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Review: Chlorpromazine reduces relapse and leads to greater global
improvement but increases adverse events in schizophrenia
Thornley B, Adams CE, Awad G.
£jjorpromazine versus placebo for
those with schizophrenia. Cochrane
•Review, latest version 1 Dec 1997.
j n : The Cochrane Library. Oxford:
Update Software.

Questions
Jn patients with schizophrenia, to what
extent does chlorpromazine reduce
symptoms, relapse, and discontinua-
tion of medication? How frequent are
the snost common adverse events?

Data sources
Studies were identified by searching
•7 databases and bibliographies of iden-
tified articles and by contacting phar-
maceutical companies and authors.

Study selection
Randomised controlled trials were se-
lected that studied the effectiveness of
chlorpromazine (vs placebo or no
treatment) in schizophrenia.

Data extraction
Data were extracted on patient char-
acteristics, drug dose, and primary
outcomes (death, relapse, overall im-
provement, discontinuation of medi-
cation, and adverse events).

Main results
Ameta-analysis was done. 76 reports (42
studies) were included. No deaths were
reported. Outcomes are in the Table.
Commentary

Conclusion
In patients with schizophrenia, chlor-
promazine reduces relapse and leads
to greater global improvement and less
discontinuation of medication but has
a greater risk of adverse effects.

Sources of funding: NHS Executive Anglia
and Oxford R &D Directorate UK.
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A modified version of this Abstract and Com-
mentary also appeared in Evidence-Based Men-
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Chlorpromazine vs placebo or no treatment in schizophrenia*

Outcomes

Relapse (6 mo-2 y)
Relapse (2-5 y)

Outcomes

Weighted event
Chlorpronmine

40%
55%

Weighted event
Chlorpromazine

rates
Control

71%
83%

rates
Control

RRR

43%
35%

RBI

(95%CI)

(33 to 52)
(25 to 44)

(95%CI)

NNT (CI)

4 (3 to 5)
4 (3 to 6)

NNT(CI)

Global improvement
(0-8 wk)

Global improvement
(9 wk-6 mo)

55%

30%

37% 63% (38 to 94)

13% 137% (84 to 207)

6 (5 to 9)

6 (5 to 8)

Outcomes Weighted event rates
Chlorpromazine Control

RRI(95%CI) NNH(CI)

Sedation 28%
Acute movement 6%

disorders (dystonia)
Parkinson ism 12%
Fits 5%
Lowered blood pressure 16%
Weight gain 41%
Photosensitivity 15%
Eye opacity or 20%

pigment problem

Dry mouth 6%

13% 133% (82 to 197)
2% 214% (30 to 659)

7%
2%
8%
9%
3%
7%

1%

101% (50 to 169)
211% (5 to 818)
113% (52 to 198)

351% (118 to 832)
504% (222 to 1032)

204% (85 to 400)

7 (6 to 9)
29(16 to 131)

21 (14 to 47)
30 (20 to 67)
13 (9 to 24)
4 (3 to 6)

9 (7 to 12)
8 (6 to 13)

334% (75 to 979) 21 (14 to 41)

* Abbreviations defined in Glossary; RRR, RBI, RRI, NNT, NTNH, and CI calculated
from data in article.

The conclusions of this review are reassur-
ing: They support the prevailing view on the
risks and benefits of chlorpromazine. The
mean dose used, just above 500 mg/d, is
around the middle of the optimum range
for antipsychotic medication. This review
has current relevance given die widespread
use of chiorpronmine, particularly in coun-
tries where more recently introduced anti-
psychotics may be prohibitively expensive.

Most clinical trials selected were done from
I960 to 1980; any reservations about the con-
clusions relate to die limitations of such stud-
ies. The definition of relapse would have
varied between studies, often reflecting ad-
mission to hospital, itself a potentially pow-
erful psychosocial intervention, which may
be relevant to the relatively high placebo
response noted. Behavioural outcome relates

predominantly to disturbed and uncoopera-
tive behaviour. Although this is of direct rel-
evance to the treatment of acute schizophre-
nia, it is less generalisable to social behaviour
and functioning in die community.

Several issues relate to the comprehen-
siveness of the side-effect data. Sexual side
effects are not mentioned, and assessment
of akathisia was often limited to a single
item on a rating scale for extrapyraraidal
side effects (EPSs); therefore, the low in-
cidence of akathisia relative to parkin-
som'sm may be misleading. One indirect
measure of the frequency and severity of
EPSs is the proportion of patients who
receive concomitant anticholinergic agents
(1). These data were not extracted. The
subjective burden of side effects has rarely
been assessed but has become an area of

increasing interest, particularly concern-
ing its influence on compliance. The au-
thors suggest that sleepiness caused by
chlorpromazine is not always welcomed.
Sedation, although generally considered an
adverse effect, may be a benefit in the ini-
tial treatment of patients who are acutely
disturbed. The suggestion that sedation
and other side effects might erode the
ability of patients to make informed deci-
sions is speculative and should be balanced
by the reduction in reality distortion that
should accompany chlorpromazine treatment.

Thomas R. Barnes, MD
Imperial College School of Medicine

London, England, UK
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