SUPPLEMENTAL MATERIAL

Supplemental Table I. Flow chart for analytic sample.
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Supplemental Table II. Characteristics of single versus mixed CVD neuropathology groups

Single CVD Mixed CVD Reference
Pathology Pathology Group
(n=442) (N=742) (n=290)
Demographics
Age at death (years)”" 88.246.9%* 90.2:+6.3%** 86.946.9
Sex (% female) 65.3% 67.6% 69.3%
Education (years) 16.3+3.7 16.0+3.5*% 16.5£3.5
Race (% white) 95.7% 95.9%** 92.7%
CVD-Related Neuropathology
Arteriolosclerosis (mod to severe, %) 15.6% 50.3% 0%
Atherosclerosis (mod to severe, %) 16.9% 55.8% 0%
CAA (mod to severe, %) 33.4% 50.5% 0%
Macroinfarcts (one or more, %) 18.7% 60.1% 0%
Microinfarcts (one or more, %) 15.1% 49.4% 0%
AD-Related and Other Neuropathology
NIA-Reagan Diagnosis of AD 59.7% 70.7%** 57.2%
(high or intermediate, %)"
Hippocampal Sclerosis
(prI;I;ent W?th CA1 region affected, %) 8.1% 9.2% 3:2%
TDP-43 (neocortical, %) 13.9% 15.1% 8.8%
Lewy Bodies (neocortical, %) 13.1% 10.5%* 15.8%
Cognitive Scores
Global Cognition™" -0.05+0.6 -0.23+40.7%** 0.04+0.6
Episodic Memory™ -0.08+0.8 -0.2940.8%** 0.02+0.7
Semantic Memory™™ -0.06+0.8 -0.25+0.9%** -0.01+0.9
Working Memory™ -0.0440.8 0.11+£0.8%* 0.08+0.8
Visuospatial Ability -0.02+0.8 0.02+0.8* 0.10+0.7
Perceptual speed™” -0.09+0.8 -0.31£0.9%** 0.007+0.9

all values equal mean+tstandard deviation unless otherwise noted; CVD=cerebrovascular disease;
%=percent; CAA=cerebral amyloid angiopathy. "p<0.05, ""p<0.01, *""p<0.0001 for comparisons
between single and mixed CVD pathology groups; *p<0.05, **p<0.01, ***p<0.0001 for
comparisons between either the single or the mixed CVD pathology group (separately) and the
reference group; comparisons involving AD-Related and Other Neuropathology were adjusted
for age at death.



Supplemental Table I1I. Associations between single and mixed CVD neuropathology groups
(in the same model) and decline in domain-specific cognitive functioning

Cognitive Composite Score Outcomes
unstandardized beta coefficient of interaction of stated group/pathology with time
(95% confidence intervals)

Episodic Semantic Working Visuospatial Perceptual

Memory Memory Memory Ability speed
all SINGLE 0.003 -0.01 -0.01 -0.01 -0.01
CVD profiles (0.003, 0.002) | (-0.010,-0.009) | (-0.010, -0.009) | (-0.010, -0.009) | (-0.010, -0.009)
all MIXED CVD -0.03 -0.04 -0.02 -0.02 -0.03
profiles (-0.030, -0.029) | (-0.040, -0.039) | (-0.020, -0.019) | (-0.020, -0.019) | (-0.030, -0.029)
AD-Related and Other Neuropathology covariates:
NIA-Reagan -0.07 -0.07 -0.03 -0.03 -0.05
Diagnosis of AD | (-0.015,-0.004) | (-0.087,-0.059) | (-0.047,-0.024) | (-0.042,-0.019) | (-0.065,-0.037)
Hippocampal -0.04 -0.06 -0.01 -0.02 -0.01
Sclerosis (--0.063, -0.015) | (-0.093,-0.038) | (-0.033,0.005) | (-0.038,-.0006) | (-0.043,0.003)
TDP-43 -0.02 -0.01 -0.008 -0.004 -0.01

(-0.029,-0.010) | (-0.025,-0.010) | (-0.013,-0.003) | (-0.009,0.001) | (-0.016,-0.003)

Neocortical -0.05 -0.07 -0.04 -0.03 -0.05
Lewy Bodies (-0.074,-0.036) | (-0.098,-0.053) | (-0.064,-0.033) | (-0.050,-0.018) | (-0.077,-0.040)

NOTE: CVD=Cerebrovascular disease. Linear mixed effect regression model included terms for
each of the 21 profiles listed in the table and their interactions with time (years before death),
adjusting for age, sex, education, NIA-Reagan AD diagnosis, hippocampal sclerosis, TDP-43,
neocortical Lewy bodies and their interactions with time. Bolded entries signify significance

based on 95% confidence intervals and a corrected p-value<0.01.
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