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The complex association of diabetes mellitus in patients with
schizophrenia requires a twofold approach, that addresses
both the illness-related and the iatrogenic side of the problem
(Cohen 2006; De Hert et al, 2011).

In their study of the development of drug-induced
diabetes mellitus in a cohort of 7139 young (mean age
29.4 years) antipsychotic-naive schizophrenia patients,
Nielsen et al (2010) not only contribute to our knowledge
of the iatrogenic (= drug-induced) side of the problem, but
also they—seemingly unknowingly—substantially improve
our understanding of the illness-related side of this
problem, although this contribution seems to have escaped
the attention of the authors.

The authors report the presence of 91 cases of diabetes
mellitus in drug-naive patients with schizophrenia. Be-
cause of this, these patients were excluded from the study
of drug-induced diabetes mellitus, as the outcome was
already present before exposure to antipsychotic drugs.
Not only can we calculate the size of the original drug-
naive study population (N=7230 (7139 included + 91
excluded), but also the percentage, 1.26% (91/7230), of
diabetes, which represents the prevalence of endogenic
diabetes in a large population of young patients with
schizophrenia.

How are we to read these results? First, a diagnostic
procedure, specifically designed for a full diagnosis of all
possibly undetected cases of diabetes was lacking; quite on the
contrary, the diagnosis of diabetes in the study population
was a clinical diagnosis, depending on both the patients—to
present their symptoms to the GP—as on the GPs diagnostic
acumen, quite comparable to the procedure in the general
population. During the study period, the prevalence of
diabetes in the general Danish population increased from
0.77% in 1997 to 0.99% in 2005 (Carstensen et al, 2008).

Three conclusions can be drawn. First, the authors have
documented the minimal prevalence of endogenic diabetes
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mellitus in by far the largest drug-naive Caucasian popula-
tion with schizophrenia so far. Second, drug-naive schizo-
phrenia is, among other aspects, characterized by a
1.27-1.63 times increased prevalence of diabetes mellitus,
compared with the general population, which represents
the endogenic component of diabetes in schizophrenia. Third,
the outcome of the study vindicates the 2009 schizophrenia
PORT treatment review that recommends ‘antipsychotic
medications, other than clozapine and olanzapine, as first-
line treatment for persons experiencing their first acute
positive symptoms episode’ (Buchanan et al, 2010). The
position of clozapine—high liability for metabolic side
effects, lack of superiority as first-line treatment and proven
superior effectiveness in treatment-resistant schizophre-
nia—does not come as a surprise. The argumentation for
olanzapine is twofold, a lack of clinically meaningful
differences in efficacy among antipsychotic drugs in
meta-analysis, and a significant higher metabolic risk for
olanzapine compared with other antipsychotics (Rummel-
Kluge et al, 2010). The upshot is a three-phased algorithm
for antipsychotic treatment in drug-naive schizophrenia with
FGA or SGA as first-line, olanzapine as second-line and
clozapine as third-line treatment.
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