
SummarySummary Weprospectively studiedWeprospectively studied

the long-termcourse of individualswiththe long-termcourse of individualswith

acute and transient psychotic disordersacute and transientpsychotic disorders

and a controlgroupwith positiveand a controlgroupwith positive

schizophreniamatched for age andgender.schizophreniamatched for age andgender.

Follow-up investigations usingFollow-up investigationsusing

standardised instrumentswerestandardised instrumentswere

performed atthree time-points coveringperformed atthree time-points covering

7 years after the indexepisode or12 years7 years after the indexepisode or12 years

after the firstepisode.During follow-up,after the firstepisode.During follow-up,

thosewith positive schizophreniathosewith positive schizophrenia

experienced a deterioration intheirexperienced a deterioration in their

general functioningwhereas thosewithgeneral functioningwhereas thosewith

acute and transient psychotic disordersacute and transientpsychotic disorders

retained their high level of functioning.Atretained their high level of functioning.At

theendoftheobservationperiod,12 outoftheendoftheobservationperiod,12 outof

39 (31%) ofthosewith acute and transient39 (31%) ofthosewith acute and transient

psychotic disorderswere functioningwellpsychotic disorderswere functioningwell

withoutmedication comparedwith 0 outwithoutmedication comparedwith 0 out

of 38 with positive schizophrenia.of 38 with positive schizophrenia.
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Acute and transient psychotic disorders,Acute and transient psychotic disorders,

as defined by ICD–10 (World Healthas defined by ICD–10 (World Health

Organization, 1993), comprise 8–9% ofOrganization, 1993), comprise 8–9% of

all psychotic disorders and arguably haveall psychotic disorders and arguably have

a benign long-term course (Pillmann &a benign long-term course (Pillmann &

Marneros, 2003; Marneros & Pillmann,Marneros, 2003; Marneros & Pillmann,

2004). We prospectively followed 42 indi-2004). We prospectively followed 42 indi-

viduals with acute and transient psychoticviduals with acute and transient psychotic

disorders, as well as a control group withdisorders, as well as a control group with

schizophrenia. This paper reports longi-schizophrenia. This paper reports longi-

tudinal data from three waves of follow-tudinal data from three waves of follow-

up investigations covering 12 years afterup investigations covering 12 years after

the first episode or 7 years after the indexthe first episode or 7 years after the index

episode. It explores the hypotheses thatepisode. It explores the hypotheses that

acute and transient psychotic disordersacute and transient psychotic disorders

can be differentiated from schizophreniacan be differentiated from schizophrenia

by a lack of deterioration during the long-by a lack of deterioration during the long-

term course, and that a subgroup remainsterm course, and that a subgroup remains

well without further treatment.well without further treatment.

METHODMETHOD

We identified all consecutive cases (We identified all consecutive cases (nn¼42)42)

fulfilling ICD–10 criteria for acute andfulfilling ICD–10 criteria for acute and

transient psychotic disorders (F23) (Worldtransient psychotic disorders (F23) (World

Health Organization, 1993) treated as in-Health Organization, 1993) treated as in-

patients at the Department of Psychiatrypatients at the Department of Psychiatry

and Psychotherapy, Martin Luther Univer-and Psychotherapy, Martin Luther Univer-

sity Halle-Wittenberg, Germany, during asity Halle-Wittenberg, Germany, during a

5-year period. We also recruited a control5-year period. We also recruited a control

group of 42 individuals with ‘positive’group of 42 individuals with ‘positive’

schizophrenia matched for gender andschizophrenia matched for gender and

age. Positive schizophrenia was defined asage. Positive schizophrenia was defined as

an episode of schizophrenia with positivean episode of schizophrenia with positive

symptoms, such as hallucinations orsymptoms, such as hallucinations or

delusions (F20.0, F20.2, F20.3); patientsdelusions (F20.0, F20.2, F20.3); patients

with chronic schizophrenia or residualwith chronic schizophrenia or residual

schizophrenia (F20.5) were excluded.schizophrenia (F20.5) were excluded.

The majority (79%) of participantsThe majority (79%) of participants

were female; 19 of those with acute andwere female; 19 of those with acute and

transient psychotic disorders (45%) andtransient psychotic disorders (45%) and

26 of those with positive schizophrenia26 of those with positive schizophrenia

(62%) had had earlier episodes ((62%) had had earlier episodes (PP¼0.126).0.126).

The mean age at first episode was 35.8The mean age at first episode was 35.8

years (s.d.years (s.d.¼11.1) for those with acute and11.1) for those with acute and

transient psychotic disorders and 35.3 yearstransient psychotic disorders and 35.3 years

(s.d.(s.d.¼13.9) for those with positive schizo-13.9) for those with positive schizo-

phrenia (phrenia (PP¼0.867). Age at index admission0.867). Age at index admission

was 41.2 years (s.d.was 41.2 years (s.d.¼12.5) and 41.1 years12.5) and 41.1 years

(s.d.(s.d.¼12.4) (12.4) (PP¼0.968).0.968).

Follow-up investigations took place atFollow-up investigations took place at

predetermined times 2.5 (s.d.predetermined times 2.5 (s.d.¼1.3), 4.91.3), 4.9

(s.d.(s.d.¼1.4) and 7.0 (s.d.1.4) and 7.0 (s.d.¼1.5) years after1.5) years after

the index episode, or 8.6 (s.d.the index episode, or 8.6 (s.d.¼7.8), 10.57.8), 10.5

(s.d.(s.d.¼7.3) and 12.4 (s.d.7.3) and 12.4 (s.d.¼7.3) years after7.3) years after

the first episode. Three patients died beforethe first episode. Three patients died before

the first follow-up and four declinedthe first follow-up and four declined

follow-up examinations throughout. Datafollow-up examinations throughout. Data

from at least one point of follow-up werefrom at least one point of follow-up were

obtained from 39 patients with acute andobtained from 39 patients with acute and

transient psychotic disorders and 38 withtransient psychotic disorders and 38 with

positive schizophrenia (92% of the originalpositive schizophrenia (92% of the original

participants). At the third follow-up, 66participants). At the third follow-up, 66

(79%) of the original participants, or 88%(79%) of the original participants, or 88%

of those surviving (of those surviving (nn¼75), were examined.75), were examined.

For the evaluation of socio-demographicFor the evaluation of socio-demographic

features we used a semi-structured interviewfeatures we used a semi-structured interview

as in earlier studies (Marnerosas in earlier studies (Marneros et alet al, 1991)., 1991).

The level of general functioning during theThe level of general functioning during the

previous week was assessed using the Globalprevious week was assessed using the Global

Assessment Scale (GAS; EndicottAssessment Scale (GAS; Endicott et alet al,,

1976). Relapse was defined as the1976). Relapse was defined as the

occurrence of a major affective syndrome oroccurrence of a major affective syndrome or

of psychotic symptoms leading either toof psychotic symptoms leading either to

hospitalisation or to out-patient treatment,hospitalisation or to out-patient treatment,

including psychiatric medication and aincluding psychiatric medication and a

disruption of daily activities. ICD–10 diag-disruption of daily activities. ICD–10 diag-

noses were assessed with the Schedules fornoses were assessed with the Schedules for

Clinical Assessment in NeuropsychiatryClinical Assessment in Neuropsychiatry

(SCAN; van Gulick-Bailer(SCAN; van Gülick-Bailer et alet al, 1995)., 1995).

For the calculation of interrater reliabil-For the calculation of interrater reliabil-

ity, 15 interviews were independently codedity, 15 interviews were independently coded

by two raters; one conducted the interviewby two raters; one conducted the interview

with the other present (interviewer–with the other present (interviewer–

observer method). Kappa values forobserver method). Kappa values for

categorical items exceeded 0.80 for allcategorical items exceeded 0.80 for all

items. The intraclass correlation coefficientitems. The intraclass correlation coefficient

for GAS was excellent (0.86).for GAS was excellent (0.86).

As the conditions of normality andAs the conditions of normality and

equal variances were not generally met,equal variances were not generally met,

the non-parametric Wilcoxon test for pairedthe non-parametric Wilcoxon test for paired

samples and the Mann–Whitneysamples and the Mann–Whitney UU-test-test

werewere used. In addition,used. In addition, ww22 tests or Fisher’stests or Fisher’s

exact test were performed, as applicable.exact test were performed, as applicable.

PP550.05 was considered statistically0.05 was considered statistically

significant.significant.

All participants provided written in-All participants provided written in-

formed consent. The study protocol wasformed consent. The study protocol was

approved by the local ethics committee.approved by the local ethics committee.

RESULTSRESULTS

Global functioning was assessed with theGlobal functioning was assessed with the

GAS at the different points of follow-upGAS at the different points of follow-up

(Fig. 1). There was a significant decrease(Fig. 1). There was a significant decrease

in global functioning from the first to thein global functioning from the first to the

third follow-up for those with positivethird follow-up for those with positive

schizophrenia (schizophrenia (PP¼0.016), whereas the glo-0.016), whereas the glo-

bal functioning in those with acute andbal functioning in those with acute and

transient psychotic disorders remainedtransient psychotic disorders remained

unchanged (unchanged (PP¼0.645). The score difference0.645). The score difference

between the two groups at the third follow-between the two groups at the third follow-

up was highly significant (up was highly significant (PP550.001).0.001).

When the analysis was restricted toWhen the analysis was restricted to

those with a first episode of illness, thethose with a first episode of illness, the

results remained essentially unchanged,results remained essentially unchanged,

that is no significant change for those withthat is no significant change for those with

acute and transient psychotic disorderacute and transient psychotic disorder

((nn¼18,18, PP¼0.758) and a significant decline0.758) and a significant decline

in global functioning for those with positivein global functioning for those with positive

schizophrenia (schizophrenia (nn¼13,13, PP¼0.041).0.041).

Relapses during the follow-up periodRelapses during the follow-up period

were frequent and occurred in 31 out ofwere frequent and occurred in 31 out of

39 individuals with acute and transient39 individuals with acute and transient

psychotic disorders (79%) and 30 out ofpsychotic disorders (79%) and 30 out of

38 with positive schizophrenia (79%;38 with positive schizophrenia (79%;

PP¼0.953). There was no difference in the0.953). There was no difference in the

median time to the first relapse betweenmedian time to the first relapse between
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the two groups (1.04 and 1.57 years,the two groups (1.04 and 1.57 years,

respectively; Kaplan–Meier method,respectively; Kaplan–Meier method,

PP¼0.548).0.548).

In order to delineate a core group inIn order to delineate a core group in

longitudinally stable remission withoutlongitudinally stable remission without

medication, we set three criteria to be metmedication, we set three criteria to be met

at the last follow-up: no medication andat the last follow-up: no medication and

no relapse for at least 2 years, and ano relapse for at least 2 years, and a

GASGAS4470 at the last follow-up (Mason70 at the last follow-up (Mason etet

alal, 1995). Out of the 39 individuals with, 1995). Out of the 39 individuals with

acute and transient psychotic disorder, 12acute and transient psychotic disorder, 12

(31%) fulfilled all three conditions but(31%) fulfilled all three conditions but

none of the 38 with positive schizophrenianone of the 38 with positive schizophrenia

met the criteria (met the criteria (PP550.001).0.001).

DISCUSSIONDISCUSSION

This study confirms and extends findingsThis study confirms and extends findings

from earlier investigations of this and otherfrom earlier investigations of this and other

cohorts (Jagercohorts (Jäger et alet al, 2003; Marneros, 2003; Marneros et alet al,,

2003; Marneros & Pillmann, 2004; Singh2003; Marneros & Pillmann, 2004; Singh

et alet al, 2004). The outcome of those with, 2004). The outcome of those with

acute and transient psychotic disordersacute and transient psychotic disorders

remained clearly more favourable than thatremained clearly more favourable than that

of those with positive schizophrenia. Thisof those with positive schizophrenia. This

result generally held true when the analysisresult generally held true when the analysis

was repeated for the subsample with a firstwas repeated for the subsample with a first

episode of illness. However, there wasepisode of illness. However, there was

no difference between the groups in theno difference between the groups in the

proportion who had a relapse during theproportion who had a relapse during the

follow-up period.follow-up period.

Strengths of the present study include theStrengths of the present study include the

use of standardised instruments, multipleuse of standardised instruments, multiple

points of follow-up and a low attrition rate.points of follow-up and a low attrition rate.

Important limitations are the small sampleImportant limitations are the small sample

size, which affects the analysis of subgroupssize, which affects the analysis of subgroups

with acute and transient psychotic disorders,with acute and transient psychotic disorders,

the absence of baseline data on GAS and thethe absence of baseline data on GAS and the

failure to mask the raters to the index diag-failure to mask the raters to the index diag-

nosis. Because of the case–control design ofnosis. Because of the case–control design of

the study, the control group had a femalethe study, the control group had a female

preponderance and a relatively late onset,preponderance and a relatively late onset,

probably skewing the sample towards aprobably skewing the sample towards a

somewhat better prognosis (Harrisonsomewhat better prognosis (Harrison et alet al,,

1996). This bias precludes generalisation to1996). This bias precludes generalisation to

unselected samples of individuals withunselected samples of individuals with

schizophrenia, but makes differencesschizophrenia, but makes differences

between the two groups even morebetween the two groups even more

noteworthy.noteworthy.

The control group with positive schizo-The control group with positive schizo-

phrenia had a slight deterioration in thephrenia had a slight deterioration in the

long-term course of their illness. The effectlong-term course of their illness. The effect

is of questionable clinical significance butis of questionable clinical significance but

confirms other similar, if controversial, find-confirms other similar, if controversial, find-

ings (Eatonings (Eaton et alet al, 1995; Stirling, 1995; Stirling et alet al, 2003)., 2003).

Deterioration was not observed in thoseDeterioration was not observed in those

with acute and transient psychotic disorders.with acute and transient psychotic disorders.

As we have reported elsewhere (Marneros &As we have reported elsewhere (Marneros &

Pillmann, 2004), this stability does not pre-Pillmann, 2004), this stability does not pre-

clude syndromic change during long-termclude syndromic change during long-term

follow-up which affected more than half offollow-up which affected more than half of

the patients with acute and transientthe patients with acute and transient

psychotic disorder in the present studypsychotic disorder in the present study..

Although acute and transient psychotic dis-Although acute and transient psychotic dis-

orders might represent a mild variant oforders might represent a mild variant of

the schizophrenia spectrum, characteristicsthe schizophrenia spectrum, characteristics

such as the lack of deterioration, poly-such as the lack of deterioration, poly-

morphic features and affective syndromesmorphic features and affective syndromes

during the long-term course suggest differentduring the long-term course suggest different

pathogenetic mechanisms (Marneros &pathogenetic mechanisms (Marneros &

Pillmann, 2004).Pillmann, 2004).

At the end of the prospective follow-up,At the end of the prospective follow-up,

31% of those with acute and transient31% of those with acute and transient

psychotic disorders, but none of those withpsychotic disorders, but none of those with

positive schizophrenia, could be regardedpositive schizophrenia, could be regarded

as being in longitudinally stable remissionas being in longitudinally stable remission

without medication. If in this subgroupwithout medication. If in this subgroup

the disorder is self-limiting, maintenancethe disorder is self-limiting, maintenance

medication may be less often necessarymedication may be less often necessary

than in schizophrenia. However, 31%than in schizophrenia. However, 31%

may be an overestimation because of themay be an overestimation because of the

possibility of later relapse. Only longerpossibility of later relapse. Only longer

follow-up times and randomised controlledfollow-up times and randomised controlled

trials can resolve this matter.trials can resolve this matter.
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Fig. 1Fig. 1 Mean values on the Global AssessmentMean values on the Global Assessment

Scale of thosewith acute and transient psychoticScale of thosewith acute and transient psychotic

disorders (ATPD) and positive schizophrenia. Scoresdisorders (ATPD) and positive schizophrenia. Scores

range from1to100 with higher values indicatingrange from1to100 with higher values indicating

better global functioning. Bars denote standardbetter global functioning. Bars denote standard

deviations.Within-group comparisons betweendeviations.Within-group comparisons between

first and last follow-up evaluated using Wilcoxonfirst and last follow-up evaluated using Wilcoxon

statistics. Between-group comparisons of statusstatistics. Between-group comparisons of status

at the third follow-up evaluated using theat the third follow-up evaluated using the

Mann^WhitneyMann^Whitney UU-test. *-test. *PP550.05; ***0.05; ***PP550.001;0.001;

&&, first follow-up;, first follow-up;&&, second follow-up;, second follow-up;&&, third, third

follow-up.follow-up.


