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BRIEF SUMMARY: Consult the Full Prescribing Information for complete product information.

ADDERALL XR® CAPSULES ClI Rx Onl!
AMPHETAMINES HAVE A HIGH POTENTIAL FOR ABUSE. ADMINISTRATION OF AMPHETAMINES FOR PROLONGED
PERIODS OF TIME MAY LEAD TO DRUG DEPENDENCE. PARTICULAR ATTENTION SHOULD BE PAID TO THE POSSIBILITY
OF SUBJECTS OBTAINING AMPHETAMINES FOR NON-THERAPEUTIC USE OR DISTRIBUTION TO OTHERS AND THE DRUGS
SHOULD BE PRESCRIBED OR DISPENSED SPARINGLY.

MISUSE OF AMPHETAMINE MAY CAUSE SUDDEN DEATH AND SERIOUS CARDIOVASCULAR ADVERSE EVENTS.

INDICATIONS

ADDERALL XR® [s indicated for the treatment of Attention Deficit H?lperactlw Disorder (ADHD).

The efficacy of ADDERALL XR® in the treatment of ADHD was estabiished on the basis of two controlled trials in children aged
6 10 12, one controlled trial in adolescents aged 13 to 17, and one controlied trial in adults who met DSM-IV® criteria for ADHD,
alomh extra%olallon trom the known efficacy of ADDERALL®, the immediate-release formutation of this substance.

Advanced : dnsease

There are no adequate and well-controlled studies in pregnant women. There has been one report of severe congenital bony
deformity, tracheg-esophageal fistula, and anal atresia (vater association) in & baby born 1o 2 woman who took dextroamphet-
amine sulfate with Jovastatin during the first trimester of pregnancy. Amphetamines should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

Nontaratogenic Effects: Infants borm to mothers dependent on amphstamines have an increased risk of premature delivery and
fow birth weight. Also, these infants may pi of by dysphoria, including
agitation, and srgnmcant lassitude.

Usage in Nursing Mothers: Amphetamines are excreted in human milk. Mothers taking amphetamines should be advised to
refrain from nursing.

Pediatric Use: ADDERALL XR® is indicated for use in children 6 Kears of age and older.

Use in Children Under Six Years of Age: Effects of ADDERALL XR® in 3-5 year olds have not been studied. Long-term eifects

gl amphetammes in children have not been well are not for use in children under
years of

Gerlatric Usa ' ADDERALL XR® has not been studied in the geriatric population.

ADVERSE EVENTS

to severe hypertension, hyper i , kno
Agitated states. Patients with a hlstory of drug
abuse Dunnq or wvthm 14 days 1ollow1ng the admmlstrahon of monoamme oxidase inhibitors (hypertensive crises may resuft).

s«rlmu Cardlovascular Events
Sudden Death and Pre-axisting Structural Cardiac Abnormalities or Other Serious Heart Problems
Children and Adolescents
Sudden death has been rsrorted in association with CNS stimulant treatment at usual doses in chifdren and adolescents with
structural cardiac abnormalities or other serious heart problems. Although some serious heart problems alone carry an increased
risk of sudden death, stimulant products generally should not be used in children or adolescents with known serious structural
cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, or other serious cardiac problems that may place
tAh;nI; at increased vulnerablhty to the sympathomimetic effects of a stimulant drug (see CONTRAINDICATIONS).

ults

Sudden deaths, stroke, and myocardial infarction have been reported in adults taking stimulant drugs at usual doses for ADHD.
Although the role of stimulants in these aduit cases is aiso unknown, adults have a greater likefihood than children of having serious
structural cardiac abnormalities, cardiomyopathy, serious heart mylhm abnormalities, coronary artery disease, or other serious car-
dlac problems. Adults with such abnarmalities should also generally not be treated with stimulant drugs {see CONTRAINDICATIONS).
and other C Conditions
Snmulam medications cause a modest increase in average blood pressure (about 2-4 mmHg) and average heat rate rate
{about 3-6 bpm) {see ADVERSE EVENTS), and individuats may have larger increases. While the mean changes alone would
not be expected to have short-term consequences, all patients should be monitored for larger changes in heart rate and blood
ressure. Caution is indicated in treating patients whose underlying medical conditions might be compromised by
Increases in blood pressure or heart rate, e.g., those with pre-existing hypertension, heart failure, recent myocardial
infarction, or ventricular arrhythmia (see CONTRAINDICATIONS! g
Assessmg Cardiovascular Status in Patients being Treated with Stimulant Medications
Children, adolgscents, or adults wha are being considered for treatment with stimulant medications should have a careful
history (mcludlng assessment for a family history of sudden death or ventricular arrhythmia) and physical exam to assess for
the presence of cardiac disease, and should receive further cardiac evaiuation if flndlngs suggest such disease, and should
receive further cardiac evaluation if 1|nd|ngs suggest such disease (e.9. ogram). Patients who
devetop symptoms such as exertional chest pain, unexplained syncope, or other symptoms suggestive of cardiac disease
during stimulant treatment should undergo a prompt cardiac evatuation.
Psychiatric Adverse Events
Pre-Existing Psychosis
Administration of stimulants may exacerbate symptoms of behavior disturbance and thought disorder in patients with
gre-exisﬁng psychotic disorder.
ipolar lliness
Particular care should be taken in using stimulants to treat ADHD patients with comorbid bipolar disorder because of concern for
possible induction of mixed/manic episode in such patients. Prior to initiating treatment with a stimulant, patients with
morbid should be screened to if they are at risk for bipolar msorder such
screening should inciude a detailed psychiatric history, including a Tamlty history of suicide, bipolar disorder, and depressnon
Emergence of New Psychotic or Manic Symptoms
Treatment emergent p: ic or manic eg., thinking, or mania in children and
adolescents without pnor history of psychotic illness or mania can be caused by stimulants at usual doses. If such
symptoms occur, consideration shouid be given to a possible causal role of the stimulant, and discontinuation of freatment
may be appropriate. In a pooled analysis of multipie short-term, placebo-controlled studies, such symptoms occurred in
about 0.1% (4 patients with events out of 3482 exposed to memylphemdate or amphetamine for several weeks at usal doses)
of stimulant-treated patients compared to 0 in placebo-treated patients.
Aggression
Aggressive behavior or hostility is often observed in children and adolescents with ADHD, and has been reported in clinical
trials and the postmarketing experience of some medications indicated for the treatment of ADHD. Although there is no
ic evidence that sti cause behavior or hostility, patients beginning treatment for ADHD shouid be
for the of or of aggressive behavior or hostility.
Long-Term Suppression of Growth

t ion: [See WARNINGS section] In a controlled 4-week outpatient clinical study of adolescents with ADHD, isolated systalic
blood pressure elevations 215 mmiHg were observed in 7/64 (11%) placebo-treated patients and 7/100 (7%} patients receiving
ADDERALL XR® 10 or 20 mg Isolated elevations in diastalic blood pressure > 8 mmHg were observed in 1 64 (25%) placebo-
treated patients and 22/100 (22%) ADDERALL XRe®-treated patients. Similar results were observed at higher doses.

In a single-dose pharmacokinetic study in 23 adolescents, |solated |ncreases in systolic bload pressure (above the upper 95%
€l for age, gender and stature) were observed in 2/17 ( %) and 8/23 (35%), subjects administered 10 mg and 20 m?
ADDERALL XR®, respectively. Higher single doses were associated with a greater increase in syslollc blood pressure. All
increases were transient, appeared maximal at 2 to 4 hours post dose and not associated with s) ¥ ms.

The premarketing development program for ADDERALL XR® included exposures in a total of 1315 participants in clinical trials
(635 pediatric patients, 350 adolescent patients, 248 adult patients, 82 healthy aduft subjects). Of these, 635 patients (ages 6
to 12) were evaluated in two controlled clinical studies, one open-label clinical study, and two single-dose clinical
pharmacology studies (N=40). Safety data on all patients are included in the discussion that follows. Adverse reactions were
assessed by collecting adverse events, results of physical examinations, vital signs, weights, laboratory analyses, and £CGs.
Adverse events during exposure were obtained primarity sy general inquiry and recorded by clinical mvesthators usmq
terminotogy of their own choosing. Consequently, it is not possible to provide a meaningful estimate of the JJ J]
individuals experiencing adverse events without first grouping similar types of events into a smaller number of standardized even(
categories. in the tables and listings that follow, COSTART terminology has been used to classify reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who experienced, at least once, a treatment-
emergent adverse event of the type listed.

Adverse events associated with ion of I two placebs studies of up to 5 weeks duration
among children with ADHD, 2.4% (10/425) of ADDERALL XR® treated patients discontinued due to adverse events
(lncluqu_ 3 patients with i0ss of appetite, one of whom also reported insomnia) com, ared to 2.7% (7/259} receiving
placebo. The most frequent adverse events associated with discontinuation of ADDERALL XR® in controlied and uncontrolied,
multiple-dose clinicaf triais of pediatric patients (N=595) are presented below. Over half of these patients were exposed to
ADDERALL XR® for 12 manths or more.

In a separate placebo-controlled 4-week study in adolescents with

Adverse gvent % of pediatric patients | ADHD, eight patients (3.4%) discontinued treatment due to adverse
) ) discontinuing (n=595) | events among ADDERALL XR®-treated patients (N=233). Three
Anorexia (loss of appetite) 29 patients discontinued due to insomnia and one patient each for
Insomnia 15 depression, motor tics, headaches, light-headedness, and anxiety.
Weight loss 1.2 In orie placebo-cantroiled 4-wesk study among adults with ADHD,
Emotianal lability 1.0 patients who discontinued treatment due to adverse events among
Depression 07 ADDERALL XR®-treated patients (N=191) were 3.1% (n=6) for
ner including anxiety and |rr|tablllty, 2.6% (n=5) for
insomnia, 1% (n=2) each for headachi and and, 0.5% (n=1} each for ALT increase, agitation, chest

pain, cocaine craving, elevated blood pressure, and weight loss.

Adverse events occurring in a controlled trial: Adverse events reported in a 3-week clinical trial of pediatric patients and a 4-week
clinical trial in adolescents and adults, respectively, treated with ABDERALL XR® or placebo are presented in the tables below.
The prescriber should be aware that these figures cannot be used to predict the incidence of adverse events in the course of usual
medical practice where patient characteristics and other factors differ from those which prevailed in the clinical trials. Similarly, the
cited frequencies cannot be compared with figures obtained from other clinical investigations involving different treatments, uses,
and investigators. The cited figures, however, do provide the prescribing physician with some basis for estimating the relative
contribution of drug and non-drug factors to the adverse event incidence rate in the population studied.

The following adverse reactions have been assaciated with the use of amphetamine, ADDERALL XR®, or ADDERALL®:

C , elevation of blood pressure, sudden death, myocardial infarction. There have been
isolated reports of with chronic
Central Nervous System: Psychohc episodes at i dizziness, insomnia,
euphoria, dyskinesia, dysphoria, depression, tremor, headache, exacerbanon of motor and phonic tics and Tourette's
syndrome, seizures, stroke.
Gastrointestinal: Dryness of the mouth,
weight loss may occur as undesirable effects.

use.

Anorexia and

taste, diarrhea, other g

Allergic: Urticaria, rash, hypersensitivity reactions

Table 1 Adverse Events Reported by More Than 1% of Padiatric Patients | including angioedema and anaphylaxis. Serious

Careful follow-up of weight and height in children ages 7 to 10 years who were to either meth or ivil ® i
non-medication treatment Froups over 14 months, as well as in naturalistic subgroups of newly treated and ggﬁ:‘:;r:m“ gﬂﬁ%félﬁy with Higher Incidsnce Than on Plaebo in a Sk'"J rashesd 'lncludlng Stevens Jphv;‘son
non-medication treated children over 36 months (to the ages of 10 to 13 years), suggests that children b nag oXiC &p ave
S e., treatment for 7 days per week throughout the year) have a temporary slowing in growth rate (on average, a total of about | Body System Preferred Term ADDERALL XR® Placebo EE%" ’EPD,? o " in i
cm less growth in height and 2.7 kg less growth in weight over 3 years), without evidence of growth rebound during this (n=374) _ {n=210} | tndocrine: Impotence, changes in libido.
period of development. In a controlled trial of ADDERALL XR® in adolescents, mean weight change from bassline within the | General ‘Abdominal Pain 14% 10% DRUG ABUSE AND DEPENDENCE
initial 4 weeks of therapy was ~1.1 Ibs. And ~2.8 Ibs., respectively, for patients receiving 10 mg and 20 mg ADDERALL XR®. (stomachache) ADDERALL XR® is a Schedule Il controlled
Higher doses were associated with greater weight loss within the initial 4 weeks of reatment. Published data are inadequate to Accidental Injury 3% 2% substance. .
determine whether chronic use of amphetamines may cause a similar suppression of growth, however, it is anticipated that they Asthenia (fatigue) 2% % Amphetamines have been extensively abused.
will likely have this etfect as well. Therefore, growth should be monitored during treatment with stimulants, and patients who Fever 5o 2% Tolerance, extreme psychological dependence,
gre not growing or gaining weight as expected may need to have their treatment interrupted. Infection 1%, 2%, ng [S:sl:rr‘es Soofmg; gg:a:gu%gar\‘/aevgc%ucrrreea%eghtegg
sizures i i o o C
There is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior history of seizure, in - Vira Infection 2 f’ On/" dosage to levels many times higher than
patients with prior EEG abnormalities in absence of seizures, and very rarely, in patients without a history of seizures and no | Digestive Loss of Appetite 2% 2% recommended. Abrupt cessation following
prior EEG evidence of seizures. In the presence of seizures, the drug should be discontinued. System Diarrhea 2% 1% prolonged high dosage administration results in
Visual Disturbance Dyspepsia 2% 1% extreme fatigue and mental depression; changes
Bg"é(gﬂ{ﬁi oW'I‘lg accommodation and blurring of vision have been reported with stimulant treatment. vm g 4: %: :;ecalrsgmréoted on the slee EEG. Manrfesmnon;
General: The least amount of amphetamine feasible should be prescribed or dispensed at one time in order to minimize the Nervous System Dizzines: 2% 0% include severe dermatoses marked insomnia,
gossmdny of overdosage. ADDERALL XR® should be used with caution in patients who use other sympathomimetic drugs. Emotlonal Lahility 9% 2% irrtability, hyperactivity, and personaiity changes.
les: Amphetamines have been reported to exacerbate motor and phonic tics and Tourette’s syndrome. Therefore, clinical eval- Insomnia 17% 2% The most severe manifestation of chronic
uation for tics and Tourette’s syndrome in children and their families should precede use of stimulant medications. Nervousness 6% 2% ication is p: sis, often  clinically
Information for Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activities such Metabolic/Nutritional | Weight Loss 4% 0% from

as operating machmely or vehicles, the patient should therefore be cautioned accordlngLIy
Drug Interactions: g ing agents ine, reserpine, giutamic acid HCI,
ascorbic acid, etc.) lower ahsorptlon 01 amphetamines. Urinary acidifying agents—These agents (ammanium chloride, sodium
acid phusphale etc.) increase the concentration of the ionized species of the amphetamine mulecule thereby increasing urinary
excretion, Both groups of agents lower blood fevels and efficacy of blockers are

OVERDOSAGE

idual patient response to amphetamines
varies widely. Toxic symptoms may occur
idiosyncratically at low doses.
of acute

Tahle 2 Adverse Events Reported by 5% or more of Adolescents Weighing
< 75 kg/165 Ibs Receiving ADDERALL XR® with Higher Incidence Than
Placebo in a 287 Patient Clinical Forced Weekly-Dose Titration Study*

inhibited by amphetamines. Alkalinizing agents—Gastrointestinal alkalinizing agents (sodium blcarbonate etc.) increase absorp- with amphetamines include restlessness, tremor,
tion of amphetamines. Go-administration of ADDERALL XR® and gastrointestinal alkalinizing agents, such as antacids, should be Bady System Preferred Term ADD(E.E‘:‘%;';')XR' 7'::5.4”)0 hyperreflexia, rapid resplrauon cen1u5|on
avoided. Urinary alkalinizing agents (acetazolamide, some thiazides) increase the concentration of the non-ionized species of the - - states,
tarv;phetahmlne vtnolecule1 thereby decreasing urlnary excretion. Bo‘th groups of agents increase blood Iet\l/els andﬂt‘herefotre [;;)ten} General Abdominal Pain 1% 2% hyperpyrexm and r']latlJldomylg’VSIs Fa|t|gue and
jate the actions o tricyel may enhance the activity o ally follow the central nervous
tricyclic antidep or i agems d mine with i ine and possibly other System Loss of Appetite ® 36% 29, system stlmulatlon Cardlovascular effects include
tricyclics cause striking and sustained increases in the of d in the brain; cardiovascular effects can ¥S PP o o jon and
?: potlenuated MAQ inhibitors—MADI anndepressan't: as ef\Qleclltas aﬂrpetallaohte o; amphe tabols Nervous System “lsomnia b 1 [32“7“ g://u cmiuaatory collapsenGasgom}'eshnalds r‘l;momsI
IS slowing eir effect on the release of and other ervousness o o include nausea, vomting, diarrhea, and abdominal
adrenergic nerve endings; this can cause headaches and other SIgns of hypertensive cn5|s A variety of to>;|c neurologlc?ll eﬂe‘(jﬂs Metabolic/Netritional _ Weight Loss * 9% 0% cramps. Fatal pcnsomng is usually preceded by

and malignant hyperpyrexla can occur, sometimes with fatal resuf s
twe affect of : the h
blocl receptors, thus inhibiting the central stimulant effects of
amphetamlnes and can be used to treat amphetamine poisoning. Ethosuximide—Amphetamines may delay intestinal
of blocks ine receptors, thus inhibiting the central stimulant effects of
—The anorectic and stimulatory effects of amphetamines may be inhibited by lithium
the analgesic effect of meperidine. Methenamine therapy—Urinary excretion
of amphetamines is increased, and efficacy is reduced bx acldl[ylng agents used in therapy.
s enhance the gic effect of may delay intestinal absorption
i jon of p _may pmduce a synerglstlc anticonvulsant action. Phenytoin—
Amphetamlnes may delay |ntest|nal ion of phenytoin; of may produce a synergistic anticon-
vulsant action. cases of prop CNS stimulation is potentiated and fatal
convulsions can occur. Veratrum alkaloid! inhibit the effect of veratrum atkaloids.
Drug/Laboratory Test Interactions: Amphetamines can cause a su;nmcant elevation in plasma corticosteroid levels. This
increase is greatest in the evening. Amphetamines may interfere with urinary sterid determinations.
Carcinogenesis/Mutagenesis and Impairment of Fertility: No evidence of carcinogenicity was found in studies in which
d,l-amphetamine (enantiomer ratio of 1:1) was administered to mice and rats in the diet for 2 years at doses of up to
30 mg/kg/day in male mice, 19 mg/kg/day in female mice, and 5 mg/kg/day in male and female rats. These doses are
approx1mately 2.4,15, and 0.8 times, resp ly, the human dose of 30 mg/day [child] on a mg/m*
body surface area basis.
Amphetamine, in the enantiomer ratio present in ADDERALL® (immediate-refease)(d- to |- atio of 3:1), was not clastogenic in
the mouse bone marrow micronucleus test in vivo and was negative when tested in the £ coli component of the Ames test in
vitro. d,-Amphetamine (1:1 enantiomer ratio) has been reported to produce a positive response in the mouse bone
marrow micronucleus test, an equivocal response in the Ames test, and negative responses in the in vitro sister chromatid
exchange and chromosomal aberration assays.
Amphetamine, in the enantiomer ratio present in ADDERALL® (|mmed|{ate2rglease) (d- to |- ratio of 3:1), dldt not aglversely affect

effects

Lithiuvm

19

* Appears the same due to rounding

* Dose-related adverse events

Note: The foliowing events did not meet the criterion for inclusion in Table 2 but were
reported by 2% to 4% of adolescent patients receiving ADDERALL XR® with a higher
incidence than patients receiving piacebo in this study: accidental injury, asthenia
(fatigue), dry mouth, dyspspsia, emotional lability, nausea, somnotence, and vomiting.
*Included doses up to 40 mg

Treatment: Consult wnh a Gentitied Poison
Control Center for up to date guidance and
advice. of acute

intoxication 1s largely symptomatic and
includes gastrlc lava ge, administration of
activated charcoal, admlnlslratlun of a cathartic
and sedation. Expenance with hemodialysis or

peritoneal dialysis is inadequate to permit

recommendation in this regard. Acidification of
the urine increases amphetamine excretion, but
is beligved to increase risk of acute renal failure
if myoglobinuria is present. If acute severe

Table 3 Adverse Events Reported by 5% or More of Adults Receiving
ADDERALL XR® with Hlv”har Incidance Than on Placebo in a 255
Patient Clinical Forced Weekly-Dose Titration Study*

fertiity or early embryonic development in the rat at doses of
recommended human dose of 30 mg/day on a mg/m? body surface area basis).
Pregnancy: Pregnancy Cates ? rrC Amphetamine, in the enantiomer ratio present in ADDERALL® (d- to |- ratio of 3:1), had no
apparent effects on embryofetal morphological deveiopment or survival when orally administered to pregnant rats and rabbits
gl the period of is at doses of up to 6 and 16 mg/kg/day, respectively. These doses are approximately 1.5
and 8 times, respectively, the maximum recommended human dose of 30 mg/day [child] on a mg/m? body surface area basis.
Fetal matformations and death have been reported in mice following parenteral administration of d-amphetamine doses of 50
mg/kg/day (approximately & times that of a human dose of 30 mg/day [child} on a mg/m? basis) or greater to pregnant
amimals. Administration of these doses was also associated with severe maternal toxicity.
A number of studies in rodents indicate that prenatal or early postnatal exposure to amphetamlne (d- or d I-), at doses similar to
those used clinicafly, can result in long-term neurochemical and i effects include
learning and memory deficits, altered locomotor activity, and changes in sexual function.

9/kg/0ay
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Body System Preferrad Term ADDERALL XR® Placebo : b ?
(n=181) (n=64) hypeneninoe complicates ofar_nphetamme
General Asthenia 6% 5% phentelamine has been suggested. However, a
Headache 26% 13% gradﬂal %rop In“bluodt prezsn:re w'|1|| usgally
— - result when sufficient 'sedation has been
Digestive System Loss of Appetite 33% 3% achieved. Chlorpromazine antagonizes the
BlarrMhea " 355,,/ gaf" central stimulant effacts of amphetamines and
N'V out oo % can be used to treat amphstamine intoxication.
alsea o The prolonged release of mixed amphetamine salts
Nervous System Agitation 8% 5% from ADDERALL XR® should be considered when
Anxiety 8% 5% treating patients with overdose.
Dizziness 7 0% Dispense in a tu?Jht l|%ht~re5|slant container as
Insomnia 27% 13% Eefmed in the Store 5C ?597876 F)
i o % xcursions permitted to ° °
System 6% 8% [see USP Controlled Room Temperature}.
itional  Weight Loss 1% 0% for: Shire US Inc,, Wayne, PA
Urogenital System Urinary Tract Infection __§% 0% 19087 Made in USA For more information cail
Note: The following events id not meet the criterion for inchusion in Table 3 but wers A'[,Sgg\z&fgﬁg' Agnvg;'m“;x,gggﬂrgffggggg;

reported by 2% to 4% of adult patients receiving ADDERALL XR® with a higher inci-
dence than patients receiving placebo in this study: infection, photosensitivity reaction,
constipation, tooth disorder, emotional lability, libido decreased, somnolencs, spesch
disarder, palpitation, twitching, dyspnea, sweating, dysmenorrhea, and impotence.
*Included doses up to 60 mg.

the US Patent and Trademark Office.
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A

BRIEF SUMMARY. See package insert for full prescribing information.

Suicldality in Children and Adolescents

Antidep! the risk of suicida! thinking and behavior (suicidality) In shori-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. (See Wamnings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 antidepressant drugs
{SSRis and others) in children and adolescents with Major Depressive Disorder (MDD), obsessive-
compulsive disorder (OCD), or other psychiatric disorders (a total of 24 mals mvohllng over 4,400

studies. The discontinuation rate for anorexia was 1.0% in MDD stiidies. Treatment-emergent anorexia was

commonly reported for Effexor XR (8%) than piacebo (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 comi reported 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: Decreased appetite was seen in pediatric patients recetving Effexor XR. In
GADandMDDtnals10%ofEffexor)<Rpanenrsaged617forupt08weeksand3%of patients had
treatment-emergent anorexia. None of the patients receiving Effexor XR discontinued for anorexia or weight oss. In
the placebo-controlled tnal for SAD 22% and 3% of patrems aged 8-17 treated for up to 16 weeks with Effexor XR

and placebo, resp ). The discontinuation rates for
anorexia were 07°/oand00°/ufupahen1sreoemngEﬁexorXRandpiaoebo mspectivew,medmmmaﬂmratesfor
weight loss were 0.7% for patients receiving either Effexor XR or placebo. Activation of : Mania

or hypomania has occurred during short-term depression and PD studies. As with all drugs effective in the treaﬂnem
of MDD, Effexor XR shouid be used cau’aously in patients with a history of mania. Hyponatremia: mia and/or
the of i ion (SIADH) may occur with venlafaxine. Consider this in
patients who are volume- -depleted, elderly, or taking diuretics. Selzwes: In all premarketing depression trials with
Effexor, seizures were reported in 0.3% of venlafaxine patients. Use carmwsry in patients with a history of seizures.
Beat

patients) have revealed a greater risk of adverse svents representing sulcid or
(suicidality) during the first few months of treatment in those receiving anﬁdeprossants 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 hy ide or to an ipi 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
worsening of their depression and/or the emergence of suicidal ideation and behavior {suicidality) or unusual
changes in behavior, whether or not they are takrng antidepressant medications, and this risk may persist until
significant remission occurs There has been along concern that p may have a role in

in any patient who develops seizures. Abnormal
ecchymosis) has been reported. Serum Cholesterol : Cli i
seen in 5.3% of venlafaxine patients and 0.0% of placebo patients treated for at least 3 months in frials. Consider

of serum levels during long-term treatment. Use in Patlents With Concomitant Hiness:
Use Effexor XR cautiously in patlems with drseases or conditions that could affect hemodynamic responses or

metabolism. has not been in patients 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 undertying
medical conditions might be compromised by increases in h%rt rate In patients with renal impairment or cirthosis of
the liver, the clearances of venlafaxine and its active the elimination half-lives.
A lower dose may be necessary; use with caution in such patrems Informaﬁon for Patients—Prescribers or other
mﬂh professionals should inform patients, their famities, and their caregivers about the benefits and risks associated

inducing of suicidality in certain patients.
increased the risk. of suicidal thmking and behavror (surcrdallty) in short-term studies in chlldren and
adolescents with MDD and other p: tis whether the suicidality risk in pediatric
patients extends to longer-term use i.e., beyond several months. It is also unknown whether the suicidality
risk extends to adults. All pediatric paﬁam 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. Adutts 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 durlng the initial few months of a course of drug therapy, or at times of dose changes, either

Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressi

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 health 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.effexonx.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
of such on a day-to-day basis, since changes may be abrupt. Such symptoms should be

Ivil akathlsm and mania have been reported in adult and
pedratrlc patlents belng treated with antrdepressams for MDD and other indications, both psychiatric and
gh a causal link bety the of such and either the worsening of

depressron and/or the emergence of smcmal impulses has not been established, there is concern that such
g suicidality. Consideration should be given to changing the

reported to the patient's p or heafth if they are severe, abrupt in onset, or were not
part of the patient’s presenhng 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 1) about operating hazardous machinery, including automobiles, until they are reasonably sure that
venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking Effexor XR; and 3) about the risk of
the concomitant use of Effexor XR and triptans, tramadol, trypmphan supplements, or other

therapeutlc regrmen Includlng possrbly drscontrnumg the medication, in patients whose depression is
persistently worse, or who are expenencmg emergent suici or that might be pi

with
ic agents. Patients should be advised to notify their physician 1) if they become pregnant or intend to become

or lity ially if these symp are severe, abruptin onset or were not part

pregnant during therapy, or if they are nursing; 2) about other prescription or over-the-counter drugs, including herbal

of the patrent‘s presenting symptoms. " If the decision has been made to d
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

and nutritional they are taking or plan to take; 3) if they develop a rash, hives, or related

allerglc phenomena; or 4) if they have a history of glaucoma or increased intraocular pressure. Laboratory Tests—

No specific laboratory tests are recommended. Drug Interactions— Alcohof: A single dose of ethanol had no effect
s 1

of pediatric patients being treated with antidepressants for MDD or other indit , both p ic
and nonpsychiatric, should be aterted about the need to monitor patients for the emergenoe of
agitation, irritabliity, unusual changes in hehavior, and the other symptoms described ahove, as well
as the emergence of suicidality, and to report such symptoms immediately to health care providers.
Such monitoring should include daily observation by famifies 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 . Families and ivers of adults being treated for depression should be simitarly
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.

on the or O-desmethyivenlafaxine (ODV), and veniafaxine 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 ts active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric effects
induced by diazepam. Haloperidol. Venlafaxine total oral-dose of haloperidol, resulting in a 70%
increase in haloperidol AUC. The haloperidol Cmax increased 88%, but the haloperidol elimination half-life was
unchanged. Lithius. A single dose of lithium did not appear 1o affect the PK of either venlataxine or ODV, Venlafaxine
had no effect on the PK of lithium. Drugs Hi to Plasma Proteins: Venlafaxine is not highly bound to plasma
proteins; coadministration of Effexor XR with a hrghly protein-bound drug should not cause increased free

ations of the other drug. Drugs That Infvibit P450 Isoenzymes: CYP2D6 Inhibitors: Venlafaxine

Whether any of the symptoms described above rep such a i Prior to i

, patients with depi should be d to determine if they are at
risk for bipolar disorder; such screening should include a ) detailed psychiatric history, including a family history
of suicide, bipolar drsorder and depressron Effexor XR is not approved for use in treating bipolar depressmn
Potential for with MAOIs 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 MAOIL. These reactions included tremor, myacionus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with resembling ptic 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 MAOL. At least 7 days should be allowed after
stopping venlafaxine before starting an MAOI. Y The d it of potentrally
life-threatening serotonin syndrome may occur with Effexor XR ith (i)
serotonergic drugs and (i) with drugs that impair metabolism of serotonin (see CONTHAINDICATIONS—MAOIS)
If concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxytryptamine receptor agonist {triptan) is
clinically warranted, careful observation of the patient is adwsed particularly during treatment initiation and dose
increases. The concomitant use of Effexor XR with {such as tr supplements) is not
recommended. Sustained jon—Venlafaxine is iated with in blood pressure (BP}
in some patients. Postmarketing cases of elevated BP requiring immediate treatment have been reported. Pre-existing

is metabolized to its active metabolite, 0DV, 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 venlafaxrne with drug freatmentys) that
potentially inhibits both CYP2D6 and CYP3A4, the primary ine, has not been studied.
Use caution if therapy includes venlafaxine and any agentis) that produces srmuitaneous inhibition of these two
enzyme systems. Drugs Metabolized by Cytochrome P450 Isoenzymes: Venlafaxine i rs a relatively weak inhibitor
of CYP2D8. Venlafaxine did not |nh|brt CYP1A2 and CYPSAA CVP209 {in vitro), or CYP2C19. imipramine: Venlafaxine
did not affect the PK of i nd 2-0H-i AUC, Cra ad Gy Increased by ~35%
in the presence of venlafaxine, The 2 0H-d&crpram|ne AUCs mcreawd by25-45 fold Imlpramrne did not affect the PK
of ventafaxine and ODV. Risperidone: Veniafaxine slightty inhibited the CYP2D6-mediated metabolism of risperidone to
its active metabolite, &-hydroxyrisperidone, resulting in a ~32% increase in risperidone AUC. Venlafaxine coadministration
did not significantly atter the PK profile of the total active moiety (risperidone plus 9- hydroxynspendone) CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. » In a study of 9 healthy volu , venlafaxine
administration resutted in a 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Crnax.
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 CYP2C 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:
ine did not inhibit the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam

hypertension should be controlled. Regular monitoring of BP is recommended. For patients sustained
increase in BP, consider either dose reduction or discontinuation. Mydriasis—Mydriasis has been reported; monitor
patients with ra|sed mtrancular pressure-or at risk of acute namow-angle glaucoma (angle-closure glaucoma).
PRECAI XA, Abrupt discontinuation or dose reduction
of venlafaxine at vanous doses is associated with new symptoms, the frequency of which increased with increased
dose fevel 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, iritability, lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances
{e.g., paresthesias suchas electric shock sensanons) somnolence, sweatmg, tinnitus, tremor vertigo, and vomiting.
Manitor patients when i A gradual reduction in the dose rather than abrupt cessation is
recommended. If intolerable ogcur g a d in the dose or upon discontinuation of treatment,
consider resuming the previously prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
Insornnla 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 led 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 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. n 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 foss alone or in combination with
other products. Pediatric Patients. 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% of Effexor XR
patients vs. 3.6% of placebo patients; P<0.001) and the SAD sludy {47% of Effexor XR patients vs. 14% of placebo
patients; P<0.001). Weight loss was not limited to patients with anorexia appetite).
Children and adolescents in a 6-month MDD 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 okd than for adolescents >12 years old. Changes in : 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);
F—o 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=1 47). During the
16-week, placebo-controfled SAD study, both the Effexor XR (n=109) and the placebo (n=112) patients grew an
average of 1.0 cm. In the 6-month MDD 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
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above). MAOIs: See CONTRAINDICATIONS and WARNINGS. CNS-Active Drugs: Use caution with concomitant use
of venlafaxine and other CNS-active drugs. Serotonergic Drugs and Triptans (see WARNINGS: Serotonin
Syndrome): Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is
advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRIs, other SNRIs, linezolid, lithium, tramadol, or St. John's wort. If concomitant treatment
of Effexor XR with these drugs is clinically warranted, Careful observation of the pa’aem is advised, particularly dunng
treatment initiation and dose increases. The concomitant use of B XR with tryptophan supplements is
recommended. Therapy (ECT): There are o clinical data establishing the benefit of ECT combmed
with Effexor XR treatment. Carcinogenesis, Mutagenesis, Impairment of Fertility— : 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 0DV 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. ODV elicited a clastogenic response in the in vivo chromesomal 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—— Terafogenic Effects—Pregnancy €. 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. Effects: Neonates exposed to Effexor XR {ate 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 dlfﬁcuhy vomiting, hypoglycemia, hypotonia, hypertonia, hypemefiexia, tremor,
jitteriness, inritability, and constant crying. This is consistent with a direct toxic effect of SNRis or a drug discontinuation
syndrome. In some cases, it is with 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 frimester. 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 fo discontinue nursing or to
discontinue the drug, taking into accourt the importance of the drug to the mother. Pediatric Use—Safety and
ffe in the pediatric ion 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 (sce PRECAUTIONS-General, Chianges in Heightand 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 XR for pediatric patients has not been assessed for chronic treatment >6
months. n studies in patients aged 6-17, biood pressure and cholesterol increases considered fo be clinically refevant
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wers similar to that observed In adult patients. The precautions for adufts apply to pediatric patients. Geriatric
Use—No overall differsnces 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: Assoclated 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 hypertensm diarthea, paresthesia, tremor, abnormal ]
(mostly blurred) vislon abnormal {mostly delayed) ejacuiatlon asthenia, vomiting, nervousness, headache,
vasodilatation, fnlnklng abnonnal decreased libido, and sweating. Commonly Observed Adverse. Events in
Controlled Cilnical THal MDD, GAD, SAD, a and PD—Body as a Whole: asthenia, headache, flu syndrome,
accidental injury, abdomlnal pain. Cardiovascular: vasodilatation, hypertension, palpﬁaﬁon ngsm nausea,
constipation, anoraxia, vomiting, fiatulence, dianhea, eructation. Mgmmmmjﬂgnal weght loss. Nervous System:
dizziness, somnolence, insomnia, dry mouth nervousness, abnormal dreams, tremor, depression, hypertonia,

paresmem libido decreased, agitation, annety, twitching. msmmmm pharynglﬁs yawn, sinusitis. Skin:

ng. Special Senses: abnormal vision. Urogenital System: abnormal ejaculation, impotence, orgasmic
dysfuncﬂon {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 frials and a mean increase in pulse rate of 4 beats/min in
SAD trials. (See WARNINGS-Sustalned Hypertansion). 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 Eveluation of :

Effoxor and XR—N=6,870. “Frequent":evems occuring in at least 1/100 patients; “infrequent”=1/100 to
1/1000 patients; “rare’ " <fower than 1/ 1000 patients. Body as a whole - Frequent: chest pain substemal, chills, fever, / ) 14' /ﬁ’(’ﬁ,}{a‘f}
neck pain; Infrequent: face edema, intentional injury, malaise, monlfiasis, neck rigidity, paivic paln, pmtosenslﬂvrty .
reaction, suicice attempt, wihdrawal syndrome; Rare: appendlclﬁs bacteremia, carcinoma, cellultis. :
et lFre%uepré% mllgralne,npgﬂu{al hyp?tensd||on dtact}yca{d‘la Ir}f‘;’e?uetnt %r}glna ?decthonsd )arrhythmna, is a unique patient support
extrasystoles, hypotension, peripheral vascufar disorder (mainly cold feet and/or cold hands), syncope, : .
ool har ot s, i 1t et ety B, Dy, s b bk and education program that is
capillary fragility, ce ischemia, coronary artery dissase, congestive failure, he ematoma, i
crdo: Iﬂgmlm | (mmw mm joreos amortege, ool ’,;f,lfam designed ‘cofh(lelp;1 you foster
pallor, sinus mia. - Frequent: increase squent: bruxism, colitis, dysphagia,
tongue edema, esophaghtis, gastritis, gastroenteritis, gastrointastinal ulcsr gingivitis, glossitis, rectal hemonhage, successtul t erapy
hemorrhoids, melfena, oral rnonlllasls stomatitis, mouth ulceration; Rare: abdominal distansion, biliary pain, cheilits,
cholecystitis, cholelithlasis, esuphageal spasms, duodenitis, hematames!s, gastroesophageal reflux disease,
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileftis, jaundice, Intestinal obstruction, liver tendemess,
parotitis, periodontitis, proctitis, rectat disorder, sallvary gland enlargement, increased salivation, SOt stools, tongue
discoloration. Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism, hypothyroidism, thyroid nodule
thyroiditis. Hemle and lymphatic svatem - Frequent: ecchymosis; Infrequent: anemia, leukocytosls, lsukopenia, .
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time Increased, cyanosis, eosinophilia, D / 4' 0 UeS'
fymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight
gain; Infrequent; elkaline phosphatase increased, dehydration, hypercholesteremia, hyperglycemla, hypenlpemia :
fypoglycemia, hypokalemia, SGOT Increased, SGPT Increased, thirst; Rare: aicohol intolerance, bilirubinernia, BUN offers patients access to a call
Increased, creatinine increased, diabetes meliitus, glycosuna gout, healing abnormal, hemochmmatos!s . s
nypertr:‘alcl?]u{la,lh{perkamla Ihyperphosphatemla hyperuncemlaFrgypocgglmestelremlﬁmzypogaﬁma, center to speak with a health care provider
ypophosphatemia, hypoprotsinemia, uremia. Musculoskeleta system - Frequent ralgia; uen S, . .
arthrosis, bone spurs, bursits, leg cramps, myasthenia, tenosynovitis; Rare: bone pain, pathological fracturs, muscle for patient support and education
cramp, muscle spasms, musculoskeletal stiffness, myopathy, ostsoporosis, osteosclerosls, plantar fascers to reinforce your efforts
rheumatoid arthritis, tendon rupture. Ngmgs_m_m - 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, neuraigia, neuropathy, psychosis, selzure, abnormal speech, stupor,
suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia,
bradykinesia, bucooglossal syndrome, cersbrovascular accident, feeling drunk, loss of consciousness, delusions,
dementia, dystonia, energy increased, facial paralysis, abnormal gatt, Guiliain-| Baré syndrome, homicidal ideation,
hyperchlofnydna hypokinesia, hysterla, Impulse confrol difficuities, libido Increased, motion sickness, neuntls,
nystagmus, paranoid reaction, paresis, psychotic depression, refiexes decreasad, reflexes increased, torticollis.
- Frequent cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,
pwy';pgnllen}ﬂaﬂon Iggynglsn'lus Iaryngllﬂs pneumowe vmcle alteration; Rare: atelectasis, hemoptys;;, hyp%\t/enﬁlmns,
xla, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pru ‘ i
e o el e e e e D e s
s, arythema im, exfoliative derm; no ar joral in discoloration, furunculosis, ., abou ese
hirsutism, leukoderma, miliaria, petechial rash pruritic rash, pustular rash, vesicuiobullous rash, sebormea skin . .pa lenT .Ca 510 You;
atrophy,skin hypertrophy, skin striae, sweating decraased. Special sefises - Frequent: abnormaly of accommodation, b their physician
mydriasis, taste perversion; Infrequent: conluncﬂvnls diplopia, dry eyes, eye pain, hyperacusis, ctitis media, parosmia, :
photophobia, taste loss, visual field defect, Rare: bispharitis, cataract, chromatopsia, conjunctival edema comeal )
lesion, deafness, exophihalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
karaﬁﬂs labyrinthitis, miosis, papllledema, decreassd pupiliary reflex, ofitis externa, sclerttis, uveltis.

- Frequent: prostatic disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
Infrequent albuminuria, amenorrhea, cystitis, dysuria, hematuria, kidney caiculus, kidney pain, leukorrhea,
menorhagia, metromhagla, nocturla, brest pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaglnltls Rare; abortion, anuria, balanitis, bladder pain, breast dlscharge breast
angorgement, breast enlargement, endometriosis, female lactation, ﬂbrocysﬂc breast, calcium crystalluria, cervicitis,
orchitis, ovarian cyst, prolonged eraction, gynecomastia (male), hypomenonhea kidney function abnormal, mastitis,
menopause, pyelonephritis, oliguria, salpingitis, urolithiasis, uterine hemorhage, uterine spasm, vaginal dryness,
Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
Increased, desp vein thrombophlebitis, delirium, EKG abnormalities such as QT prolongation; cardiac arrhythmias
including "atrial fibrillation, supraventricular ?achycardla ventricular extrasystoles, and rare reports of ventricular
fibrillation and ventricular tachycar ia, Including torsades de pointes; epldsrmal necrosis/Stevens-Johnson syndrome,
erythema muttiforme, extrapyramidal symptoms (including dyskinesia and tardive dyskinesia), angle-closure
glaucoma, hemormage (lncludlng eye and gastrointestinal bleeding), hepatic events (Including GGT elevation;
abnormalities of unspesified liver function tests; liver damage, necrosls, or failure; and fatty fiver), interstitiat Iung
digease (ncluding pulmonary eosinophilia), lnvolumary movements, LDH Increased neumleptc malignant syndrome-like
events (including a case of a 10-ysar-old who may have been taklng methylphenldate was treated and recovered),
neutropenia, night sweats, pancreatitis, pancytopenia, panic, prolactin increased, renal fallure, rhabdomyolysis,
serotonin syndrome, shock-ike elsctrical sensations o tinnitus (in some cases, subsequent o the discontinuation of
venlafaxine or tapering of dose), and SIADH (usually in the eiderly). Elevated clozaplne levels that wers temporally
associated with adverse events, including seizures, have been reported following the addition of venlafaxine. increases
in prothrombin time, partial thrombopiastin time, or INR have been raported when veniafaxine was given to patients
on warfarin therapy. DRUG ABUSE AND DEPENDENCE: Effaxor XR Is not a controlled substance. Evaluate patients
carefully for history of drug abuse and observe such patlents closely for signs of misuse or abuse. GVERDOSAGE: The
most commonly reported events in overdosage include tachycardia, changes in evel of consciousness (ranging from
somnolence to coma), mydriasis, ssizures, and vomiting. Electrocardiogram changes (eg, prolongation of QT interval,
bundle branch block, QRS prolongation), ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo,
liver necrosis, serotonin syndrome, and death have been reported. Published retrospective studies report that
venlafaxine overdosage may be assoclated with an increased risk of fatal outcomes compared to that observed with
SSR! antidepressant products, but lower than that for tricyciic antidepressants. Epidemiological studies have shown
that venlafaxine-treated patients have a higher pre-existing burden of suicide risk factors than SSRI-treated patients.
The extent to which the finding of an Increased risk of fatal outcomes can be attributed to the toxicity of venlafaxine
in overdosage as opposad to some characteristic(s) of venlafaxine-treated patients is not clear. Treatment should
consist of those general measures employed In the management of overdosage with any antidepressant. Ensure an
adequate airway, oxygenation and ventilation. Monttor cardiac tythm and vital signs. General supportive and
symptomatic measures are also recommended. Induction of emesis is ot recommended. Gastric lavage with a large
bore omgasn'lc tube with appropriate airway protection, f needed, may be indicated if parformed soon after ingestion
orin sym patients. Activated charcoal should be administared. Dus o the large volume of distribution of this
drug, forced diuresis, dlalysts hemoperfusion, and exchange transfusion are unlikely to be of benefit. No specific
antidotes for veniafaxine ara kniown. In managing overdosage, consider the possibllity 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 informfation for dosing instructions. Switching Patients to or From an
MAOI—A least 14 days should elapse between discontinuation of an MAOI and Inttiation of merap*whh Effexor XR.
At least 7 days should be allowed after smppin%e ffexor XR befora starting an MAQI (see CONTRAI ATIONS and
WARNINGS). This brief summary s based on Effexor XR Prescribing Information W10404C025, revised August 2006.
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Too many times I've seen how quickly the
devastating effects of bipolar disorder can impact

my patients’ lives and the damage that each

episode can cause.

Families torn apart. ,
Careers ravaged.
Relationships destroyed.

The stakes are high.

As a doctor, I fight every day to make sure that
bipolar disorder will not win out.
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