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R E P LY

Response to vanDyck, O’Dell, &Mecca letter to the editor
regarding Andrews et al. (2019)

In their letter to the editor, van Dyck et al. commented on our 2019

paper “Disease severity andminimal clinically important differences in

clinical outcomeassessments forAlzheimer’s disease clinical trials,”1 as

well as its interpretation, application, and use in subsequent research.

While we wholeheartedly agree with van Dyck et al. regarding the

importance of appropriate interpretation of our findings in the context

of clinical trial results with need for more refined definitions of clinical

meaningfulness, we disagree with their narrow characterization of our

approach, as discussed further below.

van Dyck et al. assert that “[Question 3a in the relevant NACC UDS

form (uds2-fvp-b9)] is intended to differentiate an acquired cognitive

disorder from lifelong impairment e.g., due to an intellectual develop-

mental disorder. The clinician’s assessment is therefore not concurrent

with the measured changes in CDR-SB, and other clinical instruments,

since the most recent visit.” However, they provide no evidence that

responding clinicians indeed interpreted Question 3a in that manner.

In fact, the wording of the NACC UDS Coding Guidebook creates con-

siderable uncertainty as to how the question should be interpreted.

For example, the question asks whether there is a “current meaning-

ful decline” in the subject’s abilities and requires physicians to provide

a response at every visit.2 Similarly, regarding cognitive function, the

guidebook states that: “Cognitive decline refers to changes in the sub-

ject’s usual or customary memory or non-memory cognitive abilities

reported or observed at the current visit.”

To support their interpretation of Question 3a, van Dyck et al. point

to the findings reported in Figure S1 of our 2019 paper regarding the

proportion of visits coded with clinically meaningful decline by disease

severity. However, considering the progressive nature of the disease, it

is not unexpected that people with higher disease severity continue to

experience an incremental, meaningful decline in cognitive and func-

tional abilities over time. Indeed, these findings are consistent with

reported trajectories of decline in clinical measures observed among

individuals with Alzheimer’s disease (AD)more broadly.3–5

Given the uncertainty in how clinicians may have interpreted Ques-

tion 3a underlying our anchor-based measures, it is important to

further examine the external validity of our findings. Indeed, our find-

ings are consistent with other anchor-based findings reported in the

literature, including a secondary anchor measure reported in our 2019

paper. Specifically, we conducted a sensitivity analysis using a change
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in global CDR from 0.5 to 1 as an anchor and found similar results as in

the core analyses (seeTable 5of our 2019paper).1 More recently, using

a different dataset and different anchor measures, Lansdall et al. also

reported comparable estimates for within-patient minimal clinically

important difference (MCID) over 12-month intervals.6

van Dyck et al. further commented that “determination of mean-

ingful decline is driven by the duration of the follow-up period in the

NACC UDS (one year). [. . . ] By this standard then, a therapeutic agent

would essentially need to halt progression to have a clinicallymeaning-

ful effect.”Weagree that our estimatesmayoverstateMCIDdue to the

typical 1-year interval betweenassessments in theNACCdata, anddis-

cussed this in our original paper, along with other potential limitations.

Indeed, Lansdall et al. more recently estimated MCIDs at different

intervals and reported somewhat smaller estimates at 6 months com-

pared to 12 months.5 Most importantly, however, we observe that

the findings from our paper and similar research efforts have often

been misinterpreted or misapplied.7,8 As further clarified recently in

Petersen et al.,9 these estimates should be used to infer meaningful

within-patient disease progression, and not clinical meaningfulness of

differences between groups of patients.

In conclusion, despite concerns raised by van Dyck et al. regarding

the primary anchor used in our study, our findings are consistent with

identifiable patterns of clinical disease progression across the contin-

uum of AD; a companion sensitivity analysis reported in our paper; and

more recently, published estimates of within-patient clinically mean-

ingful changes using a different dataset and anchor. We fully agree

that there is a need to refine the definitions of clinical meaningfulness

of disease progression in AD, with the aim to inform interpretation

of between-group differences evaluated in clinical trials, and in doing

so, we encourage the field to move toward incorporating patient and

caregiver perspectives.
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SUPPORTING INFORMATION

Additional supporting information can be found online in the Support-

ing Information section at the end of this article.
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