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This editorial on the use of intramuscular clozapine1 has the poten-
tial to mislead readers. The authors question the efficacy of intra-
muscular clozapine on the grounds that it is not always given
when prescribed2,3 and go on to recommend the use of intramuscu-
lar haloperidol or olanzapine as alternatives to intramuscular cloza-
pine.Most patients who respond to clozapine are willing to continue
taking it once their insight has improved but may be initially reluc-
tant while acutely unwell. In many instances, a short period of
assertive treatment is justified in order to establish the patient on
an effective long-term treatment which they will ultimately accept,
and this is where intramuscular clozapine is useful. All the patients
in the study had declined to take clozapine prior to being prescribed
intramuscular clozapine. Once prescribed intramuscular clozapine,
all were again encouraged to accept oral treatment as an alternative
to intramuscular. As the data show, around half then accepted oral
treatment without a single administration of intramuscular cloza-
pine but would not have done so had intramuscular clozapine not
been prescribed. Intramuscular forms of haloperidol and olanzapine
may have the advantage of being licensed products (although there
is no UK-licensed intramuscular olanzapine at the moment), but
their use in treatment-resistant patients is ethically unsupportable
given the near certainty that they will be ineffective as antipsychotics
in this patient group. In Kane’s landmark study of clozapine,4 305
enrolled patients were initially treated with haloperidol at an
average dose of 61 mg/day. Fewer than 2% of patients responded,
and there was no mean change in symptom score for this cohort
as a whole. In the study proper, 30% of these patients responded
to clozapine within 6 weeks. Likewise, in a smaller study, olanzapine
25 mg/day was associated with response in only 5% of a treatment-
resistant group, and 41% of the same patients subsequently
responded to clozapine.5 Some studies have shown benefit for
non-clozapine antipsychotics in resistant patients, but these trials
are methodologically flawed and subject to funder bias.6 Most clin-
icians accept that clozapine is uniquely effective in refractory schizo-
phrenia. We agree with the authors that intramuscular clozapine
might have limited potential as an ad hoc intervention to prevent
gaps in treatment, but not primarily because of the time this
would take to arrange. The main problem with using intramuscular
clozapine for those on higher maintenance doses is that the
maximum oral equivalent dose to one 4 mL injection is 200 mg,
and large variation in clozapine dosages can be dangerous. Rather,
intramuscular clozapine is most useful as part of a pre-discussed
and well-planned multidisciplinary team initiation regimen. The
editorial’s authors draw the reader’s attention to the risks associated
with inadvertently administering an overdose of intramuscular clo-
zapine to a clozapine-naïve patient. This is equally important for
oral clozapine, of course, and the two formulations have a similar
duration of action. Any use of unlicensed medication carries risks
and should only be done with appropriate safeguards, in appropri-
ate settings, and following a thorough appraisal of risks versus ben-
efits, involving the patient and their carers wherever possible.

Where the benefits outweigh the risks, intramuscular clozapine
can be the only route to being successfully started on this uniquely
effective drug. As Casetta and colleagues showed,2 the great majority
of patients who commenced clozapine responded well and contin-
ued to take it. Without intramuscular clozapine, such patients
would have remained ineffectively treated.
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In ‘Esketamine: uncertain safety and efficacy data in depression’,

Horowitz and Moncrieff maintain their concerns about the uncer-
tain effects associated with esketamine.1 We agree with the
authors that several clinical questions deserve ongoing exploration.
However, we challenge their criticism of the pleasurable ‘highs’
associated with esketamine intoxication.

The clinical relevance of acute subjective effects has been central
to healthcare’s growing fascination with medical hallucinogens2 –
drugs that puzzlingly carry both potential for abuse and therapeutic
benefit. Here, we use the term ‘medical hallucinogen’ to represent
substances such as ketamine, psilocybin and MDMA, which differ
meaningfully in chemical structure and activity but induce qualita-
tively similar and dose-dependent alterations in perception, mood
and cognition. When considering these agents, it is worth recognis-
ing (a) the potential for a ‘therapeutic intoxication’, in which a
short-term, positively experienced drug state mediates clinical
effect; and (b) that the associated risks of the acute ‘high’, particu-
larly the risk of misuse or abuse, might be safely contained within
an adequately supportive treatment setting.

The possibility of a therapeutic intoxication is consistent with
current research into medical hallucinogens. Subjective ‘happiness’
during ketamine infusions, for example, appears to predict anti-
depressant response over time.3 Crucially, this acute effect predicts
responses at follow-up assessment points beyond the mere ‘hours’
mentioned by Horowitz and Moncrieff, and rather extends to 2
weeks post-administration. These and other data suggest that
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