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Vyvanse™ {lizdexamfetamine dimesylale) 4]}
BRIEF SUMMARY: Consult the Full Prescribing Information for complete product information.

AMPHETAMINES HA\IE A HIGH PUIENTIAL FOR ABUSE ADMIIIISTRATIDN OF AMPHETAMINES FOR PROLONGED
PERIODS OF TIME MA DRUG DEPENDENCE. PARTI IN SHOULD BE PAID TO THE POSSIBILITY OF SUBJECTS
OBTAINING AMPNETAMINES FOR NUN TNERAPEUTIC USE I]R DISTRIIUTIDH TO OTHERS AND THE DRUGS SHOULD BE PRESCRIBED
OR DISPENSED SPARINGLY.

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

Rx Only

INDICATIONS AND USAGE
Vzvanse is indicated for the treatment of Attention-Deficit/Hyperactivity Disorder (ADHD).
The sfficacy of Vyvanse in the treatment of ADHIJ was established on the basis of two controlled trials in children aged 6 to 12, wha met
DSM-Iv" criteria for ADHD (see CLINICAL TRIALS).
A diagnosis of Atention-Deficit/Hyperactivity D»smder §ADHD DSM-IV) impies the presence of hyperactive-impulsive or inatientive

symptoms that caused impairment and were present befors age 7 years. The symptoms must cause clinicalty significant impairment, in
social, academic, or occupational functioning, and be present in two or more settings, e.g., at school (or wurk) and at home. The
symptoms must not be better accounted for by another mental disorder. For the Inattentive Type, at least six of the following symptoms
must have persisted for at least 6 months: lack of attention to detalls/careless mistakas; lack of sustained attention; poor fistener;
failure to follow through on tasks; poor organization; avoids tasks requiring sustained mental effort; loses things; easlly dlstrac(ed
forgatful. For the Hyperactive-Impulsive Type, at least six of the following symptoms must have perslsted for at laast 6 months:
loaving seat; i difficulty with guiet activities; “on the go"; excessive talking: blurting
answars; can't wait turn; intrusive. The Combined Type requires both inattentive and hyperannve impulsive criteria to be met.
Special nllnnnsllc Consideratlons: Specific enclo?y of this syndrome is unknown, and there is no single diagnostic test. Adequate
diagnosis requires the use not only of medical but of special psychological, educalmnal and social resources. Learning may or may not
be impaired. The diagnosis must ¥Je based upon a complete history and evaluation of the child and not solely on the presence of the
required numbar of DSM-IV" characteristics.
Need for Comprehanslve Treatment Program: Vyvanse is indicated as an integral part of a total treatment program for ADHD that ma%/
include other measures (psychological, educational, social) for patients with this syndrome. Orug treatment may not be indicated for all
children with this syndroms, Stimulants are not intended for use in the child who exhibits symptoms secondary to environmental factors
and/or other pnmarx Fsychlamc disorders, including psychosis. Appropriate educational placement is essential and psychosocial
intervention is often helpful. When remedial measures alone are insufficient, the decision to prescribe stimulant medication will depend
upon the ph{l ician's assessment of the chronicity and severity of the child's symptoms,
Long-Term Use: The eftactiveness of Vyvanse for long-term use, i.e., for more than 4 weeks, has not been systematically evaluated in
controfled trials. Therefors, the physician who elects to use Vyvanse for extended periods should periodically re-evaluate the long-term
usefulness of the drug for the individual patient.

CONTRAINDICATIONS

Me'r{'renamme t;;herapy—unnary excretion of amphetamines is increased, and efficacy is reduced by acidifying agents used in
methenamine
Norepinephring — Amphetamines enhance the ad(energm effect of norepmephnne
Phenobarbital— Amphetamines may delay intestinal absorption of istration of
gnerg\st\c anticonvulsant action.

henytoin —. Ampne(ammes may defay intestinal absorption of phenytoin; co-administration of phenytoin may produce a synergistic
anticonvuisant am

IS

may produce a

ises of overdosage, CNS stimulation is potentiated and fatal convulsions can occur.
Veratrum alkaloids inhibit the ive effect of veratrum alkaloids.

Drug/Labaratory Test Interactions: Amphewmmes can cause a significant elevation in plasma corticosteraid levels. This increase is
graatssl in the evening. Amphetamines may interfere with urinary steroid determinations.

arcinogenesis/Mutagenasis and impairment of Fertility: Carcinogenicity studies of lisdexamfatamine have not been performed.

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 § mg/kg/day in male and female rats.
Lisgexamtetamine dimesylate was not clastogenic in the mouse bone marrow micronucleus test in vivo ang was negative when tested in
the £ cofiand . typhimurium components of the Ames test and in the L5178Y/TK*" mouse lymphoma assay in vitro.

Amzponeta(/v;m/% (d to| enantiomer ratio of 3:1) did not adversely aftect fertility or early embryonic development in the rat at doses of up
10 20 mg/kg/day.

Prunnancy Pvegnancy Category C. Reproduction studies of lisdexamfstamine have not been performed.
Amphetamine (d to | enantiomer ratio of 3:1) had no apparent effects on embryofetal morphological development or survival when
orally administered to pregnant rats and rabbits throughout the period of organogenesis at doses of up to 6 and 16 mg/kg/day,
respectively. Fetal matformations and death have been reported in mice following parenteral administration of dextroamphetamine doses.
of 50 mg/kg/day or greater to pregnant animals. Adminisiration of these goses Was also associated with severe maternal toxicity.
A number of studies in rodants indicate that prenatal or early postnatal exposure to amphetamine (d- or d,i-) at doses similar to those
used cfinically can result in long term neurochemical and behavioral alterations. Reported behavioral effects include learning and
memory deficits, altered locomotor activity, and changes in sexual function,
There are no auaquate and well-controlled studies in pregnant women. Thers has been ane report of severe congenital bony deformity,
trachgo-esaphageal fistula, and anal atresia (vater association) in a baby born to a woman who taok dextroamphetamine sulfate with
fovastatin during the first trimester of pregnancy. Amphetamines should be used during pregnancy only if the potential benefit justifies
the potential risk to the fetus.
Nonteratagenic Etfets: Infants born to mothers dependent on have an increased risk of premature defivery and low birth weight.
Also, these infants may experience symptoms of withdrawal as demonstrated by dysphoria, including aunauon and slgmﬁcam lassitude.
Usanu in Nursing Mathers: Amphetamines are excreted in human milk, Mothers taking amphetamines should be advised to refrain from

Padlamc Use: Vyvanse is indicated for use in children aged 6 1o 12 ye:
A s\udz was conducted in which juvenile ras received oral doses of 4 10 or 40 mosko/day of fistexamfetaming from day 7 te ﬂay 3 of
2ge These doses are approximately 0.3, 0.7, and 3 times the maximum ‘recommended human daily dose of 70 mg on’'a mg/m? basis.

Advanced arteriosclerosis, symptomatic cardiovascular disease, moderate to severe known
or idiosyncrasy to the sympathomimetic amines, glaucoma.

Agitated states.

Patients with a history of drug abuse.

During or within 14 days following the administration of oxidase inhibitors

crises may result).

RNINGS
Serlous Cardlovascular Events
Sudden Daath and Pre-exIsting Siructural Cardiac Abnarmalities or Other Serlous Heart Problems
Children and Adolescents
Sudden death has baen reported in association with CNS stimulant treatment at usual doses in chiidren and adolescents with structural
cardiac abnormalities or other serious heart problems. Although some serious heart prablems alone carry an increased risk of sudden
death, stimulant products ganerally should not be used in children or adolescents with known serious structural cardiac abnormalities,
cardiomyopathy, serious heart thythm abnormalities, or other serious cardiac problems that may place them at increased vulnerability to
tAh; fympamnm\ms(m effects of a stimulant drug (ses CONTRAINDICATIONS).
ults

Sudden deaths, stroke, and myocardiat infarction have been reported in adults taking stimulant drugs at usual doses for ADHD. Although
the role of stimulants in these adult cases is also unknown, adults have a greater likelihood than children of having serious structural
cardiac abnormalities, cardiomyopathy, serious heart riythim abnormaities, cumnaﬁ/ anery disease, or other serious cardiac problems.
Adults with such abnormaliies should also generally not be treated with stimulant rugs {see CONTRAINUICATIONS)
Hypartanglon and other Cardiovascular Conditions

timulant medications cause a modest increase in average blood pressure éabnut 2-4 mmHg) and average heart rate (about 3-6 bpm), and
individuals may have larger increases. While the mean changes alone would not be expected to have short-term consequences, all patients
should ba monitored for larger changes in heart rate and biood pressure. Caution is indicated in treating patients whose underlying
medical conditions might ba compromised by increases in blood pressura or heart rate, e.g., those with pre-existing hypertension, heart
failurs, recent myocardial mVam\on or ventricular arrhythmia (see CONTRAINDIGATIONS)
Assessing Cardiovascular Status in Patients being Treated with Stimulant Medications
Children, adolescents, or adults who are being considered for treatment with stimulant medications should have a careful history (including
assessment for a family history of sudden death or ventricular arrhythmia) and physical exam to assess for the presence of cardiac disease,
and should recaive further cardiac evaluation if findings suggest such disease (e.g. electrocardiogram and echocardiogramy. Patients who
develop symptoms such as exertional chest pain, unexplained syncope, or other symptoms suggestive of cardiac disease during stimulant
treatment should undergo a prompt cardiac evaluation.
Psychiatrlc Advarse Events
Pre-Exisling Psychosis
Adminlstration of stimulants may exacerbate symptoms of behavior disturbance and thought disorder in patients with pre-existing
gsychonc disorder.

Ipolar lliness
Particular cars 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 comorbid
deprassive symptoms should be adequately screened to determine if they are at risk for bipolar disorder; such screening should include
a detailed psychiatric history, mcludm? a family history of suicide, bipolar disorder, and depression.
Emergenca of New Psychotic or Manic Symptoms
Treatment emergent psychatic or manic symptoms, e.g., hallucinations, delusional thinking, or mania in children and adolescents without
prior history of psychotic iliness or mania can be caused by stimulants at usual doses. If such symptors occur, consmeralmn should be
given to a possible causal role of the stimulant, and discontinuation of treatment may be appropriate. In a pooled analysis of muttiple
short-term, placebo-controlled stugies, such symptoms occurred in about 0.1% (4 patients with events out of 3482 exposed to
:\elhylpl;amdale or amphetamine for several weeks at usual doses) of stimulant-treated patients compared to O in placebo-treated patients.

goression
Aquesslve nehavmr or hostility is often observed in children and adolescents with ADHD, and has been reparted in clinical trials and

rience of some indicated for the treatment of ADHD. Although there s no systematic avidence that

strmulanls cause aanesslve behavior or hostility, patients beginning treatment for ADHD should be monitored for the appearance of or
worsening of aggressive behavior or hostifity.
Long-Term Suppression of Growth
Caretul follow-up of WSI?M angd height in children ages 7 to 10 years who were randomized to either methylphenidate or non-medication
traatment groups over 14 months, as well as in naturalistic subgroups of newly methylphenidate-treated and non-medication treated
children over 36 months (to the ages of 10 to 13 years), suggests that consistently medicated children {i.e., treatment for 7 days per week
throughout thsgear) have a temporary slowing 0 growth rate (on average, a total of about 2 cm less growth in height and 2.7 kg less growth
in weight over 3 years). without evidence of growth rebound during this period of development, In a controlled triat of amphetamine (d to
| snantiomer ratio of 3:1) in adolescents, mean weight change from baseline within the initial 4 weeks of therapy was —1.1 lbs. and 2.8
Ibs., respactivaly, tor patients receiving 10 mg and 20 mg of amphetamine éd to | enantiomer ratio of 3; 1L Higher doses were associated
with qgreater weight loss within the initial 4 weeks of treatment. In a controlled trial of lisdexamfetamine in children ages 6 to 12 years, mean
weight foss from baseline after 4 wesks of therapy was -0.9, -1.9, and -2.5 b, respectlvely, for patients receiving 30 mg, 50 mg, and 70 mg
of lisdexamitaming, compared 1o a 1 10 weight gain for patients receiving phce Highey toses were associated with greater weight loss
with 4 weeks of treatment. Caretu follow-up for weight in children ages 5 to 12 years who received lisdexamfetamine over 12 manths
suggests that consistently medicated children (i.e., treatment for 7 days per week thmu?hout the year) have a slowing in growth rate
measured by body weight as demonstrated by an age- and sex-normalized mean change from baseline in Eercenme of -13.4 over 1 year
{average parcentile at baseline and 12 months, were 50.6 and 47.2, respectively). Therefore, growth should be monitored during treatment
;«n'n stimulants, and patients who are not growing or gaining weight as expected may need to have their treatment interrupted.

elzures
There is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior history of seizure, in patients
with prior EEG abnormalities in absence ot seizures, and very rarely, in patients without a history of sizures and no prior EEG evidence
of seizures. In ms presence of seizures, the drug should be discontinued.
Visual Disturbans
Ditficuities with accnmmndanun and blurring of vision have been reported with stimulant treatment.

PRECAUTIONS
Genaral: The least amount of Vyvanse feasible should be prescribed or dispensed at one time in order to minimize the possidility of
overdosage. Vyvanse should be Used with caution in patients who use other sympathomimetic drugs.
Tics: Amphetamines have bsen reported to exacerbate motor and phonic tics and Tourette’s syndrome Therefore, clinical evaluation for
tics and Tourstte's syndrome in children and their families should precede use of stimulant medications.
Information for Patients: Amphetamines may impair the ability of the patient to engage in potentially hazardous activities such as operating
machnery or vehicles: the patient should therefore be cautioned accordmgrr
Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits and risks associated
with treatment with lisdexamfetamine and should counsel them in its anyfvopnale use. A patient Medication Guide is available for Vyvanse.
“The prescriber or heafth professional should instruct patients, their families, and their caregivers Yo 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
ah(ainl a'nswevls to any questions they may have. The complete text of the Med\cation Guide is reprinted at the end of this document.

rug Inferactions:
Urinary acidifying agents — These a?ents (ammonium chloride, sodium acid gnospnate‘ etc.) increase the concentration of the ionized
spec;‘es of the amphetamine moleculs, thereby increasing urinary excretion. Both groups of agents lower blood levels and efficacy of
amphetamines.
Adrenergic biockers — Adrenergic hlockers are inhibited by amphetamines.
Anr«depressams tricyciic —Ampnetam nes may enhance the activity of tricyclic antidepressants or sympathomimetic agents; d-
d possibly other tricyclics cause striking and siistained increases in the concentration
of d- amphetamms in the brain; cavdlovasculav eﬂec(s can be potentiated.
MAQ inhibitors —MAQI anndepressams as well as a mefabolite of furazolidone, slow amphetamine metabolism. This slowing
potentiates amphetamines, increasing their effect on the release of nmepmephrme and other monoamines from adrenergic nerve
endings; this can cause headaches and other signs of hypertensive crisis. A variety of toxic neurological effects and malignant
hyperpyrexia can occur, sometimes with fatal results.
Antitistamines — Amphetamines may counteract the sedative effect of annms(ammes

may antagonize the

Chlorpromazine — Chlorpromazine blocks dopaming and norepmephnne receptors thus inhipiting the central stimulant effects of
amphetamines and can be used to treat amphetamine poisoning.
Ethosuximide —Amphstamines may delay intestinal absorption of ethosuximide.
Haloperidol —Haloperidol blocks dopamine receptors, thus inhibiting the central stimulant effects of amphetamines.
Lithism carbonate — The anorectic and stimulatory effects of amphetamines may be inhibited by ithium cashonate
Meperidine — Amphetamines potentiate the analgesic etfect of meperidine.
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lated decreases in food budywelght gain, and crown-rump length were seen; after a four week drug-free recovery
period and p lengths ha recovered in females but were still subs(anually reduced in males. Time to
vaginal opening was de}ayed in females at the highest dese, but there were no drug effects on fertility when the animals wers mated
beginning on day 85 of age,
In a study in which |uvemle dogs recsived lisdexamfstamine for 6 manths beginning at 10 weeks of age, decreased bodyweight gain was seen
atall doses tested (2, 5, and 12 mg/kg/day, which are approximatsly 0.5, 1, and 3 fimes the maximum recommended human-daily dose on a
mg/m basis). This eﬂect rtially or 'u\l reversed during a four week drug-free recovery period.
Use in Children under Six Years nl ige: Lisdexamfetamine dimesylate has not been studied in 3-5 year olds. Long-term effects of
amphetamines in children have not been well established, Amphetamines are not recommendad for use in children under 3 years of age.
Geriatric Use: Vyvanse has not been studied in the geriatric population.
ADVERSE EVENTS
The premarketing development program for Vyvanse included exposures in a total of 404 participants in clinical trials (348 chlamn patients
and 56 healthy adult subjacts). Of these, 348 pediatric patients éages 6 to 12) were evaluated in two controlled clinical studies {one
parallel-group and one crossover), one open-label extension study, and one single-dose chinical pharmacology study. The information
included in this section is hased on data from the d-week parallel-group controlled clinical trial in pediatric gat\ents with ADRD. Adverse
reactions were assessed by collecting adverse events, results of physical examinations, vital signs, wlehts, laboratory analyses, and ECGs,
Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical investigators using terminology of
their own choosing. Consequently, it is not possible to provide a meaningful estimate of the proportion of individuals experigncing
adverse events without first grouping similar types of events into a smaller number of standardized event categories. In the tables and
listings that follow, MedRA terminology has been usad 1o classity 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 liste
Adversa events associated vnm discontinuation of treatment: Ten percent (21/218) of Vyvanse-traated patients discontinued due to
adverse events compared to 1% (1/72) who recsived placebo. The most kequent adverse events lgading to discontinuation and considered
to be drug-related (i.e., leading to in a! least 1% of Vy d patient s and at a rate at least twme tna( of p\aceboj were
ECG voitage criteria for ventricular tic, vomiting, insomnia, ang rash é
Adverse events occurring in a cnmrolluf frial: Adverse ovents reported in a 4-week clinical trial in pediatric panams (rea(ed with

Kvanse or placebo are presented in the table below,

e prescriber should be aware that these figures cannot be used to predict the incidence of advarse events in the course of usual
‘medical practice where patient characteristics and other factors dffer from those which prevailed in the clinical triais. Similarly, the cited
frequencies cannot be compared with figures obtained from other clinical investigations involving ditferent 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 poputation studied.

The following adverse events that occurred in at teast 5% of the \lf/vansa patients and at a rate twice that of the placebo amup {Table 1): Upper
abdominal pain, decreased appetite, dizziness, dry mouth, irritability, insomnia, nausea, vommnq and decreased waight.

The following additional adverse reactions have
Table 1 Adverse Events Reported by 2% or Mors of Pediatric Patisnts feen assoclauled with the use of amphetaming,
Taking Vyvanse in a 4 Waek Clinical Trial z {d to | enantiomer ratio of 3:1), or
yvanse:
Bady System Preferred Term Il(\y:za?g? mi%ezbju C1amhi\c\(7a§cular: Palpimtiz;drl;, tacgyc&rdia‘ a\avaléon\
of biood pressure, sudden dea ocardia
Gastrointestinal Abdominal Pain Upper 2% 8% infarction. ?[here have been isolated Teypans of
Disorders E;)‘/‘s"ggum gan g:;" card;‘m‘wyopamy associated  with  chronic
2 o o} amphetamine u
Vomiting 9% 4% Central Nervous System: Psychotic episodes at
General Disorder recommended doses, overstimuiation, restless-
and Administration ness, dizziness, euphorla dyskinesia, dyspnuna
Site Conditions Pyrexia 2% 1% depression, tremor, headachs, exacerbation of
— Weight Decreased A T g;‘olts’re:ng(m(;mc tics and Tourette’s syndrome,
Metabolism and Nutrition  Decreased Appetite 39% 4% s z of the mouth,
Nervous System Dizziness 5% 0% unpleasant taste, diarrhiea, constipation.
Disorders Headache 12% 10% Allergic: Urticaria, hypsrsensmvny reactions
2% 1% |rLcIudmg anqlo'egemas?nd arjjapnnyla)usS Sgrmus
= T skin rashes, including Stevens Johnson Syndrome
Psychiatric Disorders {“‘9”" I‘“D'“‘V ! 3:;" O and toxic epldermal necrolysis have been reporled.
g' ial n:omma 0% %“ Endocrine: Impotence, changes in libido.
o o
Irritability 10% 0% DRUG ABUSE AND DEPENDENCE
Tic 2% 0% Controlled Substance Class
T and Suboutancons ;/mgsnecés classifled as a Schedule II controlled
Tissue Disorders Rash 3% 0% have been extensively abused,
Note: This table only includes those events for which the incidence in patients | Tolerance, extreme psychulomcal dependence, and
taking Vyvanse is greater than the incidence in patients taking placebo. severe social disability have occurred. There are
patients who have increased the dosage

to levels many times higher than recommended. Abrupt cessation following prolonged high dosaue administration results in extreme fatigue
and mental depression; changes are also noted on the sleep EEG, Manifestations of chronic intoxication with amphetamines may include
severe dermatoses, marked insomnia, irritability, hyperactivity, and personality changes. The most severe manifestaticn of chronic
intoxication is psychosis, often clinically mdlstmgmshahle from schizophrenia,

Human Studies

In'a human abuse liability study, when equivalent oral doses of 100 mg lisdexamfetamine dimesylate and 40 mg immediate release
d-amphetamine sulfate were administered to individuals with a history of dru abuse, lisdexamfetamine 100 mg produced subjective
responses on a scale of “Drug Liking Effects” “Amphetamine Effects”, “Stimulant Effects” that were sigrificantly less than
d-amphetamine immediate refease 40 mg. However, oral administration of 150 mg lisdexamfetamine produced Increases in positive
S}Jbleﬁ“\’e rasponses on these scales that were, s(anstlca\ly indistinguishable from the positive subjective responses produced by 40 mg
of oral e e and 200 mg of

C-1V).
to individuals with a mslmy of drug abuse produced positive subjective
responses on scales measurmg “Dmu Liking", “Euphoria”, “Amphetamine Effects”, and “Benzedrine Effects” that were greater than
placebo but less thart those produced by an equivalent dose (20 mg) of intravenous - -amphetamine.
Animal Studies
In animat studies, lisdexamfetamine groduced behavioral effects guamaﬂvely sumlar to thuse of the CNS stimulant d-amphetamine. In
monkeys trained to seff-administer cocaine, intravenous aintai at a rate that was statistically
less than that for totaine, but greater than hat of placeno.

OVERDOSAGE
Individual response to amphetammes varles wuie{y Toxic symptoms. may occur idiosyncratically at Iow doses.
ptoms: f acute with include apid respiration,

confusion, assauitiveness, na\lucmanans pamc states, hyperpyrexla and rhabdomyalysis. Fatigue and depression usually follow the

central nervous system stimulation. C: stfects include and circulatory collapse.

Gastrointestinal symptems includs nausea, vomiting, diarrhea, and abdominal cramps. Fatal poisoning is usually preceded by

convulsions and coma.

Treatment: Consult with a Certified Poison Control Center for up to date guidance and advice. Management of acute amphetamine

intoxication is largely symptomatic and includes gastric (avage, agministration of activated charcoal. administration of a cathartic and

sedation, Experience with hemadialysis or peritoneal dialysis is inadequate to permit recommendation in this regard. Acidification of the

uring increases amphetamine excretion, bul rs Del\eved to increase risk of acute renal failure if myoglcbmuna is present. If acute severe
sage, been suggested. However, a

graduat drop in biood pressure will usually resu\t when sufficient sedation has heen achieved. Chlmpvomazme antagonizes the central

stimuiant effects of amphetamines and can be used to treat amphetamine intoxication

The prolonged refease of Vyvanse in the body should be considered when treating patlents with overdose.

Manufactured for: New River Pharmaceuticals Inc., Blacksburg, VA 24060. Made in USA.

Distributed by: Shire US Inc., Wag 9087

For more infarmation call 1-800-828-2088, or visit www.Vyvanse.com

Vyvanse is a trademark of Shire LLC.

Copyright © 2007 New River Pharmaceuticals Inc.
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IMPORTANT SAFETY INFORMATION

Vyvanse should not be taken by patients who have advanced arteriosclerosis; symptomatic cardiovascular disease; moderate to severe hypertension;
hyperthyroidism; known hypersensitivity or idiosyncrasy to sympathomimetic amines; agitated states; glaucoma; a history of drug abuse; or during or within
14 days after treatment with monoamine oxidase inhibitors (MAOIs).

Sudden death has been reported in association with CNS stimulant treatment at usual doses in children and adolescents with structural cardiac
abnormalities or other serious heart problems. Sudden deaths, stroke, and myocardial infarction have been reported in adults taking stimulant drugs at usual
doses in ADHD. Physicians should take a careful patient history, including family history, and physical exam, to assess the presence of cardiac disease. Patients
who report symptoms of cardiac disease such as exertional chest pain and unexplained syncope should be promptly evaluated. Use with caution in patients
whose underlying medical condition might be affected by increases in blood pressure or heart rate.

New psychosis, mania, aggression, growth suppression, and visual disturbances have been associated with the use of stimulants. Use with caution in patients
with a history of psychosis, seizures or EEG abnormalities, bipolar disorder, or depression. Growth monitoring is advised during prolonged treatment.

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 uses 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.

The most common adverse events reported in clinical studies of Vyvanse were loss of appetite, insomnia, abdominal pain, and irritability.

Please see Brief Summary of Prescribing Information, including Boxed Warning, on adjacent page.

Reference: 1. Biederman J, Krishnan S, Zhang Y, et al. Efficacy and tolerability of lisdexamfetamine dimesylate (NRP-104) in children with attention-deficit/hyperactivity
disorder: a phase ll, multicenter, randomized, double-blind, forced-dose, parallel-group study. Clin Ther. 2007;29:450-463.

This information is brought to you by

Shire US Inc. (Sh
...your ADHD Support Company™ 1-800-828-2088 www.vyvanse.com ©2007 Shire US Inc., Wayne, Pennsylvania 19087 LDX402 07/07 Ire
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S ti]| depressed?

j Anxiety, insomnia, low energy
zr Currently on an SSRI*

j Still suffering

it may be time to

make 4 Change

Br €4/< @6’) 4 444 /€ with EFFEXOR XR

* Patients currently on an SSRI should be evaluated following an adequate trial.

IMPORTANT TREATMENT CONSIDERATIONS

Suicidality and Antidepressant Drugs

Antidepressants increased the risk compared to placebo of
suicidal thinking and behavior (suicidality) in children,
adolescents, and young adults in short-term studies of Major
Depressive Disorder (MDD) and other psychiatric disorders.
Patients of all ages who are started on antidepressant therapy
should be monitored appropriately and observed closely for
clinical worsening, suicidality, or unusual changes in behavior.
Families and caregivers should be advised of the need for
close observation and communication with the prescriber.
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.
All patients should be monitored appropriately and observed
closely for clinical worsening and suicidality, especially at the
beginning of drug therapy, or at the time of increases or
decreases in dose. Anxiety, agitation, panic attacks, insomnia,
irritability, hostility, aggressiveness, impulsivity, akathisia, hypomania,
and mania have been reported and may represent precursors to
emerging suicidality. Stopping or modifying therapy should be
considered especially when symptoms are severe, abrupt in onset, or not
part of presenting symptoms.

* The development of potentially life-threatening serotonin syndrome may
occur when EFFEXOR XR is coadministered with other drugs that may
affect the serotonergic neurotransmitter systems. Concomitant use of
EFFEXOR XR with MAQIs is contraindicated. If concomitant use of
EFFEXOR XR with an SSRI, SNRI, or a triptan is clinically warranted,
careful observation of the patient is advised. Concomitant use of
EFFEXOR XR with tryptophan supplements is not recommended.

* 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.

* Mydriasis has been reported in association with venlafaxine; therefore,
patients with raised intraocular pressure or those at risk of acute narrow-
angle glaucoma (angle-closure glaucoma) should be monitored.

* 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.

ONCE-DAILY

VENTAFAXINE HCI
EFFEXOR XR :::
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ONCE-DARY
VENIAFAXINE HC/ o

BRIEF SUMMARY. See package Insert for full prescribing information.

Suicidality and Antidepressant Drugs

Antidepressants increased the risk compared to placebo of suicidal ihlnklna and behavlor (sulcldalltz
in children, adolescents, and young adutts in short-term studies of Disorder (M|

and other psychiatric disorders. Anyone considering the use of EFFEXOR XR or any other
antidepressant in a child, adolescent, or young adult must balance this risk with the clinical need.
Short- studies did not show an increase in the risk of suicidality with antidepressants compared
to placeho In adults beyond age 24; there was a reduction in risk with antidep

6-17 grew an average of 0.3 cm (n_122) while placebo patients grew an average of 1.0 cm (n_132) P—U 041, Thls
difference in hergr:ta%%rease was most notable in paﬁents <12.In 8 week MDDgs%rdles Effexor XR

average of 0.8 cm (n=146), while placebo patients vera%otonm(n-tﬂ) Dunngtne1

controlled SAD study, both the E XR(n~109)andthe (=1 12)paﬁm1sgrewanaverageof10cm In
the 6-month MDD study, children and adolescents ncrmes expected based on data from age-
and sex-matched peers. The difference between rates was larger for children <12

years oid than for adolescents >12 % Patients: Treatment-emergent anorexia

was more commonlyrepm‘tedtorEmm 8%) M) paﬁents in MDD studies. The discontinuation
rate for anorexia was 1.0% in MDD studies, Treatment- la was more commonl reponedfor ﬂ‘exanR

wmm&%mummmmasm mtaﬂanrateforamreﬂawaso

-emergent anorexia commonly reported for Effexor XR SAB)M ptacebo (2%)
patients in SAD studies, The discontinuation rate for anorexia was 0.4% for up to 12 weeks In Treatment-
emergent anorexrawasmorecommonly forEffexanH(a%)thanplaeebo (3%) patients in PD studies. The
tion rate for anorexia was 0.4% for Effexor XR patients in 12-week PD studies. Pedlatric Patients.

to
placebo in adults aged 65 and older. Deprassion and certaln other psychiatric disorders are
themselves associated with increases in the risk of suicide. Patlents of all ages who are started on
antldepressant therapy should be monitored appropriately and observed closely for clinical
womnlnuulcldallty, or unusual changes in behavior, Families and caregivers should be advlsed of
the need for close observation and communication with the prescriber. EFFEXOR XR is not a
for use In pediatric patients. & WARNINGS: cllnlcal Womnlny and Suicide Risk, PRECA!
Information for Patients, and PRECAUTIONS: Pediatric Use.)

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
COncomltant use In patients taking monoamine oxidase inhibitors (MAQIs). WARNINGS: Clinical Worsening
and Sulcide Risk—Patients with major depressive disorder éMDD), both adult and pediatric, may experience
worsening of thelr depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
chan ﬁes In behavior, whether or not they are taking antidepressant medications, and this risk may persist until

Decreased appetite was seen in pediatric patients receiving XRInGADandMDDMalsw%ofEﬁexorXR
patients aged 6-17 for up to 8 weeks and 3% of placebo patients had treatment-emergent anorexia. None of the
paﬁenls receiving Effexor XR discontinued for anorexia or weight loss. in the placebo-controlled tri alforSAD 22%and
%ofpatrentsaged817tmtedforupm16weekswm1 r XR and placebo, respectively,
emergent amrexra( ecraasedappet:te) The discontin uanonratesforanorexlawere07%and00"/nforpattens
Effexor XR and respermw ; the discontinuation rates for weight loss were 0.7% for patients receiving
either Effexor XR or placebo. 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 cautiously
in patients wﬂh 4 history of mania. Hyponatremia: Hyponatremia and/or the syndrome of inappropriate antidiuretic
hormone sec! H) may occur with venlafaxine. Consider this in paﬂentsmarevoiume—depleted elderly or
taki u“urehw Soizures: In all premarketing depression trials with Effexor, seizures were reported in 0.3% of
veniafaxine patrents Use in patients with a history of seizures. Dlwominue in any patient who develops
seizures. Abnormal Abnormal bleeding {most commonly ecchymosis) has been reported. Serum
Elevation: Clmtcally relevant increases in serum cholesterol were seen in 5.3% of venlafaxine patlents

significant remission occurs. Suicide is a known risk of depression and certam other
these disorders themselves are the strongest p of suicide. Anti ants may have a role in
inducing of and the of suicidality in certain patlents during the eal g hases
of treatment. Pooled analyses of short-term pTacebo controlled trials of antidepressant drugs (SSRis and
others) showed that these drugs Increase the risk of suicidal thinking and behavior {suicidality) in chitdren,
adolescents, and young adults ?ages 18-24) with MDD and other psychiatric disorders. Short-term studies did
not show an increase in the risk of suicidality with antidepressants compared to placebo in adults beyond age
24; there was a with d to placebo in adults aged 65 and older. The pooled
anagses of placebo-controlled trials In children and adolescents with MDD, obsessive- -compulsive disorder
(oc or other ps chlatrlc disorders inciuded a total of 24 short-term trials of 9 antidepressant grugs in over

patlents. Tl ed analyses of placebo-controlled trials in adults with MDD or other psychiatric
dtsnrders included a totel of 295 short-term trials (median duration of 2 months) of 11

Ch
and 0,0% of placebo patients treated for at least 3 months in triais. COnsIdermeasuremetnofsemm
Interstitial Diseaso and

during Iong -term treatment.
Consider the chest
i should omsider

powbrlrtyoftheeeevenmnvmlafannepaﬂemsmpresent
should undergo a

EffexorXRoauttwsly in paﬂentswnhdlseasesor
conditions that could affect hemodynamic responses or metabolism. Venlafaxine has not been evaluated 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 underlying medical conditions might be compromised by increases In heart rate.
in patients with renal impairment o cirrhosis of the liver, the clearances of venlafaxine and its active metabolites were
decreased prolongrng the elimination half-lives. A lower dose may be necessary use with caution in such patients.

for Patients—Prescribers or other health \d inform patients, helr families, and their

rugs
in over 77,000 patients. There was considerable variation in risk of sulcidality among drugs, but a tendency
toward an increase in the Iyounger patients for almost aif drugs studied. There were differences in absolute risk
of suicidality across the different indications, with the highest incidence in MDD. The risk differences (drug vs.
placebo), however, were relatively stable within age strata and across indications. These risk differences rug-
placebo difference In the number of cases of suicidality per 1,000 patients treated) are provided in Table 1 of
the fuII prescribing information. No suicides occurred in any of the pediatric trials. There were suicldes in the
adult trials, but the aumber was not sufficlent to reach any conclusion about drug effect on suicide. it is
unknown whether the suicidallty risk extends to longer-term use. However, there is substantial evidence from
placebo-controlled maintenance trlals in adults with depressron that the use of antidepressants can delay the
recurrence of depression. Al ts being depressants for any indication should be
monitored appropriately and observed closely for cllnlca| worsenl:y , suicidality, and unusual changes
In behavior, especially during the Initial lew months of a course of drug therapy, or at times of dose
changes, ehher increases or decreases. Anxiety, agitation, panic attacks insomnia, irritability, hostility,
agg! ity, akathisia restiessness), hypomania, and mania have been reported
in adult and pedlatrlc patients belng treated with antidepressants for MDD and other indications, both
psychiatric and nonpsychiatric. Although a causal link the of such symp and either
the worsening of depression and/or the emergence of suicidal lmpulses has not been established, there is
concern that such symp! ay to suicidality. C: should be given
to cnanFlng the therapeutlc reglmen Includlng possibly discontinuing the medication, in patients whose
depression IS persistently worse, or who are experiencing emergent suicidality or symptoms that might be
these are severe, abrupt in onset, or
were not part of the patlent's presentln symptoms. If the declsron has been made to discontinue treatment
medication should be tapered, as rapidly as is feasible, but wlth reco nition that abrupt discontinuation can
be associated with certain symptoms (see PRECAUTION! SAGE AND ADMINISTRATION). Families
and caregivers of patients being treated with anﬂdepressanu for MDD or other indications, both
psychiatric and nonpsychiatric, should be alerted about the need to monitor patients for the
emergence of agitation, irritabllity, unusual changes in behavlor, and the other symptoms described
above, as well as the emergence of eulclda and to repon such symptoms Imrnedlately to health
care providers. Such monl g should de dally observation and cal
Prescriptions for Effexor XR shoutd be written for the smallest quanmy of capsules conslstent with good patlent
management, In order to reduce the risk of overdose. Screening Patients for Bipolar Disorder: A major
depressive episode may be the initial presentation of bipolar disorder. It is generally believed that treating such
an episode with an antidepressant alone may increase the likelihood of precrprtatron of a mixed/manic episode

caregrvers about the benefits and risks assocmted with treatment wrth Effexor XR and should counsel them In its
a,:propnate use. A patient Medication Guide called “Antidepressant Medicines, Depression and Other Serious Mental

and Suicidal Ibouqhs or Actions” is available for Effexor XR. The prescnber 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 0%1 portunity 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
wwav effexarxr.com of in the appraved prescribing information. Patientsstwuldbeadvtsedofmefollowlngrssuesand
asked to alert their prescriber if these occur while taking Effexor XR. Clinical Worsening and Suicide Risk: Patients,
their families, and their ivers should be encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical and Suicide Risk, especially those seen earty during antidepressant treatment and
when the dose Is adjusted up or down. Families and caregivers of patients should be advised 1o look 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 profmonal especially if they are severe, abrupt in onset, or were not
part of the patient’s presenting symptoms. Symptoms such as these may be associated with an increased risk for
suicidal thinking and behavior and indicate a need for close monitoring and possibly changes in the medication.
Caution 1) about , including automobiles, until are reasonably sure that

very
operating machinery,
venlafaxing does not adversely affect their abilities; 2) to avord alcohol while takil about Ihe risk of

serotonin syndrome with the concomitant use of Effexor XR and triptans, tramadol, suppl , or other
serotonergic agents. Patients should be advised to notify their physician 1) Iﬂhey become pregnant or intend to

pregnant during therapy, o if they are nursing; 2) about other prescription or aver-the-counter drugs, including herbal
preparations and hvves or re!ated

utritional supplementsmeyaretaklngorphntotake 3) i they develop a
allergic phenomena; or 4) if they have a hlstory of glaucema or increased intraocular pressure,

No specific laboratory tests are recommended. Drug nmacﬁm—AWAslngledoseofemanolhadnoeﬁect
on the pharmacokinetics (PK) of venlafaxine of O- -desmethyivenlafaxine (ODV), and venlafaxine did not exaggerate the
psychomotor and psychometric effects induced by ethanot Clmetidine: Use on when admmlsterlng venlafaxine
with cimetidine to patients with pre-existing or hepatic dysfu ry. Diazepam. A single
dose of diazepam did not appear to affect the of either venlafaxine or ODV. Venlafaxlne dld not have any effect on
the PK of drazepam or its active metabollte desmemyldlazepam or affect the psychomotnr psychometric effects
induced by entafaxine decreased total oral-dose ciearance of haloperidol,
increase |n ha idol AUC. The hal ridol Crmex |ncrem 88% but the haloperidol elimination
unchanged. : A single dose of I ium did not o affect the PK of efther venlafaxine or ODV. Venlafaxfne
had no effect on the PK of lithium. Drugs Highly. to Plasma Profoing: Venlafaxine is not highly bound to plasma
proteins; coadmrmstratron of Effexor XR with a highly pmtem -bound drug should not cause increased free
the other di That inhibit : CYP2D6 Inhibitors: Venlafaxine

in patlents at risk for bipolar disorder. Whether any of the above rep such a

ug. Drugs
is by to its active metabolite, ODV, by CYP2D6. Drugs Inhlbﬂlng this isoenzyme have the potentral to increase

conversion is unknown. Prior to Initiating antrdepressant treatment, patients with dep! should
be screened to determine if they are at risk for bipolar disorder; such screening should include a detailed
psychiatric history, including a famliy history of suicide, t:lpolar dnsorder, and dexressron JEffexor XR |s not

mmmmmnwmmmmwmmmwow Mo dosage adjustment is when
venlafaxine is coadministered with a CYP2D8 inhibitor. Concomitant use of venlafaxlne with drug treagr.n;]m(s) that

approved for use in treating bipolar Ols-

some serious, have been reported In patients who recently dlscontlnued an MAOI and started on
venlafaxine, or who recently dlsoomlnued venlafaxine prior to initiation of an MAOL These reactions
included tremor, myoclonus, diaphoresis, nausea, vomiting, ﬂushlng, dizziness, hyperthermia with
features resembllng neurolem malignant syndrome, seizures, and death, Effexor XR should not be
usad in combination with 1, or within at least 14 days of discontinuing treatment with an MAQL.
At least 7 1%3 should be allowsd after stopping venlafaxine before starting an MAOI. Serotonin

Syndrome—The development of potentially life-threatening serotonin syndrome may occur with Effexor XR
treatment, particularly with '(QAooncommm use of serotonergic drugs and (ii) with drugs that impair metabolism of
serotonin (see D . if concomitant treatment of Effexor XR with an SSRI, SNR, or a 5-

hyd mine receptor aqonlst (tr1ptan) is cllnlcally wamanted, careful observation of the pahent is advrsed
particutarly during treatment initiati dose increases. The concomitant use of Effexor XR with semtomn
precursors (such as fryptophan supplemems) is not recommended. Sustained jon—Venlafaxine is

associated with sustained increases in biood pressure (BP) in some patients. P ing cases of elevated BP
requiring immediate treafment have besn reported. Pre-existing hyp should Regular
monitoring of BP Is recommended. For patients experiencing sustarned |ncrease in BP, consider either dose reduction

or discontinuation. —Mydriasis has been reported; monttor patients
risk of acute namow- an% %tg’uwoma (angle-closure glaucoma). PREGAU'HONS
Treatment with pt discontinuation or reduction of venlafaxme at various doses is associated
wﬂh new symptoms, the frequency of which increased with increased dose levef and longer duration of treatment.
Include agitation, anorexia, anxiety, confusion, coordination impaired, diarrhea, dizziness, dry mourh
mood, emottonal {abllity, tasciculation, faﬂgue headaches, hypomania, insomnia, iitability, lethargy,
nausea, nervousness, nig! , seizures, sensory disturbances (6. Iﬂg paresthesias such as electric shock
sensations), somnolerice, sweaﬂng)ettnnm:s fremor, vertigo, and vomiting. Monitor patients when discontinuing
freatment. A gradual reduction in the dose rather than abrupt cessation is recommended. If intolerable symptoms
oceur following a decrease in the dose or upon discontinuation of consider the p ly
ibed dose. Subsequentty, continue decreasmg the dose at a more ﬂ‘radual ratg Insomnia and ks

—enm?em ve been reported. friels, insom) g
discontinuation in 1% of bam ‘af)ressed patients and Pamc Disorder (PD) patients and in 3% of both Generalrzed
Anxlety Disorder (GAD) and Anxlety Disorder g:lbents Nervousness led to drug discontinuation in 0.9%
of de) patients, in 2% of GAD patients, and in 0% of SAD and PD patients. in Weight. Adult Patients.

: 0.1% discontinued for weigm_

studies, i

welght loss in 8-week studles, In 12-week SAD als, 3% of Effexor XR patients had >7% loss of body weight and no
discontinued for weight loss. In 12-week PO trials, 3% of Effexor XR patients had >7% loss of body ,

and no patients discontinued for weight loss. The safety and efficacy of venlafaxine in combination with weight
agents, including phentermine, have not been established. Coadministration of Effexor XR and weight loss agents is not
recomrnended Effexor XR is not indicated for weight loss alone or in comblnahon with ather products Pediatric
6-17 recem Effexor XR. More XRpahents glaoebo
peﬁsms in both MDD GADstudresﬂB%efEffexor panemsvs £% of
placebo patients; A<0.001) and the SAD study {47% of Effexor XR patlents vs 14% of placebo patients; P<0.001).
Weight loss was not limited to patients with appeme) Children and
adolescents in a 6-month MDD study had increases in weight less man expec‘ted based on data from age- and sex-

matched peers. The difference and expected weight garn was larger for children <12 years old than
foradotmmszﬁyeersold.um Podiatric Patients: In 8-week GAD studies, Effexor XR patients aged

intraocular pressure or at
-Discontinuation of
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|nh|bns both CYP2D6 and CYP3A4, the primary has not
Use caution therapy includes venlafaxine and any a%%s) that produoes slmultaneous inhibition of these two
enéy‘{Pz Drugs Metabolized Ispenzymes: Venlafaxine is a relatively weak inhibitor
D6. Venlafaxrne did not inhibit CYP1A2 and CYP3A4, CYP2C9 (in vltro) or CVP2019 Iimipramine: Venlafaxine

did not affect the PK of imipramine and 2-OH-imipramine. However, d Crnax and c.,... increased by ~35%
inthe nce of venlafaxine. The 2-OH-desipramine AUCs increased 5—45 |ml InedldnotaffectmePK
of venlafaxine and 0DV, Risperidone: Venlafaxine slrghtly |nh|bmd risperidone to
its active metabofite, 9-hydroxyrisperidone, resulting in a ~3; lafanne eoadmlnlstrabon
did not S|gnrﬁcantiy alter the PK profile of the total actrve molety (nspendone plus &hydroxynspeﬂdone) CYP3A4:
Venlafaxine did not inhibit CYP3M in vitro and in vivo. Mdinavi In a study of 9 voluritgers, venlafaxine

administration resutted in a 28% decrease in theAUC of a single dose of indinavir and a 36% in indinavir Crare
Indinavir did not affect the PK of veniafaxine and ODV. CYP1A2: leafa)ane did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2CS 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 -tolbutamide. CYP2G19:
Venlafaxine did not inhibit the metabolism of dcazeﬁm which is partrally metabolrzed by C19 (see Diazopam
ahove). MADIs: See CONTRAINDICATIONS and W/ se caution with concomitant use
of venlafaxine and other CNS-active drugs. Sevmurgh: arrlt? ns (eee WARNINGS: Serotonin
Syndrome): Based on the mechanism of action of Effexor XR and the 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 Effiexor XR with these drugs is clinicalty warranted, careful obsarvation of the pa‘nent is advised, particdlany dunng
treatment initiation and dose increases. The concomitant use of Effexor XR with
recommended. Bectrocomsive (ECT). There are no clinical data establishin the benefit ECT comblned
with Effexor XR treatment. Carci , M Impairment of Fertil
increase in tumors in mice and rats given up o 1.7 times the maximum recommended human dose (MRHD) on a
mg/m? basis. : Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in
Saimorella bacteria or the CHO/HGPRT mammalian call forward gene mutation assay. Venlafaxlne was not dasmg‘lg
in several assays. ODV elictted a clastogenic response in the in vivo chromosomal aberration

marrow. Impairment of Fertilfly. No effects on reproduction or fertility in rats were noted at oral dosesafupto 2
times the MRHD on a mg/m* basis. Pregnancy— Effocty—, €. Reproducti
studies in rats given 2.5 times, and rabbits given 4 times the MRHD (mg/m? basis) revealed no mam)nnatlons in
offspring. However, in rats given 2.5 times the MRHD, there was a decrease in pup weight, an increase in stillbomn
pups, and an increase in pup deaths during the first 5 days of lactation when dosing began dunng pregnancy and
continued until weanrng There are no adeguate and well-controlled studies i |n nant women; use Effexor XR during
pregnancy only if clearly needed. Effects: Neonates por XR ate in the third trimester
have developed complications requiring prolonged hospitalization, resplratory support, and tube feeding.
t(i’omplleiiir%ns nﬁb{ alnnse medla;e upnr;n delw;ry Reports include %ratnry dhyperhnm cyangysrpi:gﬂnea setléures

mperature i , feeding 3 vom ng, mia, i ia, exia, tremor,
jitteriness, imitability, and constant crying. wi‘t't‘-fe toxic effect of SNRis or a drug discontin uation
syndrome. In some cases, it is consistent wlth serommn syndrome. When treating a p woman with Effexor XR
during the third trimester, carefully consider the potenhal risks and benefits of trgmem and consider tapering
Effexor XR in the third trimester. Labor, Delivery, The effect on labor and delivery in humans is unknown.

and 0DV have been repom tobe excreted in human milk. Because of the for serious adverse

reactwns ln nursing infants from Effexor XR, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother, Pedlatric Use—Safety and
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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 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. In studies in patients aged 6-17, blood pressure and cholesterol increases considered to be clinically relevant
were similar to that observed in adult panenls The precautions for adults apply to pediatric patients. Geriatric Use—
No overall differences in effectiveness or safety were observed between geriatric and younger patients. Greater
sensitivity of some older individuals cannot be ruled out. Hyponatremia and SIADH have been reported, usually in the
elderly. ADVERSE REACTIONS: 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, hypertension, diarrhea, paresthesia, tremor, abnormal (mostly blurred) vision,
abnormal (mostly delayed) ejaculation, asthenia, vomiting, nervousness, headache, vasodilatation, thinking abnormal,
decreased libido, and sweating. Commonly Observed Adverse Events in Controlled Clinical Trials for MDD, GAD,
SAD, andPlFBodaWhoIe asthenia, headache, flu syndrome, accidental injury, abdominal pain. Cardlovascular
vasodilatation, hypertension, palpitation. Digestive: nausea, constipation, anorexia, vomiting, fiatulence, diarrhea,
eructation. Metabolic/Nutritional: weight loss. Nervous y;t m: dizziness, somnolence, insomnia, dry mouth,
nervousness abnormal dreams, tremor, depression, hypertonia, paresthesia, libido decreased, agnahon 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
- Frequent: chest pain substernal, chills, fever, neck pain; Infrequent: face edema, intentional inj
malaise, moniliasis, neck rigidity, pelvic pain, photosensmvnty reaction, suicide attempt, withdrawal syndrome; Rart
appendicitis, bacteremia, carcinoma, cellulitis. Cardiovascular system - Frequent: migraine, postural hypotension,
tachycardia; Infrequent: angina pectons arrhythmia, extrasystoles, hypotension, peripheral vascular disorder (mamly
cold feet and/or cold hands), syncope, thrombophlebitis; Rare: aortic aneurysm, arteritis, first-degree atrioventricular
block, bigeminy, bundle branch block, capillary fragility, cerebral ischemia, coronary artery disease, congestive heart
failure, heart arrest, hematoma, cardiovascular disorder (mitral valve and circulatory disturbance). mucocutaneous
hemorrhage, myocardial infarct, pallor, sinus arrhythmia. Digestive system - Frequent: increased appetite; Infrex :
bruxism, colitis, dysphagia, tongue edema, esophagitis, gastritis, gastroenteritis, gastrointestinal ulcer, ging
glossitis, rectal hemorrhage, hemorrhoids, melena, oral momllasns stomatitis, mouth ulceration; Rare: abdominal
distension, biliary pain, cheilitis, cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis,
gastroesophageal reflux disease, gastrmrﬁeshnal hemorrhage, gum hemorrhage, hepatitis, ileitis, jaundice, intestinal
obstruction, liver tendemess, parotms periodontitis, proctitis, rectal disorder, salivary gland enlargement, increased
salivation, Soft stools, tongue discoloration. Endocrine system - Rare: galactorhoea, goiter, hyperthyroidism,
hypomyrmdlsm thyroid nodule, thyroiditis. Hemic and lymphatic system - Frequent: ecchymosis; Infrequent:
anemia, leukocytosis, leukopenia, lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time increased,
cyanosis, eosinophilia, lymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nutritional -
Frequent: edema, weight gain; Infrequent: alkaline phosphatase increased, dehydration, hypercholesteremia,
hyperglycemia, hyperiipemia, hypoglycemia, hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol
intolerance, bilirubinemia, BUN increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal,
hemochromatosis, hypercalcmuna hyperkalemla hyperphosphatemla hyperuricemia, hypocholesteremia,
hyponatremia, hypophosphatemia, hypoproteinemia, uremia. Musculoskeletal system - Frequent: arthralgia;
Infrequent: arthritis, arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; Rare: bone pain,
pathological fracture, muscle cramp, muscle spasms, musculoskeletal stiffness, myopathy, osteoporosis,
osteosclerosis, plantar fasciitis, rheumatoid arthritis, tendon rupture. Nervous system - Frequent: amnesia, confusion,
depersonalization, hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral
paresthesia, CNS stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesﬂwes;a, hyperkinesia,
hypotonia, incoordination, manic reaction, myoclonus, neuralgia, neuropamy, psychosis, seizure, abnormal speech,
stupor, suicidal ideation; Rare: abnorma!/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia,
bradykinesia, bucooglossal syndrome, cerebrovascular accident, feeling drunk, loss of consciousness, delusions,
dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillain-Baré syndrome, homicidal ideation,
hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido increased, motion sickness, neuritis,
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, torticolis.
- 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 - Ffequent pruritus;
Infrequent: acne, alopecia, contact derm: dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle
nails, erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, fumnculo&s
hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, seborrhea, skin
atrophy, skin hypertrophy, skin striae, sweating decreased. Special senses - Frequent: abnormality of accommodation,
mydriasis, taste perversion; Infrequent: conjunctivitis, diplopia, dry eyes, eye pain, hyperacusis, otitis media, parosmia,
photophobia, taste loss, visual field defect; Rare: blepharitis, cataract, chromatopsia, conjunctival edema, comeal
lesion, deafness, exophtha!mos eye hemarmage glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
keramls labyrinthitis, miosis, papilledema, decreased pupillary reflex, otitis externa, scleritis, uveitis. nital
system - Frequen prostatlc disorder (prostatitis, enlarged prostate, and prostate irritability), urination impaired;
Infrequent: albuminuria, amenorrhea, cystit suria, hematuria, kidney calculus, kidney pain, leukorrhea,
menorrhagia, metrorrhagia, nocturia, breast polyuna pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitis; Rare: abomon anuria, ba!anms bladder pain, breast dlscharge bre
engorgement, breast enlargement, endometriosis, female lactation, ﬁbrowshc breast, calcium crystalluria, cervi
orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenonhea kidney function abnormal, mastlhs
menopause _pyelonephritis, oliguria, salplngms urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness.
Postmarketing Reports: agranulocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
increased, deep vein mrombophlebms 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), interstitial Iung
disease, 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,
reatitis, pancytopenia, panic, prolactin increased, 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 ime, 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: The most commonly reported
events in overdosage include tachycardia, changes in level of consciousness (ranging from somnolence to coma),
mydriasis, seizures, and vomiting. Electrocardiogram changes (eg, prolongation of QT interval, bundle branch block,
QRS prolongation), ventricular tachycardia, bradycardia, hypotension, habdomyolysis, vertigo, liver necrosis, serotonin
syndrome, and death have been reported. Published retrospective studies report that venlafaxine overdosage may be
associated with an increased risk of fatal outcomes compared to that observed with SSRI antidepressant products,
but lower than that for tricyclic 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 opposed 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. 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 W10404C027, revised May 2007.

®
Wyeth © 2007, Wyeth Pharmaceuticals Inc., Philadelphia, PA 19101 206299-01
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Digloques
is a unique patient support
and education program that is
designed to help you foster
successful therapy

Digloques
offers patients access to a call
center to speak with a health care provider

for patient support and education
to reinforce your efforts

supplies feedback and updates
about these patient calls to you,
their physician
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BECAUS

ARE @m‘

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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