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Supplementary Figure 1: Preparation of primary mouse astrocytes. (A) Workflow for

harvest and preparation. (B) Primary mouse astrocytes co-stained for ApoE mRNA (green)
(RNAscope) and GFAP protein (red) (IF) at 40x and 100x magnification confirming astrocyte
lineage. (C) Primary mouse astrocytes co-stained for ApoE (green) and HPRT (red) mRNA

(RNAscope) at 40x and 100x magnification.
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Supplementary Figure 2: Conservation of 2’0OH (Ribose) does not impact RNAI efficacy.

(A). Screen using fully modified (black) and partially modified (grey) siRNAs targeting ApoE in

N2A cells. (B) Screen using fully modified (black) and partially modified (grey) siRNAs targeting

ApoE in mouse primary astrocytes. Dose: 1.5 pM; 72 -hour timepoint; mRNA quantified using

QuantiGene.



Table 1: siRNA sequences and chemical modifications

Accession
Name Gene Number Anti-sense strand Sense strand
Apoe_156 | Mouse ApoE | NM_009696 ch’B(;;?%‘“gggfé;’;?ﬂ;ﬁg};ﬁzﬁ)ér;#%)g)u)(mG)(fA)(mU)(fu)(mG)#( (FG)#(MC)#(TC)(MA)(FA) (MU)(FC)(MA)(FC)(MA) (FA)(mU)(fU)#(MG)#(fA)-TegChol
Apoe 416 | Mouse ApoE | NM_009696 fd;t’%ﬁg;’()f#c(gk’%ﬁg’;ﬁ%‘;ﬁ&’g‘;@é@(mG)(fC)(mc)(fu)(mU)#( (FUHMA(EA)MA)(FG)(MG)(FC)(MU)(FU)(MA(FC) (MA) (FA)#(MA)#(FA)-TegChol
Apoe_636 | Mouse ApoE | NM_009696 fpé;;%%ﬁ;izﬁ;‘:ﬁ(c%(fjﬁ((?éﬁgg{S;‘;%‘;G)(mc)(fu)(mu)(fe)(mc)#( (FG)#(MC)H(G)(MC)(FA)YMA)(FG)(MC)(G)(MC)(FU)(MU) FG)H(MA)#(FA)-TegChol
Apoe_1004 | Mouse ApoE | NM_009696 Bg?&ggﬁgg’;‘(‘gg;;)((frﬂ;’#z((ﬁg()’;(%()fc)(mA)(fC)(mU)(fA)(mU)#(f (FCHHMA(FA)MU)(FA)(MG)(FU)(MG)(FG)(MA)(FA)(MG) (FAY#(MC)#(fA)-TegChol
Apoe_1032 | Mouse ApoE | NM_009696 fé;;%%#c(;gg:‘é;?%%;&%;gﬂ%gﬁé?)(mG)(fU)(mU)(fu)(mG)#( (FG)#(MG)H(FC)(MA)(FA)MA)(FC)(MC)(FU)MG)(FA)MU)(FG)#(mG)#(fA)-TegChol
P(MUYH(G)#(MG) (FA) (MU) (FA)(MC) (FU)(MC) (FA) (MU) (FU) (MG )#(
Apoe_1103 | Mouse ApoE | NM_009696 | ¢x)u mus(fU)#(mC)#(fU)#(mC)#(C) (FAM#(MU)H(FC)(MA)(FA)YMU)(FG)(mA)(fG)(mU) (FA)mU) FC#(MC)#(FA)-TegChol
Mouse AooE | M 000606 | PMUEIG)H(mA)EA)YmG)(TG)(mA) FU)(mA)FC)mU)FC)mAY(T
Apoe_1106 | 'OUS€ AP0 — U)H(mU)H(EG)HmMA(FU)(mU)(C) (FA(MA)H(EU)(MG)(FA)MG)(FU)MA)(FU)(MC)(FC)(mU)(FU(MC)#(FA)-TegChol
Mouse AoE | NV 009606 | PMUYAIG)H(MG)(IA)(mG)(A)(mA) FG)mG) FAYmMU)FAYmC)H
Apoe 1109 | 'OUSE€APO - FUYHMC)A(FAYHMU)E(FUY(MG)4(TA) (FG(MAY(FG)(MU)(FA)(MU)(FC)(MC) (FU)(mU)(fC)(mU)(fFC)#(mC)#(fA)-TegChol
ouse AooE | M 009606 | PMUEIA)HMO)(fAYmG)(IG)(mA)(fG)(mA) (FA)MG)(1G) AT
Apoe 1112 | VOUSEARO — U)HMA)H(FC)HmU)A(FC)IA(MA)(FU) (FU)H(MA)#(FU)(MC)(FC)(mU)(FU)(MC)(fU)(MC)(FC)(MU) (FG)#(mU)#(fA)-TegChol
ouse AooE | M 009606 | P(MUEIAYHMG)(G)(mA)(C)(mA) fG)(mG)(FA)mG) (A) AT
Apoe 1115 | VOUSEARO — G)H(MGH(FAYMU)H(FAY(MC)#(fU) (FC)#(MC)#(FU)(MU)(FC)(MU)(FC)(MC) (fU)(MG)(U)(MC) (FC)#(mU)#(fA)-TegChol
Apoe_1119 | Mouse ApoE | NM_009696 fA(;?f%*g;ggﬁg&iﬁ%ﬁ%éﬁgg CUMANFCYMAYFCHMEIH( | (tcy4(mU)#(FC)(MC)(FU)(MG)(U)MC)(FC)(MU)(FG)MC) (FA)#(MA)#(FA)-TegChol
P(MU)A(FU)#mMG)(FU)(mU)(fG)(mC)(fA)(mG) (FG)(mA)FC) A
Apoe 1121 | MOUS€ ApOE | NM_009696 | vy cyu(ray(mG ) #(FA)EMA)E(IG) (FC)#(MC)#(FU)(MG)(fU)(MC)(FC)(MU)(FG)(MC)(FAYMA) (FC)#(MA)#(FA)-TegChol
Apoe_1123 | Mouse ApoE | NM_009696 fé;;%%‘%;?gfé;‘tﬁgﬁ(&%EI%)’%)A(; CUMCYAYMEYICHMAM( | )5(mG)#(U)(MC)(FC)MU)EG)(MC) (FA)(MA) (FC)MA) FA(MC)#(FA)-TegChol
P(MU)#(fU)#mMG)(fU)(mU)(G)(mU)(fU)(mG)(FC)(mA) (FG) (MG)#(
Apoe_ 1124 | Mouse ApoE | NM_009696 | 1r)ume)(fA#(MG#(IG)HMAM(IG) (FG#(MU)H(FC)(MC)(fU)(MG)(FC)(MA) (FA)(C)(FA) (mA)(fC)#(mA)#(fA)-TegChol
Apoe_1126 | Mouse ApoE | NM_009696 ]f(’;(;;t’%*g‘;ﬁzﬁg’(*gfgﬁ(a%‘}]’é;;gé‘;e)(mU)(fU)(mG)(fC)(mA)#( (FC)#(MC)A(U)(MG)(FC)(MAY(FA)MC) (FA)(MA)(FC)(MA)(FU)#(MC)4(fA)-TegChol
P(MU)H(FAY#(MU)(TG)(MG)(FA)MU)(fG)(mU)(FU)(mG)(FU)mU)#(
Apoe 1129 | Mouse ApoE | NM_009696 | vy oy A)(mG)#(TG)#(mA)H(C) (FG)H(MC)(FA)MAYFC)MA)(FAYMC)(FAYMU)(C)MC)(FAM(MU)4(TA)-TegChol
ouse AooE | M 009606 | PMUEIL)AMG)IG)MA)(U)(mA) (U)mG)(G)mA) U)(mGK
Apoe 1134 | VOUSEARO — FU)HMU)A(FG)#(mU)E(FU(MG)#(FC) (FAYH(MA(FC)(MA)(FU)(MC)(FC)(MA)(FU)(mA)(FU)(mC)(fFC)#(mA)#(fA)-TegChol
ouse AooE | M 009606 | PMUEIAYAMO)(C)mUY(IG)(mG)(C)mU)(G)mG)FAYmUYK
Apoe 1141 | VOUSEARO — FAYHMU)HEGH(MG)H(FA)HmU)(G) (FAYH(MU)#(FA)(MU)(FC)(MC)(FA)(MG)(FC)(MC) (FA)(MG) (FG)#(mU)#(fA)-TegChol
Vouse AooE | M 009606 | PMUAIG)H(mMG)(IG)(mC)(C)(mAY(C)mC)FU)(mG)(G)(mMC)A(
Apoe_1146 use Ap - fU)HMG)H(G)#MA)HU)H(mA)# () (FC)#(MA)(G) (MC)(FC)(MA) FG)(MG)(FU)(MG)(FG)(MC)(fC)#(MC)#(fA)-TegChol
Moo AooE | N 009606 | PMUAIG)EMA)IG)(mA)(G)(mG)(fU)mG)(C)mU)(U)mG
Apoe_1163 p - FAM(MG)HPAM(MC)H(A)#H(MG)H(G) (FC)#(MUYH(C) (MA)FA)MG)(FC)(MA)(FC)(MC) (FU)(MC) (FU)#(mC)#(fA)-TegChol
ouse AooE | M 009606 | PMUAIGIEMC)AC)mA)(G)(mA)(IG)mA)(G)mG)(fU)mG)#(
Apoe_1167 p . FCYHMUYHTU)H(MG ) HEAYHMG (A (FA(MGH#(TC)(MA)(TC)(MC)(FUYMC)(FU)(MC)(FU)MG)(FG)#(MC)#(FA)-TegChol




P(MU)#(fU)#mU)(FA)(MA)(fG)(mC)(fA)(mA)(fG)(MmG)(fG) (MC)#(

Apoe 1188 | MOUSE APOE | NM_009696 | oy i Ay (fC)#(mC)H(FAYHMG)#(TA) (FU)#(MG)#(IG)(MC)(FC)(MC)(FU)(MU)(FG)(MC)(FU)MU) FA)(mA)(FA)-TegChol

Apoe_1191 | Mouse ApoE | NM_009696 g()';‘(trﬁg(%*é()’;(‘gg’)ﬁgwg((%()mgﬁ)(mG)(fc)(mA)(fA)(mG)#(f (FCH#MC)H(TC)(MU)(FU)(MG)(FC)(MU)(FU)(MA) (FA)(MU) (FAM(mA)H(FA)-TegChol
P(MUYA(FU)#mMU)(FU)(mA)(FU)(mU)(FA)mA) (G (mC) (FAYmAYA(T

Apoe_ 1192 | Mouse ApoE | NM_009696 | vy Gy(fG)#(mC)#(IC)#MA(IC) (FC)#(MC#(FU)(MU)(FG)(MC)(FU)(mU)(FA)(mA)(FU)(mA) (FAY#(mA)#(FA)-TegChol
ouse AooE | M 009606 | PMUATAEMA)FU)(mC)(fU)(mU)(FU)mA)(FU)mU)FAYmA)A(

Apoe 1196 | V'OUSEARO — G)H(MO)H(FA)HMA)HEGIMG)(G) (FG)#(MC)#(FU)(MU)(FA)(MA)(FU)MA) (FA)(MA) (FG)(mA) (FU)#(mU)#(fA)-TegChol
Mouse ApoE | NV 00o6os | PMUAICH(mU)IC)mG)(IG)mA)(G)mAAYmU)(CYmU)K

Apoe_1203 - FUHMU)#PANMUYEUYH(mA)#(EA) (FA(MA(EA)(MG)(FA)(MU) (FU)(MC)(FU)(MC)(FC) (MG)(FA)(MG)#(FA)-TegChol
ouse Ao | N 009606 | PMUAIAIAMA)UY(mG)(fU)(mG)(fC)mU)IC)mG)(G) mAYK

Apoe_1209 | V'Ouse Apo — G)HMAM(A(MU)#(FC)#(mU)#(FU) (fUYE(MC)#(FU)(MC)(FC)(MG)(FA)(MG)(FC) (MA) (FC)(MA) (FU)#(mU)#(fA)-TegChol

Apoe_1213 | Mouse ApoE | NM_009696 fé;%%‘gigfé’;%ﬁgﬁgg;EEQ)X)%)A(;U)(mG)(fu)(mG)(fC)(mU)#( (FCHHMG)#(FA)YMG)(FC)(MA)FC)(MA)(FU)(MU)(FC)(MU) (FG)#(mA)#(fA)-TegChol
P(MU)#(FU)#mMC)(FA)(MG)(FA)MA) FU)(mG) (FU)(MG)(FC) (MU)#(

Apoe_ 1213 | Mouse ApoE | NM_009696 | oy imG)#(1G)#(mA)H(IG)HmA)H(TA) (FC)#(MG)#(FA)(MG)(fC) (MA)(FC)(MA) (FU)(MU)(FC) (MmU)(FG)#(MAY#(FA)-TegChol

Apoe_1217 | Mouse ApoE | NM_009696 Sg;”&gg%g’;gg%“&?ﬁé‘;(%(;A)(mG)(fA)(mA)(fU)(mG)#(f (FCHHMAY(EC)(MA)(FU)(MU)(FC)(MU)(G)(MA)(G)(MU)(FC)#(mU)#(FA)-TegChol
P(MU)A(FA#(MG)(FA)(MG)(TA)(MC)(fU)(MC) (TA)(MG) (FA) (MAYH(T

Apoe 1219 | Mouse ApoE | NM_009696 | ;v )i Y#H(mG)#(FC)#(mU#(C) (FC)#(MA)(FU)(MU)(FC)(mU)(FG)(MA)(FG)(mU)(FC)(mU) (FC)#(mU)#(FA)-TegChol
ouse AooE | M 009606 | P(MUEIL)HMC)(EA)MC)(FA)MG)(A)mG)(FA)mC) FU)(mC)#(T

Apoe_1223 p - AMGHEAMA)ETU)HME)H(TL) (FCHMUH(IG) (MA)(FG)(mU)(FC)(MU)(FC)(MU)(FG)(MU)FG)H(mA)#(FA)-TegChol
ouse AooE | M 009606 | PMUEFL)HMC)(EA)mC)(FU)(mC)(FA)mC)(FA)mG) (A)mG)(T

Apoe_1227 p - AMCHTUHmMO)HTAHMG)HIA) (fG)#(MUH(C) (MU)(FC)(mU)(G)(MU)(FG) (MA)(FG)(mU)(fG)#(MAY(A)-TegChol
ouse AooE | M 000606 | P(MUAIG)A(mAYEA)mU)(FC)(mA)(FC)mU)FC)mAYTC)mAYT

Apoe_1230 p - G)HMAM(IG)#HMAM(CH(MU(C) (FU#(MC)#(FU)(MG)(FU)(MG)(FA)(MG)(FU)(MG) (FA) (MU (FU)#(MC)#(fA)-TegChol
ouse AooE | M 009606 | PMUEIL)HMU)IG)(MG)(FA)mA) fU)(mC) FAYmC) FU)mO)HT

Apoe_1233 P - AWMCHTAMG)H(TA)HMC)H(TA) (1G)#(MU)H(G)(MA)(FG)(MU) (FG)(MA)(FU)(MU)(FC)(MC) (FA}#(mA)#(fA)-TegChol

Detailed sequence and chemical modification patterns, of siRNAs. Chemical modifications are designated as follows, “#” —phosphorothioate bond,
“m” — 2’-O-Methyl, “f" — 2’-Fluoro, “P” — 5’ Phosphate.




Table 2: Partially modified sense strand sequences and chemical pattern

Accession
Name Gene Number Sense strand

Apoe_156 Mouse ApoE NM_009696 (FAYFMUH(EC)(rA) (rA) (rU) (FG) (MA) (FG) (MU) (FA)(MU) (FC)#(mC)#(fA)-TegChol

Apoe_416 Mouse ApoE NM_009696 (FAYEMAEFU)(rG)(rA) (rG) (fFU)(mA) (FU)(mC) (FC)(mU) (FU)#(m C)#(fA)-TegChol

Apoe_636 Mouse ApoE NM_009696 (FGQ)#(MA)AIG) (rU)(rA) (rU)(FC)(MC) (FU)(MU) (FC) (MU) (FC)#(mC)#(fA)-TegChol

Apoe_1004 | Mouse ApoE NM_009696 (FUYR(MA)#(fU)(rC)(rC) (rU) (fFU)(mC) (fFU)(MC) (FC) (MU) (FG)#(mU)#(fA)-TegChol

Apoe_1032 | Mouse ApoE NM_009696 (FO#(MO)#(U) (rU)(rC) (rU) (FC)(MC) (fU) (MG) (FU)(MC) (FC)#(mU)#(fA)-TegChol

Apoe_1103 | Mouse ApoE NM_009696 (FO#(MO)H(FU)(rG)(rU) (rC) (FC)(mU) (fFG) (MC) (FA) (MA) (FC)#(mA)#(fA)-TegChol

Apoe_1106 | Mouse ApoE NM_009696 (FGQ)HMUH(FC)(rC)(rU) (rG) (FC)(MA) (FA) (MC) (FA) (MA) (FC)#(mA)#(fA)-TegChol

Apoe_1109 | Mouse ApoE NM_009696 (FG)H#(MCY#(FA)(rA)(rC) (rA) (FA)(MC) (FA) (MU) (FC)(mMC) (FA)#(mU)#(fA)-TegChol

Apoe_1112 | Mouse ApoE NM_009696 (FAYE(MAEFC)(rA)(rU)(rC)(FC)(mA) (FU) (mA) (FU) (M C) (FC)#(mA)#(fA)-TegChol

Apoe_1115 | Mouse ApoE NM_009696 (FAREMUHTA) (rU)(rC)(rC) (FA)(mG) (FC)(MC) (FA) (MG) (FG)#(mU)#(fA)-TegChol

Apoe_1119 | Mouse ApoE NM_009696 (FO#(MAH(FG)(rC)(rC) (rA) (fFG)(MG) (fU)(MG) (FG) (MC) (FC)#(MC)#(fA)-TegChol

Apoe_1121 | Mouse ApoE NM_009696 (FO#H(MWAFC)(rA)(rA)(rG) (FC)(mA) (FC)(mC) (FU)Y(MC) (FU)#(MC)#(fA)-TegChol

Apoe_1123 | Mouse ApoE NM_009696 (FAYEMG)AFC)(rA)(rC) (rC) (FU)(mC) (FU)(mC) (fU)(MG) (FG)#(MC)#(fA)-TegChol

Apoe_1124 | Mouse ApoE NM_009696 (FUR(MG)#(fFG)(rC)(rC) (rC)(fU)(MU) (fG) (M C) (fU) (mU) (FA)#(mA)#(fA)-TegChol

Apoe_1126 | Mouse ApoE NM_009696 (FO#(MO)#(U) (rU) (rG) (rC) (FU) (MU) (FA) (MA) (FU) (mA) (FA)#(mA)#(fA)-TegChol

Apoe_1129 | Mouse ApoE NM_009696 (FG)H#(MO#(fFU)(rU)(rA) (rA) (FU)(mA) (FA)(MmA) (FG) (mA) (FU)#(mU)#(fA)-TegChol

Apoe_1134 | Mouse ApoE NM_009696 (FAEMAEFA)(rG) (rA) (rU) (FU)(MC) (FU)(MC) (FC)(MG) (FA)#(mG)#(fA)-TegChol

Apoe_1141 | Mouse ApoE NM_009696 (FUR(MCO)HFU)(rC)(rC) (rG) (FA)Y(MG) (FC) (mA) (FC)(MA) FU)#(mU)#(fA)-TegChol

Apoe_1146 | Mouse ApoE NM_009696 (FO#(MG)#(FA)(rG)(rC) (rA) (FC)(MA) (FU)(mU) (FC)(MU) (FG)#(mA)#(fA)-TegChol

Apoe_1163 | Mouse ApoE NM_009696 (FO#(MAHFU) (rU)(rC) (rU) (FG) (MA) (FG) (MU) (FC) (MU) (FC)#(mU)#(fA)-TegChol

Apoe_1167 | Mouse ApoE NM_009696 (FO#(MW)AFG) (rA) (rG) (rU) (FC)(mU) (FC)(mU) (fG) (MU) (FG)#(MA)#(fA)-TegChol

Apoe_1188 | Mouse ApoE NM_009696 (FQ)#(MUH(FC)(rU)(rC) (rU) (FG) (mU) (FG) (MA) (FG) (mU) (FG)#(mA)#(fA)-TegChol

Apoe_1191 | Mouse ApoE NM_009696 (FUR(MOHFU)(rG)(rU)(rG)(FA)(mG) (FU)(MG) (FA) (MU) (FU)#(mC)#(fA)-TegChol

Apoe_1192 | Mouse ApoE NM_009696 (FQ#(MUH(FG)(rA)(rG) (rU)(FG) (MA) (FU) (MU) (FC) (MC) (FA)#(MA)#(fA)-TegChol

Apoe_1196 | Mouse ApoE NM_009696 (FAREMUHFC)(rA) (rA) (rU) (FG) (MA) (FG) (MU) (FA) (MU) (FC)#(mC)#(fA)-TegChol

Apoe_1203 | Mouse ApoE NM_009696 (FAYEMAEFU)(rG)(rA) (rG) (fFU)(mA) (FU)(mC) (FC)(mU) (FU)#(m C)#(fA)-TegChol

Apoe_1209 | Mouse ApoE NM_009696 (FGQ)#(MAAIG) (rU)(rA) (rU)(FC)(MC) (FU) (MU) (FC) (MU) (FC)#(MC)#(fA)-TegChol

Apoe_1213 | Mouse ApoE NM_009696 (FUYR(MA#(fU)(rC)(rC) (rU) (fFU)(mC) (fFU)(MC) (FC) (MU) (FG)#(mU)#(fA)-TegChol

Apoe_1213 | Mouse ApoE NM_009696 (FO#(MO)#(U) (rU) (rC) (rU) (FC)(MC) (fU) (MG) (FU)(MC) (FC)#(mU)#(fA)-TegChol

Apoe_1217 | Mouse ApoE NM_009696 (FO#(MO)H(FU)(rG)(rU) (rC) (FC)(mU)(FG) (MC) (FA) (MA) (FC)#(mA)#(fA)-TegChol

Apoe_1219 | Mouse ApoE NM_009696 (FGQ)HMUH(FC)(rC)(rU) (rG)(FC)(MA) (FA) (MC) (FA) (MA) (FC)#(mA)#(fA)-TegChol

Apoe_1223 | Mouse ApoE NM_009696 (FGQ)H#(MCY#(FA)(rA)(rC) (rA) (FA)(MC) (FA) (MU) (FC) (M C) (FA)#(mU)#(fA)-TegChol

Apoe_1227 | Mouse ApoE NM_009696 (FAYEMAEFC)(rA)(rU)(rC)(FC)(mA) (FU) (mA) (FU) (M C) (FC)#(mA)#(fA)-TegChol

Apoe_1230 | Mouse ApoE NM_009696 (FAREMUHTA) (rU)(rC)(rC) (FA)(mG) (FC)(MC) (FA) (MG) (FG)#(mU)#(fA)-TegChol

Apoe_1233 | Mouse ApoE NM_009696 (FO#(MAH(FG)(rC)(rC) (rA) (fFG)(MG) (FU)(MG) (FG) (M C) (FC)#(MC)#(fA)-TegChol

Detailed sequence and chemical modification patterns, of siRNAs. Chemical modifications are designated as follows, “#” —phosphorothioate bond,
“m” — 2'-O-Methyl, “f" — 2’-Fluoro, “P” — 5’ Phosphate.



Table 3: Key Resources

Reagent Source Identifier
QuantiGene Probeset

Mouse ApoE Thermofisher SB-13611
Mouse PPIB Thermofisher SB-10002
Antibodies

Rabbit polyclonal anti-ApoE Abcam 183597
Rabbit polyclonal anti-beta-actin Cell Signaling Technologies 4970
Anti-NeuN Millipore MAB37
Anti-GFAP Abcam 5441
RNAscope Probe sets

ApoE ACDBIo 313271
HPRT ACDBIo 312951
Commerical Assays

QuantiGene 2.0 Thermofisher QS0011
RNAscope Fluorescent Multiplex Kit  ACDBio 320850
Deposited Data

N2A cells GSE45119

Astrocytes GSES52564

Primers Sequence

ApoE Forward GCTCAGACCCTGGAGGCTAA

ApoE Reverse

CTGTTCCTCCAGCTCCTTTTTGTA




