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Lamotrigine for agitation in older patients with
dementia

Although not approved by the Food and Drug
Administration (FDA) for behavioral disturbances,
the largest number of antipsychotic prescriptions
in older adults is for this indication associated
with dementia (Sultzer et al., 2008). In 2005,
the FDA determined that atypical antipsychotic
medications were associated with a 1.6 to 1.7
greater risk of mortality compared with placebo
when administered to older patients with dementia
(De-Deyn et al., 2005). Psychosis and agitation
symptoms in patients with dementia are common,
disruptive, and costly but there are no well-
established, evidenced-based effective treatment
alternatives (Jeste et al., (2008). A limited amount
of mostly anecdotal scientific data suggests that
anticonvulsant medications, including some of the
newer agents like lamotrigine, may be helpful
for agitation and psychosis in older patients with
dementia (DeLeon, 2004). Lamotrigine is an anti-
epileptic drug whose mechanism of action is
thought to be linked to voltage-sensitive sodium
channel blockade in the neuronal membrane and
inhibition of presynaptic glutamate and aspartate
release (Baumann et al., 2007). Lamotrigine has
a safe profile and has documented efficacy in
delaying recurrence of mood episodes in patients
with bipolar disorder in trials conducted for up to
18 months.

Our center conducted a retrospective medical
record review study of the effectiveness (efficacy
and safety) of lamotrigine for manic-like symptoms
and agitation in older patients with dementia who
were residing in assisted living facilities. The study
was approved by the University of California, San
Diego Human Research Protections Program,
an Institutional Review Board. The diagnosis
of dementia was based on DSM-IV criteria
for Dementia of the Alzheimer’s Type. The
clinician’s decision to start lamotrigine was based
on either the presence of prominent manic-like
symptoms or the failure to respond at tolerable
dosages of an atypical antipsychotic medication.
Patients were prescribed lamotrigine according
to the usual titration recommended for adults.
Unfortunately, the rating scales – Mini-mental
State Examination (MMSE), Hamilton Depression
Rating Scale (HAM-D) and Young Mania Rating
Scale (YMRS) – were not used uniformly. Only
patients who had completed scales on at least 80%
of their visits were included in the study (n = 5).

χ2, t test and ANOVA were used to analyze the
data.

The patients in the study comprised two men
and three women. Their average age was 77 years
(SD = 9.2). Patients received doses of lamotrigine
between 100 mg and 300 mg per day, with the
average daily dose being 190 mg per day. An
analysis of change on the different rating scales
through five months of treatment revealed that
there was a non significant decrease of the MMSE
from 19.6 to 18.2, a non significant decrease of
the HAM-D scale of 12.8 to 9, and a significant
decrease (p = 0.046) in the YMRS from 10.4 to 5.
See Figure S1, available as supplementary material
attached to the electronic version of this letter at
www.journals.cambridge.org/jid_IPG. None of the
patients had to discontinue lamotrigine due to side
effects.

In summary, the patients in this small study
demonstrated improvement in mean YMRS score
but had no change in mean total HAM-D
score. None of the patients in this review had
to discontinue lamotrigine due to side effects,
suggesting a safe profile in this population
(Baumann et al., 2007). In addition, none
experienced a significant worsening in cognitive
function as measured by MMSE. Our findings are
preliminary and should be viewed with caution due
to the very small sample size and retrospective
nature of this study. Nonetheless, we believe our
study provides some justification for a prospective
study of lamotrigine for the treatment of agitation
and psychosis in older patients with dementia in
order to determine if it may truly be a safer
and more effective alternative to the atypical anti-
psychotics.
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