Figure 1.
Lanes within the red dotted boxes, arranged left to right: WT group,

Control-5xFAD group, PE-5xFAD group.

Figure 1b. Lal, LC3II/LC3I
Sample 1 Lipa-cortex

Sample 3 Gapdh-Hippo

.

LC3II/LC3I
Sample 1 Lc3ll/Lc3l cortex

2D I




Sample 1 Gapdh cortex

Figure 1 f.Tmem9
Sample 1+Sample 1 Tmem9 cortex+Hippo

50kD ey el

Sample 2+Sample 2 Tmem9 cortex+Hippo

R OV—




Figure 2.
Lanes within the red dotted boxes, arranged left to right: WT group,

Control-5xFAD  group, PE-5xFADgroup, RNAi-Tmem9-5xFAD  group,

PE+OE--5xFAD group.
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Figure 3.
Lanes within the red dotted boxes, arranged left to right: WT, Control-5xFAD,

PE-5xFAD, RNAi-Tmem9, PE+OE-Tmem9.
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Figure 3a.Sdhb
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Figure 3a. Mtco2
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Figure 3c. NIrp3,Caspase-1/Cleaved caspase-1,l-18 and 11-10
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Figure 3c.11-18
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Figure 5.

Lanes within the red dotted boxes, arranged left to right: Sham, oAB group,
Oleic Acid (OA)+oAB group,Oleic Acid (OA)+oAB+Rapamycin (Rap) group,
Oleic Acid (OA)+oABR+Chloroquine(CQ) group.
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Figure 51. Mtco2
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Figure 5n. Atpaf1,Sdhb,NIrp3, Inos, Cleaved Ii-1 8 ,1I-10
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Figure 5n. Inos,Cleaved II-1 8
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Figure 5n. 1I-10
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Figure 6a. p-Ampka/Ampka for mice brain.
Lanes within the red dotted boxes, arranged left to right: WT group,
Control-5xFAD  group, PE-5xFADgroup, RNAIi-Tmem9-5xFAD  group,

PE+OE--5xFAD group.
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Figure 6c. p-Ampka/Ampka for BV2 cells with OA and oA treatment.

Lanes within the red dotted boxes, arranged left to right: Scramble,

ShRNA-Tmem9, Negative control and Tmem9 overexpression groups.
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Figure 6e-q. BV2 microglial cells transfected with Tmem9-specific shRNA
and subsequently treated with oleic acid (OA), dimethyl sulfoxide
(DMSO), or Compound C prior to oligomeric amyloid-beta (oAR)
exposure. Lanes within the red dotted boxes, arranged left to right:

DMSO group, Compound C (CC) group.

Figure 6e. p-Ampka/Ampka
Sample 1+Sample 2 AMPKa

Sample 3 p-AMPKa



________________

Figure 6 f. Atg5,P62, Lc3ll/Lc3lI
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Figure 6 h.
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Figure 6.k
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Figure 8. p-Tau,Tau
Lanes within the red dotted boxes, arranged left to right: WT group,

Control-5xFAD group, PE-5xFAD group, RNAi-Tmem9-5xFAD group,

PE+OE--5xFAD group.
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Supplementary figure 1d.
Lanes within the red dotted boxes, arranged left to right: WT group,

Control-5xFAD group, PE-5xFAD group.
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Supplementary Figure 2b. Lanes within the red dotted boxes, arranged left to

right: WT, Control-5xFAD, PE-5xFAD, RNAi-Tmem9, PE+OE-Tmem9.
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Supplementary Figure 4b. Lanes within the red dotted boxes, arranged left to
right: BV2 cells transfected wit scrambe, ShRNA-Tmem9, negative control (NC)

and OE-Tmem?9 lentivirus.
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Supplementary figure 5.

Lanes within the red dotted boxes, arranged left to right: Scramble,
shRNA-Tmem9, Negative Control (NC), and Overexpression (OE)-Tmem9.
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Supplementary figure 6.
Lanes within the red dotted boxes, arranged left to right: Scramble +

DMSO (Scramble-DMSO), Scramble+Chloroquine (Scramble-CQ),
ShRNA-Tmem9+ DMSO(ShRNA-DMSO),  ShRNA-Tmem9+Chloroquine

(ShRNA-CQ).
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Supplementary figure 6e: Uqgcrc2, Sdhb, Atpaf1,Ndufb10, Mtco2
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Supplementary figure 6g: Nirp3, Cleaved II-18, 1I-10
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Supplementary figure 7c.
Lanes within the red dotted boxes, arranged left to right: Sample 1

(Scarmble, ShRNA-Tmem9), Sample 2 (Scarmble, ShRNA-Tmem9), Sample
3 (Scarmble, ShRNA-Tmem9).
Total Lkb1, Sample 1-3

) LT T r

Gapdh, Sample 1-3

Bok

Lysosomal Lkb1, Sample 1-3

o — D ————— —— — — —
L00L- B P e e S e S5 . -




Supplementary figure 8.

Lanes within the red dotted boxes, arranged left to right: Negative Control
+ DMSO (NC-DMSO), Negative Control + Concanavalin A (NC-Con A), OE
Tmem9 + DMSO (OE-DMSO), OE Tmem9 + Concanavalin A (OE-Con A).
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