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Nurture Relationships With Referring Physicians

BY DOUG BRUNK

San Diego Bureau

SAN DIEGO — Any plan for marketing
a medical practice should include a strategy
for nurturing relationships with physicians
who refer to you, Andrea T. Eliscu, R.N., ad-
vised at the annual conference of the Med-
ical Group Management Association.
“Most of the medical groups I work
with have spent so much time focused on
other issues, such as recruiting staff and

getting an electronic medical records sys-
tem, that they don’t know who’s referring
to their practices,” said Ms. Eliscu, a med-
ical marketing consultant based in Orlan-
do. “They spend very little time nurturing
those relationships.”

Getting a handle on who's referring pa-
tients to you is easier said than done, with
“so much outpatient medicine and lost
camaraderie between physicians these
days,” she acknowledged. “The days of the
doctor’s lounge are gone. That kind of

connectivity is not there anymore. Every-
one is working longer and harder.”

One way to start is to create an elec-
tronic database that includes the contact
information for referring physicians and
tracks how many referrals they make on
a monthly or quarterly basis. Ms. Eliscu
recommends contacting the referring
physicians to introduce yourself and ask if
you're meeting their needs. “Find out
what they want, not necessarily what you
want to give them, because those aren’t

necessarily the same,” she said.

Devise a way to say “thank you” for the
referrals. Maybe it’s hosting an occasion-
al lunch for the referring practice’s office
staff, or a personal, handwritten thank-you
note to the physician.

“Instead of the traditional holiday bas-
ket or gift, you could consider making a
contribution in his or her honor to a local
charity; it could be one that supports a
health cause, the local university medical
school, the food bank, or some other spe-
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\IQISAYRCDIII:ggI:SINCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED
Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. Analyses of seventeen placebo-controlled trials (modal duration of
10 weeks) largely in patients taking atypical antipsychotic drugs, revealed a risk of death
in drug-treated patients of between 1.6 to 1.7 times the risk of death 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 cardio-
vascular (eg, heart failure, sudden death) or infectious (eg, pneumonia) in nature.
Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with
conventional antipsychotic drugs may increase mortality. The extent to which the findings
of increased mortality in observational studies may be attributed to the antipsychotic drug
as opposed to some characteristic(s) of the patients is not clear. SEROQUEL (quetiapine) is
not approved for the treatment of patients with dementia-related psychosis (see
WARNINGS and PRECAUTIONS).

SUICIDALITY AND ANTIDEPRESSANT DRUGS

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents, and young adults in short-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. » 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 [see Clinical Pharmacology in full Prescribing
Information (12)]. 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 [see Clinical Pharmacology in full Prescribing
Information (12)]. 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 [see
Clinical Studies in full Prescribing Information (14)]. The physician who elects to use SEROQUEL
for extended periods in Bipolar Disorder should periodically re-evaluate 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 schizo-
phrenia was established in short-term (6-week) controlled trials of schizophrenic inpatients [see
Clinical Pharmacology in full Prescribing Information (12)]. 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 periodi-
cally re-evaluate 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 Day3 Day 4
SEROQUEL 50 mg 100 mg 200 mg 300 mg

In these 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
5and 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 I
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 stabilized during the stabilization phase [see
Clinical Studies in full Prescribing Information(14)]. 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 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

SEROQUEL® (quetiapine fumarate) Tablets

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 recommended. 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. In a 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 [see Clinical Pharmacology in full Prescribing Information(12)]. 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 elimi-
nation 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 maintenance treatment,
Reinitiation of Treatment in Pafients Previously Disconfinued 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 Anfipsychoﬁcs There are no systematically collected data to specifically address switching
patients with schizophrenia from antipsychotics to SEROQUEL, or concerning concomitant admin-
istration 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 adminis-
tration 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 reevaluated periodically.
CONTRAINDICATIONS

None known

WARNINGS AND PRECAUTIONS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis Elderly patients
with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of
death. 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 antidepressants 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 antide-
pressant 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 differences
(drug-placebo difference in the number of cases of suicidality per 1000 patients treated) are
provided in Table 1.

Table 1
Age Range Drug-Placebo Diference 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 Placebo
25-64 1 fewer case
>65 6 fewer cases

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.., 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,
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cific cause in which they are involved.”

She recently surveyed patients from a
variety of practices about what they ex-
pect from their physicians when they
make a referral. Most of the respondents
expected their physicians to “know on a
firsthand basis about the experience and
expertise of the doctor they're being sent
to,” said Ms. Eliscu, author of the book
“A+ Marketing: Proven Tactics for Suc-
cess” (Englewood, Colo.: MGMA, 2008).

Her term for today’s medical patients is
“prosumers” (people who are proactive
about educating themselves before they
consume health care services).

“Today’s health care consumers shop

around before making decisions,” she ex-
plained. “Theyre better educated and bet-
ter informed than previous generations,
they’re critical, and they’re looking for sec-
ond opinions.”

In order to meet the demands of the
prosumer, medical practices must increase
awareness of their services and credentials
and find a way to differentiate themselves
from other providers. “How many prac-
tices have a social networking component
to their Web site, where patients can share
experiences on a forum or e-mail the
physician a question,” she asked

The goal is for patients to “see them-
selves reflected in anything that you put

out: your Web page, your patient
brochures, your advertising.”

Marketing “is a promise,” she added.
“The loyalty that you develop with your
patients and their families is going to be
the future of your prosperity.”

Her “4As” for effective marketing in-
clude the following:

» Access. If prosumers are repeatedly
placed on hold for 10 minutes when they
phone your office, they may write you off.
Being prompt with office visit appoint-
ment times is also key.

P Availability. Prosumers “want you to
not only return a phone call or answer an
e-mail, but they need you to be available
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on their terms,” Ms. Eliscu said. “Part of
the success of the retail clinics in places
like Wal-Mart is that timely delivery of ser-
vice. You're in and out in an hour.”

» Accountability. Prosumers “want to
know [whom they're] dealing with and
what their name is. “Every member of
your staff should have a name badge,” she
said.

» Accommodation. Prosumers want
your help to “work through the things
they have to do, the appointments that
they have to make,” Ms. Eliscu said. “It’s
not about what’s convenient for the prac-
tice; it’s about what’s convenient for the
prosumer.” |
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hostility, aggressiveness, 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, both 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 therapeutic 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 immediately to healthcare 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 antidepressant, 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 antipsychatics, 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 estab-
lished 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 antipsy-
chotics 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

alignant Syndrome (NMS) has been reported in association with administration 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 (irreqular pulse or blood pressure, tachycardia, diaphoresis, and cardiac
dysrhythmia). Additional signs may include elevated creatine phosphokinase, myoglobinuria
(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 presen-
tation 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
iof 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 o4-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 abnormal-
ities), cerebrovascular disease or conditions which would predispose patients to hypotension
(dehydration, hypovolemia and treatment with antihypertensive medications). The risk of ortho-
static 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 under-
lying process. The effect that symptomatic suppression has upon the long-term course of the
yndrome is unknown. Given these considerations, SEROQUEL should be prescribed in a manner
hat is most likely to minimize the occurrence of tardive dyskinesia. Chronic antipsychotic
reatment 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 satis-
factory 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 [see
Nonclinical Toxicology, Animal Toxicology in full Prescribing Information (13.2)]. 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. Hyperlipidemia In schizophrenia
trials, the proportions of patients with elevations to levels of cholesterol >240 mg/dL and triglyc-
erides >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 demon-
strated 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
[see Carcinogenesis, Mutagenesis, Impairment of Fertility in full Prescribing Information
(13.1)]. Tissue culture experiments indicate that approximately one-third of human breast cancers
are prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs
is contemplated in a patient with previously detected breast cancer. Although disturbances such as
galactorrhea, amenorrhea, gynecomastia, and impotence have been reported with prolactin-
elevating compounds, the clinical significance of elevated serum prolactin levels is unknown for
most patients. Neither clinical studies nor epidemiologic studies conducted to date have shown an
association between chronic administration of this class of drugs and tumorigenesis in humans;
the available evidence is considered too limited to be conclusive at this time. Transaminase
Elevations Asymptomatic, transient and reversible elevations in serum transaminases (primarily
ALT) have been reported. In schizophrenia trials, the proportions of patients with transaminase
elevations of > 3 times the upper limits of the normal reference range in a pool of 3- to 6-week
placebo-controlled trials were approximately 6% for SEROQUEL compared to 1% for placebo. In
acute bipolar mania trials, the proportions of patients with transaminase elevations of > 3 times the
upper limits of the normal reference range in a pool of 3- to 12-week placebo-controlled trials were
approximately 1% for both SEROQUEL and placebo. These hepatic enzyme elevations usually
occurred within the first 3 weeks of drug treatment and promptly returned to pre-study levels with
ongoing treatment with SEROQUEL. In bipolar depression trials, the proportions of patients with
transaminase elevations of > 3 times the upper limits of the normal reference range in two 8-week
placebo-controlled trials was 1% for SEROQUEL and 2% for placebo. Potential for Cognifive
and Motor Impairment Somnolence was a commonly reported adverse event reported in
patients treated with SEROQUEL especially during the 3-5 day period of initial dose titration. In
schizophrenia trials, somnolence was reported in 18% of patients on SEROQUEL compared to
11% of placebo patients. In acute bipolar mania trials using SEROQUEL as monotherapy, somno-
lence was reported in 16% of patients on SEROQUEL compared to 4% of placebo patients. In
acute bipolar mania trials using SEROQUEL as adjunct therapy, somnolence was reported in 34%
of patients on SEROQUEL compared to 9% of placebo patients. In bipolar depression trials,
somnolence was reported in 28% of patients on SEROQUEL compared to 7% of placebo patients.





