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Abstract 
A combination of flupenthixol and zuclopenthixol depot was given every 3 weeks to 40 
neuroleptic (NL) resistant schizophrenic patients who had tried at least three types of NL 
of both oral and depot forms including zuclopenthixol or flupenthixol separately. BPRS 
and CGI showed statistically significant evidence of response. On dividing the BPRS 
into positive and negative symptoms again statistically significant results were obtained. 
It is hypothesized that the combination of flupenthixol and zuclopenthixol may have a 
synergistic effect that leads to adaptation and regulatory functions at the receptor level. 
Flupenthixol and zuclopenthixol have an effective occupancy on Dl and D2 and to a 
slight extent of 5HT receptors. It seems that their combination may produce an effect on 
receptors similar to that of atypical NL. Further studies on drug naive schizophrenic pa- 
tients and on relapse prevention are recommended. 

Introduction: It has been shown in 
many studies that 5-25% of schizophren- 
ics are unresponsive to neuroleptics (NL) 
and that 5-10% are intolerant to therapeu- 
tic doses i.e. lo-35% of schizophrenics 
are non responsive to classical NL. For 
the last three decades, at least 40 placebo 
controlled studies have shown that most 
schizophrenic relapses can be prevented 
by neuropletic maintenance treatment. 
NL have an impressive prophylactic effi- 
cacy and reduce the average relapse rate 
from 75 to 15% (Kissling, 1991). Under 
normal treatment conditions 50% of pa- 
tients suffer one or more relapse within 
the first year episode. Non compliance is 
one of the main causes of relapse. Other 
causes involve side effect, especially EPS 
and lack of understanding and awareness 
of the patient and family of the nature of 
the disorder. 

There is relative absence of evidence 
that patients respond substantially better 
to one NL than to another (although side 
effect profiles and patients� tolerance dif- 
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fer markedly) albeit the receptor occupan- 
cy of the new atypical NL. 

In principle, the antipsychotic effect is 
the same for both oral and depot NL. 
However, depot NL are preferred be- 
cause they improve compliance, reduce 
periods of hospitalization and reduce re- 
lapse rate. 

The receptor binding of NL may differ 
in their occupancy of dopamine (DA) re- 
ceptors and a combination of two compat- 
ible depot NL may have a synergistic ef- 
fect and an adaptational mechanism on 
DA receptors. 

Previous studies have shown that flu- 
penthixol may have an energizing effect 
and an antidepressant quality, while zu- 
clopenthixol is said to have a sedative ef- 
fect. Both have a relevant DA receptor 
occupancy equivalent to their antisychotic 
effect. 

This study aimed to investigate the ef- 
fect of a combined therapy, in one injec- 
tion, of both flupenthixol40 mg and zu- 
clopenthixol 200 mg every two weeks 
given to NL non responsive schizophren- 
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