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Treatment-resistant schizophrenia (TRS) remains one of the greatest unmet needs in psychiatry. 

Although approximately 40% of individuals with schizophrenia meet criteria for TRS, outcomes 

remain poor, with related persistent psycho)c symptoms, cogni)ve and nega)ve symptoms, 

func)onal disability, repeated hospitaliza)ons, excess medical burden, and markedly reduced life 

expectancy. Despite advances in psychopharmacology and service delivery, the overall 

management paradigm for TRS has changed li,le over the last five decades, and substan)al gaps 

con)nue to compromise pa)ent outcomes. 

This presenta)on will cri)cally examine the major limita)ons and failures of current TRS 

management across the con)nuum of care. Key challenges include delayed recogni)on of TRS, 

prolonged exposure to ineffec)ve an)psycho)c treatment trials, inadequate differen)a)on 

between true TRS and pseudo-resistance related to nonadherence, insufficient dosing, 

pharmacokine)c variability, substance use or comorbidi)es, and major underu)liza)on and 

delayed ini)a)on of clozapine despite its established superiority in TRS. Addi)onal barriers 

include inadequate therapeu)c drug monitoring, fragmented mul)disciplinary care, poor physical 

health management, and limited integra)on of psychosocial and recovery-oriented interven)ons. 

The presenta)on will also discuss why current dopamine D2 receptor–centered treatment 

approaches may be insufficient for many pa)ents with TRS, par)cularly for domains such as 

nega)ve symptoms, cogni)on, affec)ve symptoms, and func)onal recovery. Furthermore, the 

limita)ons of exis)ng clinical trial paradigms and regulatory frameworks in addressing the 

heterogeneity and neurobiological complexity of TRS will be highlighted. 

Finally, the talk will outline key priori)es for improving outcomes in TRS, including earlier 

iden)fica)on, measurement-based care, op)mized clozapine use, personalized and biologically 

informed treatment approaches, and development of novel therapeu)c agents targe)ng 

mechanisms beyond conven)onal dopamine receptor blockade. These considera)ons provide 

the ra)onale for emerging inves)ga)onal strategies and next-genera)on treatments that are 

currently under development for TRS. 

 


