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Methodological Question Being Addressed 
 
To investigate the impact of cognitive heterogeneity on signal detection in clinical trials of 
cognitive impairment associated with schizophrenia. 
 
Objectives 
 
The objective of this post-hoc analysis, based on a 6-month, randomized, double blind study of 
lurasidone 40-120 mg/d (n = 163) and risperidone 2-6 mg/d (n = 76) in patients with 
schizophrenia, was to assess the magnitude of cognitive improvement in patients with higher 
versus lower levels of cognitive impairment at study baseline. 
 
Methods 
 
The modified intent-to-treat population used in this post-hoc analysis consisted of 239 clinically 

stable outpatients with schizophrenia who had at least one post-baseline Measurement and 

Treatment Research to Improve Cognition in Schizophrenia (MATRICS) Consensus Cognitive 

Battery (MCCB) assessment. MCCB was assessed at screening, baseline, week 6, month 3 

and month 6 endpoint. In the current analysis, the less cognitive impairment subgroup included 

patients who met one or both of the following criteria: 1) a test cutoff of > 40 for baseline MCCB 

composite T-score (i.e. corresponding to a range from 1SD below the normative mean to scores 

above the normative mean), 2) the presence of a large learning effect during the placebo run-in 

phase (i.e. improvement of >= 5 points in MCCB composite T-score from screening to baseline 

visit). The greater cognitive impairment subgroup included patients who did not meet the criteria 

for less cognitive impairment criteria defined above. 

Results 
 
The proportion of patients who met criteria for having less cognitive impairment 
was 44.3%, with 13.4% having baseline MCCB T-score of >40, and 38.3% having improvement 
of ≥5 points in MCCB T-score from screening to baseline visit (representing a learning effect in 
the placebo run-in phase). There were no significant differences at study endpoint in change in 
MCCB composite T-score between the complete lurasidone and risperidone groups (P = NS).  
  



 
 
Baseline MCCB composite T-score in the less cognitive impairment subgroup was 33.11 
(n=104); change from baseline in MCCB T-score was -2.74 at week 6, -2.50 at month 3, and -
2.58 at month 6 (directionally worsened). In the less cognitive severity subgroup defined as 
baseline MCCB composite T-score > 40 (n = 32), month 6 change in MCCB T-score was -3.48. 
In the less cognitive impairment subgroup with learning effect >= 5 during the placebo run-in 
phase (n = 90), month 6 change in MCCB T-score was -2.34.  
 
Baseline MCCB composite T-score in the greater cognitive impairment subgroup was 22.56 
(n=131), change from baseline in MCCB T-score was 1.91 at week 6, 2.07 at month 3, and 1.94 
at month 6 (directionally improved). In the greater cognitive severity subgroup with baseline 
MCCB composite T-score <= 40 (n = 206), month 6 change in MCCB T-score was 0.59. In the 
greater cognitive impairment subgroup with learning effect < 5 during the placebo run-in phase 
(n = 145), month 6 change in MCCB T-score was 1.44.  
  
 
Conclusions 
 
 
In this post hoc analysis, patients with greater cognitive impairment at study baseline were more 
likely to show improvement in MCCB score at study endpoint compared to those with lower 
cognitive impairment at study entry. These results have implications for patient selection and 
enrichment strategies in trials of putative procognitive agents. 
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