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At 83 years of age, Professor Angst
still takes more than a keen interest
in research into mood disorders
and in particular is actively engaged
in analysing the data collected from
an epidemiological cohort he began
to observe more than 30 years ago.1
Furthermore, he still does not shy
away from questioning perceived
wisdom when data he and his col-
leagues have collected point to a dif-
ferent conclusion.

Prospective trials show that
there is a high lifetime prevalence
of psychiatric disorders – of the
order of 40-50 per cent1-5 – and
prevalence rates for mood disor-
ders, anxiety disorders and sub-
stance abuse/dependence of 20-30
per cent. Professor Angst person-
ally felt that in reality the preva-
lence rates for psychiatric disorders
may be higher because the figures
are based on retrospective data and
not lifelong prospective studies.

However, the lifetime preva-
lence rates of major depressive dis-
order (MDD) compared with
bipolar disorder (BD) have been
generally overestimated in
Professor Angst’s view. The dis-
crepancy may be due to trial selec-
tion criteria largely based on the
classification systems, DSM-IV and
ICD-10. So, instead of the 1:1 ratio
of MDD to BP Professor Angst and
colleagues have observed in the
Zurich study,1 others have
recorded much higher ratios of
MDD to BP of around 4:1.2-5

If broader diagnostic criteria that
reflect more closely the real-life
experience of those with mood dis-
orders are applied to patient popu-
lations, then a higher proportion of
bipolar disorders would emerge.
For example, when Professor
Angst’s diagnostic specifier for bipo-
larity6 criteria were applied to stud-

ies where the ratio of MDD to BP is
much higher than 1:1, then over-
diagnosis of major depressive disor-
der was reduced, revealing a higher
proportion of patients with bipolar
disorders; this was the case in a
patient study across 18 countries7

and in two well-known prospective
epidemiological studies (EDSP
Munich,8 NCS-R USA9). Identifying
such ‘hidden’ or subthreshold bipo-
lar patients might make it possible
to make an earlier diagnosis of bipo-
lar disorder, for which there is an
average delay of 10 years from onset
of depressive symptoms, and per-
haps specific treatment could be
employed earlier. 

In any case, Professor Angst
explained, the risk of someone with
depression becoming bipolar is
about 1.25 per cent per year – and
the risk of becoming bipolar remains
the same no matter how many
episodes of depression have been
experienced before a hypomanic or
manic episode manifests. So that, he
argued, if people with depression
lived to be more than a 100 years old,
they would all become bipolar. The
risk of switching from mania to
depression is 3 per cent per year.

Continuum of mood disorders
Professor Angst explained that his
observations, in particular of the
male conscripts and female sub-
jects on the electoral role in the
canton of Zurich in his native

Switzerland, whom he has followed
from age 19 and 20 years to age 49
and 50 years, have led him to the
conclusion that mood disorders
exist on a continuum from depres-
sion via bipolar disorders to mania.
He felt that there are no distinct
classes between the different dis-
orders. The divisions between the
disorders defined by classification
systems are arbitrary, but they
make sense clinically because they
help with treatment decisions. 

In reality, almost everyone
exhibits at least mild ‘symptoms’ of
mood disorders; it is part of normal
human experience. For example,
people in love have traits similar to
hypomania. The difference between
those who are in love and people
who are pathologically hypomanic is
that people in love do not exhibit the
kind of dangerous risky behaviours
– gambling, driving too fast, etc. –
that people who are ill are prone to. 

Other clues to the hidden bipo-
lar pathology are family history and
comorbid disorders such as anxi-
ety and substance abuse. Mania is
significantly associated with family
history of mania, Professor Angst
explained. Bipolar disorder is sig-
nificantly associated with anxiety
disorders and substance abuse,
such as alcoholism, in contrast to
major depressive disorder, which
is significantly associated with sui-
cide. Around 30 per cent of bipolar
patients, as defined by DSM-IV cri-
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teria, have a family history of mania
compared with 14 per cent among
people with depression.

Pharmacological myths
Professor Angst was keen to dispel
a couple of myths about drug treat-
ment. First, he contended that
there is no statistical evidence that
antidepressants induce hypomanic
episodes more frequently than
placebo. The idea is a result of
wrong statistical thinking and com-
putations, he said. The natural his-
tory of bipolar disorder is an up and
down course, by definition, and
studies have shown that there is
around a 30 per cent spontaneous
switch rate from depression to
hypomania. As Professor Angst
explained in his autobiographical
notes published in Acta Psychiatrica
Scandinavica last year:10 ‘Switches
to hypomania can only occur in
response to treatment, non-respon-
ders, who prevail among placebo-
treated patients, cannot switch; the

statistics have therefore to correct
for responders; unbiased meta-
analyses were negative.’ 

Similarly, Professor Angst con-
tended that, contrary to the general
view, correct statistical analysis of
trial data shows that antidepres-
sants start to induce change within
the first 12 days of their administra-
tion and do not take a number of
weeks to have an effect as has been
assumed. That has implications for
treatment. 

Treatment recommendations
Professor Angst’s observations over
many years lead him to the conclu-
sion that people with depression
should be treated with an antidepres-
sant first – whether they are bipolar
or not. If there is a response, such as
an increase in activity signaled by
something such as the patient sleep-
ing less in the first week or two, then
a mood stabiliser should be added.
If there is no response, then the dose
of antidepressant should be doubled

after one week. If there is no
response after two weeks, it is fairly
certain the patient will not respond
to the treatment.

Combination therapy has been
shown to be more ef fective than
monotherapy in terms of reducing
the number of relapses and in
reducing suicide rates. Finally,
something perhaps a little more
surprising: lithium and clozapine
therapy may protect against
dementia: several studies show
that the drugs attenuate the devel-
opment of dementia.11-14
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