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Bipolar disorder is less common in
the older adult population. However,
the quality of life for older adults
with bipolar disorder is significantly
impacted. Older patients with bipo-
lar disorder have more cognitive and
functional impairment than younger
patients. Studies show that older
adults with bipolar disorder also
have an increased risk of suicide,
dementia, and medical illness, as
well as a higher mortality rate. This
article provides a review of the epi-
demiology, clinical features, suicide
risk, comorbidities (including
dementia), and management of bipo-
lar disorder in older adults.
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Introduction

The prevalence of bipolar disorder in the
general population is approximately
1.0%.! Bipolar disorder becomes less
common with age, with a prevalence of
0.1-0.5% in adults 65 and older.? Bipolar
disorder in the older adult accounts for
8-10% of all late-life psychiatric admis-
sions.? The Epidemiologic Catchment
Area (ECA) study reported the mean age
of onset for bipolar disorder as 21 years.?
Itis reported that 10% of bipolar disorder
patients develop the disorder after the
age of 50.4 This late onset of symptoms is
more likely to occur in female patients.>
Goodwin ef al. found two peak periods of
onset of mania in women—one in early
adult life and a second around the time
of menopause.® Some researchers have
demonstrated that men show an increase
in mania in the eighth and ninth decade
of life.”

Neurotransmitter dysfunction and
neuroradiologic changes have been asso-
ciated with bipolar disorder in the gener-
al population.? Patients with late-onset
bipolar disorder have fewer relatives
with the illness when compared to bipo-
lar disorder that occurs earlier in life.?
Late-onset bipolar disorder may be influ-
enced by both genetic and environmen-
tal factors.” One environmental risk
factor reported is neurological disease.
Several studies have documented that
17-43% of older patients with bipolar dis-
order have cerebral organic disorders.?
Studies have shown that patients with
late-onset symptoms tend to have an
increase in cerebrovascular risk factors
and subtle evidence of cerebrovascular
disease on neuroimaging.” Several

researchers have also provided a link
between mania and cerebrovascular acci-
dents, particularly of the right hemi-
sphere.” Shulman found that increased
vulnerability to brain insults played a
stronger role than life events in precipi-
tating late-onset mania.!? A study by
Hays et al. suggests that patients who
have a younger age of symptom onset
have more of a psychosocial component,
whereas organic factors are important to
symptom onset in later life.?

Clinical Features

No single symptom of bipolar disorder is
considered characteristic in the older
adult.!? Older age is associated with
longer episodes of mania with shorter
intervals between manic episodes.!!
Older adults with bipolar disorder also
require longer hospitalizations!? and
have a poorer response to pharmacother-
apy than younger patients with bipolar
disorder.!314

There are many studies focusing on
whether late onset of bipolar disorder is
a distinct subtype of bipolar disorder.
Studies have shown that older adults
with late-onset mania are more than
twice as likely to have an underlying
neurological disorder, most commonly
stroke, than older adults who have been
diagnosed with bipolar disorder at an
early age.!® In terms of symptoms, stud-
ies show that the early onset group have
more psychotic features,!* more mixed
episodes,!#1¢ and greater comorbidity
with panic disorder.' Studies also show
older patients present with more func-
tional and cognitive impairment.!” One
study reported that older patients with
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Figure 1:
Treatment and Management of Bipolar Disorder
~ in Older Adults
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bipolar disorder present with lower glob-
al functioning scores than younger
patients.” However, there are also
reports that there is little difference in the
clinical presentation of early-onset versus
late-onset groups. Depp found few
meaningful differences between early-
onset and late-onset groups when com-
paring psychopathology, cognitive
functioning, and medication use.!®

Comorbidity

Neurological illness is found in 23% of
older adults with bipolar disorder.? Stud-
ies have found that patients with bipolar
disorder have a higher prevalence of neu-
rological illness (36%) compared to age-
and sex-matched cases of depression
(8%).1 Other medical comorbidities,
such as diabetes, are also common.? Bipo-
lar disorder is associated with several risk
factors—among which are obesity, smok-
ing, unhealthy diet, and poor utilization
of primary health care?’—that contribute
to medical problems. Anxiety disorders
and personality disorders are frequent
comorbidities in the general bipolar pop-
ulation.!? Unfortunately, there are no data
examining the rate of these disorders in
the older adult with bipolar disorder. The
Epidemiological Catchment Area (ECA)
study reports alcohol abuse or depend-
ence in 46% of all patients with bipolar
disorder compared to 13% in the general

Table 1: Differential Diagnosis of
Manic Symptoms in the Older Adult

Delirium

Agitated depression

Agitated dementia

Bipolar disorder

Mania due to a general medical condition
Substance-induced mania

Late onset delusional disorder
Schizoaffective disorder

Schizophrenia

Source: Adapted from McDonald, 20007 and Brooks,
2005."

population.?!?2 However, older patients
with bipolar disorder are less likely to
have comorbid substance abuse, which
occurs at a rate of 20-30%.1723.24

Dementia

The Canadian Study for Health and
Aging Working Group reported that the
prevalence of dementia in Canada was
8% of Canadians aged 65 and over. The
female-to-male ratio in the study was
2:1.2° Dementia is an important cause of
hospital admissions, disability, and
death.?® Some studies suggest that
patients with depressive or bipolar disor-
der may be at increased risk for develop-
ing dementia.?” It remains unclear
whether patients with late-onset mania
are at greater risk for the development of
dementia than older patients with early
onset.!? Kessing and Anderson did a case
register study and found that the rate of
diagnosis of dementia was significantly
related to the number of previous affec-
tive episodes. On average, the rate tend-
ed to increase by 6% with every episode
leading to a hospital admission with
bipolar disorder and by 13% for depres-
sive episodes when adjusted for differ-
ences in age and sex.?” Another study
reported that patients with bipolar disor-
der seem to have an increased risk of
developing dementia compared to
patients with osteoarthritis or diabetes.?3
Studies have reported that bipolar disor-
der may also be secondary to demen-
tia.230 Patients with dementia have an
increased risk of being admitted to hos-
pital for a depressive or manic episode.?

Suicide Risk

Statistics Canada reports that in 1998, sui-
cide was the cause of death for 3,699 (12.2
per 100,000) Canadians. Out of those
3,699 deaths, 457 were aged 65 and over.
In those who are 70 years old or older,
men are hospitalized for suicide attempts
at a greater rate than women. The mor-
tality rate from suicide increases in both
men and women over the age of 80.12
The majority of older adults who commit
suicide have a mental illness.>! The most
common precipitants for suicide in the
older adult are physical illness and loss.3?

Suicide in the older adult is also associat-
ed with social isolation and alcohol
abuse.3?

Another study compared multiple
medical and psychiatric diagnoses and the
risk of suicide in older adults over age 66.
The study reported that bipolar disorder
had the highest risk for suicide out of the
illnesses that were reviewed.3 Results
from a long-term survey indicate that the
highest risk occurs in the first 7-12 years

Table 2: Assessment of Manic
Symptoms in the Older Adult

Thorough psychiatric history
Thorough medical history

Physical exam including neurological
check-up

Rule out neurological insults
Rule out endocrine abnormalities

Rule out drugs that can cause secondary
mania

Laboratory testing should include
Complete blood count
Creatinine and urea

Electrolytes including calcium and
magnesium

Liver function tests
Thyroid panel

Venereal Disease Research Laboratory
screening

Vitamin B12 and folate
Urinalysis

Toxicology screen
Electrocardiogram

Serum level of medication if clinically
indicated

Neuroimaging if clinically indicated
Lumbar puncture if clinically indicated

Source: Adapted from McDonald, 20007 and
Khouzam, 1994.37
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Table 3: Selected Drugs Used to Treat Bipolar Disorder: Dosages, Side Effects, and Recommendations

Drug Dosage Common Side Effects Recommended Use

First-line treatment of acute
bipolar mania

Lithium Average healthy adult: Weight gain, tremor, loss of coordination,
900-1,200 mg/d hypothyroidism, alopecia, acne, psoriasis,

nausea, loose stools, nephrogenic effects First-line treatment of

Anticonvulsants

Divalproex 200-2,500 mg/d

Carbemazepine 200-1,200 mg/d

including polyuria, polydipsia

Less Common: ankle edema,
electrocardiogram changes,
including: sinus node dysfunction,
sinoatrial block, bundle branch block,
ventricular arrythmia

Tremors, weight gain, sedation,
reduction in platelets,

reduction in white cell count, nausea,
vomiting, alopecia

Rare: hepatotoxicity, pancreatitis

Dizziness, sedation, ataxia, diplopia,
nystagmus, mild rash

Rare: Stevens-Johnson syndrome,
agranulocytosis, aplastic anemia,

acute bipolar depression

First-line maintenance therapy

First-line treatment of acute
bipolar mania

First-line treatment of

acute bipolar depression

(in combination with lithium
or an SSRI or bupropion)

First-line maintenance therapy

Second-line treatment of
acute bipolar mania

Third-line treatment of acute
bipolar depression

thrombocytopenia, lowered plasma levels of
other drugs including anticonvulsants,
antipsychotics, antidepressants and oral
contraceptives

Second-line maintenance therapy

Lamotrigine 50-400 mg/d Headache, ataxia, dizziness, tremors, nausea, First-line treatment of
somnolence, diplopia, blurred vision, benign rash  acute bipolar depression

Less Common: serious rash (0.1%) First-line maintenance therapy

Atypical Antipsychotics

First-line treatment of acute
bipolar mania—may use alone
or in combination with

lithium or divalproex

Sedation, dizziness, weight gain,
diabetes mellitus, hyperlipidemia,
orthostatichypotension, constipation

Olanzapine 10-30 mg/d

Less Common: elevated liver transaminases,
extrapyramidal side effects First-line treatment of acute
bipolar depression when

combined with an SSRI

First-line maintenance therapy
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Table 3 continued: Selected Drugs Used to Treat Bipolar Disorder: Dosages, Side Effects, and Recommendations

Drug Dosage
Risperidone 2-6 mg/d
Quetiapine 50-500mg/d

(some patients require
higher doses up to
800mg/d)

Common Side Effects

Sedation, anxiety, insomnia, nausea,

constipation, mild weight gain, decreased libido,

erectile dysfunction, galactorrhea

Less common: Prolonged corrected QT interval,

Extrapyramidal side effects

Sedation, Tachycardia, Orthostatic hypotension,

Weight gain, Dry mouth, Constipation

Less common: Extrapyramidal side effects

Abbreviations: SSRI = Selective Serotonin Reuptake Inhibitor
Source: Adapted from Yatham, 2005;%° Moore, 2004;%* Singh, 2005;°3 and Sajatovic, 2001.>*

of bipolar disorder onset and in those
under age 35.%° A study by Ahrens et al.
reported that in patients with bipolar dis-
order, the suicide risk remains steady and
does not decline as a patient ages.3

Issues in Assessment and
Treatment

Principles for the differential diagnosis of
older patients with mania are described
in Tables 1 and 2. General principles for
treating bipolar disorder in the older
adult are similar to those for younger
adults.238

Pharmacological Treatment

Therefore, the older adult usually
requires lower doses of medications
(Table 3).

Aging is associated with physiologi-
cal changes that decrease the rate of renal
clearance of medications and the volume
of distribution.?® Common medical
comorbidities like heart failure, as well as
commonly used medications in the older
adult, can also alter metabolism and
excretion.!! Older patients usually require

lithium doses 45-50% lower than
younger patients.4’ Older adults may be
at a higher risk of developing cognitive
and neurological side effects on lithium
than younger patients.® However, lithium
is generally well tolerated and, with prop-
er precautions and monitoring, it can be
safely administered to older adults with
bipolar disorder:*! Valproate may have a
lower rate of side effects than lithium or
carbamazepine.*? Some antidepressants
and antipsychotics cause orthostatic
hypotension, increasing the risk of falls in
the older adult.*3 Older patients are more
at risk of developing extrapyramidal side
effects (EPS) with antipsychotics than
younger patients; however, the atypical
antipsychotics have a lower rate of EPS
than traditional antipsychotics.* There is
one retrospective study that reports that
when high doses of atypical antipsy-
chotics are used, the risk of developing
parkinsonian side effects are similar to the
risk of the typical antipsychotics.#> Some
antipsychotic agents also have increased
anticholinergic side effects and may cause
cognitive impairment.*¢4” The FDA

Recommended Use

First-line treatment of acute
bipolar mania—may use alone
or in combination with lithium
or divalproex

Second-line maintenance therapy
when combined with lithium or
divalproex

First-line treatment of acute
bipolar mania—may use alone or
in combination with lithium or
divalproex

Second-line therapy for acute
bipolar depression-may use alone
or in combination with an SSRI

Second-line maintenance therapy
when combined with lithium or
divalproex

recently issued a black box warning on
the increased risk of mortality with atyp-
ical antipsychotics in the treatment of
older patients with dementia (FDA, April
11,2005). However, there are no reports of
increased risk of mortality when atypical
antipsychotics are used in older patients
with bipolar disorder.

Studies have shown that both lithi-
um and valproate are effective antiman-
ic drugs in the older adult.?’ Valproate
should be considered in mixed mania,
rapid-cycling mania, and secondary
mania as well as in patients unresponsive
to lithium.® There are no controlled tri-
als of atypical antipsychotic drugs, but
preliminary reports on the use of clozap-
ine, risperidone, olanzapine, and queti-
apine suggest that there is a positive
response to these agents in older adults
with bipolar disorder.*

For bipolar depression, a small
open trial demonstrated that lamotrig-
ine was effective as an add-on to lithi-
um or valproate.* Antidepressant
monotherapy is generally not recom-
mended due to the risk of induction of

254 GERIATRICS & AGING - April 2006 - Volume 9, Number 4



Table 4: Key Characteristics of Bipolar Disorder Among Older Adults

Bipolar disorder becomes less prevalent with age.

Patients with late-onset bipolar disorder are more likely to be female.

Later average age of illness onset corresponds with lower rate of family members with

the illness.

Older age is associated with longer episodes of mania with shorter intervals between
manic episodes, medical illness, neurological insults, and longer hospitalization time.

There is ongoing debate about whether late-onset bipolar disorder should be
considered a different subtype of bipolar illness.

Older bipolar patients have more cognitive and functional impairment, and less

substance abuse, than younger patients.

Some studies have shown bipolar patients have an increased risk of developing
dementia. Both dementia and secondary mania must be ruled out.

Bipolar disorder increases the risk of suicide in older adults.

Physiological changes in the older patient alter pharmacokinetics.

There are reports of the effectiveness of lithium, divalproex, lamotrigine, and atypical
antipsychotics in treating bipolar disorder in older adults.

mania or rapid cycling.5 There is a
paucity of data on maintenance treat-
ment of bipolar disorder, but a ran-
domized controlled trial showed that
both lithium and lamotrigine were
effective.>!

Although pharmacotherapy is
essential in the treatment of bipolar dis-
order, there is an important role for psy-
chotherapy and psychoeducation.
Common issues in the older adult
include loss of societal status and
employment, physical illness, and the
loss of interpersonal relationships and
bereavement.* Sajatovic reported that the
psychotherapies that have shown some
benefit for older adults include cognitive
behavioural therapy, group therapy, and
family therapy:*

Conclusion

Bipolar disorder significantly impacts the
quality of life for older adults with the ill-
ness. Older adults with bipolar disorder
have an increased risk of suicide, demen-
tia, medical illness, and a higher mortal-
ity rate. More research is needed in all
areas reviewed in order to enhance
health services to this population.  [Sg]
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