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Brain imaging studies have consistently demonstrated
brain abnormalities in patients with schizophrenia. These
changes are largely confined to decreases in gray matter
volumes and enlargement of the lateral and third ventri-
cles. To date schizophrenia has been considered to result
from abnormalities in neurodevelopment, with brain
changes to be static. However, schizophrenia has long
been thought to be a progressive or a degenerative, not a
developmental, disorder. Indeed, Kraepelin considered
the progressive clinical deterioration to be the hallmark of
the disorder, naming it dementia praecox to reflect this
particular aspect. Lately, others have re-emphasised the
importance of the decline in functioning in schizophrenia
as a clue to its pathogenesis, suggesting that the brain
abnormalities in schizophrenia could be expected to
reflect this clinical progression. Indeed, we and others
[1,2] have reported brain abnormalities to increase over
time in schizophrenia. Interestingly, not all patients show
changes in brain volumes over time: we demonstrated
that the changes are particularly pronounced in those
patients with a poor prognosis in the first years of illness.
Moreover progressive changes are most pronounced in
the frontal and temporal areas as postulated by Kraepelin
over a hundred years ago. Interestingly, white matter did
not change over time. Finally, the progression in these
frontal brain changes appeared to be attenuated by treat-
ment with atypical, but not by typical antipsychotics.
Thus, not only are brain changes progressive in schizo-
phrenia, they are clinically relevant since they are related
to outcome and my be reversed by some of the atypical
antipsychotics. With the evidence pointing to a link
between progressive disease and patient outcomes, ques-
tions such as whether these changes can be reversed with
early pharmacological intervention and whether there is a
point at which the brain changes become irreversible,
become pertinent.
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