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Intermittent drug techniques
for schizophrenia

Objectives
Antipsychotic medication is considered
the mainstay of treatment for schizophre-
nia and is generally regarded as highly
effective, especially in controlling positive
symptoms. However, long-term antipsy-
chotic exposure has been associated with
a range of adverse effects, including
extrapyramidal symptoms (EPS), neu-
roleptic malignant syndrome (NMS), tar-
dive dyskinesia and death. 

Intermittent drug techniques refers to
the ‘use of medication only during periods
of incipient relapse or symptom exacerba-
tion rather than continuously’. The aim is
to reduce the risk of typical adverse
effects of antipsychotics by ‘reducing long-
term medication exposure for patients
who are receiving maintenance treatment
while limiting the risk of relapse’, with a
further goal of improving social function-
ing resulting from the reduction of antipsy-
chotic-induced side-effects.

This review examined the effects of
different intermittent drug techniques
compared with maintenance treatment in
people with schizophrenia or related dis-
orders.

Search and selection strategy
The authors searched The Cochrane
Schizophrenia Group Trials Register (April
2012) and supplemented this by contact-
ing relevant study authors, handsearch-
ing relevant intermittent drug treatment
articles and manually searching refer-
ence lists.

All randomised controlled trials (RCTs)
that compared intermittent drug tech-
niques with standard maintenance ther-
apy for people with schizophrenia were
selected. Primary outcomes of interest
were relapse and hospitalisation.

Main results
Of 241 records retrieved by the search,
17 trials conducted between 1961 and
2011, involving 2252 participants with
follow-up from six weeks to two years,
were included. 

Homogenous data demonstrated that
instances of relapse were significantly
higher in people receiving any intermit-
tent drug treatment in the long term
(n=436, seven RCTs, relative risk – RR
2.46, 95% CI 1.70–3.54, moderate-qual-
ity evidence). 

Intermittent treatment was shown to
be more effective than placebo, however,
and demonstrated that significantly less
people receiving intermittent antipsy-
chotics experienced full relapse by medium
term (n=290, two RCTs, RR 0.37, 95% CI
0.24–0.58, very low-quality evidence). 

Hospitalisation rates were higher for
people receiving any intermittent drug
treatment by long term (n=626, five RCTs,
RR 1.65, 95% CI 1.33–2.06, moderate-
quality evidence). 

The results demonstrated little differ-
ence in instances of tardive dyskinesia in
groups with any intermittent drug tech-
nique versus maintenance therapy, with
equivocal results (displaying slight hetero-
geneity) at long term (n=165, four RCTs,
RR 1.15, 95% CI 0.58–2.30, low-quality
evidence).

Authors’ conclusions
The results of this review support the
existing evidence that intermittent
antipsychotic treatment is not as effective
as continuous, maintained antipsychotic
therapy in preventing relapse in people
with schizophrenia. 

More research is needed to assess
any potential benefits or harm of intermit-
tent treatment regarding adverse effects
typically associated with maintained
antipsychotic treatment, as well as any
cost-effectiveness of this experimental
treatment.
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