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~ ACTIVITY DESCRIPTION

Bipolar depression remains a burden for patients living with bipolar | disorder. Therefore, faculty
experts came together on World Bipolar Day in a call to action to the healthcare community to
improve the diagnosis and treatment of bipolar | depression. In this 60-minute activity previously
aired as a live broadcast, faculty review the diagnosis and treatment of a patient case, discussing
the utility of tools in diagnosis and strategies to overcome common clinical challenges. An overview
of treatments recommended for bipolar | depression will also be provided.

ACTIVITY AGENDA

Welcome
Dr. Goldberg

TED Talks-Style Presentation: A Call to Action—The Need for Earlier,

More Accurate Diagnosis and Improved Treatment of Bipolar | Depression
Dr. Goldberg

Patient Case: Diagnosing Sam
Dr. Culpepper, Dr. Goldberg, and Dr. Nierenberg

Question and Answer Session
Dr. Culpepper, Dr. Goldberg, and Dr. Nierenberg

Presentation: Overview of Treatments Recommended
for Bipolar | Depression
Dr. Nierenberg

Patient Case (cont.): Treating Sam
Dr. Culpepper, Dr. Goldberg, and Dr. Nierenberg

Question and Answer Session
Dr. Culpepper, Dr. Goldberg, and Dr. Nierenberg

Closing Remarks
Dr. Goldberg

Note: This activity is a recording of a previously aired broadcast. The patient cases not presented
in the video are available for download as an additional resource on the activity page.

Upon completion of this activity, learners should increase their ability to
1. Distinguish bipolar | depression from unipolar depression earlier in patients.
2. Incorporate tools to help diagnose bipolar | depression into routine practice.
3. Explain the current evidence supporting or opposing use of treatments for bipolar | depression.
4. Develop evidence-based management plans for bipolar | depression.
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FACULTY PRESENTER BIOGRAPHIES __

Larry Culpepper, MD, MPH

L Professor of Family Medicine,

Boston University School of Medicine
Boston, Massachusetts

Larry Culpepper, MD, MPH, is Professor of Family Medicine and was Founding Chairman of the
Department of Family Medicine at the Boston University School of Medicine in Massachusetts.

He received his medical degree from Baylor College of Medicine in Houston, Texas, and his MPH
from Boston University. Dr. Culpepper has conducted federally funded studies of depression and
anxiety, otitis media, and school- and community-based interventions to improve pregnancy
outcomes and to prevent teen pregnancies. He is a member of the Depression and Bipolar Support
Alliance, the Anxiety and Depression Association of America, and the National Sleep Foundation
Scientific Advisory Boards and is the editor of the Primary Care Companion for CNS Disorders.

Dr. Culpepper served as President of the North American Primary Care Research Group (NAPCRG)
and was Co-Principle Investigator of the Primary Care Anxiety Project. He is a recipient of the
NAPCRG Society of Teachers of Family Medicine (STFM) Career Research Award, the STFM
Excellence in Education Award, and the NAPCRG Maurice Wood Lifetime Research Award,

and in 1998 he was elected to the National Academy of Medicine.

A Joseph F. Goldberg, MD, MS
| Clinical Professor, Psychiatry
' lcahn School of Medicine at Mount Sinai
New York, New York

Joseph F. Goldberg, MD, MS, is Clinical Professor of Psychiatry at the Icahn School of Medicine

at Mount Sinai in New York, New York. Dr. Goldberg attended college at The University of Chicago,
received his Master of Science in Neuroscience at the University of Illinois-Chicago, and completed
medical school at Northwestern University in Chicago. He then completed a residency in Psychiatry
and a research fellowship in Psychopharmacology Research at the Payne Whitney Psychiatric
Clinic at New York-Presbyterian Hospital in New York, New York. While serving on the faculty

at Weill Cornell Medical Center, he was site principal investigator for the National Institute of
Mental Health (NIMH) Systematic Treatment Enhancement Program for Bipolar Disorder program.
Dr. Goldberg’s research has focused on the clinical psychopharmacology of bipolar and other
mood and psychotic disorders. He has received funding from the NIMH, the National Alliance

for Research on Schizophrenia & Depression, the American Foundation for Suicide Prevention,
and the Stanley Medical Research Institute. He is the author of more than 200 peer-reviewed
publications and four books, most recently, Practical Psychopharmacology: Translating

Findings From Evidence-Based Trials into Real World Clinical Practice published by Cambridge
University Press in 2021. He serves on the Board of Directors for the American Society of Clinical
Psychopharmacology, is a Distinguished Fellow of the American Psychiatric Association,

and for many years has been named by Castle Connolly as one of America’s Top Doctors.
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Andrew A. Nierenberg, MD
. Thomas P Hackett, MD Endowed Chair in Psychiatry,
. Director, Dauten Family Center for Bipolar Treatment Innovation
Co-Director, MGH Center for Clinical Research Education
' Massachusetts General Hospital
’ Professor of Psychiatry, Harvard Medical School
Boston, Massachusetts

Andrew A. Nierenberg, MD, is Thomas P Hackett, MD Endowed Chair in Psychiatry, Director

of the Dauten Family Center for Bipolar Treatment Innovation, and Co-Director of the Center

for Clinical Research Education at Massachusetts General Hospital and Professor of Psychiatry

at Harvard Medical School in Boston, Massachusetts. He received his medical degree from the
Albert Einstein College of Medicine in Bronx, New York. After completing a residency in Psychiatry
at New York University/Bellevue Hospital in New York, New York, he studied Clinical Epidemiology
at Yale University in New Haven, Connecticut, as a Robert Wood Johnson Clinical Scholar.

Dr. Nierenberg then joined the faculty at Harvard Medical School, first at McLean Hospital in
Belmont, Massachusetts, and then at Massachusetts General Hospital. He is also Honorary Professor
at Deakin University’s Faculty of Health in Geelong Australia, and Honorary Skou Professor at
Aarhus University in Denmark.

Dr. Nierenberg has published more than 525 papers and has been listed in The Best Doctors

in America for the treatment of mood and anxiety disorders in every edition since 1994. In 2000,
he was awarded the Gerald L. Klerman Young Investigator Award and in 2014 the Gerald L. Klerman
Senior Investigator Award by the Depression Bipolar Support Alliance. In 2013, Dr. Nierenberg

was awarded the prestigious Brain and Behavior Research Foundation Colvin Prize for outstanding
achievement in mood disorders research. In 2014, he was awarded the Mentorship Award for
Exceptional Mentorship in the Research Arena at Massachusetts General Hospital. In 2014, 2015,
2016, and 2017, he was listed among the World’s Most Influential Scientific Minds by Clarivate

in recognition of ranking among the top 1% of researchers for most cited papers in psychiatry
worldwide, currently with more than 30,000 citations and an h-factor >85. In 2020, Dr. Nierenberg
was given the International Society for Bipolar Disorder Mogen Schou Research Award, the highest
award given by the organization.

Dr. Nierenberg was on the leadership teams of the Systematic Treatment Enhancement Program
for Bipolar Disorder (STEP-BD) and the Sequential Treatment Alternatives to Relieve Depression
(STAR*D) National Institute of Mental Health contracts, clinical trials that included thousands

of patients with mood disorders. He then led the Bipolar Trials Network to conduct comparative
effectiveness studies (LITMUS and Bipolar CHOICE). He is currently the principal investigator
for the Patient Centered Outcomes Research Institute Mood Patient Powered Network plus
three Patient-Centered Outcomes Research Institute studies.
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FACULTY PLANNER BIOGRAPHIES

Mary D. Moller, DNP, PhD(h), ARNP, PMHCNS-BC, CPRP, FAAN
Associate Professor,
. Coordinator, Psychiatric Mental Health-DNP Program
j ) Pacific Lutheran University School of Nursing
" Director of Psychiatric Services,
” Northwest Integrated Health
Tacoma, Washington

Mary D. Moller, PhD(h), DNP, ARNP, PMHCNS-BC, CPRP, FAAN, is Associate Professor and
Coordinator of the Psychiatric Mental Health-DNP Program at the Pacific Lutheran University
School of Nursing in Tacoma, Washington and Director of Psychiatric Services at Northwest
Integrated Health in Tacoma, Washington. She is an Advanced Registered Nurse Practitioner
dually certified as a clinical specialist in adult psychiatric mental health nursing and a psychiatric
rehabilitation practitioner. Dr. Moller received her master’s degree in Psychiatric Mental Health
nursing from the University of Nebraska Medical Center College of Nursing in Omaha and her
Doctor of Nursing Practice degree from Case Western Reserve University in Cleveland, Ohio.

She received the Case Western Dean’s Legacy Award for her research titled The Lived Experience
of the Patient with Schizophrenia in the Postpsychotic Adjustment Phase of Recovery from
Psychosis. Dr. Moller has authored more than 80 articles, book chapters, conference proceedings,
training manuals, policy statements, and is co-author of a best-selling undergraduate psychiatric
nursing textbook published by Pearson entitled Psychiatric-Mental Health Nursing: From Suffering
to Hope, 2nd edition that received a 2020 American Journal of Nursing Book of the Year Award.
She has delivered more than 1000 professional and research presentations both nationally and
internationally. She has lectured/consulted in all 50 states, Australia, British Columbia, China,

Cuba, Denmark, England, Hong Kong, Israel, Ontario, Saskatchewan, Singapore, and Spain. She has
received numerous awards, including the Psychiatric Nurse of the Year from the American Psychiatric
Nurses Association, NAMI Professional of the Year, APNA Distinguished Service Award, APNA
Award for Clinical Excellence, AAPPN Award for Clinical Excellence, Distinguished Alumnus from
the University of Nebraska College of Nursing, and induction as a Fellow in the American Academy
of Nursing. She served as President of the American Psychiatric Nurses Association in 2010.
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FACULTY PLANNER BIOGRAP

L James Edgar Skye
The Bipolar Writer

James Edgar Skye is a native of Salinas, California. He was diagnosed with bipolar | disorder in
2007, and his journey with this disease heavily influences his writing. Mr. Skye'’s experience with
bipolar | helped create the moniker and his brand “The Bipolar Writer” He considers himself an
adult and fiction fantasy fiction novelist, but he also writes screenplays and is a memoirist with
his company The Bipolar Writer Ghostwriting Services.

In his spare time, when he is not writing fiction, Mr. Skye writes small blog articles that chronicle
his issues relating to his mental illness, such as anxiety, depression, insomnia, panic disorder,

and suicide. He wrote a memoir on his experiences titled The Bipolar Writer: A Memoir released
in March 2020. He is also writing/editing a fantasy fiction novel titled The Rise of Nephilim,
which will be a six-book series. In 2020, Mr. Skye published a short novella and two short stories.
The novella is called “Angel on the Ward” and the short stories are titled “The Dark Passenger”
and “Hyeon and the Precious Notebook.”

Mr. Skye graduated from Southern New Hampshire University with a Bachelor of Fine Arts degree
in English and Creative Writing with a specialization in fiction (minoring in journalism and political
science). In 2018, he started down the path of completing his Master of Fine Arts Degree in English
and Creative Writing with a focus in fiction.
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TARGET AUDIENCE

This activity is designed for psychiatrists, primary care physicians (PCPs), nurse practitioners (NPs),
and physician assistants (PAs) who care for patients with bipolar | disorder.

ACCREDITATION AND
SIGNATION STATEMENTS

CREDIT DE

Physicians

Forefront Collaborative is accredited with commendation by the Accreditation Council for
Continuing Medical Education (ACCME) to provide continuing medical education for physicians

ACCME: Forefront Collaborative designates this activity for a maximum of 1.0 AMA PRA Category
1 Credits™. Physicians should claim only the credit commensurate with the extent of their
participation in the activity.

ABIM MOC: Successful completion of this CME activity, which includes participation in the
evaluation component, enables the participant to earn up to 1.0 Medical Knowledge MOC points

in the American Board of Internal Medicine’s (ABIM) Maintenance of Certification (MOC) program.
Participants will earn MOC points equivalent to the amount of CME credits claimed for the activity.
It is the CME activity provider’s responsibility to submit participant completion information to
ACCME for the purpose of granting ABIM MOC credit.

ABPN MOC: The American Board of Psychiatry and Neurology has reviewed A Portrait of Bipolar |
Depression: Visualizing Improved Patient Care on World Bipolar Day and has approved this program
as part of a comprehensive continuing medical education (CME) program, which is mandated by
the ABMS as a necessary component of continuing certification.

Nurse Practitioners
American Associalion of
AAN p NURSE PRACTITIONERS

This activity has been planned and implemented in accordance with the Accreditation Standards of
the American Association of Nurse Practitioners (AANP) through the joint providership of AKH Inc,,
Advancing Knowledge in Healthcare and Forefront Collaborative. AKH Inc., Advancing Knowledge
in Healthcare is accredited by the American Association of Nurse Practitioners as an approved
provider of nurse practitioner continuing education. Provider number: 030803.

This activity is approved for 1.0 contact hour (which includes 0.25 hour(s) of pharmacology).
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DISCLOSURE OF CONFL

ICT OF INTERES

Educational activities provided by Forefront Collaborative and AKH must demonstrate balance,
independence, and scientific rigor. All those in a position to control the content of an activity must
disclose all relevant financial relationship(s) with commercial interest(s)*. For this educational activity,
all conflicts of interest have been resolved through peer review and revisions to ensure independence,
evidence base, fair balance, and absence of commercial bias. Disclosures appear below.

The following individuals have indicated that neither they nor their spouses/partners have had,
in the past 12 months, financial relationship(s) with commercial interests relative to the content
of this CME/CE activity:

* Planners (Forefront Collaborative): Valerie Siclari, PhD, and Megan Ragan

* Planners and Reviewers (AKH Inc): Dorothy Caputo, MA, BSN, RN,
and Bernadette Marie Makar, MSN, APRN, BC, NP-C

* Faculty Planner: James Edgar Skye

The following individuals have disclosed that they and/or their spouse/partner has had a financial
relationship in the past 12 months:

Faculty Presenter: Larry Culpepper, MD, MPH
* Royalty: UpToDate
* Consulting Fee: AbbVie Pharmaceuticals, Acadia Pharmaceuticals, Allergan Pharmaceuticals,
Eisai Pharmaceuticals, Takeda Pharmaceuticals

* Advisory Board: AbbVie Pharmaceuticals, Acadia Pharmaceuticals, Allergan Pharmaceuticals,
Eisai Pharmaceuticals, Takeda Pharmaceuticals

*« Ownership Interest: M3 Information, LLC

* Other: Receive payment from Physicians Postgraduate Press as Editor in Chief of the
Primary Care Companion for CNS Diseases

Faculty Presenter: Joseph F. Goldberg, MD, MS
* Royalty: American Psychiatric Publishing; Cambridge University Press
* Consulting Fee: BioXcel; Otsuka; Neurocrine; Sunovion; Sage Pharmaceuticals
* Speakers Bureau: AbbVie; Intracellular Therapies; Sunovion
* Advisory Board: Otsuka; Sunovion; Neurocrine

Faculty Presenter: Andrew A. Nierenberg, MD
* Royalty: UpToDate; Guilford Press
* Consulting Fee: Alkermes; Clexio; Ginger.io; Merck; Neuronetics; NeuroRx; Sage; Sunovion
« Contracted Research: Fitbit; Myriad

Faculty Planner: Mary D. Moller, DNP, PhD(h), ARNP, PMHCNS-BC, CPRP, FAAN
* Speakers Bureau: Alkermes; Otsuka
* Advisory Board: Teva

All of the relevant financial relationships listed for these individuals have been mitigated.
*The ACCME defines a commercial interest as any entity producing, marketing, reselling, or distributing health care goods or services

consumed by or used on patients. The ACCME does not consider providers of clinical service directly to patients to be commercial
interests - unless the provider of clinical service is owned, or controlled by, an ACCME-defined commercial interest.
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ST QUESTIONS __

PRE- AND POSTTE

"QUESTION 1

Mary is a 24 year old who has had two prior episodes of depression (2 and 5 years ago) during
which she responded well to a serotonin-norepinephrine reuptake inhibitor (SNRI). She returns
noting that she is feeling depressed following a traumatic romantic breakup and is having difficulty
with performance at work. Her Patient Health Questionnaire-9 (PHQ-9) score is 16, and she denies
having suicidal thoughts. You carefully evaluated her for bipolar depression when she presented
with her first episode and found no indication of a previous (hypo)manic interval.

What should you do next?

A. Given her previous depressive episodes, it is reasonable to immediately restart her SNRI
and evaluate for other diagnoses, including bipolar disorder, if she does not respond.

B. Given the recurring episodes, augmenting her SNRI with an atypical antipsychotic is indicated.

C. Evaluate her for post-traumatic stress disorder (PTSD) given the traumatic breakup and treat
with medication that will improve it as well as her depression.

D. Evaluate for bipolar depression (eg, using a validated questionnaire) even though you ruled
out bipolar disorder in a prior episode.

E. Refer her for an interpersonal therapy given that the combination of her relationship problems
in her personal and professional life may be underlying her depressive symptoms.

The correct answer is D. -
25-40% of patients diagnosed with bipolar disease have had prior episodes of major depression,
and this is more likely in those with depressive episodes in early adulthood or their teenage
years. Screening for intercurrent (hypo)manic episodes as part of the initial assessment of every
depressive episode is required to make the timely diagnosis of conversion from unipolar to bipolar
disease and identify potential for iatrogenic complications of inappropriate or ineffective treatment.

References
1. Goldberg JF, Harrow M, Whiteside JE. Risk for bipolar iliness in patients initially hospitalized
for unipolar depression. Am J Psychiatry. 2001;158(8):1265-1270.
2. Dudek D, Siwek M, Zielinska D, Jaeschke R, Rybakowski J. Diagnostic conversions from major
depressive disorder into bipolar disorder in an outpatient setting: results of a retrospective
chart review. J Affect Disord. 2013144 (1-2):112-115.
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QUESTION 2

Jake was a 28-year-old college dropout with persistent depression living with his parents.

He reports depressed mood throughout the day most days, trouble concentrating, no motivation,
sleeping 14 hours a day, and passive suicidal thoughts. He spends days smoking weed and
playing video games and drinks a six-pack or two of beer “a few nights per week.” He did not
improve after trials of paroxetine 40 mg/day, escitalopram 20 mg/day, sertraline 150 mg/day,
bupropion 300 mg/day, aripiprazole 5 mg/day and quetiapine 50 mg/day. His mother feels that
Jake is “self-medicating” and can have sudden anger outbursts, punching walls when upset.
Because her maternal grandfather was “diagnosed as manic depressive,” she worries that Jake
may have “bipolar tendencies” and should be taking other medications. His PHQ-9 score is 26,
Mood Disorder Questionnaire (MDQ) score is 4 and hypomania checklist (HCL-32) score is 8.

Which of the following would be an appropriate next step in Jake’s management?

A. Rediagnose Jake as having bipolar | depression based on his family history, nonresponse
to multiple antidepressants, “staying up much of the night,” and “anger outbursts” that
could be construed as depressive episodes with mixed features.

B. Rule out a probable diagnosis of bipolar disorder based on Jake’s PHQ-9 score.

C. Tell Jake and his mother that his substance use could interfere with his response to
medications and could be worsening his mood. To clarify his diagnosis and treatment, Jake
needs to gain some period of abstinence and have his mood reassessed.

D. Diagnose Jake as having bipolar Il disorder because that designation accounts for ambiguity
about the presence of distinct “high” periods.

The correct answerisC. —

Jake’s cannabis and alcohol use disorder pose significant confounding factors either for making a
comorbid psychiatric diagnosis or judging the apparent low efficacy of past pharmacotherapy trials.
While it is true that many individuals with bipolar disorder have comorbid substance use disorders,
the psychoactive effects of current substance use can masquerade as primary mood symptoms or
otherwise alter the presentation of an underlying mood or other psychiatric disorder.

Jake’s PHQ-9 screen indicates a high level of depressive symptom severity (it does not provide
information about current or lifetime mania symptoms), but how much of his current depression
may be influenced by substance-induced mood changes is difficult to estimate. His MDQ score of
4 falls below the established cut-off threshold for identifying likely casehood for bipolar disorder
in psychiatric settings (=7). In depressed primary care patients, an MDQ threshold score of 25 has
been described with high sensitivity (0.91) and moderate specificity (0.67), while an HCL-32 of
>15 yielded a sensitivity of 0.64 and specificity of 0.57. Notably, in mood disordered patients with
active substance use disorders, the MDQ has shown low positive predictive value (0.38), but high
negative predictive value (0.86), meaning that a subthreshold score indicates a very low likelihood
for casehood.

In the setting of active substance use, the application of the Diagnostic and Statistical Manual
of Mental Disorders, Fifth Edition (DSM-5) criteria would lead to a provisional diagnosis of
psychoactive substance-induced mood disorder. A period of sustained abstinence (likely, at

a minimum, 1T month) would allow for the reassessment of Jake’s mood with less potential
contamination from the effects of cannabis and alcohol.
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Of further note, Jake’s report of persistent rather than episodic or phasic periods of depression
would be more consistent with unipolar than bipolar disorder. Although we are told that he “stays
up all night” we are also told that he sleeps for 14 hours at a time, well into the next day, indicating
more of a delayed sleep-wake phase circadian dysrhythmia than a “manic” decreased need for
sleep. His reported anger outbursts can be multi-determinate; anger outbursts have been reported
in major depressive disorder, substance use disorders, and personality disorders, among other
conditions, and do not by themselves indicate bipolar disorder. Family history can be a useful
corroborative feature of bipolar disorder, although its penetrance and likely clinical impact is
substantially less in a second- rather than first-degree relative.

References

1. Coccaro EF, Fridberg DJ, Fanning JR, Grant JE, King AC, Lee R. Substance use disorders:
Relationship with intermittent explosive disorder and with aggression, anger, and impulsivity.
J Psychiatr Res. 2016;81:127-132.

2. Fava M, Rosenbaum JF. Anger attacks in patients with depression. J Clin Psychiatry. 1999;60
Suppl 15:21-24.

3. Goldberg JF, Garakani A, Ackerman SH. Clinician-rated versus self-rated screening for bipolar
disorder among inpatients with mood symptoms and substance misuse. J Clin Psychiatry.
2012;73(12):1525-1530.

4. Messer T, Lammers G, Muller-Siecheneder F, Schmidt RF, Latifi S. Substance abuse in patients
with bipolar disorder: A systematic review and meta-analysis. Psychiatry Res. 2017;253:338-350.

5. Posternak MA, Zimmerman M. Anger and aggression in psychiatric outpatients. J Clin
Psychiatry. 2002;63(8).:665-672.

6. Sasdelli A, Lia L, Luciano CC, Nespeca C, Berardi D, Menchetti M. Screening for Bipolar
Disorder Symptoms in Depressed Primary Care Attenders: Comparison between Mood
Disorder Questionnaire and Hypomania Checklist (HCL-32). Psychiatry J. 2013;2013:548349.
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QUESTION 3

Which of the following statements are TRUE about antidepressant monotherapy
for bipolar | depression?

A. Antidepressant monotherapy has proven efficacy for the treatment of bipolar | depression.
B. Antidepressant monotherapy has a low probability of being effective for bipolar | depression.

C. Antidepressant monotherapy has shown an increased risk for suicidal thoughts or behaviors in
patients with bipolar | depression.

D. Antidepressant monotherapy has not been shown to trigger manic episodes and rapid cycling
in patients with bipolar | depression.

The COI‘rerC‘t' answer is B. - g

Meta-analyses reveal that the greatest risk when using antidepressants for individuals with bipolar
disorder is the very low likelihood of response. A review by Sidor and Macqueen identified a
disappointingly high number-needed-to-treat (NNT) for response of 29. The largest prospective
randomized trial of monoaminergic antidepressants in bipolar depression (STEP-BD) found

no higher rates of response among mood stabilizer recipients who took an antidepressant
(bupropion or paroxetine) versus a mood stabilizer plus placebo. Studies of antidepressant

use in bipolar depressed patients have not shown an increased risk for suicidal thoughts or
behaviors as compared to patients not taking antidepressants (eg, STEP-BD), and in fact some
naturalistic studies report significant reductions in suicidality (by as much as 20%) among
patients with bipolar disorder prescribed antidepressants over multiyear follow-ups (eg, the 27-
year Collaborative Depression Study). Antidepressant monotherapy use in bipolar depression has
been found to trigger manic episodes and rapid cycling. In one study, 55% of patients with bipolar
disorder previously diagnosed with depression became manic, and 23% became rapid cyclers on
antidepressants. In another study, 73% of rapid cyclers were taking antidepressants when their
cycling began. Rapid cycling is associated with poorer treatment response and a worse prognosis.

References

1. Sidor MM, Macgueen GM. Antidepressants for the acute treatment of bipolar depression: a
systematic review and meta-analysis. J Clin Psychiatry. 201;72(2):156-167.

2. Sachs GS, Nierenberg AA, Calabrese JR, et al. Effectiveness of adjunctive antidepressant
treatment for bipolar depression. N Engl J Med. 2007;356(17):1711-1722.

3. Bauer MS, Wisniewski SR, Marangell LB, et al. Are antidepressants associated with new-onset
suicidality in bipolar disorder? A prospective study of participants in the Systematic Treatment
Enhancement Program for Bipolar Disorder (STEP-BD). J Clin Psychiatry. 2006;67(1):48-55.

4. Leon AC, Solomon DA, Li C, et al. Antidepressants and risks of suicide and suicide attempts: a
27-year observational study. J Clin Psychiatry. 2011;72(5):580-586.

5. Yatham LN, Kennedy SH, Parikh SV, et al. Canadian Network for Mood and Anxiety Treatments
(CANMAT) and International Society for Bipolar Disorders (ISBD) 2018 guidelines for the
mMmanagement of patients with bipolar disorder. Bipolar Disord. 2018;20(2):97-170.

6. Singh T, Rajput M. Misdiagnosis of bipolar disorder. Psychiatry (Edgmont). 2006;3(10):57-63.

7. Ghaemi SN, Boiman EE, Goodwin FK. Diagnosing bipolar disorder and the effect of
antidepressants: a naturalistic study. J Clin Psychiatry. 2000;61(10):804-808; quiz 809.

8. Schneck CD. Treatment of rapid-cycling bipolar disorder. J Clin Psychiatry. 2006;67
Suppl 11:22-27.
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QUESTION 4

Michelle was a 53-year-old obese, hypertensive woman who has been treated for depression

and anxiety with benzodiazepines, desipramine 100 mg at night, and perphenazine. She has “ups
and downs” and has never felt a sustained even mood. Her husband says Michelle was briefly
hospitalized at age 22 after the birth of their daughter when she could not sleep for days, stopped
eating and talking, and felt that she had to die to save her daughter’s soul. She responded to
electroconvulsive therapy (ECT) with subseguent placement on desipramine. Her husband says
Michelle can “go for weeks or months of lying in bed during the day” followed by “bursts of energy”
with nonstop talking, excessive social plans, and maxing out credit cards. Currently, she reports
moderate depression and anxiety, fitful sleep, low motivation, “comfort eating” and sees no point in
living but would never act on suicidal thought. Her PHQ-9 score is 19.

All of the following would be appropriate next steps in Michelle’s treatment EXCEPT:

A. Measure her desipramine level and ensure it is in the therapeutic range; if subtherapeutic,
increase the dose and continue to monitor.

w

Discontinue the desipramine and replace with lithium plus lamotrigine.

O

Discontinue the desipramine and replace with cariprazine.

O

Discontinue the desipramine and replace with lurasidone.

The correct answer is A. -

The history is consistent with bipolar | disorder based on (apparently unrecognized) periods of high
energy, psychomotor acceleration and impulsive risk-taking that jeopardizes functioning (“maxing
out credit cards”), interspersed with periods of depression. The history also suggests illness

onset that began with a postpartum psychotic depression, with postpartum onset and psychotic
depression both representing risk factors for the eventual development of bipolar disorder.
Michelle’s symptoms have apparently persisted with an undulating course despite long-term
treatment with desipramine, suggesting lack of efficacy as well as a possible destabilizing effect.
While tricyclic antidepressants such as desipramine are sometimes considered an appropriate
pharmacotherapy for relapse prevention after ECT, they are considered a particularly risky
proposition for induction of mania or cycle acceleration in people with bipolar disorder. The 2018
CANMAT/ISBD guidelines do not recommend antidepressant monotherapy for bipolar | depression
due to a lack of demonstrated efficacy for bipolar | depression and safety concerns (level 2
negative).

Michelle now presents with symptoms consistent with a major depressive episode. Lithium

(level 2 evidence) and adjunctive lamotrigine (level 2 evidence) are recommended as first-line
treatments for acute bipolar depression in the 2018 CANMAT/ISBD guidelines. Lithium plus
lamotrigine is an evidence-based but off-label pharmacotherapy option for bipolar depression.
Lurasidone (level 2 evidence) is recommended as a first-line treatment and cariprazine (level 2
evidence) is recommended as a second-line treatment for acute bipolar depression in the 2018
CANMAT/ISBD guidelines. Lurasidone and cariprazine are both FDA-approved treatment options
for bipolar | depression. Other FDA-approved options include quetiapine and olanzapine-fluoxetine
combination, however, Michelle’s morbid obesity and overall cardiovascular risk in the setting of
hypertension would make both of the latter options less attractive due to their relatively higher
metabolic liability.

= O



JESTIONS (CON’

PRE- AND POSTTEST Q

References

1. Bergink V, Rasgon N, Wisner KL. Postpartum Psychosis: Madness, Mania, and Melancholia
in Motherhood. Am J Psychiatry. 2016;173(12):1179-1188.

2. Goldberg JF, Harrow M, Whiteside JE. Risk for bipolar illness in patients initially hospitalized
for unipolar depression. Am J Psychiatry. 2001;158(8):1265-1270.

3. Koszewska |, Rybakowski JK. Antidepressant-induced mood conversions in bipolar disorder:

a retrospective study of tricyclic versus non-tricyclic antidepressant drugs.
Neuropsychobiology. 2009;59(1):12-16.

4. Yatham LN, Kennedy SH, Parikh SV, et al. Canadian Network for Mood and Anxiety Treatments
(CANMAT) and International Society for Bipolar Disorders (ISBD) 2018 guidelines for the
mMmanagement of patients with bipolar disorder. Bipolar Disord. 2018;20(2):97-170.

5. Pillinger T, McCutcheon RA, Vano L, et al. Comparative effects of 18 antipsychotics on
metabolic function in patients with schizophrenia, predictors of metabolic dysregulation,
and association with psychopathology: a systematic review and network meta-analysis.
Lancet Psychiatry. 2020;7(1):64-77.

6. Prudic J, Haskett RF, McCall WYV, et al. Pharmacological strategies in the prevention of relapse
after electroconvulsive therapy. J ECT. 2013;29(1):3-12.

7. van der Loos ML, Mulder PG, Hartong EG, et al. Efficacy and safety of lamotrigine as add-on
treatment to lithium in bipolar depression: a multicenter, double-blind, placebo-controlled trial.
J Clin Psychiatry. 2009;70(2):223-231.

D




Publications and Websites

Altamura AC, Dell'Osso B, Berlin HA, Buoli M, Bassetti R, Mundo E. Duration of untreated illness
and suicide in bipolar disorder: a naturalistic study. Eur Arch Psychiatry Clin Neurosci.
2010;260(5):385-391. https:/pubmed.ncbi.nlm.nih.gov/19911248

American Psychiatric Association. Practice Guideline for the Treatment of Patients with
Major Depressive Disorder; 2010. Washington, D.C: American Psychiatric Association.
https:./psychiatryonline.org/pb/assets/raw/sitewide/practice guidelines/guidelines/mdd.pdf

Amsterdam JD, Shults J. Efficacy and safety of long-term fluoxetine versus lithium monotherapy
of bipolar Il disorder: a randomized, double-blind, placebo-substitution study. Am J Psychiatry.
2010;167(7):792-800. https:/pubmed.ncbi.nlm.nih.gov/20360317,

Baldessarini RJ, Vazquez GH, Tondo L. Bipolar depression: a major unsolved challenge. Int J Bipolar
Disord. 2020;8(M):1. https:/pubmed.ncbi.nlm.nih.gov/31903509

Bauer MS, Wisniewski SR, Marangell LB, et al. Are antidepressants associated with new-onset suicidality
in bipolar disorder? A prospective study of participants in the Systematic Treatment Enhancement
Program for Bipolar Disorder (STEP-BD). J Clin Psychiatry. 2006;67(1):48-55.
https:/pubmed.ncbi.nim.nih.gov/16426088

Bergink V, Rasgon N, Wisner KL. Postpartum Psychosis: Madness, Mania, and Melancholia in Motherhood.
Am J Psychiatry. 2016;173(12):1179-1188. https:/pubmed.ncbi.nlm.nih.gov/27609245

Bobo WV. The Diagnosis and Management of Bipolar | and Il Disorders: Clinical Practice Update.
Mayo Clin Proc. 2017;92(10):1532-1551. https:/pubmed.ncbi.nlm.nih.gov/28888714

Brecher M, Leong RV, Stening G, Osterling-Koskinen L, Jones AM. Quetiapine and long-term
weight change: a comprehensive data review of patients with schizophrenia. J Clin Psychiatry.
2007:68(4):597-603. https:/pubmed.ncbi.nlm.nih.gov/17474816

Calabrese JR, Keck PE, Jr., Macfadden W, et al. A randomized, double-blind, placebo-controlled trial
of quetiapine in the treatment of bipolar | or Il depression. Am J Psychiatry. 2005;162(7):1351-1360
https:/pubmed.ncbi.nlm.nih.gov/15994719

Citrome L. Food and Drug Administration-Approved Treatments for Acute Bipolar Depression:
What We Have and What We Need. J Clin Psychopharmacol. 2020;40(4):334-338.
https:/pubmed.ncbi.nlm.nih.gov/32639285

Coccaro EF, Fridberg DJ, Fanning JR, Grant JE, King AC, Lee R. Substance use disorders:
Relationship with intermittent explosive disorder and with aggression, anger, and impulsivity.
J Psychiatr Res. 2016;81:127-132. https:/pubmed.ncbi.nlm.nih.gov/27442963

Dagani J, Signorini G, Nielssen O, et al. Meta-analysis of the Interval between the Onset and Management
of Bipolar Disorder. Can J Psychiatry. 2017,62(4):247-258. https:/pubmed.ncbi.nlm.nih.gov/27462036

Davis LL, Bartolucci A, Petty F. Divalproex in the treatment of bipolar depression: a placebo-controlled
study. J Affect Disord. 2005;85(3):259-266. https:/pubmed.ncbi.nlm.nih.gov/15780695

Dejesus RS, Vickers KS, Melin GJ, Williams MD. A system-based approach to depression management
in primary care using the Patient Health Questionnaire-9. Mayo Clin Proc. 2007;82(11):1395-1402.
https:/pubmed.ncbi.nim.nih.gov/17976360

Dome P, Rihmer Z, Gonda X. Suicide Risk in Bipolar Disorder: A Brief Review. Medicina (Kaunas).
2019;55(8). https:/pubmed.ncbi.nlm.nih.gov/31344941

Drugs@FDA. https:/www.accessdata.fda.gov/scripts/cder/daf/. Accessed February 24, 2021.

D


https://pubmed.ncbi.nlm.nih.gov/19911248/
https://psychiatryonline.org/pb/assets/raw/sitewide/practice_guidelines/guidelines/mdd.pdf
https://pubmed.ncbi.nlm.nih.gov/20360317/
https://pubmed.ncbi.nlm.nih.gov/31903509/
https://pubmed.ncbi.nlm.nih.gov/16426088/
https://pubmed.ncbi.nlm.nih.gov/27609245/
https://pubmed.ncbi.nlm.nih.gov/28888714/
https://pubmed.ncbi.nlm.nih.gov/17474816/
https://pubmed.ncbi.nlm.nih.gov/15994719/
https://pubmed.ncbi.nlm.nih.gov/32639285/
https://pubmed.ncbi.nlm.nih.gov/27442963/
https://pubmed.ncbi.nlm.nih.gov/27462036/
https://pubmed.ncbi.nlm.nih.gov/15780695/
https://pubmed.ncbi.nlm.nih.gov/17976360/
https://pubmed.ncbi.nlm.nih.gov/31344941/
https://www.accessdata.fda.gov/scripts/cder/daf/

* REFERENCES (CONT.) |

Dudek D, Siwek M, Zielinska D, Jaeschke R, Rybakowski J. Diagnostic conversions from major
depressive disorder into bipolar disorder in an outpatient setting: results of a retrospective chart
review. J Affect Disord. 2013144 (1-2):112-115. https:/pubmed.ncbi.nlm.nih.gov/22871536

Earley W, Burgess MV, Rekeda L, et al. Cariprazine Treatment of Bipolar Depression: A Randomized
Double-Blind Placebo-Controlled Phase 3 Study. Am J Psychiatry. 2019:176(6):439-448.
https:/pubmed.ncbi.nim.nih.gov/30845817,

Fava M, Rosenbaum JF. Anger attacks in patients with depression. J Clin Psychiatry.
1999:60 Suppl 15:21-24. https:/pubmed.ncbi.nlm.nih.gov/10418810

Fiedorowicz JG, Endicott J, Leon AC, Solomon DA, Keller MB, Coryell WH. Subthreshold hypomanic
symptoms in progression from unipolar major depression to bipolar disorder. Am J Psychiatry.
2011;,168(1):40-48. https:/pubmed.ncbi.nim.nih.gov/21078709

Fornaro M, Anastasia A, Novello S, et al. Incidence, prevalence and clinical correlates of antidepressant-
emergent mania in bipolar depression: a systematic review and meta-analysis. Bipolar Disord.
2018;20(3):195-227. https:/pubmed.ncbi.nim.nih.gov/29441650

Galimberti C, Caricasole V, Bosi MF, Vigano CA, Ketter TA, Dell'Osso B. Clinical features and patterns
of psychopharmacological prescription in bipolar patients with vs without anxiety disorders at onset.
Early Interv Psychiatry. 2020;14(6):714-722. https:/pubmed.ncbi.nim.nih.gov/31733039

Geddes JR, Burgess S, Hawton K, Jamison K, Goodwin GM. Long-term lithium therapy for bipolar
disorder: systematic review and meta-analysis of randomized controlled trials. Am J Psychiatry.
2004;161(2):217-222. https:/pubmed.ncbi.nim.nih.gov/14754766

Geddes JR, Gardiner A, Rendell J, et al. Comparative evaluation of quetiapine plus lamotrigine
combination versus quetiapine monotherapy (and folic acid versus placebo) in bipolar depression
(CEQUEL): a 2 factorial randomised trial. Lancet Psychiatry. 2016;3(1):31-39.
https:/pubmed.ncbi.nlm.nih.gov/26687300

Gelenberg AJ, Kane JM, Keller MB, et al. Comparison of standard and low serum levels of lithium
for maintenance treatment of bipolar disorder. N Engl J Med. 1989;321(22):1489-1493.
https:/pubmed.ncbi.nim.nih.gov/2811970

Geller B, Zimerman B, Williams M, Bolhofner K, Craney JL. Bipolar disorder at prospective follow-up
of adults who had prepubertal major depressive disorder. Am J Psychiatry. 2001,158(1):125-127.
https:/pubmed.ncbi.nim.nin.gov/11136645

Ghaemi SN, Boiman EE, Goodwin FK. Diagnosing bipolar disorder and the effect of antidepressants:
a naturalistic study. J Clin Psychiatry. 2000;61(10):804-808; quiz 809.
https:/pubmed.ncbi.nim.nih.gov/11078046

Ghaemi SN, Gilmer WS, Goldberg JF, et al. Divalproex in the treatment of acute bipolar depression:
a preliminary double-blind, randomized, placebo-controlled pilot study. J Clin Psychiatry.
2007:68(12):1840-1844. https:/pubmed.ncbi.nlm.nih.gov/18162014

Goldberg JF, Chengappa KN. Identifying and treating cognitive impairment in bipolar disorder.
Bipolar Disord. 2009;11 Suppl 2:123-137. https:/pubmed.ncbi.nlm.nih.gov/19538691

Goldberg JF, Garakani A, Ackerman SH. Clinician-rated versus self-rated screening for bipolar disorder
among inpatients with mood symptoms and substance misuse. J Clin Psychiatry. 2012;73(12):1525-1530.
https:/pubmed.ncbi.nim.nih.gov/23290325

Goldberg JF, Harrow M, Whiteside JE. Risk for bipolar illness in patients initially hospitalized for
unipolar depression. Am J Psychiatry. 2001;158(8):1265-1270. https:/pubmed.ncbi.nlm.nih.gov/11481161

= o



https://pubmed.ncbi.nlm.nih.gov/22871536/
https://pubmed.ncbi.nlm.nih.gov/30845817/
https://pubmed.ncbi.nlm.nih.gov/10418810/
https://pubmed.ncbi.nlm.nih.gov/21078709/
https://pubmed.ncbi.nlm.nih.gov/29441650/
https://pubmed.ncbi.nlm.nih.gov/31733039/
https://pubmed.ncbi.nlm.nih.gov/14754766/
https://pubmed.ncbi.nlm.nih.gov/26687300/
https://pubmed.ncbi.nlm.nih.gov/2811970/
https://pubmed.ncbi.nlm.nih.gov/11136645/
https://pubmed.ncbi.nlm.nih.gov/11078046/
https://pubmed.ncbi.nlm.nih.gov/18162014/
https://pubmed.ncbi.nlm.nih.gov/19538691/
https://pubmed.ncbi.nlm.nih.gov/23290325/
https://pubmed.ncbi.nlm.nih.gov/11481161/

* REFERENCES (CONT.) |

Goldberg JF, Nierenberg AA, losifescu DV. Wrestling With Antidepressant Use in Bipolar Disorder:
The Ongoing Debate. J Clin Psychiatry. 2021:82(1). https:/pubmed.ncbi.nlm.nih.gov/33471445

Grandin LD, Alloy LB, Abramson LY. The social zeitgeber theory, circadian rhythms, and mood
disorders: review and evaluation. Clin Psychol Rev. 2006;26(6):679-694.
https:/pubmed.ncbi.nlm.nih.gov/16904251

Greene M, Paladini L, Lemmer T, Piedade A, Touya M, Clark O. Systematic literature review on patterns
of pharmacological treatment and adherence among patients with bipolar disorder type | in the USA.
Neuropsychiatr Dis Treat. 2018;14:1545-1559. https:/pubmed.ncbi.nim.nih.gov/29950839

Hamad T. Relationship between psychotropic drugs and pediatric suicidality: review and
evaluation of clinical data. Silver Spring, MD: Food and Drug Administration. 2004.

Intra-Cellular Therapies Announces Positive Topline Results from Study 402 Evaluating Lumateperone
as Adjunctive Therapy in Patients with Bipolar Depression. Intra-Cellular Therapies website.
https://irintracellulartherapies.com/news-releases/news-release-details/intra-cellular-therapies-
announces-positive-topline-results. Accessed March 8, 2021.

Jelen LA, Young AH. The Treatment of Bipolar Depression: Current Status and Future Perspectives.
Curr Behav Neurosci Rep. 2020;7:1-14. https:/link.springer.com/article/10.1007/s40473-020-00200-x

Johnson BA, Rosenthal N, Capece JA, et al. Topiramate for treating alcohol dependence: a randomized
controlled trial. JAMA. 2007:298(14):1641-1651. https:/pubmed.ncbi.nlm.nih.gov/17925516

Joyce K, Thompson A, Marwaha S. Is treatment for bipolar disorder more effective earlier in illness
course? A comprehensive literature review. Int J Bipolar Disord. 2016;4(1):19.
https:/pubmed.ncbi.nlm.nih.gov/27613276

Judd LL, Schettler PJ, Akiskal H, et al. Prevalence and clinical significance of sulbbsyndromal manic
symptoms, including irritability and psychomotor agitation, during bipolar major depressive episodes.
J Affect Disord. 2012;,138(3):440-448. https:/pubmed.ncbi.nlm.nih.gov/22314261

Judd LL, Schettler PJ, Coryell W, Akiskal HS, Fiedorowicz JG. Overt irritability/anger in unipolar
major depressive episodes: past and current characteristics and implications for long-term course.
JAMA Psychiatry. 2013;70(11):1171-1180. https:/pubmed.ncbi.nlm.nih.gov/24026579

Kessing LV, Vradi E, Andersen PK. Life expectancy in bipolar disorder. Bipolar Disord.
2015;17(5):543-548. https:/pubmed.ncbi.nlm.nih.gov/25846854

Koszewska |, Rybakowski JK. Antidepressant-induced mood conversions in bipolar disorder:
a retrospective study of tricyclic versus non-tricyclic antidepressant drugs. Neuropsychobiology.
2009;59(1):12-16. https:/pubmed.ncbi.nim.nih.gov/19221443

Kupka RW, Altshuler LL, Nolen WA, et al. Three times more days depressed than manic or hypomanic
in both bipolar | and bipolar Il disorder. Bipolar Disord. 2007;9(5):531-535.
https:/pubmed.ncbi.nlm.nih.gov/17680925

Leon AC, Solomon DA, Li C, et al. Antidepressants and risks of suicide and suicide attempts:
a 27-year observational study. J Clin Psychiatry. 201;72(5):580-586.
https:/pubmed.ncbi.nim.nih.gov/21658345

Leverich GS, Altshuler LL, Frye MA, et al. Risk of switch in mood polarity to hypomania or mania
in patients with bipolar depression during acute and continuation trials of venlafaxine, sertraline,
and bupropion as adjuncts to mood stabilizers. Am J Psychiatry. 2006;163(2):232-239.
https:/pubmed.ncbi.nim.nih.gov/16449476

D


https://pubmed.ncbi.nlm.nih.gov/33471445/
https://pubmed.ncbi.nlm.nih.gov/16904251/
https://pubmed.ncbi.nlm.nih.gov/29950839/
https://ir.intracellulartherapies.com/news-releases/news-release-details/intra-cellular-therapies-announces-positive-topline-results
https://ir.intracellulartherapies.com/news-releases/news-release-details/intra-cellular-therapies-announces-positive-topline-results
https://link.springer.com/article/10.1007/s40473-020-00200-x
https://pubmed.ncbi.nlm.nih.gov/17925516/
https://pubmed.ncbi.nlm.nih.gov/27613276/
https://pubmed.ncbi.nlm.nih.gov/22314261/
https://pubmed.ncbi.nlm.nih.gov/24026579/
https://pubmed.ncbi.nlm.nih.gov/25846854/
https://pubmed.ncbi.nlm.nih.gov/19221443/
https://pubmed.ncbi.nlm.nih.gov/17680925/
https://pubmed.ncbi.nlm.nih.gov/21658345/
https://pubmed.ncbi.nlm.nih.gov/16449476/

* REFERENCES (CONT.) |

| Loebel A, Cucchiaro J, Silva R, et al. Lurasidone as adjunctive therapy with lithium or valproate
for the treatment of bipolar | depression: a randomized, double-blind, placebo-controlled study.
Am J Psychiatry. 2014;171(2):169-177. https:/pubmed.ncbi.nlm.nih.gov/24170221

Loebel A, Cucchiaro J, Silva R, et al. Lurasidone monotherapy in the treatment of bipolar | depression:
a randomized, double-blind, placebo-controlled study. Am J Psychiatry. 2014;171(2):160-168.
https:/pubmed.ncbi.nim.nih.gov/24170180

MacKinnon DF, Zandi PP, Cooper J, et al. Comorbid bipolar disorder and panic disorder in families
with a high prevalence of bipolar disorder. Am J Psychiatry. 2002;159(1):30-35.
https:/pubmed.ncbi.nim.nih.gov/11772686

Maina G, Bechon E, Rigardetto S, Salvi V. General medical conditions are associated with delay
to treatment in patients with bipolar disorder. Psychosomatics. 2013;54(5):437-442.
https:/pubmed.ncbi.nlm.nih.gov/23352046

Mcintyre RS, Calabrese JR. Bipolar depression: the clinical characteristics and unmet needs
of a complex disorder. Curr Med Res Opin. 2019;35(11):1993-2005.
https:/pubmed.ncbi.nim.nih.gov/31311335

Mcintyre RS, Patel MD, Masand PS, et al. The Rapid Mood Screener (RMS): a novel and pragmatic
screener for bipolar | disorder. Curr Med Res Opin. 2021;37(1):135-144.
https:/pubmed.ncbi.nlm.nih.gov/33300813

Messer T, Lammers G, Muller-Siecheneder F, Schmidt RF, Latifi S. Substance abuse in patients
with bipolar disorder: A systematic review and meta-analysis. Psychiatry Res. 2017;253:338-350.
https:/pubmed.ncbi.nim.nih.gov/28419959

Meyer JM, Mao V, Pikalov A, Cucchiaro J, Loebel A. Weight change during long-term treatment
with lurasidone: pooled analysis of studies in patients with schizophrenia. Int Clin Psychopharmacol.
2015;30(6):342-350. https:/pubmed.ncbi.nlm.nih.gov/26196189

Miller CJ, Johnson SL, Kwapil TR, Carver CS. Three studies on self-report scales to detect bipolar
disorder. J Affect Disord. 2011;128(3):199-210. https:/pubmed.ncbi.nlm.nih.gov/20696479

Miller S, Dell'Osso B, Ketter TA. The prevalence and burden of bipolar depression. J Affect Disord.
2014;169 Suppl 1:S3-11. https:/pubmed.ncbi.nlm.nih.gov/25533912

Murray CJL, Lopez AD. The global burden of disease: A comprehensive assessment of mortality
and disability from diseases, injuries, and risk factors. Cambridge: World Health Organization;
1996. https:/apps.who.int/iris/bitstream/handle/10665/41864/0965546608 eng.
pdf?sequence=1&isAllowed=y

Nasrallah HA, Earley W, Cutler AJ, et al. The safety and tolerability of cariprazine in long-term
treatment of schizophrenia: a post hoc pooled analysis. BMC Psychiatry. 2017:17(1):305.
https:/pubmed.ncbi.nlm.nih.gov/28836957,

NICE clinical guideline. Bipolar Disorder: assessment and management. https:./www.nice.org.uk
guidance/cgl85/resources/bipolar-disorder-assessment-and-management-35109814379461.
Accessed March 8, 2021.

Nutt RM, Lam D. A comparison of mood-dependent memory in bipolar disorder and normal controls.
Clin Psychol Psychother. 2011;18(5):379-386. https./pubmed.ncbi.nlm.nih.gov/21953908

Oluboka OJ, Katzman MA, Habert J, et al. Functional Recovery in Major Depressive Disorder:
Providing Early Optimal Treatment for the Individual Patient. Int J Neuropsychopharmacol.
2018;21(2):128-144. https:/pubmed.ncbi.nlm.nih.gov/29024974

D


https://pubmed.ncbi.nlm.nih.gov/24170221/
https://pubmed.ncbi.nlm.nih.gov/24170180/
https://pubmed.ncbi.nlm.nih.gov/11772686/
https://pubmed.ncbi.nlm.nih.gov/23352046/
https://pubmed.ncbi.nlm.nih.gov/31311335/
https://pubmed.ncbi.nlm.nih.gov/33300813/
https://pubmed.ncbi.nlm.nih.gov/28419959/
https://pubmed.ncbi.nlm.nih.gov/26196189/
https://pubmed.ncbi.nlm.nih.gov/20696479/
https://pubmed.ncbi.nlm.nih.gov/25533912/
https://apps.who.int/iris/bitstream/handle/10665/41864/0965546608_eng.pdf?sequence=1&isAllowed=y
https://apps.who.int/iris/bitstream/handle/10665/41864/0965546608_eng.pdf?sequence=1&isAllowed=y
https://pubmed.ncbi.nlm.nih.gov/28836957/
https://www.nice.org.uk/guidance/cg185/resources/bipolar-disorder-assessment-and-management-35109814379461
https://www.nice.org.uk/guidance/cg185/resources/bipolar-disorder-assessment-and-management-35109814379461
https://pubmed.ncbi.nlm.nih.gov/21953908/
https://pubmed.ncbi.nlm.nih.gov/29024974/

* REFERENCES (CONT.) |

Pillinger T, McCutcheon RA, Vano L, et al. Comparative effects of 18 antipsychotics on metabolic
function in patients with schizophrenia, predictors of metabolic dysregulation, and association
with psychopathology: a systematic review and network meta-analysis. Lancet Psychiatry.
2020;7(1):64-77. https:/pubmed.ncbi.nim.nih.gov/31860457

Posternak MA, Zimmerman M. Anger and aggression in psychiatric outpatients. J Clin Psychiatry.
2002:63(8):665-672. https:/pubmed.ncbi.nim.nih.gov/12197446

Regier DA, Farmer ME, Rae DS, et al. Comorbidity of mental disorders with alcohol and other drug
abuse. Results from the Epidemiologic Catchment Area (ECA) Study. JAMA. 1990;264(19):2511-2518
https:/pubmed.ncbi.nim.nin.gov/2232018

Sachs G, Bowden C, Calabrese JR, et al. Effects of lamotrigine and lithium on body weight
during maintenance treatment of bipolar | disorder. Bipolar Disord. 2006;8(2):175-181.
https:/pubmed.ncbi.nim.nih.gov/16542188

Sachs GS, Nierenberg AA, Calabrese JR, et al. Effectiveness of adjunctive antidepressant treatment for
bipolar depression. N Engl J Med. 2007;356(17):1711-1722. https:/pubmed.ncbi.nlm.nih.gov/17392295

Salloum IM, Cornelius JR, Daley DC, Kirisci L, Himmelhoch JM, Thase ME. Efficacy of valproate
maintenance in patients with bipolar disorder and alcoholism: a double-blind placebo-controlled study.
Arch Gen Psychiatry. 2005;62(1):37-45. https:/pubmed.ncbi.nlm.nih.gov/15630071

Sasdelli A, Lia L, Luciano CC, Nespeca C, Berardi D, Menchetti M. Screening for Bipolar Disorder
Symptoms in Depressed Primary Care Attenders: Comparison between Mood Disorder Questionnaire
and Hypomania Checklist (HCL-32). Psychiatry J. 2013;2013:548349.
https:/pubmed.ncbi.nlm.nih.gov/2423628]1

Schneck CD. Treatment of rapid-cycling bipolar disorder. J Clin Psychiatry. 2006;67 Suppl! 11:22-27
https:/pubmed.ncbi.nlm.nih.gov/17029493

Scott J, Murray G, Henry C, et al. Activation in Bipolar Disorders: A Systematic Review.
JAMA Psychiatry. 2017;74(2):189-196. https:/pubmed.ncbi.nim.nih.gov/28002572

Sidor MM, Macgueen GM. Antidepressants for the acute treatment of bipolar depression:
a systematic review and meta-analysis. J Clin Psychiatry. 2011;72(2):156-167.
https:/pubmed.ncbi.nim.nih.gov/21034686

Singh T, Rajput M. Misdiagnosis of bipolar disorder. Psychiatry (Edgmont). 2006;3(10):57-63.
https:/pubmed.ncbi.nlm.nih.gov/20877548

Staudt Hansen P, Frahm Laursen M, Grontved S, Puggard Vogt Straszek S, Licht RW, Nielsen RE.
Increasing mortality gap for patients diagnosed with bipolar disorder-A nationwide study with
20 years of follow-up. Bipolar Disord. 2019;21(3):270-275. https:/pubmed.ncbi.nim.nih.gov/30051555

Swann AC. Treatment of aggression in patients with bipolar disorder. J Clin Psychiatry.
1999:60 Suppl 15:25-28. https:/pubmed.ncbi.nlm.nih.gov/10418811

Tohen M, Vieta E, Calabrese J, et al. Efficacy of olanzapine and olanzapine-fluoxetine combination
in the treatment of bipolar | depression. Arch Gen Psychiatry. 2003;60(11):1079-1088.
https:/pubmed.ncbi.nim.nih.gov/14609883

Valtonen HM, Suominen K, Mantere O, et al. Suicidal behaviour during different phases of bipolar
disorder. J Affect Disord. 2007;97(1-3):101-107. https:/pubmed.ncbi.nlm.nih.gov/16837060

Van Rheenen TE, Lewandowski KE, Bauer IE, et al. Current understandings of the trajectory
and emerging correlates of cognitive impairment in bipolar disorder: An overview of evidence.
Bipolar Disord. 2020;22(1):13-27. https:/pubmed.ncbi.nlm.nih.gov/31408230

D


https://pubmed.ncbi.nlm.nih.gov/31860457/
https://pubmed.ncbi.nlm.nih.gov/12197446/
https://pubmed.ncbi.nlm.nih.gov/2232018/
https://pubmed.ncbi.nlm.nih.gov/16542188/
https://pubmed.ncbi.nlm.nih.gov/17392295/
https://pubmed.ncbi.nlm.nih.gov/15630071/
https://pubmed.ncbi.nlm.nih.gov/24236281/
https://pubmed.ncbi.nlm.nih.gov/17029493/
https://pubmed.ncbi.nlm.nih.gov/28002572/
https://pubmed.ncbi.nlm.nih.gov/21034686/
https://pubmed.ncbi.nlm.nih.gov/20877548/
https://pubmed.ncbi.nlm.nih.gov/30051555/
https://pubmed.ncbi.nlm.nih.gov/10418811/
https://pubmed.ncbi.nlm.nih.gov/14609883/
https://pubmed.ncbi.nlm.nih.gov/16837060/
https://pubmed.ncbi.nlm.nih.gov/31408230/

~ REFERENCES (CONT.)

Vieta E, Phillips ML. Deconstructing bipolar disorder: a critical review of its diagnostic validity
and a proposal for DSM-V and ICD-11. Schizophr Bull. 2007;33(4):886-892.
https:/pubmed.ncbi.nlm.nih.gov/17562693

Viktorin A, Lichtenstein P, Thase ME, et al. The risk of switch to mania in patients with bipolar
disorder during treatment with an antidepressant alone and in combination with a mood stabilizer.
Am J Psychiatry. 2014:171(10):1067-1073. https:/pubmed.ncbi.nlm.nih.gov/24935197,

Yatham LN, Kennedy SH, Parikh SV, et al. Canadian Network for Mood and Anxiety Treatments
(CANMAT) and International Society for Bipolar Disorders (ISBD) 2018 guidelines for the management
of patients with bipolar disorder. Bipolar Disord. 2018;20(2):97-170.
https:/pubmed.ncbi.nlm.nih.gov/29536616

Zimmerman M, Galione JN. Screening for bipolar disorder with the Mood Disorders Questionnaire:
a review. Harv Rev Psychiatry. 2011;,19(5):219-228. https:/pubmed.ncbi.nlm.nih.gov/21916824

Drug Prescribing Information

OFC (Symbyax) Prescribing Information.
https://www.accessdata.fda.gov/drugsatfda docs/label/2020/021520s051lbl.pdf.
Accessed February 24, 2021.

Quetiapine (Seroquel) Prescribing Information.
https://www.accessdata.fda.gov/drugsatfda docs/label/2020/020639s070lbl.pdf.
Accessed February 24, 2021.

Lurasidone (Latuda) Prescribing Information.
https://www.accessdata.fda.gov/drugsatfda docs/label/2019/200603s035Ibl.pdf.
Accessed February 24, 2021.

Cariprazine (Vraylar) Prescribing Information.
https://www.accessdata.fda.gov/drugsatfda docs/label/2019/204370s006lbl.pdf.
Accessed February 24, 2021.
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