Supplemental Figure 1, related to Figure 1

(A) Brain: KD (12 mo) vs CD (12mo) (B) Brain: CD (26 mo) vs CD (12 mo)
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Supplemental Figure 2, related to Figure 1

(A) Brain: CD (26 mo) vs CD (12 mo) (MSigDB)(C) Brain: 1 week CD/KD (12 mo) and 1 week CD/KD (22 mo) (qPCR)
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(B) Brain: CD/KD (12 mo) and CD/Cyclic KD (26 mo) (RNA-seq)
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Supplemental Figure 3, related to Figure 1

(A) Brain: KD (12 mo) vs CD (12 mo) (GO)
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(B) Brain: CD (26 mo) vs CD (12 mo) (GO)
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(D) Brain: KD (12 mo) vs CD (12 mo) (KEGG)
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(E) Brain: CD (26 mo) vs CD (12 mo) (KEGG)
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Supplemental Figure 4, related to Figure 1

A) Brain: CD/KD (12 mo) and CD/Cyclic KD (26 mo) (deconvolution)
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Supplemental Figure 5, related to Figure 1
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(B) Liver : Cyclic KD (26 mo) vs CD (26 mo)
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(C) Liver: Cyclic KD (26 mo) vs CD (26 mo) (MSigDB) (D) Liver: CD/Cyclic KD (26 mo) (RNA-seq)
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Supplemental Figure 6, related to Figure 1

(A) Liver:
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(C) Liver: CD/KD (12 mo) (RNA-seq)
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Supplemental Figure 7, related to Figure 1

(A) CD/Cyclic KD (26 mo)
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(C) Liver weight vs liver gene expression
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Supplemental Figure 8, related to Figure 1

(A) Cyclic KD (brain vs liver) (RRHO)

Brain mRNA

(B) Liver gene expression vs brain gene expression
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Supplemental Figure 9, related to Figure 1

(A) Liver weight vs brain gene expression
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Supplemental Figure 10, related to Figure 1
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Supplemental Figure 11, related to Figure 2

(A) Human primary microglia (LPS time course) (QPCR)
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Supplemental Figure 12, related to Figure 2

(A) Ctrl (+ LPS) vs Ctrl (- LPS) (MSigDB)
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Supplemental Figure 13, related to Figure 2

(A) Human primary neurons (GO)
R-BHB (- LPS) vs Ctrl (- LPS)
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(B) Human primary astrocytes (GO)
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(C) Human primary microglia (GO)
R-BHB (- LPS) vs Ctrl (- LPS)
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Supplemental Figure 14, related to Figure 2

(A) Human primary neurons (KEGG)
R-BHB (- LPS) vs Ctrl (- LPS)
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(B) Human primary astrocytes (KEGG)
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Supplemental Figure 15, related to Figure 2

(A) Brain cells (R-BHB) vs Brain (KD) (RRHO)
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Supplemental Figure 16, related to Figure 3
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Supplemental Figure 17, related to Figure 3

(A) Mouse primary microglia + R-BHB (10 mM) # siHcar2 + siHnrnpa1 (QPCR)
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Supplemental Figure 18, related to Figure 3
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Supplemental Figure 19, related to Figure 3

(A) Mouse primary microglia + R-BHB (10 mM) + IR (15 Gy) (QPCR)
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Supplemental Figure 20, related to Figure 3

(A) Mouse primary astrocytes (QPCR)
3 2000-
5 1500 :

£ 1000 ©

Hﬂ g

I11b
Y
7 e
T

BB O A R RO A A A 355880
RREP & RRES BRES B
S W A R
2.0 150 8- 2000+
1.5+ 6- T 1500
N _ 100+ N N #
S 1.0- IS § 41 & 1000
0.0-¢ FI" 0 f}| . N 0 Fﬁﬁ [Ih{] 0 ﬂ
R SRRSALoS SRR Lo RS Lo ARLLR
LR ST ST el ®
éfbé(b e’bé'b éfbé’b é’bé@
(B) Mouse primary astrocytes (WB)
- LPS +LPS
© # 2
v X ?f & N S o ®
¥ PP Ty T T
H3Kgbhb | == p—
HaK9ac | ———] J—
H3 | —————————————— | | ——————— e —————e———— |
— 150
—75
Kac o e . - — 37
S —20
- |- 15 kD)
- 7 150
—75
. - - — 37
Kbhb
—20
— 15 (kD)

o-LPS
o+LPS



Supplemental Figure 21, related to Figure 3

(A) Mouse IMG microglial cells (QPCR)
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Supplemental Figure 22, related to Figure 3

(A) Mouse BV-2 microglial cells (QPCR)
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Supplemental Figure 23, related to Figure 3

(A) Mouse bone marrow-derived macrophages (BMDMs) (QPCR)
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(B) Mouse BMDMs (ELISA)
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Supplemental Figure 24, related to Figure 4
(A) Mouse primary microglia + R-BHB (10 mM) + NaCl (10 mM) (QPCR)
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