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Attaching Clinical Meaningfulness to CDR-SB Scores

Background

The Clinical Dementia Rating Scale-Sum of Boxes (CDR-SB) is the sole primary endpoint in most clinical trials
of early symptomatic Alzheimer’s Disease (AD) (Morris, 1993) and has been deployed as such in recent trials
of monoclonal antibodies against beta amyloid that have received FDA approval (U.S. Food and Drug
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Administration, 2021). These approvals have put a renewed spotlight on what is meaningful change and 2624
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To explore this, we examined the functional status of participants as measured by the Amsterdam 50 235 429 108
Independent Activities of Daily Living (A-IADL) scale in trials where the CDR and the A-IADL scale were 55 156 440 10.6
administered at the same visits (Sikkes, et al., 2012). Higher scores on both the CDR and A-IADL indicate 6.0 230 515 20.5

higher impairment. We collated data from 7 secondary prevention and early symptomatic trials involving AD

biomarker-positive participants.
Table 1: CDR-SB and Mean (SD) A-IADL Total Score Relationships
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Figure 1. A-IADL Total Score as a Function of CDR-SB
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As we approach the advent of approved FDA treatment for early symptomatic AD there is a growing need
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for real world data on the meaningfulness of the change on statistical analyses for what would constitute
meaningful change. We believe the results presented showing the relationship between loss of function as
a study participant progresses in the stages of their disease provide a more concrete, “real-world”
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understanding the association between CDR-SB scores and functional status in AD trial participants.



