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Successful 

Treatment 
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% Failure 

Antidepressants 52 93 45 51.6 

Anxiolytics 40 75 36 52.0 

Antipsychotics 17 49 37 24.5 

Khan, et al. NCDEU, 2005. Site vs. Central Raters in MDD

Cr
on

ba
ch

’s 
Al

ph
a

Baseline Endpoint

Site Rater          Central Rater

Effect Size N per group 

.20 400 

.30 178 

.43 87 

.50 64 

.60 44 

.74 29 

N per group  =  16 / (ES)2

HAM-A 

Baseline to Endpoint Δ 

Site as 

Gatekeeper,  

Site Ratings 

(N=145) 

Central Rater as 

Gatekeeper,  

Site Ratings 

(N=62) 

Mean Placebo Δ -9.6 ±7.6 -7.9 ±7.8 

Mean Escitalopram Δ -12.1 ±8.0 -12.8 ±7.4 

Mean Esc - Placebo Δ -3.1 ±7.2 -5.3 ±7.2 

Effect Size 0.43 0.74 

Indication 

% Patients that would 

be excluded Indication 

% Patients that would 

be excluded 

GAD 
43% 

Psychosis 

27% 

52% 32% 

MDD 

18% 5% 

26% 56% 

51% 

Range = 5% -- 56% 

Weighted Mean = 34% (1013/2995) 

Effect of Patient Ascertainment by Remote Central Raters:  Increased Effect Size
Remote, Independent, Blinded Clinicians: Significantly increased effect size. Same drug change; 
Lower placebo change

Increasing Effect Size 
Allows for Reduction in N 
(and/or Increased Power)

Powerful benefit for either 
increasing power (certainty) or 

reducing sample (cost/time)

CONCLUSIONS
•  Patient ascertainment issues are pervasive and substantial

       • On symptom severity alone, over 1/3 of patients 
         enrolled in clinical trials may not meet protocol-specified 
         inclusion/exclusion criteria.            
      • Diagnosis is an additional source of potential error in patient ascertainment.  

•  Independent assessment of symptom severity by patients appears to have potential benefit in one MDD study

•  Remote raters appear to be beneficial for diagnosis and symptom severity assessment across several diagnoses.  

•  Accurate patient ascertainment may substantially increase effect size, which can improve power and/or 
    reduce N required
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