eventually detecting a spuriously significant
treatment difference (type I error). Accord-
ingly, it is good practice to decide in
advance precisely what would be suffi-
ciently strong evidence of a treatment effect
to merit stopping the trial, taking into
account the magnitude of the difference in
outcome considered clinically important,
the number of interim analyses to be
performed, and the level of statistical
significance required (Pocock, 1983). Un-
fortunately, Bisson et al do not state
whether any stopping rules were explicitly
determined before the trial commenced, or
whether there was any limit on the number
of interim analyses, and it is therefore
possible that their study was prematurely
stopped at an inappropriate point.

This difficulty would be less important
were it not that at the time at which the
study was terminated the debriefed group
not only had experienced more severe burn
traumas than the controls, but in addition
almost twice as many debriefed subjects
had reported significant previous trauma,
both of these factors increasing their risk
for the development of more numerous and
severe post-traumatic symptoms (McFar-
lane & Yehuda, 1996). It may be that had
the study continued recruiting patients
according to its random protocol the back-
ground differences between the two groups
would have diminished and the outcome
findings could have been different.
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Cost-effectiveness of clozapine

Sir: Robert & Kennedy’s editorial (1997)
on our paper (Aitchison & Kerwin, 1997)
cannot pass without comment. This was
not a clinical trial of clozapine and should
not be judged as such: our study was a cost-
effectiveness analysis.
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However, we would like to comment
on the efficacy figure that they quoted.
They quote Baldessarini & Frankenburg
(1991) as giving a figure of 13% of patients
being better off on clozapine than on
typical neuroleptics (from trials, largely
double-blind), omitting a comment from
the same paper that “it is increasingly
apparent that . . . about a third of patients
with chronic psychosis improve more in
response to clozapine than other drugs”. In
a more recent review, Umbricht et al (1995)
concluded that “clozapine is the first
antipsychotic agent with proven superiority
over conventional antipsychotics in the
treatment of severely ill, chronic schizo-
phrenic patients”, showing a response rate
26-46% higher than that to chlorproma-
zine or haloperidol. The Cochrane Colla-
boration Schizophrenia Group systematic
review (Wahlbeck et al, 1997) on clozapine
currently includes 27 randomised con-
trolled trials, and concludes that clozapine
is “convincingly more effective than ‘typi-
cal’ neuroleptic drugs in reducing symp-
toms of schizophrenia, producing clinically
meaningful improvements and postponing
relapse”.

In the UK those who are eligible for
clozapine are refractory to, or intolerant of,
standard neuroleptics. The response rate of
such patients to standard neuroleptics is
therefore very low (the argument is circu-
lar). Randomised controlled trials are
hardly necessary to conclude that there is
a substantial advantage of clozapine over
standard neuroleptics in treatment-resistant
schizophrenia in terms of efficacy.
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Cannabis and schizophrenia

Sir: In their recent editorial Hall & Solowij
(1997) were perhaps a little too sanguine
about the relationship between cannabis
consumption and schizophrenia. At least
six studies, several of them prospective,
have found a strong relationship between
levels of cannabis use before the onset of
psychotic symptoms and the subsequent
development of schizophrenia and other
chronic psychotic illnesses (Boutros &
Bowers, 1996). Moreover, those patients
with schizophrenia who had used cannabis
prior to the onset of their illness are
distinct, both demographically and clini-
cally, from those who had not: younger,
more often male, with better premorbid
functioning, and a different symptom pat-
tern, response to neuroleptics and subse-
quent disease course (Longhurst et al,
1997). Thus, prolonged cannabis use ap-
pears to induce chronic psychosis in a
group of individuals who are sufficiently
different from the general mass of patients
with schizophrenia to suggest that, in the
absence of such use, they might not be
especially vulnerable.

For many years, clinicians have been
aware that the use of cannabis may lead to
persistent psychosis (Glass & Bowers,
1970). The weight of both decades of
clinical experience and the current litera-
ture strongly suggests that cannabis use
can result in chronic psychoses, including
schizophrenia.
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Author’s reply: It is difficult in the space
limits of an editorial to do justice to the
issues involved in deciding whether canna-
bis use can produce chronic psychoses such
as schizophrenia, when informed opinion
differs and the evidence is inconsistent.
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