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Now approved.

The first
olgelelgte
stimulant.

Coming to pharmacies in July.

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.
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Vyvanso™ (lisdexamiatamine dimesylats) ]
BRIEF BUMMARY: Consult the Full Prescribing Information for complete product information.

AMPHETAMINES HAVE A HIGH POTENTIAL FOII AIUSE Anmmsmmun OF AMPHETAMINES FOR PROLONGED
MAY LI N ULD BE PAID

Rx Only

0N SHO T THE POSSIBILITY OF SUBJECTS
FOR NON-THERAPELITIC | USE Dﬁ DISTHIII.ITIOII TO OTHERS AND THE DRUGS SH(Jl.llD BE PRESCRIBED

MISUSE OF AM?”ETMI”E MAY CAUSE SUDDEN DEATH AND SERIDUS CARDIOVASCULAR ADVERSE EVENTS.

INDICATIONS AND USAGE
jange s indicated for the treatment of Attantion- DuhcltlHyperamw Disorder (ADHD).
The sfficacy of nse in the treatment of ADHD was established on the basis of two controlled trials in children aged 6 to 12, who met
DSM v crller‘a for ADHD ('su CLINICAL TRIALS).
A dla?nosls of Attention-Deflcit/Hyperactivity Disorder {ADHD; DSM- IV')rlmpims the presence of hyreractwe impulsive or inattentive
symptoms that caused impairment and were present befora aga 7 years. The symptoms must causs clinically significant impairmant, in
soclal, academic, or occupational functioning, and be presant in two or more settings, e.9., at school (or wor ) and at home. The
symptoms must not be better accounted for by another mental disorder. For the Inatientive Type, at least six of the following symptoms
must have parsisted for at least 6 months: ck of attention to details/careless mistakes; lack of sustained attention;
failure to follow through on tasks; ?oar organization; avoids tasks requiring sustained mental effort; loses things; easily
forgetful. For the Nyperactlve Imru Isive Type, at least six of the following_symptoms must have persisted for at least 6 months:
fidgeting/squirming; feaving seat; nappruprlale running/climbing; difficulty with quiet activities; “on the go”; excessive talking; blurting
answors cnn't wal lurn intrusive. The Combined Type rua1 ires both inattentive and hypelamwe impulsive Criteria 10 be met,
gnostic Considerations: Specific ahulg? is syndroms is unknown, and thers is 1o single diagnostic test. Adequate
a?nnsm requlres the use not only of medical but of special psychological, educational, and social resources, Learning may or may not
impairad. The dlagnosis must be based upon a complats history and evaluation of the child and ot salely on the presance of the
fequirad number of DSM-IV* cnaramrlstlcs
llud for Comprahansive Traatment

or listener;
distracted;

m: Vyvanse is indicated as an integral part of a total treatment program for ADHD that ma{
include other measures (psychological, aducallonal soclal) for patients with this syndrome. Drug treatment may not be indicated for all
chlldran with thls syndrome Stimulants are not intanded for usa in the child who extibits symptoms secondary to environmental factors
and/or other pr rs’chlatvlc disorders, including psychosis. Appropriate educational placement is essential and psychosocial
intarvention Is onan elpful. When remedial measures alone ars insufficient, the decision to prescnbe stimulant medication will depend
upoﬂ the ph&s'l.clan‘s assessmnm of the chronicity and severity of the child's sym t%(Aams

The effectiveness of Vyvanse for long-term use, i.e., for more than 4 weeks, has not been systematically evaluated in
contvolled trials. Tharefore, the physician who elects to use Vyvanse for extended periods should periodically re-evaluate the long-term
usefulness of tha drug for the individual patient.

CONTRAINDICATIONS
Advancad arurwsclerosis symptomatic cardiovascular disease, moderate to severe known
x; m e ncra':y sympa\hnmlmmc amines, glaucoma.
Patiants with a history of drup abuse.
Dunnq or within 14 days following the admi of oxidase inhibitors crises may result).
RNINGS
hmm Cardlovascular Events

$Sudden Death and Pre-existing Structural Cardiac Abnormalities or Other Serlous Heart Problams

Children and Adolescents

Sudden death has been reported in association with CNS stimulant treatment at usual doses in children and adolescents with structural

cardiac abnormalitias or other serious heart problems. Although some serious heart problems alone carry an increased risk of sudden

death, stimulant products genarally should not be usad in children or adolescents with known serious structural cardia abnormalities,

cardiomyopamy, sarlous heart rhythm abnormalities, or other serious cardiac problems that may place them at increased vulnarability to
pathomimetic affects of a stimulant drug (sse CONTRANDICATIONS).

Sudden daaths, stroke, and myocardial infarction have been reported in adults taking stimuiant drugs at usual doses for ADHD. Although
the role of stimulants in these adult cases is aiso unknown, adults have a greater |kellnood than children of having serious structura)
cardiac abnormalities, cardiomyopat serlnus heart rhythm abnormalities, coronar r&/ e, or other serious cardiac problems.
Adufts with such abnormalities should also qenerally 0t be treated with stimulant drugs ’éee CGONTRAINDICATIONS).

Hypertonsion and other Cardlovascular Col

Stimulant medications cause a modest Increase In avo biood prassure Sabom 2-4 mmi g} and average heart rate (about 3-6 brm) and
Individuals may have farger incraases. While the maan changes alone would not be expected to have short-term consequences, ali patients
should be monitored for largar changes in heart rate pressure. Caution is indicated in treating patients whose undertying
madical 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 swa COMTRAINDICATIONS)

Assessing Cardlovascular Smus in Patignts being Treated with Stimulant Medications

Children, adolescents, or 10 26 baing considered for treatment with stimulant medications should have a carefut history (including
assessment for a hmlr/ nlstory of suddan death or ventricular arrhythmia) and physical exam to assess for the presence of cardiac disease,
and should receive further cardiac avaluation if findings suggest such disease (8.g. electrocardiogram and echocardiogram). Patients who
develop symptoms such as exartional chest pain, unaxplalnad syncope, or ottier symptoms suggestive of cardiac disease during stimutant
treatment shoukd undergo a prompt cardiac avaluatios

Methenamine therapy— Usinary excretion of amphetamines is increased, and efficacy is reduced by acidifying agents used in
methenamine theragy.
Norepinephring — Amphetamines enhance the adrenergic effect of nuvepmephnne
barbml—Ampnetammes may delay intestinal absorption of inistration of
synergistic anticonvulsant action
Phenytoin— Amphetamings may delay intestinal absorption of phenytoin; cosadministration of phenytoin may produce a synergistic
anmonvulsam action.
Prapoxyphene — In cases of pmroxyphene overdosage, amphetamine CNS stimulation is potentiated and fatal convulsions can occur.
lemm alka/mds—kmphelam ines inhibit the hypotensive effect of veratrum alkaloids.
Test Interactions: Amphetamines can cause a significant elevation in plasma corticosteroid levels. This increase is
Er:atest in ma evening. Amphetamines may interfere with urinary steroid determinations.
is/Mutagenesis and Impairmient of Fertility: Carcinogenicity studies of lisdexamfetamine have niot bean performed.

o evidence of carcinogenicity was found in studies in which d, -amphetamine (enantiomer ratio of 1:1) was administered to mice and rats
in the diat for 2 years at doses of up to 30 /day in male mice, 19 mg/kg/day in female mice, and 5 y in male and femala rats.
Lisdexamfetamine dimesylate was not clastogenic in the mouse bone marrow micronucleus test in vivo and was negative when tested in
he £, coliand S. typhimurium components of the Ames test and in the L5178Y/TK** mouse lymphomia assay i vitro.

Amzponatamme (d to | enantiomer ratio of 3:1) did not adversely affect fertility or earty emhryomr. devslnpmenl in the rat at doses of up
to
Pregnancy: Pregnancy Category C. Reproduction studies of lisdexamfetamine have not been performed.
Amphetamine (d to 1 snantiomer ratio of 3:1) had no apparent effects on embryofetal morphological development or survival when
orally administered o pregnant rats and rabbits throughout the period of organogenesis at doses of up to & and 16 mg/kg/day,
respectively. Fetal mafformations and death have been reported in mice following parenteral administration of dextroamphetamine doses
of 50 mu/kuld or greater to pregnant animals. Administration of these doses was also associated with severe matermal toxicity.
A number o studies in rodents indicate that prenatal or early postnatal E:gosure fo amphetaine (d- or d,!-) at doses similar to those
used clinically can result in long term neurochemical and behavioral alterations. Reported behavioral effeets include leamning and
memory deficits, aftered locomotor activity, and changes in sexual function.
Therg are no adequate and well-controlled Studies i pregnant women. There has been ane report of severe congenital bony deformity,
fracheo-esophageal fistula, and anal atresia (vater association) in a baby born to a woman who took dextroamphetamine sulfate with
}gvasta(tln “(illmn ge "fgs( trimester of pregnancy. Amphetamines should be used during pregnancy only if the potential benefit justifies
¢ potential ris)

togenic Etfects; Infams bom to mothers dependent on amphetamine have an mcreased nsk of pmmatme delwery and Iow mnn walqht
Also, these infants may experience symptoms of withdrawal as demonstrated by dysphoria, including agitation,
lluqu in Nursing nomm Amphatamines are excreted in human milk. Mothers taking amphetamines should be advlsaa to mham from

may produce a

Pldmrlt Uss: Viyvanse is indicated for use in children aged 6 to 12 years.

A study was conducted in which juvenile rats received oral doses of 4, 10, or 40 mg/kg/day of lisdexamfetamine from day 7 to )163 of

age, These doses are approximately 0.3, 0.7, and 3 times m maxnmum recommended human daily dose of 70 mﬂ on a mg/m? basis.

Dose-refated decreases in food p langth were seen; after a four week drug-free recovery

period bodywsights and crown-rump tengths had smm'lcanﬂy rawvered in Iemales but were still substantially reduced in males. Time to

\éaamal opemr:’g w:ss d'elayed in females at the highest doss, but there were no drug effects on fertility when the animals were mated
eginning on day

Ina study in which |uvem|a dugs received lisdexarfstamine for 6 monthis beginning at 10 weeks of age, decreased dmym;gm gain was seen

at afl doses tested (2 5, and 12 mg/kg/day, which are approximately 0.5, 1, and 3 times the maximum recomment ima daily dose on a

/m? basis}. This effect partially or fully reversed during a four week drug-free recovery per

Use in Children under Six Years of Age: Llsdexamiehmlne dimesylate has not been studied in 3-5 year olds. Long-term effects of

amphetamines in children have not been weil established. Amphetamines are not recommended for use in children under 3 years of age.

Gerlatric Use: Vyvanse has not been studied in the geriatric population.

ADVERSE EVENTS

The premarketing develo ment pm ram for

sanse included exposures in a tatal of 404 participants in clinical trials (348 pediatric patients
ami 56 heal‘my adult st ;ects) mese 348 pediatric patients (apes 6 1o 12) were evaluated in two controlled clinical studies (one
uﬂ and one crossover), one apen-iabel extension study, and one single-dose clinical pharmacology sindK"The Information
|ru.‘|uded in this section is based on data from the 4-week parallewmup controlled clinical trial in pediatric gamms with ADHD. Adverse
reactions were assessed by collecting adverse events, results of physical examinations, vital signs, weights, laboratory analyses, and ECGs.
Adverse events during exposure were obtained primarily by general inquiry and recorded by clinical mvesﬂualors using terminology of
their own choosing. Consequently, It is not possible to provide a meaningful estimate of the proportion of individuals experlencing
atlverse events without first grouping similar types of events into a smaller number of standardized evant categories. i the tables and

Ilstmgs that follow, MedRA terminology has been used to classify reported adverse events.
The stated frequencies of adtvedrse events represent the proportion of individuals who expenenced at feast once, a treatment-emergent

o

adverse event of the
events associated with discontinuation of treatmant: Ten percent (21/218) of Viyvanse-treated patients discontinued dus to
events compared to 1% (1/72) who received placebo. The most frequent advarse events leading to discontinuation and considered
!o be drug-related (i.¢., Jeading to discontinuation in at least 1% of Vivanse-treated patlents and ata rate at least twice that nv placebo) were
ECG vohage criteria for ventricular nyﬁ%m:fhy, tic, vomiting, psychomotor hyperactivity, insomnia, and 93

rse events occurring in 3 con trial: Adverse events reported in a 4-week chinical trial in pediatric ualmms treated with

Vyvanse or placebo are presented in the table below.
The prescriber should be aware that these figures canniot be used to predict the incidence of adverse events in the course of usual
medical practice where patient characteristics and ather 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

thlllrie Mmu Enm investigators. The cited figures, however, do provide the prescribing physician with some basis for estmating the relative contribution of
Pre-Existing & drug and non- druq Tactors to the adverse event mcldance rate in the population studied.

Mmuntsm n 01 sﬁmulams may exacerbate symptoms of behavior disturbance and thought disorder in patients with pre-existing nts that occuired in at least 5% anse patients and at a rate twice that of the placebo amup (Table 1): Upper

ﬂsyc otic dis abdommal pain, decreased appetite, diziness, dry mouth, mnablny, insomnia, nausea, vomiting, and decreased weight.

Ipolar |Ilnm The following additional adversa reactions have
Particular care should be taken in using stimulants 1o treat ADHD patl s wnh comorbid bipofar disorder because of concern for Table 1 M\'lf" Evants Roported by 2% or More of Pediatric Patients been assocm(ad with the use of amphetamine,
gosslblewl.pdnctlo‘n of rr,n'lxeiidl bn;arue aplls?yde in sucgtpadtletms Pno'r‘h ing k?atr&aml wl;h a atlmularat patients wr||m ;:domorhdld king Vyvanse In a 4 WeeX Clinical Trial s fol anannomar ratio of 3:1), or

lepressive symptoms should e adequately screenad to determine i uyare a( isk for bipolar disorder; such screening should include anse: ! ) )

alalled nsychlmrlc history, including "gca family history of suicide, bipolar disorder, and depression, Body System Preferted Term mg;’ 3? (PA:%%“ Cardiovascular: Paipitations, tachycardia, elevation

of New Psychotlc or —— —— of bload pressure, sudden death, myocardial

Tvsatmam umemnt vmhoﬂc of manic symptoms, &.9., haltucinations, nalusmnal thinking, or mania in children and adofescents without Gastrointestinal Abdominat Pain Upper 12% 6% infarction. There have been isolated reports of

prior history of liness or mania can ba causad by stimulants at usual doses. If Such symptoms occus, considaration should be Disorders Dry Mouth §% 0% camlomyopamy associated  with  chronic
given 1o a possible causal role of the stimulant, and discontinuation of treatment may be appropriate. In 2 pnoled analysis of mumple Nausea 6% 3% amphetas

short-term, placebo-controlled studies, such simptoms occurred in about 0.1% 44 patients with events out of 3482 exposed to Vomiting % 4% Cemval Nervous System: Psychotic episodes at
ma(hylphemdale or amphetamine for several weeks at usual doses) of stimulant-treated patients compared to 0 in placeho-t tveated patients. General Disorder recommended doses, overstimulation, restless-
Aggressio and Administration ness, dizziness, euphona dyskinesia, dysphoria,
Aggressive behavm( or hostilty s often observed in children and adolescents with ADHD, and has been reported in clinica! trials and Site Conditions Pyrexia 2% 1% depressmn tremor, headachs, exacerbation of
the postmarketing experience of some medications indicated for the treatment of ADHD. Anhough there is no systematic evidence tha! iat Weight Decreased % 1% motor and phonic tics and Tourette's syndrome,
stimulants cause aggressive behavior or hostility, patisnts beginning treatment for ADHD should be monitored for the — g seizures, stroks.
wnrsanlng of aouwsslva bahavIor or hostility. and Nutrition  Decreased Appetite 3% 4% Gastrointestinat: Dryness of the mouth,

Long-Term Suppression Nervous System Dizziness 5% % unpleasant taste, diarrhea, constipation.

Camul follow- up ul wel?m and height in children ages 7 to 10 years who were ized to either idate or dicati Disorders Headache 12% 10% Miergic: Urticaria, hypersensitivity "reactions
treatment groups over onths, as wall as in naturalistic sub%roups of newly methylphenidate-treated and non-medication treated 29, % including angioedema and anaphylaxis, Serious
childran over 36 months (to the ages of 10 to 13 years), suggests that consistently medicated children (ie., treatment for 7 days per week Feyohatric Disorders Afect abity T 7 skin rashies, including Stevens Johnson Syndromg
throughout the gear} ‘have a tamporary slowing in growth rate (on average, a total of about 2 cm less growth in height and 2.7 kq less growth yehiatric Diso nitel Insomytia b o and toxic epidermal necrolysis have boen reported.
in weight over 3 years). without evidanice of growth rebaund during this period of development. In a controlled frial of amphetamine (d to nsomn';omm 199 o Endocrine: Impotence, changes in libido.

| anantiomer ratio of 3: 1' in adolescents, mean weight change from baseling within the initial 4 weeks of therapy was -1.1 Ibs. and -2 Ivrilabililty 1 0,/: DRUG ABUSE AND DEPENDENCE

Ibs., respectively, for patients receiving 10 mg and 20 mg of amphetamine éd to | enantiomer ratio of 3: 1?1 Higher doses were assoctated Tic %% Controfled Substance Class

with greater weight loss within the inital 4 waks of traatmem Ina controlled trial of lisdexamfetamine in children ages 6 10 12 years, mean . Vyvanse is classified as a Schedule Il controtied
weight loss from baseline after 4 weeks of therapy was -0.9, 1.9, and -2.5 Ib, respectively, for patients receiving 30 mg, 50 mg, and 70 mg Skin and Subcutaneous

of lisdexamtetamine, compared to a 1 b weight gain fuv patients receiving placebo. Higher doses were associatad with greater weight loss Tissue Disorders Rash 3% 0% Amphatamlnas have been extenslvsly abused.
with 4 ;"m‘:l of "“"’:5‘1“ C‘a"g{ '3“0""”"9 '°(‘ “""‘U"""‘ cr‘ﬂl'drer; iges B0 12 e W"'? '7"5:“” "sﬁl’?’"mar‘"‘e over 12\’;""?’“':5 ofe: Tis table only includes those events for which the icidenca in patients | Tolerance, extreme psychological dependence, and
suaoess consistently medicated children (i.e., treatment for 7 days per week throughout the year) have a siowing in growth rate i incidence in pati i ' i

measured weight as demonstrated by an age- and sex-| nnrma!lz mean change ?vom basellyne in percentile of 33 4 over 1 year taking Vyvanse is greater than the incidence in patiens taking placebo svers m&gm ;‘:Vv: ,m‘f,’;:ﬂ mT °’§s;;§

(average pemunnle at haseline and 12 months, were 60.6 and 47.2, respectively). Thersfore, growth should be monitored during trealmem
imulants, and patients who are not growing or gaining weight as expected may need to have their treatment interrupted.

There Is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior msmrg/ of seizure, in patients
with rnov EEG abnormalities in absence of seizures, and very rarely, in patients without a history of seizures and no prior EEG evidence
of seizures. In the plesam:a of seizures, the drug should be discontinued.

Visual Disturbanc

Difficulties with aocommodannn and blurring of vision have been reported with stimulant treatment.

PRECAUTIONS
Ganarai: The Jeast amount of Vivanse feasible should be prescribed or dispensed at one time in order te minimize the possibifity of
overdosage. Vyvansa should ba used with caution in patients who use other sympathomimetic drugs.
Tics: Amphetamines have been reported o exacerbate mator and phonic tics and Tourette’s syndmme Therefore, clinical evaluation for
ncs and ourena 'S syndroma in children and their families should precede use of stimulant medications.
imphetamines may impair the ability of the patient to engage in potentially hazardous activities such as operating

machlnary or vmmles e patlem should therefore be cautioned accordingly.
Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits and risks associated

treatment with lisdexamfetamine and should counset them in it aprmpnata use. A patient Medication Buide is available for Vyvanse.
The prescriber or health profassional should instruct patients, their families, and their caregivers to read the Medication Guide and should
assist tham in understanding its contents. Patients should be given the apportunity to discuss the contents of the Medication Guide and to

%btamlarsw:lrls fo any questions they may have. The complete text of the Medication Guide is reprinted at the end of this document.

rag Intaractions:

Urinary aciditying agents — These al,rmls (ammonium chioride, sodium acid phosphate, etc.) increasa the concentration of the ionized
sw:;::a n(.lha amphetamine molecule, thereby increasing urinary excretion. Both groups of agents lower blood Jevels and efficacy of
amo mines.

mmmc ‘blockers — Adrenergic blockers are inhibited by amphetamines.
tidopressants, tricyclic — Amphetamines may enhance the activity of tricyclic antidepressants or sympathamimetic agents; d-

reports

to levels many times higher than recommended. Ahmpt oessamn Inllowmg nmlnnged mgn dosage administration resutts In extreme fatigue
and mental depression; changes are also noted on the sleep EEG. Manifestations of chronic unoxjcanon with amphetamines include
severe dermatoses, mad(ed insosmmia, irritabiity, hypelactlvny ‘and personality changes. The chronic
intoxication is psychosts, often clinically indistinguishable from schizophrenia.
Human Studies
In a human abuse liability study, when equivalent orat doses of 100 mg lisdexamfetamine dimesylate and 40 mg immediate release
d-amphetamine sulfate were administered to |ndW|duals with 2 history of drug abuse, lisdexamfetamine 100 mg produced subjective
responses on a scale of “Drug Liking Effects” “Amphetamine Effects”, an “Stimulant Effects” that were si nificantly less than
d-amphetamine immediate release 40 mg. However, oral administration of 150 myg lisdexamfetamine produced Increases in positive
subjective responses on these scales that werg statisticafly indistinguishable from the positive subjective responses produced by 40 mg
of oral immediate-refease d-: amphetamme and 200 mg of diethylpropion (C-1V).
1o individuals with a history of drug abuse produced positive subjective
responses on scaies measunno “Dru Liking”, “Euphoria”, “Amphetamine Effects”, and “Benzedrine Effects” that were greater than
pAlaceh;Jshmdless than those produced by an equivalent doss {20 m) of intravenous d-amphetarine.

\nimal St
In animal stndles Ilsdexam!e'amlne produced behavioral effects qualuatlvsly slmllav o mose of the CNS stlmulanl d-amphetamine. in
monkeys trained to ine, ined a rate that was statistically
less than that for cocaine, but greater than ‘hat of placebo.
OVERDOSAG
Individual response to amphetamines varies widely. Toxic symptoms may occur idiosyncratically at low doses.
Symmoms Manifestations of acute uverdusaqe wnh amvhatammas Includa resilessness tremor, hyperreflexia, rapid vesrlvatlon
confusion atigue and depression usually fol |ow the
contral narvous system stimutation. ardlovascnlar eﬂems Include a!rhythmlas h?'penmsmn or hypotension and circulatory col Js
Gastrointestinal symptoms include nausea, vomiting, diarchea, and abdominal cramps. Fatal poisoning is usually preceded by
convulsions and coma.
Treatment: Consult with a Certified Poison Controf Center for up to date guidance and advice. Management of acute amphetamine

most severs manifestation of

l‘)helamme with deslpramine or protriptyline and possibly other tricyclics cause striking and sustained increases in the
f d-amphetamine in the brain; cardiovascular effects can be polenllated

MAC inhiditors — MAGH an(lde rassants, as weil as a matabofite o i This sfowing
potentiates amphetamines, Incrmlnu their sffect on the release of norepmaphnne and other monoamines from adrenergic nerve
andings; this can cause headaches and other signs of hypertensive crisis. A vaniety of toxic neurological effects and malignant
hypsrpyrexia can occur, sometimes with fatal resulis.
Antihistamines —Amphetamines may counteract the sedative effect of antinistamines.
Anlmyﬂemnslws— phetamines may antagonize the meenslve sffects of antihypertensives,

~-Chiorpromazine blocks dopamine and norepinephrine receptors, thus inhibiting the central stimulant effects of

amphetamines and can be used 1o treat ampl I\a!amme poisoning.
Ethosuximide — Amphetamines may dalay intestinal absorption of ethosuximide.
Haloperido! —Raloperidol blocks dopamine receptors, thus inhibiting the central stimulant effects of amphetamines.
Lithium carbonate — The anoractic and stimulatory effects of amphetamines may be inhibited by lithium carbonate.
Meperiding — Amphetamines potentiate the analgesic effect of meperidine,

https://doi.org/10.1017/51092852900015248 Published online by Cambridge University Press

is largely and includes gastric avage, administration of activated charcoal, administration of a cathartic and
sedation. Experience with hemodialysis or peritoneal dialysis I madeuuate 10 permit recommandation in this regard. Acidification of the
wring increases amphetamine excretion, but is believed to increase risk of acute renal failure if myoglobinuria is present. If acute severe
hypertension complicates ampneumlne overdosage, administration of intravenous phentolamine has been suggested. However, a
gradual drop in blood pressurs will usually result when sufficient sedation has been achieved. Chiorpromazine antagonizes the central
stimulant effects of amphetamines and can be used to treat amphetamine intoxication.

The prolonged release of Vyvanse in the body should be considered when treating patients with overdose.

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

Distributed by: Shire US Inc., Wayne, PA 19087

For more information 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 TREATMENT CONSIDERATIONS

Suicidality in Children and Adolescents

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

&

®

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

Adult and pediatric patients taking antidepressants can experience
worsening of their depression and/or the emergence of suicidality.
Patients should be observed closely for clinical worsening and
suicidality, especially at the beginning of drug therapy, or at
the time of increases or decreases in dose. Anxiety, agitation,
panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity,
akathisia, hypomania, and mania have been reported and may represent
precursors to emerging suicidality. Stopping or modifying therapy
should be considered especially when symptoms are severe, abrupt in
onset, or not part of presenting symptoms.

til| depressed?

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

Vf Still suffering

it may be time to

mgke 4 Change

with EFFEXOR XR

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

* 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

VENLAFAXINE HCI

EFFEXOR X

The change they deserve.

® EXTENDED
RELEASE
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ONCE-DARY
VENLAFAXINE HC/

RAEAS
cAPSUES

BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality in Children and Adolescents

Antidepressants increased the rigk of suicidal thinking and behavior (suicidality) in short-term studies
in children and adolescents with Major Depressive Disorder (MDD) and other psychiatric disorders.
Anyone considering the use of EFFEXOR XR or any other antidepressant in a child or adolescent must
balance this risk with the clinical need. Patients who are started on therapy should be observed closely
for clinical worsening, suicidality, or unusual changes in behavior. Families and caregivers should be
advised of the need for close observation and communication with the prescriber. EFFEXOR XR is not
approved for use in pediatric patients. (See Wamnings and Precautions: Pediatric Use.)

studies. The discontinuation rate for anorexia was 1.0% in MD0 studies, Treatment-emergent anorexia was more
commonly reported for Effexor XR (8%) than placebo (2%) patients in GAD studies. The discontinuation rate for
anorexia was 0.9% for up to 8 weeks in GAD shdies. anorexia was more commonly reported for
Effexor XR (20%) than placebo (2%) patients in SAD sludies 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 dlsconﬁnuaﬂon rate for amtexla was 0.4% for Effexor XR patients in
12-week ies. Pediatric Patients. Decreased appetite was seen In pediatric patients receiving Effexor XR. In
(‘:ADMMDDMals 10%01Eﬁexorxnpauemsam&lﬂuupmswmsms%mmmpaﬂemsmﬂ
treatment-emergent anorexia. None of the patients receiving Effexor XR discontinued for anorexia or weight loss. In
the placebo-controlied trial for SAD, 22% and 3% of patients aged 8-17 freated for up to 16 weeks with Effexor XR
and placebo, respectively, reported ‘reatment- -emergent anorexia (decreased appetite). The discontinuation rates for
anorexia were 0.7% and 0.0% for patients recelving El‘femr)ahndplwebo rsspecﬁveiy the discontinuation rates for
weight loss were 0.7% for patients receiving either Effexor XR or placebo. Activation fa: Mania
or hypomania has occurred during short-term depression and PD studles As with all drugs effective in the treatment
gi‘e MDD, Eﬁexorofxﬁ should be used cauﬁmsw in patients with a history of ; Hyponatremia and/or

Pooled analyses of short-term (4 to 16 weeks) placebo-controlled trials of 9 drugs

(SSRIs and others} In children and adolescents wilh Major Depressive Disorder (MDD), obsessive-

disorder (DCD), or other psychiatric disorders (a total of 24 irials involving over 4,400

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

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

dsk a( such mnt? ll"lh patl:rnltsl receiving antidepressants was 4%, twice the placebo risk of 2%. No
d in these trials.

(SIADH) may occur with venlafaxine. Consider this in
patients who are volume- -depleted, efderty, or taking diuretics. Seézures: In all premarketing depression trials with
Effexor, seizures were reported in 0.3% of venlafaxine patients. Use cautiously in patients with a history of seizures.
Discontinue in any patient who develops seizures. Abnorma/ bleeding (most commonly
ecchymosis) has been reported. Serum Cholesterol Elevation: Clinically relevant increases in serum cholesterol were
seen in 5.3% of venlafaxine patients and 0.0% of placebo patients treated for at least 3 months in frials. Consider

of serum \evels during long-term treatment. interstitial Lung Disease and Eosinophilic

These have been rarely reported. Comldermepowbimyafmeeeevemlnvenlafaxmepaﬁemm nt

CONTRAINDICATIONS: Hypersensitivity to veniafaxine hydrochioride or to any excipients in the formulation.
Cancomitant use in patients taking monoamine axidase inhibitors (MAOIS). WARNINGS: Clinical Worsening
and Sulcldo Risk-— Patients with major depressive disorder (MDD), both adult and pediatric, may experience

of their ion and/or the of suicidal ideation and behavior (suicidality) or unusual
changes in behavior, whether or not they are taking antidepressant medications, and this risk may persist until
significant remission occurs. There has heen a long ing concern that D may have a role in
inducing of the in certain patients. Antidepressants
increased the risk of suicidal tnlnklng and behavmr (sumldallty) in short-term studies in children and
adolescents with MDD and other psy it whether the ity risk in pediatric
patients extends to fonger-term use, i.e., beyond several momhs It is also unknown whether the suicidaiity
rlsk extends to adults. All pediatric patlents being treated with antidepressants for any indication should

wrm progressive dyspnea, cough, or chest discomfort. Such patients shoukd undergo a prompt medical evaluation and
should consider discontinuation of venlafaxine. lIsebtPamWMCmmmlmmUseEﬁemrXRcaunously
in patients with diseases or conditions that could affect ism. Venlafaxine has not
been evaluated in patients with recent history of Ml or unstable heart disease. lncreases 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 smpalrmem or cirrhosis of the liver, the clearances of venlafaxine and
its active metabolites were di ination half-lives. A lower dose may be necessary; use with
caution in such patients. Information for Pahems—Prescnbers or other health professionals should inform patients,
their families, and their caregivers about the benefits and risks associated with treatment with Effexor X8 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 professional should instruct patients, their families, and
their ivers to read the ion Guide and should assist them in understanding its contents. Patients should

observed closely for clinical worsening, suicidality, and unusual changes in

durinn the Initial fow months of a course of drug therapy, or at times of dose changes, either i increases
or decreases. Adults with MDD or comorbid depression in the setting of other psychiatric iliness being
treated with antidepressants should be observed similarly for clinical wossening and suicidality,
nspoclalty durlnn the Initial few months of a course of drug therapy, or at times of dose changes, either
Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,

impulsivity, akathlsla {psychomotor restlessness), nypomama and mania have been reported in adult and

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.effexon.com or indhe approved prescribing
information. Patients should be advised of the following issues and asked to alert their prescriber if these occur while
taking Effexor XA. Clinical and 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
ivers of patients should be advised to observe for the emergence of such symptoms on a day-to-day basis, since

pediatric patients being treated with antldepressants for MDD and ather indi both psy ic and
nonpsychlatrlc Although a causal link b g of such and either the g of
ion and/or the (! of suicidal in es has not been estgbhshed there is concem that such

may r t pr to should be given to changing the
therapsutic reglmen ing possibly the in patients whose depression is
persnsiently worse, or who are sxperiencmg emergent suicidality or symp that might be p to
or y if these symp are severe, abrupt in onset, or were not part

of the pa(lents presenting symptoms. . If the decision has been made to discontinue treatment, medication
should be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTBATION). Families and caregivers
of pediatric patients being treated with antidepressants for MDD or other indications, both psychiatric
and nonpsychlatric, should be alerted about the need to monitor patients for the emergence of
irritability, in and the other symptoms described above, as well

changes may be abrupt. Such symptoms should be reported to the patient's prescriber or health professional,
especially if they are severe, abrupt in onset, or were not part of the patient's presenting symptoms. Symptoms such
as these may be associated With an increased risk for suicidal thinking and behavior and indicate a need for very close
monitoring and possibly changes in the medication. Caution patients 1) about operating hazardous machinery, including
automoiles, until they are reasmwbly sure that venlafa)une does not adversely affect their abilities; 2) to avoid alcohol
while taking Effexor XR; and 3) about the risk of with the itant use of Effexor XR and triptans,
tramadol, tryptophan supplements, or ather serotonergic agems Patients should be advised to notify their physician 1)
if they become pregnant or intend to become pregnant during therapy, or if they are nursing; 2) about other prescription
or over-the-counter drugs, including herbal preparations and nutritional supplements they are taking or pian to take;
3) if they develop a rash, hives, or related allergic phenomena; or 4) if they have a history of glaucoma or increased
intraocular pressure. l.abomory Tests—No specific laboratory tests are Drug
Alcohol. A single dose of ethanof had no effect on the p {PK) of ing or 0

(0DV), andt id not exaggerate the psychomator and psychometric effects induced by ethanol. Cimetidine:

as the emergence of sulcidaiity, and to report such Ssymptoms immediately to heaith care pi
Such monf should include daily observation by families and caregivers, Prescriptions for “Effexor XR
should be written for the smaliest quantity of capsules consistent with good patient management, in order to
reduce the risk of Families and caregivers of adults being treated for depression should be similarly
advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipolar dlsordeIr it is generally believed that treating such an episode with an antidepressant alone may

increase the of pi of a mixed/manic episode in patients at risk for bipolar disorder.
Whemer any of the symptoms described above such a ion is Prior to inith
patients with d should be o ine if they are at

risk for bipolar disorder; such screening should include a detailed psychiatric history, including a family history
of suicide, bipolar dlsorder and depressnon Etfexor XR is not approved for use in treating bipolar depressaon
Potential for with MA Ad reactions, some serious, have been reported in patients
who recently discontinued an MAOI and started on venlafaxine, or who recently discontinued
venlafaxine prior to initiation of an MAOI. These reactions included tremor, myoclonus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with f resembling ptic malignant
syndrome, seizures, and death. Effexor XR should not be used in combination with an MAD, or within
at least 14 days of discontinuing treatment with an MAOL. At teast 7 days should be allowed after
stopping venlafaxine before starting an MAOI. Serotonin lopmem of potentially
\ife-threatening serotonin syndrome may occur with Effexor XR ith () itant use of
serotonergic drugs and (i) with drugs that impair metabolism of serotonin (see conmmunmnous—mms)
if concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxylryptamine receptor agonist (lnman) is
dlinically warranted, careful observation of the patient is advnsed particularly during treatment initiation and dose

increases. The concomitant use of Effexor XR with {such as tryptophan supplements) is not
recommended. Sustained Venlafaxine is associated with sustained increases in biood pressure (BF)

Use caution when admlmstemg venlafaxine with cimetidine to patients with pre-existing hypertension of hepatic
dysfunction, and the elderly. Diazepar. A single dose of diazepam d|d not appear to affect the PK of either venlafaxine
or ODV. Venlafaxine did not have any effect on the PK of diazepam or its active me1abolrte desmethyldiazepam, or
affect the psychomotor and psychometric effects induced by fotal oral-
dose clearance of haloperidel, resulting in a 70% increase in h: idol AUC. The 100! Crnax i 88%,
but the haloperidol efimination half-life was unchanged. l.nhimrr A smgle dose of lithium did not appear to affect the
PK of either venlafaxine or ODV. Venlafaxine had no effect on the PK of lithium. Drugs Highly Bound to Plasma
Proteins. Venlafaxing is not highty bound o plasma proteins; coadministration of Effexor XR with a highly protein-
bound drug should not cause increased free concentrations of the other drug. Drugs That Inbibit P450
Isoenzymes: CYP2D6 Inhibitors: Venlafaxine is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting
this isoenzyme have the potential to increase plasma c of d of
0DV, No dosage adjustment is required when venlafaxine is coadministered with a CYP2D6 inhibitor. Concomitant use
of venlafaxine with drug treatment(s) that potentially inhibits both CYP2D6 and CYP3A4, the primary metabolizing
enzymes for venlafaxing, has not been studied. Use caution if merapy includes venlafaxine and any agent(s) that
produces simuttaneous inhibition of these two enzyme_systems. Metabolized by P450
Isoenzymes: Ventafaxine is a relatively weak inhibitor of CYP2D6. Venlafaxin did not inhibit CYP1A2 and CYP3A4,

CYP2C9 (in vitro), or CYP2C19. imipramine: Venlafaxine did not affect the PK of imipramine and 2-OH-imipramine.

However, desipramine AlIC, Cre and Gy increased by ~35% inthe of The 2-0H

AUCS increased by 2.5-4.5 “fold. Imipramine did not affect lhe PK of and ODV Ris
slightly inhibited the CYPZ G- of risp 1o its active i resulting
ina ~32% increase in risp ALC. Venlafaxine did not signifi alter the PK profile of the total

active moiety {risperidone plus 9-hydroxyrisperidone). CYP3A4: Venlataxine did not inhibit CYP3A4 in vitro and in vivo.
Indinavir. In a study of 9 healthy volunteers, venlafaxine administration resulted in a 28% decrease in the AUC of a smgle
dosa of indinavir and a 36% decrease in indinavir Crax. Indinavir did not affect the PK of venlafaxine and ODV. CYP1A2

did not inhibit CYP1A2 i vitro and in vivo. CYP2C9: Venlafaxine did not inhibit CYP2C8 in vitro. In vwo

in some patients. Postmarketing cases of elevated BP requiring immediate treatment have been reported. Pre-existing
hmﬂensbnsMuMbecmmnegu\a!nmnmngmBPBmmeMedepam perh g sustained
increase in BP, consider either dose reduction or discontinuation. Mydriasis—Mydriasis has been reported monitor

patients with raised intraocular pressure or at risk of acute namow-angle glaucoma (angle-closure
PRECAUTIONS: General—Discontinuation of Traatment with Effexor XR. Abrupt discontinuation or dose reduction
of venlafaxine at various doses Is associated with new the fi y of which i i with
dose level and longer duration of treatment. Symptoms include agnanon anotexxa anxiety, confusion, coordination
impaired, diarmhea, dizzi dry mouth, mood, lability, fatigue,
hypomania, insomnia, iitabiity, lethargy, nausea, nervousness, nightmares, seizures, sensory disturbances
(.g., paresthesias such as electric shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting.
Monitor patients when i A gradual ion in the dose rather than abrupt cessation is
(t intolerable occur following a decrease in the dase or upon discontinuation of treatment,
consider resuming the previously prescribed dose. Subsequently, continue decreasing the dose at a more gradual rate.
Insomnla and Nervousness: Treatment-emergent insomnia and nervousness have been reported. In Phase 3 frials,
insomnia led to drug discontinuation in 1% of both depressed patients and Panic Disorder (PD) patients and in 3% of
both Generalized Anxiely 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. Aduit Patfents. In short-term MDD trials, 7% of Effexor XR patients had >5% loss of body weight and
0.1% discontinued for welght loss. In 6-month GAD studies, 3% of Effexor XR patients had >7% loss of body weight,
and 0.3% discontinued for weight loss in 8-week studies. in 12-week SAD trials, 3% of Effexor XR patients had 7%
loss of body weight and no patients discontinued for weight loss. In 12-week PD trials, 3% of Effexor XR patients had
27% loss of body weight, and no patients discontinued for weight loss. The safety and efficacy of venlafaxine in
combination with weight loss agents, including phentermine, have not been established. Coadministration of Effexor XR
and weight loss agents is not recommended. Effexor XR is not indicated for weight loss alone or in combination with
other products. Pedatric Patlents: Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR
than placebo patients experienced weight ioss of at least 3.5% in both MDD and GAD shiudies (18% of Effexor XA
vs. 3.6% of placebo patients; P<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo

venlafaxine 75 mg by mouth every 12 hours did not alter the PK of a single 550-mg dose of tolbutamide or the
CYP2C9- of 4-hydroxy-tolbutamide. CYP2C19: Venlafaxine did not inhibit the metabolism of
diazepam, which is partiaily metabolized by CYP2C19 (see Diazepam above). MAOIs: See CONTRAINDICATIONS and
WARNINGS. CNS-Active : Use caution with concomitant use of venlafaxine and other CNS-active drugs.

Serotonergic Drugs and Tnpians (see WARNINGS: Serotonin ): 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 neurotransmitier systems, such as riptans, SSRis, other SNRIs, finezolid,
fithiurn, tramadol, o St. John's wort. If concomitant treatment of Effexor XR with these drugs is dlinically warranted,

careful’ observation of the patient is advised, particuarly during treatment initiation and dose increases. The
concomitant use of Effexor XR with tryptophan supplernems is not recommended. Electrocomidsive y (ECT):
There are no clinical data establishing the benefit of ECT combined with Effexor XR treatment. Cammogms,
Mutagenesis, Impamnem of Fertill Carcinogenesis: There was no increase in tumors in mice and rats given
up to 1.7 times the maximum recommended human dose (MRHD) on a mg/n¥’ basis. Mutagenesis: Venlafaxine and
0DV were not mutageriic in the Ames reverse mutation assay in Saimoneila 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 chromoesomal aberration assay in rat bone marrow. impairment of Fertility: No effects on
reproduction ar fertiliy in rats were nated at oral doses of up to 2 times the MRHD on a mg/ne’ basis.

Teratogenic Effects—Pregnancy Category C. Reproduction studies in rats given 2.5 times, and rabbits given 4
times the MRHD (mg/m* basis) revealed no matformations 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 urttil weaning, There are no adequate and well-
controlled studies in pregnant women; use Effexor XR during pregnancy only if clearty needed. Norieratogenic
Effects: Neanates exposed to Effexor XR late in the third trimester have l
hospitalization, respiratory suppost, and tube feeding. S can arise immediately upon dehvery Repms
mciude respiratory disiress, cyanosis, apnea, se|zures temperature instability, feeding difficulty, vomiting,

patients

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 ohserved and expected weight gain was larger for children <12
years oid than for 12 okd. O Helght. Pedkatric Patients: In 8-week GAD studies, Effexor XR
patients aged 6-17 grew an average of 0.3 cm (n_122) while placebo patients grew an average of 1.0 cm (n=132);
P=0.041. This difference in height increase was most notable in patients <12. in 8-week MDD studies, Effexor XR
patients grew an average of 0.8 cm (r=146), while placebo patients grew an average of 0.7 cm (n=147). During the
16-week, placebo-controlled SAD study, both the Effexor XR {n=109) and the placebo (n_112) patients grew an
average of 1.0 cm. tn the 6-month MDD study, children and had height i less than

based on data from age- and sex-matched peers. The difference between observed and expected growm rates was
larger for children <12 years old than for adolescents 212 years oid. Changes In Adult Patients.
Treatment-emergent anorexia was more commonly reported for Eﬂexur XR (8%) than placebo (4%) patients in MDD
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ypertonia, tremor, pﬂenness iritability, and constant crying. This is consistent
with a divect toxic effect of SNRIs ora dmg discontinuation syndrome. In some cases, it is consistent with serotonin
syndrome. When treating a pregnant woman with Effexor XR during the third trimester, carefully consider the potential
risks and benefits of treatment and consider tapering Effexor XR in the third timester. Labor, Delivery, Nursing—The
effect on labor and delivery in humans is unknown. Veniafaxine and 0DV have been reported to be excreted in human
milk. Because of the potential for serious adverse reactions in nursing infants from Effexor XR, a decision should be
made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the
mother. Pediatric Use—Safety and effectiveness in the pediatric population have not been established (see BOX
WARNING and WARNINGS: Clinical Worsening and Suicide Rlsk) 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 beight (see PRI General, Changes in Height and Changes in Weight).
Should the decision be made to freat a pediatric patient with Effexor XR, regular monitoring of weight and height is


https://doi.org/10.1017/S1092852900015248

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 patients. The precautions for adults apply to
pediatric patients. Gerlatric Use—No overall differences in effectiveness or safety were observed between geriatric
and younger patients. Greater sensitivity of some oldeg{ll%iv’idsuals cannot be ruled out. Hyponatremia and SIADH have

been reported, usually in the elderly. ADVERSE REA 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) jaculation, asthenia, vomiting, nervousness, headache,
vasodilatation, thinking abnormal, decreased Iibido, and sweating. Commonly Observed Adverse Events in
Controlled Clinical Trials for MDD, GAD, SAD, and PD—Body as a Whole: asthenia, headache, flu syndrome,
accidental injury, abdominal pain. gamm&u_ar vasodilatation, hypertension, palpitation. mggm nausea

constipation, anorexia, vomiting, flatulence, diarrhea, eructation. Mgmmmmg@ weight loss.
dizziness, somnolence, insomnia, dry mouth, nervousness, abnormal dreams, tremor, depression, hyperlunla
parsstheSIa libido decreased agftation, anxnety, 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 2 mean increase in puise rate of 4 beats/min in
SAD trials. (See WARNINGS-Sustained Hypertension). Laberatory 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 occuring in at least 1/100 patients; “infrequent”=1/100 to
1/1000 patients; “rare”=fewer man 1/1000 patients. Body as a whole - Frequent: chest pain substernal, chills, fever,
neck pain; Infrequent: face edema, intentional injury, malaise, moniliasis, neck rigidity, pelvic pain, photosensitivity
reaction, suickie attempt, withdrawal syndrome; Rare: appendicitis, bacteremia, carcinoma, cellulitis. Gardlovascular
gystem - Frequent: migraine, postural hypotension, tachycardia; Infrequent: angina pectoris, arrhythmia,
extrasystoles, hypotension, peripheral vascular disorder (mainly cold feet and/or cold hands), syncope,
thrombophlebitis; Rare: aortic aneurysm, arteritis, first-degree atrioventricular block, bigeminy, bundie branch block,
capiliary 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 arhythmia. Digestive system - Frequent: increased appetite; Infrequent: bruxism, colitis, dysphagia,
tongue edema, esophagttis, gastritis, gastroenteritis, gastrointestinal ulcer, gingivitis, glossitis, rectal hemonhage,
hemorrhoids, melena, oral moniliasis, stomatitis, mouth uiceration; Rare: abdominal distension, biliary pain, cheilitis,
cholecystitis, cholelithiasis, esophageal spasms, duodenitis, hematemesis, gastroesophageal reflux disease,
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, fleitis, jaundice, intestinal obstruction, liver tendemess,
parotitis, periodontitis, proctitis, rectal disorder, salivary gland enlargememt increased salivation, soft stools, tongue
discoloration. Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism, hypoihyroldlsm thyroid nodule,
thyroiditis. Hemlc and lymphatic system - Frequent: ecchymosis; Infrequent: anemia, leukocytosis, feukopenia,
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time increased, cyanosis, eosinophilia,
lymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nuiritional - Frequent: edema, weight
gain; Infrequent: alkaline phosphatase increased, dehydration, hypercholesteremnia, hyperglycemia, hyperiipemia,
hypoglycemia, hypokalemia, SGOT increased, SGPT increased, thirst; Rare: alcohol imolerance, bilirubinemia, BUN
increased, creatinine increased, diabetes mellitus, glycosuria, gout, healing abnormal, hemochromatosis,
hypercalcinuria, hyperkalemia, hyperphosphatemia, hyperuricemia, hypocholesteremia, hyponatremia,
hypophosphatemia, hypoproteinemia, uremia. Musculogkeletal system - Frequent: arthralgia; Infrequent; arthritis,
arthrosis, bone spurs, bursitis, leg cramps, myasthenia, tenosynovitis; R: e pain, pathological fracture, muscle
cramp, muscle spasms, musculoskeletal stiffiness, myopathy, osteoporosis, osteosclerosis, plantar fasciitis,
rheumatoid arthritis, tendon rupture. - Frequent: amnesia, confusion, depersonalization,
hypesthesia, thinking abnormal, frismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS
stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuralgia, neuropathy, psychosis, seizure, abnormal speech, stupor,
suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia,
bradykinesia, buccoglossal syndrome, cerebrovascular accident, feeling drunk, loss of consciousness, delusions,
dementia, dystonia, energy increased, facial paralysis, abnormal gait, Guillsin-Barré syndrome, homicidal ideation,
hyperchlorhydria, hypokinesia, hysteria, impulse control difficulties, libido increased, motion sickness, neut
nystagmus, paranoid reaction, paresis, psychotic depression, reflexes decreased, reflexes increased, forti

- Frequent: cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,
hyperventilation, laryngismus, laryngitis, pneumonia, voice alteration; Rare: atelectasis, hemoptysis, hypoventilation,
hypoxia, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pruritus;
Infrequent: acne, alopecia, contact dermatitis, dry skin, eczema, maculopapular rash, psoriasis, urticaria; Rare: brittle
nails, erythema nodosum, exfoliative dermatitis, lichenoid dermatitis, hair discoloration, skin discoloration, furunculosis,
hirsutism, leukoderma, miliaria, petechial rash, pruritic rash, pustular rash, vesiculobullous rash, sebomhea, 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, ofitis media, parosmia,
photophobia, taste loss, visual field defect; Rare: biepharitis, cataract, chromatopsia, conjunctival edema, comeal
lesion, deafness, exophthalmos, eye hemorrhage, glaucoma, retinal hemorthage, subconjunctival hemorhage,
keratms labyrinthitis, miosis, papiliedema, decreased pupiliary refiex, otitis externa, scleritis, uveitis.
system - Frequent: pros1a11c disorder (prostatitis, enlarged prostate, and prostate initability), urination impaired;
Infrequent: albuminuria, amenorrhea, cystitis, dysuria, hematuria, kidney calculus, kidney pain, leukorhea,
menorrhagia, metrorrhagia, nocturia, breast pain, polyuria, pyuria, urinary incontinence, urinary retention, urinary
urgency, vaginal hemorrhage, vaginitis; Rare: abortion, anuria, balanitis, bladder pain, breast discharge, breast
engorgement, breast enlargement, endometriosis, female lactation, fibrocystic breast, calcium crystalluria, cervicitis,
orchitis, ovarian cyst, prolonged erection, gynecomastia (male), hypomenorrhea, kidney function abnormal, mastitis,
menopause, pyelonephritis, oliguria, salpingitis, urolithiasis, uterine hemorrhage, uterine spasm, vaginal dryness.
Postmarketing Reporis: agranuiocytosis, anaphylaxis, aplastic anemia, catatonia, congenital anomalies, CPK
increased, deep vein thrombophlebitis, deliium, 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 muitiforme, gxtrapyramidal 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, necrasis, or failure; and fatty liver), interstitial lung
dissase, involuntary movements, LDH increased, neuroleptic malignant syndrome-like events (including a case of a
10-year-old who may have been taking methyiphenidate, was treated and recovered), neutropenia, night sweats,
pancreatitis, pancytopenia, panic, prolactin increased, renal failure, habdomyolysis, serotonin syndrome, shock-like
electrical sensations or tinnitus (in some cases, subsequem fo the dnscommuanon of venlafaxine or tapering of dose),
and SIADH (usually in the elderty). Elevated clozaplne levels that were temporally associated with adverse events,
including seizures, have been reported following the addition of veniafaxine. Increases in prothrombin time, partial
thromboplastin time, or INR have been reported when venlafaxine was given to patients on warfarin merapy 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 comay),
mydriasis, seizures, and vomiting. Electrocardiogram changes (eg, prolongation of QT interval, bundle branch block,
QRS prolongation), ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo, liver necrasis, 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 suprorhve 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:
Consutt full prescribing Information for dosing instructions. Switching Patients to or From an MAOI—At least 14
days should elapse between discontinuation of an MAO and initiation of therapy with Effexor XR. At least 7 days should
be allowed after stopping Effexor XR before starting an MAOI (sce CONTRAINDICATIONS and WARNINGS). This brief
summary is based on Effexor XR Prescribing Information W10404C026, revised March 2007,
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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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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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