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Sir

We are delighted that Dr Doraiswamy, while commending
our study on pituitary volume in first-episode psychosis
(Pariante et al, 2005), has provided stimulating comments
and queries regarding antipsychotic-induced hyperprolac-
tinemia. In order to address some of Dr Doraiswamy’s
concerns, we have further examined the sample described in
the paper. Moreover, we have reviewed all our studies on
pituitary volume in psychosis in the light of his comments
(Garner et al, 2005; Pariante et al, 2004; Pariante et al,
2005).

Dr Doraiswamy is concerned that we may have under-
estimated the effects of past use of typical antipsychotics on
pituitary volume in the patients defined as ‘drug-free’ (ie,
drug-free for at least 3 weeks) or ‘on atypicals’ (ie, on
atypicals for the last 2 weeks). Theoretically, it is possible
that the pituitary volume of patients who had taken typicals
prior to their current treatment would not decrease in the
2–3 weeks they had been drug-free or on atypicals.
However, it is important to highlight that most of the
subjects in the ‘drug-free’ group (12 out of 18, 67%) were
antipsychotic-naı̈ve, and the others had previously received
a typical for a very short period of time (two for 2–3 days,
and one for 20 days). Similarly, most subjects in the
‘atypicals’ group had received only one or two doses of a
typical in the past (20 out of 26, 77%), and other five
subjects had received a typical in the past for 1 or 2 weeks
only. Indeed, we believe that the most striking evidence in
support to the hypothesis that the enlargement of the
pituitary in the ‘drug-free’ and ‘atypicals’ subjects is due to
activation of ACTH-producing cells by the stress response
(rather than to antipsychotic-induced stimulation of
prolactin) is that a similar enlargement is present in the

12 antipsychotic-naı̈ve subjects (Pariante et al, 2005).
Moreover, a similar enlargement of the pituitary gland is
also present in antipsychotic-naı̈ve prodromal subjects from
the PACE Clinic in Melbourne, before they develop
psychosis (Garner et al, 2005).

Of course, Dr Doraiswamy is correct in saying that
our study could not detect potential differences between
different atypicals in their effects on pituitary
volume, because most of the subjects on atypicals were
receiving olanzapine (Pariante et al, 2005). Indeed, it is
possible that risperidone and amisulpride have an effect
on pituitary volume that is similar to that of typicals.
Although we do not have enough subjects for such a
comparison in this study, it is interesting to note that
our previous study in an Australian sample of patients
with first-episode psychosis (where the pituitary volume
was also enlarged) found no difference in pituitary
volume between subjects on typicals and subjects on
atypicals who were mostly receiving risperidone (Pariante
et al, 2004).

Following Dr Doraiswamy’s suggestion, we have further
examined the interaction between gender and antipsychotic
treatments in the regulation of pituitary volume. Pituitary
volume is generally larger in females than males, and this
gender effect is present in both patients and controls
(Pariante et al, 2005). However, we have now found in this
sample that subjects on atypical do not present this gender
difference (unpublished data). While the small numbers of
subjects prevents any speculation on this finding, it is
interesting to note that we have previously reported a lack
of gender difference in pituitary volume in patients with
established psychosis, half of whom were on clozapine
(Pariante et al, 2004). Therefore, it is possible that typical
and atypical have different effects on pituitary volume that
go beyond prolactin secretion and may involve other
hormones that regulate the stress, sexual and metabolic
function. Indeed, a separate study on the present sample
has demonstrated that typical and atypical antipsychotics
have different structural effects on a variety of brain
regions (Dazzan et al, 2005). In the future, we will also
be able to comment on the genetic regulation of pituitary
volume, thanks to studies that are currently ongoing in
our Institute.
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Finally, with the emerging evidence linking psychosis
and antipsychotics with metabolic abnormalities, we
endorse Dr Doraiswamy’s view that more work into the
long-term pathological consequences of hyperprolactinemia
is urgently needed.
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