JANUARY 2007 VOLUME 12 — NUMBER

CNS SPECTRUMS

THE INTERNATIONAL JOURNAL OF NEUROPSYCHIATRIC MEDICINE

ORIGINAL RESEARCH

Effects of a Tyramine-Enriched Meal on Blood Pressure
Response in Healthy Male Volunteers Treated with
Selegiline Transdermal System 6 mg/24 Hour

L.F. Blob, M. Sharoky, B.J. Campbell, E.M. Kemper,
M. Gilmor, C.M. VanDenBerg, and A.). Azzaro

The Switching of Risperidone to Olanzapine in Elderly
Nursing-Home Patients with Dementia: A Retrospective Study

S. Madhusoodanan and O. Bogunovic

REVIEW ARTICLES

Hyperfusion Syndromes: Insight into the Pathophysiology
and Treatment of Hypertensive Encephalopathy

C.J. Gardner and K. Lee

Clinical Perspectives on the Combination of D-Cycloserine and
Cognitive-Behavioral Therapy for the Treatment of Anxiety Disorder

M.W. Otto, S.L. Basden, T.M. Leyro, R.K. McHugh, and S.G. Hofmann

Coenzyme Q10: A Review of Its Promise as a Neuroprotectant
A.J. Young, S. Johnson, D.C. Steffens, and P.M. Doraiswamy

PEARLS IN CLINICAL NEUROSCIENCE

Mind and Muscle:
The Cognitive-Affective Neuroscience of Exercise

D.J. Stein, M. Collins, W. Daniels, T.D. Noakes, and M. Zigmond

. J

Index Medicus/MEDLINE www.cnsspectrums.com
citation: CNS Spectr

https://doi.org/10.1017/51092852900020423 Published online by Cambridge University Press


https://doi.org/10.1017/S1092852900020423

@

ERALL

5 mg, 10 mg, 20 mg & 30 mg TABLETS
(Mixed Salts of a Single-Entity Amphetamine Product)
Dextroamphetamine Sulfate Amphetamine Sulfate
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BRIEF SUMMARY: Consult the full prescribing information for complete product information.
Daytrana™ (methylphenidate transdermal system)

(NDICATION AND USAGE

Atientlon Deflcit Hyperactivity Disorder (ADHD): Daytrana™ (methylphenidate lransdermal syslemc} is indicated for the
treatment of Attention Deficit ﬁperactrvny Disorder SA HD) and is available in 10, 1 and 30 mg dosing strengths. The
efficacy of Daytrana™ was established in two controlied clinical trials in children wrlh "ADHD.

Speclal Diagnostic Considerations: Specific etiology 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, educatlonal and social resources. Learning
may or may not be impaired. The diagnosis must be based upon a complete history and evaluation of the child and not solely on
the presence of the required number of DSM-IV-TR” characteristics.

Meed for Comprahensive Treatment Program: Daytrana™ is indicated as an integral part of a total treatment program for
ADHD that may include other measures {psychological, educational, sacial) for patients with this syndrome, Drug treatment
may not be indicated for all children with this syndrome. Stimulants are not intended for use in the child whe exhibits
symptoms secondary to environmental factors and/or other primary psychiatric disorders, including psychosis. Appropriate
educational placement is essential and psychosocial intervention is often helpful. When remediai measures alone are
insufficient, the decision to prescnbe stimulant medication will depend upon the physician's assessment of the chronicity and
severl{y of the child’s symptom:
Long-Term Use: The eﬂec(rvenoss of Daytrana™ for long-term use, i fur more man 7 weeks, has not been systematically
evaluated in controlled trials, The physician who elects to use Daytran d periods should periodically re-evaluate
the long-term uselulness of Daytrana™ for the individual patient {see DOSAGE AND ADMImSTRATION)
CONTRAINDICATIONS

Agitation: Daytrana™ is contraindicated in patients with marked anxiety, tension, and agitation, since the drug may aggravate these

Cll Rx Only

I‘yynlmmlllvlty to Mslhylphnnldau Dayrrana"‘ is contraindicated in patients known to be hypersensitive to
or other e product (p vinyl acetate laminate film backing, acrylic adhesive,

ilicone adheslve and 1Iuoropolymer coated polyes!er)

patients with glaucoma.

es: lDaHr‘asnEa; rs com;:undlca(ed in patlents with motor tics or with a family history or diagnosis of Tourette's syndrome

560

Monoamine Oxidase Inbibitors: Daytrana™ is contraindicated during treatment with monoamine oxidase inhibitors, and aiso

within a rln)lnlmum ot 14 days following discontinuation of treatment with a monoamine oxidase inhibitor (hypenenslve crises

may result)

NARNINGS

erious Cardiovascular Events
th and Pre-existing Structural Cardiac Abnormalilies or Other Serious Haart Problams

udden death has been reported in asscciation with CNS stimulant treatment at usuat doses in children and adolescents with
structural cardiac abnormalities or other serious heart problems. Although some serious heart probiems alone carry an
increased risk of sudden death, stimulant products generally should not be used in children or adolescents with known
serious structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, or other serious cardiac
problems that may place them at increased vulnerability to the sympathomimetic effects of a stimulant drug.

Sudden deaths, stroke, and myacardial infarction have been reported in adults taking stimulant drugs at usual doses for ADHD.
Although the role of stimulants in these aduit cases is also unknown, adults have a greater likelihood than children of having
serious structural cardiac abnormalities, cardiomyopathy, serious heart rhythm abnormalities, coronary artery disease, or other
serious cardiac problems. Adults with such abnormalities should also generally not be treated with stimulant drugs.
Hypertension and Other Cardigvasculsr Conditions

Stimulant medications cause a modest increase in average blood pressure (about 2-4 mmHg) and average heart rate (about 3-
[} bpm)ésee ADVERSE REACTIONS). and individuals may have larger increases. While the mean changes alone would not be
expected to have short-term consequences, all patients shouid be monitored for Iarger changes in heart rate and blood pres-
sure. Caution is indicated in treating patients whose medical y increases in
blood pressure or heart rate, .., those with pre-existing hypertension, heart !allure, recent myocardial infarction, or
ventricular archythmia,

Assessing Cardigvascular Status In Patients Baing Treated With Stimuian! Medications

Children, adolescents, or adults who are being considered for treatment with stimulant medications should have a careful his-
tory (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 receive further cardiac evaluation if findings suggest such disease {e.g., electro -
cardiogram and echocardiogram). 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.
Contact Sensitizatlon: Use of Daytrana™ mai/ lead to contact sensitization. Daytrana™ should be discontinued if contact
sensitization is suspected. Erythema is commonly seen with use of Daytrana™ and is not by itself an indication of sensitization .
However, sensitization should be suspected if erythema is accompanied by evidence of a more intense local reaction (edema,
papules, vesicles) that does not significantly improve within 48 hours or spreads beyond the patch site. Diagnosis of allergic
contact dermatitis should be corroborated by appropriate diagnostic testing.

Patients sensitized from use of Daytrana™, as evidenced by development of an allergic contact dermatitis, may
davelop systemic sensitization or other systemic reactions if methylphenidate-containing products are taken via other routes, e.g.,
orally. Manifestations of systemic sensitization may include a flare-up of previous dermatitis or of prior pasitive patch-test sites, or
generalized skin erupllons in previously unaffected skin. Other systemic reactions may include headache, fever, malaise, anhra(gra
diarrhea, or vomiting.

Patients who develop contact sensitization to Daytrana™ and require oral treatment with methylphenidate should be
initiated on oral medication under close medical suparvision. it is possibie thal some patients sensitized to methylphenidate
by exposure to Daytrana™ may not be able to take methylphenidate in any forr

A study designed to provoke skin sensitization revealed a signal for Daytrana"‘ to be an irritant and also a contact sensitizer.
This study involved an induction phase consisting of continuous exposure to the same skin site for 3 weeks, followed by a
2 week rest period, and then challenge/rechallenge, Under conditions of the study, Daytrana™ was mor irritating than both the
placebo patch cantrol and the negative control (saking). Of 133 subjects who participated in the chatlenge phase of the
sensitization study, at least 18 (13.5%) were confirmed to have heen sensitized to Daytrana™ based on the results of the
challenge and/or rechatlenge phases of the study.

Using Daytrana™ as prescribed, alternating application sites on the hip, no cases of contact sensitization were reported.
However, since patients were not specifically assessed for sensitization in the clinical effectiveness studies, it is unknown what
the true incidence of sensitization is when Dayirana™ is used as directed.

Psychiatric Adverse Events

Pre-Existing Psychosis

o may
existing psychotic disorder.
Bipolar liiness
Particular care should be taken in uslny stimutants to treat ADHD in patients with comorbid bipolar disorder because of con-
cern for possible induction of a mixed; mamc episode in such patients. Prior to initiating treatment with a stimulant, patients
with comorbid dept screened to determine if they are at risk for hipolar disorder; such
screening should include a detailed psychra(nc hrstory, inctuding a family history of suicide, bipolar disorder, and depression.
Emergance ol New Psycholic or Manic Symptom:

Treatment emergent psychotic or manic symptoms &.¢., hallucinations, delusional thinking, or mania in children and adoles-
cents without a prior mstody of psychotic illness or mania can be caused by stimulants at usual doses. If such symptoms
oceur, consideration shouid be given to a possible causal role of the stimulant, and discontinuation of treatment may be
appropriate. In a pooled analysis of multiple short term, R(aceho -controlled sludles such symptoms oceurred in about 0.1%
(4 patients with events out of 3,482 exposed to methylphenidate or amphetamine for several weeks at usual doses) of stim-
ulant trealed patients compared to @ in placebo-treated patients.

of behavior di

and thought disorder in patients with a pre-

A

qresslve behavror or hostility is often ohserved in children and adolescenls with ADHD, and has been reported in clinical
trial indicated for the treatment of ADHD. Aithough there is no sys-
tematic evidence that stimulants cause augresslve behavior or hostrlrty, patients beginning treatment for ADHD should be
monitored for the appearance of or worsening of aggressive behavior or hostility.
Lang-Term Suppression of Growth: Careful follow-up of weight and height in children ages 7 to 10 years who were random;

Methylphenidate may decrease the effectiveness of drugs used to lreat hygertenslon
Human pharmacologlc studies have snown tha ibit the of coumarin
and some tricyclic drugs (e.g., imipramine, clomipramine,
desipramine} and selecnve serotonin reuptake Inhlhl(ors Downward dose adjustments of these druos may be required when
given concomitantty with methylphenidate, It may be necessary to adjust the dosage and monnor plasma rug concentrations
or, in the case of Coumarin, coagulation times), when initiating or discontinuing methyipheni
erious adverse events have been re%oned in concomitant use of methylphenidate with clonldrne althouqh no causaity for the
comhination has been established. The safety of using methylphenidate in combination with clonidine or other centrall ly acting
alpha-2-agonists has not been systematically evaluated.
Carcinoganesis, Mutagenesis, and of Fertility: C: studies
not been performed. In a lifetime study of oral camed out in BEC3F1 mice, methylphenrdale
caused an increase in hepatocellular adenomas and, in males only, an increase in hepatoblastomas, at a daily dose of
is a relatively rare rodent malignant tumor type. There was no increase in total
malignant hepatic tumors. The mouse strain used is sensitive to the development of hepatic tumors and the significance of
these results to humans is unknown.
Orally administered methylphenlda‘e did not cause ang |ncreases in tumors in a lifetime carcinogenicity study carried out in
£344 rats; the highest dose used was approximately 4
In a 24-week oral carcinogenicity study in the transgemc mouse “strain p53+, which is sensitive to genatoxic carcinogans,
there was no evidence of carcinogenicity. In this study, male and female mice were fed diets containing the same
concentration of methylphenidate as in the lifetime carcinogenicity study; the high-dose groups were exposed to 60 to 74
ma/kg/day of methylphenidate.
Methylphenidate was not mutagenic in the in vitro Ames reverse mutation assay or in the in vitro mouse lymphoma cell
forward mutation assay, and was negative in vivo in the mouse bone marrow micronucleus assay. Sister chromatid exchanges
and chrornosome"alberratlons werg increased, indicative of a weak clastogenic response, in an in vitro assay in cultured Chinese
amster oval
Methylphenrg;te did not impair fertility in male or female mice that were fed diets containing the drug in an 18-week
gontlnuous Breeding study. The study was conducted at doses up to 160 mg/kg/day.
regnan
Prn"rum:y Category C: Animal studies with have not been performed. In a study in
which oral methylphenidate was given to pregnant rabbits during the period of organogenesis at doses up to 200 mgrkg/day no
tera ogenn: effects were seen, although an increase in the incidence of a variation, diation of the Jateral ventricles, was seen at 200
/day; this dose also roduced maternal toxicity. A previously conducted study in rabbits showed teratogenic effects of
memylphemdate at an oral dose of 200 mg/kg/day. (n a study in which oral methylphenidate was given to pregnant rats during the
period of organogenesis at doses up to 100 mg/kg/day, no teratogenic effects were seen aithough a slight delay in fetal skeletai
ossification was seen at doses of 60 mg/kg/day and above; these doses caused some maternat toxicity.
In & study in which oral was given to rats regnancy and lactation at doses up to 60 mg/kg/day,
offspring weights and survival were decreased at 40 mg/kg/day and above; these doses caused some maternal toxicity.
Adequate and wetl-controlled studies in pregnant women have not been conducted. Daytrana™ should be used during
pregnancy only if the potential benefit justifies the potentiai risk to the fetus.
Nursing Mothers: it is not known whether methylphenidate is excreted in human milk. Because many drugs are excreted in human
milk, caution should be exercised if Daytrana™ is administered to a nursing woman.
Padiatric Use: The safety and efficacy of Daytrana™ in children under 6 years old have not been established. Long-term
effects of methylphenidate in children have not been wel established (see WARNINGS),
In a study conducted in young rats, methyiphenidate was administered orally at doses of up to 100 mg/k?/day for 9 weeks,
starting early in the postnatal perlod Postnatal Day 7) and continuing through sexual maturity (Postnatal Week 10). When
these animals were tested as adults (Postnatal Weeks 13-14), decreased sponf laneous locomotor activity was observed in
males and females previously treated with 50 mg/kg/day or greater, and a deficit in the acquisition of a specific learning task
was seen in females exposed to the highest dose. The no effect level for |uvemle neurobehavioral development in rats was
mg/k /naﬁ/ The cllmcal significance of the long-term hehavioral effects observed in rats is unknown.
AIJV

The pre-} marketmg cllmcar development program for Daytrana™ included exposures in  total of 1,158 participants in clinica)
trials (758 pedramc panems and 400 healthy adult subjects). These participants received Daytrana'M in patch sizes ranging
from 6.25 cm? to 50 cm?. The 758 pediatric patients {age 6 to 16 years) were evaluated in 9 controfted clinical studies, 2 open-
label clinical studies, and 4 clinical pharmacology studies. Adverse reactions were assessed by collecting adverse events data,
the results of pnyslcal examinations, vital signs, weights, (aboratory analyses, and ECGs.

Refer to the Full Prescribing information for details of adverse event data collection.

Adversa Findings in Glinical Trials With Dayirana™

Adverse Evants Associated With Discontinualion of Treatment: (n a 7-week double-blind, parallel-group, placebo-controlled
study in children with ADHD conducted i the outpatient setting, 7.1% (7/98) of patients treated with Daytrana™ discontinued
due to adverse events compared with 1.2% (1/85) receiving placebo. The reasons for discontinuation among the patients
treated with Daytrana™ were site erythema, site reaction, tate, crying, tics, headaches,
rritability, infectious mononucleosis, and viral infection,

Adverse Events Occurring at an Incidence of 5% or More Among Patients Trealsd Wilh Daytrana™:; Table 1 enumerates
the incidence of treatment-emergent adverse events reparted in a 7 week double-bling, parallel-group, placebo-controlled
study in children with ADHD conducted in the outpatient setting.

™
TABLE 1 Most Commonly Reported Teatmonl-Emargant Advarss EVents | Ske ejoome o Soapasin the mocom phae i
= 5% and 2x Placebo) In a 7-week Placabo-controlled Stud clinical efficacy study had minimal to dsfinite
Number (%) of Subjects erythema. This erythema generally caused no or
Reporting Adverse Events mu;]rm:( discomfort a:rd dlté notufua"{ mtefﬁere
™ with therapy or resu't in discontinuation from
Adverse Event Da’\‘ytragg F;Jaceahso treatment. If erythema, edema, and/or papules
- , — = do not resolve or significantly reduce within 24
Number of Subjects With > 1 Adverss Event74 (76) 49 (58) hours after patch removal, further evaluation
Nausea 12 _(12) 71 _sh;ulr:_ be sought.‘gr%/\nema‘is r(rot hyHitseIf an
m indication of contact sensitization. "However,
oG 8t —&(BL | sensitzation shouid be considered i erytnema
Nasopharyngits 8§ ) 2 ) | saccompanied by edema, paputes, vesicies, or

Weight decreased 3 (9) 0 (03| other evidsnce of more intense local reactions.
Anorexia 5 | (1) | Diagnosis of allergic contact dermatitis should
Decreased appetite 25 26! (5 be corraborated bé/ appropriate diagnostic test-

Affect lability™ ( ) (0} (see WARNINGS - Contact Sensitization).
lnsomma . 13 (5 A wru Events With the Long-Term Use of
0 Daytrana™: |n a long-term open-iabel study of
) )| yp’to 40-month duration in 191 childran with
Nasal congestion 6 (6) [} ABHD the most frequently reported treatment-

emergent adverse events in_pediatric_patients
* Six subjects had affect lability, all judged as mild and described as increased emo-  treated with Daytrana™ for 12 hours daily were
tionally sensitive, emotionality, emotiona! instability, emotional lability, and inter- o rexia (87 subjects, 46%), insomnia (57 sub-
mittent emotional labily. jects, 30%), viral infection {54 subjects, 28%),
and headache (53 subjects, 28%). A total of 45 (24%) subjects were withdrawn from the study because of treatment-emergent
adverse events. The most common events leading to withdrawal were application site reaction {12 subjects, 6%), anorexia (7
subjects, 4%}, and insomnia (7 subjects, 4%).
Adverse Events With Oral Methylphenidate Products: Nervousness and insomnia are the most common adverse reactions report-
ed with other methylphenidate praducts. |n children, loss of appetite, abdominal pain, weight loss during prolonged therapy, insom-
nia, and tachycardia may occur more frequently; however any of the other adverse reactions listed below m: J{ also oceur.
Other reactions include: Cardfac: anging, arrhythmia, palpitations, pulse increased or decrsased, lach cardia; Gastrolnlestinal:
abdominal pain, nausea; immune: hypersensitivity reactions including skin rash u rticaria, fever, anhraqla exfoliative dermatitis,
erythema multiforme  with indings of culit thrombocytopenic  purpura;
Metabolism/Nutrition: anorexia, weight loss during prolonged therapy; Nslvaus Symm dizziness, drowsiness, dyskinesia,
headache, rare repons of Tourstte's syndrome, toxic psychosis; Vaseafar: blood prassurs increased or decreased, cerebral
arteritis and/or gcclusion
Although a definite causal relationship has not been established, the following have been reported in patients taking

ized to either memylphemdate or non-medication treatment groups over 14 months, as well as in

and/or anemia; Hapalnhlllary abnormal liver function, ranging from

newly and treated children aver 36 months lto the ages of 10 to 13 years), suggests
that consistently medrcated cmldren {i.e., treatment for 7 days per week throughout the year) have a temporary slowing in
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. Published data are inadequate to determine whether chranic
use of amphetamings max cause a similar suppression of growth, however, it is anticipated that they likely have this effect as
well. Therefore, growth should be monitored during treatment with stimulants, and patients who are not growing or gaining
height or welg‘hl as expected may need to have their treatment interrupted.

Selzures: There is some clinical evidence that stimulants may lower the convulsive threshold in patients with prior
histary of seizures, in patients with prior EEG abnormalities in absence of seizures, and, very rarely, in patients without a
hrsmri/ of seizures and o prior EEG evidence of seizures. In the presence of seizures, the drug should be discontinued.
Visual Disturbance: Difficulties with accommodation and blurring of vision have been reported with stimulant treatment.
Use in Children Under Six Years of Age: Da;mana‘M should nat be used in children under six years of age, since safety and
efficacy in this age group have not been

Drug Dependence
Daytrana™ should be given cautiously to patients with a history of drug dependence or alcohalism. Chronic abusive use can
lead to marked tolerance and psychological dependence with varying degrees of abnormal behavior. Frank psychotic episodes
can occur, especially with parenteral abuse. Careful supervision is required during withdrawal from abusive use, since severe

ay OCCU. following chronic use may unmask symptoms of the underlying disorder that
may require follow-up.
PRECAUTIONS
Patisnts Using External Heat: All patients should be advised to avoid exposing the Daytrana™ application site to direct
external heat sources, such as heating pads, electric blankets, heated water beds, etc., while wearing the palch There is a
potential for increases in release of greater than 2-fold from the patch.

Periodic CBG, ial, and platelet counts are advised during prolonged merapy

Information for Paflents: Patients should be informed to apply Daytrana™ to a clean, dry site on the hip, which is nof
damaged, or irritated. The site of application must be alternated daity. The patch should not be applied to (he wa|sﬂrne orwhere
tight clothing may rub it.
Daytrana™ should be applied 2 hours before the desired effect. Daytrana™ should be removed approximately 9 hours after it is
applied, athough the eﬁms from the patch wil last for several more hours,
The parent or caregiver should be encouraged to use the administration chart included with each carton of Daytrana™ to -
maonitor application and removal time, and method of disposal.
If there is an unacceptable duration of appetite loss or insomnia in the evening, taking the paich off earlier may be
attempted before decreasing the patch size.
Skin redness or itching is common with Daytrana™, and small bumps on the skin may also occur in some patients. If any
swelling or blistering occurs the patch should not be worn and the patient should be seen by the prescriber.
Drug Interacilons: Daytrana™ should not be used in patients being treated (currently or within the preceding two weeks)
with monoamine oxidase inhibitors (see CONTRAINDICATIONS-Monoamine Oxidase Inhibitors).
Because of a possible effect on bload pressure, Daytrana™ should be used cautiously with pressor agents.

https://doi.org/10.1017/51092852900020423 Published online by Cambridge University Press

i elevailon 10 hepatic coma; ﬁsychlalrlc transient depressed mood; Skin/Subcutansous: scalp hair loss;
Neurolaptic Mali ‘ery rare reparts of neuroleptic malignant s ndrome (NMS} have been received, and, in
most of these, patients were concurren( ly receiving therapies associated with N S In a single report, a ten-year-old boy who
had been taking 18 m n NMS-like event within 45 minutes of
ingesting his. flrst dose of ver\la!axme It i |s uncenaln whether this case represenled a drug-drug interaction, a response to
sither drug alone, or some other cause.

DRUG ABUSE AND DEPENDENCE

Controlled Substance Class: Daytrana™ (methyiphenidate transdermal system), like other methylphenidate products, is

classified as a Schedule |1 controlled substance by federal regulation.

Abuse, Dependence, and Tolerance: See WARNINGS-Drug Dependence for boxed warning containing drug abuse and

dependence information.

OVERDOSAGE

Signs and Signs and of acute resulting principally from overstimulation

of the CNS and from excessive sympathomimetic effects, may include the following: vomiting, agitation, tremors,

hyperreflexia, muscle witching, convulsions (may be followed by coma), euphoria, confusion, hallucinations, delrrlum,

sweating, flushing, headache cardiac 1y . mydriasis, and

dryness of mucous membral

Recommsndad Trealment: Remnve all patches immediately and cleanse the area(s) to remove any remaining adhesive. The
of m the. skin, even after removal of the F‘atch shouid be considered when treating

patients with overdose. Treatment consrsts 01 approprlate suppartive measures. The patient must be protected against setf-

injury and against external stimuii that would ag%ravale overstimulation already present. Intensive care must be provided to

maintain adequate circulation and respiratory exchange; external cooling procedures may be required for hyperpyrexia.

Efficacy of peritoneal dialysis or extracorporeal hemodialysis for Daytrana™ overdosage has nat been established.

Poison Control Center: As with the management of all overdosages, the possibility of multiple drug ingestion should be con-

sidered. The physrcran may wlsh 1o consider contacting a poison control center for up-to-date information on the

Do not store patches unpouched Stare at 25° C (77" F); excursions permitted to 15-30° C (59-86° F) [see USP Centrolled
Room TemperatureL Once the tray is opened, use contents within 2 months. Apply the patch immediateiy upon removal from
the protective pouch. Do not store patches unpouched. For transdermal use only.
REFERENCE
American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders. 4th ed. Washington, DC:
American Psychiatric Association 1394.
Manufactured for Shire US Inc., Wayne, PA 19087 by Noven Pharmaceuticals, Inc., Miami, FL 33186.
For more information call 1-800-828-2088 or visit
Dot Matrix™ is a trademark of Noven Pharmaceuticals, Inc.

aytrana™ Is a trademark of Shire Pharmaceuticals Irgland Limited.
© 2006 Shire Pharmaceuticals Ireland Limited.
Rx Only »
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Depression can rec

gy

Or not.

Exf«fﬂd}ﬂg the booy of eviderice :

IMPORTANT TREATMENT CONSIDERATIONS

dafé for EF

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.

s

s

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.

e

V
FEXOR XR'

» 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 MAOIs 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

VENLIAFAXINE HCI

® EXTENDED
RELEASE
CAPSULES

The change they deserve.
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ONCE-DARY
VENIAFAXINE HC/ e

BRIEF SUMMARY. See package insert for full prescribing information.

Suicidality in Children and Adolescents

Antidepressants increasad the risk of suicidal thinking and behavior (suicidality) in shori-term studies
in children and adolescents with Major Depressive Disorder (MDD) and other psychiatric

studies. The discontinuation rate for anorexia was 1.0% in MDD studies. Treatment-emergent anorexia was more
commonly reported for Effexor XR (8%) than placebo (2%) patients in GAD smdie& The discontinuation rate for
anorexia was 0.9% for up o 8 weeks in GAD studies. Treatment-emergent anorexia was more comemonly reported for
Effexor XR (20%) than placebo (2%) patients in SAD studies. The discontinuation ranalu'morenawas 0.4% forup to
12 weeks in SAD studies. Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than
placebo (3%) patients in PD studies. The discontinuation rate for anorexia was 0.4% for Effexor XR patients in
12-week PD studies. Pedialric Patlents: Decreased appetite was seen in pediatric patients receiving Effexor XR. In
GAD and MDD trials, 10% of Effexor XR patients aged 6-17 for up 1o 8 weeks and 3% of placebo patients had
treatment-emergent anorexla None of the patients receiving Effexor XR discontinued for anorexia or weight loss. In

Anyone msmﬂnﬁhﬂm use of EFFEXOR XR or any other antidepressant in a child or adolescent must
balance this risk the clinical need. Patients who are started on therapy should be observed closely
for clinical sulcldality, or | changes in behavior. Famifies and caregivers should be
advised of the need for close obsarvation and communication with the prescriber. EFFEXOR XR is not
approved for use in pediatric patients. (See Warnings and Precautions: Pediatric Use.)

Pooled analyses of short-term (4 fo 16 weeks) placebo-controlled trials of 9 antidepressant drugs
(SSRIs and others) in children and adolescents with Major Depressive Disorder (MDD), ohsessive-
compulsive disorder (OCD), or other psychiatric disorders (a total of 24 trials involving over 4,400
patients) have revealed a greater risk of adverse events representing suicidal thinking or hehavior
{suicldallty) during the first few months of treatment in those receiving antidepressants. The average
risk of such events in patients receiving antidepressants was 4%, twice the placebo risk of 2%. No
suicides In these trials.

CONTRAINDICATIONS: Hypersensitivity to venlafaxine hydrochloride or to any excipients in the formulation.
Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs). WARNINGS: Clinical Worsening
and Sulcide Risk— Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual
chan\ges in behavior, whether or not they are taking antidepressant medications, and this risk may persist untit
significant remission occurs. There has been a long-standing concern that antldepressanTS may have a role in

placebo- malforSAD 22%and3%ofpauen1sageda17treatedfmupm16weekstEﬁexorXR
and placebo, reported appetite). The discontinuation rates for
anorexuawere07%am00“/oforpahemsreoem Eﬁmmmp‘mebo respectively; the discontinuation rates for
welghtbsswere07%forpahemsrecemngemmrEﬁexorXRorplacebo Activation of Mania/Mypomania. Mania
or hypomania has occurred during short-term depression and PD studies. As with all drugs effective in the treatment
ofMDD Effexorxnshouldbeusedcaumlslylnpanemswmahlsmryofmama Hyponatremia: Hyponatremia and/or
of i ate antidiuretic by H)mayoowrwm\venlafmdne Consider this in
pahen‘lswhoarevmumeﬂepieledeideny tahngdiuremsm depression trials with
Effexor, seizures were reported in 0.3% of venlafaxine patients. Use wunousty in patients with a history of seizures.
Discontinue in any patient who develops seizures. Abnormal . Abnormal bleeding (most commonly
ecchymosis) has been reported. Seruim Cholesterol Elevation. Clinically relevant increases in serum cholesterol were
seen in 5.3% of venfafaxine patients and 0.0% of placebo patients treated for at least 3 months in trials. Consider
measurement of serum cholesterol levels during long-term treatment. Use in Patients With Concomitant Iliness:
Use Effexor XR cautiously in patients with diseases or conditions that could affect hemodynamic responses o
metabolism. Venlafaxine has not been evaluated in patients with recent history of M) or unstable heart disease.
Increases in QT interval (QTc) have been reported in clinical studies. Exercise caution in patients whose undertying
medical conditions might be compromised by increases in heart rate. In patients with renal impairment or cirhosis of
the liver, the clearances of venlafaxine and its active , prolonging the elimination half-lives.
A lower dose may be necessary; use with caution in such patients. hﬁonnaﬁmforkﬂm‘ls—#’mscn ibers or other
health professionals should inform patiertts, their families, and their caregivers about the benefits and risks associated

inducing worsening of depression and the emergence of suicidality in certain patients.
increased the risk of suicidai thinking and behavior (sulcldallty) in short-term studies in ch»ldren and
adolescents with MDD and other psychiatric di Itis whether the dality risk in pediatric
patients extends to longer-term use, {.6., beyond several manths. It is alse unknown whether the suicidality
risk extends to aduits. Al pediatric paﬁonu being treated with antidepressants for any indication should
be observed closely for clinical worsening, sulcidality, and unusual changes in behavior, especially
during the initial few months of a course of dmg therapy, or at times of dose changes, either increases
or decreases. Adults with MDD or comorbid depression in the setting of other psychiatric iliness being
treated with antidepressants should be observed similarly for clinical worsening and suicidality,
especially during the initial few months of a course of drug therapy, or at times of dose changes, either
or de Anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathusla (psychomotor restlessness), hypomama and mania have been reported in adult and
pediatric patients beln?' freated with antidepressants for MDD and other indications, both psychiatric and
nonpsychiatric. Althou a causal link b e g of such and either the of
P and/or th 0 of suicidal impulses has not been established, there is concern that such
symptoms may rep ging suicidality. C on should be given to changing the
therapeutic regimen, lncludlng possibly discontinuing the medication, in patients whose depression is
persistently worse, or who are experiencing emergent suicidality or symptoms that might be precursors to
worsening Uepresslon or suicidality, especially if these symptoms are severe, abrupt in onset, or were not part
of the patient’s presenting symptoms. If the decision has been made to discontinue treatment, medication
shouid be tapered, as rapidly as is feasible, but with recognition that abrupt discontinuation can be associated
with certain symptoms (see PRECAUTIONS and DOSAGE AND ADMINISTRATION). Families and caregivers
of padiatric patients being treated with antidepressants for MDD or other indications, both psy

with with Effexor XR and should counsel them in its appropriate use. A patient Medication Guide About Usmg
Antidepressants in Children and Teenagers is available for Eftexor XR. The prescriber or health professional should

instruct patients, their families, and their caregivers to read the Medication Guide and should assist them in
understanding its contents. Patients should be given the opportunity to discuss the contents of the Medication Guide
and to obtain answers to any questions they may have. The complete text of the Medication Guide is available at
www.effexong.com or in the approved prescribing information. Patients should be advised of the foliowing issues and
asked to alert their prescriber if these occur while taking Effexor XR. Clinical Worsening and Suicide Risk: Patients,
their families, and their caregivers should be encouraged to be alert to the emergence of symptoms listed in
WARNINGS: Clinical Worsening and Suicide Risk, especially those seen early during antidepressant treatment and
when the dose is adjusted up or down. Families and caregivers of patients should be advised to observe for the
emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should be
reported to the patient’s prescriber or health professional, especially if they are severe, abrupt in onset, or were not
part of the patient’s 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 automobiles, until they are reasonably sure that
venlafaxine does not adversely affect their abilities; 2) to avoid alcohol while taking Effexor XR; and 3) about the risk of
serotonin syndrome with the concomitant use of Effexor XR and triptans, tramadol, tryptophan supptements, or other
serotonergic agents. Patients should be advised to notify their physician 1) if they bacome 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 plan o take; 3) if they develop a rash, hives, or related
aliergic phenomena; or 4) if they have a history of glaucoma or increased intraocular pressure. Tests—
No specific laboratory tests are recommended. Drug Interactions-— Aicohof: A single dose of ethanol had no effect
on the ics (PK) of veniafaxine or O-desmethyivenlafaxine (ODV), and venlafaxine did not exag the

and nonpsychiatric, should be alerted about the meed to monitor patients for the emergence of
agitation, irritability, unusual changes in behavior, and the other symptoms described ahove, as well
as the emergence of suicidality, and to report such symptoms immediately to health care providers.
Such monitoring should Include daily observation by families and caregivers. Prescriptions for Effexor XR
should be written for the smallest quantity of capsules consistent with good patient management, in order to
reduce the risk of overdose. Families and caregivers of adults being treated for depression should be similarly
advised. Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation
of bipoiar disorder. it is generally believed that treating such an episode with an antidepressant alone may
increase the likelihood of precipitation of a mixed/manic episode in patlems at risk for bipolar disorder.

( ggerate
psychomotor and psychometric effects induced by ethanol. Cimetidine: Use caution when admlnlstenng veniafaxing
with cimetidine to patients with pre-existing or hepatic dysfunction, and the elderly. Diazepanr: A single
dose of diazepam did not appear to affect the PK of either venlafaxine or ODV. Venlafaxine did not have any effect on
the PK of diazepam of its active metabolite, desmethyldiazepam, or affect the psychomotor and psychometric effects
induced by d|azepam HaloporWVemafaxme decreased total oral-dose clearance of haloperidol, resutting in a 70%
increase in halop Crnay i 88%, but the haloperidol elimination hafi-life was
unchanged. Lithitsm. A smgle dose of fithium did not appear to affect the PK of either veniafaxine or ODV. Venlafaxine
had no effect on the PK of lithium. Drugs Highly Bound to Plasma Proteins: Veniafaxine is not highly bound to plasma
proteins; coadministration of Effexor XR with a highly protein-bound drug shoukd not cause increased free

ions of the other drug. Drugs That Inhibit Cytochrome P450 - CYP2D6 Inhibitors: Venlafaxine

Whether any of the symptoms described above such a Prior to
antidepressant treatment, patients with dep should be dto ine if they are at
risk for bipolar disorder; such screening should include a detailed psychiatric history, including a family history
of sulcide, blpolar dlsorder, and depression, Effexor XR is not approved for use in treating bipolar depressmn
Potantial for | with raactions, same serious, have been in patient

is metabolized to its active metabolite, 0DV, by CYP2D6. Drugs inhibiting this isoenzyme have the potential to increase
plasma concentrations of veniafaxine and decrease concentrations of ODV. No dosage adjustment is required when
veniafaxine is coadministered with a CYP2D6 inhibitor. Concomitant use of veniafaxine with drug treatment(s) that
ally inhibits both CYP2D6 and CYP3A, the primary metabolizing enzymes for venlafaxine, has not been studied.

who recently discontinued an MAQI and started on venlafaxine, or who recently dlsconhnued
venlafaxine prior to initiation of an MAOI. These reactions included tremor, myocionus, diaphoresis,
nausea, vomiting, flushing, dizziness, hyperthermia with features resembling neuroleptic malignant
syndrome, selzures, and death. Effexor XR should not be used in combination with an MAOI, or within
at least 14 days of discontinuing treatment with an MAOL. At least 7 days should be allowed after
stopping venlafaxine before starting an MAOI. Serctonin Syndrome—The development of potentially
life-threatening serotonin syndrome may occur with Effexor XR treatment, particularly with (i 0 concomitant use of
serotonergic drugs and (i) with drugs that impair metabolism of serotonin {sce CONTRAINDICATIONS—MAQOIs).
If concomitant treatment of Effexor XR with an SSRI, SNRI, or a 5-hydroxytryptamine recepmr agonist (riptan) is
clinically warranted, careful observation of the panent is advmd particularly during treatment initiation and dose
increases. The concomitant use of Effexor XR with {such as tryptop supplements) is not
recommended. Sustained Hypertension—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 monitoring of BP i IS recommended. For patients i

Use caution if therapy includes venlafaxine and any agent{s) that produces simuttaneous mhlbmon of these two
enzyme systems. Drugs Metabolized by P450 : Venlafaxine is a relatively weak inhibitor
of CYP2D6. Venlafaxine did not inhibit CYP1A2 and CYP3A4, CYP2CA (in vitro), or CYP2C19, r Veniafaxine

did not affect the PKot |m|pvam|neand 2-0H-imipramine. However, desipramine AUC, Cray and G, increased by ~35%
inthe The 2-0H AUCsii by 2.5-4.5 fold. Imipramine did not affect the PK
of venlafaxine and QDV. Risperidone: Venlafaxine slightly inhibited the CYP2D6-mediated metabolism of risperidone to
its active metabolite, 9-hydroxyrisperidone, resutting in a ~32% increase in risperidone AUC. Venlafaxine coadministration
did not S|gn|ﬁcanﬂy alter the PK profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). CYP3A4:
Venlafaxine did not inhibit CYP3A4 in vitro and in vivo. indinavir: In a study of 9 healthy voluriteers, venlafaxine
administration resulted in 2 28% decrease in the AUC of a single dose of indinavir and a 36% decrease in indinavir Cray.
Indinavir did not affect the PK of veniafaxine and ODV. CYP1A2: Venlafaxine did not inhibit CYP1A2 in vitro and in vivo.
CYP2C9: Venlafaxine did not inhibit CYP2C9 in vitro. In vivo, ventafaxine 75 mg by mouth every 12 hours did not atter
the PK of a single 550-mg dose of tolbutamide or the CYP2C9-mediated formation of 4-hydroxy-tolbutamide. CYP2C19:

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 glaucoma).
PRECAUTIONS: General— Treatment with

roxy.
did not inhibt the metabolism of diazepam, which is partially metabolized by CYP2C19 (see Diazepam
above). MAOJs: See CONTRAINDICATIONS and WARNINGS. CNS-Active : Use caution with concomitant use
of venlafaxine and other CNS-active drugs, ic Drugs and Tnptans (s0e WARNINGS: Serotonin

Based on the of action of Effexor XR and the potential for serotonin syndrome, caution is

of Effexor XR. Abrupt discontinuation or dose
of venlafaxine at varlous doses is associated with new symptoms, the freq which i with i
dose level and longer duration of treatment. Symptoms include agitation, anorexia, anxiety, confusion, coordination
impaired, diarhea, diziness, dry mouth, dysphoric mood, emotional labiiity, fasciculation, fahgue headaches,
hypomania, insomnia, irritability, Ielhargy, nausea, nervousness, nightmares, seizures, sensory disturbances
(e.9., paresthesias such as electric shock sensations), somnolence, sweating, tinnitus, tremor, vertigo, and vomiting.
Monitor patients when discontinuing treatment. A gradual reduction in the dose rather than abrupt cessation is
recommended. ff intolerable symptoms occur Iullowmg a decrease in the dose or upon discontinuation of treatment,
consider g the pi continue g the dose at a more gradual rate.
Insomnia and Nervousness. Tmatmem«ametgent insomnia and nervousness have ‘been reported. In Phase 3 trials,
insomnia led to drug disconti in 1% of both dé patients and Panic Disorder (PD) patients and in 3% of
both Generalized Anxiety Disorder (GAD) and Social Anxiety Disorder (SAD) patients. Nervousness led to drug
discontinuation in 0.9% of patients, in 2% of GAD patients, and in 0% of SAD and PD patients. Ghanges
in : Adudlt Patients. |n short-term MDD trials, 7% of Effexor XR patients had >5% loss of body weight and
0.1% discontinued for weight loss. In 6-month GAD s1ud|es 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%
of body weight and ro patients discontinued for weight loss. In 12-week PD trials, 3% of Effexar XR patients bad
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 oss alone or in combination with
other products. Pediatric Patients. Weight loss was seen in patients aged 6-17 receiving Effexor XR. More Effexor XR
patients than placebo patients experienced weight loss of at least 3.5% in both MDD and GAD shudies (18% of Effexor XR
patients vs. 3.6% of placebo patients; P<0.001) and the SAD study (47% of Effexor XR patients vs. 14% of placebo
patients; P<0.001). Weight loss was not limited to patients with treatment-emergent anorexia (decreased appetite).
Children and adolescents in a 6-month MDD study had increases in weight less than expec‘ted based on data from
age- and sex-matched peers. The difference between observed and expected weight gain was larger for children <12
years old than for adolescents 212 years old. Changes in Helgit: Pediatric Patients: in 8-week GAD studies, Effexor XR
patients aged 6-17 grew an average of 0.3 cm (n=122), while placebo patients grew an average of 1.0 cm {n=132);
P=0.041, This difference in height increase was most notable in patients <12. In 8-week MDD studies, Effexor XR
patients grew an average of 0.8 cm (n_146) while placebo patients grew an average of 0.7 cm (n=147). During the
16-week, placebo-controlled SAD both the Effexor XR (1=109) and the placebo (n=112) pahems grew an
average of 1.0 cm. In the 6-month MDD study, children and height i less th
based on data from age- and sex-matched peers. ﬂmdmerencebemenobservedandexpectedgmwm rates was
larger for children <12 years old than for adolescents >12 years old. Changes in
Treatment-emergent anorexia was more commonly reported for Effexor XR (8%) than placebo (4%) paﬁents in MDD
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advised when Effexor XR is coadministered with other drugs that may affect the serotonergic neurotransmitter
systems, such as triptans, SSRis, other SNRs, linezolid, lithium, tramadol, or St. John’s wort. If concomitant treatment
of Effexor XR with these drugs is clinically warramed careful observahon of the patient is advised, particularty during
treatment initiation and dose increases. The concomitant use of Effexor XR with tryptophan supplements is not
recommended. Bectrocomvisive y (ECT): There are no clinical data establishing the benefit of ECT combined

with Effexor XR treatment. Carcil Mutagenesis, Impairment of Fertility— was no
increase in tumors in mice and rats given up t 1.7 times the maximum recommended human dose (MRHD) on a
mg/m? basis. Mirtagenesis: Venlafaxine and ODV were not mutagenic in the Ames reverse mutation assay in
Salmonetla bacteria or the CHO/HGPRT mammalian cell forward gene. mutation assay. Venlafaxine was not dlastogenic
m several assays. ODV elicited a clastogenic response in the in vivo chromosomal aberration assay in rat bone
arow. Impairment of Noeffectsonrepmducnmorfemmymratswerenctedatoraldmmofupm

2 umes the MRHD on a mag/m? basis. incy— Jevatogenic Effects—Prognancy 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 stiflbomn
pups, and an increase in pup deaths during the first 5 days of factation when dosing began during pregnancy and
continued until weaning. There are no adequate and well-controlled studies in pregnant women; use Effexor XR during
pregnancy only if clearly needed. Effacts: Neonates exposed to Effexor XR late in the third rimester
have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding.
Complications can arise immediately upon delivery. Reports include respiratory distress, cyanosis, apnea, seizures,
temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia, tremor,
jitteriness, irritability, and constant crying. This is consistent with a direct txic effect of SNRis or a drug discontinuation
syndrome. In some cases, it is consistent with serotonin syndrome. When treating a pregnant woman with Effexor XR
during the third trimester, carefully consider the potential risks and benefits of treatment and consider tapering
Effexor XR in the third trimester. Labor, Delivery, Nursing—The effect on labor and delivery in humans is unknown.
Venlafaxine and ODV have been reported to be excreted in human milk. Because of the potential for serious adverse
reactions in nursing .infants from Effexor XR, a decision should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of the drug to the mother. Pediatric Use—Safety and
in the pediatric ion have not been established (see BOX WARNING and WARNINGS: Clinical

Worsening and Suicide Risk). No studies have adequately assessed the |mpac1 of Effexor XR on growth,
development, and maturation of children and adolescents. Studies suggest Effexor XR may adversely affect weight
and height (see PRI 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 freatment,
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
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wers similar to that observed In adult patients. The precautions for adufts apply to pediatric patients. Geriatric
Use—No overall differsnces in effectiveness or safety were observed between geriatric and younger patients.
Greater sensitivity of some older individuals cannot be ruled out. Hyponatremia and SIADH have been reported,
usually in the elderly. ADVERSE REACTIONS: Assoclated with Discontinuation of Treatment—The most

common events leading to discontinuation in MDD, GAD, SAD, and PD trials Included nausea, anorexia, anxiety,

Impotence, dry mouth, dizziness, insomnia, somnolence hypertensm diarthea, paresthesia, tremor, abnormal ]
(mostly blurred) vislon abnormal {mostly delayed) ejacuiatlon asthenia, vomiting, nervousness, headache,
vasodilatation, fnlnklng abnonnal decreased libido, and sweating. Commonly Observed Adverse. Events in
Controlled Cilnical THal MDD, GAD, SAD, a and PD—Body as a Whole: asthenia, headache, flu syndrome,

accidental injury, abdomlnal pain. Cardiovascular: vasodilatation, hypertension, palpﬁaﬁon ngsm nausea,
constipation, anoraxia, vomiting, fiatulence, dianhea, eructation. Mgmmmmjﬂgnal weight loss.
dizziness, somnolence, insomnia, dry mouth nervousness, abnormal dreams, tremor, depression, nypenoma
paresmem libido decreased, agitation, annety, twitching. msmmmm pharynglﬁs yawn, sinusitis. Skin:
ng. Special Senses: abnormal vision, : abnormal ejaculation, impotence, orgasmic
dysfuncﬂon {including anorgasmia) in females. Vital Sign Changes: Effexor XR was associated with a mean increase
in pulse rate of about 2 beats/min in depression and GAD frials and a mean increase in pulse rate of 4 beats/min in
SAD trials. (See WARNINGS-Sustalned Hypertansion). Laboratory Changes: Clinically relevant increases in serum
cholesterol were noted In Effexor XR clinical trials. Increases were duration dependent over the study period and
tended to be greater with higher doses. Other Events Observed During the Premarketing Eveluation of
Effoxor and XR—N=6,870. “Frequent":evems occuring in at least 1/100 patients; “infrequent”=1/100 to
1/1000 patients; “rare —fewertham 1000 patients. Body as a whole - Frequent: chest pain substemal, chilis, fever, / (,f (
neck pain; Infrequent: face edema, intentional injury, malaise, monlfiasis, neck rigidity, paivic paln, pmtosenslﬂvrty o’
reaction, suicice attempt, wihdrawal syndrome; Rare: appendlclﬁs bacteremia, carcinoma, cellultis. ' :
et lFre%uepré% mllgralne,npgﬂu{al hyp?tensd||on dtact}yca{d‘la Ir}f‘;’e?uetnt %r}glna ?decthonsd )arrhythmna, IS a unlque patient SUppOI’T
extrasystoles, hypotension, peripheral vascufar disorder (mainly cold feet and/or cold hands), syncope, : .
ool har ot s, i 1t et ety B, Dy, s b bk and education program that is
capillary fragility, ce ischemia, coronary artery dissase, congestive failure, he ematoma, i
crdo: Iﬂgmlm | (mmw ,tm oo Panortage, meari ’,;f,lfam designed tofhclelph you foster
pallor, sinus mia. - Frequent: increase squent: bruxism, colitis, dysphagia,
tongue edema, esophaghtis, gastritis, gastroenteritis, gastrointastinal ulcsr gingivitis, glossitis, rectal hemonhage, successtul t erapy
hemorrhoids, melfena, oral rnonlllasls stomatitis, mouth ulceration; Rare: abdominal distansion, biliary pain, cheilits,
cholecystitis, cholelithlasis, esuphageal spasms, duodenitis, hematames!s, gastroesophageal reflux disease,
gastrointestinal hemorrhage, gum hemorrhage, hepatitis, ileftis, jaundice, Intestinal obstruction, liver tendemess,
parotitis, periodontitis, proctitis, rectat disorder, sallvary gland enlargement, increased salivation, SOt stools, tongue
discoloration. Endocrine system - Rare: galactorrhoea, goiter, hyperthyroidism, hypothyroidism, thyroid nodule
thyroiditis. Hemle and lymphatic svatem - Frequent: ecchymosis; Infrequent: anemia, leukocytosls, lsukopenia,
lymphadenopathy, thrombocythemia; Rare: basophilia, bleeding time Increased, cyanosis, eosinophilia, D / 4‘ 0 UeS'
fymphocytosis, multiple myeloma, purpura, thrombocytopenia. Metabolic and nutritional - Frequent: edema, weight
gain; Infrequent; elkaline phosphatase increased, dehydration, hypercholesteremia, hyperglycemla, hypenlpemia :
fypoglycemia, hypokalemia, SGOT Increased, SGPT Increased, thirst; Rare: aicohol intolerance, bilirubinernia, BUN offers patients access to a call
Increased, creatinine increased, diabetes meliitus, glycosuna gout, healing abnormal, hemochmmatos!s . s
nypertr:‘alcl?]u{la,lh{perkamla Ihyperphosphatemla hyperuncemlaFrgypocgglmestelremlﬁmzypogaﬁma, center to Speak with a health care prOVIder
ypophosphatemia, hypoprotsinemia, uremia. Musculoskeleta system - Frequent ralgia; uen S, . .
arthrosis, boggspurs, bursits, bgg:gfst,arl%ema, tenosyn*gvms,sge bone pgasr; eggclmorlggllcal f'ra[crt;rrefmusrgle for patient support and education
cramp, muscle spasms, musculoskele ess, myopathy, ostsoporosis, erosls, pla asciltis, i
rheumatoid arthritis, tendon rupture. Ngmgs_m_m - Frequent: amnesia, confusion, depersonalization, to reinforce your efforts
hypesthesia, thinking abnormal, trismus, vertigo; Infrequent: akathisia, apathy, ataxia, circumoral paresthesia, CNS
stimulation, emotional lability, euphoria, hallucinations, hostility, hyperesthesia, hyperkinesia, hypotonia,
incoordination, manic reaction, myoclonus, neuraigia, neuropathy, psychosis, selzure, abnormal speech, stupor,
suicidal ideation; Rare: abnormal/changed behavior, adjustment disorder, akinesia, alcohol abuse, aphasia,
bradykinesia, bucooglossal syndrome, cersbrovascular accident, feeling drunk, loss of consciousness, delusions,
dementia, dystonia, energy increased, facial paralysis, abnormal gatt, Guiliain-| Baré syndrome, homicidal ideation,
hyperchlofnydna hypokinesia, hysterla, Impulse confrol difficuities, libido Increased, motion sickness, neuntls,
nystagmus, paranoid reaction, paresis, psychotic depression, refiexes decreasad, reflexes increased, torticollis.
- Frequent cough increased, dyspnea; Infrequent: asthma, chest congestion, epistaxis,
pwy';pgnllen}ﬂaﬂon Iggynglsn'lus Iaryngllﬂs pneumowe vmcle alteration; Rare: atelectasis, hemoptys;;, hyp%\t/enﬁlmns,
xla, larynx edema, pleurisy, pulmonary embolus, sleep apnea. Skin and appendages - Frequent: pru i
st S o, 50 o Tl s i co: sl
s, arythema im, exfoliative derm; no ar joral in discoloration, furunculosis, ., abou ese
hirsutism, leukoderma, miliaria, petechial rash pruritic rash, pustular rash, vesicuiobullous rash, sebormea skin . .pa lenT .Ca 510 You;
atrophy,skin hypertrophy, skin striae, sweating decraased. Special sefises - Frequent: abnormaly of accommodation, b their physician
mydriasis, taste perversion; Infrequent: conluncﬂvnls diplopia, dry eyes, eye pain, hyperacusis, ctitis media, parosmia, :
photophobia, taste loss, visual field defect, Rare: bispharitis, cataract, chromatopsia, conjunctival edema comeal
lesion, deafness, exophihalmos, eye hemorrhage, glaucoma, retinal hemorrhage, subconjunctival hemorrhage,
karaﬁﬂs labyrinthitis, miosis, papllledema, decreassd pupiliary reflex, ofitis externa, sclerttis, uveltis.

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

ADMINISTRATION: Consult full prescribing informfation for dosing instructions. Switching Patients to or From an
MAOI—A least 14 days should elapse between discontinuation of an MAOI and Inttiation of merap*whh Effexor XR.
At least 7 days should be allowed after smppin%e ffexor XR befora starting an MAQI (see CONTRAI ATIONS and
WARNINGS). This brief summary s based on Effexor XR Prescribing Information W10404C025, revised August 2006.
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BECAUS

ARE NU@ ‘

Too many times I've seen how quickly the
devastating effects of bipolar disorder can impact
and the damage that each

my patients’ lives
episode can cause.

Families torn apart. e
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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