
Table (T1): Full dataset characteristics. Evaluable studies (N=75) exhibited an overall success rate of 57.3%. No 
studies were identified between 2021-2023.  

Table (T2): Study success rates by date of study completion. Studies completed 1999-2006 had higher success 
rates than those completed in 2007-2020 (65.1% vs. 46.9%). 

Figure (2A): Categorical placebo response (PR) by date of study completion. Studies completed 1999-2006 
were significantly more likely to be in the lowest quartile of the PR distribution than studies completed 2007-
2020 (OR=4.39, 95%CI=1.15 to 16.73, p=0.02). 

Figure (2B): Categorical drug response by date of study completion. No differences were observed in drug 
treatment response in studies completed 1999-2007 vs. 2007-2020, measured by quartile distribution and 
mean differences. 

Figure (3A): Mean differences between studies completed 1999-2006 vs. 2007-2020. Studies completed 1999
-2006 enrolled significantly fewer patients (323.83 vs. 427.57) and patients per arm (114.46 vs. 155.61) than 
studies completed 2007-2020, with nominal differences observed in number of sites (33.3 vs. 42.5). 

Figure (3B): Mean differences between studies with lower and upper quartile placebo response. Studies with 
high (Q3) PR had significantly greater response to drug treatment (13.79 vs. 10.85) compared to studies with 
low (Q1) PR. However, studies with low PR showed significantly greater drug:placebo difference at endpoint 
(1.82 vs. 3.09). Studies with high PR enrolled significantly more patients (549.19 vs. 298.94) from more sites 
(51.77 vs. 24.54) and utilized more study arms (3.44 vs. 2.71) with more patients per arm (155.61 vs. 114.46). 


