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Schizophrenia is one of serious mental illnesses and is often described as a heterogeneous disorder. Approximately one-third of
schizophrenia cases are treatment-resistant schizophrenia (TRS). The aim of this study was to review the definitions and clinical
features of TRS. Though it was found that the criteria for TRS were considerably diverse, the Treatment Response and Resistance
in Psychosis (TRRIP) consensus criteria were recently introduced. According to the TRRIP criteria, TRS should be suspected if
symptoms persist alongside psychotic symptoms despite sufficient treatment for >12 weeks, or two or more symptoms persist
significantly for >6 weeks. The clinical characteristics of TRS includes an earlier age of onset, more severe and familial form,
possibly more rural residence, unlikely association with male sex, and an increase in cognitive deficits. (Korean J Schizophr Res
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Table 1. Definitions of treatment-resistant schizophrenia (TRS) in treatment guidelines

Prior freatment failures (antipsychotics uses)

o - Treatment . §
Guideline Atypical . Definition of treatment failure
No. of treatment ) . duration (weeks)
antipsychotics
APA >2 failures >1 >6 Little or no symptomatic response
WFSBP >2 failures in different  >1 2-8 No significant improvement in psychopathology
chemical classes and/or target symptoms
NICE >2 sequential failures =1 non-clozapine 4-6 liness has not responded adequately
>2 failures in different 4-8 No response

KMAP . >1
chemical classes

APA: American Psychiatric Association, WFSBP: World Federation of Societies of Biological Psychiatry, NICE: National Institute for
Health and Clinical Excellence, KMAP: Korean Medication Algorithm Project for Schizophrenia
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Table 2. Definitions of treatment-resistant schizophrenia (TRS) and
ultra-treatment resistant schizophrenia (UTRS)

TRS definition (minimum)
Disease status
Severity >Moderate symptom severity
Functional impairment >Moderate impairment
Treatment response
Non-response <20% symptom reduction over
> 6 weeks

Treatment resistance >2 different antipsychotics

Dosage Equivalent to =600 mg
chlorpromazine daily

Duration >12 weeks

Adherence >80% prescribed doses

UTRS definition
Disease status Meet above criteria

Treatment response Meet above criteria

Clozapine treatment
Non-response Midpoint of target dosage range

Duration >3 months

This is a summary of the definition by the Treatment Response and
Resistance in Psychosis (TRRIP) Group (Howes et al., 2016)
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