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OBJECTIVES 

Learn the diagnostic criteria for bipolar spectrum disorders 
and how they are differentiated

Understand the treatment and how treatment differs 
between bipolar spectrum disorders

Be able to recognize the brand name, generic names, and 
dosing of mood stabilizers

Be able to state and discuss the side effects and risks of 
mood stabilizers 
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BIPOLAR DISORDER 

First Described: 
Øby Jules Falret 
Ø in 1854 
Øas Folie Circulaire (circular insanity) 

Later:
Ørenamed Manic-Depressive 

Psychosis

Now: Bipolar Disorder 
Ø Disabling mental condition 
Ø High rates of: 
• Morbidity 
• Disability 
• Premature death from suicide 

Ghouse et al., 2013
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(Merriott, 2021)
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WHAT IS A 
MANIC 

EPISODE?

A. A distinct period of abnormally 
and persistently elevated, 
expansive, or irritable mood and 
abnormally and persistently 
increased goal-directed activity or 
energy, lasting at least one week 
and present most of the day, almost 
every day (or any duration, if 
hospitalized)

(American Psychiatric Association: Diagnostic and Statistical Manual of 
Mental Disorders (DSM-5®), 2013, p.124)
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WHAT IS A MANIC EPISODE? 

1. Inflated self-esteem or 
grandiosity 

2. Decreased need for 
sleep (e.g., feels rested 

after only 3 hours of sleep) 

3. More talkative than 
usual or pressure to keep 

talking 

4. Flight of ideas or 
subjective experience that 

thoughts are racing 

5. Distractibility (i.e., 
attention too easily drawn to 

unimportant or irrelevant 
external stimuli) as reported 

or observed 

6. Increase in goal-directed 
activity (either socially, at 

work or school, or sexually), 
or psychomotor agitation 

(i.e., purposeless non-goal-
directed activity)

7. Excessive involvement in 
activities that have a high 

potential for painful 
consequences (e.g., 

engaging in unrestrained 
buying sprees, sexual 

indiscretions, or foolish business 
investments)

B. During the period of mood disturbance and increased energy or activity, three (or 
more) of the following symptoms (four if the mood is only irritable) are present to a 
significant degree and represent a noticeable change from usual behavior:

(American Psychiatric Association: Diagnostic and Statistical 
Manual of Mental Disorders (DSM-5®), 2013, p.124)
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WHAT IS A 
MANIC 

EPISODE?

C. The mood disturbance is
sufficiently severe to cause marked 
impairment in social or 
occupational functioning or to 
necessitate hospitalization to 
prevent harm to self or others, or 
there are psychotic features 
D. The episode is not attributable to 
the psychological effects of a 
substance (e.g., a drug of abuse, a 
medication, other treatment) or to 
another medical condition  

(American Psychiatric Association: Diagnostic and Statistical 
Manual of Mental Disorders (DSM-5®), 2013, p.124)
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MANIC EPISODE

• https://www.youtube.com/watch?v=zA-fqvC02oM

(University of Nottingham, 2012)
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https://www.youtube.com/watch?v=zA-fqvC02oM
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WHAT IS A 
HYPOMANIC 

EPISODE?

• A. A distinct period of abnormally and persistently 
elevated, expansive, or irritable mood and 
abnormally and persistently increased activity or 
energy, lasting at least 4 consecutive days and 
present most of the day, nearly every day 

(American Psychiatric Association: Diagnostic and Statistical Manual of 
Mental Disorders (DSM-5®), 2013, p.124)
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WHAT IS A HYPOMANIC EPISODE?

1. Inflated self-esteem or 
grandiosity 

2. Decreased need for 
sleep (e.g., feels rested 

after only 3 hours of sleep) 

3. More talkative than usual 
or pressure to keep talking 

4. Flight of ideas or 
subjective experience that 

thoughts are racing 

5. Distractibility (i.e., attention 
too easily drawn to 

unimportant or irrelevant 
external stimuli) as reported or 

observed 

6. Increase in goal-directed 
activity (either socially, at 

work or school, or sexually), or 
psychomotor agitation

7. Excessive involvement in 
activities that have a high 

potential for painful 
consequences (e.g., engaging 
in unrestrained buying sprees, 
sexual indiscretions, or foolish 

business investments)

B. During the period of mood disturbance and increased energy and activity, three (or 
more) of the following symptoms (four if the mood is only irritable) have persisted, represent a 
noticeable change from usual behavior, and have been present to a significant degree: 

(American Psychiatric Association: Diagnostic and Statistical Manual 
of Mental Disorders (DSM-5®), 2013, p.124)
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WHAT IS A 
HYPOMANIC 

EPISODE?

C. The episode is associated with an unequivocal 
change in functioning that is uncharacteristic of the 
individual when not symptomatic 

D. The disturbance in mood and the change in 
functioning are observable by others 

E. The episode is not severe enough to cause marked 
impairment in social or occupational functioning or to 
necessitate hospitalization. If there are psychotic 
features, the episode is, by definition, manic. 

F. The episode is not attributable to the psychological 
effects of a substance (e.g., a drug of abuse, a 
medication, other treatment) 

(American Psychiatric Association: Diagnostic and Statistical Manual 
of Mental Disorders (DSM-5®), 2013, p.125)
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WHAT IS A 
MAJOR 

DEPRESSIVE 
EPISODE?

A. Five (or more) of the following symptoms have been present during the same 2-
week period and represent a change from previous functioning; at least one of 
the symptoms is either (1) depressed mood or (2) loss of interest or pleasure 

1. Depressed mood most of the day, nearly every day as indicated by either 
subjective report (e.g., feels sad, empty or hopeless) or observation made 
by others (e.g., appears tearful) 

2. Markedly dim inished interest or pleasure in all, or almost all, activities most of 
the day, nearly every day (as indicated by either subjective account or 
observation) 

3. Significant weight loss when not dieting or weight gain (e.g., a change of 
more than 5% of body weight in a month), or decrease or increase in 
appetite nearly every day 

4. Insomnia or hypersomnia nearly every day 

5. Psychomotor agitation or retardation nearly every day (observable by 
others; not merely subjective feelings of restlessness or being slowed down) 

6. Fatigue or loss of energy nearly every day 

7. Feelings of worthlessness or excessive or inappropriate guilt (which may be 
delusional) nearly every day (not merely self-approach or guilt about being 
sick) 

8. Dim inished ability to think or concentrate, or indecisiveness, nearly every 
day (either by subjective account or as observed by others) 

9. Recurrent thoughts of death (not just fear of dying), recurrent suicidal 
ideation without a specific plan, or a suicide attempt or a specific plan for 
committing suicide 

(American Psychiatric Association: Diagnostic and Statistical Manual of Mental 
Disorders (DSM-5®), 2013, p.125)

13

WHAT IS A 
MAJOR 

DEPRESSIVE 
EPISODE?

B. The symptoms cause clinically 
significant distress or impairment in social, 
occupational, or other important areas 
of functioning 
C. The episode is not attributable to the 
physiological effects of a substance or 
another medical condition  

(American Psychiatric Association: Diagnostic and Statistical Manual of 
Mental Disorders (DSM-5®), 2013, p.125)
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BIPOLAR 
DISORDER

What is rapid cycling?
• Can be applied to bipolar I or II 

• At least 4 mood episodes in the previous 12 months that 
meet criteria for manic, hypomanic or major depressive 
episode 

• Episodes can occur in any order or combination

• Episodes are demarcated by either: 

1. A period of partial or full remission for at least 2 months 
OR

2.    A switch to an episode of opposite polarity (manic and 
hypomanic episodes are counted as being on the same pole)  

(American Psychiatric Association: Diagnostic and Statistical 
Manual of Mental Disorders (DSM-5®), 2013, p.150-151)
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DIAGNOSIS 
Majority of people with bipolar disorder are NOT 
diagnosed with bipolar until many years later 
(Alarcón & McIntyre, 2021)

1. Bipolar I Disorder 
2. Bipolar II Disorder
3. Cyclothymic Disorder 

16

SCREENING TOOLS 

Mood Disorder 
Questionnaire 

(MDQ)

Rapid Mood 
Screener 

(RMS)

(Alarcón & McIntyre, 2021)
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DSM-5 DIAGNOSIS: 

BIPOLAR I 
DISORDER 

Criteria have been met for at least one manic 
episode 

The occurrence of the manic and major depressive 
episode is not better explained by schizoaffective 
disorder, schizophrenia, schizophreniform disorder, 
delusional disorder, or other specified or unspecified 
schizophrenia spectrum and other psychotic disorder

<<Episode of depression is not necessary for 
diagnosis>> 

(American Psychiatric Association: Diagnostic and 
Statistical Manual of Mental Disorders (DSM-5®), 
2013, p.126)
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DSM-5 DIAGNOSIS: 

BIPOLAR II 
DISORDER 

A. Criteria have been met for at least one hypomanic episode 
and at least one major depressive episode 

B. There has never been a manic episode 

C. The occurrence of the hypomanic and major depressive 
episode is not better explained by schizoaffective disorder, 
schizophrenia, schizophreniform disorder, delusional disorder, or 
other specified or unspecified schizophrenia spectrum and other 
psychotic disorder

D. The symptoms of depression or the unpredictability caused by 
frequent alternation between periods of depression and 
hypomania causes clinically significant distress or impairment in 
social, occupational or other important areas of functioning 

(American Psychiatric Association: Diagnostic 
and Statistical Manual of Mental Disorders 
(DSM-5®), 2013, p.134)
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DSM-5 DIAGNOSIS: 

CYCLOTHYMIC 
DISORDER

A. For at least 2 years (at least 1 year in children and adolescents) there 
have been numerous periods with hypomanic symptoms that do not meet 
criteria for a hypomanic episode and numerous periods with depressive 
symptoms that do not meet criteria for a major depressive episode

B. During the above 2-year period (1 year in children and adolescents), the 
hypomanic and depressive periods have been present for at least half the 
time and the individual has not been without the symptoms for more than 2 
months at a time 

C. Criteria for a major depressive, manic, or hypomanic episode have 
never been met 

D. The symptoms in Criterion A are not better explained by schizoaffective 
disorder, schizophrenia, schizophreniform disorder, delusional disorder, or 
other specified or unspecified schizophrenia spectrum and other psychotic 
disorder

E. The symptoms are not attributable to the physiological effects of a 
substance (e.g., a drug of abuse, a medication) or another medical 
condition (e.g., hyperthyroidism) 

F. The symptoms cause clinically significant distress or impairment in social, 
occupational, or other important areas of functioning 

(American Psychiatric Association: Diagnostic and Statistical Manual of 
Mental Disorders (DSM-5®), 2013, p.139-140)
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BIPOLAR DISORDER: 
FACTS

• Lifetime Prevalence (taken from a meta-analysis of 25 studies; most 
studies from North or South America): 

Bipolar I: 1.06%
Bipolar II: 1.57% (Rowland & Marwaha, 2018) 

• *High rates of under diagnosis and over diagnosis (Ghouse et al., 2013)

• Mean age of onset is early 20’s 
• Bimodal distribution - two peaks with age of onset: 

15-24 years old 
45-54 years old

• Roughly equal distribution between males and females and across 
ethnicities 

(Rowland & Marwaha, 2018) 

• People with Bipolar Disorder have a lifetime risk of suicide about 15 
times that of the general population

(American Psychiatric Association: Diagnostic and Statistical Manual of Mental Disorders 
(DSM-5®), 2013, p.131)

21
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RISK FACTORS FOR DEVELOPING 
BIPOLAR DISORDER

NATURE NURTURE
• One of the strongest risk factors 

for developing Bipolar Disorder = 
a family history of bipolar 
disorder (American Psychiatric Association: 
Diagnostic and Statistical Manual of Mental 
Disorders (DSM-5®), 2013, p.130)

• 10-20% of people with bipolar 
disorder have a positive family 
history (Alarcón & McIntyre, 2021)

• Childhood traumatic 
events likely increase the 
risk of Bipolar Disorder

• Cannabis use? *

(R o w la n d  &  M a rw a h a , 2018) 

22

TREATMENT
• Acute Goal = Stabilization, Euthymia 
• Maintenance Goal = prevent relapse, enhance social and 

occupational functioning, reduce symptoms 

1. Pharmacotherapy (Acute and Maintenance) 
2. Psychotherapy (Maintenance)*

(Geddes & Miklowitz, 2013)  

23

1. PHARMACOTHERAPY
THE LONGER YOU HAVE BIPOLAR WITHOUT TREATMENT 

OR THE MORE EPISODES OF ILLNESS YOU HAVE, THE 
LESS LIKELY MEDICATIONS WILL WORK 

(ALARCÓN & MCINTYRE, 2021)

24
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MOOD STABILIZERS

(Stahl, 2017, p. 122-123, 361, 363, 387, 773-775)
(Taylor et al., 2021, p. 264) (Grady, 2021) 

Medication (Brand Name) Usual dosage range Mechanism of Action: 

Lithium Start 300 mg 2-3x/day and 
adjust dosage upward as 
indicated by plasma lithium 
levels 

1. *Inhibition of glycogen 
synthase kinase 3β (GSK-3β)

2. Inhibition of inositol 
monophosphatase (IMPase)

Lamotrigine (Lamictal) Monotherapy for bipolar: 
100-200 mg/day

Blocks voltage-sensitive sodium 
channels; 
Inhibits release of glutamate

Carbamazepine (Tegretol) 400-1200 mg/day Blocks voltage-dependent 
sodium channels;
Reduces glutamate release 

Valproate (Depakote) Weight based
Mania: 1200-1500 mg/day

*Blocks voltage-sensitive sodium 
channels; 
Increases brain concentrations of 
GABA 

25

ATYPICAL ANTIPSYCHOTICS 
Medication (Brand Name) Usual Dosage Range Mechanism of Action

Aripiprazole (Abilify) Mania: 15-30 mg/day Partial agonist at dopamine 2 (D2), 5-
HT1A receptors, antagonist at 5-HT2A 
receptor

Asenapine (Saphris) Mania: 10-20 mg/day in 2 divided doses (sublingual) Antagonist at D2, 5-HT2A

Cariprazine (Vraylar) Mania: 3-6 mg once daily. 
Bipolar Depression: 1.5-3 mg once daily 

Partial agonist at D2, D3, 5-HT1A, and 
antagonist at 5-HT2B, 5-HT2A

Lurasidone (Latuda) Bipolar Depression: 20-60 mg/day (max: 120 mg/day) 
(take with food) 

Antagonist at D2, 5-HT2A, 5-HT7 and 
partial agonist at 5-HT1A 

Olanzapine (Zyprexa) – Mania 

Olanzapine and fluoxetine (Symbyax) – Bipolar 
Depression

Mania: 10-20 mg/day

Bipolar Depression: 6-12 mg olanzapine/25-50 mg 
fluoxetine

Antagonist at D2, 5-HT2A, 5-HT2C

Fluoxetine: serotonin reuptake 
blockade 

Quetiapine (Seroquel) Mania: 400-800 mg/day
Bipolar Depression: 300 mg/day

Antagonist at D2, 5-HT2A, 5-HT2C, 5-HT7 
and partial agonist at 5-HT1A 

Risperidone (Risperdal) Mania: 2-8 mg/day Antagonist at D2, 5-HT2A, 5-HT7

Ziprasidone (Geodon) Mania: 80-160 mg/day (take with food) Antagonist at D2, 5-HT2A and 
interactions at 5-HT1A, 5-HT2C, 5-HT1D, 
5-HT7

(Stahl, 2017, p. 53, 55, 71, 73,  127, 129,  419, 421, 527, 529,  627, 629,  645, 647, 807, 809) (Lexicomp, n.d. Cariprazine)

26

ANTIDEPRESSANTS

• Avoid as monotherapy 

(Alarcón & McIntyre, 2021)

27
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FDA-APPROVED TREATMENT FOR 
BIPOLAR MANIA

Mood Stabilizers Atypical Antipsychotics

Carbamazepine Aripiprazole

Lithium Asenapine

Valproate Cariprazine

Olanzapine

Quetiapine

Risperidone

Ziprasidone

(Alarcón & McIntyre, 2021)
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FDA-APPROVED TREATMENT FOR
BIPOLAR DEPRESSION

Mood Stabilizers Atypical Antipsychotics

*Lithium Cariprazine

*Lamotrigine Lurasidone

Olanzapine with Fluoxetine

Quetiapine

*Abilify

* = not FDA approved but often used 

(Alarcón & McIntyre, 2021)
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NEW FDA-APPROVED MEDICATION FOR BIPOLAR 
DEPRESSION: 

LUMATEPERONE (CAPLYTA) 

FDA-Approved in 
December 2021 for Bipolar 

I and II Depression*
Antipsychotic* 

42 mg once at night 
(starting dose is same as 

ending dose) 

Main side effects: fatigue, 
dry mouth, nausea, and 

dizziness* 

Studies are short (Bipolar 
studies were 6 weeks and 

Schizophrenia studies were 
1 year)

Current use: Bipolar I and II 
Depression (better 

response for Bipolar II 
Depression) or when 

unable to tolerate other 
antipsychotics given side 

effect profile 

*What is to come?  >>>> 4 th trial is underway No data in mania Insurance approval?

(Aiken & Newsome, 2022)
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FDA-APPROVED TREATMENT FOR
BIPOLAR MIXED STATES 

Mood Stabilizers Atypical Antipsychotics

Carbamazepine Aripiprazole

Valproate Asenapine

Cariprazine

Olanzapine

Risperidone

Ziprasidone

(Alarcón & McIntyre, 2021)

31

FDA-APPROVED TREATMENT FOR
BIPOLAR CONTINUATION/MAINTENANCE

Mood Stabilizers Atypical Antipsychotics

Lamotrigine Aripiprazole

Lithium Olanzapine

Quetiapine

Risperidone

Ziprasidone

(Alarcón & McIntyre, 2021)

32

PHYSICAL MONITORING FOR PEOPLE WITH 
BIPOLAR DISORDER 

Initially and Annually: 

o vitals: blood pressure, pulse, BMI
o thyroid function
o LFTs
o renal function
o electrolytes
o blood glucose
o CBC
o lipid profile
o EKG (if risk factors for cardiovascular 

disease)
(Taylor et al., 2021, p.277-278)
(Ng et al., 2009)

“Bipolar Disorder has been 
associated with a mortality 
rate more than twice that 
of the general 
population…”

“…the most frequent cause 
of death being 
cardiovascular disease.”

33
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MOOD STABILIZERS: 
LAB MONITORING

Medication Plasma Levels Lab monitoring pre-treatment Lab monitoring on-treatment

Lithium Monitor: 
• Every 1-2 weeks until desired level achieved then 

every 2-3 months for the first 6 months and then 
every 6 months once stabilized

• Obtain *trough level (12 hours after last dose) 

-Maintenance and Bipolar Depression: 0.6-1 mmol/L
- Acute mania: 1-1.5 mmol/L

Renal function, electrolytes (i.e., 
calcium), thyroid tests, EKG, 
baseline weight, pregnancy test 
(“weak” human teratogen)*

• Plasma lithium level 
• Renal function, thyroid test, 

electrolytes every 6 months 
• Weight

Valproate Monitor: 
• Every 1-2 weeks until desired level achieved then 

every 2-3 months for the first 6 months and then 
every 6 months once stabilized

• Titrate by effect and tolerability 
• Obtain blood level immediately before next dose 

60-120 mcg/mL

CBC (platelet counts), LFTs, baseline 
weight, glucose, lipids

Pregnancy test. Human teratogen: 
should not be used in women of 
childbearing age 

• Plasma Valproic acid level
• *CBC, LFTs every 3 months for 

the first year and then 
annually

• Weight 

(Stahl, 2017, p. 385-387; 773- 774)

(Taylor et al., 2021, p. 248-252; 259-261)

34

MOOD STABILIZERS: 
LAB MONITORING

Medication Plasma levels Lab monitoring pre-
treatment 

Lab monitoring on-
treatment

Lamotrigine Not established None None (annual health 
check)

Carbamazepine Monitor: 
• *2-4 weeks after starting or 

dose change
• Do not routinely measure 

unless lack of effectiveness, 
poor adherence or toxicity 

• Obtain trough level before 
first dose of the day 

4-12 mcg/mL 

Electrolytes (monitor for 
hyponatremia), CBC, LFTs, 
kidney function, thyroid 
function tests, EKG, 
weight, pregnancy test 
(human teratogen) 

• Plasma carbamazepine 
levels

• Electrolytes, CBC, LFTs, 
kidney function monthly for 
first 3 months and then 
annually 

• Thyroid function every 6 
months 

• Weight 

(Stahl, 2017, 121-122; 361-362)  

(Taylor et al., 2021, p. 265-267)

35

MOOD STABILIZERS: 
SIDE EFFECTS

Medication Side effects 

Lithium • Weight gain, sedation, GI upset, fine tremor, acne, polyuria, polydipsia, metallic taste in mouth, ankle 
oedema, 

• Can affect thyroid and renal function; memory

Valproate Nausea, sedation, weight gain, tremor, alopecia, cognitive changes, pancreatitis, hyperandrogenism 
linked with developing PCOS, hepatic failure, hyperammonemia 

Human teratogen: should not be used in women of childbearing age

Lamotrigine Nausea, headache, sedation, insomnia, blurred vision, benign rash, rare serious rash and multi-organ failure 
associated with Stevens-Johnson syndrome, toxic epidermal necrolysis or drug hypersensitivity syndrome
(Higher incident of rash when combined with Valproate)

Carbamazepine • Weight gain, sedation, GI upset, blurred vision, dizziness, headache, rash, hyponatremia, dry mouth, 
oedema, benign leukopenia, rare severe dermatologic reactions (Stevens- Johnson Syndrome) 

• Interaction with other drugs - *hepatic enzyme inducer (induce own metabolism and other drugs) 

(Alarcón & McIntyre, 2021)

(Stahl, 2017, p. 122, 362, 386, 774) 

(Taylor et al., 2021, p. 250, 259, 265-267)
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MOOD STABILIZERS: 
TOXICITY

Medication Toxicity Level Toxicity signs and symptoms Risk factors for Toxicity 

Lithium > 1.5 mmol/L GI effects (anorexia, nausea, diarrhea)
CNS effects (muscle weakness, 
drowsiness, confusion, ataxia, course 
tremor, muscle twitching) 
** Seizures, Coma and potentially death 
for levels above 2 mmol/L

Changes in sodium levels (low salt diets, 
dehydration, alcohol, drug interactions*, 
physical illnesses)  

Valproate >120 mcg/mL CNS depression, hyperammonemic 
encephalopathy, delirium, hypotension, 
tachycardia, respiratory depression 

Drug interactions (hepatically 
metabolized)*

Lamotrigine >25 mcg/mL CNS depression, seizures, cardiac 
conduction delays, wide complex 
tachycardia, death 

Lamotrigine dose should be reduced by 
50% if used with valproate (valproate 
inhibits metabolism of lamotrigine) 

Carbamazepine >12 mcg/mL 
Severe toxicity: > 40mcg/mL 

1. Disorientation and ataxia (11-15 
mcg/mL)
2. Aggression and hallucinations (15-
25mcg/mL) 
3. Seizures and coma (>25 mcg/mL)

Drug interactions (drugs that inhibit 
CYP3A4)* 

(Taylor et al., 2021, p. 250-251, 260-261, 266-267) (Stahl, 2017, p. 361-362)

(Patel &Nagalli, 2021) (Al Khalili et al., 2021) (Alyahya et al., 2017)

37

ATYPICAL ANTIPSYCHOTICS: 
LAB MONITORING

In addition to initial labs/tests done on an 
individual with Bipolar Disorder (blood 
pressure, pulse, BMI, thyroid function, LFTs, renal 
function, electrolytes, blood glucose, CBC, lipid profile, 
EKG (if risk factors for cardiovascular disease)), 
obtain a baseline Prolactin level with 
risperidone use and routine levels IF there 
are symptoms

(Taylor et al., 2021, p. 168, 277-278)

38

ATYPICAL ANTIPSYCHOTICS: 
SIDE EFFECTS 

Medication (Brand Name) Side effects 

Aripiprazole (Abilify) akathisia, hypotension, GI problems, insomnia, headache

Asenapine (Saphris) akathisia, hyperprolactinemia, weight gain, sedation (++), hypotension, oral 
hypoesthesia

Cariprazine (Vraylar) akathisia, weight gain, sedation, GI problems 

Lurasidone (Latuda) sedation(++), akathisia, parkinsonism, hyperprolactinemia 

Olanzapine (Zyprexa) sedation (++), weight gain (+++), GI Problems (++), hyperprolactinemia, 
hypotension, anticholinergic, EPS, lower seizure threshold 

Quetiapine (Seroquel) sedation (+++), weight gain (++), anticholinergic, hypotension, GI Problems (++), 
lower seizure threshold, QT prolongation 

Risperidone (Risperdal) sedation (++), weight gain(++), hyperprolactinemia (+++), akathisia, parkinsonism, 
anticholinergic, hypotension, insomnia, anxiety, sexual dysfunction

Ziprasidone (Geodon) sedation, akathisia, hypotension, hyperprolactinemia, activation, dry mouth, 
QT prolongation 

(Alarcón & McIntyre, 2021)  (Taylor et al., 2021, p. 41, 143)
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EXTRAPYRAMIDAL 
SYMPTOMS (EPS)

Most common EPS Signs and symptoms Time taken to develop Treatment

Dystonia Uncontrolled muscle 
spasm*

Acute dystonia: First to appear; can 
occur hours after starting 
antipsychotic med

1. Reduce or change antipsychotic med 
2. Anticholinergic drugs (Benztropine) and 
antihistaminergic drugs (Benadryl)

Parkinsonism Tremor, rigidity, 
bradykinesia*, 
bradyphrenia*, salivation  

Days to weeks after starting (or dose 
increase) antipsychotic med

1. Reduce or change antipsychotic med 
2. Anticholinergic drugs (Benztropine) and 
antihistaminergic drugs (Benadryl)

Akathisia Restlessness* Acute akathisia: hours to weeks after 
starting (or dose increase) 
antipsychotic med 

1. Reduce or change antipsychotic med 
2. Propranolol 
3. 5HT2 antagonists: cyproheptadine, 

mirtazapine, trazodone
4. Benzodiazepines 

Tardive Dyskinesia Abnormal involuntary 
movements*

Months to years 1. Stop anticholinergic (if taking)
2. Reduce or change antipsychotic med 
3. Valbenazine and Deutrabenazine 

(Taylor et al., 2021, p.110-111)

40

NEUROLEPTIC 
MALIGNANT 

SYNDROME (NMS)

Signs and symptoms of NMS

Muscle rigidity

Hyperthermia

Altered consciousness

Autonomic dysfunction

Labs: elevated creatine 
kinase, leukocytosis, altered 
liver function tests

(Taylor et al., 2021, p.131-132)

Risk factors

High-potency FGA

Antipsychotic polypharmacy

Antipsychotic rapid dose 
increase or reduction
Abrupt withdrawal of 
anticholinergics
Male

Younger age*

Dehydration

Exhaustion

Confusion 

Alcoholism

Psychosis

What is NMS?

Acute disorder of 
neuromotor control and 
thermoregulation 

Adverse effect of 
antipsychotic medications 
(or dopamine antagonists*)

Rare but serious (even fatal)
Treatment

Withdraw antipsychotic 
medication (for at least 5 days)*
benzodiazepines (IM 
Lorazepam)

Bromocriptine + Dantrolene
Rehydration
Artificial ventilation? 

41

SS

Serotonergic medications*
Hyperreflexia, Clonus 
GI symptoms (diarrhea)  

NMS
Dopamine antagonists*

“Lead-pipe” rigidity
Hyporeflexia

Abnormal lab levels* 

Serotonin Syndrome (SS) vs. Neuroleptic 
Malignant Syndrome (NMS)

• *Mental 
status 
changes

• *Autonomic 
hyperactivity

• *Treatment: 
discontinue 
agent & 
largely 
supportive 
care

(JJ Medicine, 2021)
(Kateon, 2013)
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2. ADJUNCTIVE 
PSYCHOTHERAPY 

43

GOALS OF 
PSYCHOTHERAPY 

Educate 
patients (and 
caregivers)

1
Keep a regular 
lifestyle 
(exercise, 
sleep, etc.) 

2
Increase 
medication 
adherence 

3
Manage 
stressors

4
Identify and 
intervene at 
early signs of 
recurrence 

5

(Geddes & Miklowitz, 2013)  

44

TYPES OF PSYCHOTHERAPY

Family-focused 
therapy 

Cognitive-
behavioral 

therapy 

Interpersonal and 
social rhythm 

therapy 

Group 
psychoeducation 

Systemic care 
management 

(Geddes & Miklowitz, 2013)  
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