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Summary — This study examines the relationship between duration of untreated psychosis { . DUP) and long-term
symptomatic and social outcome in 205 patients with schizophrenia, whose parents are member of a consumer
organisation. We found only a tendency that longer OUP was related to negative symptoms, but no relation to other
outcome domains. The results of this study do not support antipsychotic intervention at the earliest sign of psychosis
in order to 'protect the brain'. © 2000 Editions scientifigues et medicates Elsevier SAS
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INTRODUCTION

Recently, projects have been set up to achieve early
detection and intervention in schizophrenia 14, 10, 1 i
These projects are based on the association between
duration of untreated psychosis (OUP) and ouccotue.
Liebermann er al. [5] assumed that ongoing (or recur-
rent) psychosis might lead ro a degenerative process
manifested by persistent Morbidity, treatment resis-
tance, and clinical deterioration. If psychosis is neu ro-
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. Nevertheless,
DUP may nor be independent. of 'fixed markers' [61
such as mode of onset, premorbid functioning and
gender.

DUP was found to be significantly associated with
some-aspects of short-term outcome: time to remission
and level of remission [8] and time to relapse [3]. One

study found an association between extremely long
DUP and level of negative symptoms at long-term
outcome [131.

Data concerning the relationship of DUP and long-
term outcome in several domains are lathing. It will
take many years before results from prospective longi-
tudinal studies of the relationship between DUP and
long-term outcome will be available. This study reports
a retrospective study in the relaiionsbip between the
extensive range DUP and long-term outcome in
several domains.

We expected to demonstrate an effect of DUP
outcome as we intended to compare the effects of
extremely short vs very long DL) P on several domains of
long-term outcome.

SUBJECTS AND METHODS

A (luestionnaire was published in the monthly maga-
zine of nuttily members for patients with schizophrenia.
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Family members were asked die year and month in
which psychotic symptoms first appeared in their rela-
tives. The symptoms were defined as: 1) delusions
(individual convictions which are riot concordant with
reality, for example, thought reading or paranoid delu-
sions); 2) hallucinations (sensory experiences — hearing,
sight, smell, etc. without a concrete stimulus); or 3)
disorganisation (strange or incomprehensible verbal
expressions or behaviour). Family members were also
asked the rear and month in which an tipsychoric medi-
cation was first administered, and the year and month
that the first psychotic episode ended, With this infor-
mation we calculated DUP and duration of the first:
psychotic episode. We investigated the following
outcome-measures: positive symptoms and negative
symptoms during the last half-year in three categories
(depending on the interference with daily functioning:
none, mild, severe), die number olpsychotic episodes,
the number of psychiatric admissions and the number
ofcompulsory admissions, the time to remission during
treatment with an anripsychotic drug, the support in
housing, any regular activities and vocational adjust-
Merit 0101.11-S regular activities in a week: no activities,
day activity centre, hobbies, volunteer job, education,
paid job).

Family members of patients with schizophrenia
revealed information about 205 patients, The patients
were predominantly male (71%), had a mean age of
31.9 )(ears (SD 8.8), an age of onset of 21.1 years (SD
4.4), and a time between onset of first psychotic episode
;Hid moment of survey, of 11.1 years (SL) 7.9). The
mean number of psychotic episodes was 3.58 (SD
4.34), while 15.4% of die patients were chronically
psychotic. The mean number of admissions was 3.40
(SL) 7.60). Fourteen patients were never treated with
antipsychotic medication, 71 patients hod a DUP
shorter than three months, and 73 patients had a DUP
longer than I 6 months (mean five years, five months).

In order to control for a possible response bias we
compared demographic and admission characteristics
of patients in our group with those of an extensive
survey of a random sample of 1000 members (with a
response rate of 70%) of the same Family association
112].

Data analysis

Data were analysed with SPSS. Patients were divided
into two extreme groups: DUP shorter than three
months (N= 71), and patients with D UP longer than

Fair Psychiatry 2000 ; 15 : 2(4-7

16 months (At . 73). The middle group was expelled
from analysis. "l'he extreme groups were compared with
multiple x2 in this exploratory study.

We compared extremely short versus extremely long
DUP on social, vocational and symptomatic long-term
outcome to find even small effects. We assumed that if
family members thought the DUP shorter than three
months we could safely define that group as having a
short DUP and that if family members thought the
DUP to be longer than 16 months we could define that
group as having a long DUP. We assumed that the
reliability of the retrospective assessment. of DUP is too
poor to analyse the intermediate group with a DUP
between three and 16 months.

RESULTS

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

We compared patients with a DUP of three months
or Jess = 71, mean DUP 14 days) with patients with
a DUP of 16 months or longer (N., 73, mean DUP
5.5 years). There were no significant differences (x2)
between these extreme groups on any of the outcome
measures (table 1).

There was a tendency for long DUP to he associated
to negative symptoms. This relationship was not statis-
tically significant.

The characteristics of the representative population
ofSchene and Van Wijngaarden did nor differ from our
population on: mean age of the patien ts (34 years, SD
10 years vs 3.1.9 years, SD 8.8 years), gender (69.1%
Whale vs 71% male), age of onset of psychotic symptoms
(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 one or
more involuntary admissions (58.7% vs 59.2%).

DISCUSSION

We loatid no relationsliip between short and long DUP
and rein-year outcome. The tendency between DUP
and negative symptoms is in accordance with NX/addin-
gon's study [13], in which extreme DUP (mean
17.1 years, SD 12.8) was associated with negative synip-
toms. If we had Found an effect of DUP on long-term
outcome, even then this effect could riot be attributed
to the timing of initiating treatment since DUP is



266

Table	 Comparison between short and long DUP.

1. de Haan et al.

-,
P-palke

Positive symptoms 1.99 2 0.37
Negative symptoms 5.52 2 0.06
Number orpsychotie relapse 10.05 10 0.44
Number of. admissions 12.17 14 0.59
Number of compulsory'itchnissions 4.74 7 0.69
Time RI remission during treatment With ttritipSyehntie drugs 46.35 42 0.30
Support in housing 0.01 1 1.0
No activities 0.19 1 0.66
Day activity centre 9.89 13 0.7(1
Hobbies 12.54 16 0.71
Voluntary work 10.28 14 0.74
Education 12.97 8 0.11
Paid 'rob 9.23 8 0.32

possibly related with insidious onset of psychosis, which
is a poor prognostic factor on its own [14].

-1-he study has some drawbacks. The reliability of the
diagnosis was not assessed. Nevertheless, there arc argu-
ments in Etvour oldie re presentative nature of the study
population. Tlie studied population has an age ofonset
and a long-term course that is comparable with ocher
populations with schizophrenia [1, 2]. Moreover, the
fam ily 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 Wiingaarden
1. 121. Another drawback is the predominance of male
patients. This resembles the predominance of males in
the representative sample in Selene and Wijngaarden's
survey [12] and points to the over-representation of
family members of male patients in this family associa-

tion. Moreover, members of advocacy groups tend to
be better educated and less likely to be members of a
minority group, and rend to have relatives that are more
severely ill.

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

How can we explain the lack of long-term conse-
quences of long DUP. while short-term differences
were documented by other studies? It is possible that
there are only short-term effects of variation in DUP.
Current positive symptoms are a better predictor of
independent living than DUP more than ten years ago.

Also, current negative symptoms are a better predictor
of activities and vocational ou tcome than DUP more
than ten years ago. Another explanation could he that
DUP is no predictor of outcome in a population with a
predominance of males. The results of this study do nor
support an aggressive pharmacologic intervention at
the earliest sign of psychosis in order to 'protect the
brain'. We are aware of dl ree other findings that weaken
the hypothesis of psychosis as a neurotoxic process.
Wyatt et al. [15] found no difference in long-term
outcome between patients who used placebo in clinical
trials and patients treated with active medication.
Bleuler [1] found that there is usually a plateau in the
progression of schizophrenia after the first five to ten
years. Finally, a more acute and florid presentation of
psychosis is associated with a better prognosis. Never-
theless, there are also findings that support the hypoth-
esis of psychosis as a neurotoxic process 13, 7-9].

Although our results do not support a relationship
between DUP and several domains of outcome, 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 about programmes for early detection and
treatment of psychosis can be made.

REFERENCES

1 Bleuler M. The schizophrenic disorders; the long term patient
and kimily studies. New Haven: Yale University Press; 1978.

2 Ciumpi	 Catatmwstic long-term study on the course of life
and ageing ofsch izopl trim ies. Sehizophr Bull 1980 ; 6 606-15.

3 Crow TJ, MacMillan JF, Johnson Al., Johnstone F,C, 	 A

Eur Psychiatry 2000 ; 15 : 264-7



Duration of untreated psychosis and prognosis
	

267

randomised controlled trial of prophylactic neuroleptic
treatment, Br J Psychiatry 1986 ; 148 : 1 211-7,

4 Falloon 1, Kydd RR. Coverdale Laidlaw TM, Early detec-
tion and intervention for initial episodes of schizophrenia.
Schizophr Bull 19%; 22 : 271-82.

5 Lieberman 1A, Alvir J1v41, Noreen A, (Gisler S Chakos M,
Sheitman B, et al. l'sychribiologictil correlares of trearment
response in schizophrenia. Neuropsychopha•macology 1996 ;
14 Stipp' : 1.3-21.

6 Kraemer HG, KaMin AF., 011brd DR, Kessler RC, Jensen PS,
Kepler D5. Corning to terms wi t h dic terms of risk. Arch /.:',en
Psychiatry 1997 :	 ; 337-43.
Lieberman JA, Sheimtatnt BB, Kiticm 11J. NearrochemicaI sen-
sitization in the pathophysiology or schizophrenia: Deficits and
dysfunction in neuronal regulation and plasticity. Nturnpsy-
chcipharmaeolos;y 1997 ; 17 : 205-27.

fi Loebel AD, Lieberman JA, Alvir J MI, Mayc &off' DI, Griller
SH, Szymanski SR. Durati(lit of psychosis and ou t come in
first-episode schizophrenia. A J Psychiatry 1992 ; 149 : 1183-8.

9 Loebel AD, Lieberman JA, Alvir JMJ, Geisler SH, Kurcen A,
Chakos M.	 to treatment response in successive episodes of

early onset schizophrenia. Presented at the in rernarional Con-
gress (//"ISChizophrenia Research in Hot Springs. Virginia; 8-12
April 1995.

10 McClashan TH, Johannessen /O. Early detection and interven-
tion with schizophrenia: rat ionale. Schizophir Bull 1996 ; 22:
201-22.

11 McCurry PD, Edwards J, M ihalopoulos C, Harrigan SAM Jack-
son 1-15. EPP1C: art evolving system of early defection and
optimal roanag,ement, Selrizoplar Bull 1996 ; 22 305-26.

12 Schenu AH, van Wijngaarden B. A survey of an organisation for
families of patients with serious mental illness in the
Netherlands. Psy-chiatr Se r y 1995 ; 46 807-13.

13 Waddington Yonssel HA. Kinsella A. Sequential cross-
sectional anti 10-year prospective study of severe negarive symp-
toms in relation ro duration of initially unrreated psychosis in
chronic schizophrenia. Psycho' Med 1995 ; 25 : 849-57.

14 Wiersma D, Nienlmis F5, Slooff Giel R. Natural course of
schizophrenic disorders: A 15-year follow-up of a Dutch inci-
dence cohort. Schizophr Bull 1998 ; 24 : 75-85.

15 Wyatt RJ, Hewer 1D, Rartko JJ. The lcmg-terrn efh•cts
placebo in patients with chronic schizophrenia. Bio I Psychiatry
1999 ; 46 : 1092-105.

Ear Psychiatry 2000 ; 15 ; 264-7


	Page 1
	Page 2
	Page 3
	Page 4

