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IMPORTANT TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

Antidepressants increased the risk of suicidal thinking
and behavior (suicidality) in short-term studies in
children and adolescents with Major Depressive
Disorder (MDD) and other psychiatric disorders. Anyone
considering the use of EFFEXOR XR or any other
antidepressant in a child or adolescent must balance this
risk with the clinical need. Patients who are started on
therapy should be 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.
EFFEXOR XR is not approved for use in pediatric patients.

*EFFEXOR XR is contraindicated in patients taking
monoamine oxidase inhibitors (MAOIs).

» Adult and pediatric patients taking antidepressants can experience
worsening of their depression and/or the emergence of suicidality.
Patients should be observed closely for clinical worsening
and suicidality, especially at the beginning of drug therapy,
or at the time of increases or decreases in dose.

Anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia, hypomania, and mania have
been reported and may represent precursors to emerging suicidality.
Stopping or modifying therapy should be considered especially when
symptoms are severe, abrupt in onset, or not part of presenting
symptoms.

* Treatment with venlafaxine is associated with sustained increases
in blood pressure (BP) in some patients. Postmarketing cases
of elevated BP requiring immediate treatment have been
reported. Pre-existing hypertension should be controlled.
Regular BP monitoring is recommended.

* Abrupt discontinuation or dose reduction has been associated
with discontinuation symptoms. Patients should be counseled on
possible discontinuation symptoms and monitored while
discontinuing the drug; the dose should be tapered gradually.

VENTAFAXINE HCI
EFFEXOR XR =

The change they deserve.
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VENTAFAXINE HCI

EFFEXOR X

BRIEF SUMMARY. See package insert for full prescribing information.
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Suicidality in Children and Adolescents

Antidep i the risk of thinking and behavior (suicidality) in short-term studies

in children and adolescents with Major Depressive Disorder (MDD) and other psychiatric disorders.

Anyone considering the use of EFFEXOR XR or any other antidep in a child or ad must

balance this risk with the clinical need. Patients who are started on therapy should be 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. EFFEXOR XR is not
pp for use In pedi pati (See Warnings and Precautions: Pediatric Use.)

Pooled anatyses of short-term (4 to 16 weeks) placebo-controlled triais of 9 antidepressant drugs

(SSRIs and others) in chil and with Major Depressive Disorder (MDD), obsessive-

compulsive disorder (0CD), or other psychiatric disorders (a total of 24 trials invoiving over 4,400

patients) have revealed a greater risk of adverse events representing suicidal thinking or behavior

(suicidality) during the first few months of treatment in those receiving antidepressants. The average

risk of such evem.;s in patients receiving antidepressants was 4%, twice the placebo risk of 2%. No
n these trials.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochioride or to any excipients in the formutation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAQIs). WARNINGS: Clinical Worsening
and Suicide Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience

Decreased appetite was seen in pediatric patients receiving Effexor XR. In GAD and MDD trials, 10% of Effexor
XR patients aged 8-17 for up to 8 weeks and 3% of placebo patients had treatment-emergent anorexia. None
of the patients receiving Effexor XR d for ia or weight loss. Activation of
Mania/Hypomania: Mania or hypomania has occurred during short-term depression and PD studies. As with
alf drugs effective in the treatment of MDD, Effexor XR should be used cautiously i in patients with a history of
mania. Hyponatremia: Hyponatremia and/or the syndrome of i hormone

(SIADH) may occur with venlafaxine. Consider this in patients who are volume- -depleted, elderly, or taking
diuretics. Mydriasis: Mydriasis has been reported; monitor patients with raised intraocular pressure or at risk
of acute narrow-angle glaucoma (angle-closure glaucoma). Seizures: In all premarketing depression trials
with Effexor, seizures were reported in 0.3% of ine patients. Use iously in patients with a history
of seizures. Discontinue in any patient who develops seizures. Abnormal Bleeding: Abnormal bieeding {most
commonly ecchymosis) has been reported. Serum Cholesterol Elevation: Clinically relevant increases in
serum cholesterol were seen in 5.3% of venlafaxine patienis and 0.0% of placebo patients treated for at least
3 months in trials. Consider measurement of serum cholesterol levels during long-term treatment. Use in
Patients With Concomitant Iiiness: Use Effexor XR cautlously in patlents with diseases or conditions that
could affect hemodynamic or ine has not been evaivated in patlents with
recent history of MI or unstable heart disease. Increases in QT interval (QTc) have been reported in clinical
studies. Exercise caution in patients whose underlying medical conditions might be compromised by increases
in heart rate. In patients with renal impairment or cirrhosis of the liver, the clearances of venlafaxine and its
active metabolites were decreased, prolonging the elimination half-iives. A lower dose may be necessary; use
with caution in such patients. Information for Patients—Prescribers or other health professionals should
inform patients, their families, and their caregivers about the benefits and risks associated with treatment with
Effexor XR and should counsel them in its appropriate use. A patient Medication Guide About Using
Antidepressants in Children and Teenagers is available for Effexor XR. The prescriber or heaith professional
should instruct patients, their families, and their caregivers to read the Medication Guide and should assist
them in understanding its contents. Patients should be given the opportunity to discuss the contents of the

worsening of their depression and/or the emergence of suicidal ideation and behavior ity) or unusual
changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. There has been a long-standing concern that antidepressants may have a role in
inducing worsening of depression and the emergence of suicidality in certain patients. Antidepressants
increased the risk of suicidal thinking and behavior (suicidality) in short-term studies in children and
adolescents with MDD and other psychiatric disorders. It is unknown whether the suicidality risk in pediatric
patients extends to longer-term use, i.e., beyond several months. It is aiso unknown whether the suicidality
risk extends to adults. All pediatric patients heing treated with antidepressants for any indication should
be 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. Adults with MDD or comorbid depression in the setting of other psychiatric iliness being
treated with antidepressants should be observed similarly for clinical worsening and suicidality,
especially during the initial few months of a course of drug therapy, or at times of dose changes, either
increases or decreases. Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia (psychomotor restiessness), hypomania, and mania have been reported in adult and
pediatric patients being treated with antidepressants for MDD and 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. If the decision has been made to discontinue treatment, medication
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PREcAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers

Guide and to obtain answers to any questions they may have. The complete text of the Medication
Guide is available at www.effexorxr.com or in the approved prescribing information. Patients should be advised
of the following issues and asked to alert their prescriber if these occur while taking Effexor XR. Clinical
Worsening and Suicide Risk: Patients, their families, and their gi should be d to be alert
1o the emergence of symptoms listed in WARNINGS: Clinical Worsening and Suicide Risk, especially those
seen early during antidepressant treatment and when the dose is adjusted up or down. Families and caregivers
of patients should be advised to observe for the emergence of such symptoms on a day-to-day basis, since
changes may be abrupt. Such symptoms should be reported to the patient’s prescriber or health professional,
especially if they are severe, abrupt in onset, or were not part of the patient's presenting symptoms. Symptoms
such as these may be associated with an increased risk for suicidal thinking and behavior and indicate a need
for very close monitoring and possibly changes in the medication. Caution patients about operating hazardous
machinery, including automabites, until they are reasonably sure that venlafaxine does not adversely affect
their abilities. Tell patients to avoid alcohol while taking Effexor XR and to notify their physician 1) if they
become pregnant or intend to become pregnant during therapy, or if they are nursing; 2) about other
prescription or over-the-counter drugs, including herbal preparations, they are taking or plan to take; 3) if they
develop a rash, hives, or related allergic phenomena. Laboratory Tests—No specific laboratory tests are
recommended. Drug Interactions— Alcohol: A single dose of ethanol had no effect on the pharmacokinetics
{PK) of venlafaxine or O-desmethylvenlafaxine (ODV), and venlafaxine did not exaggerate the psychomotor and
psychometric effects induced by ethanol. Cimetidine: Use caution when administering venlafaxine with
cimetidine to patients with pre-existing hypertension or hepatic dysfunction, and the elderly. Diazepam: A
single dose of diazepam did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have
any effect on the PK of diazepam or its active metabolite, desmethyldiazepam, or affect the psychomotor and
psychometric effects induced by diazepam. Haloperidol: Venlafaxine decreased total oral-dose clearance of
haloperidol, resulting in a 70% increase in haioperidol AUC. The haloperidol Cray increased 88%, but the
haloperidol efimination half-life was unc’hanged. Lithium: A single dose of lithium did not appear to affect the

of pediatric patients being treated with antidepressants for MDD or other indications, both psy ic
and nonpsychlatric, should be alerted about the need to monitor patients for the emergence of
agitation, irritabllity, unusual changes in behavior, and the other symptoms described above, as well

PK of either ine or ODV. had no effect on the PK of lithium. Drugs Highly Bound to Plasma
Proteins: Venlafaxine is not highly bound to plasma proteins; coadministration of Effexor XR with a highly
proteln -bound drug should not cause increased free concentrations of the other drug. Drugs That inhibit

P450 CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV,

as the emergence of suicidality, and to report such symptoms immediately to health care p
Such monitoring should include daily observation by families and caregivers. Prescriptions for Eﬁexor xR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of overdose. Families and caregivers of adults being treated for depression should be similarly
advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipolar disorder. It is generally believed 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. Prior to initiating
antidepressant treatment, patients with depressive symptoms should be screened to determine if they are at
risk for bipotar disorder; such screening should include a detailed psychiatric history, including a family history
of suicide, bipolar disorder, and depressmn Effexor XR is not approved for use in treating bipolar depression.
Potential for with MAOIs: reactions, some serious, have been reported in patients
who recently discontinued an MAQI and started on venlafaxine, or who recently discontinued
venlafaxine prior to initiation of an MAQI. These reactions included’ tremor, myoclonus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with features resembling neuroleptic malignant
syndrome, seizures, and death. Effexor XR should not be used in combination with an MAOI, or within
at least 14 days of discontinuing treatment with an MACI. At least 7 days should be allowed after
stopping venlafaxine before starting an MAOL. ined Hypertension e is i with
sustained increases in blood pressure (BP) in some patients. Postmarketing cases of elevated BP requiring
immediate treatment have been reported. Pre-existing hypertension shoutd be controlled. Regular monitoring
of BP is recommended. For patients experiencing sustained increase in BP, consider either dose reduction or
discontinuation. PRECAUTIONS: General—Discontinuation of Treatment with Effexer XR. Abrupt
discontinuation or dose reduction of venlafaxine at various doses is associated with new symptoms, the
frequency of which increased with increased dose level and longer duration of treatment. Symptoms include
agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea, dizziness, dry mouth, dysphoric mood,
emotional lability, fasciculation, fatigue, headaches, hypomania, insomnia, irritability, lethargy, nausea,
nervousness, nightmares, seizures, sensory dlsturbances {e.g., paresthesias such as electric shock

18) 1ce, ing, tinnitus, tremor, vertigo, and vomiting. Monitor patients when
discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is recommended. If
intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, consider
resuming the previously prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
Insomnia and Nervousness; Treatment-emergent insomnia and nervousness have been reported. In Phase
3 trials, insomnia led to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients
and in 3% of both Generalized Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness
{ed to drug discontinuation in 0.9% of depressed patients, in 2% of GAD patients, and in 0% of SAD and PD
patients. Changes in Weight. Adult Patients: In short-term MDD trials, 7% of Effexor XR patients had 25%
loss of body weight and 0.1% discontinued for weight loss: In 6-month GAD studies, 3% of Effexor XR patients
had 27% loss of body weight, and 0.3% discontinued for weight loss in 8-week studies. In 12-week SAD trials,
3% of Effexor XR patients had >7% loss of body weight and no patients discontinued for weight loss. In 12-
week PD trials, 3% of Effexor XR patients had >7% loss of body weight, and no patients discontinued for
weight loss. The safety and efficacy of venlafaxine in combination with weight loss agents, including
phentermine, have not been established. Coadministration of Effexor XR and weight loss agents is not
recommended. Effexor XR is not indicated for weight loss alone or in combination with other products.
Pediatric Patients: Weight ioss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR patients
than placebo patients experienced weight loss of at least 3.5% in both MDD and GAD studies (18% vs. 3.6%;
P<0.001). Weight loss was not fimited to patients with treatment-emergent anorexia (decreased appetite).
Children and adolescents in a 6-month study had increases in weight less than expected based on data from
age- and sex-matched peers. The difference between observed and expected weight gain was larger for
children <12 years old than for adolescents >12 years old. Changes in Height. Pediatric Patients: In 8-week
GAD studies, Effexor XR patients aged 6-17 grew an average of 0.3 cm (n=122), while placebo patients grew
an average of 1.0 cm (n=132); P=0.041. This difference in height increase was most notable in patients <12.
In 8-week MDD studies, Effexor XR patients grew an average of 0.8 cm (n=146}, while placebo patients grew
an average of 0.7 cm (n=147). In a 6-month study, children and adol ts had height ir less than
expected based on data from age- and sex-matched peers. The difference between observed and expected
growth rates was larger for children <12 years old than for adolescents >12 years old. Changes in Appetite:
Adult Patients: Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo
(4%} patients in MDD studies. The discontinuation rate for anorexia was 1.0% in MDD studies. Treatment-
emergent anorexia was more commonly reported for Effexor XR (8%} than placebo (2%) patients in GAD
studies. The discontinuation rate for anorexia was 0.9% for up to 8 weeks in GAD studies. Treatment-emergent
anorexia was more commonly reporied for Effexor XR (20%) than ptacebo {2%) patients in SAD studies. The
discontinuation rate for anorexia was 0.4% for up to 12 weeks in SAD studies. Treatment-emergent anorexia
was more commonly reported for Effexor XR (8%) than placebo (3%) patients in PD studies. The
discontinuation rate for anorexia was 0.4% for Effexor XR patients in 12-week PD studies. Pediatric Patients:
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by CYP206. Drugs inhibiting this isoenzyme have the ial to i plasma cor of
venlafaxine and decrease concentrations of ODV. No dosage adjustment is required when venlafaxine is
coadministered with a CYP2D6 inhibitor. Cor itant use of ine with drug tr ) that

inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for venlafaxine, has not been studied,
Use caution if therapy includes venlataxine and any agent(s) that produces s'multaneous inhibition of these
two enzyme systems. Drugs Metabolized by Cytochrome P450 I isa eak
inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2CY (in vitro), or CYP2019
Imipramine: Venlafaxine did not affect the PK of imipramine and 2-OH-imipramine. However, desipramine
AUC, Crax and Cein increased by ~35% in the presence of venlafaxine. The 2-OH-desipramine AUCs increased
by 2.5-4.5 fold. Imipramine did not affect the PK of venlafaxine and ODV. Risperidone: Venlafaxine slightly
inhibited the CYP2D6-mediated metabolism of risperidone to its active metabolite, 9-hydroxyrisperidone,
resuiting in a ~32% increase in risperidone AUC. Venlafaxine coadministration did not significantly aiter the PK
profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). ch3A4 - Venlafaxine did not inhibit
CYP3A4 in vitro and in vivo. Indinavir. In a study of 9 healthy volunteers, istration resulted
in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cpay. Indinavir did
not affect the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, venlafaxine 75 mg by mouth every 12 hours did
not alter the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-
tolbutamide. CYP2G19: Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized
by CYP2C19 (see Diazepam above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs:
Use caution with concomitant use of venlafaxine and other CNS-active drugs. Based on its mechanism of
action and the potential for serotonin syndrome, use caution when coadministering venlafaxine with other
drugs affecting the serotonergic neurotransmitter systems, such as triptans, serotonin reuptake inhibitors, or
lithium. Electroconvulsive Therapy (ECT): There are no clinical data establishing the benefit of ECT combined
with Effexor XR treatment. Carcinogenesis, Mutagenesis, Impairment of Fertility—Carcinogenesis: There
was no increase in tumors in mice and rats given up to 1.7 times the maximum recommended human dose
{MRHD} on a mg/m? basis. Mutagenesis: Venlafaxine and ODV were not mutagenic in the Ames reverse
mutation assay in Salmonella bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay.
Venlafaxine was not clastogenic in several assays. 0DV elicited a clastogenic response in the in vivo
chromosomal aberration assay in rat bone marrow. impairment of Fertifify. No effects on reproduction or
fertility in rats were noted at oral doses of up to 2 times the MRHD on a mg/m? hasis. Pregnancy—
Teratogenic Effects—Pregnancy Category C. Reproduction studies in rats given 2.5 times, and rabbits given
4 times the MRHD (mg/m? basis) revealed no maiformations in offspring. However, in rats given 2.5 times the
MRHD, there was a decrease in pup weight, an increase in stillborn pups, and an increase in pup deaths during
the first 5 days of lactation when dosing began during pregnancy and continued until weaning. There are no
adequate and well-controlled studies in pregnant women; use Effexor XR during pregnancy only if clearly
needed. Nonteratogenic Effects. Neonates exposed to Effexor XR late in the third trimester have developed
complications requiring prolonged hospitalization, respiratory support, and tube feeding. Complications can
arise immediately upon delivery. Reports include respiratory distress, cyanosis, apnea, seizures, temperature
instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor, jitteriness,
irritability, and constant crying. This is consistent with a direct toxic effect of SNRIs or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin syndrome. When treating a pregnant woman with
Effexor XR during the third trimester, carefully consider the potential risks and benefits of treatment and
consider tapering Effexor XR in the third trimester. Labor, Delivery, Nursing—The effect on labor and delivery
in humans is unknown. Venlafaxine and 0DV have been reported to be excreted in human milk. Because of the
potential for serious adverse reactions in nursing infants from Effexor XR, a decision should be made whether
to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the mother.
Pediatric Use—Safety and effectiveness in the pediatric population have not been established (see BOX
WARNING and WARNINGS: Clinical Worsening and Suicide Risk). No studies have adequately assessed the
impact of Effexor XR on growth, development, and maturation of children and adolescents. Studies suggest
Effexor XR may adversely affect weight and height (see PRECAUTIONS-General, Changes in Height and
Changes in Weight). Should the decision be made to treat a pediatric patient with Effexor XR, regular
monitoring of weight and height is rec during particularly if long term. The safety of
Effexor XR for pediatric patients has not been assessed for chronic treatment 6 months. In studies in patients
aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant were similar to that
observed in adult patients. The precautions for aduits apply to pediatric patients. Gerlatric Use—No overall
differences in effectiveness or safety were observed between geriatric and younger patients. Greater
sensitivity of some older individuals cannot be ruled out. Hyponatremia and SIADH have been reported, usually
in the elderly. ADVERSE REACTIONS: Associafed with Discontinuation of Treatmenf—The most common
events leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxiety,
impotence, dry mouth, dizziness, insomnia, somnolence, hypertension, diarrhea, paresthesia, tremor, abnormal
(mostly blurred) vision, abnormal (mostly delayed) sjaculation, asthenia, ing, ner
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vasodilatation, thinking abnormal, decreased libido, and sweating. Commonly Observed Adverse Events in
Controlled Clinical Trials for MDD, GAD, SAD, and PD—Body as a Whole: asthenia, headache, flu syndrome,
accidental injury, abdominal pain. Cardiovascular: vasodilatation, hypertension, palpitation. Digestive: nausea,
constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Metabolic/Nutritional: weight loss. Nervous

System: dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression, B
hypertonia, paresthesia, libido decreased, agitation, anxiety, twitching. Respiratory System: pharyngitis, yawn,
sinusitis. Skin: sweating. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation,
impotence, orgasmic dysfunction (including anorgasmia) in females. Vital Sign Changes: Effexor XR was
associated with a mean increase in pulse rate of about 2 beats/min in depression and GAD trials and a mean
increase in pulse rate of 4 beats/min in SAD trials. (See WARNINGS-Sustained Hypertension). Laboratory
Changes: Clinically relevant increases in serum cholesterol were noted in Effexor XR clinical trials. Increases

were duration dependent over the study period and tended to be greater with higher doses. Other Events
Observed During the Premarketing Evaluation of Effexor and Effexor XR—N=6,670. “Frequent”=events
occurring in at least 1/100 patients; “infrequent”=1/100 to 1/1000 patients; “rare”=fewer than 1/1000
patients. Body as a whole - Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema,
intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity reaction, suicide attempt,
withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent:
migraine, postural hypotension, tachycardia; Infrequent: angina pectoris, arrhythmia, extrasystoles,
hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope, thrombophlebitis;
Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundle branch block, capillary
fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,
cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial
infarct, pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis,
dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis,
rectal hemorrhage, hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal
distension, biliary pain, cheilitis, cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis,
gastroesophageal reflux disease, gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice,
intestinal obstruction, liver tenderness, parotitis, periodontitis, proctitis, rectal disorder, salivary gland
enlargement, increased salivation, soft stools, tongue discoloration. Endocrine system - Rare: galactorrhoea,
goiter, hyperthyroidism, hypothyroidism, thyroid nodule, thyroiditis. Hemic and lymphatic system - Frequent:
ecchymosis; Infrequent: anemia, leukocytosis, leukopenia, lymphadenopathy, thrombocythemia; Rare:
basophilia, bleeding time increased, cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura,
thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight gain; Infrequent: alkaline
phosphatase increased, dehydration, hypercholesteremia, hyperglycemia, hyperlipemia, hypoglycemia,
hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol intolerance, bilirubinemia, BUN increased,
creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis, hypercalcinuria,
hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia, hypophosphatemia,
hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent: arthritis, arthrosis, bone
spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle cramp,
muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis,
rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia,
CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech,
stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse,
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of
consciousness, delusions, dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Barré
syndrome, homicidal ideation, hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido
increased, motion sickness, neuritis, nystagmus, paranoid reaction, paresis, psychotic depression, reflexes
decreased, reflexes increased, torticollis. Respiratory system - Frequent: cough increased, dyspnea;
Infrequent: asthma, chest congestion, epistaxis, hyperventilation, laryngismus, laryngitis, pneumonia, voice
alteration; Rare: atelectasis, hemoptysis, hypoventilation, hypoxia, larynx edema, pleurisy, pulmonary embolus,
sleep apnea. Skin and appendages - Frequent: pruritus; Infrequent: acne, alopecia, contact dermatitis, dry
skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle nails, erythema nodosum, exfoliative
dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hirsutism, leukoderma,
miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin atrophy, skin
hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media,
parosmia, photophobia, taste loss, visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival
edema, corneal lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorrhage,
subconjunctival hemorrhage, keratitis, labyrinthitis, miosis, papilledema, decreased pupillary reflex, otitis
externa, scleritis, uveitis. Urogenital system - Frequent: prostatic disorder (prostatitis, enlarged prostate, and
prostate irritability), urination impaired; Infrequent: albuminuria, amenorrhea, breast pain, cystitis, dysuria,
hematuria, kidney calculus, kidney pain, leukorrhea, menorrhagia, metrorrhagia, nocturia, polyuria, pyuria,
urinary incontinence, urinary retention, urinary urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria,
balanitis, bladder pain, breast discharge, breast engorgement, breast enlargement, endometriosis, female
lactation, fibrocystic breast, calcium crystalluria, cervicitis, orchitis, ovarian cyst, prolonged erection,
gynecomastia (male), hypomenorrhea, kidney function abnormal, mastitis, menopause, pyelonephritis, oliguria,
salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness. Postmarketing Reports:
agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK increased, deep vein
thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias including atrial
fibrillation, supraventricular tachycardia, ventricular extrasystoles, and rare reports of ventricular fibrillation
and ventricular tachycardia, including torsades de pointes; epidermal necrosis/Stevens-Johnson syndrome,
erythema multiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closur

glaucoma, hemorrhage (including eye and gastrointestinal bleeding), hepatic events (including GGT elevation;
abnormalities of unspecified liver function tests; liver damage, necrosis, or failure; and fatty liver), involuntary
movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a 10-year-old
who may have been taking methylphenidate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, pulmonary eosinophilia, renal failure, rhabdomyolysis,
serotonin . syndrome, shock-like electrical sensations or tinnitus (in some cases, subsequent to the
discontinuation of venlafaxine or tapering of dose), and SIADH (usually in the elderly). Elevated clozapine levels
that were temporally associated with adverse events, including seizures, have been reported following the
addition of venlafaxine. Increases in prothrombin time, partial thromboplastin time, or INR have been reported
when venlafaxine was given to patients on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effexor XR is
not a controlled substance. Evaluate patients carefully for history of drug abuse and observe such patients
closely for signs of misuse or abuse. OVERDOSAGE: Electrocardiogram changes (e.g., prolongation of QT
interval, bundle branch block, QRS prolongation), sinus and ventricular tachycardia, bradycardia, hypotension,
altered level of consciousness (ranging from somnolence to coma), rhabdomyolysis, seizures, vertigo, liver
necrosis, and death have been reported. Treatment should consist of those general measures employed in the
management of overdosage with any antidepressant. Ensure an adequate airway, oxygenation and ventilation.
Monitor cardiac rhythm and vital signs. General supportive and symptomatic measures are also
recommended. Induction of emesis is not recommended. Gastric lavage with a large bore orogastric tube with
appropriate airway protection, if needed, may be indicated if performed soon after ingestion or in symptomatic
patients. Activated charcoal should be administered. Due to the large volume of distribution of this drug, forced
diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific antidotes
for venlafaxine are known. In managing overdosage, consider the possibility of multiple drug involvement.
Consider contacting a poison control center for additional information on the treatment of overdose. Telephone
numbers for certified poison control centers are listed in the Physicians’ Desk Reference® (PDR). DOSAGE AND
ADMINISTRATION: Consult full prescribing information for dosing instructions. Switching Patients to or From
an MAOI—At least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with
Effexor XR. At least 7 days should be allowed after stopping Effexor XR before starting an MAOI (see
CONTRAINDICATIONS and WARNINGS). This brief summary is based on Effexor XR Prescribing Information
W10404C019, revised November 2005.
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¢ 50 mg for simpler dosing during initiation
¢ 400 mg for an easier way to achieve higher doses*

SEROQUEL is indicated for the treatment of acute manic episodes associated with bipolar | disorder, as either monotherapy or adjunct therapy with
lithium or divalproex, and the treatment of schizophrenia. Patients should be periodically reassessed to determine the need for continued treatment

Elderly patients with dementia-related psychosis treated with atypical antipsychotic drugs are at an increased risk (1.6 to 1.7
times) of death compared to placebo (4.5% vs 2.6%, respectively). SEROQUEL is not approved for the treatment of patients with
dementia-related psychosis

Prescribing should be consistent with the need to minimize the risk of tardive dyskinesia. A rare condition referred to as neuroleptic malignant
syndrome has been reported with this class of medications, including SEROQUEL

Hyperglycemia, in some cases extreme and associated with ketoacidosis, hyperosmolar coma, or death, has been reported in patients treated
with atypical antipsychotics, including SEROQUEL. Patients starting treatment with atypical antipsychotics who have or are at risk for diabetes
should undergo fasting blood glucose testing at the beginning of and during treatment. Patients who develop symptoms of hyperglycemia
should also undergo fasting blood glucose testing

Precautions include the risk of seizures, orthostatic hypotension, and cataract development

The most commonly observed adverse events associated with the use of SEROQUEL in clinical trials were somnolence, dry mouth, dizziness,
constipation, asthenia, abdominal pain, postural hypotension, pharyngitis, SGPT increase, dyspepsia, and weight gain

* The safety of doses above 800 mg/day has not been evaluated in clinical trials. In the elderly and in patients with hepatic impairment, consideration
should be given to a lower starting dose, a slower rate of dose titration, careful monitoring during the initial dosing period, and a lower target dose.

All atypical prescriptions: Total prescriptions. Jan. 05-Dec. 05. New prescriptions. Sept. 04-Dec. 05. IMS Health. National Prescription Audit

Please see Brief Summary of Prescribing Information on adjacent page.
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BRIEF SUMMARY of Prescribing (ntormation—Before prescribing, pleass consuit complete
. Prescribing Information,

Increased Mnnallt‘mn Elderly Patients with Dementia-Relaled Psychosis
Elderly pati dementla-related psychosis treated with atynical antipsychotic drugs are af an
Increased risk of death compared to placebo. Analyses of seventeen placebo-controlled mm {modal
duration of 10 weeks) in these pallents revealed & risk of duath in the drug-ireated patients of betwaen
1.6 10 1.7 timas thed seen in p mhn—lmllﬂ patients. Over the course of a typical 10 week controlled
rial, the rate of death In drug-tre: orllllms was about 4.5%, compared to a rate of about 2.6% in e
plmno roup. Although the causes of death were varied, 'most of the deaths appeared to be either car-
dlovastufar (aq. heart failure, sudden death) or nfactious’ {89, prisumonia) in naturs. SERGQUEL (queti-
apine) is not approved for the reatment of pationts with Dementia-Related Psychosis.

INDICATIONS AND USAGE: Bipolar Mania: SEROQUEL is indicated for the treatment of acute manic episodes asso-
ciated with bipolar | disorder, as either monotherapy o adjunct therapy ta Ithium or divalproex. The efficacy of
'SEROQUEL in acute bipolar mania was established in iwo 12-week monotherapy trials and one 3-week acjunct ther-
apy trial of bipolar | patie ially hospitalized for up to 7 days for acute mania. Effectiveness has not been sys-
tematically evaluated in clinical trials for more than 12 weeks in monotherapy and 3 weeks in adjunct therapy.
Therefore, the physician who elects to use SEROQUIEL for extended periods should genomcally re-valuate the long-
term risks and benefits of the drug for the individual patient, Schizophrenia: SEROQUEL is indicated for the treat-
mem 01 scnlzophrenla The efficacy ov SERODUEL in SChIZoph!enla was established in short-term (6-week) can-
EROQUEL In long-term use, that i, for more than 6 weeks,
has not heen sys1emancajly evauated in controlled trials. Therefore, the physician who elects to use SEROOUEL for
riods should WWWMMMWWmMmMMMWMWM

CONTHAIHDICAnuus EROQUEL is contraindicated in individuals with a knawn hypersensitivity to this medlcanon
o anx| of 1t ingredients.
WARNINGS: Incrozsad Morallty in Eldorty Pationts with Demenia-Related Peychasis: Elderly patiants with
dementia-related psychosis with atypleal an lrrmwﬂc drugs are at an increased risk of death com arsd
1o placeho. SEROQUEL {quetiapina) Is not approved for the treatment of patiens with dementia-rel

chosis (see Baxed Waming). Neuraleptic Malignant Syndrome gms) . A potentially fatal sympto complex sorne
times referred to as Neuroleptic Malignant S‘ndrome {NMS) has been reported in associatian with administration of
antipsychotic drugs Including SEROQUEL. Rare cases of NS have been reported with SEROQUEL. Clinical mani-
festations of NMS are hyperpyrexia, muscle rigidity, attered mental status, and evidence of autonomic instability
(irregular puise ar blood pressure, tachycardia, diapl oresis, and cardiac dysmylhmla) Additional signs may include
elevated creafine phosphokinase. myoglobinuria (thabdomyolysis) and acute renal falure, The diagnostic evaluation
of patients with this syndrome is complicated. In arriving at a diagnasis, it is important to exclude cases where the
clinical presentation includes both serious medical ilness { eE Pspneumama systemic infetion, etc.) and untreated
or inadequately treated extrapyramidal signs and symptoms (£PS). Other important considerations in the differential
diagnosis inchude ceniral ancholinergic toxicity, heat stroke, drug fever and primary central nervous system (CNS)
patfiology. The management of NMS should include: 1) immediate discontinufion of antipsychotic drugs and other
drugs not essental to concurrent therapy; 2) ntensive symptomatic treatment and medical monitoring; and 3) treat-
ment of any concomitant serious medical problems for which specific treatments are available. Therg is no general
agreement about specific pharmacological treatment regimens for NMS, If a patient requires antipsychotic drug
treatment after recuvmmm NMS, the potential reintroduction of drug therapy should be carefully consmeved The
patient should be carefully manitored smce tecurrences of NMS have been m’loned Tardive Dyskinesia: A syn-
drome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with antipsy-
thotic drugs. Athough the prevalenc of the syndrome appears to be ighest among the elderly, especially eiderly
women, it Is impossible o rey upan prevalence estimates to predict, at the inception of antipsychotic treatment,
which patients are I\kely to develop the syndrome. Whether antipsychotic drug products differ in their potential to
cause tardive dﬁe nesia is unknown The risk of developing tardive dyskingsia 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. Howsver, the syndrome can develop, aithough much less commonly, after rel-
atively brief treatment pariads at low doses. There is no known treatment for established cases of tardive dyskinesia,
although the sp{ndrnme may remit, pamally o completely, if antipsychotic treatment is withdrawn. Antipsychotic
treatment,itself, however, may suppress {or partially s t{)press) the signs and symptoms of the syndrome and there-
by may pussm!y mask the underlying process. The effect that symptomatic suppression has upon the long-term
course of the syndrome is unkngwn., Given these considerations, SEROQUEL should be prescribed in a manner that
is most fikely to minimize the occurvence of tardive dyskinesia, Chronic antipsychatic treatment should generally be
reserved for patients who appear to sufer from a chroniiingss that (1) is knawn to respond to antipsychtic drugs,
and (2) for whom atternative, equally effective, but potentially less harmful treatments are not availabls or appropri-
ate. In patients who do requive chronic treatment, the smallest dose and the shortest duration of treatment produc-
:;? a satisfactory clinical response should be souoht‘ The nged for continued treatment should be reassessed peri-

cally. I signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL, drug discontinuation should
be considered. However, some &ansms may require treatment with SEROQUEL despite the presence of the syndrome.
Hyperylycomia and Diabetes Mellitus; Hype nergrycemla in some cases extreme and associated with ketoacidosis or
hyperosmolar coma or death, has been reported in patients treated with atypical antipsychatics, inciuding SEROQUEL.
Assessment of the relat\unshvn between atynical antipsychatic use and ghucose abnarmaiiies s complicated by the
passibillty of an increased back%ruunﬂ Tisk of diabetes meliitus in patients with schizophrenia and the Increasing inci-
dence of diabetes melitus in the general population. Given these confounders, the relationship between atypical
anipsychofic use and hyperglycemia-refated adverse events is not completely understood. However, epidemiologi-
cal studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in patients
treated with the atypical antipsychotics. Precise tisk estimates for hyperglycemia-related adverse events in patients
treated ‘with atypicat antipsychatics are not avaitable. Patients with an established diagnosis of diabetes melitus who

started on atypical amlpsi/chuncs shouid be monitored regularly for worsening of glucase control. Patients with

nsk factors for diabetes mellitus (eg, obesity, family history of diabetes) who are starting treatment with atypical
antipsychotics should underg tasting blood glucose testing at the beginning of treatment and pericdically during
freatment. Any patient treated with afypical antipsychtics Should be manitored for symptoms of hyperglycemia
including palydipsia, polyuria, polyphagia, and weakness. Patients who develop symptoms of hypergiycemia during
treatment with atypical antipsychotics should underge fasting blocd glucose testing. In some cases, hyperglycemia
has resatved when the atypical antipsychotic was dssconmued hawever, some patients required continuation of anti-
Siabetic treatment despite discontinuation of the susgm %
PRECAUTIONS: General: Orthostatic Hypotension: SEROQUEL may induce orthostafic hypotension associated with
dizziness, tachycardla and, in some patients, syncops, especilly during the iniial dose-ftration period, probably
:eﬂemmg its -adrenergic antagonist properties. Syncope was reparted in 1% (23/2567) of the patients treated with
SEROQUEL, compared with 0% (0/607) on placebo and ahout 0.4% (2/527) on active control drugs. SEROQUEL
should be used with particular caution in pafients with known cardiovascular disease (history of myocardial infarc-
tion or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease or conditions
which would predispose patients to hypotension (dehydration, hypovolemia and treatment with antihypertensive
medlcanunse The risk of orthostatic hypotension and syncope may be minimized by fimiting the initil dose to
25 my bid. (f hypotension occurs during titration to the farget dose, a retun to the previous dose in the titration
schedule is appropriate. Cataracts: The devalopment of cataracts was observed in association with justtapine
treatment in chronic dog studles (see Animal Toxicology). Lens chnnio: have also been observed in patients
turing long-term SEROQUEL treatment, but a causal e monshlp 1o SEROQUEL use has not baen established.
Nevertholess, the pussibifity of Ienticular changes cannot ba excluded at this time. Therefore, examination of
the leng I:‘ ethods adsquste o detectcataractformation, such as sit lamp axam or other ap ﬂmﬂ"mw sen-
sitive methods, Is recommended at inltation of tresiment or shorly thereatter, and at 6 month intervals during
chronic treatment. Seizures: Dunnq] clinical trials, seizures occurred in 0.6% (18/2792) of patients treated wnh
SEROQUEL comEared 10.0.2% (1/6807) on placebo and 0.7% (4/527) on active control drugs. As with other antipsy-
choties SEROQUEL should be used cautiously in patients with a istory of sizures o with conditions that potentialy
Tower the seizure threshold, e.g., Alzheimer's dementia. Conditions that lower the Seizure threshold may be more

cantribute ta an elevation in core bady temperature, e.q.. exercising strenuausly, expasure tg axtrems beat, receiv-
ing concomitant medication with anticholinergic activity, or being subiect to dehyoration. Bysphagia; Esophageal
dysmotfty and aspiration have been assaciated with antipsychoic drug use. Aspiration prebmonia is a common
cause of morbidity and mortality in elderly patients, in particutar those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at risk for aspiration preumonia,
Suicide: The possibility ot a suicide attempt is inherent in bipolar disorder and schizophenia; close supervision of
high risk patients should accompany drug therapy. Prescriptions for SEROCUEL should be written for the smallest
qQuantity of tablets consistent with good patient management in order to reduce the risk of overdose. Use in Patients
with Concomitant Hiness: Clinical experience with SEROQUEL in patients with certain concomitant systemic finess-
esis limited. SEROQUEL has not been evaluated or used to any appreciable extent in patients with a recent history
of myocardial infarction or unstable heart disease. Patients with these d;agnoses were excluded from premarketing
clinical studies. Bacause of the risk of orthostatic hypotension with SERDQUEL, caution should be observed in car-
diac patients ﬁee QOrthostatic Hypotension). Informaticn for Patients: Pt'ryswc:ans are advised to discuss the follow-
ing issues with patients for whom they prescribe SEROQUEL. Orthestatic Hypofensian: Patients should be advised
of the risk of orthostatic hypotension, especially during the 3-5 day period of inifial dose titration, and also at fimes
of re-initigting treatment or increases in dose. Interferance with Cognitive and Motor Performance: Since somng-
lence was a commonly reported adverse event associated with SEROQUEL treatment, patients should be advised of
the risk of somnolence, especially during the 3-5 day period of initial dose ttration. Patients should be cautioned
about performing any activity requiring mental alertness, such as operating & motor vehicle (including automobiles}
or operating hazardaus machinery, ntil they are reasonably certain that SEROQUEL therapy does not affect them
adversely, Pregnanty: Patients should be advised to notify their physician if they hecome pregnant or intend to
become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking
SEROQUEL. Concomitant Medication: As with other medications, patients should be advised to notify their physi-
<ians if they are taking, or plan 1o take, any prescription or oves-the-courder drugs. Alcohat: Patients should e
advised to avoid consuming alcoholic beverages while taking SEROQUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate tare in avoicing overheating and dehydration. Laberatory Tests: No specif-
ic laboratory tests are recommended. Drig lnferactions: The risks of using SEROQUEL in combination with other
drugs have ot been extensively evaluated in systematic studies. Given the primary CNS effects of SEROQUEL, Gay-
tion should be used when it s taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alcohol in a clinical triaf in subjects with selected psychotic disorders, and alcoholic
heverages should be avoided while taking SEROQUEL. Because of its potential for inducing hypctenswon SEROQUEL
may enhance the effects of certain ammyg' ertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Etfect of Other Drugs on Quatiapine: Phenytoin: Coadministration of quetiapine (250 mg
1id) and phenytein (100 mg tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
SERQQUEL may be tequired to maintain contral of symptams of schizaptiveniz in patients cecaiving quetiapine and
phenytoin, or other hepatic enzyme inducers (e.g., carbamazepine, barhiturates, rifampin, glucocorticoids). Caution
should be taken if phenytoin is withdrawn and replaced with a non- Anducer (.., valproate). Divalproex:
Coadministration of quetiapine (150 mg hld) and divafproex (500 mg bid) increased the mean maximum plasma con-
centration of quetiapine at steady-tate by 17% without affecting the extent of abSorption o mean ora! clearance,
Thioridazine: Thioridazine (200 mg bid) increased the oral clearance of quefiapine (300 my bid) by 65%. Cimetidine:
Administration of multple dally doses of cimetiine (400 mg tid for 4 days) resuited in a 20% decrease in the mean
oral clearance of quetiapine %50 g fid). Dosage adjustment for quetiapine s not required when tis given with cime-
tiding. P450 3A Inhittors: Coadministration of ketaconazole (200 mg once daily for 4 days), a potent intibitor of
cytochrome P450 34, reduced oral clearance of quetiapine by 84%, resuling in 2 335% increase in maximum plas-
ma concentration of quetlaplne Caution s indicated when SEROQUEL fs administered with ketocorazole and other
inhibitors of cytochrome P450 34 {e.g., itraconazole, fluconazole, and erythromycin). Fluoxetine, Imipramine,
Haloperidol, and Risgeridone: Coadministration o fluoweting 660 mg once daily); imipramine {75 mg bid), haloperi-
dol (7.5 mg bid), or risperidone (3 mg bid) with quetiapine (300 mg bid) dic not akter the steady-state pharmacok-
netics of quetiapine. Effect of Quetiapine an ther Drugs: Lorazepam: The mean ofal clearance of lorazepam (2 mg.
single dose) was reduced by 20% in the presence of quetiapine aoministered as 250 mg tid dosing. Divalproex; The
maan maximum concentration and extent of absorption of total and fres vaiproic cid at steady-state were decreased
by 1016 12% when divalproex (500 mg bid) was administered with quetiapine (150 mg bid). The mean oral clear-
ance of total valproic acid (administered as divalproex 500 mg bid) was increased by 1% in the presence of queti-
apine (150 mg bid). The changes were not significant. Lithiwm: Concomitant administration of quetiapine (250 mg
d) with ithium had no effect on any of the steady-state pharmacokinetic parameters of litium. Antipyrine:
Administration of moltple daity doses up to 750 ma/day (on a tid schedule) of quetiapine to subjects with selected
psychotic disorders had no clinically relgvant effect on the clearance of antipyring or urinary recovery of antipyring
Tetaboites. These results indicate that quetiapine does not signficantly induce hepatic enzymes respansible for
cytochrome P45) mediated metabolism of antipyrine. Carcinogenesis, Mutagenesis, Impairment of Fortility:
Garcinogeness: Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was adminis-
tered in the diet to mice at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage af doses of 25, 75, and
250 mo/kg for two years. These doses are equivalem to0.1,05, 1.5, and 4.5 times the maximum human dose
(800 mg/day} on a mg/m? basis (mice) or 0.3, 0.9, and 3.0 fimes the maximum human dose on 2 mg/me basis
rats). There were stafistically significant increases in thyroid gland follicular adenomas in male mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dese on 2 mg/m2 basis and in male rats at a dose of
250 mgrkg or 3.0 times the maximum human dos on a m/m? basis. Mammary gland adenocarcinomas were sta-
tistically significantly increased in female rats at al doses teste (26, 75, and 250 m/kg or 0.3, 0.9, and 3.0 times
the maximum recommendsd human dose on a myme basis). Thyroid follicular cell adenomas may have resufted
fram chranic stimulafion of the thyroid gtand by thyroid stimulzting hormane (TSH) resulting from entianced metan-
olism and clearance of thyroxine by rodent Iver. Changes in TSH, thyroxine, and thyroxine clearance consistent with
this mechanism were observed in subchronic toxicity Studies in Tatand mouse and ina 1- -year toxicity study in rat;
however, the results of these studies were not definitive. The relevance of the increases in fiyraid follicular cell ade
nomas fo human risk, through whatever mechanism, is unknown. Antipsychotic drugs have been shown to chroni-
cally elevate prolactin levels in rodents. Serum measurements in a 1-yr toxicity study showed that quetiaping
increased median serum prolactin levels & maximum of 32- and 13-fold in male and female rats, respectively.
Increases in mammary neoplasms have been found in rodents after chronic administration of ather antipsychotic
drugs and are considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated
ammary gland tumars in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General).
Mutagenests: The mutagenic potential of quefiapine was tested in S in witro bacterial gene mutation assays and in
an in vitro mammalian gene mutation assay in Chinese Hamster Ovary cells. However, sufficiently high concentra-
tions of quetiapine may not have been used for al tester strains. Quetiapine did produce  reproducible increase in
mutations in one Saimonglia ryphlmunum tester straln in the presence of metabolic activation, No evidenice of clas-
togenic potential was obained inan i aberration assay in cutured human lympfiocytes o in the
in vivo micronuclgus assay in rats. Impalrmem of Fetility: Quetiapine decreased mating and fertiity in male
Sprague-Dawley rats at oral doses of 50 and 150 mgrkg or 0.6 and 1.8 times the maximur human dose on a mg/m
hasis. Drug-related effects included increases in interval to mate and in the number of matings required for success-
ful impregriation. These effects continued to be chserved at 150 mg/kg even after 2 two-week period without treat-
ment, The no-effect dose for impaired mating and fertiity in male rats was 25 mgAg, or 0.3 times the maximum
human dose on a g/ basis. Quetiapine adversely affected mating and fertiity in female Sprague-Dawtey rats at an
ofal dose of 50 mgkg, or 0.6 fimes the maximum human dose on a mg/m? basis. Drug-related effects included
decreases in matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in
Irregular estrus cyclss was observed at doses of 10 and 50 mg/kg, or 0.1 and 0.6 tmes the maximum human dose
on 2 mg/m? basis. The no-effect dose in female rats was 1 mgrkg, or 0.01 times the maximum human dose on a
mgm? basis. Pragnancy: Pregnancy Category C: The teratogenic potential of quetiapine was studied in Wistar rats
and Dutch Beited mhbns dosed during the period of orgznogenesis. No evidence of a teratogenc effect was detected
in rats at doses of 25 to 200 mgkg or 0.3 to 2.4 times the maximum human dose on @ mg/m2basis o in rabbits at
25 t0 100 mgrkg or 0.6 to 2.4 times the maximum human dose on & mg/me basis. There was, however, evidence of
enmbryoffetal toxicity. Delays in skeleal ossification were detected inrat fetuses at doses of 50 and 200 mgg (0.6 and
24 times the maximum fuman dose on & mg/m? basis) and in rabbits at 50 and 100 mg/ky (1.2 and 24 times the

prevalent in 2 population of 85 years or alder. Hypothyroldism: Clinical trals witt SEROQUEL adose-
related decrease in total and free thyroxine (T4) of approximately 20% at the higher end of the therapeutic dose range
and was maxieal in the first two to four weeks of treatment and maintained without adaglﬁt\on or progression dur-
ing more chronic Ynera% Generally, these changes were of no cinical 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  reversal of the effects on total and free T4, ireespective of the duration of reatment. About 0.4% (1212791)
of SEROQUEL patients did experience TSH increases in monotherany stucies. Six of the patients with TSH increas-
e needed replacement thyroid treatment. In the mania adjunct studies, where SEROQUEL was aded to fithium or
divatproate, 12% (24/1 96;‘ of SEROQUEL treated patients compared to % {15/203) of piacebo treated patients had
elevated TSH favels. Of the SEROQUEL treated patients with'elevated TSH levels, 3 had simuttaneous low free T4
levels. Cholastarol and Tﬂ?rmrldo Elgvations; In schizophrenia trials, SEROQUEL treated patients had increases
from baseling in cholesterot and triglyceric of 11% and 17%, respectively, compared to slight decreases for place-
bo patients. Thest changes were only weakly related to the increases in weight observed in SEROOUEL treated
patients. Hynummlmlnlmla Although an efgvatien of prolactin levels was not demonstrated in clinical trials with
SERQQUEL, increased prolectin levels wiere abserved in rat studies with this compound, and were associated with
an increase in mammary ?‘Iand fieoplasia in rats (see Carcinaganesis). Tissue culture experiments indicate that
approximately one-third of human breast cancers are protactin dependent in vitre, a factor of patential importance if
the prescription of these drugs is contemplated in 2 patient with previously detected breast cancer. Although distur-
bances such 2 galantormw amenaﬂhea gynecumasna and impotence have been reported with prolactin-elevat-
prolactin levels is unkniown for most patients. Neither clin-

ica studis nor emdemlologlc studies conducted 1o 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 ssrum transaminases
{primarily ALT) have been reparted. In schizophrenia trials, the prapartions of palients with transaminase elevations
of > 3 fimes the upFer Jimits of the normal reference range in a pool of 3- to 6-week placebe-controlled trials were
approximately 6% for SEROQUEL compared to 1% for placebo. {n acute bipolar mania trials, the proportions of
patients with transaminase elevations of > 3 times the upper limils of the normal reference range in a pool of 3- to
12-week placebo-controlled trials were apnroximaiery 1% for both SEROQUEL and placebo. These hepatic enzyme
elevations usually occurred within thi first 3 weeks of drug treatment and promptly returned to pre-study levels with
ongoing treatment with SEROQUEL. Potential for Cognitive and Motor impaiement: Sormnolence was a commonly
reported adverse event reported in patien's treated with SEROQUEL especially dunng the 3-5 day period of initial
dose-ttration. In scmzophrema tnals somnolence was reported in 18% of patients on SERDQUEL compared to 11%
of placebo patients. In acute hipolar mania trials using SEROQLEL as manatherapy, somnolence was reported in
18% of patients on SEROQUEL compared to 4% of placebo patients. In acute bipolar mania trials using SERCQUEL
asadjunct theraézy somnolence was reported in 34% of patients on SEROQUEL compared to 9% of placebo patients.
Singe SEROQUEL has the patential to impair judgment, thinking, or motor skils, patients should be cautioned about
performing activties requiring mental aleringss, such as nperann%a mator veficie (including automobiles) or oper-
ating hazardous mathinery unts they are veasonably certa thet SEROOUEL therapy does noh afect them adverse-
ly. Priapism: One case of priapism in a 'ganenl receiving SERGQUEL has been reported prior to market introduction.
While a causal relationship to use of SEROQUEL has not been established, other drugs with alpha-adrenergic block-
g effects have been reported to induce pnaglsrn and it is possible that SEROQUEL may share this capacity. Severe
priapism may require suru\cal intervention. Body Temperaturs Regulation: Although not reported with SEROQUEL,
distuption of the body's abilty to reduce core body temperature has been afiributed to antipsychotic agents.
Appropriate care is advised when prescribing SEROQUEL for patients who will b experiencing condidions which may

amg/m? basis). Fetal body weight was recuced in rat fetuses at 200 mu/ka and rabhit fetus-
es at 100 mg/kg (24 times the maximum human dose on 2 m/2 basis for both species). There was an increased
incidence of a minor soft tissue anomaly (carpalAarsal flexure in rabbit fetuses at a dose of 100 mo/kg (2.4 times the
masdmem burman dose on a mo/me basis). bvidence of matermal toricl {i., decreases in body weight galn andfor
death) was observed at the high dose in the rat study and at all doses in the rabbit study. In a peri/postnatal repro-
ductive study in rats, no drug-related effects were observed at doses of 1, 10, and 20 mykg or 0.01, 0.12, and
0.24 times the maximum human dose on a m/m? basis. However, in a prehmmary peri/postnatal study there were

increases in fetal and pup death, and decreases In mean fitler weight at 150 mg/kg, or 3.0 times the maximum fuman s

dose on a mg/me basis. There are no adequate and well-controlled studies in pregnant women and quetiapine shouid
e used during pregnancy only if the potential benefit justifies the potential risk to the fetus. Labor and Delivery: The
effect of SEROGUEL on labor and defivery in humans is unknown. Kursing Mothers: SERCQUEL was excreted in milk
of treated animals during factation. It is not known if SEROQUEL is excreted in human milk. 1 s recommended that
women receiving SEROQUEL should not breast feed. Pediatric Use: The safety and effectiveness of SEROQUEL in
pediafrc patients have not been established. Geriatric Use: Of the approximately 3400 patients i clnical studies with
EROQUEL 7% (232) were 65 years of age or over. In general, there was no indication of any different toletability of
SEROQUEL in the elerty compared to younger adults. Nevertheless, the presence of factors that might decrease phar-
‘macokinetic clearance, increase the pharmacodynamic response to SEROGUEL. or cause poorer tolerance of orthosta-
sis, should lead to considgration of a lower starting dase, siower itration, and carefu) monttoring during the inital dos-
ing period in e elderly. The mean plasma clearance of SEROQUEL was reduced by 30% to 50% in elderly patients
‘when compared to younger patients.
ADVERSE REACTIONS: The information below is derived from  clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipolar
mania 1monomer% and adjunct therapy) and approximately 2600 patients and/or normal subjects exposed to 1 or
more doses of SEROQUEL for the treatment of schizophrenia. Of these approximately 3000 subjects, approximataly
2700 (2300 in schizophrenia and 405 in acute bipolar mania) were patients who partic-ipated in muttiple dose effec-
tiveness trials, and their experience corresponded to approximately 914.3 patient-years. Refer to the full Prescnbmg
Information for detalls of adverse event data collection. Adverse Findings bserved in Short-Term, Contro!
Tiials: Adverse Events Associated wih Discontinalion of Treatment in Shor-Term, Placebo-Controllsd lnals
Bipotar Mania: Overall, discontinuations dug to adverse events were 5.7% for SEROQUEL vs. 5% for placebo
in monotherapy and 3.6% for SERGQUEL vs. 5.9% for placeba in adjunct therapy. Schizophrenia: Overall, there was
ftle citference in the incidence of discontinuation due fo adverse evems (4% for SEROGUEL vs. 3% for placebo) in
apool of controlled trials. However, tobedrug
relakd (s6e PRECAUTIONS): Sormnolence 0.8% vs 0% for placebo and Hypolenswn 04% vs 0% for placeho.
rse Events Occurring at an Incidence of 1% or More Among SEROQUEL Treated Patients in Shor-Term,
lehrr{:ontmlllﬂ Trials: The prescriber should be aware that the figures in the tables and tabuations in the full
Prescribing Information cannat be used to predict the incidence of side effects in the course of usual medical prac-
Ilce where patient characteristics and nther factors differ from those that prevailed in the clinical trials. Similarty, the
ed Canngt be ompared wi from other chinicalinvestigations invelving different ireat-
ments, uses, and investigators. The cneaﬂgures however, do provide the prescribing physician with Some basis for
estimating the relative contribution of drug and nondrug factors to the sde efect incidence In the nopulation studied.
Table 1, in the full Prescribing Information, enumerates the incidence, rounded to the nearest percent, of treatment-
emergent adverse events that accurred during acute therapy of schizophrenia (up to 6 weeks) and bipolar mania (up

=

to 12 weeks) in 1% or more of patients treated with SEROQUEL (doses ranging from 75 to 800 mg/day) where the ~ 236

incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.
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Treatment-Emergent Adverse Experience Incidance In 3- to 12-Week Placebo-Controlled Clinical Triais! far the
Treatment of Schizophrenia and Bigolar Mania (monotherapy): Body as a Whale: Headache, Pain, Asthenia,
Abdominal Pain, Back Pain, Fever Cardiovascular: Tachyuardla Postural Hypotension, Digestive: Ory Mouth,
Conshpallon Vomiting, Dyspepswa is, Gamma Glutamyl, Increased; Mmbollc and
Nutritional: Weight Gain, SGPT Increased. SGOT Increased; Nervous: Agitation, Somnolence, Dizzingss, Aniety,
Resmmnry Pharyngitis, Rhinits, Skin and Appendages: Rash; Special Senses: Amblyopia. 'Events for which the
SEROQUEL incidence was equal to or fess than placebo are not listed, but included the following: accidental injury,
akathisia, chest pain, cough increased, depression, diarrhea, extrapyramidal syndrome, hostity, hypertension,
hypertonia, hypotension, increased appetite, infection, insomnia, leukopenia, malaise, nausea, nervousness, pares-
thesia, peripheral edema, sweating, tremor, and weight foss. In these studies, the most commonly observed adverse
events associated with the use of SERCQUEL (incidence of 5% or greater) and observed at a rate an SERCQUEL at
Teast twice that of placebo were somnokente {18%), dizziness (11%), dry mouth (3%), constipation (8%), SGPT
increased (5%), weight gain (5%}, and dyspepsia (5%). Table 2, from the full Prescribing Information, enumerates
the incidence, rounded to the nearest percent, of treatment-emergent adverse events that accurred during therapy
{up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (doses ranging from 100 to 800
mg/day) used as adjunct therapy to fithium and divalproex where the incidence in patients treated with SEROQUEL
was greater than the incidence in placebo-treated patients. Traatment-Emergent Adverse Experience lncidence in
3-Wesk Placebo-Controlied Clinical Trials' for the Treatment of Bipolar Mania (Adjunct Therapy): Body as a
Whole: Headache, Asthenia, Abdominal Pain, Back Pain; Cardiovescular: Postural Hypotension; Digestive: Ory
Mouth, Constipation; Metabolic and Nutritional: Weight Gain; Nervous: Somnolgnce, Dizziness, Tremor, Agitation;
Resgiratory: Pharyngitis. 'Events for which the SEROQUEL incidence was equal to o less than placebo are not list-
ed, but included the following: akathisia, diarrhea, insomnia, and naysea. In these studies, the most commonly
observed adverse events associated with the use ot SERDQUEL {ingidence of 5% or greater) and observed at a rate
on SEROQUEL at least twice that of placebo were somnolence (34%), dry mouth (19%), asthenia (10%), constipa-
tion {10%), abdominal pain (7%), postura} hypatension {7%), pharyngitis (6%}, and weight gain (6%). Explarations
forinteractions on the basis of gender, age. and race did not reveal any clinically meaningful differences in the adverse
event accurrence on the basis of these demographic factors. Dose Depandency of Adverss Evends in Short-Term,
Placebo-Controlled Trials: Dose-related Adversa Events: Spontaneously elicited adverse event data from a study of
schizophrenia comparing five fixed doses of SERGQUEL {75 mg. 150 mg, 300 mg, 600 mg, and 750 mg/day) to place-
bo were explored for dose-relatedness of adverse events. Logistic regression analyses revealed a posttive dose
response (p<0.05) for the following adverse events: dyspepsia, abdominal pain, and weight gain. Extrapyramidal
Symptoms: Data from one B-week clinical trial of schizophrenia comparing five fixed doses of SEROQUEL (75, 150, 300,
600, 750 mo/day) provided evidence for the lack of treatment-emergent extrapyramidal symptoms {EPS) and dose-
relatedness for EPS associated with SEROQUEL treatment. Three methods were used to measure EPS: (1} Simpson-
Angus total score (mean change from baseline) which evaluates parkinsonism and akathisia, (2) incidence of sponta-
neous complaints of EPS (akathisia, akinesia, cogwhee! rigidity, extrapyramidal syndrome, hypertaria, hypokinesia,
neck rigidty, and tremor}, and (3) use of anticholinergic medications to treat emergent EPS, Vital Signs and
Labaratory Shidies: Vital Siga Changes: SERGQUEL is associated with orthostatic hypotension (see PRECAUTIONS).
'Weight Gain: In schizophrenia trials the praportions of patients meeting a weight gain criterion of 27% of body weight
were compared in a pool of four 3- to B-week placebo-controlled clinical trials, revealing a statistically significantty
greater incidence of weigh gain for SEROGUEL (23%) compared to placebo (6%). In maria monotherapy trials the
proportions of patients meeting the same weight gain criterion were 21% compared to 7% for placebo and in maniz
adjunct therapy trials the proportion of patients meefing the Same weight criterion were 13% compared to 4% for
ho. Laboeatary : An assessment af the gremarketing exgerience fo SEROQUEL suggeted that it is
associated with asymptomatic increases in SGPT and increases in both total cholesterol and triglycerides (see PRE-
CAUTIONS). An assessment of hematological parameters in short-term, placeba-contralled trials revealed no clnical-
fy important differences between SEROQUEL and placeto. ECG Changes: Between group comparisons for pocled
placebo-cantrolled triafs revealed no statistically significant SEROQUEL/placebo differences in the prapartions of
patients experiencing potentially important changes in ECG parameters, including QT, QTc, and PR intervals. However,
the proportions of patients meeting the criteria for tachycardia were compared in four 3- to 6-week placebo-controlled
clinical trias for the treatment of schizophrenia revealing a 1% (4/399) incidence for SEROQUEL compared to 0.6%
(1/156}incidence for placebo. In acute {monotherapy) bipolar mania trias the proportions of patients meeting the i
teria for tachycardia was 0.5% (11192} for SEROQUEL compared to 0% (0/178) incidence for placebo. n acute bipo-
Jar maria {adjunct) tias the proportions of patients meeting the same critera was 0.6% (1/186) for SEROQUEL com-
pared to 0% (ON71) incidence for placebo. SEROQUEL use was associated with 3 mean increase in heart rate,
assessed by ECG, of 7 beats per minute compared to a mean increase of 1 beat per minute among placebo patients.
This slight tendency to tachycardia may be related to SEROQUEL potential for inducing orthostatic changes {see PRE-
CAUTIONS). Other Adverse Events Observed During te Pre-Marketing Evaluation of SEROQUEL: Following is a fist
of COSTART terms that reflect treatment-gmergent adverse events as defined in the introduction to the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at multple doses > 75 mg/day during any phase of
atrial within the premarketing database of approximately 2200 patients treated for schizophrenia. All reported events
are included except those already listed in Table 1 or elsewhere in labeling, those events for which a drug cause was
remote, and those event terms which were so general as to be uninformative. It is important to emphasize that,
although the events reported ocourred during treatment with SEROQUEL, they were not necessarily caused by it.
Events are further categorized by body system and isted in crder of decreasing frequency according to the following
definitions: frequent adverse events are those occurring in at least 17100 patients {only those not already Yisted in the
tabulated results from placebo-contralled trials appear in this fisting); infrequent adverse events are those occurring in
14100 to 111000 patients; rare events are those cccurring in fewer than 1/1000 patients. Nervaus System: Frequant;
hypertonia, dysarthria; Infrequent: abnomal dreams, dyskinesia, thinking abnormal, tardive dyskinesia, vertigo, invol-
untary movements, confusion, amnesia, psychosis, hallucinations, fiyperkinesia, libido increased”, urinary retention,
ingoordination, paranaid reaction, abnormal gait, myoclenus, delusions, manic reaction, apathy, ataxia, depersonal-
ization, Stupor, bruxism, catatonic reaction, hemiplegla; Rars: aphasia, buccoglossal syndrome, choreoathetosis, delir-
iurn, emotional lability, euphoria, kbido decreased”, neuralgia, stuttering, subdural hematoma. Bady as a Whole:
Fraquent: fiu syndrome; /nfrequent: neck pain, petvic pain®, suicide attempt, malaise, photosensitivity reaction, chills,
face edema, moniiasis; Rare: abdomen enlarged. Digestive System: Freguent: anorexia; infrequent: increased sali-
vation, increased appetite, gamma glutamy! transpeptidase increased, gingivitis, dysphagia, flatulence, gastroenteritis,
gastrtis, hemorrhoids, stomatitis, thirst, tooth caries, fecal incontinence, gastroesophageal reflux, gum hemorrhage,
motth ulceration, rectal hemaorrhage, tongue edema; Aars: glossitis, hematemesis, intestinal obstruction, melena,
pancreatitis. Cardiovascular System: Frequen!: palpitation; Infrequent; vasodiatation, QT interval prolonged,
migraing, bradycardia, cerebral ischemia, irregular puise, T wave abnormality, bundle hranch block, cerebrovascu-
ar accident, desp thrombophiebits, T wave inversion; Rare: angina pectoris, atral fibrillation, AV block first degree,
congestive heart failure, ST elevated, thrombophlebits, T wave fiattening, ST abnormality, increased QRS duration.
Respiratory System: Fraquent: pharyngitis, minitis, cough increased, dyspnea;  pneumonia, epistaxis,
astfima; Rare: hiccup, hyperventiation. Matabolic and Netritional System: Frequant: peripheral edema; infrequant:
weight loss, alkaline phosphatase increased, hyperlipemia, alcohot intolerance, dehydration, typerglycemia, creatining
increased, hypogiycamia; Rare; glycosuria, gout hand edema. fiypokalemia, water intoxication. Skin and Appendages
. Frequent: Sweating,; : pruits, agne, eczema, contact dermatits, ma,cwnuawu cash. sebarchea,
skin ulcer, Rare; exfoliative dermatits, psoriasis, skin discolaration. Urogenital  dysmenorea®,
vaginitis*, urinary incontinence, metmrmaala impotence, dysuria, vaginal momlws abnormal ejaculation”, cys-
fits, urinary frequency, amenorthea”, femcle actation”, Ieukormea', vaginal nemormape', vulvovaginitis® orchitis”;
Rare: gynecomastia’, nocturia, polyuria, acute kidney failure. Speclal Senses: infraquant: conjunctivits, abnormal
vision, dry eyes, tinnitus, taste perversion, blepharits, eye pain; Rare: abnarmality of accommodation, deafness, glau-
coma. Musculoskeletal System: /nfraquent: pathological fracture, myasthenia, twitching, anthralgia, arthrits, leg
cramps, bone pain. Hemic and Lymphatic System: Fraquent: leukopenia; infraquant: leukocytosis, anemia, ecchy-
mosis, eosinophilia, hypochromic anemia; lymphadenopathy. cyanosis; Rarg: hemolysis, thrombocytopenia.
Endocrine Systar: Infrequent: hypothyroidism, diabetes melitus; Rare: hyperthyroidism. “adjusted for gender. Post
Marketing Experience: Adverse events reported since market introduction which were temparally related to SERQ-
QUEL therapy include: leukopeniaieutropenia. f a paient deveions alow white oel count consider discontinuation
of therapy. Possible risk factors for i lude pre-existing low white cel count and history of drug
induced leukopenia/neutropenia. Other adverse events reported since market introduction, which were temporally
related to SEROQUEL therapy, but not necessarly causally related, include the following: agranulocytosis, anaphylax-
syndromee of antidiuretic hormone secretion (SIADH), and Stevens

Johnson Syndrome (SJ).
DRUG ABUSE AND DEPENDENCE: Controlled Substanca Class; SEROQUEL is not a controfied substance. Physical
and Psychologic dapendence: SEROQUEL has not been systematically studied, in animals or humans, for its paten-
tial for abuse, tolerance or physical dependence. While the clinical trials did not reveal any fendency for any drug-seek-
ing behavior, these observatians were not systematic and it is not possible to predict on the basis of this fimited expe-
fignce te extent to which a CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently,
patients should be evaluated carefully for a history of drug abuse, and such patients should be abserved closely for
signs of misuse or abuse of SEROQUEL, e.g., development of tolerance, increases in dose, drug-seeking behavior.
QVERDOSAGE: Human experience: Experience with SEROQUEL (quetiaping fumarate) in acute overdosage was lim-
ted in the clinical trial database {6 reports) with estimated dases ranging from 1200 mg to 9600 mg and no fataii-
tigs. In general, reported signs and symptoms were those resulting from an exaggeration of the drug's known phar-
macological effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving an estimated
overdose of 9600 g, was associated with hypokalemia and first degree heart blck. In post-marketing experience,
there have been very rare reparts of overdose of SEROQUEL alone resuMting in death, coma or QTc prolongation.
Managemant of Overdusage: In case of acute overdosage, establish and maintain an airway and ensure adequate
oxygenation and ventilation. Gastric lavage (after intubation, if patient is unconscious) and administration of activat-
ed charcoal together with a laxative should be considered. The possibility of abtundation, seizure or dystonic reac-
tion of the head and neck following overdase may create a risk of aspiration with induced emesis. Cardiovascular
monitoring should commence rmmemately and should mclude mmmuous elmocardlograpmc manitoring to detect
possible amhythmias. If therapy is and quiniding carry &
theorstical hazard of additive QT-prolonging effects when administered in patients with acute overdosage of
SERCQUEL. Similary it is reasonable to expect that the alpha-adrenergic-blocking properties of bretylium might be
additive to those of quetiapine, resulting in problematic fiypotension. There is no specific antidate to SEROQUEL.
Therefore appropriate supportive meastres should be instituted. The possibility of muttiple drug invalvement should
be considered. Hypotension and circulatory collapse should be treated with appropriate measures such as intra-
venous fuids and/ar sympathomimetic agents (epinephrine and depaming should not be sed, since beta stimula-
tion may worsen hypotension in tne se11|ng of quetlapme -induced alpha blockade). In cases of severe extrapyrami-
dal symptorts, Close medical suparvision and monitoring shouid
continue until the patient racovers.
SERCQUEL is a registered trademark of the AstraZeneca group of companies.
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