
An Exploratory Analysis of the Effect of the Severity Difference Between Positive and 
Negative Symptoms at Baseline on Last Visit Total PANSS Change From Baseline

RESULTS
• Data from 5,025 randomized subjects were included in the analysis. 

• The mean baseline difference between positive and negative factor score was 5.6(+/-
6.3) points and ranged from -15 to 38 points (Figure 1). 

• An increasing baseline predominance of positive factor over the negative factor 
decreased the last visit LOCF PANSS improvement. 

• There is evidence that subjects 
entering trials with greater 
symptom severity show larger drug 
response and larger drug placebo 
difference in acute and negative 
symptom trials (Furukawa, 2015; 
Leucht, 2019). 

• We have previously reported the 
impact of baseline severity of 
negative symptoms on the end of 
treatment change in PANSS in acute 
schizophrenia studies (Kott, 2021). 

• In the current analysis we expand 
on our prior analyses and assess 
the impact of baseline difference 
between positive and negative 
factor scores on end of treatment 
total PANSS change. 

INTRODUCTION

• Baseline PANSS and last visit LOCF 
change from baseline in PANSS 
was obtained from 15 acute 
schizophrenia clinical trials. 

• Baseline difference between the 
positive and negative factor scores 
at baseline was calculated. 

• We fitted a single regression model 
with study included as a fixed 
effect. 

• Additionally, we fitted individual 
models for each study. 

• Given the exploratory nature of the 
analysis, no correction for multiple 
testing was applied.

METHODS

FIGURE 2: IMPACT OF A 10-POINT INCREASE IN THE DIFFERENCE BETWEEN THE POSITIVE 
AND NEGATIVE FACTOR SCORE AT BASELINE ON LOCF PANSS CHANGE AT LAST VISIT

DISCUSSION
• We have previously reported a positive relationship between the baseline severity of negative factor score and end of treatment improvement in the total PANSS. 

• Our current findings expand on this observation by indicating that larger predominance of positive symptoms over negative symptoms decreases the end of treatment improvement in the 
total PANSS in the blinded data. 

• While the impact is overall small and some heterogeneity was observed between individual studies, roughly a point of the overall PANSS change is lost for a 6 point difference between the 
positive and negative factor scores at baseline. 

• This finding is to a large degree unexpected and would require confirmation in independent samples and unblinded data. 

• If confirmed, it would underline the importance of the presence of negative symptoms on the likelihood of improvement in the total PANSS in acute schizophrenia trials. 
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FIGURE 1: PREDICTED LAST VISIT PANSS CHANGE

• A 10 point increase in the difference between the positive and negative factor at baseline 
reduced the last visit LOCF PANSS change by 1.8 points (95% CI 0.9-2.6) (p < 0.001). 

• Differences were noted between individual studies, with the estimates ranging from -1.7 
(n.s.) to 4.8 (p < 0.01) units for a 10 point increase in the difference between the positive 
and negative factors at baseline. (Figure 2)
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