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What are the characteristics of the CADSS in the assessment of dissociation related to first 
administration esketamine in treatment resistant depression?  
 
The Methodological Question Being Addressed: Does the CADSS as an instrument adequately 
assess ketamine-type dissociation in a clinical trial context?  
 
Introduction (Aims): The CADSS was developed for measuring dissociation in PTSD but also has 
utility in dissociation with ketamine, esketamine and other drugs. While it has been used in 
many trials, there has until recently been no systematic validation of the scale with this 
population. One study (van Schalkwyk et al, 2017) analyzed the CADSS in the context of acute 
psychoactive effects following IV ketamine. They found a different factor structure than the 
original publication (an exploratory factor analysis showed just one factor with 16 items, with 
five of the six highest loading items involving perceptual disturbances, either of time or 
sensation). The authors further noted that “…the CADSS was not designed for this specific 
purpose, having been validated in other clinical contexts, and anecdotally does not appear to 
fully capture ketamine's acute dissociation/perceptual change effects.” Neehoff & Glue (2017) 
also question the CADSS validation in the context of ketamine related dissociation; implied in 
both studies is the question of whether the CADSS items are sensitive enough in this different 
application and that there are potential symptoms unique to ketamine that the scale may miss 
completely. Both of these studies had relatively low (n~100), heterogeneous sample sizes. In 
this study we used a significantly larger sample size (n=744) composed of rigorously screened 
patients with treatment resistant depression.  
 
Methods: CADSS data from a completed multicenter, global, Phase III clinical trial for 
esketamine in treatment resistant depression were analyzed. SPSS 24.0 was used and factors 
extracted using Principal Component Analysis, and rotated using Varimax with Kaiser 
Normalization.  
 
Results: Four factors had eigen values exceeding one and were identified as Identity 
Cohesiveness and Visual Disturbance, which accounted for the most variance (38.7%) followed 
by a Somatic factor (5.9%), a Cognitive factor 5.1%) and a Perceptual Intensity factor (4.5%).  
 
Conclusions: The factor analysis uncovered four factors which we labelled 1) Identity 
Cohesiveness and Visual Disturbance, 2) Somatic, 3) Cognitive, and 4) Perceptual Intensity. The 
factor analysis appears to correspond well with what we understand clinically about 
esketamine and other dissociative compounds, in that the most salient symptoms appear 
around a sense of confusion around sense of self e.g., feel confusion about who you really are 
and distortions of the visual domain, e.g., see things as if you were in a tunnel. These results 
suggest that some items of the scale are not sensitive to change and a new version of the 
CADSS specific to dissociative compounds could enhance sensitivity and specificity with a 



reduced number of items that are more salient to this phenomenon. We feel that this factor 
analysis is more robust than those most recently reported in the literature as the sample size 
and homogeneity are significantly higher than previous analyses.  
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