ABSTRACT 314

Background: Carbamazepine extended-release capsules (CBZ-ERC) (Equetro™; Shire, Wayne, Pa) have been shown to
possess significant efficacy in reducing symptoms of acute bipolar mania when administered using a twice-daily (bid) schedule.
However, retrospective data suggest that once-daily CBZ-ERC dosing may have similar efficacy in the treatment of acute bipolar
mania. To evaluate this hypothesis, a prospective trial comparing the efficacy of a standard bid dosing regimen with that of a
once-nightly (ghs) CBZ-ERC regimen in patients with bipolar disorder was conducted.

Methods: The current 12-week, double-blind study involved adult outpatients experiencing either a manic or mixed bipolar
episode at study entry. Trial participants were randomized to receive CBZ-ERC on either a bid or a ghs schedule. In both
treatment groups, patients received a total CBZ-ERC dose of 200 to 1600 mg/d, with dose titration performed over the first
4 weeks postbaseline. Efficacy and safety were assessed at weeks 1, 2, 3, 4, 6, 8, and 12.

Results: In the intent-to-treat population (ghs, n = 53; bid, n = 52), least-squares mean changes in Young Mania Rating Scale
scores relative to baseline showed no statistical difference between treatment arms at week 1 (bid, —5.3 vs ghs, —5.0; P=.841),
and similar findings were made at all subsequent time points out to week 12 (bid, —11.4 vs ghs, —10.1; P=.325 [last observation
carried forward {LOCF}]). The bid and ghs schedules also had comparable effects on overall disease severity (measured using
the Clinical Global Impressions—Bipolar Disorder scale) at all time points from week 1 onward, with 50.0% of bid-treated patients
and 41.5% of ghs-treated patients classified as “much improved” or “very much improved” at study end point (P=.534 [LOCF]).
With regard to depressive symptoms, both treatment regimens yielded similar mean improvements in Hamilton Depression
Rating Scale (P>.287 [LOCF]) and Montgomery-Asberg Depression Rating Scale scores (P=.492 [LOCF]) at all postbaseline
time points.

Conclusions: Once-nightly and bid dosing of CBZ-ERC appear to be similarly effective in reducing the severity of acute bipolar
mania, as well as in reducing depressive symptoms and overall disease activity in patients with acute manic or mixed bipolar
disorder. These findings suggest that ghs dosing of CBZ-ERC may represent an effective alternative to bid dosing for some
patients; however, larger-scale double-blind trials are needed to fully confirm the validity of this hypothesis.
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« Carbamazepine extended-release capsules (CBZ-ERC) (Equetro™; Shire, Wayne, Pa) are approved by the US Food and Drug Administration
* Phase 3 clinical trials have demonstrated that CBZ-ERC possesses significant efficacy in the treatment of acute manic and mixed bipolar

= Although CBZ-ERC is approved for use according to a bid treatment schedule, anecdotal reports indicate that clinicians often prescribe regimens
in which CBZ-ERC is taken once nightly (ghs) for the treatment of bipolar symptoms. Furthermore, findings from a recent retrospective chart

* In an effort to characterize prospectively the appropriateness of once-daily CBZ-ERC treatment regimens for patients with Bipolar | Disorder, a

* Following a 2- to 10-day screening period during which eligibility for study entry was evaluated, adult outpatients with Bipolar | Disorder (most
recent episode manic or mixed; Young Mania Rating Scale [YMRS] score =16 at screening) were randomized to receive treatment with CBZ-ERC

* In both treatment arms, CBZ-ERC therapy was started at a total daily dose of 200 mg. Over the first 4 weeks of the study, total daily doses were
titrated upward or downward in 200-mg steps every 3 to 4 days as necessary to achieve optimal efficacy and tolerability (allowed daily dose range,
200-1600 mg; target daily dose, 800 mg), after which patients continued to receive their identified optimal CBZ-ERC dose for the remainder of

— To maintain blinding, each patient received treatment from a blister card that was divided into an “AM” section (containing unlabeled capsules

* Blister cards issued to the ghs group contained only placebo capsules in the AM section and only CBZ-ERC capsules in the PM section
« Blister cards issued to the bid group contained half of each day’s CBZ-ERC dose in the AM section and the remaining half of each day’s

— The 4-week dose titration schedule used in the current outpatient trial differs from the more rapid 1-week titration schedule that was used in
* Evaluations of treatment efficacy, safety, and tolerability were performed once weekly during the initial 4-week dose titration period and then at
— Instruments used to assess treatment efficacy included the YMRS (primary efficacy measure), the Clinical Global Impressions—Bipolar
Disorder scale (CGI-BP), the Hamilton Depression Rating Scale (HDRS), and the Montgomery-Asberg Depression Rating Scale (MADRS)

— Patients who withdrew from the study before its completion were assessed for efficacy, safety, and tolerability on their last day of treatment or

* In addition to being assessed for efficacy, safety, and tolerability during the course of study treatment, all patients underwent a final evaluation of

* The current trial enrolled a total of 111 patients (mean age, 37.0 years), 69 of whom were women (62.2%) and 85 of whom were white (76.6%).
There were no noteworthy differences between the ghs treatment arm (n = 58) and the bid treatment arm (n = 53) with regard to demographics

— Of the 111 patients enrolled in the current study, 105 (ghs, n = 53; bid, n = 52) were included in the intent-to-treat (ITT) population, the primary
population for efficacy evaluation. Patients included in the ITT population were those who had 1) been randomized, 2) received at least 1 dose
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RESULTS (conrT)

* A total of 64 patients (57.7% of all those randomized)—37 in the ghs treatment arm (63.8%) and 27 in the bid treatment arm (50.9%)—withdrew
from the study before its completion

* The mean daily CBZ-ERC doses received by patients in the ghs and bid treatment arms were 656 mg and 727 mg, respectively

P=gast — In both treatment arms, the most commonly administered daily CBZ-ERC dose was 800 mg

Treatment Efficacy

* At each postbaseline time point, last-observation-carried forward (LOCF) analysis revealed that there was no statistically significant difference
between ghs-treated patients and bid-treated patients with regard to the observed least-squares (LS) mean change in YMRS scores relative to
baseline (Figure 2)

— The LS mean change in YMRS score between baseline and final evaluation was —10.1 points for patients in the ghs treatment arm, compared
with —11.4 points over the same time period for patients in the bid treatment arm (P=.325)

* The ghs and bid dosing schedules were also associated with statistically comparable mean improvements (relative to baseline) in scores on the
HDRS and the MADRS at all postbaseline time points (LOCF analysis) (Figure 3)

— Patients in the ghs treatment arm experienced an LS mean improvement (ie, decrease) of 3.0 points in HDRS scores between baseline and
final evaluation, while patients in the bid treatment arm experienced an LS mean improvement of 4.2 points over the same interval (P=.287)

— With regard to MADRS scores, LS mean improvements (ie, decreases) of 5.4 points and 6.1 points relative to baseline were documented in
the ghs and bid treatment arms, respectively, at final evaluation (P=.713)

* Disease remission (defined as the attainment of a YMRS score <12) was achieved by 81.1% of all ghs-treated patients and by 84.6% of all bid-
treated patients. There was no significant difference between the 2 treatment arms in terms of the median time to first remission (ghs, 15.0 days
vs bid, 16.0 days; P=.844) (Figure 4)

* The percentage of patients classified as responders (ie, patients who were “much improved” or “very much improved” relative to baseline) in
terms of overall disease severity according to the CGI-BP generally increased over the course of the study, with response rates in the ghs and
bid treatment arms statistically comparable at all postbaseline time points (Figure 5)

— At final evaluation, 41.5% of patients in the ghs treatment arm, compared with 50.0% of patients in the bid treatment arm, met the criteria for
response according to the CGI-BP (P=.534)

CONCLUSIONS

= Over the course of the current 12-week, randomized, double-blind, parallel-group study involving patients with manic or mixed bipolar symptoms,
ghs and bid CBZ-ERC dosing schedules were not associated with significantly different mean changes in YMRS, HDRS, or MADRS scores or
CGI-BP response rates at any postbaseline time point. In addition, there was no significant difference between ghs dosing and bid dosing in terms
of median time to disease remission

* Treatment with CBZ-ERC, whether administered according to a ghs or a bid dosing schedule, was associated with absolute reductions in the
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