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Side effect Riluzole + Risperidone Placebo + Risperidone P value
Drowsiness, n, % 8 5 0.52
Constipation, n, % 4 2 0.66
Dizziness, n, % 7 5 0.74
Abdominal pain, n, % 5 3 0.70
Increased appetite, n, % 2 4 0.66
Nausea, n, % 6 3 0.46
Headache, n, % 5 3 0.70
Dry mouth, n, % 5 2 0.41
Cough, n, % 4 2 0.66
Decreased appetite, n, % 2 0 0.48
Diarrhea, n, % 5 2 0.41
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Variable

Riluzole+Risperidone

PlacebotRisperidone

Gender, n, %

Age, years, mean(SD)
Marital status, n, %
Single
Married
Divorced
Level of education, n, %
[lliterate
Primary school
High school diploma
University degree
Smoking, n, %
Duration of illness, months, mean(SD)

Risperidone dose, mg/day, mean(SD)

Female: 21 (84%)

Male: 4 (16%)
32.20(6.84)

21 (84%)
3 (12%)
1 (4%)

1 (4%)
13 (52%)
9 (36%)
2 (8%)
19 (76%)
100.88(69.94)
4.35(0.69)

Female: 22 (88%)
Male: 3 (12%)
33.64(8.00)

17 (68%)
6 (24%)
2 (8%)

18 (72%)
6 (24%)

1 (4%)
16 (64%)
88.32(45.93)
4.41(0.51)
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Type of Schizophrenia, n, %

Paranoid

Residual

Disorganized

Undifferentiated

14 (56%)
4 (16%)
2 (8%)
5 (20%)

13 (52%)

3 (12%)
5 (20%)
4 (16%)
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Measure Week Riluzole+Risperidone Placebo+Risperidone P value
Week 0 23.96(5.76) 22.60(4.61) 0.36
Week 2 20.72(5.07) 21.32(4.81) 0.67
PANSS Negative
subscale, mean(SD) Week 4 16.52(3.77) 19.32(5.38) 0.03
Week 6 14.40(3.40) 17.88(5.11) 0.007
Week 8 11.92(2.99) 16.28(4.97) <0.001
Week 0 29.28(6.03) 28.64(4.19) 0.66
Week 2 23.80(5.50) 24.96(4.19) 0.40
PANSS Positive
subscale, mean(SD) Week 4 19.28(5.39) 21.36(4.32) 0.13
Week 6 15.84(4.71) 17.12(3.55 0.28
Week 8 12.72(4.98) 14.04(3.64) 0.29
Week 0 48.28(9.05) 47.84(8.30) 0.85
PANSS General Week 2 40.68(9.74) 42.12(7.70) 0.56
psychopathology Week 4 33.80(9.75) 38.48(7.21) 0.06
subscale, mean(SD) Week 6 29.20(8.04) 35.40(6.86) 0.005
Week 8 25.40(6.38) 32.68(5.99 <0.001
Week 0 101.52(14.55) 99.08(11.06) 0.50
Week 2 85.20(14.61) 88.40(11.45) 0.39
PANSS Total score,
mean(SD) Week 4 69.64(13.86) 79.16(10.22) 0.008
Week 6 59.48(10.48) 70.40(9.71) <0.001
Week 8 50.16(7.77) 63.00(9.47) <0.001
Week 0 8.16(1.65) 7.80(1.77) 0.46
HDRS, mean(SD)
Week 8 7.92(1.35) 7.36(1.84) 0.22
Week 0 1.64(3.51) 1.48(3.54) 0.87
Week 1 5.56(5.83) 7.12(6.65) 0.38
Week 2 8.12(7.35) 7.68(6.61) 0.82
ESRS, mean(SD)
Week 4 5.72(3.45) 7.44(4.65) 0.14
Week 6 3.32(3.03) 5.44(3.47) 0.02
Week 8 1.84(1.51) 2.92(2.10) 0.04
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Abstract

Background & Aims: This study was aimed to evaluate the efficacy of riluzole (a glutamate release
inhibitor) add-on therapy in the treatment of negative symptoms of patients with chronic
schizophrenia.

Materials & Methods: This randomized, double-blind, and placebo-controlled study was conducted
on thirty patients with continues schizophrenia (DSM-IV-TR) that were randomized considering either
riluzole (100 mg daily) or placebo in addition to risperidone 6 mg/day for eight weeks. The patients
were assessed using positive and negative syndrome scale (PANSS) and extrapyramidal symptom
rating scale (ESRS) at baseline, week 4 and 8. Hamilton depression rating scale (HDRS) was used to
assess depression at baseline and week 8.

Results: Thirty patients completed the trial. Riluzole group showed a significantly greater
improvement on negative subscale than the placebo group at endpoint (P<0.001). The same effect was
observed for the total score (P<0.001) and general psychopathology score (P=0.001). However the
placebo and riluzole groups did not differ in their reduction of positive symptoms scores. HDRS and
ESRS scores and their changes did not differ between the two groups. Frequency of other side effects
was similar between the two groups.

Conclusions: Riluzole add-on can reduce the primary negative symptoms of patients with
schizophrenia.
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