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ABSTRACT
Treatment of clozapnie-resistant schizophrenia : comparison between augmentation with haloperidol and
electroconvulsive therapy
Suchat Paholpak MD*, Suwanna Arunpongpaisal MD*, Poonsri Rangseekajee MD¥,
Nawanant Piyavhatkul MD*, Surapol Virasiri MD*, Niramol Pajanasoontorn MD¥*,
Ajchara Roumcharoenkiat MD*, Pattharee Paholpak MD*, Pongsatorn Paholpak MD¥,
Jiraporn Kiewyoo PhD**
* Department of Psychiatry, Faculty of Medicine, Khon Kaen University, Khon Kaen, Thailand
**Department of Biostatistics and Demography, Faculty of Public Health, Khon Kaen University, Khon Kaen.

Introduction: The treatment of clozapine-resistant schizophrenia is a major challenge. Evidences
suggested many strategies to augment or combine clozapine with other psychotropic drug. Currently
there was no any efficacy comparison study between treatment strategies.

Objective: To compare in naturalistic clinical setting the efficacy of treatment of clozapine-resistant
schizophrenia between treatment by 1. a combination of clozapine and haloperidol and 2. Clozapine
adjuncted by electroconvulsive therapy (ECT).

Material and method: This research was a block design randomization of clozapine-resistant
schizophrenia into 2 groups: participants in the first gsroup were treated by a combination of clozapine
and haloperidol, the second group were treated by clozapine adjuncted by ECT. This research was of
naturalistic clinical setting: psychiatrists could adjust the dosage of clozapine, haloperidol and any
needed drugs for treatment of any treatment-emergent side effects. ECT was done immediately after
enrolment for only one course (number of ECT sessions was from psychiatrist’s discretion). Positive and
Negative Syndrome Scale (PANSS), Hamilton Rating Scale for Depression (HAM-D), Clinical Global
Impression — Severity Scale (CGIS), Global Assessment of Functioning Scale (GAF), side effects
questionnaire ( developed by the authors ) were used every four weeks for a total of 48 weeks to follow
up the results. Statistics used were repeated measure: anova with SPSS software.

Result: During October 2008-Dec 2010, there were 16 patients with clozapine resistant schizophrenia
(PANSS above 90) enrolled in this study which was done at Srinaganind hospital. Baseline demographic
and clinical characteristics of the two patient groups did not differ statistical significantly. Both treatment
groups could yield a statistically significant reduction from the baseline in: PANSS, subjects in both
groups reached a stable PANSS ( score 51-60 ) within 16 weeks; HAM-D, both groups could score in
normal range within 4 weeks, CGIS, both groups could score in borderline and mild mentally ill within 12
weeks; GAF, both groups could score in 51-60 range within 32 weeks. Clozapine + ECT enabled faster
significant change from baseline in every scales: PANSS since 12 weeks, p= 0.04; HAM-D since 12 weeks,
p = 0.04; GAF since 16 weeks, p = 0.04; but significant change in CGIS from baseline begin with 4 weeks in
both groups. However, in overall the two treatment strategies as a whole course, did not differ with
statistical significance ( p = 0.779 for PANSS, 0.091 for HAM-d, 0.975 for CGIS and 0.626 for GAF) .
Treatment-emergent side effects were found mild degree and most of them did not need additional
treatment. Complete blood count were normal throughout.

Conclusion: Clozapine-resistant schizophrenia could be treated effectively by either combination of
clozapine and haloperidol or clozapine adjuncted by ECT. Clozapine plus ECT method enabled faster
improvement than the combination treatment of clozapine and haloperidol. Treatment emergent side
effects were not found many and were mostly mild.

Key words: clozapine-resistant schizophrenia, haloperidol, electroconvulsive therapy, PANSS, HAM-D,
CGIS, GAF.
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