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Supplementary Figure 1. Stage | meta-analysis manhattan and QQ plots (all strata).
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Supplementary Figure 2. Stage Il meta-analysis manhattan and QQ plots (all strata).
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Supplementary Figure 3. Stage Il meta-analysis manhattan and QQ plots (all strata).
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Supplementary Figure 4. Stage IV meta-analysis manhattan and QQ plots (all strata).
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Supplementary Figure 5. Stage I-IV meta-analysis manhattan and QQ plots (all strata).
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Supplementary Figure 6. Sex stratified meta-analysis manhattan and QQ plots.
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Supplementary Figure 7. APOE and sex stratified meta-analysis manhattan and QQ plots.
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Supplementary Figure 8. RRA integrative analysis in blood: enrichment analysis for (A) common genes, (B) APOE2, (C) APOE3, (D) APOE4

specific candidates.
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Supplementary Figure 9. RRA integrative analysis in cortex: enrichment analysis (A) common genes, (B) APOE2, (C) APOE3, (D) APOE4
specific candidates.
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Supplementary Figure 10. Blood proteomics heatmap for RRA blood candidates (ADDN dataset, all strata).
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Supplementary Figure 11. Protein expression of relevant RRA blood candidates by APOE stratum and case status.
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Supplementary Figure 12. Cortex proteomics heatmap for RRA cortex candidates (meta-analysis, all strata).

www.aging-us.com 9 AGING



-log(Ope pvalue)
B
08
APOC1
06 L2

-log(Oli pvalue)

04 M8
APOE 0z [ |2

-log(Mic pvalue)

I L] Hso
-0.2
CD44 5

-log(inh pvalue)

6 —
Hl
CLPTML

-log(Exc pvalue)

st
5

-log(Ast pvalue)

!

-log(RRA E4 pvalue)

3
Hz
-log(RRA E3 pvalue)
22
12
-log(RRAEZpvalue) S SZEREE3E

21
15

-1og(Opc pvalue)
12
APOE 1
o
-log(Oli pvalue)
o512
o
o -log(Mic pvalue)
| Hls
CLPTM1 5
-log(inh pvalue)
4
1
-log(Exc pvalue)
10
2
cDcaz -log(Ast pvalue)
15
s
D44 4»;;(mu E4 pvalue)
Hz
-1og(RRA E3 pvalue)
PGMZL1 2.2
L 12

-log(RRA E2 pvalue)
21

2do

6oy |

15

v

-log(Opc pvalue) -log(Opc pvalue)
15 B 7
1
APOC1 DsT
08 o5 1
-log(Oli pvalue) " Jtog(oli pvalue)
065 7
0.4,
0.5 CD44 N
02 _jog(Mic pvalue) _o.5 -logiMic pvalue)
I Hzo "3
o
CDa4 5 cDc42 0.5
-log(inh pvalue) -log(Inh pvalue)
15 20
05 5
PGM2L1 PGM2L1
-log(Exc pvalue) -log(Exc pvalue)
4 a0
1 10
CLPTM1 -log(Ast pvalue) CLPTM1 -log(Ast pvalue)
6 12
1 2
e -lw;luu\ E4 pvalue} -Iug;w E4 pvalue)
2 2
-log(RRA E3 pvalue) -log(RRA E3 pvalue)
2.2 22
12 12

-log(RRA E2 pvalue) -log(RRA E2 pvalue)
2.1 2.1

15 15

(anjead >do)Boj- |

Supplementary Figure 13. Cortex snRANseq heatmap for RRA candidates shared by the three APOE strata: (A) Unstratified, (B) APOE2, (C)
APOE3, (D) APOE4 AD cases vs controls.
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Supplementary Figure 14. Cortex snRANseq heatmap for APOE2 RRA cortex candidates.
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Supplementary Figure 15. Cortex snRANseq heatmap for APOE3 RRA cortex candidates.
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Supplementary Figure 16. Cortex snRANseq heatmap for APOE4 RRA cortex candidates.
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