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Abstract (499/500 words) 

Methodological question being addressed: The within-person meaningful change threshold 

(MCT) of Quality of Life in Depression Scale (QLDS) was assessed using anchor-based and 

distribution-based approaches.    

Introduction (AIM): The Quality of Life in Depression Scale (QLDS) is a patient-reported 

questionnaire designed to assess the impact of depression on the quality of life of patients. The 

within-patient meaningful change threshold (MCT) of QLDS has never been established among 

patients with Major Depressive Disorder (MDD) who have active suicidal ideation with intent. In 

this study, within-person MCT for QLDS was assessed using data from two phase 3 studies.  

Methods: Two randomized, placebo-controlled clinical trial, Aspire I (NCT03039192) and Aspire 

II (NCT03097133) were used separately in this analysis. The objective of these trials was to 

evaluate the efficacy of intranasal esketamine compared with intranasal placebo in addition to 

comprehensive standard of care in reducing the symptoms of MDD in adult patients with active 

suicidal ideation with intent. For the anchor-based approach, the Montgomery-Åsberg 

Depression Rating Scale (MADRS) was used as the primary anchor. Other potential anchor 

variables, including the clinical global impression of severity of suicidality revised version (CGI-

SS-r), the clinical global impression of imminent suicide risk (CGI-SR-I), and EuroQol visual 

analogue scale (VAS) were explored. Spearman correlation coefficients between the change in 

QLDS and the change in potential anchor variables from baseline to Day 25 were calculated to 

confirm the relevance of the anchor. Change of QLDS between baseline and Day 25 was 

calculated in patients with meaningful change defined by the anchor variable. Coefficients 

yielded from linear regression of EQ VAS and QLDS were used to provide additional data to 



evaluate the MCT of QLDS. Distribution-based approach using ½ standardized deviation (SD) of 

change in QLDS was also calculated.  

Results: In the Aspire I study, the mean improvement in QLDS from baseline at Day 25 was 4.22 

(SD=5.51) among patients who improved one category in MADRS using severity criteria: no 

depression (<13), mild (13 to 21), moderate (22 to 28), severe (>28). The mean improvement in 

QLDS was slightly different using alternative MADRS criteria : it was 3.87 (SD=4.88) with 

categories no depression (<7), mild (7-19), moderate (20-34), severe (>34); it was 3.80 

(SD=5.11) using categories no depression (<13), mild (13-17), moderate (18-34), severe (>34). 

Linear regression was conducted on QLDS with EQ VAS. Using the intercept and the coefficient 

of EQ VAS yielded from the regression, 7-point improvement in EQ VAS, which is the MCT for 

EQ VAS, leads to 4.8 improvement in QLDS. The ½ SD of change in QLDS was 3.04 in the Aspire I 

study. Similar results were observed in the Aspire II study. Considering all MCTs identified for 

QLDS using different anchors and distribution-based approaches, the median improvement in 

QLDS was 4.22 for the Aspire I study, and 3.72 for the Aspire II study.  

Conclusion: Using multiple anchors and distribution-based approach, our findings suggested 

that within-patient MCT of QLDS is a 4-point improvement among patients with Major 

Depressive Disorder who had active suicidal ideation with intent.           


