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Summary - This study examings the relationship between duration of untreated psychosis (DUP) and long-term

symptomatic and sacial outcome in 205 patients with schizophrenia, whose parents are member of a consumer

organisation. We found only a tendency that longer DUP was related to negative symptoms, but no relation to other

outcome domains. The results of this study de not support antipsychotic intervention at the earliest sign of psychosis
. in order to ‘protect the brain’. @ 2000 Editions scientifiques et médicales Elsevier SAS
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INTRODUCTION

Recently, projects have been set up to achieve early
detection and intervention in schizophrenia [4, 10, 11},
These projects are bused on the association between
duration of untreated psychaosis (ID2UI?) and outcome.
Liebermann er al. [5] assumed char ongoing (or recur-
rent) psychosis might lead o a degenerative process
manifested by persistent morbidity, treatment resis-
ance, and clinical deterioration. [f psychosis is neuro-
toxic, then it is likely that a longer DUP is associated
with poorer outcomes in a variety of domains. The
clinical importance is that DUP is one of the few
prognostic factors that can be influenced. Nevercheless,
DUP may nor be independent ot ‘ixed markers” [6]
such as mode of onsct, premorbid functioning and
gender.

DUP was found to be significantly associated with
some-aspects of short-tertn outcome: time to remission
and level of remission [8] and dme to relapse (3]. One
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study found an association berween excremely long
DUP and level of negative symproms at long-term
outcome {13].

Dara c.c;mumm, the reladonship of DUP and long-
term outcome in several domaing are lacking. It will
take many years before results from prospective longi-
tudinal srudies of the relationship berween DUDP and
long-term outcame will be available. This study reports
a retrospective study in the relidonship benween the
extensive range of DUP and long-terin outcome in
several domains.

We expected to demonstrate an effect of DUP on
outcome as we intended to compare the clfects of
extremely sharevs very long DUP on several domains of
long-term outcome.

SUBJECTS AND METHODS

A questionnaire was published 1n the monchly maga-
zine of fonily members for patients with schizophrenia,

) L F .“
3 E A W

3 Carresporudence and reprinrs: Lo de Haan, r\x.ddmm. Mcd!cal (.cn:cr. Uum.r-nu of ‘\m<rcrd.1m, Bepagrmenc of Prychingy, Postbox 22700, Ligy DE

Amsterdan, The Netherlands -



Duration of untreated psychosis and proguosis

Family members were asked the year and month in
which psychotic symptoms first appeared in their rela-
tives. The symptoms were defined as: 1) delusions
{(individual convicdons which are not concordant wich
reality, for example, thought reading or puranoid delu-
sions); 2) hallucinations (sensory experiences — hearing,
sight, smell, etc. ~ without a conerete scimulus): or 3)
disorganisation (strange or incomprehensible verbal
expressions or behaviour), Family members were also
asked the yvear and month in which antipsychoric medi-
cation was first administered, and the year and mondh
that the hrst psychortic episode ended, With this infor-
mation we calculated DUP and duration of the first
psychotic episode. We investigated the following
outcome-medsures: positive symptoms and niegative
symptoms duting the last half-year in three caregories
(depending on the interference with daily funcrioning;
none, mild, severe), the number of psychotic episodes,
the number ot psychiatric admissions and the number
of compulsory admissions, the time to remisston during
treacment with an antipsychotic drug, the support in
housing, any regular activities and vocational adjuse-
ment (hours regular activities in a week: no activities,
day acdvity centre, hobbies, volunteer job, education,
paid job).

Family members of padents with schizophrenia
revealed information about 205 patients, The patients

were predominanty male (71%), had a mean age of

31.9 years (SD 8.8), an age of onser of 21.1 years (SD
4.4), and a cdime berween onsec of firsc psy choric episode
and moment of survey of 11.1 vears (SD 7.9}, The
mean number of psychmic episodes was 3.58 (5D
4.34), while 15.4% of the patients were chronically
psychotic. The mean number of admissions was 3.40
(SD) 7.60). Fourteen patients were never treated wich
antipsychotic medication, 71 patients had 2 DUP
shorter chan three months, and 73 patients had a DUP
longer chan 16 months (mean five years, five monchs).

In order o control for a possible response bias we
compared demographic and admission characreristics
of paticnts in our group with chose of an extensive
survey of a random sample of 1000 members (with a
response rate of 70%) of the same family assoctacion

(12].
Data analysis

Dara were analysed with SPSS. Patients were divided
into two extreme groups: DUP shorter than three
months (V= 71}, and patients with DUP longer than
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16 months (N = 73). The middle group was mpdlcd
from analysls. I'he extreme groups were compared with
mulciple %* in chis exploratory study.

We compared extremely shore versus extremely long
DUP on social, vocational and sympromatic long-term

outceme to find even small efecrs. We assumed thac if

family members thought the DUP shorter chan three
months we could safely define char group as having a
short DUP and thac if family members chought the
DUP to be longer than 16 months we could define chat
group as having a long DUP. We assumed thac the
reliabilicy of the retrospective assessment of DUP s too
poor w analyse the ntermediate group wich a DUP
between three and 16 months.

RESULTS

Two hundred and seven questionnaires were returned.
Two questionnaires could not be used because of incom-
pleteness.

We compared paticnts with a DUP of three months
ot Jess (N =71, mean DUP 14 days) with patients with
a DUP of 16 menths or longer (M= 73, mean DUP
5.5 years). There were no significant differences (x%)
between these cxtremie groups on any of the outcome
measures (zable 1),

There was a endency for long DUP to be associared
to negative sympeoms. This relacionship was noc statis-
tically significant.

The characteristics of the representative populacion
of Schene and Van Wijngaarden did not differ from our
population on: mean age of the padents (34 years, SD
10 years vs 31.9 years, SD 8.8 years), gender (69.1%
male vs 71% male), age of onser of psychotic symprems
(22.9 years vs 21.1 years), mean amount of time since
onset of the disorder (10.6 years vs 11,1 years), number
of admissions (3.8 vs 3.4), and percentage with onc or
more involuneary admissions {58.7% vs 59.2%).

DISCUSSION

We found no refationship beeween shorcand long DUP
and en-year ourcome. The tendency between DUP
and negative symproms is in accordance wich Waddin-
gon’s study [13], in which extreme DUP {mecan
17.1 years, 5D 12.8) was associated with negarive symp-
toms. IF we had found an effect of DUP on long-term
outcome, even then this eftece could noe be arrribured
to the timing of Initiating treatment since DUP is
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Tahle |. Comparison between short and long DUP.

. o DF Levalue
Posirive symproms 1.99 2 0.37
Nugative sympronis 5.52 2 (.06
Number of psychotic relapses 10,05 10 0.4
Number of admissions 1217 14 0.59
Number of compulsory admissions 4.74 7 .69
Time ro remission during tratmene with antipsychotic drogs 46.35 42 0.30
Suppuort in housing 0.0 ] EO
Ny activitics 0.19 1 .60
Dy activiy cenre 9.89 13 (.70
Hobbies 12,54 16 0.71
Volunary work 10.28 14 0.74
Education 12,97 § 11
Paid jub 9.23 o 8 - ) 0.32

passibly refated with insidious onsetof psychosis, which
is a poor prognostic factor on its own [14].

The study has some drawbacks. The reliability of the
diagnosis was not assessed. Nevertheless, there are argu-
ments in Fivour of the represenacive narure of the study
population. The studied population has an age of onset
and a long-term course that is comparable with other
populations with schizophrenia [1, 2]. Moreover, the
family association focuses on relatives of patients with
schizophrenia. The primary diagnosis, made by health
professionals and reported by the respondents, was
schizophrenia for 87.6%, chronic psychosis for 4.8%,
manic-depressive disorder for 4.5% and other disorders
for 3.1% in the survey of Schene and Wijngaarden
[12]. Another drawback is che predominance of male
patients, This resembles the predominance of males in
the representative sample in Schene and Wingaarden's
survey [12] and points w the over-represeneation of
family members of male patients in this family associa-
tion. Moreover, members of advocacy groups tend to
be berter educated and less likely to be members of a
minority group, and tend to have relatives thatare more
severely ill.

These biases could limit the generalizability of our
Andings. As the population we studied resembles a
random sample of the same family association, ic is
likely chac patients from responding families and from
non-responding familics are comparable.

How can we explain the lack of long-term conse-
quences of long DUP, while shore-rerm differences
were documented by other studies? e is possible chae
there are only shorc-term effects of variation in DUP.
Current positive symptoms are a better predictor of
independent living chan DUP mere than ten years ago.

Also, current negative symptoms are a beteer predicror
of activities and vocational outcome than DUP more
than ten years ago. Another explanation could be thar
DUP is no predicror of outcome in a population with a
predominance of males. The resules of chis study do noc
support an aggressive pharmacologic mtervention ac
the earliest sign of psychosis in order to ‘protecr the
brain’. We are aware of chree other findings thar weaken
the hypothesis of psychosis as 2 neurotoxic process.
Wyatr et al. [13] found no difference in long-term
outcome between patients who used placebo in chinical
trials and patients treated with active medication.
Bleuler [1] found dhar there is usoally a plateau in the
progression of schizophrenia after the fitst fve to ten
vears. Finally, a more acute and Horid presencation of
psychosis is associated with a bewer prognosis. Never-
theless, there are also findings that support the hypoth-
esis of psychosis as a neurotoxic process [3, 7-9).

Although our results do not support a reladionship
between DUP and several domains of ourcome, we
think that early detection and intervention is still desir-
able to diminish the suffering of patients and their
families during the early phase of schizophrenia. How-
ever, more investigation is needed before recommenda-
tions abour programmes for early detection and
treatment of psychaosis can be made.
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