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Developmental Brain Changes
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‘Are there grounds for believing that treatment in
children and young people should be any
different from adults?’
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NICE Guideline (CG155): Recommendations
• For transient or attenuated psychotic symptoms:

– do not offer antipsychotic medication

– consider CBT with/or without family intervention

– Treat presenting problems: anxiety, depression, substance misuse

• For psychosis:
– Offer antipsychotic in conjunction with psychological interventions

(family intervention and individual CBT)

– When prescribing antipsychotics:

• use knowledge of side-effects to inform a collaborative drug choice

• follow baseline investigation and monitoring schedule
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What’s the evidence-base?

 These recommendations were predominantly drawn from RCTs
conducted in older adult populations.

 The much larger dataset in adults includes high quality evidence
supporting the use of oral antipsychotics to improve symptoms
and improve relapse rates; family intervention to reduce relapse
rates; and CBT to decrease rehospitalisation and duration of
rehospitalisation as well as symptoms.

 The evidence presented in CG155 for children and young people
was generally of low quality and effects were equivocal

 The adult evidence was deemed strong enough to maintain the
use of a combination of oral antipsychotics, family intervention
and CBT as the central treatments in most settings for the first
episode and subsequent acute episodes.

CG 155: Psychological
interventions

 There were no RCTs of CBT in children and young people aged
≤18 years with psychosis or schizophrenia. 

 Six RCTs (N = 460) conducted in children and young people
≤25 years were reviewed.  In this age group, CBT was no more
effective than control interventions (i.e. TAU typically including
mediation) at improving psychotic symptoms, depression,
quality of life, social functioning or suicide.

 However, evidence from the significantly larger adult dataset
suggested that CBT is effective at reducing rehospitalisation
rates.
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CG 155: Antipsychotics

 Seven RCTs (N = 1067) providing clinical evidence young
people aged ≤18 years for antipsychotic medication compared 
with placebo in the treatment of the acute episode

 Quality of evidence low or very low due to very small sample
sizes, a high risk of publication bias and low internal validity of
included trials

Differential Effect: Positive
Symptoms

Study or Subgroup

PAILLERE-MARTINOT1995

KRYZHANOVSKAYA2009B

AstraZenecaD1441C00112

HASS2009B

FINDLING2008

SINGH2011

Total (95% CI)

Heterogeneity: Tau² = 0.09; Chi² = 27.04, df = 5 (P < 0.0001); I² = 82%

Test for overall effect: Z = 2.06 (P = 0.04)

Std. Mean Difference

0.05

-0.67393376

-0.36

-0.51

-0.33

0.03

SE

0.446429

0.2175373

0.206633

0.196429

0.145408

0.01531

Weight

7.5%

15.8%

16.4%

16.9%

19.5%

23.9%

100.0%

IV, Random, 95% CI

0.05 [-0.82, 0.92]

-0.67 [-1.10, -0.25]

-0.36 [-0.76, 0.04]

-0.51 [-0.89, -0.13]

-0.33 [-0.61, -0.05]

0.03 [-0.00, 0.06]

-0.30 [-0.59, -0.01]

Std. Mean Difference Std. Mean Difference

IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours 'lower dose' AP Favours placebo

Amisulpiride

Olanzapine

Quetiapine

Risperidone

Paliperidone

Aripiprazole
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Differential Effect: Negative
Symptoms

Study or Subgroup

PAILLERE-MARTINOT1995

KRYZHANOVSKAYA2009B

AstraZenecaD1441C00112

HASS2009B

SINGH2011

FINDLING2008

Total (95% CI)

Heterogeneity: Tau² = 0.01; Chi² = 5.75, df = 5 (P = 0.33); I² = 13%

Test for overall effect: Z = 3.78 (P = 0.0002)

Std. Mean Difference

-0.85

-0.37443458

-0.23

-0.66

-0.12

-0.25

SE

0.469388

0.21403956

0.204082

0.19898

0.196429

0.135969

Weight

3.4%

14.9%

16.2%

16.9%

17.3%

31.4%

100.0%

IV, Random, 95% CI

-0.85 [-1.77, 0.07]

-0.37 [-0.79, 0.05]

-0.23 [-0.63, 0.17]

-0.66 [-1.05, -0.27]

-0.12 [-0.50, 0.26]

-0.25 [-0.52, 0.02]

-0.33 [-0.50, -0.16]

Std. Mean Difference Std. Mean Difference

IV, Random, 95% CI

-1 -0.5 0 0.5 1
Favours 'lower dose' AP Favours placebo

Amisulpiride

Quetiapine

Olanzapine

Risperidone

Paliperidone

Aripiprazole
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Weight Gain with Olanzapine:
Adolescents vs. Adults
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Mean age 15.8 38.8
N 179 4,280
Days f/u 201 280

Kryzhanovskaya et al. (2012) J Child Adolescent Psychopharm. 22: 157-165

Adolsc. > Adults: weight gain, cholesterol,
triglycerides

Reducing the future burden of ill-health from
diabetes and cardiovascular disease
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• US Medicaid cohort age 6-24

• >28,000 initiated with APs

• >14,000 matched-controls

• Type 2 diabetes HR 3.03

• Age 6-16; HR 3.13

• Risk associated with atypicals

and cumulative dose

NICE (2013) CG 155
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NICE CG 155 (Update 2016)

 1.3.15 When choosing between olanzapine and other
'second generation' antipsychotic medications,
discuss with the young person and their parents or
carers the increased likelihood of greater weight gain
with olanzapine.

 Inform them that this effect is likely to happen soon
after starting treatment. [new 2016]

Antipsychotics - Summary

 Small, significant differences were found favouring ‘lower dose’
antipsychotics over placebo for total symptoms (SMD = -0.32),
negative symptoms (SMD = -0.33) and for positive symptoms
(SMD = -0.30).

 no evidence for differences in efficacy between antipsychotics

 Antipsychotics differ in adverse effect profiles

 Weight gain and metabolic effects greatest with olanzapine
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CG 155 GDG Conclusions:
 Pharmacological interventions

 Efficacy similar in children and young people to adults, but
evidence is of lower quality, and side effects may be worse
in children and young people

 Psychological interventions

 No direct evidence of efficacy psychological interventions in
children and young people, but indirect evidence of benefit
in adults

 some limited indirect evidence from young adults that
psychological interventions may be effective in the absence
of antipsychotic medication.

CG 155 GDG Conclusions:
 Psychological interventions alone?

 the GDG took the view that if the child or young person and
their parents or carers wished to try a psychological
intervention without antipsychotic medication in the first
instance, this could be trialled over the course of a month.

 The GDG emphasised that there is little evidence that
psychological interventions are effective without medication

 GDG emphasised the particular importance of family
involvement and interventions in this young age group,
owing to their greater dependency and continuing
development.
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CG155:
Research Recommendation

 What is the clinical and cost effectiveness of:

 psychological treatment alone

vs.

 antipsychotic medication alone

vs.

 psychological treatment and antipsychotic
medication combined

for young people with first episode psychosis?
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