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Objective : Body weight gain and metabolic syndrome are frequent adverse side effects of atypical antipsychotics.
However, ziprasidone has been reported to have less effect on body weight and other metabolic parameters of pa-
tients, such as blood glucose and cholesterol. In this study, changes in the body weight and metabolic parameters
were compared between the treatment groups of ziprasidone and risperidone in the patients with schizophrenia or
schizoaffective disorder. Methods : Patients shown acute exacerbation of schizophrenia or schizoaffective disorder
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diagnosed by DSM-IV diagnostic criteria were randomly assigned to ziprasidone 40-80 mg b.i.d. (N=56) or ris-
peridone 1-4 mg b.i.d. (N=56) for 12 weeks. Body weight was measured before treatment and at Ist, 2nd, 4th,
6th, 12th week after treatment. The serum levels of glucose and cholesterol were checked before treatment and 12th
week after treatment, and serum levels of prolactin before treatment and at 4th and 12th week after treatment.

Results :

Less gain of body weight was shown in the patients treated with ziprasidone compared to those treated

with risperidone. Mean body weight gain for 12 weeks were 0.8 kg and 3.5 kg in the ziprasidone and risperidone
group, respectively. There was significant difference in weight gain between these two groups from 4th week.
Serum prolactin elevation was higher in the risperidone group than in the ziprasidone group. However, there were
no significant differences in the effects on the level of blood glucose and cholesterol between two treatment groups.
Conclusion : This study shows that ziprasidone had less effect on body weight and prolactin compared to risperi-
done in the patients with schizophrenia or schizoaffective disorder in Korea. Although further studies are necessary
to investigate the long-term effects, the less effect of ziprasidone on body weight and serum prolactin in schizoph-
renia and schizoaffective patients in Korea may help to enhance treatment compliance and lessen the cardiovascular

risks. (Korean J Psychopharmacol 2007518(2):92-102)

KEY WORDS : Ziprasidone - Risperidone - Weight gain - Metabolic effects - Schizophrenia.
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Table 1. Comparison of baseline characteristics between ziprasidone group and risperidone group

Ziprasidone Risperidone
(N=56) (N=56) p-value
Mean (+SD) Mean (£SD)
Age 369 (£ 9.9 342 (+ 8.8) 0.197*
Gender (male : female) 27 129 35:21 0.1287
Age at onset of schizophrenia 250 (£ 5.0 304 (£ 9.4) 0.785*
Previous antipsychotics use (AP-free : AP user) 26 : 30 21:35 0.338"
CPZ equivalent dose of prior antipsychotics (mg/day) 215.5 (£120.2) 333.2 (+422.2) 0.128*
Duration of exposure to prior antipsychotics (days) 85.3 (£189.6) 154.9 (£619.8) 0.563*
Basal weight (kg) 61.1 (£ 10.8) 63.1 (£ 12.3) 0.430*
Basal level of prolactin (ng/ml) 220 (= 28.5) 238 (+ 33.7) 0.762*
Basal level of cholesterol (mg/dL) 185.3 (£ 35.3) 170.7 (£ 32.8) 0.025*
Basal level of glucose (mg/dL) 111.6 (£ 46.3) 108.9 (£ 33.5) 0.723*

* : independent t-test, T : Pearson’s chi-square test, ¥ : Doses equivalent to 100 mg/day of chlorpromazine (CPZ) are 2

mg/day for risperidone and 60 mg/day for ziprasidone
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Change in weight from baseline to each visit

Change in weight (kg)
i

Study week

—e—Ziprasidone -0~ Risperidone

Figure 1. Comparison of change in weight from baseline
to each visit. Range bars indicate 95% confidence inter-
vals. The asterisks (x) denote significant differences bet-
ween ziprasidone and risperidone group.
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(95% CI, 14.3~29.7 ng/mL), DES: B

Table 2. Clinical and demographic variables affecting

weight increases from general linear model

22.0 ng/mL
=7 23.8 ng/

oV

p-value
Model parameters at 2 weeks
Study drug 0.008
Antipsychotic ndive status 0.025
Baseline weight 0.012
Age 0.261
Gender 0.152
Duration of follow up 0.723
CPZ Equiv. dose of prior antipsychotics 0.033
CPZ Equiv. dose of study drug 0.251
Model parameters at 12 weeks
Study drug <0.001
Antipsychotic naive status 0.089
Baseline weight <0.001
Age 0.211
Gender 0.579
Duration of follow up 0.523
CPZ Equiv. dose of prior antipsychotics 0.955
CPZ Equiv. dose of study drug 0.227

orEnl 5
mL(95% CI, 14.4~33.2 ng/mL) & F+ - 1ol 23t
2fol7t GISIT. 459} 125700 742} e ehel o] it wis)
S N PS ol 4591 125 BF gamEEse] =
2 Riglo] Az ey fosA & AvE
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Change in prolactin from baseline to each visit

Change in prolactin (ng/mL)

0 T T T T T T
0 2 4 6 8 10 12
Study week

—e—Ziprasidone

--0-- Risperidone ‘

CPZ: chlorpromazine, Equiv.: equivalent

Figure 2. Comparison of change in prolactin from base-
line to each visit. Range bars indicate 95% confidence
intervals. The asterisks () denote significant differences
between ziprasidone and risperidone group.

Table 3. Comparison of No. of subjects with clinically important weight gain

Ziprasidone (n,%) Risperidone (n,%) p-value
Weight increased by more than 3% from baseline to week 2 0.006
Yes 10 (21.3%) 24 (48.0%)
No 37 (78.7%) 26 (52.0%)
Weight increased by more than 7% from baseline to week 12 0.002
Yes 6 (20.0%) 22 (56.4%)
No 24 (80.0%) 17 (43.6%)

Statistical analysis : Pearson’s chi-square test
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Table 4. Comparison of numbers of subjects with prolac-
fin elevation

Ziprasidone Risperidone p-value

At 4-week

2 = upper limit of
normal
Normal o normal
Normal fo
abnormal

28 (70.0%) <0.001

12 (30.0%)

10 (26.3%)
28 (73.7%)

At 12- week

2 = upper limit of
normal
Normal to normal
Normal fo
abnormal

20 (76.9%) <0.001

6 (23.1%)

8 (25.8%)
23 (74.2%)

Statistical analysis : Pearson’s chi-square test

Pearson correlation=—0.008, p=0.949).
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Table 5. Comparison of the prolactin changes from baseline to week 12 according to sex and antipsychotics naive

status in each drug treated group

Ziprasidone Risperidone
N Mean (£SD) p-value N Mean (£SD) p-value

Sex

Male 12 6.0 (£147) 0.186 23 39.3 (+38.5) <0.001

Female 18 21.8 (£45.4) 16 99.9 (£49.4)
Antipsychotics nadive status

Free 17 29.1 (+37.3) 0.018 13 72.4 (£56.2) 0.497

User 13 —2.3(+28.4) 26 60.1 (£50.8)

Statistical analysis : independent t-test
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