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Should We Use Lithium in Older People Mood Disorders?
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Abstract

Lithium has been used in bipolar disorder both as monotherapy and in combination with other drugs. In this
article, we outline the evidence for lithium use in the treatment of older people with mood disorders.
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Bipolar disorder (BD) is a heterogeneous disorder
characterized by mood alterations. A United Nations
report! showed that types [ and II Bipolar Disorders
affect 0.5-1.0% of older adults. Untreated bipolar
affective disorder in older people is associated with
morbidity and mortality and the diagnosis can be
confounded by overlap with other clinical syndromes
such as organic mood disorder, dementia, delirium
and medical co-morbidities.?

Lithium has been used one of the major agents
to treat mania, and prevent recurrent episodes in
bipolar disorder. Concurrent use of lithium together
with antidepressant is effective in the prophylaxis of
recurrent depression.® Goodwin et al (2016) reported
that lithium monotherapy is proved efficient against
manic, depressive or mixed episodes and has better
evidence for prevention of new episodes than other
agents together with reduced risk of suicide in bipolar
patients.* Additionally, lithium has been used for its
anti-suicide effect.>®

Also, the Canadian Network for Mood and Anxiety
Treatments guidelines 7, considered lithium as a first
line treatment option in bipolar depression due to its
mood stabilizer effect, its effectiveness in preventing
mania and its anti-suicide effect.

In older people, the recommended lithium levels
for the treatment of mania 0.4-0.8 mmol/L and for
the maintenance therapy, serum concentrations are
recommended to be 0.4-0.6 mmol/L.2

It is important to be cautious with patients with
BD in older age as they are at a higher risk of
developing adverse effects such as neurocognitive

and neurological symptoms, thyroid and renal side
effects.” 1° Increased age probably imports increased
sensitivity to side-effects and toxicity of lithium may
be both concentration and time dependent.!!

Abrupt lithium discontinuation in patients stabilized
on the medication can be associated with relapse
and severe adverse effects.!? It is therefore extremely
important that clinicians discontinue lithium very
slowly.

A systematic review and meta-analysis of clinical
predictors of lithium response in bipolar disorder!?
reported that predictors of good response include:
mania-depression-interval sequence, absence of
rapid cycling, absence of psychotic symptoms, shorter
pre-lithium illness duration, family history of bipolar
disorder and later illness onset.

From a social, functioning and employment points of
view, bipolar disorder is associated with significant
functional deficits. Drakopoulos and colleagues*
reported that executive functioning was a powerful
predictor of occupational status in bipolar disorder
patients than IQ and other clinical factors, including
illness severity. Also, Lithium inhibits Glycogen
synthase kinase 3 (GSK3) via Mg+ competition
and increased Ser21 (GSK3) or Ser9 (GSK3)
phosphorylation, leading to enhanced myoblast fusion
and myogenic differentiation which has implications
for the treatment of several cognitive and myopathic
conditions.’ Also, lithium may be beneficial to
neurocognitive functioning in patients with bipolar
disorder.
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Widespread fronto-limbic white matter abnormalities
and altered White matter connectivity within the
corpus callosum and the cingulum were demonstrated
in BD.Y

Neuroimaging techniques identified that long-term
lithium treatment is associated with increased total
grey matter’®, increased hippocampal volume!?
and decreased white matter microstructural
abnormalities.?’ Research is developing and genome-
wide association studies have developed a polygenic
risk score for lithium response 2! and biological
markers 22,

In conclusion, mood stabilizers especially lithium,
continue to be pivotal in long term treatment of
older people affective disorder and lithium remains
beneficial and safe in older people. Early intervention
and access to specialist services are important to
reduce disease burden and improve outcomes.
Future research should address outcomes beyond
stabilization beyond mood. %3
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