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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
theray)y 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.
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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.
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BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality in Children and Adolescents

Antidep i d the risk of suicidal thinking and behavior (suicidality) in short-term studies
in children and adotescents with Major Depressive Disorder (MDD) and other psychiatric disorders.
Anyone considaring 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. (See Warnings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-conirolled trials of 9 antidepressant drugs
(SSRiIs and others) In children and adolescents with Major Depressive Disorder (MDD), obsessive-
compuisive disorder (OGD), or other psychiatric disorders {a total of 24 trials involving 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 events in patients receiving antidepressants was 4%, twice the placebo risk of 2%. No
suicides In these trials.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Suicide Risk— Patients with major depressive disorder (MDD}, both adult and pediatric, may experience
ing of their depression and/or the (] 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. There has been a long ing concern that anti 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 whether the suicidality risk in pedi
patients extends to longer-term use, i.e., beyond several months. It is also unknown whether the surcrdallty
risk extends to adults. AH pediatric patlents being 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 illness 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
or Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia (psychomotor restlessness), hypomania, and mania have been reported in adult and
pediatric patients being treated with antidepressants for MDD and other indications, both psychiatric and

Decreased appetite was seen in pediatric patients receiving Effexor XR. In GAD and MDD trials, 10% of Effexor

- XR patients aged 6-17 for up to 8 weeks and 3% of placebo patients had treatment-emergent anorexia. None

of the patients receiving Effexor XR discontinued for anorexia or weight loss. Activation of
Mania/Hypomania: Mania or hypomania has occurred during short-term depression and PD studies. As with
all drugs effective in the treatment of MDD, Effexor XR should be used cautiousiy in patients with a history of
mania. Hyponatremia. Hyponatremia and/or the syndrome of inappropriate antidiuretic hormone secretion
(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). Sefzures: In all premarketing depression trials
with Effexor, seizures were reported in 0.3% of veniafaxine patients. Use cautiously in patients with a history
of seizures. Discontinue in any patient whao develops seizures. Abnormal Bleading. Abnormal bleeding (most
commonly ecchymosis) has been reported. Serum Cholesterol Elevation: Clinically relevant increases in
serum cholesterol were seen in 5.3% of venlafaxine patients and 0.0% of placebo patients treated for at least
3 months in trials. Consider measurement of serum cholesterol levels during fong-term treatment. Use in
Patients With Concomitant Hiiness: Use Effexor XR cautiously in patients with diseases or conditions that
could affect h or ine has not been evaluated in patients with
recent history of M 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-lives. 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 Etfexor XR. The prescriber or health 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
Medication 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 caregivers should be encouraged to be alert
to 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 p
such as these may be assocmted with an mcreased risk for suicidal thinking and behavior and indicate a need
for very close maonitoring and possibly changes in the medication. Caution patients about operating hazardous
al biles, until they are reasonably sure that venlafaxiné does not adversely affect
their abnlltres 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 hlves or related allergic phenomena. Laboratory Tests—No specific laboratory tests are

noenpsychiatric. Although a causal link between the emergence of such symptoms and either the g of
pression and/or the at of suicidal impulses has not been established, there is concern that such
symptoms may represem precursors to emerglng sun:ldalrty Consmeratlon should be given to changing the
therapeutic regimen, ing possibly g the ion, in patients whose depression is
persrstently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to
ion or suicidality, especially if these symptoms are severe, abrupt in onset, or were not pan

rug | Alcohol: A single dose of ethanol had no effect on the pharmacokinetics
(PK) of venlafaxine or O ine (ODV), and ine 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

h ic effects induced by diazepam. Haloperidol Venlafaxine decreased total oral-dose clearance of

of the patrents presenting symptoms. If the decision has been made to i
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be assocrated
with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers
of pediatric patients being treated with antidepressants for MDD 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 health care providers.
Such monitoring should include daily observation by families and caregivers. Prescriptions for Effexor 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 such a ion is Prior to initi
antidepressant treatment, patients with depressive symptoms should be screened to determine if they are at
risk for bipolar disorder; such screening should inciude a detailed psychiatric history, including a family history
of suicide, bipolar disorder, and depression. Effexor XR is not approved for use in freating bipolar depression.
Potentia! for Interaction with MAOls—Adverse reactions, some serious, have been reported in patients
who recently discontinued an MAOI and started on venlafaxine, or who recently discontinued
venlafaxine prior to initiation of an MAOI. These reactions included tremor, myocionus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with f resembling ptic matignant
syndrome, seizures, and death. Effexor XR should not be used in combination with an MAQI, or within
at least 14 days of discontinuing treatment with an MAOL. At least 7 days should be allowed after
stopplng venlafaxine before starting an MAGI. Sustained Hypertensron—VenIafaxrne is associated with
in blood p (BP) in some patients. P keting cases of el BP requiring
immediate treatment have been reported. Pre- enstrng hypertension should be controlled. Regular monitoring
of BP is recommended. For patients experiencing sustained increase in BP, consider either dose reduction or
drsoontrnuatron PRECAUTIONS: General—Discontinuation of Treatment wrth Effexor XR. Abrupt
ion or dose of ine at various doses is iated with new sy the
frequency of which increased with increased dose level and longer duration of treatment. Symptoms include
agitation, anorexia, anxiety, confusion, coordination impaired, dlarrhea dizziness, dry mouth, dysphoric mood,
emotional lability, fasciculation, fatlgue, i |rr|tab||rty, Iethargy, nausea,
nervousness, nightmares, seizures, sensory disturbances (e.g., paresthesias such as electric shock
ing, tinnitus, tremor, vertigo, and vomiting. Monitor patients wnen
ion in the dose rather than abrupt ion is ded. if

t. A gradual

hatopendol resulting in @ 70% increase in haloperidol AUC. The haloperidol Cray increased 88%, but the
haloperidol elimination half-life was unchanged. Lithitm: A single dose of lithium did not appear to affect the
PK of either venlafaxine or ODV. Venlafaxine 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
protein-bound drug should not cause increased free concentrations of the other drug. Drugs That Inhibit
Cytochrome P450 Isoenzymes. CYP2D6 Inhibitors: Venlafaxine is metabolized 1o its active metabolite, ODV,
by CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase plasma concentrations of
venlafaxine and decrease concentrations of ODV. No dosage adjustment is required when venlafaxine is
coadministered with a CYP2D6 inhibitor. Concomitant use of venlafaxine with drug treatment{(s) that potentially
inhibits both CYP2D6 and CYP3A4, the primary metabolizing enzymes for ventafaxine, has not been studied.
Use caution if therapy includes venlafaxine and any agent(s) that produces simuitaneous inhibition of these
two enzyme systems. Drugs Metabolized by Cytochrome P450 Isoenzymes: Venlafaxine is a relatively weak
inhibiter of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2CO (in vitro), or CYP2C19.
Imipramine: Venlafaxine did not affect the PK of imipramine and 2-OH-imipramine. However, desip

AUC, Crax and Cryip increased by ~35% in the presence of venlafaxine. The 2-OH-desipramine AUCs increased
by 2.5-45 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,
resulting in a ~32% increase in risperidone AUC. Venlafaxine coadministration did not significantly alter the PK
profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlafaxine did not inhibit
CYP3A4 in vitro and in vivo. /ndinavir: In a study of 9 heaithy volunteers, venlafaxine administration resulted
in @ 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cyay. Indinavir did
not affect the PK of venlafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: 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. CYP2C19: Venlafaxine did not inhibit the metabolism of diazepam, which is partially metabolized
by CYP2C19 (see Diazepam above). MADIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs:
Use caution with concomrtant use of venlafaxine and other CNS-active drugs, Based on its mechanism of
action and the | for , use caution when coadministering venlafaxine with other
drugs affecting the serotonergic neurotransmrtter 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
ion assay in Salmonella bacteria or the CHO/HGPRT mammalian cell forward gene mutation assay.

ocour g a d in the dose or upon d|scont1nuat|on of treatment, consider
resuming the previously prescribed dose. 5 g the dose at a more gradual rate.
Insomnia and Nervousness: Treatment-( emergent insomnia and nervousness have been reported. In Phase
3 trials, insomnia ied to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients
and in 3% of both Generallzed Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness
led to drug di ion in 0.9% of depi 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 >5%
loss of body weight and 0.1% discontinued for weight loss. In 6-month GAD studies, 3% of Effexor XR patients
had >7% 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 27% 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 patents 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 Patlents: Weight loss 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 limited 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); A=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 adolescents had height increases 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

Venlafaxine was not clastogenic in several assays. ODV elicited a clastogenic response in the in vivo
chromosomal aberration assay in rat bone marrow. Impairment of Fertility. No effects on reproduction or
fertility in rats were noted at oral doses of up to 2 times the MRHD on a mg/m* basis. 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 malformations 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 resprratory distress, cyanosis, apnea, seizures, temperature
instability, feeding difficulty, vomiting, hypoglycemia, h hypertoma yp , 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 thlrd 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 ODV 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 o 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 recommended during treatment, particularly if long term. The safety of
Effexor XA for pediatric patients has not been assessed for chronic treatment >6 months. In studies in patients
aged 6-17, blood pressure and ir to be clinically relevant were similar to that
observed in adult patients, The precautions for adults apply to pediatric patients. Geriatric Use—No overall
differences in effectiveness or safety were observed between gerlatric and younger patients. Greater

studies. The discontinuation rate for anorexia was 0.9% for up to 8 weeks in GAD studies. Tr
anorexia was more commonly Teported for Effexor XR (20%) than placebo (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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y of some older individuals cannot be ruled out. Hyponatremia and SIADH have been reported, usually
in the elderly ADVERSE REACTIONS: Associated with Discontinuation of Treatment—The most common
events leading to discontinuation in MDD, GAD, SAD, and PD trials included nausea, anorexia, anxiety,
impotence, dry mouth, dizziness, insomnia, somnolence hypertensron diarrhea, paresthesra tremor, abnormal
(mostly blurred) vision, abnormal (mostly dt ) g, ner headache,
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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, i
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 2 ) / 4 / agues‘

fragility, cerebral ischemia, coronary artery disease, congestive heart failure, heart arrest, hematoma,

cardiovascular disorder (mitral valve and circulatory disturbance), mucocutaneous hemorrhage, myocardial 4 3 :

infarct, pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, Isa unlque patlent support and
dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, H H H

rectal hemorrhage, hemorrhoids, melena, oral moniliasis, stomatitis, mouth ulceration; Rare: abdominal educatlon program that 1S de5|gned to
distension, biliary pain, cheilitis, cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis, help you foster successful therapy

gastroesophageal reflux disease, gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice,
intestinal obstruction, liver tenderness, parotitis, periodontitis, proctitis, rectal disorder, salivary gland
g i d 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, ing time i , Cy is, eosi ilia, 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, D S
h ia, hyper ia, hyperuricemia, hypocholesteremia, hyponatremia, hypophosphatemia, / é‘ 0 Ue
hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia; Infrequent: arthritis, arthrosis, bone
spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracture, muscle cramp, offers patients access to a caII center to
muscle spasms, musculoskeletal stiffness, myopathy, porosis, ( osis, plantar fasciitis, : ¢
rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion, depersonalization, speak with a health care prov|der
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, A %
CNS stimulation, emotional lability, euphoria, hallucinations, hostil:]ty, hyperesthesia, hyperkinesia, hypotonia, for patlent Support and education
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, .
stupor, suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, to I'EInfOI'CE your efforts
aphasia, bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of
consci i ia, 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 # 3
dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis, hirsutism, leukoderma, 4 !
miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin atrophy, skin H
hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation, Supplles feedchk and updates
about these patient calls to you,

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, ofitis
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, ia, congenital ies, 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-closure
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 1ce to coma), rhabdc lysis, 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.

their physician

®
Wyeth © 2005, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 116524-01
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| never thought | could be myself again

Now | can

#1

Now the most prescribed atypical*

Proven efficacy

To help patients achieve continued success'™*

Trusted tolerability

To help patients stay on treatment'*

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.

* All atypical prescriptions: Total prescriptions. Jan. 05-Feb. 06. New prescriptions.
Sept. 04-Feb. 06. IMS Health. National Prescription Audit.

*Significant improvement in all 11 YMRS items was measured at Day 21 and continued
through Day 84 in monotherapy mania trials.

Please see Brief Summary of Prescribing Information on adjacent page.

& Seroquel

quetiapine fumarate

25 mg, 50 mg, 100 mg, 200 mg, 300 mg & 400 mg tablets

- Redefine Success

AstraZeneca.

AstraZeneca

LP. All rights reserved. SEROQUEL is a registered trademark of the AstraZeneca group of companies. ~ 239378  4/06 ~ WWW.SEROQUEL.com

with bipolar disorder: combined analysis of two i i double-blind, placebo-controlled studies. Curr Med Res Opin. 2005;21:923-934.
Quetiapine with lithium or m-lpmox for the treatment of bipolar mania: a i double-blind, placeb: study. Bipolar Disord. 2004;6:213-223. 8. Small JG, Kolar MC, Kellams JJ.

M the first week of treatment. Curr Med Res Opin. 2004;20:1017-1023. 4. Kasper S, Brecher M, Fitton L, et al. Maintenance of long-term efficacy and safety of quetiapine in the open-label treatment of
04;19:281-289. 5. SEROQUEL Prescribing Information.
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BRIEF SUMMARY of Prascribing Information—Before prescribing, please consult complete
Prescribing Informaticn.

Immud Mortalty in Elderty Patlents with Dementia-Related Psychosis
plm dementia-related psychosis treated with stypica! antipsychotic drugs are at an

ased risk of death compared to placsbo. Amk; o8 of seventeen placebo-controiled irials (modal
dunﬂnn of 10 weeks) In these pailenis revealed a risk of death in the drug-trestd patients of hetwsen
1610 1.7 imes thal seen In placabo-trested patients. Over the course of 2 fypieal 10 week controlled

rial, the m mm dm tnmd jonts was aboul 4.5%, comparad 102 rat of about 2.6% h the
placsbo daath wars varlad, mast o he deaths apparad o be sither car-

dlwmu (lu nnn Ilml mdm death) or {nteclious| (g, pneumonia) in na!um SERGQUEL (queti-
apine) is not approved for the lreatment of patiants with Dementia-Related Psychosis.

{NDICATIONS AND USAGE: Blpolar Mania: SEROQUEL is indicated for the treatment of acute manic episodes ass-
ciated with bipolar § disorder, as either monotherapy or adjunct therapy to lthium or divalproex. The fficacy of
SEROQUEL i acute bipotar mania was established in two 12-week manctherapy triaks and ane 3-week adjunct ther-
apy trial of biolar ) patients infially 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 physiian who elacts to use SEROQUEL for extended periods should gg{l}nﬂlww re-gvaluate the long-
Yerm risks and benefts of the drug for the indwidual patient, Schizophranta; SERODUEL is ndicated for the vreat-
ment of schizophrenia. The eficacy 01 ROQ EL in smlzophrenla was eslahllshed in short-term (6-week) con-
ke s of SEROQUEL i langrterm use, that s, for more than 6 weeks,
ot been 8

exended am &eﬂ re-evaluate the long-term useuless of the drug for the individual patient
Cl]llTlIAilns ICArlslgHS UOUEL is contraindicated in individuals with 2 known hypersensitivity to this medication
arany of s ingr

M‘Iliﬁs Increasad Martallty In Elderly Patients with Demantia-Related Psychosis: Elderly patients with
damantia-relsted nd:lmhdm pical anti tic drugs are at an Incraasad risk of death compared
ln plmﬁu SEROQUEL (quatispine) is nat approy the treatment of patienis with dementia-elatec psy-

o
rome (NMS). A patentially fatal symptom complex some-
nmes retened foas Naumismr Malignant Syndrome (NMS) has been reported in association with administration of
antipsychotic d&;gs including SEROQUIEL. Rare cases of NMS have been reported with SEROQUEL. Clinical mani-
festations of NMS are hyperpyrexia, muscle nmdnz altered mental status, and evidencs of autonomic instabilty
(irregular pulse or blood pressure, m‘Yca oresis, and cardiac dyst mynma) Addtional signs may include
elevated creatine phosphokinase, myog! ohinuria 1rhahdomyory5|s) and acute renal fallure, The diagnostic evahuation
of patients with this syndrome is complicated. In armiving at a diagnosis, i is important to exclude cases whe the
clinical presentation includes both serious medical illness (e, E Pémeumama systemic infection, etc.) and untreated
or inadequately treated extrapyramial signs and symptoms (EPS). Other important considerations in the ifferential
diagnosis include central anticholinergic toxicity, heat stroke, drug fever and primary cemral nervous system (CNS)
pathology. The of NMS should include: 1) immediate discontinuation of antipsychotic drugs and other
drugs not essential to therapy; 2) i treatment and medical monitgring; and 3) treat-
ment of 2ny concomitant serious medical rrublems for which specific treatments are available. There is no general
agreement about specific pharmacological treatment regimens for NMS, If a patient requires atipsychotic drug
freatment after reoov:g from NMS, the potential reintroduction of drug therapy should be carefully considered, The
patient should be carghulty monitored smce recurrences of NMS have been raported. Tardive Dyskinesta: A syn-
drome of potantially irreversible, involuntary, dyskinetic movements may develop in patients treated with anndps
chotic drugs. Athough the prevalence of the syndrome appears to be highest among the elderl, especially elderty
women, f 1s impossible 4o ety upon prevalence estimates to predict, at the inception of antipsychotic treatmen,
which patients are likely to develop the syndrome. Whether anfipsychatic drug products diffe in their potential to
cause tardive dyskinsia is unknawn. The risk of developing tardive dyslnnm and the liketihood that it will become
Irreversible are belleved to increase a5 the duration of treatment and the total cumulative dose of antipsychotic drugs
admlnrslered 1o the patient increase. However, the syndrome can develop, although much Jess commonly, after rel-
DY m\wmﬁhmmnoknmmm led cases of tardive dyskinesia,
allhouun me sli/ndrume may remit, partially or completey, if antip hotlc treatment is withdrawn. Amlpsychmc
howewer, may Suppress (or partally su press) the smns and symptoms of the syndrome and there-
Dy may possml/ mask the under nE process. The ¢f eu that sg ’gtornatlc SUppression has upon the long-term
course of the syndrome is unknown. Given these considerations, SEROQUEL shauld be prescribed in a manner that
s mast likely to minimize the accurrence of tardive dyskinesta. Chronic antipsyehotic treatment should generally be
reserved for patients who appear to suffer from a chranic ifiness that (1) is known to respond to antipsychatic drugs,
and (2) for whom aiternative, equally effective, but potentialy lss harmiul treatments are not available or appropri-
ate. In patients who do require chronic treatment, the smalest dose and the shorest duration of treatment produc-
yﬂg asatisfactory clinical response should be sought. The need for continued treatment should be reassessed peri-
ically. It signs and symptoms of tardive dyskinesia appear i  patient on SEROQUEL, drug discontinuation Should
be considered. However, some may require treatment with SEROQUEL despite the presence of the syndrome.
‘Hyparglycomia and Diatotes Nollus: Hype sglycemqa in some cases extreme and associated with ketoacidosis or
hyperosmalar coma or death, has been reparted in patients treated with atypical antipsychotics, including SEROQUEL.
Assessment of the relationship betwsen atypical antipsychotic use and glucose abnormalites is complicated by the
possibilty of an increased bacﬁ&rnund risk of diabetes mellifus in panems with schizaphrenia and the increasing inci-
dence of diabetes melitus in the general population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-retated adverse events i not completely understood. However, epidemiologi-
cal studies suuqesl an increased risk of treatment-emergent hyperglycemia-related adverse events in patients
freated with the atypical antipsychotics. Precise risk estimates for hyperglycemia-refated adverse events in patients
freated with atypi annpsychotns are not available. Patients with an established diagnosis of diabetes melfiftus who
are started on atypical antipsychotics should be monitared regularly for worsening of glucese control. Patients with
risk factors for diabetes mellitus (eg, obesity, family history of diabetes) who are starting treatment with atypical
antipsychotics shoukd undergo fasting bioc ulucose i at the beginning of treatment and periodically during
reatment. Any patient treated with atypical anipsychotics should be moritored for symptoms of hyperplycemia
including polydms\a potyuria, polyphagia, and weakness. Patients who develap symptoms of hyperglycemia during
freatment with atypical amnsyohnhcs should undergo tastmu blood ulucuse lesnnu In some cases, hyperglyct emla
has

contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to exireme heat, receiv-
ing cancomitant megication with anticholinergic activity, or being subject o dehydration. Oysphagia: Esophaoeal
and aspiration have hmasswaxaimﬁanﬂpsvcﬂumdmguse Aspiration preumonia is 2 common
cause of murhadw and mortality in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL and other antipsychotic drugs should be used cautiously in patients at rsk for aspiration pneumania.
Suicide: The possibility of a Suicide attempt is inherent in bipolar disorder and schizophreniz; close supervision of
high sk patients should accompany drug therapy. Prescriptions for SEROQUEL should be writien for the smaliest
Quantity o tablets consistent with good patient management n order to reduce the rsk of overdose. Ust in Petients
with Concomitant lliness: Clinical experience with SEROQUEL in patients with certain concomitant systemic iliness-
£ is 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 diagnoses were excluded from premarkenno
clinical studies. Because of the risk of orthastatic hypotension with SERGQUEL, caution should be abserved in car-
diac patients (see Orthostatic Hypotension). Information for Patients: Physicians are advised to discuss the follow-
ing issues with patients for whom they prescribe SEROQUEL. Orthostatic Hypotenslon: Patients should be advised
of the risk of orthostatic hypotension, especially during the 3-5 day period of intial dose titration, and also at times
of re-inifiating treafment or increases in dose. lterfarence with Cognitive and Motor Porformance; Since somno-
lence was a commonly reported adverse event associated with SEROQUEL treatment, Eanems should be acvised of
the risk of somnolence, especialy during the 3-5 day period of inta dose titiation. Patients should be cautioned
ahout pesforming any activiy requiring mental alertness, such as operating  motor vehicle (including automobiles)
or operating hazardous machinery, uti they are reasnnably certain that SEROQUEL therapy does not aftect them
adversely. Pronancy: Patients shiould be advised to notify their physician if they become pregnant or intend to
become pregnant during therapy. Nursing: Patients should be advised not to breast feed if they are taking

mamaw waluatad in controle tas, Therefore,the physician who sets to use SEROOUEL for - SEROQUEL. Ca

R ncomitant Medication: As with other medications, patients should be advised to notify their physi-
cians if they are taking, or plan to take, any prescription 07 over-the-counter drugs. Aleohol: Patients should be
advised! to avoic consuming alcohotic beverages while taking SEROQUEL. Heat Exposure and Dehydration: Patients
should be advised regarding appropriate care in avoiding overheating and defzdramon Laboratory Tests: No specit-
ic laboratory fests are recommended. Drug Intoractions: The tisks of using SEROOUEL ir combination with other
drugs have not been extensively evaluated fn systematic studies. Given the primary NS effects of SEROQUEL, cau-
tion should be used when it is taken in combination with other centrally acting drugs. SEROQUEL potentiated the
cognitive and motor effects of alconol in a clinical trial in Subjects with seicted psychotic disorders, and akohalic
beverages should be avoided while taking SEROQUEL. Because of its Eo\entlal for inducing hypotension, SEROQUEL
may enhance the effects of certain antihypertensive agents. SEROQUEL may antagonize the effects of levodopa and
dopamine agonists. The Efect of Other Drugs on Quetiapine: Phemytoin: Coadministration of quetiapine 3250 mg
Im{‘and phenytoin (100 m tid) increased the mean oral clearance of quetiapine by 5-fold. Increased doses of
‘SEROQUEL may be required to maintain control of symptoms of schlzophrema in wgaments recetving quetiapine and
pheniain, or after hepatic enzyme induoers (2., carbamazepine, barbiturates, rfampin, ghucocoricoids). Caution
should e taken if phenytoin is withdrawn and repiaced with a fon-inducer (6., valproate). Divalproex:
Coadministration of quetiapine (150 mg bid) and divalproex (500 myg bid) increased the mean maximum plasma con-
centration of quetiapine at steady-state by 17% without affecting the extent of absorption or mean oral clearance.
Thiericazine: Thioridazine (200 mq bid) increased the oral clearance of quetiapine (300 mg bid) by 85%. Cimetidine:
Administration of mutiple daily doses of cimefidine (400 mg tid for 4 days) resuted in a 20% decrease in the mean
oral clearance of quetiapine (150 mg tid). Dosage adjustment for quetiapine is not required when itis giver with cime-
tidine. PA50 3A Inhibitors: Coadminisiration of ketoconazole {200 my once daly for 4 days), a potent inhibitor of
cytochirome P40 34, reduced oral clearance of quetiapine by 84%, resulting in a 335% increase in maximum plas-
ma concestration of quetiapine. Caution is indicated when SEROQUIEL is acminisered with ketoconazole and other
inhibitors of cytochrome P450 3A e.g., itraconazole, fluconazole, and erymmmycin). Flunxeﬁna, Imigramine,
Haloperidai, and Risperidane: Coadministration of fluoxeting (60 mg once daily); imipramine (75 mg bid), haloperi-
dot (75 mq bid), o risperidone (3 m? bid) with queuapme (300 mg bid) dic not akter the Steady-state pharmacoki-
netics of quetiapine. Effect of Quetiapine on Other Drugs: Lorazapam: The mean oral clearance of lorazepam (2 mg,
single dose) was reduced by 20% in the presence of quetiapine administered as 250 mg tid dosing. Divalproex: The
mean maximum cancentration and extent of absorption of total and free valproic acid at steady-state were decreased
by 10 t0 12% when divalproex (500 g bid) was administered with queliapine (150 mg bid). The mean oral ciear-
ance of total vaiproic acid (administered as divalproex 500 mg bid) was ncreased by 11% in the presence of queti-
aping (150 mg bid). The changes were not significant, L Rhium: Concomitant administration of quetiapine (250 mg
tid) with ithium had no effect on any of the steady-state pharmacokinetic parameters of fithium. ine;
Administration of multiple daily doses up to 750 mgyday (on 2 tid schedule) of quetiapine to subjects with sggmd
psychotic disorders had no ciinically relevant effect on the clearance of antipyrine or urinary recovery of antipyrine
metabalites. These results indicate that quetiapine does not significantly induce hepatic enzymes responsible for
cytochrome P450 mediated meftabolism of antipyrine. Carcinogenesis, Mutagenesis, (mpairment of Ferilty: ~asse:
Garcinogenesis: Garcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was agminis-
tered in the diet to mice at doses of 20, 75, 250, and 750 mo/kg and to rats by gavage at doses of 25, 75, and
250 mu/kgafor two years. These doses are equlvalem 001,05, 1.5, and 45 times the maximum human dase

(800 mg/day) on @ mg/m? basis {mloe or 0.3, 09, and 3.0 times the maximum human dose on a mg/m? basis
mls; There were statistically significant increases in mymld gland follicular adenomas in male mice at doses of 250
and 750 mg/kg or 1.5 and 4.5 times the maximum human dose on a mg/m2 basis and in male rats at a dose of

250 mg/kg or 3.0 fimes the maximum human dose on a mg/m? basis. Mammary gland adenocarcinomas were sta-
tistcally significantly increased in female rats at all doses tested (25, 75, and 250 mgkg or 0.3, 0.9, and 3.0 times
the maximum recommended human dose on a mg/me basis). Thyrold follicular cell adenomas may have resulted
from chronie stimutation of the thyroid gland by stimufating bosmone {TSH) resuling from enhanted metab-
olism and clearance of thyroxine by rodent iver. Changes in TSH, thyraxine, and thyroxine clearance consistent with
this mechanism were observed in Subchronic toxicty studies in Tatand mouse andin a 1-year toxicity shudy in rat;
however, the results of these studies were not definite. The relevance of the increases in thyroid follicular cell ade-
nomas to human risk, through whatever mechanism, is unknown. Antipsychiotic drugs have been shown to chroni-
cally elevate prolacnn levels in roderts. Serum mgasorements in @ 14 toicity study showed that quetiapine
increased median serum prolactin levels a maximum of 32- and 13-f0ld in male and female rats, respectively.
Increases in mammary neoplasms have been found in rodents afier chronic administration of other antipsychotic
drugs and are considered to be prolactin-mediated. The relevance of this increased incidence of prolactin-mediated
mammary gland tumers in rats to human risk is unknown (see Hyperprolactinemia in PRECAUTIONS, General).

diabefic reatment despite discontinuation of the sl drug

PRECAUTIONS: General: Orthostatlc Hypotension: SEROQUEL may induce orthostatic hypotension assaciated with

dizziness, tachycardia and, in some patients, syncope, especially during the inital dose-tration period, probably

reﬂecnnﬂ nsu.\amenemncamagomm progerties. Syncope was reparted in 1% (2/2567) of the patients treated with

SEROQ EL oompamd with 0% (0/607) an placebo and about 0.4% (2/527) on active contral drugs. SEROQUEL
with particular caction n patients with nown car

rdiovascolar disease {istory of myocarsial infarc-
non o lschemlc heart dissase, heart falure or conduction abnormaities), cerebrovascular disease or conditions
which would predispose patients to hypotension (dehydration, hypovolemia and treatment with antihypertensive
medications). The risk of orthostatic hypatension and syncope may be minimized by limiting the initial dose to
25 mg bid. It hypntensmn occurs dunng titration to the target dose, a retum to the previous dose in the titration

schedule is apﬁmpnate cis: The development of cataracts was observed in association with quetiapine
traatment in chronic dnﬂ mdlu (m Animal Tuxlwl ). Lens changes have alsa been ohsarved in patients
dwing lanu term SERQ i, but a causat refationship to Si ﬂﬂUEl uie has not been astablished.
Nevorthel ima. Thersfovs, examination of

less, :onihllm nl Iammﬂn chenges cannot be extluded &l ti
¢l cataract formation, such as sit Inmp mm or other |prmprimly sen-

ds i rmmlmndod |1 Inmlllun of treatmant or shorlly thornﬂur, and &t 6 month Intervals during
ehm treatmend, Selzures: During clinical trials, seizures ocourred in 0.6% (18/2792) of patients treated with
SEROQUEL comEared to 0.2% (1/607) on placebo and 0.7% (4/527) on active control drugs. As with other antipsy-
chotics SEROQUEL should be used cautiousty in patients with a history of seizures or with conditions that potentially
lower the seizure threshold, e.g., Azheimer’s dementia. Conditions that lower the Seizure threshold may be more

is: The mutagenic potential of quetiagme was tested in six i o bacterial gene mutation assays and i
an in vitro mammalian gene mutation assay in Chiness Hamster Ovary cells. However, sufficiently high concentra-
tions of quetiapine may nat have been used for all tester sirains. Quetiapine did nroduoe areproducible increase in
mutations in one Saimonelia typhimurium tester strain in the presence of metabolic activation. No evidence of clas-
togenic potential was obtained in an in vtro chromosomal aberration assay in cuftured human ymphiacytes or in the
in vivo micronucleus assay in rats. Impaiement of Ferility: Ouetiapine decreased mating and fertlity in male
‘Sprague-Dawiey rats at oral doses of 50 and 150 mg/kg or 0. and 1.8 fimes the maximum human dose on a mg/me
basis. Drug-related effects inciuded increases in interval to mate and in the number of matings required for success-
ful impregration. These effects continued to be ohserved at ¥50 mg/kg even after a two-week period without treat-
ment. The no-effect dose for impaired mating and fertiity in male rats was 25 mg/kg, or 0.3 times the maximum
hurman dose on a mg/m? basis. Quetiapine adversely atfected mating and fertilty in female Sprague-Dawley rats at an
oral dose of 50 mg/kg, or 0.6 times the maxdmum human dose on 2 mg/m? basis. Drug-refated effects included
decreases in matings and in matings resuting in pregnancy, and an increase in the interval to mate. An increase in
Irregular estrus cycles was observed at doses of 10 and 50 mg/g, or 0.1 and 0.6 times the maximum human dose
on a mg/me basis., The no-¢ffect dose in female rats was 1 mgkg, or 0.01 times the maximum human dose on a
miyme basis. Pregnanicy: Pregnancy Category C: The teratogenic potential of quetiapine was studied in Wistar rats
and Dutch Belted rabbits dosed during the period of organogenesis. No evidence of a teratogenic effect was detected
in rats at doses of 25 fo 200 mgkg or 0.3 to 2.4 times the maximum human dose on a mg/m2 basis o in rabbits at
25 o 100 mg/kg or 0.6 1o 2.4 times the maximum human dose on a mg/m2 basis. There was, however, evidence of

embryoletaltoxcity. Detays in skeletalossification were detectedin ratfetuses at doses of 50and 200 mg/kg (06and ~ SOMa2.

24 times the mamum human dose an a m/me basis) and in rabbits at 50 and 100 mgykg (1.2 and 24 times the
‘maximum h hasis). Fetal body weight was reduced in rat fetuses at 200 mg/kg and rabbit fetus-

prewlenk ina popmanon of 8 years or oider. Iiypmymldlsm Clinical trils with SEROQUEL adose-
infotal and 20% at the higher end of the therapeutic dose range
and was max»mal in thefirsttwo to four weeks of freatment and maintained without adagman o progression dur-
g more chranic thera%G enerally, these changes were of no clfnical significance and TSH was unchianged in most
palignts, and levets of TBG wers unchanged. I nearly all cases, cessation of SEROQUEL treatment was associated
with a reversalof the effects o tots) ang fee T4, irespective of the duration of reatment, About 0.4% {12/2791)
01 SERUOUEL patmvts dig sxpenence TSH increases in monatherapy studies. Six of the patients with TSH increas-
thyroid treatment. In the mania adjunct studies, where SEROGUEL was added to lithium or
dwalproate 12% ?M%J,:' SEROQUEL treated patients compared to % (16/208) of placebo treated patients had
elevated SEROQUEL treated patients with elevated TSH levels, 3 had simuttaneous low free T4
levels. I:hnluuml and Trlvrmrldu Elevations: In schizaphrenia trials, SERGQUEL treated patients had increases
from baseline in cholesterol and triglycaride of 11% and 17%, raspmvely compared to slghl decreases for place-
bo patients. These changes were only wezkly related to the increases in weight observed in SEROQUEL treated
patients. Hyperproiactinamia: Although an elevation of prolactin levels was nat demonstrated in clinkal trials with
SEROOUEL increased prolactin levels were observed in rat Studies with this compound, and were associated with
40 increase in mammary ?‘and neoplasia in rals (ee Carcinagenasis). Tissue cutture experiments indicate that
approximately ane-third of human breast cancers are prolactin dependent in vitro, a factor of potential impartance if
the prescription of these drugs is contemplated in a pauem with previously detected breast cancer, Although dnstur
bantes such as galactorthea, amenorhea, ?ynec ia, and impotence have been seported with prok
ing compounds, the clinical slgnmoanceafeeva:edserum prolactin levels is unknown for most patients. Neither cnn»
ical studies nor epidemiologic studies conducted to date have shown an assaciation between chronic administration
of this ¢lass of drugs and tumarigenesis in humans; the availabls evidence is considered too fimited to be conclusive
at this time. Transaminase Elevations: Asymptomatic, fransient and reversible elevations in serum transaminases
{primarly ALT) have been reported. In schizophrenia tials, thé proportions of gatlems with transaminase elgvations
of > 3 times the upper s of the normal cefsrence rang in a pool of 3- to 6-wesk:placebo-Controled trals were
approvimately 6% for SEROQUEL compared to 1% far plaoeba In acute bipolar mania trials, the proportions of
patients with transaminase elevations of > 3 times the upper fimits of the normal reference range in a pool of 3- to

12-wesk placeho-controled trials were appmxlrmtelr 1% for both SEROQUEL and placeba, Thess hepatc enzyme  Trals:

elevations usually cccurred within the fist 3 weeks of drug treatment and promptly retumed o pre-study levels with
ongoing treatrent with SEROQUEL. Potential for Cognitive and Motor Impairment: Somnolerics was a commanly
reporied adverse vent reported in patients treated with SEROGUEL especially during the 3-5 day period of initial
dose-titration. (n schizophrenia trias, somnolence was reported in 18% of patients on SEROQUEL compared to 11%
of placebo patients. tn acute bipolar mania trials using SEROQUEL as monotherapy, Somnalence was reported in
16% of patients on SEROQUEL compared to 4% of placabo patients. In acute bipolar mania trials using SEROQUEL
s adjunct therapy, somnolence was reporied in 34% of patients on SEROQUEL compared to 9% of pacebo patients.
Since SEROQUEL has the potentil to impair judgment, thinking, or motor skill, patients should be cautioned about
performing activites requiring mental aleriness, such as operallnga motor vehicle lmcludlng automobiles) or oper-
aunn hazardous machingry unti they are reasonabiy certain that SEROQUEL therapy doss not affect them adverse-
Priaplsm: One case of priapism in a patient receiving SEROQUEL has been reported prior to market introduction,

Vhle a causa selationship to vse of SEROQUEL has not been establlshed Dmer drugs with alpha-adrenergic block-
ing effects have been reported to induce pnaflsm and itis possible that SEROQUEL may share this capacity. Severe
priapism may require surgical intervention. Body Temperature Regulatlon: Atthough not reported with SEROQUEL,
disruption of the body's ability to reduce corg bot Uy temperature has been attributed o antipsychotic agents.
Appropriate care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may

- (0 period in the elderty. The mean plasma

es at 100 mpg (2.4 imes the maximum human dose on a mgim basis for beth species). There was an increased  Enocri

ncidence of a minor sof tissLe anomaly {carpaliarsal fiexure) in rabi etuses a2 dose of 100 mghkg (24 imes the
maximum hurman dese on a mg/m? basis). Evidence of matemal toricity (i, decreases in body weight gain and/or
death) was observed at the high dose in the rat study and at al doses in the rabbit study. In a peri/postnatal repro-
ductive study in rafs, no drug-refated effects were observed at doses of 1, 10, and 20 mg/kg or 601, 0.12, and
0.24 times the maximum human dos on 2 my/me basis, However, in a preﬂminary perifpostnatal study, there were
incréases in fetal and pup death, and decreases in mean litier weight at 150 mg/kg, or 3.0 times the maximum human
dose on a m/m? basis. There are no adequate and wefl-controlied studies in pregnant women and quetiapine should
be used during pregnancy only i the potential benefit justifies the potentalrisk to the fetus. Labor and Defivery: The
effect of SEROQUEL an labor and delivery in humans is unknown. Nursing Mothers: SEROQUEL was excreted in milk
of treated animals during lactation. tt is not known if SEROQUEL is excreted in human milk. 1 is recommended that
womgn receiving SEROQUEL should not breast feed. Pedlatric Use: The safety and effectiveness of SEROQUEL in
pediatric patients have not been established. Geriatric Use; Of the approximately 3400 patients in clinical studies with
SEROQUEL, 7% (232) were 65 years of age or over. In genera), there was no indication of any diferent tolerabilty of
SEROQUEL |nmeelderiy compared to younger aduts. Nevertheless, the presence of factors that might decrease phar-
SEROQUEL, or cause poorer tolerance or orthosta-
sis, shouldlead 10 consideration of a ower starfing dose, slower titration, and careful monitoring during the initial dos-

clearance of SEROQUEL was reduced by 30% to 50% in eldedy patients
‘when compared to younger patients.

ADVERSE REACTIONS: The information helow is derived from a clinical trial database for SEROQUEL consisting of
over 3000 patients. This database includes 405 patients exposed to SEROQUEL for the treatment of acute bipclar
mania (monatherapy and adjunct therapy) and i 2600 patients and/or } subjects exposed to 1 or
mare doses of SEROQUEL Iurme treatmem of schizophrenia. Of these approximately 3000 sufneﬂs approximately
2700 (2300 In schizophrenia and 405 in acute bipolar maria) 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 Prescribing
Information for details of adverse event data collection. Adverse Findings Observed in Short-Term, Controlled
: Advarse Events Associated with Discontinuation of Treatment In Short-Term, Placebo-Controlled Triais:
Bipolar Mania: Overall, discontinuations dug to adversz events were 5.7% for SEROQUEL vs. 5.1% for placebo
in monatherapy and 3.6% for SEROQUEL vs. 5.9% for placeba in adjunct therapy. Schizophrenia: Overall, there was
litle difference in the incidence of discontinuation due to adverse events (4% for SEROQUEL vs. 3% for placebo) in
apool of controlled triaks. However, discontinuations due tc somnolence and hypotension were cansidered to be drug
related (see PRECAUTIONS): Somnolence 0.8% vs 0% for placebo and Hypotension 0.4% vs 0% for placebo.
Adverse Events Occurring at an Incidence of 1% or More Among SEROQUEL Treated Patients In Short-Term,
Placebo-Controlled Trials: The prescriber should be aware that the figures i the tables and tabulations in the ul
Presoribing information cannot be used to predict the incidencs of side effects in the course of usual medical prac-
tice where patient characteristics and other factors differ from those that prevailed in the clinical rials. Similarty, the

Traatment-Emergent Adverse Exparience Incidance In 3- fo 12-Wesk Placebo-Conirolled Clinical Trials* for the
Traaiment of Schizophrena and Bipolar Mania (manotherapy): Body as 2 Whala: Headache, Pain Mema
Abdominal Pain, Pain, Fwer,(‘.umw Tachycardia, Postural Hypatension; Digestive:
Constipation, Vométing, Dyspep: s, Gamma Glutamyl, idase Increased; umnnc lnd
Mutritional: Weight Gain, SGPT lnmased SGOT Increased; Nervous: Agitation, Somnalence, Dizziness, Amxiety;
Respiratory: Pharyngitis, Rhinitis; Skin and Appendages: Rash; Special Senses: Amblyapie. 'Events for which the
SEROQUEL incidence was equal fo or less than placebo are nat listed, but inclided the following: accidental injury,
akathisia, chest pain, cough increased, depression, diarthea, erapyramidal syndrome, hostiy, hyperension,
hypertaria, hypatensian, increased appeite, infection, insomnia, leukopenia, malaise, nausea, nervousness, pares-
thesia, peripheral edema, sweating, tremor, and weight loss. In these studies, the most commonly observed adverse
events assaciated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate on SEROQUEL at
least twice that of placebo were somnodence (18%), dizziness (1%}, dry mouth (3%), constipation (8%), SGPT
increased (5%), weight gain (5°%), and dyspepsia (2%). Table 2, from the full Prescribing Information, enumerates
the incidence, rounded to the nearest percent, of treatment-emergent adverse events that occurred during therapy
{up to 3-weeks) of acute mania in 5% or more of patients treated with SEROQUEL (desss ranging from 100 to 800
miyday) used as adjunct therapy o ithium and divalproex where the incdence in patients ireated with SERDQUEL
was greater than the incidence in placebo-treated patients. Treatment-Emergent Adverss Experiance Incidence in
3-Week Placabo-Controlled Cinical Trials? for the Treatment of Bipalar Mania (Adjunct Therepy): Body as 2
‘Whote: Headache, Asthenia, Audomina) Pain, Back Pain; Candiovaseular: Postural Hypotension; Digesive: Drv
Mouth, Constipation; Metabolic and Nutritional: Weight Gain; Nervous: Somnalence, Dizziness, Tremor, Agitation;
Respiratory: Pharyngitis. 'Events for which the SEROQUEL ncidence was equal to or less than placebo are not list-
od, but inciuded the following: akathisia, diarea, insomnia, and nausea. In these studies, the most commonly
observed adverse events associated with the use of SEROQUEL (incidence of 5% or greater) and observed at a rate
on SEROQUEL at least twice that of placebo were samnalence (34%), dry mouth (19%), asthenia {10%), constipa-
1ion {10%), abdominal pain (7%), postural ypotension (7%), pharyngiti (6%), and weight pain (%), Explorations
forinteractions on the basis of gender, age, and race dic not reveal any clinically meaningful differences in the adverse
event occurrence on the basis of these demographic factors. Dese Dependency of Adversa Events in Short-Term,
Placeho-Controlled Trials; Dose-related Advarsa Events: Spontaneously elicited adverse event data from a study of
schizophrenia comparing five fived doses of SEROQUEL (75 myg, 150 mg, 300 mg, 600 mg, and 750 mgy/day) to place-
bo were explored for dose-relatedness of adverse events. Logistic regression analyses revealed a postive dose
tespanse (n<0.05) for the following adverse events: dyspepsia, abdominal pain, and weight gain. Extrapyramidal
Symptoms: Data rom one 6- five ROQUEL (75, 150, 300,
600, 750 myg/day} provided evidence for the lack of treatment-emergent exivapyramidal symptoras {EPS) and dose-
reiatedness for EPS associated with SEROQUEL treatment. Three methods were used o measure EPS: (1) Simpson-
Angus total score (mean change from baseline) which evaluates parkinsonism and akathisia, (2) incidence of sponta-
neous complaints of EPS (akethisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertania, hypokinesia,
neck nwdny and tremor), and (3) use of anticholinergic medications to treat emergent EPS. Vial Signs and
Laboratory Shidies: Vital Sign Changes: SERCOUEL is associted with othostztc pypotensin (soe ).
Weigh Gain: n schizaphrenia tials the proportions of paients meeting 2 weight gain crteron of 7% of body weight
were compared in a pool of four 3- 10 6-week placebo-controlled clinical trials, revealing a statistically significantly
greater incdence of weight gain for SEROQUEL (23%) compared to placebo (6%). In mania monotherapy trids the
proportions of patients meeting the same weight gain crterion were 21% compared to 7% for placebe and in mania
adjunct therapy trias the proportion of patients meeting the same weight criterion were 13% compared to 4% for
placebo. Lakoratory Changes: An assessment of the premarketing experience for SEROQUEL suggested that it is
associated with asymptomatic increases in SGPT and increases in both total cholesterol and trighycerides {see PRE-
CAUTIONS). An assessment of hematological parameters in short-term, placebo-contralled trials revealed no clinical-
Iy important differences between SEROQUEL and placebo. ECB Changes: Between group comparisons for pooted
placebo-controlled trials revealed no statisically significant SEROQUELiplaceto diferences in the proportions of
pauems expenencmo potentially important changes in ECG parameters, including QT, QTe, and PR imtervals. However,
the proportions of patients meeting «mmmsmmwmmmmwwmmmommmmm
clinical trals for the treatment of schizophrenia revealing 2 1% (4/396) incidence for SEROQUEL compared to 0.6%
(14156} incidence for placebo. In acute (monotherapy) bipolar mania triaks the propartions of patients meeting the cri-
terfa for tachycardia was 0.6% (1/182) for SEROQUEL compared to 0% {0/178) incidence for placebo. In acute bipo-
Jar mania (adjunct)trials the proportions of patients meeting the same criteria was 0.8% {1/166) for SEROQUEL com-
nared to 0% (0/171) incidence for placebo. SEROOUEL use was associated with a mean increase in heart rate,
ECG, of 7 beats per minute compared fo 2 mean increase of 1 beat per minute among placebo patients.
This shgm fendency to tachycardia may be refated to SEROQUELS potentialfor inducing orthostatic changes (see PRE-
CAUTIONS). Other Adverse Events Obsarved During the Pre-Marketing Evakuation of SEROQUEL: Following is a fist
of COSTART terms that reflect treatment-emergent agverse events as defined in the infroduction to the ADVERSE
REACTIONS section reported by patients treated with SEROQUEL at muttiple doses > 75 mg/day during any phase of
a trial within the pramarketing database of appreximately 2200 patients treated for schizophrenia. All reparted evertts
are included except those already listed in Table 1 or elsewhere in labefing, those events for which a drug cause was
remate, and those event terms which were So general 2 to be uninformative, f is important to emphasize that,
aithough the events reported occurred during treatment with SEROQUEL, they were not necessarily caused by it
Events are further categorized by body system and lsted in order of decreasing frequency according to the following
definitions frequent acverse events are those occurring in atleast 11100 patients (only those not alveady listed in the
tabulated resufs from placebx als appear in this fisting); infrequent gin
11100 to 1/1000 patients; rare events are those o oocumng i fawer than 171000 patients. Netvous System:
hypertonia, dysartria, infrequant:abnormal dreams, dyskinesla, tinking abnormal, tardive dyskinesia, vertigo, mvol
untary movements, confusian, amnesia, psychoss, hallucinations, hyperkinesia, lbido increased", urinary retention,
incaordination, paranoid reaction, abnormal aan myoclonus delusions, manic reaction, apathy, ataxia, depersonal-
zation, stupor, bruxism, miplegia; ehorecathetosis, defir-
ium, emotional Iah|lny euphoria, libido decreased*, neumlola stutering, subdural hematoma, Body as a Whole:
mqmttlu syndrome; infragquent neck pain, pelic pain”, Suiide attempt, malaise, photosensitity reaction, cils,
face edema, moniliasis; Rare: abdomen enlarged. Illwﬂm Syslam: Frequent: anorexia; infreguent; increased sali-
vation, increased apoetite, gamma glutamyl transpeptidase increased, gingivitis, dysphagia, flatulence, gastroenterifis,
gastritis, hemorrhoids, stomatits, thirst, tooth caries, fecal incontinence, gastroesaphageal refiux, gum hemorrhage,
mouth uiceration, rectal hemorrhage, tongue ederma; Rare: glossitis, hematemesis, intestinal abstruction, melena,
pancreatitis. Cardiovascular System: palpitation; infrequent: vasodilatation, QT interval pm‘onqed
migraing, bradycardia, cerebral ischemia, imegular pulse, T wave abrormalty, bundle branch block, cerebrovascu-
lar arcident, deep thrombaphlebitis, T wave inversion; Rave: angina pectoris, atrial fibrillation, AV biock: fitst degree,
congestive heart failure, ST elevated, thrombaphlebitis, T wave fiattening, ST abnormalty, increased QRS duration.
Respiratory System: Frequent: pharyngits, rhinitis, cough increased, dysprea; Afrequint: preumonia, epistaxds,
asttima; Rave: hicoup, byperventiation. Metabalic and Nutritional smm Frequant: periphera edema; infrequent:
weight loss, alkaline h hyperipemia, , dehydration, creatining
increased, hypoglycemia; Rare: giycosuria, gout, hand edema, bypokalemia, water ntosicaion, Skin and Appendages
System: Frequant: swealing; Infrequent: prurts acne, eczema, contact dematits, maculopapular rash, sehorrhea,
skin uicer, Rase: exfoliative dermatits, psoriasis, skin dscaloraton, Urogenital System: Inlnqmtaysmemmm
vagindis*, urinary incontinence, metrorrhagia”, impotence” , dysuria, vaginal maniliasis*, abnormal e;amlahm of-
fitis, urinary frequency; amenarrhea®, female 1acman leukonhea‘ vaginal hemofmaue vulvovagindis
Rare: gynecomastia“, nocturia, uolyuna acute kidoey faire, Special Senses: lnlnqmt conjunctivitis, ahmrmal
vision, dry eyes, nnnnus taste perversion, blepharits, eye pain; Rare: abnommality of accommodation, deafness, glau-
Mustuloskeleta) System: Infrequent pathoiogical fracture, myasthenia, twitching, arthralgia, arthris, leg
cramps, bare pain. Hemic and Lymphatic System: Frequant leukopenia nfrequent leukocytosis, anemia, ecchy-
mosis, easinophiia, hypochromic anemia; ymphadencpathy, cyancsis; Rare: hemolysis, thrombocylopenia.
ine System: infreguent: hypothyroidism, diabetes melitus; Rars: hyperthyrokdism. *adjusted for gende, Post
Warkefing Experience: Adverse events reporied sinoe market iriroduction which were temporally related to SERD-
QUEL therapy include: ieukopenia/meutropenia. If a patient develops a iow white cell count consider discontinuation
of therapy. Possibl risk factors for leukopenia/neutropenia nclude pre-existing low wife cell count and history of drup
induced Qther adverse events reported since market introduction, which were temporally
relatrad to SEROQUEL therapy, but not neeessanl/ causally related, inciude the following: agranulocytosis, anaphylax-
syndrome of antidiuretic hormane secretion (SIADH), and Stevens
Johnson Syndrome {SJS).

UG ABUSE AND DEPENDENCE: Controlled Substance Class: SEROQUEL is rot a contralled substance. Physical
md Peychologic dependence; SEROQUEL has not been systematically studied, in animals or humans, for its poten-
tialfor abuse, tolerance or physical dependence. While the clinicaltrials did not reveal any tendency for any drug-seek-
ing behavior, these observations were not systematic and it is not possible to predict on the basis of this limited expe-
rignce the extent to which 2 CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently,
patients should be evaluated carefully for a histary of drug abuse, and such patients should be observed closely for
signs of misuse or abuse of SEROQUEL, e.g., development of tolerance, increases in dose, drug-seeking behavior,
VERDOSAGE: Human experienca: Experience with SEROQUEL (quetiapine fumarate} in acute overdosage was lim-
fed in th cinca tria) database (6 reports) with estimated doses ranging from 1200 g to 9600 mq and no ftal-
ties. In general, reported signs and symptoms were thase resulting from an exaggeration of the drug’s known phar-
macalogical effects, i.e., drowsiness and sedation, tachycardia and hypotension. One case, involving an estimated
overdose of 9600 mg, was associated with hypokalemia and first degree heart block. [n post-marketing experience,
there have been very rare reports of overdose of SEROQUEL alone resulting in death, coma or OTc prolongation.
Management of Overdosage: In case of acute averdosage, establish and maintain an airway and ensure adequate
oxygenation and ventilation. Gastric (avage (after intubation, if patient is unconscious) and administration of activat-
ed charcoal together with a laxative should be considered. The possibiity of obtundation, Seizure or dystanic reac-
tion 01 the head and neck following overdose may create 4 tisk ol aspiration with induced emesis. Cardiovascular
monitoring monitering o detect
possible arrhythmias. If ic therapy is admini i inamide and quinidine carry a
theoretical hazard of additive QT-prolonging effects when administered in patients with acute overdosage of
SERCQUEL. Sirilarly it is reasonable to expect that the alpha-adrenergic-blocking properties of bretylium might be
additive to those of quetiapine, resulting in probiematic hypotension. There is o specific antidote to SERGQUEL.
Therefore appropriate supportive measures should be instituted. The possibility of muftiple drug involvement should
be considered. Hypatension and circulatory collapse should be treated with appropriate measures such as intra-
venous fiuids andfor sympathomimetic agents (epinephrine and dopamine stioud not be used, since beta stimula-
ton may worsen hypotension i the seting of quetapine-induced alpha blockade). In cases ol sevre edrapyran:

cited frequencies cannot be cor Pared with figures obtained from other clinical investigations involving different treat-
ments, uses, and investigators. The cited figures, however, do provide the prescrising physician with some basis for
estimating the retative contribution of drug and nondrug factors to the side effect incidence in the population studied.
Table 1, in the full Prescribing Information, enumerates the incidence, rounded to the nearest percent of freatment-
emergent adverse events that occurred 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) whers the
incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.
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should b lose
continue until the patient recovers.
SEROQUEL is  registered trademark of the AstraZeneca group of companies.
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