Supplementary Figure 1 Estimated association (with 95% CI) between pTau181 (z-
score) and covariate-adjusted memory (residuals) from Model 1 evaluated at DNAm fixed to
the 25th percentile and 75th percentile of methylation levels.
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Supplementary Figure 2 The majority (all but one) of the CpGs with a significant DNAm x

pTau interaction had non-significant marginal associations with CSF pTau181 and memory score
(PHC_MEM adjusted for age, sex, estimated cell type proportions, and number of APOE4 alleles)
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Memory score (residual; covariate—adjusted)
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Supplementary Figure 3 The majority (all but one) of the DMRs had non-significant marginal
associations with CSF pTau181 and memory score (PHC_MEM adjusted for age, sex,
estimated cell type proportions, and number of APOE4 alleles)

Memory score (residual; covariate—adjusted)

Memory score (residual; covariate—adjusted)

Residual cognition vs DMR

DMR chr4:183987356-183987864
Spearman . = 0.10, p = 0.366

1-
° o
]
A
) .'
e O
° f
01 //:ﬁ.rr
) 03. 0..
° . ' o‘... e
® o %
[}
)
_1-
]
60 70 80 90
DMR (beta—mean, %)
Residual cognition vs DMR
DMR chr19:50983852-50984249
Spearman . = -0.05, p = 0.669
]
)
° [ ]
(]
1-
1 ®
® °
ee °
e % ® .'
] [ ] Y )
(] ) Y
° o o8
- ® C °
0 e e oz o .o...
(] @0 'Y )
e ° ®o :o ¢ °
° ®
] ® o °
)
[ ]
_1-
]
20 25 30 35 40 45

DMR (beta—mean, %)

pTau (z—score)

pTau (z—score)

pTau vs DMR

DMR chr4:183987356-183987864
Spearman . = 0.16, p = 0.133

31 )
°
21 ° .
o 0°°
) ]
0
° )
14 %o ‘3’:
° ° ° .o' >
) .'.
L)
i 0%% o
0 °® ‘0 s
)
(] ° )
) )
] ® o @ o
-14 °© 9 o
° ®
o. °
[ ) °
-2 ° 3
60 70 80 90
DMR (beta—mean, %)
pTau vs DMR
DMR chr19:50983852-50984249
Spearman . = -0.01, p = 0.925
31 )
)
2 ‘.
) ° ° ®
e ©
(] (] ® )
°
1 .‘ ) LY e % °
e o ‘. P
) . o °
e l. o °
01 ® .. ° e .“.
o o °
® [ ° (] ) o
° : o o
-1 4 ° [ o © Y
e )
° ®
i ®
-2 ° 4 °
20 25 30 35 40 45

DMR (beta—mean, %)



Memory score (residual; covariate—adjusted)
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Memory score (residual; covariate—adjusted)
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Memory score (residual; covariate—adjusted)
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Memory score (residual; covariate—adjusted)
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Memory score (residual; covariate—adjusted)
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