The Long-Term Impact of Mood Stabilizers on Body Weight
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REVISED ABSTRACT

Introduction: Despite the availability of effective treatments for
bipolar disorder, tolerability issues persist. Medication-related
weight changes can negatively impact patient compliance with
treatment.

Objective: To assess the long-term effect of lamotrigine on weight
in patients with bipolar | disorder.

Methods: Weight data from 583 patients with bipolar | disorder in
two long-term maintenance studies of lamotrigine (N=227), lithium
(N=166), and placebo (N=190) were assessed. Analyses included
observed mean weight change, proportion of patients with >7%
change in weight and weight-related adverse events (AEs), and a
mixed model repeated measures analysis of weight change over
time.

Results: Observed mean weight changes were negligible and
were similar for subjects receiving lamotrigine and placebo; mean
weight for patients on lithium increased over time. The proportion
of subjects experiencing clinically important (>7%) weight changes
and weight-related AEs were low and similar between the
lamotrigine and placebo treatment groups. A mixed model
repeated measures analysis showed that after one year of
treatment, patients receiving lamotrigine and placebo had minimal
mean weight changes (-1.2kg and +0.2kg, respectively) while
patients receiving lithium experienced moderate weight gain
(+2.2kg).

Conclusions: Long-term treatment with lamotrigine was not
associated with clinically relevant changes in weight in patients with
bipolar | disorder.

INTRODUCTION

Bipolar disorder is a chronic illness that requires long-term
treatment for optimal management. Despite the availability of
effective treatments, medication compliance issues persist due to
unfavorable side effect profiles of some agents.

Weight gain is a specific area of concern for both clinicians and
patients. 2 One study conducted by Gitlin et al. evaluated the
presence of side effects, the degree of distress, and the association
of those side effects with treatment compliance on patients
receiving lithium maintenance therapy for their bipolar disorder; and
weight gain was reported as one of the most disturbing side effects
to patients. 3 Other agents (valproate, carbamazepine, gabapentin,
olanzapine) used in the treatment of bipolar disorder are also
commonly associated with weight gain. 4 5 6

Because weight can be a significant factor in overall tolerability and
compliance with maintenance treatment for bipolar disorder, we
examined the effects of up to 18 months of treatment with
lamotrigine (LTG) therapy on body weight in the two 18-month trials
which demonstrated the efficacy of lamotrigine in the maintenance
treatment of Bipolar | Disorder.

METHODS

The two original studies were international protocols employing a
maintenance design in which bipolar | patients who were, or had
recently experienced a DSM-IV depressive (GW2003) or manic
(GW2006) episode were enrolled.

Following IRB/Ethics Committee approval and written informed
consent, symptomatic bipolar | patients were enrolled into one of
two protocols. In each protocol, patient's were entered into an 8 to
16 week, open-label preliminary study phase, during which
lamotrigine was added to the patient's existing psychotropic
regimen prior to gradual transition to lamotrigine monotherapy.
Additionally, other drugs could have been added during the open
label phase to control acute symptoms. Following stabilization,
patients were randomized to monotherapy lamotrigine, lithium, or
placebo.

Results were pooled; overall 583 patients were randomized to up to
18 months of double-blind treatment with lamotrigine (n=227, 100 to
400mg/day fixed and flexible dosing), lithium (n=166; 0.8 to
1.1mEg/L), or placebo (n=190).

This presentation focuses on the effect of lamotrigine on weight in
patients with bipolar I disorder (up to 18 months of treatment).

Measures

O Observed mean weight change measured at randomization
and at Weeks 4, 8, 12, 20, 28, 36, 44, 52, 60, 68, and 76

O Proportion of patients with >7% change in weight (at any
time during the study from Randomization through Week 76)

O Weight-related AEs (at any time during the study from
Screen through Week 76)

O Mixed model repeated measures (MMRM) analysis of weight
change over time through Week 52

RESULTS

Patient Characteristics’

¢ Mean age = 43 years
¢ 55% female
+ Mean weight at randomization was similar across treatment

groups:
+ LTG = 79.8kg
« Li=80.4kg
+ PBO = 80.9kg

¢ 2/3 of patients had required psychiatric hospitalization in their
lifetimes and 1/3 had a history of attempted suicide.

¢ Overall demographic and disease characteristics were
comparable across treatment groups and indicative of moderate
severity of illness.
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Percentage of Patients Reporting
Weight-Related Adverse Events

LTG PBO Li
Weight Gain 2 3 1
Weight Loss <1 <1 0
Weight Fluctuation 0 0 <1

+ Small percentages of patients reported weight gain, weight
loss, or weight fluctuation as adverse events.

+ Over 18 months of treatment, patients treated with lamotrigine lost
an average of -2.6 kg, patients treated with placebo gained
+1.2kg, and patients treated with lithium gained +4.2 kg.
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a2 Because small numbers of placebo and lithium patients were in the

studies after Week 52, MMRM was performed only through Week 52.

+ There were no statistically significant differences between
lamotrigine and placebo in the numbers of patients experiencing
>7% weight change, >7% weight gain, or >7% weight loss.

+ More patients in the lamotrigine group experienced a >7% weight
loss (12.1%) compared to lithium (5.1%) [95% CI (-13.68, -0.17)].

+ Lamotrigine patients were in the trial longer, which may have
contributed to an increased chance of observing weight changes in
the lamotrigine group (lamotrigine, lithium, and placebo treatment
groups: 101, 70, and 57 patient years, respectively).

+ No statistically significant differences were seen between the
lamotrigine and placebo groups over the course of the study.

+ Compared to placebo, lithium treated patients experienced
statistically significant weight change from randomization at
Week 28 (lithium: +0.8kg; placebo: -0.6kg).

+ Statistically significant differences between lithium and
lamotrigine were seen at Week 28 through Week 52
(lamotrigine: up to -1.2 kg; lithium: up to +2.2kg).

CONCLUSIONS

Long-term treatment with lamotrigine is not associated with clinically
relevant changes in weight in patients with bipolar | disorder.
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