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The Methodological Question Being Addressed: Anchor-based analyses were used to assess the 

meaningful change threshold for the Beck Hopelessness Scale, which has not been previously described 

for MDD patients who have active suicidal ideation with intent. 

Introduction (Aims): Meaningful change thresholds (MCTs) can be derived from clinical outcome 

assessments to quantify the change in symptoms that is meaningful to the patient following 

pharmacologic treatment.  We assessed meaningful change in the Beck Hopelessness Scale (BHS) using 

anchor-based methods to determine the MCT.  

Methods: Blinded data from Aspire I and II (NCT03039192 and NCT03097133), two Phase 3 trials that 

evaluated the efficacy and safety of esketamine nasal spray in addition to comprehensive standard of 

care in patients with MDD who have active suicidal ideation with intent, were used for this anchor-

based analysis.  The BHS is a patient-reported outcome (PRO) measure that assesses an individual’s 

negative expectations regarding the future.  Multiple analysis anchors were used including 2 clinician-

reported outcomes (Clinical Global Impression of Severity of Suicidality Scale Revised [CGI-SS-r] and The 

Montgomery–Åsberg Depression Rating Scale [MADRS]) and 3 PRO items (patient-reported Frequency 

of Suicidal Thinking (FoST), Desire to die, and Feelings of hopelessness) from the Suicide Ideation and 

Assessment Tool (SIBAT).  Spearman correlation coefficients were calculated between the change in BHS 

and each of the anchor variables.  Anchor variables with correlations >0.40 were considered as anchors 

for the MCT derivation.  The mean change in BHS score at Day 25 from Baseline was calculated based on 

the categorical change in the anchor variables as well as the effect size of the change.  A negative 

change score on the BHS indicates improvement.  Cumulative distribution function (CDF) curves were 

also generated. 

Results:  The anchors selected had correlations >0.40 with the BHS, which confirmed their suitability for 

use in the MCT derivation: CGI-SS-r (r=0.43), MADRS (>0.59) FoST (>0.46), Desire to die (>0.56), Feelings 

of hopelessness (>0.56).  The anchor-based MCTs for the BHS ranged from -2 to -5 points in Aspire I and 

-2 to -6 points in Aspire II, suggesting an MCT value of -4 points.   CDF curves showed separation by 

categorical change in the anchor variable. 

Conclusions: This study is the first to derive a MCT on the BHS in a MDD patient population who have 

active suicidal ideation with intent.  The MCT represented the meaningful change from the patient 

perspective using regulatory-preferred anchor-based methodology. 
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