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Treatment-resistant schizophrenia (TRS) has been defined as the persistence of positive symptoms despite two or more trials of
antipsychotic medication of adequate dose and duration. TRS is a serious clinical problem and occurs in approximately 30% of
patients with schizophrenia. It is important that patients who do not adequately respond to antipsychotics be reevaluated to ex-
clude or address causes other than non-responsiveness to medication, that is, the possibility of pseudo-resistance. In particular,
non-adherence to oral antipsychotic treatment should be monitored to rule out pseudo-resistant cases of TRS. Moreover, patients
with TRS who take their medication as required may have subtherapeutic antipsychotic plasma levels, secondary to pharmacoki-
netic factors. In this paper, we review the concept and exclusion of pseudo-resistance, especially owing to non-adherence or phar-
macokinetic factors, and present methods to enhance drug adherence. (Korean J Schizophr Res 2020;23:51-57)
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Table 1. Possible factors of pseudo-resistance in the treatment of
schizophrenia

Incorrect diagnosis

Inadequate dose or duration of antipsychotic freatment
Insufficient antipsychotic plasma levels

Non-adherence to treatment

Adverse events or comorbid conditions masking response
Substance use disorders
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Table 2. Methods for evaluating medication adherence
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Subjective ratings

Objective ratings

Patient self-report of medication adherence
Clinician’s assessment based on observation
Diary of medication-taking record

Rating scales/questionnaires (e.g., DAI, MARS)

Electronic medication monitoring system (e.g., MEMS)
Pill count

Biological marker

Observing intake of oral medication

Monitoring the medication possession ratfio

Plasma drug levels

Electronic ingestible event marker

DAI: Drug Attitude Inventory, MARS: Medication Adherence Rating Scale, MEMS: Medication Event Monitoring System
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