
• In a historical cohort of individuals with EOP, to investigate the

prospective association of demographic and clinical variables at first

presentation to services with the eventual development of multiple

treatment failure (MTF)

 MTF = initiation of 3rd trial of novel antipsychotic for psychosis

• Hypothesis: the presence of NS at first presentation, of premorbid

difficulties (e.g. comorbid ASD), and 1st degree family history of

psychosis would be positively associated with MTF
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• In adult-onset psychosis, a number of factors are associated with poor

outcomes, including: severity of negative symptoms (NS) at illness onset,

presence of premorbid difficulties & family history of psychotic disorder [1]

• If and how these factors effect psychosis prognosis in children and

adolescents is unclear [2,3]

• Furthermore, very little is known about the effect of these risk factors on

the response to antipsychotic medications in early-onset psychosis (EOP)
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Predictors of multiple treatment failure of antipsychotics

in early-onset psychosis

Longitudinal naturalistic study of historical clinical 

cohort of early-onset psychosis in South London (n=638) 
1) Main characteristics of the sample (n=638)

3) Cox regression analysis of the association between 

demographic and baseline clinical variables and MTF (n=618)

• Mean age at referral 15.6 years (1.9) [10-17], 51% male

• Mean duration of follow up = 1.79 years (SD 1.4)

• 40.8% White British, 32.8% Black ethnicity, 26.4% other / not stated

• Mean baseline CGAS score = 38.3 (15.9);  Comorbidities: 17.9% ASD, 10.2% LD, 6.3%ADHD

• 124 individuals (19.7%) developed MTF during the follow-up period, mean age 16.3 y (1.4)

2) Reasons for discontinuing antipsychotics in MTF sample (n=124)

1033 cases < 18 years old identified with 

at least one psychotic disorder recorded 

in the electronic health record

Filter applied for “clinically relevant” 

psychotic disorder

Included cases

N= 638
(61% from structured  field)

375 cases excluded

i) non-primary differential diagnosis 

ii) sub-threshold psychotic symptoms 

All MTF case notes hand-searched 

& reasons for TF codedMTF

validation*

Natural language extraction of 

‘possible’ multiple treatment failure (MTF)

0.99 sensitivity / 0.74 PPV  

43 cases re-recoded as non MTF 

638 cases, 19.7% (n=124) 

with MTF within 5 years

or before 18 years old

Flowchart of study selection, inclusion criteria 

and data extraction

*Three independent raters, hand search of 100 cases each, including all cases where MTF was identified, and a

random selection of non-MTF cases

Data extraction: from 

electronic health records, 

using the Clinical Record 

Interactive Search (CRIS) 

system

Risk of MTF 

within 5 years or before 18y

Fully-adjusted Model

H.R. (95% CI)

Complete case analysis

(CGAS available, n=384)

Fully-adjusted Model

H.R. (95% CI)

Presence of ≥2 Marder NS 1.70 (1.14 – 2.54)** 2.02 (1.18 – 3.45)*

Comorbid ASD diagnosis 1.69 (1.04 – 2.74)* 1.94 (1.05 – 3.59)*

Comorbid hyperkinetic disorder or ID 0.65 (0.36 – 1.18) 0.57 (0.24 – 1.34)

1st degree family history psychosis 2.07 (1.35 – 3.18)** 2.29 (1.29 - 4.08)**

Age at referral for FEP 1.29 (1.11 – 1.49) 1.03 (0.85 – 1.24)

Female (vs male) 1.12 (0.75 – 1.69) 1.22 (0.70 – 2.13)

Ethnicity

White British Reference Reference

White Other / Mixed 1.39 (0.76 – 2.53) 1.28 (0.57 – 2.85)

Black 1.94 (1.21 – 3.09)** 2.08 (1.16 – 3.74)*

Asian 1.30 (0.53 – 3.19) 0.99 (0.29 – 3.47)

Socioeconomic status 

1st (least deprived) Reference Reference

2nd 0.64 (0.37-1.10) 0.79 (0.40-1.55)

3rd 0.57 (0.32-1.00) 0.85 (0.43-1.70)

4th (most deprived) 0.63 (0.36-1.10) 0.58 (0.26-1.28)

Comorbid dx of affective disorder 0.73 (0.46-1.15) 0.68 (0.38-1.23)

CGAS score at baseline -- 0.99 (0.97-1.00)

*p<.05; **p<.01; ASD: autism spectrum disorder; CGAS: Children’s Global Assessment Scale; H.R.: hazard ratio; 

ID: intellectual disability; MTF: multiple treatment failure; NS: negative symptoms 

638 cases, 26.2% (n=167) 

initially identified with MTF

Cases reaching MTF threshold

within 60 days of entering the study (n=20)
Survival 

analysis 

(n = 618)

Sensitivity analysis:

Sample with baseline CGAS 

measures completed

(n= 384)

Presence of prominent negative symptoms at first presentation to services, co-morbid ASD and first degree family history of psychosis

delineate a subset of children and adolescents with psychosis at higher risk of antipsychotic treatment failure

These children may require alternative treatment strategies
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Persistent insufficient response

Persistent adverse effects

Persistent non-adherence

Variety of reasons

Insufficient response + adverse
effects
Insufficient response + non-
adherence
Adverse effects + non-
adherence

*% refers to percentages of MTF individuals for whom information on main reason of discontinuation was available, i.e. 38 cases excluded due to no reason ' or 'other reason' ascertained in the electronic health record


