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To match disease cohorts with the general population,
researchers often exclude individuals with the disease (“healthy
controls”). Alternatively, they may include those disease-free
at baseline who may develop it later (“general controls”). Few
studies have compared these methods. We examined how
control selection affects cause-specific hazard ratios (csHR)
for post-stroke dementia among stroke survivors and matched
controls. Using Ontario’s population-based Discharge Ab-
stract Database (2002-2022), we identified adults hospital-
ized with stroke. Each stroke survivor was hard-matched
1:1 to residents without prior stroke on age, sex, rural resi-
dence, neighborhood deprivation, and vascular comorbidities.
Matching was conducted separately for healthy and general
control groups. Cause-specific hazard models, accounting for
death as a competing risk (from the linked Registered Per-
sons Database), estimated associations between stroke and
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incident dementia. General controls who subsequently ex-
perienced stroke were censored at stroke onset. Of 175,980
stroke survivors, 174,787 (99.3%) and 174,817 (99.3%) were
successfully matched to healthy and general controls, respec-
tively. At 20 years of follow-up, the cumulative incidence of de-
mentia among stroke survivors was similar across both match
types (0.302 vs. 0.302). However, healthy controls had a
higher incidence than general controls (0.249 [95% ClI: 0.244—
0.253] vs. 0.238 [95% Cl: 0.234-0.242]). The csHR comparing
strokes with healthy controls (1.694 [95% CI: 1.668-1.720])
was significantly lower than that with general controls (1.759
[95% Cl: 1.731-1.787]). Using healthy controls may underes-
timate post-stroke dementia risk. General controls more accu-
rately represent the population at risk and are recommended
for matched cohort studies.
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