
Noppa H, Hallstrom T (1981). Weight gain in adulthood in

relation to socioeconomic factors, mental illness and

personality traits : a prospective study of middle-aged

women. Journal of Psychosomatic Research 25, 83–89.

Oshima A, Yamashita S, Owashi T, Murata T, Tadokoro C,

Miyaoka H, Kamijima K, Higuchi T (2000). The

differential ACTH responses to combined

dexamethasone/CRH administration in major depressive

and dysthymic disorders. Journal of Psychiatric Research 34,

325–328.
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Heliövaara M, Lönnqvist J (2007). Body composition in

psychiatric disorders. In Proceeding of the 2007 Annual

Meeting of the American Psychiatric Association, p. 298.

American Psychiatric Association : Arlington, VA.

Salmi JA (2003). Body composition assessment with

segmental multifrequency bioimpedance method.

Journal of Sports Science and Medicine 2 (Suppl. 3), 1–29.

Salmi JA, Pekkarinen H (2004). Segmental assessments of

fat-free mass by bioimpedance in relation to DXA.

International Journal of Obesity and Related Metabolic

Disorders 28, 127.

Sartorio A, Malavolti M, Agosti F, Marinone PG, Caiti O,

Battistini N, Bedogni G (2005). Body water distribution in

severe obesity and its assessment from eight-polar

bioelectrical impedance analysis. European Journal of

Clinical Nutrition 59, 155–160.

Thakore JH, Richards PJ, Reznek RH, Martin A, Dinan TG

(1997). Increased intra-abdominal fat deposition in

patients with major depressive illness as measured

by computed tomography. Biological Psychiatry 41,

1140–1142.

Weber-Hamann B, Hentschel F, Kniest A, Deuschle M,

Colla M, Lederbogen F, Heuser I (2002).

Hypercortisolemic depression is associated with

increased intra-abdominal fat. Psychosomatic Medicine 64,

274–277.

Wittchen HU, Lachner G, Wunderlich U, Pfister H (1998).

Test–retest reliability of the computerized DSM-IV version

of the Munich-Composite International Diagnostic

Interview (M-CIDI). Social Psychiatry and Psychiatric

Epidemiology 33, 568–578.

World Health Organization (1995). Physical status : the use

and interpretation of anthropometry. Report of a WHO

Expert Committee. World Health Organization Technical

Report Series 854, 1–452.

S . E . S AARN I
1,2, S . M . L EHTO

3, J . H IN T I KKA
3,

S . P I R KOLA
4, M . A . H E L I Ö VAARA
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Letter to the Editor

The need for drug-naive research in first-episode

psychosis : a response to Moncrieff & Leo (2010)

Moncrieff & Leo (2010) provide a thorough overview

of the literature on the association between use of

antipsychotic medication and global brain volume

changes. One of the central arguments of the piece is

that some of the brain abnormalities observed in

schizophrenia patients are not a consequence of the

illness itself but in fact result from antipsychotic

medication. The mechanisms by which the structure of

the brain is influenced by antipsychotic medication is

currently not well understood. The authors argue that

there is an urgent need for studies that randomize

first-episode psychosis patients to either treatment

with antipsychotic medication or to withhold anti-

psychotic treatment for a few weeks while studying

the effect of antipsychotics on brain structure. Such

studies would inform the issue of the relative role

of antipsychotic medication and the progression of

psychosis in brain changes associated with psychotic

disorders.

Our group at the Early Psychosis Prevention and

Intervention Centre (EPPIC) in Melbourne, Australia,

is currently conducting a trial with such a design

(Francey et al. 2010). The study involves randomizing
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first-episode psychosis patients to two different treat-

ments – intensive psychosocial intervention plus anti-

psychotic medication versus intensive psychosocial

intervention plus placebo – with the primary outcome

being social functioning at 6 months. The study was

prompted by first-episode psychosis services’ in-

creased ability to identify people as early as possible

after the onset of psychosis, reducing the duration of

untreated psychosis. This has meant, as in other areas

of health care, that different treatment approaches

may be indicated. It is possible, in line with clinical

staging and stepped care principles, that the immedi-

ate introduction of antipsychotic medication may not

be necessary for all first-episode psychosis patients, but

that comprehensive psychosocial intervention may

constitute effective treatment at least for a subgroup of

patients at this very early stage of disorder (McGorry

et al. 2006, 2010). Structural magnetic resonance ima-

ging scans are being performed at baseline prior to

randomization and after 12 weeks. If both intervention

groups display similar structural brain changes over

the course of intervention then we can infer that these

changes are more likely to be associated with the pro-

gression of psychosis rather than due to antipsychotic

medication, especially if the experimental groups are

similar in other respects. However, if certain structural

brain changes only occur in the group treated with

medication then these changes are more likely to be

related to antipsychotics. Of course, it is entirely poss-

ible that antipsychotic medications could be neuro-

protective and retard or prevent brain changes which

derive from underlying neuroprogressive changes

(Lieberman et al. 2005 ; DeLisi, 2008).

The study described above is currently in the re-

cruitment phase. We agree with Moncrieff and Leo

that studies of this sort, that effectively provide an

experimental manipulation of the duration of psy-

chosis untreated with antipsychotic medication, are

necessary to disentangle the effects of antipsychotic

medications and the putative neurobiological pro-

cesses associated with brain changes in psychotic dis-

orders. Clearly, studies of this nature need to be

conducted with strict ethical guidelines, including

close monitoring of patients and a low threshold for

withdrawal or discontinuation.
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