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FIGURE LEGENDS

Supplementary Figure 1. Effects of APOE4 expression in lipid acyl chain composition.  Average mol% of acyl chain profile of glycerophospholipid (GPL)/DAG and sphingolipids (SL) from the (a) EC and (b) PVC of aged APOE4 targeted replacement mice. Lipids were annotated per total acyl carbons (length) and degree of saturation. Data represent median ± max/min. One-way ANOVA followed by Tukey’s post-hoc test for multiple comparisons was performed; n = 8, 6, and 8 for EC and n= 7, 8, and 7 for PVC in APOE3/3, APOE3/4 and APOE4/4 mice, respectively. No statistically significant results were found (p>0.05).

Supplementary Figure 2. Comparative effect of astrocyte conditioned media (ACM) on the lipid profile of wild-type (WT) neurons. a) Heatmap of lipid subclasses significantly altered in WT neurons after treatment with ACM derived from immortalized APOE3/3 and APOE4/4 astrocytes compared to control media (NO ACM). Results expressed as Z-score [(average mol% of individual lipid species per treatment−average mol% of lipid of all samples)/standard deviation of average mol% lipid] represented in gradient color; blue and red indicate negative and positive Z-score, respectively. One-way ANOVA was performed and results threshold by p<0.05; n=6. b) Normalized average mol% (fold-change) of lipid subclasses from WT neurons incubated with ACM or NO ACM. Data represent median ± max/min. One-way ANOVA followed by Tukey’s post-hoc test for multiple comparisons was performed. *p < 0.05, **p < 0.01, and ***p < 0.001. c) Table indicating top fold-change of average mol% of lipid species differentially modulated by ACM from APOE3/3 and APOE4/4 astrocytes, ranked by Tukey's post-hoc for paired comparisons versus NO ACM. Data represent median ± standard deviation. Lipid species were annotated per total acyl carbons and degree of unsaturation.
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APOE3/3 ACM Fold-Change (mean±SD) p-value APOE4/4 ACM Fold-Change (mean±SD) p-value
PCe 32:0 3,151 ± 0,093 5,8013E-09 PCe 32:0 1,856 ± 0,078 6,1915E-09



HexCer d18:1/22:1 7,683 ± 0,415 5,8013E-09 PC 38:2 4,194 ± 0,228 5,8025E-09
PCe 38:2 6,636 ± 0,393 5,8013E-09 PCe 38:2 5,354 ± 0,442 5,8036E-09
PCe 36:3 4,042 ± 0,245 5,8013E-09 BMP 36:2 11,692 ± 1,269 5,8307E-09
PCe 36:2 6,274 ± 0,490 5,8017E-09 HexCer d18:1/26:1 3,465 ± 0,299 5,8516E-09



HexCer d18:1/22:0 3,445 ± 0,170 5,802E-09 BMP 38:2 21,313 ± 1,542 5,8687E-09
PCe 38:3 5,595 ± 0,474 5,8021E-09 PC 38:1 4,096 ± 0,323 5,8751E-09



PC 38:2 4,075 ± 0,348 5,8038E-09 CE 24:6 0,172 ± 0,021 5,8865E-09
HexCer d18:1/16:0 2,497 ± 0,112 5,8101E-09 HexCer d18:1/16:0 2,259 ± 0,176 5,9461E-09
HexCer d18:0/16:0 2,393 ± 0,102 5,8161E-09 BMP 36:1 10,282 ± 1,247 6,0199E-09



PCe 36:1 4,677 ± 0,528 5,8249E-09 HexCer d18:1/22:1 4,722 ± 0,585 6,159E-09
HexCer d18:1/26:1 3,541 ± 0,222 5,8322E-09 PC 36:4 0,318 ± 0,023 6,402E-09
HexCer d18:0/22:0 3,640 ± 0,133 5,8572E-09 BMP 38:3 19,874 ± 3,187 6,4223E-09



BMP 34:1 6,597 ± 0,758 5,8684E-09 PCe 38:3 4,083 ± 0,369 6,4508E-09
CE 24:6 0,161 ± 0,061 5,8707E-09 HexCer d18:1/22:0 2,575 ± 0,272 6,8259E-09



BMP 36:2 11,113 ± 1,225 5,8728E-09 CE 22:4 0,340 ± 0,061 6,8603E-09
PCe 34:2 3,443 ± 0,361 5,9175E-09 TG 56:3/18:1 5,154 ± 0,795 8,0829E-09



CE 22:4 0,237 ± 0,029 5,9254E-09 PCe 36:2 4,113 ± 0,439 8,1458E-09
PC 38:4 0,469 ± 0,028 5,963E-09 PC 38:4 0,565 ± 0,039 8,6995E-09
PC 38:1 3,879 ± 0,405 6,0243E-09 HexCer d18:0/16:0 1,983 ± 0,186 8,7181E-09
PC 40:6 0,292 ± 0,065 6,0505E-09 BMP 34:1 5,314 ± 0,522 8,9073E-09



HexCer d18:0/16:1 2,189 ± 0,138 6,0645E-09 HexCer d18:1/24:1 3,953 ± 0,463 9,155E-09
HexCer d18:1/24:1 4,450 ± 0,460 6,1594E-09 PC 40:6 0,417 ± 0,053 9,8489E-09



PC 36:4 0,310 ± 0,033 6,3168E-09 PG 36:4 0,174 ± 0,053 9,9034E-09
PCe 38:0 0,530 ± 0,054 6,7486E-09 PCe 38:0 0,584 ± 0,051 1,1002E-08
PG 36:4 0,086 ± 0,030 6,7792E-09 HexCer d18:1/24:0 3,090 ± 0,422 1,113E-08



BMP 38:2 17,666 ± 3,164 7,0818E-09 HexCer d18:0/16:1 1,951 ± 0,125 1,2304E-08
HexCer d18:1/20:0 2,200 ± 0,141 7,1642E-09 HexCer d18:0/24:1 3,861 ± 0,599 1,5698E-08



PCe 32:1 5,360 ± 0,834 7,5332E-09 AcylPG 16:0-38:3 8,031 ± 1,314 1,593E-08
HexCer d18:0/24:1 4,218 ± 0,355 7,7037E-09 SM d18:1/16:1 7,407 ± 0,915 1,7379E-08



BMP 38:3 17,887 ± 2,101 8,8369E-09 HexCer d18:0/24:0 3,184 ± 0,473 1,8856E-08
HexCer d18:1/20:1 3,290 ± 0,236 1,2431E-08 PCe 36:3 2,356 ± 0,174 1,9041E-08



PG 38:4 0,165 ± 0,036 1,4085E-08 HexCer d18:0/22:0 2,770 ± 0,408 2,4104E-08
BMP 36:1 8,146 ± 1,193 1,4986E-08 PCe 36:1 3,304 ± 0,267 2,7987E-08



PC 40:5 0,297 ± 0,047 1,4993E-08 AcylPG 16:0-36:3 2,797 ± 0,391 3,3796E-08
PG 30:0 0,195 ± 0,028 1,5453E-08 PC 38:3 1,873 ± 0,128 3,5633E-08
PC 38:5 0,380 ± 0,046 1,7053E-08 PC 38:5 0,437 ± 0,037 4,756E-08



HexCer d18:1/24:0 2,942 ± 0,222 2,0421E-08 NAPE p18:1/18:1/20:4 2,243 ± 0,260 5,9076E-08
PCe 38:1 2,035 ± 0,165 3,8694E-08 PG 38:4 0,296 ± 0,025 8,8464E-08



AcylPG 16:0-38:3 7,445 ± 1,120 3,8863E-08 PC 40:5 0,408 ± 0,059 9,9955E-08



Supplementary Figure 2 – Miranda et al.
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