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Chapterr 2.4. 
Durationn of untreated psychosis 
andd outcome of schizophrenia: 
delayy in intensive psychosocial 
treatmentt versus 
delayy in treatment with 
antipsychoticc medication 
Submitted Submitted 

Lieuwee de Haan, Don Linszen, Marie Lenior, Evelyne Doderlein de 
Win,, Rob Gorsira 
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Summary y 

Objective:: The influence of Duration of Untreated Psychosis (DUP) and 
Delayy in Intensive Psychosocial Treatment (DIPT) on several outcome 
domainss 6 years after onset of psychosis, in a cohort of 88 consecutively 
admittedd patients with early-onset schizophrenia and related disorders was 
examined. . 
Method:: Patients and their parents completed an inventory concerning 
DUP,, DIPT and various aspects of outcome. Psychotic relapse during the 
firstt year after hospitalization was assessed with a chart review. 
Results:: Both DUP and DIPT were found to be associated with negative 
symptomss at outcome, mode of onset was not. DUP was associated with 
mildd psychotic relapse. DIPT was associated with months of 
rehospitalization.. There was no relation between DUP or DIPT and other 
aspectss of outcome. When we controlled for age at onset, gender, duration 
off  treated psychotic episode, only DIPT was associated with negative 
symptomss at outcome. 
Conclusion:: DIPT may be a more important predictor of negative symp-
tomss at outcome than delay in starting antipsychotic medication. 
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2.4.1.. Introduction 

Longg Duration of Untreated Psychosis (DUP) in schizophrenia has been 
associatedd with longer time til l remission, less remission (Loebel et al. 
1992),, more psychotic relapse (Crow et al. 1986) and progression of severe 
negativee symptoms (Waddington et al. 1995, Scully et al. 1997). These 
findingss remained significant when controlled for diagnosis and gender 
(Loebell  et al. 1992), for age, and for duration and continuity of neuroleptic 
treatmentt (Waddington et al. 1995). Nevertheless other studies found no 
associationn between duration of untreated psychosis and outcome (Linszen 
ett al. 1997, Robinson et al. 1999, Craig et al. 2000, De Haan et al 2000, Ho 
ett al. 2000). Moreover, DUP might not be independent of other prognostic 
factorss like premorbid functioning and mode of onset (Haas et al. 1992). In 
previouss studies DUP was found to be related to symptom related domains 
off  outcome such as psychotic relapse (Crow et al. 1986) and remission 
(Loebell  et al. 1992) but not to other domains like social functioning. In most 
off  the studies DUP has been defined as the time between onset of psychotic 
symptomss and the start of treatment with antipsychotic medication. Besides 
medication,, frameworks for psychiatric intervention directed at the 
problemss of patients with a recent-onset psychosis also include psychosocial 
interventions.. Early implementation of intensive psychosocial intervention 
aimedd at improving social functioning, disease management and self-esteem 
off  patients could also be an important favorable factor for the long-term 
prognosis.. Social functioning might deteriorate if there is no early 
interventionn directed at self-esteem and social functioning. Optimal 
treatmentt in a later stage of the illness may be hindered by increased 
demotivationn and understimulation. 
Thee purpose of the present study is twofold. First we wanted to know 
whetherr treatment delay defined as delay in intensive psychosocial 
treatmentt is related to various aspects of outcome. In this study Delay in 
startingg Intensive Psychosocial Treatment (DIPT) has been hypothesized to 
bee a predictor of outcome. Secondly we wondered whether DUP and DIPT 
aree associated with several long-term outcome domains (psychopathology 
andd social functioning). In short: we studied a cohort of young patients in 
thee early phase of schizophrenia who had completed a treatment program to 
determinee the differential impact of two distinct operationalizations of 
treatmentt delay on several domains of long-term outcome. 

2.4.2.. Methods 

Subjects Subjects 
Includedd were 88 consecutively admitted patients to the Adolescent Clinic 
off  the Academic Medical Center, University of Amsterdam. Patients were 
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eligiblee for the treatment program if they had an Axis I schizophrenic or 
relatedd disorder, using DSM-III-R criteria (American Psychiatric 
Associationn 1987). Patients were referred to the program by outpatient 
(63%)) and inpatient (37%) care facilities in the region. These care facilities 
weree asked to refer every young patient with recent-onset schizophrenia or a 
relatedd disorder to our department. 
Thee diagnosis according to DSM-III-R was made in a clinical consensus 
meetingg (three psychiatrists and two residents) with the use of all possible 
informationn (medical records, interviews with patients and with parents). A 
diagnosticc re-evaluation made according to the above- mentioned procedure 
(usingg DSM-IV) at the end of the treatment program showed that more 
patientss were diagnosed as having a schizophrenic disorder and relatively 
fewerr with schizoaffective disorder, schizophreniform disorder, bipolar 
disorder,, manic and psychotic disorder NOS (see table 1). Cannabis abuse 
wass a frequently encountered co-morbid disorder in the study population. At 
admissionn 37% of the patients used cannabis, 19% used on a daily basis. 
Patientss with primary alcohol dependence, drug dependence (other than 
cannabis)) or brief drug-related psychosis were not included in the treatment 
program.. The mean age at onset of psychotic symptoms was 19 years (SD 
2.5).. For a description of demographic and illness variables see table la. and 
lb.. (page 93). 

Treatment Treatment 
Patientss took part in an intensive psychosocial and medication treatment 
programm for young patients with recent-onset schizophrenia and related 
disorderss in clinical, day-treatment and outpatient care facilities. The 
treatmentt was characterized by a combination of pharmacotherapy, psycho-
educationn for patients and parents, an individually oriented intervention for 
diseasee management including recognition of early prodromal signs, stress 
managementt and medication management (Liberman et al 1986) as well as 
intensivee support for structural activities (work, study etc.), continuity of 
caree and parent groups (Linszen et al. 1996). We focused on increasing the 
self-esteemm of patients. 
Thee inpatient structured-milieu treatment program was aimed at remission 
orr stabilization of psychotic symptoms. The duration of the inpatient 
treatmentt period varied with the time needed to remit or stabilize psychotic 
symptomss (mean duration clinical plus day treatment phase in months: 3.4; 
SDD 1.8). The staff tried to maximize antipsychotic medication compliance. 
Patientss received group education about the nature and the treatment of the 
illness.. Development of illness insight and the controllability of the illness 
withh medication and active coping with stress were emphasized. The 
patientss were given support in matters of education, employment and 
finances.. After the creation of a working alliance with parents and other 
relativess as described by Anderson et al. (1986), relatives attended psycho-
educationall  meetings in groups of three or four families. Patients did not 
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attendd these meetings. Relatives were instructed to create low stress levels 
forr their child and were taught how to recognize positive and negative 
symptomss and prodromal signs of psychotic relapse. 

Tablee la. Patient characteristics: demographic and independent 
variables s 

Gender,, n (%) 
Female e 
Male e 

Maritall  status, unmarried n (%) 
Ethnicityy n (%) 

Caucasian n 
Chinese e 
Indonesian n 
Surinamese e 

Cannabiss use n (%) 
Cannabiss use daily n (%) 

Agee at onset of first psychotic 
episode,, mean [SD], years 

Durationn of untreated psychosis, 
meann [SD], months 

Delayy in Intensive Psychosocial Treatment, 
meann [SD], months 

Modee of onset: 
Acute e 
Insidious s 

Timee between onset of first psychotic 
episodee and interview, 
meann [SD], years 

20(33) ) 
68(77) ) 
88(100) ) 

733 (83) 
2(2) ) 
3(3) ) 

10(11) ) 
39(37) ) 
22(19) ) 

199 [2.5] 

8.66 [11.4] 

199 ([9.0] 

34 4 
54 4 

66 [2.3] 

Tablee lb. Patient characteristics: diagnosis 

DSM-III-R',DSM-IV2axiss 1 (n) 
Schizophrenicc disorder 
Schizoaffectivee disorder 
Schizophreniformm disorder 
Bipolarr disorder, manic 
(discongruentt psychotic features) 
Psychoticc disorder NOS 

Att admission' 

63 3 
12 2 
6 6 

3 3 
4 4 

Att end of treatment 
program2 2 

74 4 
8 8 
2 2 

1 1 
3 3 
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Thee duration of outpatient treatment lasted one year. Patients were seen 
weeklyy for the first 6 weeks, every other week for the following 3 months 
andd then at monthly intervals. Patients could be seen more frequently if 
necessary.. Patients were intensively coached in finding structural daily 
activities.. To find the most appropriate activity we evaluated the patient's 
behaviorr in the ward and during therapeutic sessions, and the patient's 
wishess and abilities. Modest target activities were deliberately chosen in 
orderr to maximize the success rate. This part of the treatment program 
involvedd frequent contact with parents, teachers and other caregivers. 

Assessment:Assessment: inventory 
888 patients consecutively admitted in one year and their parents were sent 
ann inventory three years after admission. 54 patients and parents returned an 
inventory,, the remaining 34 patients and parents were interviewed by phone, 
andd the inventory was then used as an interview schedule. All patients and 
parentss who were alive at the moment of the follow-up evaluation could be 
reached.. The parents of 2 patients of the original cohort who died (both 
suicide)) were excluded from the study. 
Patientss and parents were interviewed about the first onset of psychotic 
symptoms.. Psychotic symptoms were defined as: 1) Delusions: strange 
individuall  convictions which are not concordant with reality, for example 
thoughtt reading or paranoid delusions; 2) Hallucinations: sensory experi-
encess [hearing, sight, smell etc.] without real noise, image or odor; 3) 
Disorganization:: the verbal expressions of patients are strange or incompre-
hensible,, their behavior is strange or chaotic. Patients and parents were also 
askedd about the start of antipsychotic medication (for a minimum of 6 
weeks)) and the end of the first psychotic episode. By requiring a minimum 
durationn of 6 weeks treatment with antipsychotic medication we tried to 
operationalizee the start of adequate treatment with antipsychotic medication. 
Withh this definition we calculated DUP and the duration of treated 
psychoticc episode, which is defined as the time from the start of the 
treatmentt with antipsychotic medication till remission (comparable to the 
timee till remission in the study of Loebel et al. 1992). 
Beforee admission to our department patients received regular psychiatric 
care.. DIPT was defined as the time between the first contact with 
psychiatricc care relating to the first psychotic episode and the moment of 
admissionn to our specialized department. We chose the moment of first 
contactt with psychiatric care and not the onset of psychotic symptoms as the 
startingg point of the DIPT because we wanted to create a clear distinction 
betweenn DUP and DIPT in order to study the difference in prognostic 
significancee of delay in treatment with antipsychotic medication versus the 
delayy in starting intensive psychosocial treatment. There was also a clinical 
reasonn for defining DIPT as we did: first contact with psychiatric care 
offeredd the first possibility for intensive intervention. 
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Thee following outcome measures were used: the contemporary living 
situation,, structural activities in hours per week (hobby, education, 
volunteerr work, regular work), psychopathological state (positive symptoms 
andd negative symptoms), global functioning and total duration of psychiatric 
hospitalizationn after the treatment program. Positive symptoms were defined 
ass mentioned before. Negative symptoms were defined according the 
PANSSS rating manual (Kay et al 1986) as 1) Blunted affect: diminished 
emotionall  responsiveness as characterized by a reduction in facial 
expression,, modulation of feelings, and communicative gestures; 2) 
Emotionall  and social withdrawal: lack of interest in, involvement with, and 
affectivee commitment to life events and social interactions; 3) Lack of 
spontaneityy and flow of conversation: reduction in the normal flow of 
conversationn associated with apathy. These items were selected because of 
theirr appropriateness to be rated by the parent who had daily contact with 
thee patient and was aware of the problems. Parents could describe these 
itemss thanks to their intensive psycho-education during the program. These 
itemss can be seen as observable phenomena, and it was their observable 
characterr that made instruction possible. Positive and negative symptoms 
weree scored by parents who had regular contact with the patient on a three-
pointt scale according to their impact on functioning (no symptoms; mild 
symptomss with moderate impact on functioning; severe symptoms with 
severee impact on functioning). Assessment of positive and negative 
symptomss in three categories by treating clinicians was available for 32 
patients.. Kappa between assessment of parents and clinicians was 0.76 for 
positivee symptoms and 0.72 for negative symptoms. 

Assessment:Assessment: chart review 
Att admission to our treatment program a detailed description of the duration of 
thee prodromal phase before onset of first psychosis was assessed. Acute onset 
iss defined as a period of a month or less between first psychiatric symptoms 
andd first psychotic symptoms. 
AA careful clinical description of one-year outpatient care after treatment in 
ourr hospital was available for all patients. Mil d and severe psychotic 
relapsess of the patients were rated over a 12-month period. Mild psychotic 
relapsee was defined as a recurrence or exacerbation of psychotic symptoms 
(duringg no more than one week) for which an increase of antipsychotic 
medicationn was needed, without significant decline in social functioning. 
Severee psychotic relapse was defined as a recurrence or exacerbation of 
psychoticc symptoms for which increase of medication was necessary, with a 
significantt decline in social functioning and/or duration of more than one 
week.. One of the authors (RG) assessed from the chart review the number 
off  psychotic relapses and the severity of the relapse. An a-select sample of 
366 patients was examined independently by another author (LH). Both were 
blindd to the DUP and DIPT of these patients. For one patient there was 
disagreementt about the severity of the relapse (K=0.89). Both authors 
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reachedd consensus about the categories mild and severe relapse after re-
evaluatingg all charts of patients with a relapse. For another patient the 
severityy of the relapse was changed from mild to severe because a re-
examinationn of this chart showed the duration of the relapse was longer than 
onee week. 

DataData analysis 
Dataa were analyzed with the SPSS package (Norusis 1990). 
Thee relations of the independent variables DUP, DIPT and Duration of 
treatedd first psychotic episode to outcome variables were analyzed 
univariately.. The distribution of DUP, DIPT, and duration of treated 
psychoticc episode was skewed, prompting the use of non-parametric 
methodss of analysis. For categorical variables the statistic is x (Kruskal-
Walliss Test); for continuous variables the statistic is r (Spearman's Rank 
Correlation). . 
Subsequently,, the effect of DUP and DIPT on the outcome measure that had 
aa significant relationship with DUP and DIPT in the univariate analyses was 
analyzedd in a multivariate design Polytomous logistic regression analysis 
(Dixonn et al. 1990) was used since the outcome variable had three levels. 
Durationn of treated psychotic episode, age at onset of psychiatric illness and 
genderr were included in the model. First, the interval variables were tested 
forr non-linear (U-shape) relations with negative symptoms (Hosmer and 
Lemeshoww 1989). Secondly, interactions between the variables in the model 
weree tested by adding these, one at the time, to the model of main effects 
only.. Finally, the selected terms were tested for their relative contribution to 
thee prevalence of negative symptoms. 
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Figuree 1. Mean psychopathological and treatment episodes and timing of 
measurement.. Duration in months (SD) 

Timee between onset psychosis and follow-up inventory 72 (27.6) 
I I 
Durationn untreated 
Psychosiss 8.6 (11.4) 
II  1 

Durationn of treated 
Psychosiss 17.7 (26.1) 
II  1 
Delayy Intensive Psychosocial 
Interventionn 19(19.0) 
II  1 

Durationn intensive psychosocial 
treatmentt 15.6(2.7) 
II  1 
Durationn clinical 
andd day-treatment phase 3.4 (1.8) 
I—I I 

t t 
Onset t 
Psychosis s 

T T 
Firstt contact 
psychiatricc care, 
startt adequate 
antipsychotic c 
medication n 

2.4.3.. Results 

TT T 
Startt intensive End of intensive 
psychosociall  psychosocial 
Interventionn intervention 

Diagnostic c 
re-evaluation n 

T T 
Startt out-
patientt care 

T T 
Inventory y 
Chartt review 

Thee mean DUP was 8.6 months (SD 11.4), the median was 3.0 months. 
Theree were no differences in DUP between males and females. The mean 
durationn of first psychotic episode was 26.3 months (SD 31.3). The mean 
durationn of treated first psychotic episode was 17.7 months (SD 26.1). The 
meann DIPT was 19 months (SD 19.0) and the mean number of previous 
hospitalizationss was 1.02. The mean time between onset of psychotic 
symptomss and interview was 6 years (SD 2.3 years). 
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Thee relations between DUP, DIPT, duration of treated first episode, and 
outcomee variables are shown in Table 2. 

Tablee 2. Duration of untreated psychosis (DUP), Delay in intensive 
psychosociall treatment (DIPT) and Duration of treated first psychotic 
episodee and outcome variables 

Durationn of Delay in Duration 
untreatedd intensive of treated 
psychosiss psychosocial first 

treatmentt episode 

nn Statistic' P Statistic1 P Statistic' P 

Livingg condition, No(%) 
Independentt 37 (42) 
withh parental family 28 (32) 
supportedd living 23 (26) 

Hobbyy (h. p/w), Mean(SD) 2.7 (6.1) 
Educationn (h. p/w), 

Mean(SD)) 3.4 (8.5) 
Volunteerr work (h. p/w), 

Mean(SD)) 3.4 (7.1) 
Regularr Work (h. p/w), 

Mean(SD)) 7.2 (16.6) 

Activities,, No(%) 
noo activities 
activities s 

222 (25) 
666 (75) 

Positivee symptoms, No(%) 
noo 58 (66) 
mildd 17 (19) 
severee 13 (15) 

Negativee symptoms, No(%) 
noo 27 (31) 
mildd 33 (38) 
severee 28 (32) 

Globall  score, No(%) 
good d 
intermediate e 
poor r 

344 (39) 
333 (38) 
211 (24) 

2.377 0.31 1.21 0.54 8.47 0.01 

0.022 0.87 0.11 0.33 0.08 0.47 

0.188 0.09 -0.07 0.53 -0.160.13 

-0.111 0.32 0.05 0.63 -0.17 0.11 

-0.199 0.08 -0.17 0.12 -0.14 0.20 

0.388 0.54 0.04 0.84 3.08 0.08 

0.555 0.76 0.03 0.99 21.880.01 

6.166 0.05 12.21 <0.01 4.60 0.10 

0.811 0.67 1.51 0.47 6.15 0.05 

Forr categorical variables the statistic is X" (Kruskal-Wallis Test); for continuous 
variabless the statistic is r (Spearman's Rank Correlation) 
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TableTable 2. Continued. Duration of untreated psychosis (DUP), Delay in 
intensivee psychosocial treatment (DIPT) and Duration of treated first 
psychoticc episode and outcome variables 

Durationn of Delay in Duration 
untreatedd intensive of treated 
psychosiss psychosocial first 

treatmentt episode 

n n Statisticc P Statistic P Statistic P 

No.. of severe relapses, No(%) 
nonee 69 (78) 
onee or more 19 (22) 

No.. of mild relapses, No(%) 
nonee 75 (85) 
onee or more 13 (15) 
Monthss of hospitalization, 

Mean(SD)) 13.7 (14.9) 

0.222 0.64 0.33 0.57 0.58 0.45 

5.311 0.02 0.66 0.42 1.81 0.11 

0.188 0.09 0.34 O.01 0.20 0.06 

11 For categorical variables the statistic is %2 (Kruskal-Wallis Test); for continuous 
variabless the statistic is r (Spearman's Rank Correlation) 

Negativee symptoms at outcome were significantly related with DIPT (x2 

12.21;; df 2; p < 0.01) and with DUP ( r 6.16; df 2; p = 0.05). No association 
wass found between DUP or DIPT and duration of first treated psychotic 
episodee or positive symptoms at outcome. We also found no association 
betweenn DUP or DIPT and the number of severe relapses during the first 
yearr after hospitalization. However we found a relation between DUP and 
mildd relapses during the first year after hospitalization (%2 5.31; df 1; p = 
0.02).. DIPT was related to months of hospitalization during follow-up 
(r=0.34;; p<0.01). We found no relation between DUP or DIPT and social 
outcome.. Mode of onset appeared not to be related to negative symptoms at 
outcome. . 
Thee reliability of the answers given by the parents is illustrated by the 
associationn between duration of treated psychosis and living condition, 
durationn of treated psychosis and psychotic symptoms at outcome, duration 
off  treated psychosis and global functioning. 
Thee independent variables DUP and DIPT were found to be related to the 
severityy of negative symptoms. We therefore tested the effect of these 
variabless multivariately, together with three other prognostic factors: 
durationn of treated first episode, age at onset of psychosis and gender. The 
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effectss of independent variables on the severity of negative symptoms are 
shownn in Table 3 (page 104). 
Thee relation of DIPT to negative symptoms was found to be non-linear. 
Thiss variable was therefore dichotomized. The first half of the patients had a 
relativelyy short DIPT (0-12 months); the second half had a longer delay (14-
1088 months). In this analysis DUP was not significantly related to negative 
symptomss (p = 0.07). The odds ratios for DIPT are both greater than 1.0 (p 
== 0.03) Patients with a relatively longer DIPT have a 5 times higher 
probabilityy of mild negative symptoms, and an almost 4.5 times higher pr-
obabilityy of severe negative symptoms. Age at onset of psychosis and 
genderr were not related to the severity of negative symptoms. 
Thee odds ratios for duration of treated first psychosis and mild negative 
symptomss are greater than 1.0, indicating a positive relation. The relation to 
severee negative symptoms is negative. 
Theree is an interaction between duration of treated first psychotic episode 
andd age at onset of psychotic symptoms. For patients with a median 
durationn of treated first episode (12 months) the odds ratio for mild negative 
symptomss decreases slightly with an older age at onset of psychotic 
symptoms.. For severe negative symptoms the odds ratio remains constant 
withh an older age at onset. However, when the other terms in the model are 
heldd constant, the probability of mild negative symptoms is 26 (e12*027) 
timess higher for every twelve months of duration of treated first episode. 
Forr severe negative symptoms the probability is 2 (1/e12*" 006) times lower 
forr every twelve months. 
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2.4.4.. Discussion 

Wee found an association between DUP and negative symptoms 6 years after 
thee onset of psychosis. Waddington et al. (1995) also found an association 
betweenn DUP and negative symptoms many years later in a group with 
chronicc schizophrenia with a much longer DUP. When we tested which 
variables,, controlled for others, were related to negative symptoms at 
outcome,, DUP no longer appeared to be significantly associated with 
negativee symptoms. Patients with a longer DIPT had a higher probability of 
negativee symptoms 6 years after the start of psychotic symptoms, 
independentt of the influence of DUP, duration of treated psychosis, age at 
onsett and gender. These results suggest that the delay in intensive 
psychosociall  treatment may be a better predictor of negative symptoms at 
outcomee then delay in starting antipsychotic medication alone. These results 
aree in line with the finding of Mojtabai et al. (1998), who reported in a 
meta-analyticc review of controlled outcome studies a relatively great effect-
sizee on negative symptoms of psychotherapy in addition to standard 
pharmacologicall  treatment in schizophrenia. 
Wee did not find an association between DUP and duration of first treated 
psychoticc episode. Perhaps our assessment was not detailed enough to 
replicatee the subtle difference in time til l remission as found by Loebel et al 
(1992).. Moreover DUP shorter than one year may not be a robust predictor 
off  psychopathological outcome. In our study DUP appeared to be neither a 
predictorr of social functioning nor a consistent predictor of psychotic 
symptomss and relapse. Besides the association between DIPT and negative 
symptomss at outcome, DIPT was also associated with months of 
hospitalizationn - an important and objectively assessed outcome measure. 
Durationn of first treated psychotic episode increases the probability of mild 
negativee symptoms but not the probability of severe negative symptoms. 
Severee negative symptoms may be independent of duration of episode. One 
mayy speculate that mild and transient negative symptoms are secondary to 
psychosiss or understimulation, and that the more severe and enduring 
negativee symptoms are primary. But this finding first needs replication 
beforee speculation is warranted. Also in the study of Scully et al. (1997) the 
durationn of illness following initiation of antipsychotic medication failed to 
predictt the severity of negative symptoms. 
Inn contrast to Larsen et al. (1996) and Loebel et al. (1992), the women in 
ourr cohort did not have a shorter DUP than men. The relatively short DUP, 
youngg age and overrepresentation of males in our study may preclude a 
genderr difference. Ho et al. (2000) also found no association between 
genderr and DUP in a group of patients with about 60% men. Age at onset 
wass not an independent predictor of negative symptoms at outcome in our 
study.. The absence of this relation can be caused by the small variation in 
agee at onset in our patients. Ho et al. (2000) found in a group with a slightly 
olderr age at onset and with a somewhat greater variation in age at onset than 
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ourss a relation between age at onset and time from onset of first general 
symptomm to initiation of neuroleptic treatment, but not between age at onset 
andd time from onset of full positive syndrome to initiation of neuroleptic 
treatment. . 
Too interpret our results it is essential to consider the relatively short DUP 
wee found and the relatively long period after onset of psychosis we studied, 
comparedd to most other studies of the relation between DUP and outcome. 
Limitationss of our study are the retrospective design, the overrepresentation 
off  young men and the fact that the time from onset of first psychiatric 
symptomm to initiation of treatment with antipsychotic drug medication is not 
takenn into account. We supposed that onset of first psychiatric symptom is 
tooo difficult to ascertain retrospectively. 
Wee want to stress that many factors may influence treatment-seeking 
behaviors.. These socio-cultural and psychopathological factors may 
influencee outcome in their own right, and the relationship between DIPT 
andd negative symptoms at outcome may be dependent on these factors. 
Ourr results suggest that delay in start of an intensive psychosocial and drug 
treatmentt directed at several outcome domains is a more important predictor 
off  negative symptoms at long-term outcome and of months of 
rehospitalizationn than delay in starting antipsychotic medication alone. The 
questionn of whether early implementation of intensive psychosocial 
interventionn improves aspects of long-term outcome, independent of other 
prognosticc factors, needs further study. 
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