associated with a reversal of the effects on total and free T4, irrespective
of the duration of treatment. About 0.7% (26/3489) of SEROQUEL patients did experience TSH
increases in monotherapy studies. Six of the patients with TSH increases needed replacement thyroid
treatment. In the mania adjunct studies, where SEROQUEL was added to lithium or divalproex,
12% (24/196) of SEROQUEL treated patients compared to 7% (15/203) of placebo treated
patients had elevated TSH levels. Of the SEROQUEL treated patients with elevated TSH levels, 3 had
simultaneous low free T4 levels.

Cholesterol and Triglyceride Elevations In schizophrenia trials, the proportions of patients
with elevations to levels of cholesterol =240 mg/dL and triglycerides =200 mg/dL were 16% and
23% for SEROQUEL treated patients respectively compared to 7% and 16% for placebo treated
patients respectively. In bipolar depression trials, the proportion of patients with cholesterol and
triglycerides elevations to these levels were 9% and 14% for SEROQUEL treated patients
respectively, compared to 6% and 9% for placebo treated patients respectively.
Hyperprolactinemia Although an elevation of prolactin levels was not demonstrated in clinical
trials with SEROQUEL, increased prolactin levels were observed in rat studies with this compound,
and were associated with an increase in mammary gland neoplasia in rats. Tissue culture
experiments indicate that approximately one-third of human breast cancers are prolactin dependent





