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First episode psychosis – 10 years after
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Objectives
• Describe key assessments for schizophrenia and 

related disorders according to Canadian 
Practice Guidelines

• Provide new evidence for a randomized clinical 
trial on the duration of treatment in first 
episode psychosis

• Evaluate the importance of relapse prevention 
after a first episode of psychosis
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Sir William Osler
1849-1919

“the practice of medicine 
is an art based on 

science”

“Listen to your patient, he 
is telling you the 

diagnosis”



“The diagnostic process is an inferential exercise in 
observation, differentiation, and classification. It 
culminates in the decision to apply the term for the 
inferred common abnormality, the disease, to the 
condition afflicting a particular patient.”

PR McHugh and PR Slavney (1986) The Perspectives of Psychiatry, p33

Diagnosis as a process and a description



(NEJM 2015;373:2489-91)





What is the alternative to making a diagnosis?



DSM-5: British Psychological Society perspective

The putative diagnoses presented in DSM-V are clearly based largely on 
social norms, with 'symptoms' that all rely on subjective
judgements, with little confirmatory physical 'signs' or evidence of 
biological causation. The criteria are not value-free, but rather reflect 
current normative social expectations.

While some people find a name or a diagnostic label helpful, our 
contention is that this helpfulness results from a knowledge that their 
problems are recognised (in both senses of the word) understood, 
validated, explained (and explicable) and have some relief. Clients often, 
unfortunately, find that diagnosis offers only a spurious promise of such 
benefits.

The Society recommends a revision of the way mental distress is 
thought about, starting with recognition of the overwhelming evidence 
that it is on a spectrum with 'normal' experience, and that psychosocial 
factors such as poverty, unemployment and trauma are the most 
strongly-evidenced causal factors.



Summary
…”The use of internationally recognised 
diagnoses, although insufficient alone, is part of a 
psychiatrist’s professional responsibility to 
provide high-quality, evidence-based care for 
patients.”



Schizophrenia: Definite symptoms of 
psychosis, AND change in level of function



Making a diagnosis of schizophrenia

Robert L. Spitzer, MD
(1932-2015)



“When there is gross impairment in reality testing, 
the individual incorrectly evaluates the accuracy of 
his or her perceptions and thoughts and makes 
incorrect inferences about external 
reality, even in the face of contrary evidence. The 
term psychotic does not apply to minor distortions 
of reality that involve matters of relative judgement. 
For example, a depressed person who 
underestimated his achievements would not be 
described as psychotic, whereas on who believed 
he had caused a natural catastrophe would be so 
described.”

Psychosis and reality testing in DSM-III



Psychosis as defined in DSM-5

Glossary of technical terms

psychotic features  Features characterized 
by delusions, hallucinations, and formal thought 
disorder



A. Deterioration from a previous level of functioning

B. Duration: at least 6 months, with an active phase (A 
criteria), with or without a prodromal or residual phase

C. Full depressive or manic syndrome, if present, developed 
after any psychosis, or was brief relative to total duration 
of psychosis

D. Onset before age 45

E. Not due to Organic Mental Disorder or Mental 
Retardation

Course of schizophrenia: DSM-III



(an der Heiden and Häfner, Eur Arch Psych 2000;250:292)

Course and phases of illness



Symptoms of Schizophrenia: DSM-III-R

1. Two of the following:

1. Delusions

2. Prominent hallucinations

3. Incoherence or marked loosening of associations

4. Catatonic behavior

5. Flat or grossly inappropriate affect

2. Bizarre delusions
3. Prominent hallucinations: no relation to 

depression or elation, running commentary, or 
conversing together

A. Characteristic symptoms (1, 2 or 3 for at least 1 week in 
the active phase)



Kurt Schneider (1887-1967)

• First rank symptoms as 
pathognomonic of 
schizophrenia

• Audible thoughts

• Voices arguing

• Voices commenting on actions

• Delusions of being influenced 
or controlled

• Thought withdrawal, insertion 
or broadcast

• “Made” feelings, impulses or 
acts

• Delusional perception

“First rank symptoms” of schizophrenia
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Specificity

“FRS remain a simple, 
quick, and useful 

clinical indicator for an 
illness of enormous 
clinical variability . . .”



1. Delusions

2. Hallucinations

3. Disorganized speech (frequent derailment or 
incoherence)

4. Grossly disorganized or catatonic behavior

5. Negative symptoms (i.e. diminished emotional 
expression or avolition)

Symptoms of Schizophrenia: DSM-V

A. Characteristic symptoms (two or more, for a 
significant period of time during a 1-month period, at least 
one should include 1-3)



Diagnostic reliability for Schizophrenia
DSM-III Field trial kappa = 0.81 

DSM-5 Field trial kappa = 0.46 

“When we (R.L.S., J.B.W.W.) conducted the DSM-III field trial,
following the Fleiss standard, we considered kappas above
0.7 to be “good agreement as to whether or not the patient
has a disorder within that diagnostic class” (3).  According to
the Kraemer et al. commentary, the DSM-III field trial results
should be cause for celebration: the overall kappa for axis I
disorders in the test-retest cohort (the one most comparable
methodologically to the DSM-5 sample) was 0.66 (3).  Therefore,
test-retest diagnostic reliability of at least 0.6 is achievable
by clinicians in a real-world practice setting, and any results
below that standard are a cause for concern.”
(Spitzer et al.,  Am J Psychiatry 2012;169:537)



• Hallucinations

• Conceptual disorganization

• Delusions

• Unusual thought content

• Suspiciousness

Rec 6: Ongoing assessment of symptoms

“Assess positive and negative symptoms at least 
every three months in the stable patient.”



• Blunted affect

• Emotional withdrawal

• Poor rapport

• Passive social 
withdrawal

• Lack of spontaneity

Rec 6: Ongoing assessment of symptoms

“Assess positive and negative symptoms at least 
every three months in the stable patient.”

• Depression

• Drug side effects

• Substance use

• Anxiety

• Cognitive impairment

• Neurological disorder

Assess: Differentiate from:



• Making a diagnosis is central to the practice of 
medicine, and distinguishes medicine from from 
other health disciplines

• Treatment decisions rely on accurate 
assessments by skilled clinicians who are fully  
versed in phenomenology and in rating severity 
of symptoms

Summary



UBC
IMH

Duration of treatment in first episode 
psychosis



• SIGN: Following REMISSION of the first episode 
of schizophrenia, the duration of maintenance 
treatment with antipsychotics should be at least 
18 months

• Canadian: Following RESOLUTION OF THE 
POSITIVE SYMPTOMS of the first episode of 
schizophrenia, the duration of maintenance 
treatment with antipsychotics should be at least 
18 months.

A.5.FES: antipsychotic continuation



• DSM-III-R In remission

• When a person with a history of Schizophrenia is free of all 
signs of the disturbance (whether or not on medication) “in 
Remission” should be coded. Differentiating Schizophrenia in 
Remission from No Mental Disorder requires consideration 
of overall level of functioning, length of time since the last 
episode of disturbance, total duration of the disturbance, and 
whether prophylactic treatment is being given.

• DSM-III-R Residual type

• Absence of prominent delusions, hallucinations, incoherence, 
or grossly disorganized behaviour.

• Continuing evidence of the disturbance, as indicated by two 
or more of the residual symptoms listed in criterion D of 
Schizophrenia. 

DSM-III-R definitions



(Andreasen et al., Am J Psychiatry 162:441, 2005)

Can the patient be classified as being in 
“remission” and still meet syndromal criteria?

“The working group chose to define remission 
as a state in which patients have experienced an 
improvement in core signs and symptoms to the 
extent that any remaining symptoms are of such 
low intensity that they no longer interfere 
significantly with behavior and are below the 
threshold typically utilized in justifying an initial 
diagnosis of schizophrenia.”

Remission in schizophrenia



(Keller, JAMA 289:3152, 2003)

Does “Residual” = Remission? 
OR 

Does “Usual self” = Remission?





(Johansson et al., Schizophrenia Res, 2017:in press)



“For the average person, remission implies that all explicit signs of the 
disease are gone and that the individual is now freed from illness to 
resume his or her natural trajectory in life. However, the patient with 
schizophrenia who, according to these criteria, would be in “remission” 
is likely to remain cognitively impaired, socially isolated, unemployed, 
and marginalized. Because all of these impairments are a direct 
consequence of the disease and its correlates, it would be unfair to say 
the illness is in remission. Indeed, both the individual and the family 
might be puzzled as well as frustrated in their daily struggle with the 
impact of the illness to hear that the medical profession has declared 
the same patient to be in remission. Remission could also be 
misinterpreted by insurance companies and payers working on the 
premise that symptomatic and functional improvement go hand in 
hand.”

(Remington and Kapur, Am J Psychiatry 2005;162:2393)

A Canadian response



• SIGN: Following REMISSION of the first episode 
of schizophrenia, the duration of maintenance 
treatment with antipsychotics should be at least 
18 months

• Canadian: Following RESOLUTION OF THE 
POSITIVE SYMPTOMS of the first episode of 
schizophrenia, the duration of maintenance 
treatment with antipsychotics should be at least 
18 months.

A.5.FES: antipsychotic continuation



Rec 6: Background



• At least one year of continuous antipsychotic 
drug treatment

• No relapses

• Free of positive symptoms of psychosis for at 
least 8 weeks

Relapse prevention in FEP: inclusion criteria



• N = 178

• Age: 24.2 ± 6.4 yr

• Age at onset: 21.9 ± 6.5 yr

• Gender: Male 45%, Female 55%

• Education: 11.8 ± 2.8 yr

• Employed full time: 72%

Relapse prevention in FEP: Baseline 



≥12 mon 
antipsychotic

Switch to 
study med

MT: Quetiapine 400 mg/d

PL: Placebo

Relapse prevention in First Episode Psychosis

(actual mean = 22 mon)



Item No psychosis 
score

Psychosis 
score

Delusions ≤2 ≥3

Conceptual disorganization ≤3 ≥4

Hallucinations ≤2 ≥3

Suspiciousness ≤4 ≥5

Unusual thought content ≤3 ≥4

Relapse of psychosis - key PANSS items
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Relapse in First Episode Psychosis



• Patients with FEP can have a very good response, 
with no residual psychotic symptoms and return 
to work or school

• Even after nearly two years of antipsychotic 
treatment, risk of relapse of positive symptoms of 
psychosis remains high

• Antipsychotic medications are effective in 
preventing relapse in the longer term

Relapse in FEP: Conclusions
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The importance of relapse prevention





≥1yr AP

MT

PL

MT

PL

Onset ~1.5yr ~2.5yr ~11yr

80% follow-up

First Episode Psychosis: 10 years after

80% still on APD

(actual mean = 22 mon)



Role function (1-7) MT PL

Work 5.5 5.5

Independent living 5.7 5.7

Social network: 
immediate 5.6 5.5

Social network: 
extended 4.7 4.7

First Episode Psychosis: 10 years after



Occupation MT PL

Unemployed 18 (24%) 20 (29%)

Rehabilitation 5 (7%) 0

Part-time employment 7 (10%) 7 (10%)

Full-time employment 44 (60%) 41 (60%)

First Episode Psychosis: 10 years after



PANSS MT PL

Positive 7.1 7.2

Negative 8.7 9.0

General 16.9 17.5

Total 32.7 33.7

First Episode Psychosis: 10 years after



Psychosis remission at 10 yrs: A closer look
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Persistent / resistant psychosis at 10 yrs
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Sidebar 
RCT versus real world patients: Comparison 
with a naturalistic cohort in Hong Kong



Item RCT Nat

Age – years 22 21

Education – years 12.4 10.8**

Male / Female 80/98 60/53

DUP – days 212 238

Schizophrenia / other 134/44 98/15*

**p<0.001*p=0.01

Demographics of 2 cohorts at baseline



Two cohorts at 10 yrs
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What is the role of relapse in long term 
outcome?



Role of relapse
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Placebo or 
maintenance 

treatment

Long-term 
clinical outcome

Relapse of 
positive 

symptoms of 
psychosis

Placebo or 
maintenance 

treatment

Long-term 
clinical outcome

b=1.36±0.32, P<0.001 b=1.56±0.38, P<0.001

b=0.87±0.34, P=0.01

b=0.43±0.37, P=0.24

Model 1

Model 2



Risk factors for relapse during the RCT

Risk factor Hazard 
ratio p-value

Quetiapine vs placebo
0.37

(0.23 - 0.60) <0.001

Schizophrenia diagnosis
1.72

(1.07 - 2.76) 0.03

Premorbid schizoid-
schizotypal traits

1.86
(1.15 - 3.00) 0.01

SOFAS
0.98

(0.96 - 1.00) 0.05
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The biggest difference 
between groups was “early 
release prevention” during 
the RCT.  After 5-years, 
most patients had at least 
1 relapse. 

Who are the patients that 
never relapsed?



Baseline Non-
relapser Relapser p-value

Male 18 (49%) 62 (44%) 0.61

Age 23.8 24.3 0.69

Placebo during RCT 17 (46%) 72 (51%) 0.58

AP treatment duration 
(mon)

112 112 0.93

Cumulative AP dose 
(CPZ equivalents)

415 549 0.05



Risk factors for relapse over 10 years

Risk factor Odds ratio p-value

Schizophrenia spectrum 0.28
(0.13 - 0.59)

0.001*

DUP≤30 days
3.68

(1.63 - 8.33)
0.002*

SANS blunting 0.78
(0.61 - 1.00)

<0.05

Logical memory immediate 
recall

1.13
(1.03 - 1.24)

0.009*

Logical memory delayed recall 1.10 (1.02 - 1.19) <0.05

(Hui, Honer et al., Psychological Med, 2018; in press)*also significant in multivariate analysis



• SIGN: Following REMISSION of the first episode 
of schizophrenia, the duration of maintenance 
treatment with antipsychotics should be at least 
18 months

• Canadian: Following RESOLUTION OF THE 
POSITIVE SYMPTOMS of the first episode of 
schizophrenia, the duration of maintenance 
treatment with antipsychotics should be at least 
18 months.

A.5.FES: antipsychotic continuation

36?



Who is medication-free after 10-years 
follow-up?



• Finland birth cohort study: 34% (24/70) 
medication-free for at least the last 3 months, at 
10-year follow-up (Moilanen et al., Eur 
Psychiatry, 2013;28:53-58

• Netherlands study: 11% (11/103) medication-
free for at least the last 2-years at 7-year follow-
up (Wunderink et al., JAMA Psychiatry 
2013;70:913-920)

• Present study: 16% (23/142) medication-free for 
at least the last 2-years at 10-year follow-up 
(Hui, Honer et al., JAMA Psychiatry 2018;in 
press)

Global studies



Medication-free (for ≥2 yrs) at 10 years follow-up

Course, or baseline Odds ratio p-value

Never relapsed 13.00 (4.71 - 35.86) <0.001

Schizophrenia spectrum 0.18 (0.05 - 0.59) 0.005

DUP≤30 days 3.43 (1.25 - 9.40) <0.05

Stroop test – interference 0.95 (0.92 - 0.99) <0.05

SOFAS in first two years 1.10 (1.02 - 1.19) <0.05

Male 2.59 (1.02 - 6.57) <0.05

(Hui, Honer et al., JAMA Psychiatry, 2018; in press)n=23/142 (16%) of FEP in trial



• Following complete resolution of positive symptoms, 
the main risk from early discontinuation of 
antipsychotic treatment is relapse into psychosis

• Poor clinical outcome is more likely if medication is 
discontinued early (ie after 2 years rather than 3 
years)

• Compared with the good clinical outcome group, 
the poor long-term outcome group shows greater 
symptom severity, few if any differences in function, 
poorer mental health QoL, and slightly poorer 
cognitive improvement over time. Similar findings 
appear to be present in a naturalistic cohort.

Conclusions


