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Objectives

Review epidemiology of suicide and bipolar disorder

Discuss risk factors for suicide in bipolar disorder

Review clinical and pharmacological interventions for managing

suicide risk in bipolar disorder



Make time to help a loved
one.
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Suicide Statistics

9.8 million adults had
serious thoughts of
committing suicide

1.0 million adults
made plans and
attempted suicide

2.8 million
adults made
suicide plans

1.3 million addlts

attempted suig

0.3 million adults
made no plans and
attempted suicide

https://www.nimh.nih.gov/health/statistics/suicide.shtml



Figure 4. Age-adjusted death rates for the 10 leading causes of death: United States, 2016
and 2017
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IStatistically significant decrease in age-adjusted death rate from 2016 to 2017 (p < 0.05).

ZStatistically significant increase in age-adjusted death rate from 2016 to 2017 (p < 0.05).




Suicide rates have risen significantly since 1999

B Decrease 1% 6-18% 19%-30% M 31%-37% B 38%—58%

Source: CDC Note: Suicide rate



Suicide Statistics

Suicide is the 10t" leading cause of death in the US
Worldwide almost 1 million die by suicide each year

On average, there are 129 completed suicides a day

In 2017, firearms accounted for 50% of all suicide deaths

Rate of suicide is highest in middle-aged white men

Adult females reported suicide attempt 1.4 times as often as males



Bipolar Disorder Statistics

Almost 3% of US adults have been diaghosed with bipolar disorder
Over 80% of those individuals with bipolar disorder have serious
impairment

Average age of onset is about 25

Bipolar disorder affects men and women equally

In adolescents, the prevalence is higher for females than males



Risk factors for Suicide in Bipolar Disorder

Socio-demographics

Family history of suicide
Genetic associations

Early onset of illness

Rapid cycling bipolar disorder

Concurrent substance use disorders
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Availability of physical
and mental health care

Restrictions on lethal
means of suicide

PROTECTIVE
FACTORS

SOCIETAL

RISK
FACTORS

Availability of lethal
means of suicide

Unsafe media portrayals

of suicide

Safeand s
school and community
environmeants

Sources of continued
care after psychiatric
hospitalization

COMMUNIITY

Few available sources of
supportive relationships

Barriers to health care
(e.g., lack of access to
providers or medications,
prejudice)

Coping and problem

solving skills
Connectedness to individuals,
family, community, and social Reasons for living (
institutions children in the home)

Supportive relationships with Moral objections to
health care providers suicide

RELATIONSHIP

High conflict or violent Mental illness
relationships

Substance abuse
Family history of suicide

Previous suicide attempt

Impulsivity/aggression




Gender as a Risk Factor for Suicide in Bipolar
Disorder

Impact of illness on risk of suicide is greater
in women than men

Women more likely than men to attempt
suicide

However, men have higher rates of suicide
completion

Women less likely to attempt suicide by
violent methods




Age as a Risk Factor for Suicide in Bipolar
Disorder

Ages 20-29 has highest risk of suicide attempt
Older age individuals have higher lethality of suicide attempt

Individuals with bipolar disorder were significantly younger at the
time of death compared to non-BD suicides




Race/Ethnicity

Non-Hispanic whites who died of suicide had higher rate
of bipolar disorder (6.1%) than non-Hispanic blacks (2.6%)
and Hispanics (2.3%)

Not enough evidence to suggest that ethnicity influences
risk of suicide attempts in patients with bipolar disorder



Marital and Family Status

Single/divorced individuals have higher rates of lifetime suicide
attempts

Family support is a protective factor for suicide



Religious Affiliation

Religious or moral objections to suicide appear to decrease
suicidal behavior

Negative religious coping may have an increase in suicide risk

Hyper-religious beliefs during manic phase can increase suicidal
behavior



Altitude of residence

Suicide victims with bipolar disorder had significantly higher average
altitude of residence compared to other suicide victims

Possible role of mitochondrial dysfunction as a contributor to suicidal
behavior in bipolar disorder as they may have elevated rates of
depressive symptoms

Possible increased metabolic stress due to hypoxia

Lower concentration of lithium in ground and drinking water at higher
altitudes



Family History of Suicide

First-degree family member suicide increases likelihood of suicide
attempt in patients with bipolar disorder

Estimated that heritability of suicide is 40%

Additive effect especially if patient reports a history of childhood
abuse

Increased likelihood of earlier age of first suicide attempt and
greater number of lifetime attempts




Genetic Associations

Suicide behavior associated with an alteration in serotonergic
neurotransmissions

Impulsivity linked to dysregulation of serotonergic and
dopaminergic systems

Post-mortem study detected reduced mRNA levels of BDNF gene in
the prefrontal cortex and hippocampus of suicide subjects

Conflicting evidence with need to investigate further



Early Onset of Bipolar Disorder

Earlier age of illness onset is associated with increased
likelihood of suicide attempts

Age of onset defined as age when patient first fulfilled
DSM-5 criteria for major mood episode (depressive,
manic/hypomanic, mixed)

Earlier age of onset also associated with rapid cycling
course of disease



Rapid Cycling Bipolar Disorder

Rapid-Cycling Specifier
Can be Bipolar | or |l
4 or more mood episodes in 12 month period (i.e. depressive, manic,
mixed, or hypomanic)
Can be in any order or combination

Demarcated by a period of full remission OR switch to an episode of t
opposite polarity



Rapid Cycling Bipolar Disorder

Grobaol, |. 2011). Bipolar Severity [Photograph). Retrieved from hetpe//
psycheentral com/disorders /bipolar,




Rapid Cycling Bipolar Disorder

Rapid-cyclers experience more weeks with manic or hypomanic
symptoms

Twice as likely other bipolar disorder patients to have a history
of severe suicide attempts

No difference in completed suicide outcomes



Manic Episode Risk Factors

Lower rates of suicidal behavior compared to those with
depressive episodes and mixed states

Grandiosity during mania may be a protective factor for suicide,
but may lead to high risk accidental death

Individuals with a first episode of mania are more likely to
attempt suicide by violent means than those with a first
depressive episode



Depressive Episode Risk Factors

Depressive first episode has 8-fold higher association with
suicide attempts compared to individuals with a manic first
episode

Longer and more frequent depressive episodes may increase
risk of suicide attempts in bipolar patients

Initial depressive episode may lead to misdiagnosis and
mismanagement



Mixed States in Bipolar Disorder

Full criteria is met for a depressive episode with 3 or more

manic/hypomanic symptoms
Full criteria is met for a manic/hypomanic episode with 3 or

more depressive symptoms
Increased suicide risk attributed to depression-predominant

course of illness



Concurrent Use with Cannabis

Cannabis is the most common illicit drug used in bipolar disorder
and up to 38% of affected individuals use it

Chronic cannabis use is associated with higher severity of illness
and greater noncompliance to treatment

Earlier age at onset associated with misuse

Increased risk of mania, duration of manic symptoms, incidence
of psychotic symptoms and increased suicide risk



Concurrent Use with Alcohol

Lifetime alcohol use disorder is present among 46-58% of those
who meet criteria for Bipolar | Disorder (19-39% for Bipolar I
Disorder)

Alcohol associated with increased lifetime rate of attempted
suicide

High severity of illness may lead to self-medication with
substances/alcohol and increased suicide attempts

Alcohol impairs decision-making and can increase impulsivity



Concurrent Use with Stimulants**

Substances foster impulsivity and aggression and increase chance

to act on suicidal thoughts
Methamphetamine increases psychotic symptoms and severity of

manic symptoms



Clinical Interventions for Managing Suicide
Risk in Bipolar Disorder



Pharmacological Interventions - Lithium
carbonate

Lithium associated with a reduced risk of suicidal behavior
Potent mood-stabilizer and decreases aggression and impulsivity
Requires close monitoring for therapeutic levels and adverse effects

Rebound suicidality associated with discontinuation of lithium



Pharmacological Interventions -
Anticonvulsants

Divalproex Sodium (Depakote®)
Treatment of manic episodes or acute manic or mixed
episodes with or without psychotic features
Carbamazepine (Equetro®)
Treatment of acute manic or mixed episodes associated
with Bipolar | Disorder
Lamotrigine (Lamictal®)
Maintenance treatment of bipolar | disorder to delay the
time to occurrence of mood episodes



Pharmacological Interventions -
Anticonvulsants

In 2008, FDA published a warning that 11 anticonvulsants carry
an increased risk of suicidal thoughts or actions and patients

should be closely monitored
Very little evidence to suggest role of anticonvulsants in the

prevention of suicide
Increased suicidal risk in months following discontinuation of

Carbamazepine and Divalproex



Pharmacological Interventions -
Antipsychotics

Aripiprazole (Abilify®)

Asenapine (Saphris®)

Cariprazine (Vraylar®)

Fluoxetine + Olanzapine (Symbyax®)
Olanzapine (Zyprexa®)

Quetiapine fumarate (Seroquel®)
Risperidone (Risperdal®)
Ziprasidone (Geodon®)



Pharmacological Interventions -
Antipsychotics

Relative effects of different antipsychotics in bipolar disorder
are largely unknown

Higher risk of suicidal behavior associated with antipsychotic
treatment than with mood stabilizer monotherapy

Study demonstrated antipsychotic treatment has been
associated with increased rate of non-lethal suicidal behavior



B ALL EVENTS
B ATTEMPTS

MS MONO = Monotherapy with mood stabilizer (lithium, divalproex or carbamazepine); MS + AP = mood stabilizer +

antipsychotic; AP Alone = treatment with antipsychotic alone. Event Rates are from Table 4.




Pharmacological Interventions - Clozapine

FDA indication for suicidal behavior in schizophrenia or

schizoaffective disorder
Off-label use in treatment resistant bipolar disorder with mania

or psychosis
Anti-suicidal effect may extend beyond schizophrenia, however

not well studied



Pharmacological Interventions -
Antidepressants

Antidepressant monotherapy has 6-10fold increase in suicidal
behavior than mood stabilizer monotherapy

Bipolar patients treated with an antidepressant alone are at
very high risk for suicidal behavior

Unrecognized bipolar disorder may be mismanaged with
antidepressant monotherapy

Can use in conjunction with mood stabilizers or antipsychotics



Clinical Risk Assessment

Take a good history!

Important to note family history and history of prior suicide
attempts

Age at onset of first mood episode or hospitalization

Characteristics of bipolar disorder - mixed episodes, rapid-cycling,
etc.

Assess for concurrent substance use
Pharmacotherapy
Use clinical judgment!



Take home points

 Risk of suicide in individuals with bipolar disorder 20-30 times higher than
the general population

* 11in 15 individuals with bipolar disorder will commit suicide

« Rapid-cycling and mixed episode bipolar disorder have increased suicidal
behavior

» Depressive first episode has 8-fold higher association with suicide attempt
» Earlier age of onset associated with increased severity of illness

« Concurrent substance use has increased risk of suicidal behavior

« Lithium only mood-stabilizer with proven reduced risk of suicidal behavior
» Use caution with all pharmacological interventions with close monitoring



Questions?
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