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Preventing relapse in schizophrenia:
a real priority or only a tick-box exercise?

“L’imagination est plus importante que le savoir”
Albert Einstein

John Donoghue

Liverpool
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How important is prevention?

Fukushima nuclear power station, Japan

• Reactors on hydraulic shock absorbers

• Automatic reactor shut-down in event of earthquake

• Each reactor: 2 emergency diesel generators in case of power loss

• Automatic pumps to continue cooling reactor

• 10m high sea wall

Preventative measures in depth







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11 March, 2011 – EARTHQUAKE!



1 hour later
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How important is prevention?



Fukushima nuclear power station, Japan

How important is prevention?

Height of
sea wall

10m

15m

Height of
tsunami
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Fukushima nuclear power station
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How important is prevention?



Is preventing relapse in 

schizophrenia a real 

priority or is it a

tick-box exercise?



8

“These practices signify serious risk to patients due to a crippling 
lack of resources. The fact that psychiatrists are having to 
consider sectioning patients to secure something as basic as a 
bed is a huge warning sign of extreme under provision.”



QUESTIONS

• What can be done to support 
relapse prevention?

9

• How important is schizophrenia?

• How important is it to prevent 
relapse in schizophrenia?

• Is it important enough to do 
anything meaningful about it?
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Schizophrenia

• Most common form of psychotic disorder

• Lifetime prevalence 0.4% to 1.4%

• Over 80% of adults have persistent 
problems with social functioning

• Premature mortality approx 50% above 
that of the general population

National Collaborating Centre for Mental Health
Core interventions in the management of schizophrenia in primary and secondary care (update). 
National Clinical Practice Guideline Number 82, Full Guideline
National Institute of Health and Clinical Excellence, London, March 2009.
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Outcomes of public concern

SCHIZOPHRENIA

Kooyman I, Dean K, Harvey S & Walsh E
Outcomes of public concern in schizophrenia
Br J Psychiatry 2007;191:29-36
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VICTIMISATION
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“Schizophrenia is arguably the
worst disease affecting mankind, 

even AIDS not excepted”

Editorial.  Where next with psychiatric illness?

Nature 1988;336:95-96

“Schizophrenia is arguably the
worst disease affecting mankind, 

even AIDS not excepted”

Editorial.  Where next with psychiatric illness?

Nature 1988;336:95-96
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QUESTIONS

• What can be done to support 
relapse prevention?
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• How important is schizophrenia?

• How important is it to prevent 
relapse in schizophrenia?

• Is it important enough to do 
anything meaningful about it?
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Revolving door = vicious cycle

Delay in 
treating first 

episode

Treatment response but 
subsequent poor 

adherence to treatment

Relapse & need to
re-establish treatment

Progression to chronic illness and/or treatment resistance
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Relapse

What is the impact of relapse?

Homelessness Family

15Andrew A, Knapp M, McCrone P et al. Effective interventions in schizophrenia: the economic case
Report for the Schizophrenia Commission. London, LSE & PSSRU, November 2012

In-patient admissions

Unemployment

Disrupted

education

Physical health

Substance

misuse
Contact with

criminal justice system



QUESTIONS

• What can be done to support 
relapse prevention?
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• How important is schizophrenia?

• How important is it to prevent 
relapse in schizophrenia?

• Is it important enough to do 
anything meaningful about it?
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What does relapse and 
subsequent admission to an acute 

psychiatric unit cost your trust?

17
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Hospital Episode Statistics
Unplanned admissions for schizophrenia

• Number of admissions

• Average length of stay

• Patients re-admitted in same year

• Estimated average cost/admission

• Estimated total cost

• Estimated cost of re-admission

18
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HES: Unplanned Schizophrenia Hospital Admissions
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HES: Unplanned Schizophrenia Hospital Admissions

21Cost calculations based on: £374/day
Department of Health Reference Costs 2012-13

Copyright © John Donoghue 2013

Average
£37,980

Average
102 days



HES: Unplanned Schizophrenia Hospital Admissions
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Cost calculations based on: £374/day
Department of Health Reference Costs 2012-13

Average
(excl SLAM)

£16.9 million



HES: Unplanned Schizophrenia Hospital Admissions
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HES: Unplanned Schizophrenia Hospital Admissions
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Cost calculations based on: £374/day
Department of Health Reference Costs 2012-13

Average
(excl SLAM)

£2.3million



Downward pressure on costs

 Reduce length of stay

 Reduce total number of admissions 

 Reduce re-admission rate

25
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QUESTIONS

• What can be done to support 
relapse prevention?
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• How important is schizophrenia?

• How important is it to prevent 
relapse in schizophrenia?

• Is it important enough to do 
anything meaningful about it?
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• Pooled analysis of 66 studies 
with 4365 patients with chronic 
schizophrenia

• Relapse rates over 10 month 
period

• Number needed to harm for 
antipsychotic withdrawal

NNH = 3 (95% CI 2-3)

Chronic schizophrenia:
Poor adherence leads to high relapse rates

Gilbert PL, Harris MJ, McAdams LA, Jeste DV. 
Neuroleptic withdrawal in schizophrenic patients: 
a review of the literature. 
Archives of  General Psychiatry 1995;52:173-88

% of patients relapsing*

53

16

Medication
discontinued

Medication
maintained

p<0.0001

* Data from 29 of the 66 studies where there were 
matched withdrawal and treatment maintenance groups
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Poor adherence in schizophrenia:
a large and persistent problem

Lacro JP, Dunn LB, Dolder CR et al.
Prevalence of and risk factors for medication non-adherence in patients with schizophrenia: a 
comprehensive review of recent literature.
J Clin Psychiatry 2002;63:892-909

Systematic review of literature
• 39 studies from 1980 onwards

– 10 retrospective, 15 cross-sectional, 14 prospective

• Mean duration of illness 9-24 years

• Range of adherence measures

• “Taking medication as prescribed at least 75% of the time”

49.5% of patients non-adherent
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What would be predicted annual relapse / admission rates?

If:

50% of patients don’t take treatment regularly

and

Relapse rates in these patients are about 50% in 1st year0
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Schizophrenia: 2-year Outcomes in UK
% of patients (N=1,015)

Hunter R, Cameron R, Norrie J.
Using patient-reported outcomes in schizophrenia: The Scottish Schizophrenia Outcomes Study
Psychiatric Services 2009;60:240-245 29
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Adherence is influenced by multiple factors

General
Complexity of treatment

Duration of treatment

Lack of support

Clinician / Service
Poor therapeutic relationship

Poor explanation / 
communication

Inadequate follow-up

Illness
Severity of illness

Depression / psychosis

Cognitive impairment

Mitchell AJ, Selmes T
Why don’t patients take their medicines? Reasons and solutions in psychiatry.
Advances in Psychiatric Treatment 2007;13:336-346

Patient
Concerns about side effects

Few perceived benefits

Stigma

Daily routine

Concerns about dependence

Lack of involvement
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Addressing preventable barriers to 
adherence

Patient
• Concerns about side effects

• Few perceived benefits
• Adjustment to suit daily routine
• Concerns about dependence

Clinician
• Poor therapeutic relationship

• Poor explanation / 
communication

Illness
• Cognitive impairment

General
• Complexity of treatment

Be aware of key side effects

Educate / inform patient about side 

effects

Work to avoid side effects

Involve patient in treatment decisions

Educate / inform patient about illness 

and treatment

Optimise treatment response

Simplify treatment regimen

&

Adjust dose timing to suit patient
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A strategy for preventing relapse

Individualise
antipsychotic

treatment

Medicines management
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The choice of antipsychotic medication should be made by 
the service user and healthcare professional together . . . 
Provide information and discuss the likely benefits and 
possible side effects of each drug, including:
– metabolic (including weight gain and diabetes)

– extrapyramidal (including akathisia, dyskinesia and dystonia)

– cardiovascular (including prolonging the QT interval)

– hormonal (including increasing plasma prolactin)

– other (including unpleasant subjective experiences)

Individualising 
antipsychotic 
medication
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Individualising treatment

34

Antipsychotic
Oral?
LAI?

Which treatments
are least likely to

cause these
side-effects?

Which side-effects
does the patient

most want to avoid?
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A strategy for preventing relapse

Individualise
antipsychotic

treatment

Engage patient
by improving

communication
& information

Medicines management
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Information “. . . is fundamental 
to choice and making informed 
decisions. Without information 
there is no choice. Information 
helps knowledge and 
understanding. It gives patients 
the power and confidence to 
engage as partners with their 
health service.”



Reaching agreement on the necessity 
for treatment

• Benefits of treatment vs no treatment

• How likely is it to work?

• How does it compare with other options?

– Side effects

• Risks associated with poor adherence to 
treatment
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http://www.nhs.uk accessed 30.06.15
Copyright © John Donoghue 2015
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http://www.nhs.uk/


www.nhs.uk/medicine-guides/pages/MedicineOverview.aspx?condition=Schizophrenia and Psychosis&medicine=Olanzapine&preparation=Olanzapine 10mg oral lyophilisates sugar free

Accessed 30.06.15

• Benefits of treatment vs no treatment

• How likely is it to work?

• How does it compare with other options?

• Risks associated with poor adherence to treatment











www.nhs.uk/medicine-

guides/pages/MedicineOverview.aspx?condition=Schizophrenia 

and Psychosis&medicine=Olanzapine&preparation=Olanzapine 

10mg oral lyophilisates sugar free

Accessed 30.06.15



41

http://www.cqc.org.uk/surveys/mentalhealth accessed 26.09.2013

58 MH Trusts; >13,000 patients

Medicines:
• 32% - views taken into account ‘only to some extent’

• Only 43% definitely told of possible side-effects

• 48% not given information in a way they could understand

• 23% - medicines not reviewed in past 12 months

http://www.cqc.org.uk/surveys/mentalhealth


A strategy for preventing relapse

Individualise
antipsychotic

treatment

Avoid complex
treatment
regimens

Engage patient
by improving

communication
& information

Medicines management
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A strategy for preventing relapse

Individualise
antipsychotic

treatment

Avoid complex
treatment
regimens

Ensure patient 
understands 

treatment regimen

Engage patient
by improving

communication
& information

Medicines management

Adjust to
daily routine

Ensure easy 
access

to repeat 
prescription

Consider
depot

antipsychotic
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Poor adherence in 1st episode schizophrenia 
leads to high rates of relapse

• 5-year follow-up study after 
initial recovery from first 
episode of schizophrenia or 
schizoaffective disorder

• Discontinuation of 
antipsychotic medication 
increased risk of relapse 
almost 5-fold

Robinson D, Woerner MG, Alvir JMJ et al.
Predictors of relapse following response from a first episode of 
schizophrenia or schizoaffective disorder
Arch Gen Psychiatry 1999;56:241-47

Cumulative rates (%) of relapse
over 5 years follow-up

82

78

86

1st relapse 2nd relapse 3rd relapse

45



Antipsychotic discontinuation in 1st episode 
schizophrenia leads to rapid relapse

• Patients stable for 1 year after 
recovery from first episode of 
schizophrenia or 
schizoaffective disorder

• Randomly assigned to 
continue antipsychotic or 
gradual withdrawal

• Primary outcome:

– Relapse-free survival at 9 months

• Study terminated prematurely 
for ethical reasons

Boonstra G, Burger H, Grobbee DE, Kahn RS
Antipsychotic prophylaxis is needed after remission from a first psychotic 
episode in schizophrenia patients: results from an aborted randomised trial.
Int J Psychiatr Clin Pract 2011; 15: 128-34

Rates (%) of relapse-free survival at 9 months

88

18

Continuation group Discontinuation
group

46

P=0.001

N=11
N=9



http://www.who.int/chp/knowledge/publications/adherence_introduction.pdf

Final thoughts:

• Patients should be supported, not blamed

• Health systems must evolve to meet new challenges

• Health professionals need training in supporting adherence

• A multidisciplinary approach is needed

• Improving adherence may have a greater impact on 
health than incremental improvements in medicines
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Summary
• Poor adherence in schizophrenia is common and 

results in

– Severe psychiatric morbidity

– High cost burden for the NHS

• Pragmatic interventions could remove barriers to 
adherence and prevent relapse

– Individualising treatment

– Improving patient engagement

– Reducing complexity of regimens

– Earlier / wider use of antipsychotic LAI
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www.mentalmeds.co.uk
49
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