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The prevalence of schizophrenia-spectrum disorders in India (current prevalence 0.42%, 

lifetime prevalence 1.41%) is broadly comparable to global estimates. However, the 

treatment gap remains substantial at approximately 72%, considerably higher than that 

reported in most high-income countries. 

Applied to India’s 2025 population of 1.46 billion, and accounting for the widely accepted 

estimate (that 20%-30% of patients with schizophrenia develop treatment resistance), the 

probable TRS population in India ranges from 30-40 million individuals. The condition is 

associated with persistent psychotic symptoms, repeated relapses, hospitalizations, 

functional deterioration, disability, and marked caregiver burden. 

Patients with TRS in India are encountered across tertiary psychiatric hospitals, general 

hospital psychiatry units, outpatient clinics, and community follow-up settings, in which 

families often remain the main source of supervision, medication support, and long-term 

care. Tertiary centres primarily manage complex cases and clozapine initiation, while long-

term follow-up is largely provided through outpatient care. Family caregivers remain central 

to medication adherence, relapse monitoring, and ongoing psychosocial support. 

Common barriers to timely identification of these patients include delayed presentation, poor 

treatment continuity, limited specialist access, financial constraints, and variability in 

rehabilitation and monitoring services. Indian clinical practice is characterized by prolonged 

antipsychotic polypharmacy, higher caregiver burden, inconsistent medication adherence, 

and delayed referral to tertiary centres prior to initiation of evidence-based TRS management.  

A structured review of TRS assessment and management in India was conducted, 

incorporating internationally accepted diagnostic criteria, available Indian clinical data and 

published expert recommendations. TRS was operationally defined as persistent clinically 

significant symptoms despite at least two adequate antipsychotic trials, including at least one 

second-generation antipsychotic at an appropriate dose and for an appropriate duration. 

Pseudo-resistance attributable to non-adherence, substance use, comorbid medical 

conditions or inadequate drug exposure was systematically considered and excluded. 

Clozapine remains the gold standard treatment for TRS and is more commonly used in tertiary 

psychiatry centres and teaching hospitals than in peripheral or rural settings.  

In my experience, in first-episode schizophrenia, treatment typically begins with a second-

generation antipsychotic, most commonly risperidone or olanzapine. If symptoms persist 

despite an adequate trial, switching or augmentation is considered. I prefer early use of 

clozapine for inadequate responders, usually at doses of 100–300 mg/day (dosing practices 

in India, generally follow international guidelines) with occasional escalation to 500 mg/day 



(or up to 600 mg/day with higher doses reserved for severe or refractory cases). However, 

clozapine non-response remains a significant clinical challenge.  

Cautious titration is driven by concerns regarding sedation, metabolic adverse effects, 

seizures, and the need for regular hematological monitoring. Monitoring difficulties, poor 

access to routine blood investigations, stigma associated with severe mental illness, and 

financial limitations further complicate long term treatment outcomes. Selected severe cases 

additionally require psychological rehabilitation, pharmacological augmentation strategies or 

ECT. 
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