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BACKGROUND

» Bipolar I Disorder (BPD) is a chronic and recurrent
mental disorder characterized by changes in mood,
including periods of highly elevated or irritable mood
(manic or hypomanic episodes), and periods of low-
energy and sad mood (depressive episodes).

» Olanzapine is the most frequently used second gen-
eration antipsychotic in the treatment of moderate to
severe manic episodes of Bipolar I Disorder and for
relapse prevention of manic episodes in Hungary
(1).

= Aripiprazole is a new atypical antipsychotic and has
been assessed in the management of acute bipolar
mania and relapse prevention in a number of studies
(2-10).

= Aripiprazole has recently received a marketing au-
thorization in Europe for use in the treatment of
moderate to severe manic episodes in Bipolar I Dis-
order and for the prevention of a new manic episode
in responders (11).

OBJECTIVE

The objective of this study was to undertake a cost-
minimisation analysis of aripiprazole in the treatment of
moderate to severe manic episodes of BPD compared to
olanzapine in the context of the Hungarian health care
system.

METHODS

A Markov model was developed to estimate patient
costs and outcomes for 1 year after 3 weeks of treat-
ment. In the acute phase of treatment, patients re-
ceived either aripiprazole or olanzapine for the manage-
ment for their mood episode as an inpatient. An incre-
mental cost was computed using the total cost aggre-
gated for aripiprazole and olanzapine.

Patients enter the model while they are hospitalized for
an episode of acute mania. Upon entering the model,
patients could already be on treatment or be treatment
naive. Health states for the acute phase of model are
shown in Figure 1.

Fiqure 1: Patient Flow in the Model
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Patients initially receive therapy with either olanzapine
or aripiprazole for two weeks (in line with the aripipra-
zole clinical trials). They may then:
= move to the maintenance of effect phase if they
have improved sufficiently to be discharged or,
= continue to receive a third week of treatment.

Patients who receive therapy for a third week may:
= move to the maintenance of effect phase if they
have improved sufficiently to be discharged or,
« move to therapy failure state (patients who have
failed to respond after 3 weeks of treatment)
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EFFICACY « Based on these costs, cost for different health states
=« Based on a systematic review of the literature Y-MRS was calculated (Table 3).
response (defined as a reduction of >50% in the Y-
MRS baseline score) and drop-out rates were chosen Table 3: Weekly Drug, Healthcare Professional and Laboratory Costs
as the primary efficacy outcomes. The meta-analysis ET—— Olanzapine Aripiprazole
of pooled trials for aripiprazole (2-6) and olanzapine ” e onF 0 r
(12) showed that both response and drop-out rates Overall Costs/\Wee S A0

were not statistically different (Table 1). This is con-
sistent with findings from other meta-analyses (13-
15).Thus the efficacy of both drugs were assumed to
be equal in the analysis.

RESULTS

Table 1: Meta-analysis of YMRS Response and Drop-out Rates « Assuming maximum of 3 weeks of drug treatment per
Hungarian treatment guidelines (18), adjusting for

YRMS Response Relative risk Indirect Relative risk drOp'OUt and projecting other healthcare costs for 1
1-3 weeks Mean (95% CI) | Comparisons | Mean (95% CI) year, the overall cost of treating one patient with
olanzapine was estimated at 25,527 Ft/year, while

ARI vs placebo (2-6) 1.59 (1.39 to 1.80)

OLA vs placebo (12) | 2.00 (122 t03.27) | ARIVSOLA | 079 (1.35t0 0.44) aripiprazole treatment was associated with a cost of

21,938 Ft/year (Table 4).

Drop out at Relative risk Indirect Relative risk
week 3 Mean (95% CI) Comparisons Mean (95% C1) Table 4: Annual Incremental Costs Aripiprazole vs. Olanzapine per Pa-
tient
ARI vs placebo (2-6) 0.85 (0.75 to 0.96) ART vs OLA 1.43 (2.17 to 0.95)
OLA vs placebo (12) 0.59 (0.42 to 0.83) ) o R e e
Olanzapine Aripiprazole glgnzapine .
ARI = aripiprazole; OLA = olanzapine
Costs 25,527Ft 21,938Ft -3,588Ft
ICER Cost-saving
= [ransition probabilities for Y-MRS response and drop-
out rates were obtained from aripiprazole clinical tri- | | | o
als (2-6). The number of responders were estimated = Comparing olanzapine treatment with aripiprazole re-
at 25% in the first week, 44% the second week, and sulted in a cost-saving of 3,588 Ft per patient/year.
48% in the third week. For drop-out, 17% of patients = The key reason for differences in cost between aripip-
discontinued after the first week of treatment and razole and olanzapine is difference in drug cost.

31% at weeks 2 and 3.
CONCLUSION

COSTS This analysis indicates that in the treatment of

» Frequency of use of laboratory tests and number of moderate to severe manic episodes in bipolar I
visits to the psychiatrist and nurse were based on es- disorder, aripiprazole compared to olanzapine is
timates from two national key opinion leaders in bi- cost-saving, e.g. provides same effectiveness at
polar disorder in Hungary (1). lower costs.

« Drug, laboratory test, inpatient (DRG) costs and costs
of hourly rates of healthcare professionals were taken
from Hungarian national databases (16;17) (Table
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