The American Journal of Psychiatry

Residents’ Journal: How to Get Involved

Residents, fellows, and students are invited to attend the

2015 American Journal of Psychiatry Residents’ Journal workshop,
to take place at the American Psychiatric Association Annual Meeting
in Toronto, Canada.

m Bring your thoughts and ideas about the Residents’ Journal
m Hear a brief presentation about the Journal’s new developments
m Meet with Residents’ Journal editors and editorial staff
m Meet the American Journal of Psychiatry Editor-in-Chief
Robert Freedman, M.D.

Sunday, May 17, 2015
12:30 p.m. to 2:00 p.m.

Toronto Convention Centre—North
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For further information please contact ajp@psych.org.
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Phone: 1-800-368-5777
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AJP to Debut Breaking New Research on

Adolescent Drinking at APA Annual Meeting

Adolescent drinking, its causes and consequences,
will be a focus of a Monday morning forum featuring
the authors of two new research studies that The
American Journal of Psychiatry will release earlier
that morning.

George Koob, Ph.D., Director of the National
Institute of Alcohol Abuse and Alcoholism (NIAAA),
will also be a discussant to place these findings in clinical context.

AJP Editor-in-Chief Robert Freedman, M.D., will host the presentation.

Monday May 18, 9:00 AM
Convention Center South, Level 800, Room 801B
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Understanding Mental Disorders
Your Guide to DSM-5°

American Psychiatric Association

Coming
May 2015!
|

A consumer guide for anyone who has been
touched by mental ilIness!

ost of us know someone who suffers from a mental iliness.

This book helps those who may be struggling with mental
health problems, as well as those who want to help others
achieve mental health and well-being.

Based on the DSM-5®, Understanding Mental Disorders pro-
vides valuable insight on what to expect from an illness and its
treatment—and will help readers recognize symptoms, know
when to seek help, and get the right care. Featured disorders
include depression, schizophrenia, ADHD, autism spectrum
disorder, posttraumatic stress disorder, and bipolar disorder,
among others.

€ € This simple, user-friendly guide is clear and informative. The format makes it easy
to look up information about specific disorders.”—Alies Muskin, Executive Director, Anxiety
and Depression Association of America

( £ DSM-5 sounds mysterious or technical to many people. This guide dissolves the mystery and
explains psychiatric diagnoses in readily understandable terms.”—Mary Giliberti, Executive
Director, National Alliance on Mental lliness

( (£ Understanding Mental Disorders is an important resource that highlights in a balanced, sensitive
way the multifaceted nature of mental disorders.”—Allen Doederlein, President, Depression and
Bipolar Support Alliance

( [ Understanding Mental Disorders is a consumer-friendly guide to understanding the full array of
mental health concerns and conditions that affect so many of us, and to understanding the range
of treatments that can be effective in addressing them.”—Paul Gionfriddo, President and CEQ,
Mental Health America

For more resources and information, visit www.psychiatry.org/UnderstandingMentalDisorders

2015 » 370 pages * ISBN 978-1-58562-491-1 « Paperback ¢ $24.95 ¢ ltem #62491

Order Online: www.appi.org

American
1 1 American Psychiatric Publishin
P&}’M A Division ofyAmerican Psychiagtlric Association 20% Discount for American Psychiatric Association Members!
Pubhshmg Phone: 703-907-7322  Toll Free: 1-800-368-5777 25% Discount for APA Resident-Fellow Members
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. APA Annual Meeting
> ON DEMAND

Never Miss a Session
with APA Annual Meeting On Demand!

Order today and
save $1,000 off the list price!

APA Annual Meeting on Demand is a digital library of content with more than 350
hours of presentations from the 2015 American Psychiatric Association Annual Meeting.

Features of APA Annual Meeting on Demand include:

B Cloud-based online access from any computer or mobile device
(content available within 24 hours of live presentations)

B Advanced Search: Find any word on any slide

B Recently Viewed: Revisit presentations and pick up where you left off
B Downloadable MP3 audio files (listen to presentations on-the-go)

B CME credit available

B Complimentary portable USB drive for offline access

Three convenient ways to order:

]

Visit one of our sales booths: Online: Phone:

South Building — Level 700  Orders.CMEonCall.com/apa/offer  (go0) 501-2303
or

South Building — Level 800

near on-site registration




Psychiatrist - Wisconsin

Inpatient/Outpatient

HealthPartners Medical Group is a top Upper Midwest multispecialty physician practice based in Minnesota and western
Wisconsin. Our award-winning Behavioral Health team is 25+ psychiatrists-strong and focused in multidisciplinary inpatient
and outpatient settings. Together with social workers, nurses, PAs, therapists and OTs, we provide exceptional care to our
community and are dedicated to the health and well-being of our patients.

We have an exciting full-time opportunity for a talented and caring BC/BE Psychiatrist to join our group at the Amery Regional
Medical Center (ARMC) in beautiful Amery, Wisconsin. This key position provides direct inpatient and outpatient care as part
of our psychiatric treatment program at ARMC and nearby care sites. Leadership and other practice growth opportunities are

available.

ARMC is a progressive western Wisconsin community hospital located about an hour east of the Minneapolis/St. Paul
metropolitan area. The Amery community offers the variety of a bigger city with a sense of hometown hospitality. With an
excellent school system and abundant sporting/outdoor/recreational offerings, Amery is an ideal place to put down family and
practice roots. For hospital and community information, visit www.amerymedicalcenter.org and www.amerywisconsin.org.

HealthPartners offers a competitive compensation and benefits package, paid malpractice coverage and a rewarding practice
environment with support from our Twin Cities-based group. For consideration, please apply online at healthpartners.com/
careers, forward your CV and cover letter to lori.m.fake@healthpartners.com, or call Lori at (800) 472-4695 x1. EOE

(" HealthPartners'

healthpartners.com

Chief, Division of Addictions
Centre for Addiction and Mental Health, Toronto

CAMH is Canada's largest academic health science center dedicated to
mental health and addictions and is fuIIKAaffiliated with the University of
Toronto. The Addictions services at CAMH offer inpatient and outpatient
services reaching each year almost 10,000 adolescents and adults

with a spectrum of substance use diagnoses with or without concurrent
mental disorders. The successful candidate will join a team of world-
famous addiction scientists conducting research in animal and human
translational neuroscience, clinical interventions, epidemiology, and
health policy.

The ideal candidate will be intensely dedicated to excellence in clinical
research and recruiting and educating the next generation of addiction
clinicians, including psychiatrists, family physicians, other physicians,
and other clinicians. He or she will have demonstrated leadership

skills and experience working in complex organizations. He or she will
lead a Division with significant existing resources including substantial
internal and external fundln? and one endowed chair. The Chief will be
a key member of both the clinical and academic leadership teams at
CAMH, working collaboratively to ensure the successful integration of
addictions research and teaching into all aspects of the organization.
He or she will represent CAMH at local, provincial, and national tables
on all matters related to addictions and concurrent disorders. He or she
will work collaboratively with other addiction organizations in the greater
Toronto region and Ontario.

The candidate should be an academic addiction psychiatrist or
another physician or doctoral-level health professional with exceptional
leadership skills and an extensive academic record in the field

of addictions. He or she would be expected to be eligible for an
appointment at the rank of Associate Professor or Full Professor at the
University of Toronto.

Interested applicants should submit a

letter of interest and curriculum vitae to: m
Benoit H. Mulsant, MD, MS, FRCPC

PhySICIan In Chlef CA H Centre for Addiction and Mental Health
benoit_mu|sant@camh_ca Centre de toxicomanie et de santé mentale

Special Discounts
for American Psychiatric
Association members
on www.appi.org

20% Discount for APA Members

25% Discount for
APA Members-in-Training (MITs)

o%o ofo oo
Subscribe to APP News
for the latest information on new titles, special offers,
and other useful information.

Signup @
www.appi.org/Pages/Signup.aspx
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Child Adoloscent Psychiatrist

Assistant/Associate Professor

The Department of Psychiatry at The University of Texas Health
Science Center at San Antonio is seeking a board-certified or
board-eligible academic child and adolescent psychiatrist for
a full-time Assistant or Associate Professor position (tenure or
non-tenure track). The faculty will be responsible for substantial
clinical supervision of psychiatry residents and medical students
as well as direct patient care at a variety of outpatient clinical
sites, including Clarity Child Guidance Center, the principle
teaching site for the Division of Child and Adolescent Psychiatry.
Additional educational administrative responsibilities in the
Department of Psychiatry may be included. The position may
be full or part-time.

The department has strong educational, research and clinical
programs in an attractive, culturally rich city situated on the edge
of the Texas Hill Country, with a pleasant climate, an excellent
public school system, and abundant recreational activities.

Interested individuals should forward their curriculum vitae to:

Steven R. Pliszka, M.D., Professor and Chair
Department of Psychiatry, Mail Code 7792
The University of Texas Health Science Center at San Antonio
7703 Floyd Curl Drive, San Antonio TX 78229-3900
phone 210-567-5391, Fax 210-567-6941

The University of Texas Health Science Center at San Antonio
is an equal employment opportunity/affirmative action employer
including protected veterans and persons with disabilities.
All faculty appointments are designated as security sensitive
positions.

Intermountain’
Healthcare

Intermountain Healthcare has openings
for Psychiatrists:

Adult Outpatient - Logan, UT
Adult Outpatient - Ogden, UT
Adult Inpatient & Outpatient - Provo, UT
Adult Outpatient - Salt Lake City, UT
Adult Outpatient - St. George, UT

Employment with Intermountain Medical
Group. Competitive salary and incentive
recognition bonuses. Signing bonus.
Loan repayment money available. Full
Intermountain benefits to include defined
pension, 401k match & CME. Relocation
provided up to 15k.
Intermountain Healthcare is frequently
referenced nationally as one of the leaders in
delivering high quality/low cost health care.

Contact Intermountain Healthcare
Physician Recruiting.
800-888-3134 Fax: 801-442-3388
PhysicianRecruit@imail.org
http://physicianjobsintermountain.org

Department of Veterans Affairs
Office of Research and Development
Clinical Science Research and Development Service

Presents the
2014
JOHN B. BARNWELL AWARD
For Outstanding Achievement in Clinical Research
to
Philip D. Harvey, Ph.D.
Miami VA Healthcare System
Miami, FL

For his research on cognition, severe mental

illness and neuropsychiatric conditions including
schizophrenia, traumatic brain injury, dementia
and Parkinson’s disease. His work has advanced the
understanding, diagnosis and treatment of these
conditions in Veterans and the general population.

. PSYCHIATRY — EMPLOYED POSITIONS
MARYLAND

Baltimore
MASSACHUSETTS
| Framingham —FT
N ~ Statewide
If your career track has failed
to meet your personal and MICHIGAN )
professional aspirations, this Ann_Arbor, Jackson, Lansing & Grand
may be the perfect time to explore Rapids
a career with MHM Services/ MINNESOTA
Centurion. As one of the nation’s St. Cloud
leaders in correctional mental
health, we are always seeking VERMU_NT
Statewide

Psychiatrists for clinical, forensic
and administrative opportunities. INDEPENDENT CONTRACTOR POSITIONS

CALIFORNIA
Our brand of healthcare offers: State Hospital
e Guaranteed Compensation Fresno
e No Reimbursement Hassles PENNSYLVANIA

L4 Clinically Diverse & Interesting INDEPENDENT CONTRACTOR:
Caseloads , o Pennsylvania state hospitals and
* Innovative, Team-Oriented other various branches of the

Env_irpnment ) Commonwealth of Pennsylvania
e Positive Impact on Public Health o Danville, Pittsburgh, Reading

Scranton & Wilkes-Barre

To apply or inquire, contact: EMPLOYED:
Holley Schwieterman o Telepsychiatry — PT
(866) 204-3920 e Philadelphia Prison System — FT & PT
holley@mhmcareers.com e Pennsylvania Department of

. Corrections: Clarion, Erie, Harrisburg,
www.mhm-services.com Scranton, Pittshurgh, Wilkes-Barre
EOE & State College — FT, PT & Temporary
Coverage Options
m o

. e (Chief Psychiatrist Opportunity —
w MHM Servlces, Inc. Harrisburg Area
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Subscription and Business Information

The American Journal of Psychiatry, 1ISSN
0002-953X, is published monthly by the
American Psychiatric Association.

The American Psychiatric Association does
not hold itself responsible for statements
made in its publications by contributors or
advertisers. Unless so stated, materialin The
American Journal of Psychiatry does not
reflect the endorsement, official attitude, or
position of the American Psychiatric Asso-
ciation or of the Journal's Editorial Board.

Periodicals postage paid at Arlington, VA,
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APA does not require that permission be
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serve use; all fees associated with such per-
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A desvenlafaxinel Extended-Release Tablets

BRIEF SUMMARY. See package insert for full Prescribing Information. For further product information and current
package insert, please visit www.pristighcp.com or call Pfizer US Medical Information toll-free at (800) 438-1985.

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

Antidepressantsincreased the risk of suicidal thoughts and inchildr andyoung
adults in short-term studies. These studles did not show anincrease in the risk of suicidal thoughts and
behaviorwithanti inriskwithantidepressant
use in patients aged 65 and older [see Warnings and Precautmns (5.1) in the full prescribing information].
In patients of all ages who are started on antidepressant therapy, monitor closely for worsening, and
for emergence of suicidal thoughts and behaviors. Advise families and caregivers of the need for close
observation and communication with the prescriber [see Warnings and Precautions (5.1) in the full
prescribing information].

PRISTIQ is not approved for use in pediatric patients [see Use in Specific Populations (8.4) in the full
prescribing information].

INDICATIONS AND USAGE: PRISTIQ, a serotonin and norepinephrine reuptake inhibitor (SNRI), is indicated for the
treatment of major depressive disorder (MDD) /see Clinical Studies (14) and Dosage and Administration (2.1) in the
full prescribing information]. The efficacy of PRISTIQ has been established in four short-term (8-week, placebo-
gpntrglled studies) and two maintenance studies in adult outpatients who met DSM-IV criteria for major depressive
isorder.
CONTRAINDICATIONS: Hypersensitivity to desvenlafaxine succinate, venlafaxine hydrochloride or to any excipients
in the PRISTIQ formulation. Angioedema has been reported in patients treated with PRISTIQ [see Adverse Reactions
(6.7) in the full p The use of e oxidase inhibitors (MAOIs) intended to treat
psychiatric disorders with PRISTIQ or within 7 days of stopping treatment with PRISTIQ is contraindicated because
of an increased risk of serotonin syndrome. The use of PRISTIQ within 14 days of stopping an MAOI intended to treat
psychiatric disorders is also contraindicated [see Dosage and Administration (2.6) and ings and P
(5.2) in the full prescribing information]. Starting PRISTIQ in a patient who is being treated with MAOIs such as
linezolid or intravenous methylene blue is also contraindicated because of an increased risk of serotonin syndrome
[see Dosage and Admii ion (2.6) and ings and P ions (5.2) in the full prescribing information].
WARNINGS AND PRECAUTIONS: Suicidal Thoughts and Behaviors in Children, Adolescents and Young Adults—
Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their depression
and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not
they are taking antidepressant medications, and this risk may persist until significant remission occurs. Suicide is a
known risk of depression and certain other psychiatric disorders, and these disorders themselves are the strongest
predictors of suicide. There has been a long-standing concern, however, that antidepressants may have a role in
inducing worsening of depression and the emergence of suicidality in certain patients during the early phases of
treatment. Pooled analyses of short-term placebo-controlled studies of antidepressant drugs (SSRIs and others)
showed that these drugs increase the risk of suicidal thinking and behavior (suicidality) in children, adol
and young adults (ages 18 to 24) with major depressive disorder (MDD) and other psychiatric disorders. Short-
term studies did not show an increase in the risk of suicidality with antidepressants compared to placebo in
adults beyond age 24; there was a reduction with antidepressants compared to placebo in adults aged 65 and older.
The pooled analyses of placebo-controlled studies in children and adolescents with MDD, obsessive compulsive
disorder (OCD), or other psychiatric disorders included a total of 24 short-term studies of 9 antidepressant drugs
in over 4,400 patients. The pooled analyses of placebo-controlled studies in adults with MDD or other psychiatric
disorders included a total of 295 short-term studies (median duration of 2 months) of 11 antidepressant drugs in
over 77,000 patients. There was considerable variation in risk of suicidality among drugs, but a tendency toward an
increase in the younger patients for aimost all drugs studied. There were differences in absolute risk of suicidality
across the different indications, with the highest incidence in MDD. The risk differences (drug vs. placebo), however,
were relatively stable within age strata and across indications. These risk differences (drug-placebo difference in
the number of cases of suicidality per 1,000 patients treated) included 14 additional cases of increases among
those aged <18, 5 additional cases of increases among those aged 18 to 24, 1 fewer case of decrease among those
aged 25 to 64, and 6 fewer cases of decrease among those aged >65.
No suicides occurred in any of the pediatric studies. There were suicides in the adult studies, but the number was not
sufficient to reach any conclusion about drug effect on suicide. It is unknown whether the suicidality risk extends to
longer-term use, i.e., beyond several months. However, there is substantial evidence from placebo-controlled
maintenance studies in adults with depression that the use of antidepressants can delay the recurrence of
depression. All patients being treated with antidep for any indication should be monitored
appropriately and observed closely for clinical worsening, suicidality, and unusual changes in behavior,
especially during the initial few months of a course of drug therapy, or at times of dose changes, either
|ncreases or decreases. The followmg symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility,
, impulsivity, ak (psychomotor restlessness), hypomania, and mania, have been reported in
adull and pedlatnc patients being treated with antidepressants for major depressive disorder as well as for other
indications, both psychiatric and nonpsychiatric. Although a causal link between the emergence of such symptoms
and either the worsening of depression and/or the emergence of suicidal impulses has not been established, there is
concern that such symptoms may represent precursors to emerging suicidality. Consideration should be given to
changing the therapeutic regimen, including 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
depression 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 should be tapered, as
rapidly as is feasible, but with recognition that abrupt discontinuation can be assouated with certain symptoms [see
Dosage and Administration (2.4) and Wamnings and Precautions (5.7) in the full p fora
of therisks of discontinuation of PRISTIQ]. Families and caregivers of patlents being treated with antldepressants
for major depressive disorder or other indi both and ic, should be alerted
about the need to monitor patients for the of |rr|tab|I|ty, unusual changes in behavior,
and the other symptoms described above, as well as the emergence of suicidality, and to report such
symptoms immediately to healthcare providers. Such monitoring should include daily observation by
families and caregivers. Prescriptions for PRISTIQ should be written for the smallest quantity of tablets consistent
with good patient management, in order to reduce the risk of overdose. Screening patients for bipolar disorder—A
major depressive episode may be the initial presentation of bipolar disorder. It is generally believed (though not
established in controlled studies) that treating such an episode with an antidepressant alone may increase the
likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder. Whether any of the
symptoms described above represent such a conversion is unknown However, prior to initiating treatment with an
antidepressant, patients with d ymp! should be adequately screened to determine if they are at risk for
bipolar disorder; such screening ) should include a detailed psychiatric history, including a family history of suicide,
bipolar disorder, and depression. It should be noted that PRISTIQ is not approved for use in treating bipolar depression.
Serotonin Syndrome: The development of a potentially life-threatening serotonin syndrome has been reported with
SNRIs and SSRlIs, including PRISTIQ, alone but particularly with concomitant use of other serotonergic drugs
(including triptans, tricyclic antidepressants, fentanyl, lithium, tramadol, tryptophan, buspirone, and St. John’s Wort),
and with drugs that impair metabolism of serotonin (in particular, MAOIs, both those intended to treat psychiatric
disorders and also others, such as linezolid and intravenous methylene blue). Serotonin syndrome symptoms may
include mental status changes (e.g., agitation, hallucinations, delirium, and coma), autonomic instability (e.g.,
tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia), neuromuscular symptoms (e.g.,
tremor, rigidity, myoclonus, hyperreflexia, incoordination), seizures, and/or gastrointestinal symptoms (e.g., nausea,
vomiting, diarrhea). Patients should be monitored for the emergence of serotonin syndrome. The concomitant use of
PRISTIQ with MAOIs intended to treat psychiatric disorders is contraindicated. PRISTIQ should also not be started in
apatient who is being treated with MAOIs such as linezolid or intravenous methylene blue. All reports with methylene
blue that provided information on the route of administration involved intravenous administration in the dose range of
1 mg/kg to 8 mg/kg. No reports involved the administration of methylene blue by other routes (such as oral tablets or
local tissue injection) or at lower doses. There may be circumstances when it is necessary to initiate treatment with
aMAQOI such as linezolid or intravenous methylene blue in a patient taking PRISTIQ. PRISTIQ should be discontinued
before initiating treatment with the MAOI [see Contraindications (4.2) and Dosage and Administration (2.6) in the full
prescribing information]. If concomitant use of PRISTIQ with other serotonergic drugs, including triptans, tricyclic
antidepressants, fentanyl, lithium, tramadol, buspirone, tryptophan, and St. John’s Wort is clinically warranted,
patients should be made aware of a potential increased risk for serotonin syndrome, particularly during treatment
initiation and dose increases. Treatment with PRISTIQ and any concomitant serotonergic agents should be
discontinued immediately if the above events occur and supportive symptomatic treatment should be initiated.
Elevated Blood Pressure: Patients receiving PRISTIQ should have regular monitoring of blood pressure since
increases in blood pressure were observed in clinical studies [see Adverse Reactions (6.1) in the full prescribing
information]. Pre-existing hypertension should be controlled before initiating treatment with PRISTIQ. Caution should

Psy

be exercised in treating patients with pre-existing hypertension, cardiovascular, or cerebrovascular conditions that
might be compromised by increases in blood pressure. Cases of elevated blood pressure requiring immediate
treatment have been reported with PRISTIQ. Sustained blood pressure increases could have adverse consequences.
For patients who experience a sustained increase in blood pressure while receiving PRISTIQ either dose reduction
or discontinuation should be considered [see Adverse Reactions (6.1) in the full p
Bleeding: SSRIs and SNRIs, including PRISTIQ, may increase the risk of bleedmg events. Concomitant use of
aspirin, nonsteroidal anti- |nf|ammat0rydrugs warfann and other anticoagulants may add to this risk. Case reports
and epidemiological studies (case-control and cohort design) have demonstrated an association between use of
drugs that interfere with serotonin reuptake and the occurrence of gastrointestinal bleeding. Bleeding events related
to SSRIs and SNRIs have ranged from ecchymosis, hematoma, epistaxis, and petechiae to life-threatening
hemorrhages. Patients should be cautioned about the risk of bleeding associated with the concomitant use of
PRISTIQ and NSAIDs, aspirin, or other drugs that affect coagulation or bleeding. Angle Closure Glaucoma: The
pupillary dilation that occurs following the use of many antidepressant drugs including PRISTIQ may trigger an angle
closure attack in a patient with anatomically narrow angles who does not have a patent iridectomy. Activation of
Mania/Hypomania: During all MDD phase 2 and phase 3 studies, mania was reported for approximately 0.02% of
patients treated with PRISTIQ. Activation of mania/hypomania has also been reported in a small proportion of
patients with major affective disorder who were treated with other marketed antidepressants. As with all
antidepressants, PRISTIQ should be used cautiously in patients with a history or family history of mania or
hypomania. Discontinuation Syndrome: Discontinuation symptoms have been systematically and prospectively
evaluated in patients treated with PRISTIQ during clinical studies in Major Depressive Disorder. Abrupt
inuation or dose ion has been iated with the appearance of new symptoms that include dizziness,
nausea, headache, irritability, insomnia, diarrhea, anxiety, fatigue, abnormal dreams, and hyperhidrosis. In general,
discontinuation events occurred more frequently with longer duration of therapy. During marketing of SNRIs
(Serotonin and Norepinephrine Reuptake Inhibitors), and SSRIs (Selective Serotonin Reuptake Inhibitors), there have
been spontaneous reports of adverse events occurring upon discontinuation of these drugs, particularly when
abrupt, including the following: dysphoric mood, irritability, agitation, dizziness, sensory disturbances (e.g.,
paresthesia, such as electric shock sensations), anxiety, confusion, headache, lethargy, emotional lability, insomnia,
hypomania, tinnitus, and seizures. While these events are generally self-limiting, there have been reports of serious
discontinuation symptoms. Patients should be monitored for these symptoms when discontinuing treatment with
PRISTIQ. A gradual reduction in the dose rather than abrupt cessation is recommended whenever possible. If
intolerable symptoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming
the previously prescribed dose may be considered. Subsequently, the physician may continue decreasing the dose,
but at a more gradual rate [see Dosage and Administration (2.4) and Adverse Reactions (6.1) in the full prescribing
information]. Seizure: Cases of seizure have been reported in pre-marketing clinical studies with PRISTIQ. PRISTIQ
has not been systematically evaluated in patients with a seizure disorder. Patients with a history of seizures were
excluded from pre-marketing clinical studies. PRISTIQ should be prescribed with caution in patients with a seizure
disorder. Hyponatremia: Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including
PRISTIQ. In many cases, this hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic
hormone secretion (SIADH). Cases with serum sodium lower than 110 mmol/L have been reported. Elderly patients
may be at greater risk of developing hyponatremia with SSRIs and SNRIs. Also, patients taking diuretics or who are
otherwise volume depleted can be at greater risk [see Use in Specific Populations (8.5) and Clinical Pharmacology
(12.6) in the full prescribing information]. Discontinuation of PRISTIQ should be considered in patients with
symptomatic hyponatremia and appropriate medical intervention should be instituted. Signs and symptoms of
hyponatremia include headache, difficulty concentrating, memory impairment, confusion, weakness, and
unsteadiness, which can lead to falls. Signs and symptoms associated with more severe and/or acute cases have
included hallucination, syncope, seizure, coma, respiratory arrest, and death. Interstitial Lung Disease and
Eosinophilic Pneumonia: Interstitial lung disease and eosinophilic pneumonia associated with venlafaxine (the
parent drug of PRISTIQ) therapy have been rarely reported. The possibility of these adverse events should be
considered in patients treated with PRISTIQ who present with progressive dyspnea, cough, or chest discomfort.
Such patients should undergo a prompt medical evaluation, and discontinuation of PRISTIQ should be considered.
ADVERSE REACTIONS: The following adverse reactions are discussed in greater detail in other sections of the label:
Hypersensitivity [see Contraindications (4)], Suicidal Thoughts and Behaviors in Adolescents and Young Adults [see
Warnings and Precautions (5.1)], Serotonin Syndrome [See Warnings and Precautions (5.2)], Elevated Blood Pressure
[see Wamnings and Precautions (5.3)], Abnormal Bleeding [see Wamings and Precautions (5.4)], Angle Closure
Glaucoma [see Warnings and Precautions (5.5)], Activation of Mania/Hypomania [see Warnings and Precautions
(5.6)], Discontinuation Syndrome [see Warnings and Precautions (5.7)], Seizure [see Warnings and Precautions
(5.8)], Hyponatremia [see Warnings and Precautions (5.9)], Interstitial Lung Disease and Eosinophilic Pneumonia
[see Wamings and Precautions (5.10)]. Clinical Studies Experience: Because clinical trials are conducted under
widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared
to rates in the clinical studies of another drug and may not reflect the rates observed in clinical practice. Patient
exposure—PRISTIQ was evaluated for safety in 8,394 patients diagnosed with major depressive disorder who
participated in multiple-dose pre-marketing studies, representing 2,784 patient-years of exposure. Of the total
8,394 patients exposed to at least one dose of PRISTIQ; 2,116 were exposed to PRISTIQ for 6 months, representing
1,658 patient-years of exposure, and 421 were exposed for one year, representing 416 patient-years of exposure.
Adverse reactions reported as reasons for discontinuation of treatment—In the pre-marketing pooled
8-week placebo-controlled studies in patients with MDD, 1,834 patients were exposed to PRISTIQ (50 to 400 mg).
Of the 1,834 patients, 12% discontinued treatment due to an adverse reaction, compared with 3% of the 1,116
placebo-treated patients. At the recommended dose of 50 mg, the discontinuation rate due to an adverse reaction
for PRISTIQ (4.1%) was similar to the rate for placebo (3.8%). For the 100 mg dose of PRISTIQ the discontinuation
rate due to an adverse reaction was 8.7%. The most common adverse reactions leading to discontinuation in at
least 2% and at a rate greater than placebo of the PRISTIQ treated patients in the short-term studies, up to 8
weeks, were: nausea (4%); dizziness, headache and vomiting (2% each). In a longer-term study, up to 9 months, the
most common was vomiting (2%). Common adverse reactions in placebo-controlled MDD studies—The most
commonly observed adverse reactions in PRISTIQ treated MDD patients in pre- marketing pooled 8-week, placebo-
controlled fixed-dose studies (incidence >5% and at least twice the rate of placebo in the 50 or 100 mg dose
groups) were: nausea, dizziness, insomnia, hyperhidrosis, ion, somnolence, appetite, anxiety,
and specific male sexual functlon disorders. The incidence of common adverse reactions that occurred in >2%
of PRISTIQ treated MDD patients and twice the rate of placebo at any dose in the pre-marketing pooled 8-week,
placebo-controlled, fixed dose clinical studies (placebo, n=636; PRISTIQ 50 mg, n=317; PRISTIQ 100 mg, n=424;
PRISTIQ 200 mg, n=307; PRISTIQ 400 mg, n=317) included Cardiac disorders: Blood pressure increased (1%
placebo, 1% PRISTIQ 50 mg, 1% PRISTIQ 100 mg, 2% PRISTIQ 200 mg, 2% PRISTIQ 400 mg); Gastrointestinal
disorders: Nausea (10% placebo, 22% PRISTIQ 50 mg, 26% PRISTIQ 100 mg, 36% PRISTIQ 200 mg, 41% PRISTIQ
400 mg), Dry mouth (9% placebo, 11% PRISTIQ 50 mg, 17% PRISTIQ 100 mg, 21% PRISTIQ 200 mg, 25%
PRISTIQ 400 mg), Constipation (4% placebo, 9% PRISTIQ 50 mg, 9% PRISTIQ 100 mg, 10% PRISTIQ 200 mg,
14% PRISTIQ 400 mg), Vomiting (3% placebo, 3% PRISTIQ 50 mg, 4% PRISTIQ 100 mg, 6% PRISTIQ 200 mg, 9%
PRISTIQ 400 mg); General disorders and administration site conditions: Fatigue (4% placebo, 7% PRISTIQ 50
mg, 7% PRISTIQ 100 mg, 10% PRISTIQ 200 mg, 11% PRISTIQ 400 mg), Chills (1% placebo, 1% PRISTIQ 50 mg, <1%
PRISTIQ 100 mg, 3% PRISTIQ 200 mg, 4% PRISTIQ 400 mg), Feeling jittery (1% placebo, 1% PRISTIQ 50 mg, 2%
PRISTIQ 100 mg, 3% PRISTIQ 200 mg, 3% PRISTIQ 400 mg); Metabolism and nutrition disorders: Decreased
appetite (2% placebo, 5% PRISTIA 50 mg, 8% PRISTIQ 100 mg, 10% PRISTIQ 200 mg, 10% PRISTIQ 400 mg); Nervous
system disorders: Dizziness (5% placebo, 13% PRISTIQ 50 mg, 10% PRISTIQ 100 mg, 15% PRISTIQ 200 mg, 16%
PRISTIQ 400 mg), Somnolence (4% placebo, 4% PRISTIQ 50 mg, 9% PRISTIQ 100 mg, 12% PRISTIQ 200 mg, 12%
PRISTIQ 400 mg), Tremor (2% placebo, 2% PRISTIQ 50 mg, 3% PRISTIQ 100 mg, 9% PRISTIQ 200 mg, 9% PRISTIQ
400 mg), Disturbance in attention (<1% placebo, <1% PRISTIQ 50 mg, 1% PRISTIQ 100 mg, 2% PRISTIQ 200 mg,
% PRISTIQ 400 mg); Psychiatric disorders: Insomnia (6% placebo, 9% PRISTIQ 50 mg, 12% PRISTIQ 100 mg,
4% PRISTIQ 200 mg, 15% PRISTIQ 400 mg), Anxiety (2% placebo, 3% PRISTIQ 50 mg, 5% PRISTIQ 100 mg, 4%
PRISTIQ 200 mg, 4% PRISTIQ 400 mg), Nervousness (1% placebo, <1% PRISTIQ 50 mg, 1% PRISTIQ 100 mg, 2%
PRISTIQ 200 mg, 2% PRISTIQ 400 mg), Abnormal dreams (1% placebo, 2% PRISTIQ 50 mg, 3% PRISTIQ 100 mg, 2%
PRISTIQ 200 mg, 4% PRISTIQ 400 mg); Renal and urinary disorders: Urinary hesitation (0% placebo, <1% PRISTIQ
50 mg, 1% PRISTIQ 100 mg, 2% PRISTIQ 200 mg, 2% PRISTIQ 400 mg); Respiratory, thoracic and mediastinal
disorders: Yawning (<1% placebo, 1% PRISTIQ 50 mg, 1% PRISTIQ 100 mg, 4% PRISTIQ 200 mg, 3% PRISTIQ 400
mg); Skin and subcutaneous tissue disorders: Hyperhidrosis (4% placebo, 10% PRISTIQ 50 mg, 11% PRISTIQ
100 mg, 18% PRISTIQ 200 mg, 21% PRISTIQ 400 mg); Special Senses: Vision blurred (1% placebo, 3% PRISTIQ
50 mg, 4% PRISTIQ 100 mg, 4% PRISTIQ 200 mg, 4% PRISTIQ 400 mg), Mydriasis (<1% placebo, 2% PRISTIQ 50
mg, 2% PRISTIQ 100 mg, 6% PRISTIQ 200 mg, 6% PRISTIQ 400 mg), Vertigo (1% placebo, 2% PRISTIQ 50 mg, 1%
PRISTIQ 100 mg, 5% PRISTIQ 200 mg, 3% PRISTIQ 400 mg), Tinnitus (1% placebo, 2% PRISTIQ 50 mg, 1% PRISTIQ
100 mg, 1% PRISTIQ 200 mg, 2% PRISTIQ 400 mg), Dysgeusia (1% placebo, 1% PRISTIQ 50 mg, 1% PRISTIQ 100
mg, 1% PRISTIQ 200 mg, 2% PRISTIQ 400 mg); Vascular disorders: Hot flush (<1% placebo, 1% PRISTIQ 50 mg,
1% PRISTIQ 100 mg, 2% PRISTIQ 200 mg, 2% PRISTIQ 400 mg).
Sexual function adverse reactions—The incidence of sexual function adverse reactions that occurred in >2% of
PRISTIQ treated MDD patients in any fixed-dose group (pre-marketing pooled 8-week, placebo-controlled, fixed-
dose, clinical studies) included Men only (placebo. n=239; PRISTIQ 50 mg. n=108; PRISTIQ 100 mg. n=157; PRISTIQ
200 mg, n=131; PRISTIQ 400 mg. n=154): Anorgasmia (0% placebo, 0% PRISTIQ 50 mg, 3% PRISTIQ 100 mg, 5%
PRISTIQ 200 mg, 8% PRISTIQ 400 mg), Libido decreased (1% placebo, 4% PRISTIQ 50 mg, 5% PRISTIQ 100 mg, 6%
PRISTIQ 200 mg, 3% PRISTIQ 400 mg), Orgasm abnormal (0% placebo, 0% PRISTIQ 50 mg, 1% PRISTIQ 100 mg, 2%
PRISTIQ 200 mg, 3% PRISTIQ 400 mg), Ejaculation delayed (<1% placebo, 1% PRISTIQ 50 mg, 5% PRISTIQ 100




mg, 7% PRISTIQ 200 mg, 6% PRISTIQ 400 mg), Erectile dysfunction (1% placebo, 3% PRISTIQ 50 mg, 6%
PRISTIQ 100 mg, 8% PRISTIQ 200 mg, 11% PRISTIQ 400 mg), Ejaculation disorder (0% placeho, 0% PRISTIQ 50
mg, 1% PRISTIQ 100 mg, 2% PRISTIQ 200 mg, 5% PRISTIQ 400 mg), Ejaculation failure (0% placebo, 1% PRISTIQ
50 mg, 0% PRISTIQ 100 mg, 2% PRISTIQ 200 mg, 2% PRISTIQ 400 mg), Sexual dysfunction (0% placebo, 1%
PRISTIQ 50 mg, 0% PRISTIQ 100 mg, 0% PRISTIQ 200 mg, 2% PRISTIQ 400 mg); Women only (placebo, n=397;
PRISTIQ 50 mg, n=209; PRISTIQ 100 mg, n=267: PRISTIQ 200 mg. n=176; PRISTIQ 400 mg, n=163): Anorgasmia
(0% placebo, 1% PRISTIQ 50 mg, 1% PRISTIQ 100 mg, 0% PRISTIQ 200 mg, 3% PRISTIQ 400 mg).

Other adverse reactions observed in pre-marketing and post-marketing clinical studies: Other
infrequent adverse reactions, not described elsewhere in the label, occurring at an incidence of <2% in
MDD patients treated with PRISTIQ were: Cardiac disorders—Tachycardia; General disorders and
administration site conditions—Asthenia; Investigations—Weight increased, Ilverfunctlontestabnormal

blood prolactin increased; Mi and ive tissue di: stiffness;

Nervous system d:sarders—Syncope convulsnon dystonia; Psychlafnc dlsarders—Depersonallzanon

bruxism; Renal and urinary disorders—Urinary retentmn Skin and tissue

Rash, alopecia, photosensitivity reaction, angioedema. In chmcal studies, there were uncommon reports
of ischemic cardiac adverse reactions, including myocardial ischemia, myocardial infarction, and coronary
occlusion requiring revascularization; these patients had multiple underlying cardiac risk factors. More
patients experienced these events during PRISTIQ treatment as compared to placebo.

Laboratory, ECG and vital sign changes observed in MDD clinical studies—The following changes were
observed in pre-marketing placebo-controlled, short-term MDD studies with PRISTIQ. Lipids—Elevations
in fasting serum total cholesterol, LDL (low density lipoproteins) cholesterol, and triglycerides occurred in
the controlled studies. Some of these abnormalities were considered potentially clinically significant. The
percentage of patients who exceeded a predetermined threshold value included: Total Cholesterol increase
of >50 mg/dl and an absolute value of >261 mg/dl (2% placebo, 3% PRISTIQ 50 mg, 4% PRISTIQ 100 mg,
4% PRISTIQ 200 mg, 10% PRISTIQ 400 mg), LDL Cholesterol increase 50 mg/dl and an absolute value of 190
mg/dl (0% placebo, 1% PRISTIQ 50 mg, 0% PRISTIQ 100 mg, 1% PRISTIQ 200 mg, 2% PRISTIQ 400 mg),
Triglycerides, fasting, >327 mg/dl (3% placebo, 2% PRISTIQ 50 mg, 1% PRISTIQ 100 mg, 4% PRISTIQ 200
mg, 6% PRISTIQ 400 mg).

Proteinuria—Proteinuria, greater than or equal to trace, was observed in the pre-marketing fixed-dose
controlled studies. This proteinuria was not associated with increases in BUN or creatinine and was generally
transient. The percentages of patients with proteinuria in the fixed-dose clinical studies were: 4% placebo,

6% PRISTIQ 50 mg, 8% PRISTIQ 100 mg, 5% PRISTIQ 200 mg, 7% PRISTIQ 400 mg.

Vital sign changes—Mean changes observed in placebo-controlled, short-term, fixed-dose, pre-marketing,
controlled studies with PRISTIQ in patients with MDD included Blood pressure: Supine systolic bp (-1.4 mm
Hg placebo, 1.2 mm Hg PRISTIQ 50 mg, 2.0 mm Hg PRISTIQ 100 mg, 2.5 mm Hg PRISTIQ 200 mg, 2.1 mm Hg
PRISTIQ 400 mg); Supine diastolic bp (-0.6 mm Hg placebo, 0.7 mm Hg PRISTIQ 50 mg, 0.8 mm Hg PRISTIQ
100 mg, 1.8 mm Hg PRISTIQ 200 mg, 2.3 mm Hg PRISTIQ 400 mg); Pulse rate: Supine pulse (-0.3 bpm
placebo, 1.3 bpm PRISTIQ 50 mg, 1.3 bpm PRISTIQ 100 mg, 0.9 bpm PRISTIQ 200 mg, 4.1 bpm PRISTIQ 400
mg); Weight: (0.0 kg placebo, -0.4 kg PRISTIQ 50 mg, -0.6 kg PRISTIQ 100 mg, -0.9 kg PRISTIQ 200 mg,
-1.1'kg PRISTIQ 400 mg).

Treatment with PRISTIQ at all doses from 50 mg/day to 400 mg/day in controlled studies was associated with
sustained hypertension, defined as treatment-emergent supine diastolic blood pressure (SDBP) >90 mm Hg
and >10 mm Hg above baseline for 3 consecutive on-therapy visits. The proportion of patients with sustained
elevation of supine diastolic blood pressure included 0.5% placebo, 1.3% PRISTIQ 50 mg, 0.7% PRISTIQ 100
mg, 1.1% PRISTIQ 200 mg, 2.3% PRISTIQ 400 mg. Analyses of patients in PRISTIQ pre-marketing short-term
controlled studies who met criteria for sustained hypertension revealed a consistent increase in the proportion
of patients who developed sustained hypertension. This was seen at all doses with a suggestion of a higher
rate at 400 mg/day.

Orthostatic hypotension—In the pre-marketing short-term, placebo-controlled clinical studies with doses of 50
10400 mg, systolic orthostatic hypotension (decrease >30 mm Hg from supine to standing position) occurred more
frequently in patients >65 years of age receiving PRISTIQ (8%, 7/87) versus placebo (2.5%, 1/40), compared to
patients <65 years of age receiving PRISTIQ (0.9%, 18/1,937) versus placebo (0.7%, 8/1,218). Post-marketing
Experience—The following adverse reaction has been identified during post-approval use of PRISTIQ.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible
to reliably estimate their frequency or establish a causal relationship to drug exposure: Skin and subcutaneous
tissue disorders—Stevens-Johnson syndrome. DRUG INTERACTIONS: Monoamine Oxidase Inhibitors
(MAOI)— [see Dosage and Administration (2.6), Contraindications (4) and Warnings and Precautions (5.2) in the
full prescribing information]. Serotonergic Drugs—/see Dosage and Admini 2.6), ions (4)
and Warnings and Precautions (5.2) in the full prescribing information]. Drugs that Interfere with Hemostasis
(e.g., NSAIDs, Aspirin, and Warfarin)—Serotonin release by platelets plays an important role in hemostasis.

Epidemiological studies of case-control and cohort design that have demonstrated an association between use of
psychotropic drugs that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding.
These studies have also shown that concurrent use of an NSAID or aspirin may potentiate this risk of bleeding.
Altered anticoagulant effects, including increased bleeding, have been reported when SSRIs and SNRIs are co-
administered with warfarin. Patients receiving warfarin therapy should be carefully monitored when PRISTIQ
is initiated or discontinued [see ings and Pr ions (5.4) in the full prescribing information]. Potential for
Other Drugs to Affect Desvenlafaxine—Based on in vitro data, no dose adjustment is required for PRISTIQ
when used concomitantly with inhibitors of CYP3A4 and CYP1A1, 1A2, 2A6, 2D6, 2C8, 2C9, 2C19, 2E1, and
the P-glycoprotein transporter. Clinical studies have demonstrated no clinically significant pharmacokinetic
interaction between PRISTIQ and strong CYP3A4 inhibitors (see Figure 1 in full prescribing information). Potential
for Desvenlafaxine to Affect Other Drugs—Clinical studies have shown that desvenlafaxine does not have
a clinically relevant effect on CYP2D6 metabolism at the dose of 100 mg daily (see Figure 2 in full prescribing
information). Substrates primarily metabolized by CYP2D6 (e.g., desipramine, atomoxetine, dextromethorphan,
metoprolol, nebivolol, perphenazine, tolterodine) should be dosed at the original level when co-administered
with PRISTIQ 100 mg or lower or when PRISTIQ is discontinued. Reduce the dose of these substrates by one-
half if co-administered with 400 mg of PRISTIQ. No additional dose adjustment is required for concomitant use
of substrates of CYP3A4, 1A2, 2A86, 2C8, 2C9, and 2C19 isozymes, and P-glycoprotein transporter. Clinical
studies have demonstrated no clinically significant pharmacokinetic interaction between PRISTIQ and CYP3A4
substrates (see Figure 2 in full prescribing information). Clinical studies have shown that desvenlafaxine (100 mg
daily) does not have a clinically relevant effect on tamoxifen and aripiprazole, compounds that are metabolized
by a combination of both CYP2D6 and CYP3A4 enzymes (see Figure 2 in full prescribing information). In vitro
studies showed minimal inhibitory effect of desvenlafaxine on the CYP2D6 isoenzyme. /n vitro, desvenlafaxine
does not inhibit or induce the CYP3A4 isozyme. In vitro, desvenlafaxine does not inhibit CYP1A2, 2A6, 2C8, 2C9,
and 2C19 isozymes, and P-glycoprotein transporter and would not be expected to affect the pharmacokinetics
of drugs that are substrates of these CYP isozymes and transporter. Other Drugs Containing Desvenlafaxine
or Venlafaxine—Avoid use of PRISTIQ with other desvenlafaxine-containing products or venlafaxine products.
The concomitant use of PRISTIQ with other desvenlafaxine-containing products or venlafaxine will increase
desvenlafaxine blood levels and increase dose-related adverse reactions [see Adverse Reactions (6) in the full
prescribing information]. Ethanol—A clinical study has shown that PRISTIQ does not increase the impairment
of mental and motor skills caused by ethanol. However, as with all CNS-active drugs, patlents should be advised
to avoid alcohol consump‘ﬂon while taking PRISTIQ. Drug-L y Test Inf False-positive
urine immunoassay screening test for phencyclidine (PCP) and amphetamine have been reported in patients
taking desvenlafaxine. This is due to lack of specificity of the screening tests. False positive test results may be
expected for several days following discontinuation of desvenlafaxine therapy. Confirmatory tests, such as gas
chromatography/mass spectrometry, will distinguish desvenlafaxine from PCP and amphetamine.

USE IN SPECIFIC POPULATIONS: Pregnancy—Pregnancy Category C: Risk summary—There are no
adequate and well-controlled studies of PRISTIQ in pregnant women. In reproductive developmental studies
in rats and rabbits with desvenlafaxine succinate, evidence of teratogenicity was not observed at doses up to
30 times a human dose of 100 mg/day (on a mg/m? basis) in rats, and up to 15 times a human dose of 100 mg/
day (on a mg/m? basis) in rabbits. An increase in rat pup deaths was seen during the first 4 days of lactation
when dosing occurred during gestation and lactation, at doses greater than 10 times a human dose of 100
mg/day (on a mg/m? basis). PRISTIQ should be used dunng pregnancy only if the potential benefi ts justify
the potential risks to the fetus. Clinical [ A prospective inal study of 201 women with
history of major depression who were euthymic at the beginning of pregnancy, showed women who discontinued
antidepressant medication during pregnancy were more likely to experience a relapse of major depression than
women who continued antidepressant medication. Human data—Neonates exposed to SNRIs (Serotonin and
Norepinephrine Reuptake Inhibitors), or SSRIs (Selective Serotonin Reuptake Inhibitors), late in the third trimester
have developed complications requiring prolonged hospitalization, respiratory support, and tube feeding. Such
complications can arise immediately upon delivery. Reported clinical findings have included respiratory distress,
cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia,
hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. These features are consistent
with either a direct toxic effect of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It should
be noted that, in some cases, the clinical picture is consistent with serotonin syndrome [see Warmings and
Precautions (5.2) in the full prescribing information]. Animal data—When desvenlafaxine succinate was

administered orally to pregnant rats and rabbits during the period of organogenesis at doses up to 300 mg/kg/
day and 75 mg/kg/day, respectively, no teratogenic effects were observed. These doses are 30 times a human
dose of 100 mg/day (on a mg/m? basis) in rats and 15 times a human dose of 100 mg/day (on a mg/m? basis)
in rabbits. However, fetal weights were decreased and skeletal ossification was delayed in rats in association
with maternal toxicity at the highest dose, with a no-effect dose 10 times a human dose of 100 mg/day (on a
mg/m? basis). When desvenlafaxine succinate was administered orally to pregnant rats throughout gestation
and lactation, there was a decrease in pup weights and an increase in pup deaths during the first four days of
lactation at the highest dose of 300 mg/kg/day. The cause of these deaths is not known. The no-effect dose
for rat pup mortality was 10 times a human dose of 100 mg/day (on a mg/m? basis). Post-weaning growth and
reproductive performance of the progeny were not affected by maternal treatment with desvenlafaxine succinate
at a dose 30 times a human dose of 100 mg/day (on a mg/m? basis). Nursing Mothers—Desvenlafaxine
(0-desmethylvenlafaxine) is excreted in human milk. Because of the potential for serious adverse reactions in
nursing infants from PRISTIQ, 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 pediatric patients have not been established [see Boxed Warning and Wamnings and Precautions (5.1) in the
full prescribing information]. Anyone considering the use of PRISTIQ in a child or adolescent must balance the
potential risks with the clinical need. Geriatric Use—Of the 4,158 patients in pre-marketing clinical studies with
PRISTIQ, 6% were 65 years of age or older. No overall differences in safety or efficacy were observed between
these patients and younger patients; however, in the short-term placebo-controlled studies, there was a higher
incidence of systolic orthostatic hypotension in patients 65 years of age compared to patients <65 years of age
treated with PRISTIQ [see Adverse Reactions (6) in the full prescribing information]. For elderly patients, possible
reduced renal clearance of PRISTIQ should be considered when determining dose [see Dosage and Administration
(2.2) and Clinical Pharmacology (12.3) in the full prescribing information]. SSRIs and SNRIs, including PRISTIQ,
have been associated with cases of clinically significant hyponatremia in elderly patients, who may be at greater
risk for this adverse event [see Wamnings and Precautions (5.9) in the full prescribing information]. Other Patient
Factors: The effect of intrinsic patient factors on the pharmacokinetics of PRISTIQ is presented in Figure 3 (refer
to figure in full prescribing information). Renal Impairment—In subjects with renal impairment the clearance
of PRISTIQ was decreased. In subjects with severe renal impairment (24-hr CrCl <30 mL/min, Cockcroft-
Gault) and end-stage renal disease, elimination half-lives were significantly prolonged, increasing exposures
to PRISTIQ; therefore, dosage adjustment is recommended in these patients [see Dosage and Administration
(2.2) and Clinical Pharmacology (12.3) in the full prescribing information]. Hepatic Impairment—The mean
terminal half-life (t,,) changed from approximately 10 hours in healthy subjects and subjects with mild hepatic
impairment to 13 and 14 hours in moderate and severe hepatic impairment, respectively. The recommended
dose in patients with moderate to severe hepatic impairment is 50 mg/day. Dose escalation above 100 mg/day is
not recommended [See Clinical Pharmacology (12.3) in the full prescribing information].
DRUG ABUSE AND DEPENDENCE: Controlled Substance—PRISTIQ is not a controlled substance.
OVERDOSAGE: Human Experience with Overdosage—There is limited clinical trial experience with
desvenlafaxine succinate overdosage in humans. However, desvenlafaxine (PRISTIQ) is the major active
metabolite of venlafaxine. Overdose experience reported with venlafaxine (the parent drug of PRISTIQ)
is presented below; the identical information can be found in the Overdosage section of the venlafaxine
package insert. In post-marketing experience, overdose with venlafaxine (the parent drug of PRISTIQ) has
occurred predominantly in combination with alcohol and/or other drugs. The most commonly reported events
in overdosage include tachycardia, changes in level of consciousness (ranging from somnolence to coma),
mydriasis, seizures, and vomiting. Electrocardiogram changes (e.g., prolongation of QT interval, bundle branch
block, QRS prolongation), sinus and ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo,
liver necrosis, serotonin syndrome, and death have been reported. Published retrospective studies report that
venlafaxine overdosage may be associated with an increased risk of fatal outcomes compared to that observed
with SSRI antidepressant products, but lower than that for tricyclic antidepressants. Epidemiological studies
have shown that venlafaxine-treated patients have a higher pre-existing burden of suicide risk factors than SSRI-
treated patients. The extent to which the finding of an increased risk of fatal outcomes can be attributed to the
toxicity of venlafaxine in overdosage, as opposed to some characteristic(s) of venlafaxine-treated patients, is not
clear. Management of Overdosage—No specific antidotes for PRISTIQ are known. In managing overdosage,
consider the possibility of multiple drug involvement. In case of overdose, call Poison Control Center at 1-800-
222-1222 for latest recommendations.

This brief summary is based on PRISTIQ Prescribing Information LAB-0452-11.0, revised June 2014.
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Major Depressive Disorder (MDD) can make
it all feel overwhelming

I

Consider PRISTIQ® (desvenlafaxine) 50 mg

for your adult MDD patients

An SNRI with a starting dose that is the proven effective dose* and

a low discontinuation rate due to adverse reactions'’

* Discontinuation rate due to adverse reactions comparable to placebo (4.1% vs 3.8%)?
 Most commonly observed adverse reactions vs placebo include nausea (22% vs 10%), dizziness
(13% vs 5%), hyperhidrosis (10% vs 4%), constipation (9% vs 4%), and decreased appetite (5% vs 2%)

*50 mg per day is the recommended dose for most patients. The maximum recommended dose in patients with

severe renal impairment (24-hr CrCl less than 30 mL/min, C-G) or end-stage renal disease (ESRD) is 50 mg
every other day. Supplemental doses should not be given to patients after dialysis.

Important Safety Information for PRISTIQ

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

Antidepressants increased the risk of suicidal thoughts and behavior in children, adolescents,
and young adults in short-term studies. These studies did not show an increase in the risk
of suicidal thoughts and behavior with antidepressant use in patients over age 24; there was
a reduction in risk with antidepressant use in patients aged 65 and older.

In patients of all ages who are started on antidepressant therapy, monitor closely for
worsening, and for emergence of suicidal thoughts and behaviors. Advise families and
caregivers of the need for close observation and communication with the prescriber.
PRISTIQ is not approved for use in pediatric patients.

Contraindications

© PRISTIQ is contraindicated in patients with a known hypersensitivity to PRISTIQ or venlafaxine.
Angioedema has been reported in patients treated with PRISTIQ.

 Serotonin syndrome and MAOIs: Do not use MAQIs intended to treat psychiatric disorders with PRISTIQ
or within 7 days of stopping treatment with PRISTIQ. Do not use PRISTIQ within 14 days of stopping an
MAOQI intended to treat psychiatric disorders. In addition, do not start PRISTIQ in a patient who is being
treated with an MAOI such as linezolid or intravenous methylene blue.

Selected Warnings and Precautions

o All patients treated with antidepressants should be monitored appropriately and observed closely
for clinical worsening, suicidality, and unusual changes in behavior, especially during the first
few months of treatment and when changing the dose. Consider changing the therapeutic regimen,
including possibly discontinuing the medication, in patients whose depression is persistently worse or
includes symptoms of anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness,
impulsivity, akathisia, hypomania, mania, or suicidality that are severe, abrupt in onset, or were not
part of the patient’s presenting symptoms. Families and caregivers of patients being treated with
antidepressants should be alerted about the need to monitor patients.

The development of a potentially life-threatening serotonin syndrome has been reported with SSRIs
and SNRIs, including with PRISTIQ, both when taken alone, but especially when co-administered with
other serotonergic agents (including triptans, tricyclic antidepressants, fentanyl, lithium, tramadol,
tryptophan, buspirone, and St. John’s Wort) and with drugs that impair metabolism of serotonin (in
particular, MAOQIs, both those intended to treat psychiatric disorders and also others, such as linezolid
and intravenous methylene blue). If such events occur, immediately discontinue PRISTIQ and any
concomitant serotonergic agents, and initiate supportive treatment. If concomitant use of PRISTIQ
with other serotonergic drugs is clinically warranted, patients should be made aware of a potential
increased risk for serotonin syndrome, particularly during treatment initiation and dose increase.
Patients receiving PRISTIQ should have regular monitoring of blood pressure, since increases in blood
pressure were observed in clinical studies. Pre-gxisting hypertension should be controlled before starting
PRISTIQ. Caution should be exercised in treating patients with pre-existing hypertension, cardiovascular
or cerebrovascular conditions that might be compromised by increases in blood pressure. Cases of
elevated blood pressure requiring immediate treatment have been reported. For patients who experience
a sustained increase in blood pressure, either dose reduction or discontinuation should be considered.
© SSRIs and SNRIs, including PRISTIQ, may increase the risk of bleeding events. Concomitant use of aspirin,

NSAIDs, warfarin, and other anticoagulants may add to this risk.

Copay
Savings Offert

for Your
Patients

For more information about a great copay
savings offer for your adult MDD patients, call
your PRISTIQ rep or visit Pristiqghcp.com.

o The pupillary dilation that occurs following use of many antidepressant drugs including PRISTIQ may
trigger an angle closure attack in a patient with anatomically narrow angles (Angle Closure Glaucoma)
who does not have a patent iridectomy.

 PRISTIQ is not approved for use in bipolar depression. Prior to initiating treatment with an antidepressant,
patients should be adequately screened to determine the risk of bipolar disorder.

 PRISTIQ should be used cautiously in patients with a history or family history of mania or hypomania or
with a history of seizure disorder.

 On discontinuation, adverse events, some of which may be serious, have been reported with PRISTIQ and
other SSRIs and SNRIs. Abrupt discontinuation of PRISTIQ has been associated with the appearance of new
symptoms. Patients should be monitored for symptoms when discontinuing treatment. A gradual reduction
in dose rather than abrupt cessation is recommended whenever possible.

 Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including PRISTIQ. Discontinuation
of PRISTIQ should be considered in patients with symptomatic hyponatremia.

o |nterstitial lung disease and eosinophilic pneumonia associated with venlafaxine (the parent drug of
PRISTIQ) therapy have been rarely reported.

Adverse Reactions

 The most commonly observed adverse reactions in patients taking PRISTIQ vs placebo for MDD in short-
term fixed-dose premarketing studies (incidence >5% and at least twice the rate of placebo in the 50-mg
dose group) were nausea (22% vs 10%), dizziness (13% vs 5%), hyperhidrosis (10% vs 4%), constipation
(9% vs 4%), and decreased appetite (5% vs 2%).

Indication
PRISTIQ Extended-Release Tablets are indicated for the treatment of major depressive disorder in adults.

References: 1. Thase ME, Kornstein SG, Germain JM, Jiang Q, Guico-Pabia C, Ninan PT. An integrated
analysis of the efficacy of desvenlafaxine compared with placebo in patients with major depressive disorder.
CNS Spectr. 2009;14(3):144-154. 2. Clayton AH, Kornstein SG, Rosas G, Guico-Pabia C, Tourian KA. An
integrated analysis of the safety and tolerability of desvenlafaxine compared with placebo in the treatment
of major depressive disorder. CNS Spectr. 2009;14(4):183-195.

Please see brief summary of full Prescribing Information on adjacent pages.

TEligibility required. Terms and conditions apply. Card will be accepted only at participating pharmacies. Card is
not health insurance. No membership fees. The maximum savings per month is $60 and the maximum savings per
calendar year is $720. For more information, visit www.PRISTIQ.com, call 1-855-498-3563, or write: PRISTIQ Savings
Card, 14001 Weston Parkway, Suite 103, Cary, NC 27513-9967.
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