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Abstract
Background—Treatment studies are lacking for patients with bipolar II disorder (BDII). The
objective of this study was to compare lamotrigine (LTG) and lithium (Li) monotherapy for the
treatment of BDII depression.

Methods—Patients with BDII acute depression were randomized to open-label monotherapy with
LTG or Li, and evaluated by trained raters blinded to treatment. Patients were titrated to 200 mg/day
of LTG over 8 weeks or at least 900 mg/day of Li over 2 weeks (serum level 0.6–1.2 mEq/L), and
seen biweekly for 16 weeks. The primary outcome variable was change in the Hamilton Depression
Rating Scale 17-item (Ham-D17), evaluated using mixed effects random regression.

Results—Both groups showed significant improvement from baseline to endpoint on the Ham-
D17 (p<0.0001), with no between group differences (p=0.95). Seventy-two percent of the population
was rapid cycling by DSM-IV criteria. No differences in response were noted between rapid cyclers
and non-rapid cyclers. Early termination for any cause was 42%. The Li group reported significantly
more side effects, although drop-out due to side effects did not differ between groups.

Limitations—This study was limited by an open treatment design, a lack of placebo arm, and
uneven treatment groups.

Conclusions—Lamotrigine and lithium were effective monotherapy for BDII depression, with
comparable response and remission rates. Naturalistic design and lack of placebo limit conclusions,
though patient history indicated long standing depression unlikely to be alleviated by time. Patients
who received Li reported more side effects, but this did not appear to impact drop out rates.
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Introduction
Bipolar disorder is a severe, persistent psychiatric disorder. The prevalence of bipolar II
disorder (BDII) is estimated in the U.S. at 1.1% (Merikangas et al, 2007) and in Europe
estimates of 3–6% have been reported when varying definitions of hypomania duration and
symptoms are used (Angst, 1998; Akiskal, 1996). It has recently been recognized that for
patients with BDII, a significantly greater proportion of time over the course of the illness is
spent in the depressive vs. hypomanic phase of the illness, with subjects spending up to 50.3%
of their time depressed (Judd et al, 2003; Kupka et al, 2007). Despite the prevalence, severity,
and persistence of depression in individuals with BD II, research in bipolar depression has been
primarily in bipolar I disorder (BDI) depression (Bowden, 2005). Only two medications are
approved by the Food and Drug Administration (FDA) for the treatment of BDI depression,
and for BDII depression, only quetiapine has been specifically studied or approved by the FDA.
With so little data to support treatment decisions, including efficacy and tolerability data,
clinicians rely on past experience and clinical judgment when choosing medication therapy for
BDII patients.

Lithium (Li) and lamotrigine (LTG) both have evidence supporting their use in maintenance
treatment of bipolar I depression, with negative or conflicting evidence supporting their use in
the acute treatment of BDI depression. Because of their potential usefulness in the treatment
of BDI depression, these medications may have a role in the treatment of BDII depression.

Although no randomized acute trials of Li for the treatment of BDII have been published, early
studies of Li for the acute and maintenance treatment of bipolar disorder included BDII patients
in their samples. These controlled trials, which included patients with BDI, BDII, BD NOS,
or unipolar depression, found that that Li was superior to placebo for the acute (up to 7 weeks)
treatment of bipolar depression (Zornberg and Pope, 1993) and that Li significantly prolonged
time to mood relapse as well as shortened the duration of current depressive episodes (Kane
et al, 1982; Greil and Kleindienst, 1999). An uncontrolled, prospective clinical evaluation of
patients with BDI and BDII on Li maintenance treatment followed patients for an average of
6.35 years and found that the average time to relapse for patients with BDI was 17 months
while the average time to relapse for patients with BDII was 100 months (Tondo et al, 1998).
This study supports previous findings of efficacy of Li in the treatment of BDII, and suggests
that patients with BDII may be more responsive to Li treatment than patients with BDI.

There have been a number of negative controlled trials with LTG in BDI alone and in trials
which included BDI and BDII, and one negative trial including only patients with BDII
(Calabrese et al, 2007; gsk.com). However, three recent meta-analyses of LTG trials found an
overall positive effect, though this wasn’t observable on a per study basis (Geddes et al,
2007; Smith et al, 2007; Soares-Weiser et al, 2007). Four double-blind studies assessing LTG
for the treatment of BDII have been published to date. The two larger trials included patients
with BDI, BDII, or major depressive disorder. One study failed to separate on the primary
outcome measure, but overall, patients treated with LTG showed significantly greater response
rates, significant improvement in depression symptoms, and significantly longer median time
to additional pharmacology (Frye et al, 2000; Calabrese et al, 2000). Two additional small
double blind studies also support a potential role for LTG in the treatment of BDII depression
(Schaffer et al, 2006; Barbosa et al, 2003).
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We report here on 102 patients who were enrolled into this single-blind, 16-week, randomized
comparison of open-label Li and LTG in the acute treatment of patients with BDII depression.

Methods
Study Design

This study consisted of two randomized, 16-week trials designed a priori with the same design
for combined analysis. Patients were recruited from two sites in Texas (Dallas and Houston)
utilizing newspaper ads, radio ads, flyers, and referrals from other physicians. The studies were
approved by the UT Southwestern Medical Center Institutional Review Board and the Baylor
College of Medicine Institutional Review Board. After complete description of the study to
the subjects, written informed consent was obtained.

Patients
Outpatients between the ages of 18–65 were eligible for study entry if they had a clear history
of BDII confirmed by SCID-research version interview (First et al, 2002) and met criteria for
DSM-IV bipolar II disorder (hypomanic episode duration of 4 or more days), current episode
depressed, and currently had a score of 18 or greater on the Hamilton Rating Scale for
Depression – 17 item (Ham-D17) or Montgomery Asberg Depression Rating Scale (MADRS).
Patients were excluded if they had a history of clinically relevant intolerance or nonresponse
to lithium (Li) or lamotrigine (LTG), an unstable medical illness, psychotic symptoms, active
suicidal ideation or intent, or substance abuse or dependency within the last month. Women
who were pregnant, planning to conceive, or breastfeeding were excluded; all other women of
child-bearing potential were enrolled only if they had a negative pregnancy test at screening
and agreed to use an effective contraceptive method.

Patients taking other medications but who wished to change due to intolerance or lack of
efficacy were eligible. Due to ethical and safety concerns, patients that were taking ineffective
medications were tapered off these medications, and randomization scheduled to coincide with
the last day of the taper to avoid a medication free period. Patients taking fluoxetine within 2
weeks of randomization were excluded due to the long half-life of this medication. Similarly,
patients were excluded if they took valproate or carbamazepine within 3 days of randomization
to avoid drug interactions. Short-term use of limited benzodiazepines/hypnotics for a maximum
of 5 consecutive days, on no more than one occasion over the course of the 16-week trial, was
permitted.

Treatments
Patients were randomized 1:1 to receive either Li or LTG. In order to minimize the risk of
developing a rash, LTG was titrated over 8 weeks in the following manner: 25 mg/day for 2
weeks, 50 mg/day for two weeks, then 75 mg/day for one week, 100 mg/day for one week, 150
mg/day for one week, until patients reached 200 mg/day at week 8. Li was titrated starting at
450 mg/day for a week and then increased to 900 mg/day for a week. Further increases or
decreases were dictated by consideration of clinical symptoms, maximum dosing, and
tolerability. LTG could be increased by 100 mg/day per week to a maximum dose of 400 mg/
day, and Li dosing was dictated by clinical response, tolerability, and blood levels (minimum
0.8 to maximum 1.2 mEq/L).

At every visit, vital signs (weight, blood pressure, and pulse) were measured and a side effect
assessment completed. For patients on Li, blood levels were drawn at week 2, then as needed
based on dose changes and Li serum levels. The target LTG dose was 200 mg/day, but if
tolerability was an issue and patient symptoms were improving, the minimum dose permitted
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was 100 mg/day. The target Li level was 0.8 mEq/L, but if tolerability was an issue and patient
symptoms were improving, the minimum serum level allowed was 0.6 mEq/L.

Outcome Measures
As patients in the LTG group did not reach usual therapeutic dose until week 8, the study was
designed for 16 weeks to provide ample opportunity to assess the effects of therapeutic dosing
of both study medications and to assess tolerability and continued response. Patients and
physicians knew their group assignment, but personnel completing symptom ratings were blind
to group assignment. All patients met with a psychiatrist or mental health nurse practitioner
and symptom severity was assessed by a blinded research assistant at biweekly visits for the
duration of the 16-week study. During the initial titration period (8 weeks), an unblinded
research clinician contacted patients in between visits via phone to provide support and screen
for potential serious side effects.

Mood was rated using the Ham-D17 (Hamilton, 1960) Montgomery Asberg Depression Rating
Scale (MADRS) (Montgomery and Asberg, 1979), Young Mania Rating Scale (YMRS)
(Young et al, 1978), and the Clinical Global Impression Scale for Bipolar Disorder (CGI-BP)
(Spearing et al, 1997). Overall functioning was rated using the Global Assessment of
Functioning (GAF) (DSM-IV-TR).

The primary efficacy variable was change in depression symptoms from baseline to week 16,
as measured by the Ham-D17. Secondary efficacy measures include incidence and severity of
hypomanic and/or depressive symptoms, medication tolerability, response (defined as a 50%
reduction on the Ham-D17), remission (defined as Ham-D17 or MADRS ≤ 12), and switch into
hypomania (defined as CGI-BP Mania severity score of 4 or greater).

Statistics
Ham-D17, MADRS, YMRS, CGI-BP, and GAF assessments were analyzed using mixed
effects random regression (Gibbons et al, 1993). The random regression model contained terms
for the baseline score (covariate), treatment group, week, and treatment group by week
interaction. Due to the large percentage of rapid cycling patients enrolled in this study, separate
analyses were done on this subgroup of patients. A power analysis was performed using the
primary outcome measure, the HAMD-17. The residual error and estimated means from the
random regression were used as input to SAS Proc Power with an alpha of .05 and a power
of .80.

A logistic regression was used to model the probability of response at exit. The model included
terms for treatment group and whether the patient was a rapid cycler. The logistic regression
model provided an estimate of the odds of exit response for Li versus LTG after adjusting for
covariates.

The SAS lifetest was used to calculate survival probability, and a t-test was used to compare
duration of treatment between groups. A chi-square test of treatment group by adverse event
status was done to determine if specific adverse events differed between groups.

In a planned interim analysis it was noted that patients with rapid cycling were unevenly
distributed between the LTG and Li groups. To correct this, an Efron procedure was used to
force randomization for additional patients entered into the study (Efron, 1971; Kraemer,
1981). This technique uses a rank order method to help ensure equal group sizes in small
populations.
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Results
Demographics

One hundred two patients were randomized to receive study medication. One patient never
received medication and 3 patients failed to meet entry criteria at randomization. These patients
were excluded from all analyses, resulting in a safety population of 98 patients. An additional
8 patients had only a baseline visit (lost to follow-up at week 2) and these patients were excluded
from efficacy analyses, but were included in baseline demographic analyses. There were no
significant differences in baseline characteristics of the two groups (Table 1).

The evaluable number of patients for efficacy analyses was 90; 41 for the LTG group and 49
for the Li group. Of the 90 patients evaluated, 76% (n=68) were rapid cycling; 83% of the LTG
group and 69% of the Li group. A total of 40 patients (44%) completed the study, 21 (51%) in
the LTG group and 19 (39%) in the Li group (p=0.29).

The first quartile, median, and third quartile peak dose of LTG were 100, 250, and 300 mg,
respectively; the first quartile, median, and third quartile peak dose of Li were 1200, 1200, and
1500 mg; and the first quartile, median, and third quartile serum levels were 0.7, 0.8, and 1.1
mEq/L.

Patients with a history of rapid cycling were compared to patients without a history of rapid
cycling on age, sex, and ethnicity to determine if there were any differences between these
groups of patients. As in the full sample, there were no significant between group differences
on baseline characteristics.

Depressive Symptoms
Hamilton Depression Rating Scale—Figure 1 shows the mean scores over time on the
primary outcome – the Ham-D17. Using the baseline value as a covariate, a random regression
analysis showed that the overall difference between baseline and endpoint Ham-D17 scores
was significant for both LTG and Li groups (F(7, 402)=12.92, p<0.0001). There were non-
significant between group differences for the Ham-D17 total score (F(7,402)=0.54, p = 0.95).
Mean Ham-D17 scores and standard deviations at baseline were 20.8 ± 4.27 and 21.2 ± 4.15
for the LTG and the Li groups (p=0.73), respectively. Mean Ham-D17 scores and standard
errors at endpoint were 8.00 ± 1.28 and 6.97 ± 1.33 for the LTG and the Li groups, respectively.
A random regression analysis was run to determine improvement at week 8. Degrees of
freedom reflect the number of visits during the 8 weeks (n=4). Results from this analysis were
similar to those for week 16; both group showed significant improvement from baseline to
week 8 (F(3, 214)=15.27, p<0.001), and there were no significant between group differences
for the Ham-D17 total score (F(3, 214)=0.21, p = 0.89). For the subset of patients with a history
of rapid cycling, both groups showed significant improvement on the Ham-D17 (p<0.001) at
week 16, with no between group differences in improvement (p=0.39).

The results of the power analysis suggest that the sample size needed to find a significant
difference between groups was over 10,000 subjects. This is a reflection of the very small effect
size (0.01 for the Ham-D17).

Montgomery-Asberg Depression Rating Scale—Both groups experienced significant
baseline to endpoint improvement on the MADRS (F(7, 403)=11.68; p<0.001). There were no
between group differences for mean change from baseline (F(7, 403)=0.28; p=0.96). Mean
baseline MADRS scores and standard deviations were 29.7 ± 6.30 and 30.2 ± 6.30 for the LTG
and the Li groups (p=0.97), respectively, and mean endpoint scores and standard errors were
9.48 ± 2.08 and 8.59 ± 2.15 for the LTG and Li groups. A random regression analysis was
performed to determine improvement at week 8. Results from this analysis were similar to
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those for week 16; both groups showed significant improvement from baseline to week 8 on
the MADRS (F(3, 214)=12.01, p<0.001). There were no significant between group differences
for the MADRS total score (F(3, 214)=0.18, p = 0.91). For the patients with a history of rapid
cycling, both groups demonstrated significant improvement on the MADRS (p<0.001) at week
16, with no between group differences in improvement (p=0.96).

Hypomanic Symptoms
Young Mania Rating Scale—Patients experienced significant improvement on mean
YMRS scores (F(7, 406)=5.44; p<0.001), although there were no between group differences
(F(7, 406)=0.69; p=0.68) (Figure 2). Mean baseline YMRS scores and standard deviations
were 6.84 ± 4.34 and 6.71 ± 3.82 for the LTG and the Li groups (p=0.63) and mean endpoint
scores and standard errors were 2.92 ± 0.93 and 3.00 ± 0.97 for the LTG and Li groups. Patients
with a history of rapid cycling experienced significant improvement on the YMRS (p<0.001),
with no significant differences between groups (p=0.74).

Overall Functioning
Clinical Global Impression Scale for Bipolar Disorder, Overall Severity—For the
CGI-BP (overall illness severity), both groups showed significant improvement from baseline
to endpoint (F(7, 402)=11.23; p<0.001) with no between group differences in improvement (F
(7, 402)=0.77; p=.61). Mean baseline CGI-BP severity scores were 4.5 ± 0.7 and 4.6 ± 0.6 for
the LTG and the Li groups and mean endpoint scores and standard errors were 1.9 ± 0.31 and
2.2 ± 0.32 for the LTG and Li groups. Patients with a history of rapid cycling showed significant
improvement in overall mood severity (p<0.001), with no between group differences (p=0.43).

Global Assessment of Functioning—Both LTG and Li groups showed significant
improvement over time on the GAF (F(7, 408)=14.43; p<0.001), with a trend for between
group differences favoring LTG (F(7, 408)=2.00; p=0.054). Mean baseline scores on the GAF
were 52.2 ± 6.69 and 53.8 ± 5.66 for the LTG and the Li groups (p=0.63) and mean endpoint
scores and standard errors were 73.1 ± 2.05 and 71.1 ± 2.12 for the LTG and Li groups. Patients
experiencing rapid cycling showed significant improvement on GAF scores (p<0.001). There
was also a significant group by visit interaction for the GAF (p=0.019), with the LTG rapid
cycling group showing a greater improvement on the GAF.

Response and Survival Analyses
Patients in both groups experienced relatively similar rates of response and remission, and
limited switch into hypomania was noted. For the Ham-D17, 67.5% of the LTG group and
55.1% of the Li group met response criteria (50% or greater reduction score), while 65.9% of
the LTG group and 55.1% of the Li group met remission criteria (Ham-D17 or MADRS ≤ 12).
On the CGI-BP (mania) item, 0% of the LTG and 2% (n=1) of the Li group met criteria for
switch. A trend was noted for response without switch into hypomania; 77.5% of the LTG
group and 59.2% of the Li group met criteria for response on either the Ham-D17 or the MADRS
without meeting switch criteria. There were no significant differences between groups in
remission rates without switch; 75.6% of the LTG group and 59.2% of the Li group met criteria
for remission on either the Ham-D17 or the MADRS without switch into hypomania.

There were no between group differences in survival probability or in mean duration of
treatment. Patients in the LTG group were treated for a mean of 88.8 (35.4) days and in the Li
group, for 78.0 (35.2) days.
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Item Analyses
In order to determine if LTG and Li impacted different aspects of depression, item analyses
were run on the Ham-D17 and the MADRS at weeks 8 and 16. Results for mean differences at
week 8 were significant on the majority of items for both the Ham-D17 and the MADRS, and
at week 16, continued improvement was evident as a greater number of item differences became
significant from baseline (Figure 3).

There were few between group differences on item improvement for the Ham-D17 or the
MADRS. On the Ham-D17, the mean difference on item 10, psychic anxiety, for patients taking
Li was significantly greater than that for patients taking LTG. There were no other significant
differences, although improvement on interest and appetite trended in favor of Li. On the
MADRS, patients receiving Li had a significantly greater mean difference than patients taking
LTG on the item “pessimistic thoughts”. No other significant between group differences were
seen.

Side Effects
The mean number of side effects (SD) reported by patients receiving LTG was 4.2 (3.2) and
the mean number of side effects reported by patients receiving Li was 9.2 (6.4) (p<0.001).
Patients receiving Li reported experiencing a number of side effects more frequently than those
in the LTG group. The overall withdrawal rate for side effects was 17% (n=15). See Table 2
for a complete breakdown of patient disposition. Withdrawal due to reported side effects was
non-significant between groups, although between group differences were reported for
individual side effects (Table 3).

The side effects experienced most frequently by patients taking LTG were nausea/vomiting,
upset stomach, dry mouth, tremors, and drowsiness/panic. The side effects experienced most
frequently by patients taking Li were dry mouth, increased thirst, nausea/vomiting, upset
stomach, and tremors.

During the course of the study, 16 patients required rescue medications, 8 from each group
(20% of the LTG group, 16% of the Li group). There were no between group differences in
the number of patients requiring rescue medications. Patients who required rescue medications
in the LTG group used them for a mean of 3.75 days, and patients in the Li group used them
for a mean of 3.88 days.

Discussion
In this 16-week, single-blind monotherapy study of lamotrigine versus lithium for the acute
treatment of bipolar II depression, both groups showed significant improvement on depression
and hypomania scores while maintaining a low switch rate. This trial is one of the largest bipolar
II disorder, acute phase depression studies ever completed. The baseline to endpoint
improvement was substantial across both groups, though between group differences were not
noted on the primary outcome or secondary measure symptom assessments. Clinical results
did not differ between those patients with or without rapid cycling. A striking number of
patients met response and remission criteria, with more than 65% of the LTG group and more
than 55% of the Li group meeting criteria on both. A very small number of patients in either
group showed evidence of switch in this four month study. As statistical improvement was
noted as well on the manic symptom assessment, it is reasonable to consider that patients
demonstrated overall improvement in stability and not only a decrease of depressive symptoms.

In order to provide more direct comparison of our findings from those in shorter duration
studies, we assessed the changes in symptoms at week 8 of the study. Both item analyses and
assessment of clinical symptoms at week 8 showed significant improvement with continued
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gains over the remaining 8 weeks of the study. This is also pertinent in that it suggests
improvements observed were not simply the natural course of illness but reflective of response
to medication.

The completion rate for the study was at 44%. Patients showed reasonable tolerability, with
stated dropout from study about the same across groups. Patients in the Li group reported a
greater number of side effects, and significant differences were noted for the development of
side effects with Li relative to LTG. Side effect symptoms were consistent with our
understanding of each of these medications and what other studies have reported.

Due to the lack of a placebo arm, definitive statements cannot be made regarding treatment
efficacy, though results support the efficacy of both lithium and lamotrigine in the treatment
of BDII depression. Patients who received lithium showed significant improvement over the
course of the study. Although there are no published randomized acute or maintenance
treatment trials of BDII only using Li, these findings support early acute and maintenance
findings for a role for Li in the treatment of bipolar depression (Kane et al, 1982; Zornberg and
Pope, 1993; Greil and Kleindienst, 1999), suggesting an early acute efficacy maintained into
the continuation treatment of bipolar II depression.

These results also support that lamotrigine may be effective in the treatment of BDII acute
depression. It is possible that the long titration schedule required for lamotrigine limits the time
for response in more usual shorter duration acute depression trials. In this study, the 16-week
design provided 8 weeks for the titration of lamotrigine followed by 8 weeks of therapeutic
dosing. Patients receiving LTG showed improvement consistent with positive findings in
shorter acute trials (Frye et al, 2000). The continuous improvement over the course of the full
16 week trial is also consistent with a longer (26-week) trial (Calabrese et al, 2000).

This study is limited by its single-blind design and lack of a placebo-controlled arm. Of note,
the relative degree of improvement on either Li or LTG was consistent with that seen on drug
for the recently reported placebo-controlled, acute depression studies of quetiapine in BDI and
BDII (Calabrese et al, 2005; Thase et al, 2006). In particular, the degree of improvement is
similar to that observed in the pooled BDII data from quetiapine studies (n=351, Suppes et al,
2007). While supportive that overall improvement in mood stability noted was not a placebo
response, further studies, including a placebo-controlled arm, are needed to rule out the
possibility results reflect course of illness. Without a placebo control results cannot be
absolutely ascribed to medication effects. However, as with other BDII populations, the history
of depression in this population studied was one of persistent symptoms, regardless of cycling
status. Thus while conclusions must be cautionary, the overall course of illness in a well-
defined BDII population supports that results reflected a medication effect.

In the analyses of patients with rapid cycling bipolar II disorder, similar outcomes were seen.
These results are interesting as previous lithium research has suggested that lithium is less
effective in rapid cycling populations. In a recent double-blind study of Li monotherapy and
divalproex (DVP) monotherapy in patients with rapid-cycling bipolar disorder, Li performed
as well as DVP suggesting that overall, rapid-cycling is difficult to successfully stabilize
(Calabrese et al, 2000). The results from this study also support that Li has a place in treatment
consideration, as well as other agents, with patients recently depressed or rapid cycling.

The percentage of the population reporting a course of illness consistent with DSM-IV-TR
rapid cycling criteria was high. As this was not an exclusion or inclusion criteria we do not
know why this percentage was higher than usual BDI trials. Possible reasons include that a
higher percentage of BDII are rapid cycling at any given time, patients with BDII may show
more monthly variations in mood, patients with BDII may be more susceptible to seasonal
variations and changes in photoperiod, and most subjects volunteered in early winter or late
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summer, seasons associated with the fastest changes in photoperiod (Friedman et al, 2006).
Regardless of cycling status, the patients reported long term and persistent depressive
symptoms over the years preceding the trial.

The findings from this research support the use of both lithium and lamotrigine in the treatment
of BDII depression. Significant improvement was observed from baseline depression and
hypomanic symptoms, though limited between group differences were noted. Patients
receiving Li reported significantly more side effects, but discontinuation from side effects was
not significant between groups. Further studies are needed to confirm results in a placebo
controlled trial and elucidate relative differences between treatments including the role of
atypical antipsychotics, antidepressants and the relative role of lithium, lamotrigine, and other
anticonvulsants in BDII depression.

The number of individuals estimated to have bipolar II disorder is significant. Our knowledge
base of appropriate acute and longer term treatments is extremely limited and is a critical area
of needed future study.
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Figure 1.
Mean Ham-D17 scores over time for monotherapy lithium and lamotrigine in patients with
bipolar II acute depression. Based on mixed effects random regression.

Suppes et al. Page 11

J Affect Disord. Author manuscript; available in PMC 2009 December 1.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



Figure 2.
Mean YMRS Scores over time for monotherapy lithium and lamotrigine in patients with bipolar
II depression. Based on mixed effects random regression.
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Figure 3.
Figure 3a. Ham-D Item Differences by group at week 16
For LTG, all items significant at p<0.05 or better except items psychomotor retardation,
hypochondriasis, loss of insight, and weight loss. For Li, all items significant at p<0.05 or better
except items hypochondriasis and loss of insight.
Figure 3b. MADRS Item Differences by group at week 16
All items significantly different from baseline for both groups.
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Table 1
Patient Demographics (n=98)

Lamotrigine Lithium

Characteristics (n=44) (n=54)

Gender, N (%)

  Female 30 (68.2%) 31 (57.4%)

Age, mean ± sd 36.9 ± 12.3 36.2 ± 11.4

Race, N (%)

  Caucasian 33 (75.0%) 42 (77.8%)

DSM-IV diagnosis, N (%)

  Rapid Cycling 35 (79.6%) 36 (66.7%)

  Non-rapid Cycling 9 (20.4%) 18 (33.3%)

Age at Diagnosis* 29.5 ± 11.56 28.2 ± 11.18

Mean Age of First Depressive Episode 15.8 ± 8.06 15.7 ± 6.03

Mean Age of First Manic Episode 18.2 ± 10.21 17.6 ± 7.08

*
Initial diagnosis of major depressive disorder or bipolar disorder
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Table 3
Percentage of patients reporting side effects (n=90)

Name Lamotrigine Lithium

Cognitive Slowing 7.3% 26.5%

Decreased Sexual Interest 2.4% 16.3%

Dizziness/Lightheadedness 7.3% 30.6%

Drowsiness/Panic 9.8% 30.6%

Dry Mouth 19.5% 53.1%

Feeling Dull 2.4% 18.4%

Impaired Memory .0% 20.4%

Increase Thirst 7.3% 49.0%

Increased Appetite 4.9% 28.6%

Increased Urinary

Frequency 2.4% 32.7%

Increased Weight 4.9% 22.5%

Nausea/Vomiting 24.4% 46.9%

Ringing in Ears .0% 12.2%

Tremor 9.8% 40.8%

Upset Stomach 19.5% 42.9%

Word Finding 4.9% 24.5%

*
Only side effects with significant between group differences shown.
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