SUPPLEMENTAL MATERIAL

Figure S1: Comparison of purine (R) versus pyrimidine (Y) 2' modifications in the
absence of 5' phosphorylation of the guide strand. In vitro cell-based evaluation of
MRNA knockdown (error bars represent standard deviation of 4 replicates). Unmodified
ribose ("r") compared to 2'-deoxy ("d"), 2'-fluoro ("f") and 2'-methoxy ("m"). (A) ApoB
(6981), (B) ApoB (9470), (C) ApoB (10127), (D) SSB (386), and (E) SSB (963) target
sites evaluated. Single strands containing 2'F content exhibit the most pronounced
MRNA knockdown of the various single strand modification patterns tested.

Figure S2: Comparison of purine (R) versus pyrimidine (Y) 2' modifications in the
presence of 5' phosphorylation of the guide strand. In vitro cell-based evaluation of
MRNA knockdown (error bars represent standard deviation of 4 replicates). Unmodified
ribose ("r") compared to 2'-deoxy ("d"), 2'-fluoro ("f") and 2'-methoxy ("m"). (A) ApoB
(6981), (B) ApoB (9470), (C) ApoB (10127), (D) SSB (386), and (E) SSB (963) target
sites evaluated. Single strands containing 2'F content exhibit the most pronounced
MRNA knockdown of the various single strand modification patterns tested.

Figure S3: Three abasic residues (3aba) at positions 1-3 of antisense strand decrease
activity for both duplex and single strands. In vitro cell-based evaluation of mMRNA
knockdown (error bars represent standard deviation of 4 replicates). Unmodified ribose
("r") compared to 2'-deoxy ("d"), 2'-fluoro ("f") and 2'-methoxy ("m"). (A) ApoB (8786),
(B) ApoB (6981), (C) ApoB (9470), (D) ApoB (10127), (E) SSB (386), and (F) SSB (963)
target sites evaluated. All RNA oligos contain 5' phosphate (5'p).
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Table S1: In vitro potency and mRNA knockdown (at 10nM) measured in the Hepa1-6
mouse hepatocyte derived cell line. Cells transfected with RNAiI Max.

In Vitro Efficacy (24

hrs)
EC50 EC50 %KD
target mod type M) (R)  (10nM)
ApoB(8786) duplex (2'OH, 5'p) | 0.015 0.992 98

ApoB(8786)  single (2'OH, 5'p) na na 3
ApoB(8786)  duplex (2'F, 5'p) 0.015 0.999 97
ApoB(8786) single (2'F, 5'p) 1.188 0.990 91
ApoB(6981)  duplex (2'OH, 5'p) | 0.098 0.992 94
ApoB(6981)  single (2'OH, 5'p) na na 6
ApoB(6981)  duplex (2'F, 5'p) 0.042 0.997 97
ApoB(6981) single (2'F, 5'p) 0.890 0.988 89




Table S2: In vivo knockdown measured in mouse livers. Percent knockdown, error (standard deviation), and number of mice per group (N) are shown.

day 3

KD

day 2
KD

KD

day 7
KD

KD

day 14
KD

mod type N (%) (SbD) N (%) (SD) N (%) (SD) N guide strand
ApoB (8786) duplex (2'OH, 5'p) [study 1 3mpk 97 1 5 p;rU;rU;rAsrAsrGirAsrG;rArAqrG;rC;rC;rU;rU;rA;rCirU;rG;rG; muU;muU
ApoB (8786) single (2'OH, 5'p) [study 1 3mpk 14 4 5 p;rU;rUsrAsrAsrGirAsrG;rArArG;rC;rC;rU;rU;rA;rC;rU;rG;rG; muU; muU
ApoB (8786) duplex (2'F, 5'p) study 1 3mpk 98 1 5 p;fU;fUAFATG;FAFG;FATAfG;fC;fC;fU;fU;fA;fC;fU;fG; fG;mU;mU
ApoB (8786) single (2'F, 5'p) study 1 3mpk 74 6 5 p;fU;fUAFATG;FAFG;FATAIG;fC;fC;fU;fU;fA;fC;fU;fG;fG;mU;mU
ApoB (6981) duplex (2'OH, 5'p) [study 1 3mpk 85 5 5 p;rU;rU;rG;rA;rU;rC;rU;rA;rA;rA;rU;rG;rC;rA;rU;rU;rG;rU;rG;mu;mu
ApoB (6981) single (2'OH, 5'p) [study 1 3mpk 6 12 5 p;rU;rU;rG;rA;rU;rC;rU;rA;rA;rA;rU;rG;rC;rA;rU;rU;rG;rU;rG;mu;mu
ApoB (6981) duplex (2'F, 5'p) study 1 3mpk 97 0 5 p;fU;fU;G;TAfUFCTUTAFATA;fU;EG;FCTA; fU;fUSEG; fU; fG;mU; mU
ApoB (6981) single (2'F, 5'p) study 1 3mpk 61 6 5 p;fU;fUG;TAfUFCfUTAFATA; fU;EG;FCTA; fU;fUSEG; fU; fG;mU; mU
ApoB (8786) duplex (2'F, 5'p) study 2 6mpk 98 1 5 97 0 5 95 1 5 Ip;fUfUTARATG;IATG;TA;TA;fG;fC;fC; fU; fU;fAfC;fU;fG;fG;mU;mU
ApoB (8786) single (2'F, 5'p) study 2 6mpk 91 1 5 77 4 5 34 14 5 Ip;fUfUTARA TG A TG;TA;TA;fG; fC;fC; fU; fU;fA;fC;fU;fG;fG;mU;mU
ApoB (6981) duplex (2'F, 5'p) [study 2 6mpk 97 1 5 97 1 5 95 1 5 |p;fU;fUfG;fAfUFC U A A TA;fUFG; fC;fA;fU;fU;fG; fU;fG;mU;mU
ApoB (6981) single (2'F, 5'p) study 2 6mpk 84 8 3 71 3 3 19 4 4 |p;fU;fUEG;TAfUEC;fUSEAFATAFUFGFCTA; fU;fUEG; FU fG;mU; mU




Table S3: In vitro knockdown and sequence information for 180 guide strands used in this study. "ss" refers to single strand RNA, "ds" double strand siRNA, "Y" is short for pyrimidine, "R" is short
for purine, "m" denotes 2'OMe, “f" denotes 2'F, "r" denotes 2'OH, and "d" denotes 2'H. 5' phosphorylation is noted as "5'p" or "p" and abasic incorporations are noted as "3aba" or "aba".

siRNA ID

APOB8786-100
APOB8786-101
APOB8786-102
APOB8786-103
APOB8786-104
APOB8786-105
APOB8786-106
APOB8786-107
APOB8786-108
APOB8786-109
APOB8786-110
APOB8786-111
APOB8786-112
APOB8786-113
APOB8786-114
APOB8786-115
APOB8786-116
APOB8786-117
APOB8786-118
APOB8786-119
APOB8786-120
APOB8786-121
APOB8786-122
APOB8786-123
APOB8786-124
APOB8786-125
APOB8786-126
APOB8786-127
APOB8786-128
APOB8786-129
APOB6981-100
APOB6981-101
APOB6981-102
APOB6981-103
APOB6981-104
APOB6981-105
APOB6981-106
APOB6981-107
APOB6981-108
APOB6981-109
APOB6981-110
APOB6981-111
APOB6981-112
APOB6981-113
APOBG6981-114
APOB6981-115
APOB6981-116
APOB6981-117
APOB6981-118
APOB6981-119

guide strand

PirUstUsrArArGrArGrArA G rCrCirUsrU; rArCirUsrG;rG;mu; mu
p;dT;dT;dA;dA;dG;dA;dG;dA;dA;dG;dC;dC;dT;dT;dA;dC;dT;dG;dG;mU;mU
p;fU;fUFATATG FA TG TAFA TG, fC,fC; fU; fUFAFC; fUFG;fG;mU; mU
p;mU;mU;mA;MA;MG;mA;MG;mA;mA;mG;mC;mC;mU;rU;mA;mC;mU;mG;mG;mU;muU
p;fU U rArA rGrArG;rArArG;fC;fC;fU; U rAfC;fUrG; rG;mU;muU
p;fU;fU;dA;dA;dG;dA;dG;dA;dA;dG;fC;fC;fU;fU;dA;fC;fU;dG;dG;mU;mU
p;fU;fU;mA;mA;mG; mA;mG; mA;mA;mG;fC;fC;fU;fU;mA;fC;fU;mG;mG;mU;mU
p;rU;rUEATATGTATG; TAFA TG, rC;rC;rU;rU;fA;rC;rU; fG;fG;mU;muU
p;dT;dT;fA;fAfG;fAfG;fAfA;fG;dC;dC;dT,;dT;fA;dC;dT;fG;fG;mU;mU
p;mU;mU;FAAFGTA TG FAFAfG;mC;mC;mU;rU;fA;mC;mU;fG;fG;mU;mU
rU;tUrASTA TG IA NG ATA NG, rCrCirUsrUsrAsrCrUsrGrG; mu; mu
dT;dT;dA;dA;dG;dA;dG;dA;dA;dG;dC;dC;dT;dT;dA;dC;dT;dG;dG;mU;muU

fUfUTAFA TG TA TG A TA fG;fC;fC;fU; fULTA;fC;fUfG; G, mU;mU
mU;mU;mA;mA;mG;mA;mG;mA;mA;mG;mC;mC;muU;rU;mA;mC;mU;mG;mG;mU;mU
fUfUrArArG;rArGirArAgrG; fC;fC;fU U rAfC; fU rGrG;muU; muU
fU;fU;dA;dA;dG;dA;dG;dA;dA;dG;fC;fC;fU;fU;dA;fC;fU;dG;dG;mU;mU
fU;fU;mA;mA;mG;mA;mG;mA;mA;mG;fC;fC;fU;fU;mA;fC;fU;mG;mG;mU;mU
rU;rU;FAFATGFAFGTAFAFG;rC;rC;rU;rUsfArC;rUfG; fG;mU; mU
dT,dT;fAfAfG;fAfG;fAfAfG;dC;dC;dT;dT;fA;dC;dT;fG;fG;mU;muU
mU;mU;fAfAfG;TA TG A A fG;mC;mC;mU;rU;fA;mC; mU;fG;fG;mU;mU
p;aba;aba;aba;rA;rG;rA;rG;rA;rA;rG;rC;rC;ruU;rU;rA;rC;ru;rG;rG;mu;mu
p;aba;aba;aba;dA;dG;dA;dG;dA;dA;dG;dC;dC;dT;dT;dA;dC;dT;dG;dG;mU;mU
p;aba;aba;aba;fA;fG;fA;fG;fA;fA;fG;fC;fC;fU;fU;fA;fC;fU;fG;fG;mU;mU
p;aba;aba;aba;mA;mG;mA;mG;mA;mA;mG;mC;mC;mU;rU;mA;mC;mU;mG;mG;mU;mU
p;aba;aba;aba;rA;rG;rA;rG;rA;rA;rG;fC;fC;fU;fU;rA;fC;fU;rG;rG;mU;muU
p;aba;aba;aba;dA;dG;dA;dG;dA;dA;dG;fC;fC;fU;fU;dA;fC;fU;dG;dG;mU;mU
p;aba;aba;aba;mA;mG;mA;mG;mA;mA;mG;fC;fC;fU;fU;mA;fC;fU;mG;mG;mU;mU
p;aba;aba;aba;fA;fG;fA;fG;fA;fA;fG;rC;rC;rU;rU;fA;rC;rU;fG;fG;mU;muU
p;aba;aba;aba;fA;fG;fA;fG;fA;fA;fG;dC;dC;dT;dT;fA;dC;dT;fG;fG;mU;mU
p;aba;aba;aba;fA;fG;fA;fG;fA;fA;fG;mC;mC;mU;rU;fA;mC;mU;fG;fG;mU;mU
pirUstU;rG;rArUsrCirUsrAsrAsrAsrUsrG; rCrAsrUsrUsrGru; rG; mu; mu
p;dT;dT;dG;dA;dT;dC;dT;dA;dA;dA;dT;dG;dC;dA;dT;dT;dG;dT;dG;mU;mU
p;fU;fUIG;TA TULTC; fUSFATATA fUFG; FC A U FUFG U FGmU; mU
p;mU;mU;mG;mA;mU;mC;mU;mA;mA;mA;mU;mG;mC;rA;mU;mU;mG;mU;mG;mU;muU
p;fU;fU;rGirAfUFC; U T A rATA; U G fC; rAfU; fUrG; fU rG;mU; mU
p;fU;fU;dG;dA;fU;fC;fU;dA;dA;dA;fU;dG;fC;dA;fU;fU;dG;fU;dG;mU;mU
p;fU;fU;mG;mA;fU;fC;fU;mA;mA;mA;fU;mG;fC;mA;fU;fU;mG;fU;mG;mU;muU
p;rU;rU;fG;FA; rU;rC;rU;fAFATA; rUfG;rCifA;rU; U fG; rU; fG; mU; mU
p;dT;dT;fG;fA;dT;dC;dT;fA;fA;fA;dT;fG;dC;fA;dT;dT;fG;dT;fG;mU;mU
p;mU;mU;fG;fA;mU;mC;mU;fAfA;fA;mU;fG;mC;rA;mU;mU;fG;mU;fG;mU;muU
rU;tUsrGrArUsrCrUsrArArA U rGsrCrAsrUsrUsrG; rUsrG; mu; mu
dT,;dT;dG;dA;dT;dC;dT;dA;dA;dA;dT;dG;dC;dA;dT;dT;dG;dT;dG;mU;mU
fU;fUTG;FAfUSEC;fULTAFATA FULTG; fC A fU; fULFG; fU G, mU;mU
mU;mU;mG;mA;mU;mC;mU;mA;mA;mA;mU;mG;mC;rA;mU;mU;mG;mU;mG;mU;mU
fU;fUrGrAfUECfUrATA A fU rG FCrA U fUrG; fUrGsmU; mU
fU;fU;dG;dA;fU;fC;fU;dA;dA;dA;fU;dG;fC;dA;fU;fU;dG;fU;dG;mU;mU
fU;fU;mG;mA;fU;fC;fU;mA;mA;mA;fU;mG;fC;mA;fU;fU;mG;fU;mG;mU;mU
rU;rU;fG;fArU;rCrUsFATAFA T U fG; rCs A rU; rUsfG U G mU; mU
dT,dT;fG;fA;dT;dC;dT;fA;fAfA;dT;fG;dC;fA;dT;dT;fG;dT;fG;mU;mU
mU;mU;fG;fA;mU;mC;mU;fAfA;fA;mU;fG;mC;rA;mU;mU;fG;mU;fG;mU;mU
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ds ds ds
100nM 100nM  10nM
%KD STDEV %KD
96.95 0.33  98.52
12.00 19.89 21.62
96.82 0.35 97.96
88.15 246 85.84
97.14 0.37 9881
80.80 235 84.59
96.65 0.66 97.87
96.85 0.64  98.40
95.64 0.84 96.21
94.35 044 96.74
97.62 043 98.15
-2.86  24.82 -8.26
96.02 0.68  98.70
84.92 2.88 88.17
97.53 0.24  98.10
91.55 0.67 84.66
96.84 0.72  97.68
97.16 0.62 98.31
95.29 152 96.51
94.21 0.57 9594
79.75 455  80.56
0.11 1258 6.69
93.30 0.49  94.00
-12.21  15.10 341
90.34 1.82 9241
3445 2377 39.34
4599 1341 30.04
93.10 143 9457
82.24 228 84.36
90.40 2.00 93.68
94.66 0.53 96.51
12.26 14.63 18.58
96.00 041 9759
91.97 161 9514
95.94 126 97.85
74.77 419 73.48
69.79 1341 85.47
96.63 0.39 98.76
44.66 444  26.18
96.35 0.80 97.42
94.32 1.01 9575
18.38  11.02 1.58
95.54 0.10 97.82
93.25 0.80 94.03
96.14 0.66  97.55
76.22 226 7525
74.30 3.28 73.77
97.07 0.29 9854
34.12 7.09 36.81
95.77 0.85 96.92

ds
10nM
STDEV
0.39
12.36
0.85
1.58
0.33
2.95
0.52
0.34
0.74
0.52
0.63
10.52
0.37
1.09
0.36
5.38
0.79
0.91
1.61
0.97
4.25
18.40
1.34
11.38
1.13
5.36
16.80
0.77
3.33
1.62
0.71
14.75
0.81
0.97
0.50
7.63
4.38
0.28
12.35
0.88
0.72
12.54
0.68
1.32
1.32
3.68
251
0.53
10.24
1.22

%KD
95.53
-5.25
94.11
63.65
96.20
59.21
91.67
95.88
90.11
83.28
95.79
-19.36
93.95
52.87
94,51
33.98
93.85
94.65
79.94
70.29
15.28
-11.96
33.23
-2.70
23.55
-11.72
-6.84
50.20
0.84
32.22
84.89
-7.98
91.77
72.68
93.55
47.36
36.56
9451
12.19
92.88
91.30
-2.15
91.52
53.66
90.66
17.73
37.96
94.03
10.53

ss ss
ds 1nM ds 1nM 100nM 100nM
STDEV %KD STDEV

0.48 -3.23 14.39
27.05 -38.09 14.03
2.83  89.67 3.62
9.05 -43.61 18.39
0.76  86.64 1.63
2.33 -2.17  12.63
278 78.23 1.86
1.03 4258 7.19
1.07 2773 14.05
422 -42.64 11.66
0.82 -41.42 18.87
1494 -40.26 2241
240 67.18 3.36
16.66 -45.50 17.28
216 55.33 8.10
17.01 -40.63 16.80
1.07 1.86 5.76
0.14 -16.59 8.12
6.53 -38.21  30.04
3.15 1.51 7.68
17.38 -64.53  32.69
13.05 -5855  27.92
11.62 -57.91 14.47
10.18 -50.47 18.11
21.77 -47.40 14.29
18.34 -30.55 6.24
1580 -42.85 21.23
17.71 -65.93  26.43
847 -56.88 24.91
10.39 -52.96 35.85
270 -46.35 4.64
12.16 -45.72 17.13
1.75 9455 1.23
3.67 -48.93 16.66
1.44  76.64 4.16
6.89 -62.65 19.09
17.48 -15.78  12.05
159 4299 2074
8.23 -7459  16.51
1.44 -1543 2450
156 -76.22 1598
19.28 -63.81 19.20
0.78  85.80 3.49
9.53 -34.73 1455
0.62 -7.05 13.88
1412 -35.66  11.69
1529 -24.06 10.65
0.87 -38.37 10.65
1395 -47.52 21.06
3.26 -48.42 11.29

81.50

ss 10nM
%KD

-44.59
-30.37
57.52
-33.00
20.37
-46.47
-23.06
-11.69
-37.63
-33.81
-27.04
-31.18
-23.53
-38.75
-14.81
-31.43
-39.27
-26.54
-44.52
-52.04
-50.75
-56.16
-42.28
-40.41
-24.48
-22.56
-25.40
-31.12
-33.47
-36.61
-38.63
-26.91
68.06
-27.35
4.57
-28.10
-34.58
-18.65
-25.81
-40.66
-37.88
-55.34
-16.06
-18.49
-19.86
-23.54
-30.91
-30.75
-36.78
-40.54

ss 10nM
STDEV

20.35
18.07
5.45
9.42
11.26
6.76
20.39
3.86
4.94
4.11
13.58
16.28
6.76
7.11
7.96
14.64
27.10
13.26
13.36
16.63
5.45
13.80
2.85
21.29
13.16
12.01
12.87
13.37
13.62
21.60
14.32
20.88
7.93
18.92
12.65
13.32
25.28
17.97
43.55
30.83
16.10
21.95
21.16
13.67
17.96
14.66
5.66
9.96
24.95
10.39



siRNA ID
APOB6981-120
APOB6981-121
APOB6981-122
APOB6981-123
APOB6981-124
APOB6981-125
APOB6981-126
APOB6981-127
APOB6981-128
APOB6981-129
APOB9470-100
APOB9470-101
APOB9470-102
APOB9470-103
APOB9470-104
APOB9470-105
APOB9470-106
APOB9470-107
APOB9470-108
APOB9470-109
APOB9470-110
APOB9470-111
APOB9470-112
APOB9470-113
APOB9470-114
APOB9470-115
APOB9470-116
APOB9470-117
APOB9470-118
APOB9470-119
APOB9470-120
APOB9470-121
APOB9470-122
APOB9470-123
APOB9470-124
APOB9470-125
APOB9470-126
APOB9470-127
APOB9470-128
APOB9470-129
APOB10127-100
APOB10127-101
APOB10127-102
APOB10127-103
APOB10127-104
APOB10127-105
APOB10127-106
APOB10127-107
APOB10127-108
APOB10127-109
APOB10127-110
APOB10127-111
APOB10127-112
APOB10127-113

guide strand

p;aba;aba;aba;rA;rU;rC;rU;rA;rA;rA;rU;rG;rC;rA;rU;rU;rG;rU;rG;mu;mu
p;aba;aba;aba;dA;dT;dC;dT;dA;dA;dA;dT;dG;dC;dA;dT;dT;dG;dT;dG;mU;muU
p;aba;aba;aba;fA;fU;fC;fU;fAfAfA;fU;fG;fC;fA;fU;fU;fG;fU;fG;mU;mU
p;aba;aba;aba;mA;mU;mC;mU;mA;mA;mA;mU;mG;mC;rA;mU;mU;mG;mU;mG;mU;mU
p;aba;aba;aba;rA;fU;fC;fU;rA;rArA;fU;rG; fC;rA; fU;fU;rG;fU;rG; mU;muU
p;aba;aba;aba;dA;fU;fC;fU;dA;dA;dA;fU;dG;fC;dA;fU;fU;dG;fU;dG;mU;mU
p;aba;aba;aba;mA;fU;fC;fU;mA;mA;mA;fU;mG;fC;mA;fU;fU;mG;fU;mG;mU;mU
p;aba;aba;aba;fA;rU;rC;rU;fA;fA;fA;rU;fG;rC;fA;rU;rU;fG;rU;fG;mU;muU
p;aba;aba;aba;fA;dT;dC;dT;fA;fA;fA;dT;fG;dC;fA;dT;dT;fG;dT;fG;mU;mU
p;aba;aba;aba;fA;mU;mC;mU;fA;fA;fA;mU;fG;mC;rA;mU;mU;fG;mU;fG;mU;muU
PirATUrU;rUsrCrArG; G rArArUsrU rG; rUsrUs rArA rArG; mU; muU
p;dA;dT;dT;dT;dC;dA;dG;dG;dA;dA;dT;dT;dG;dT;dT;dA;dA;dA;dG;mU;mU

p;fAfUfU U FCFATG TG FATA U U TG U FUSTATAFAfG;mU; mU
p;mA;MU;mU;mU;mC;mA;MG;mG;mA;mA;mU;mU;mG;rU;mU;mA;mA;mA;mG;mU;mU
p;rAfU;fUFUECrA rGrGirArAfU; fUrG; U TU TAGFATA rG;mU; mU
p;dA;fU;fU;fUfC;dA;dG;dG;dA;dA;fU;fU;dG;fU;fU;dA;dA;dA;dG;mU;mU
p;mA;fU;fU;fU;fC;mA;mG;mG; mA; mA;fU;fU;mG;fU;fU;mA;mA;mA;mG;mU;mU
p;fA;TU;rU;rU; rC ARG TG TATA rUrUs G rUs U FAGFAFAFG; mU; mU
p;fA,dT;dT;dT;dC;fAfG;fG;fAfAdT;dT;fG;dT,;dT;fA;fAfA;fG;mU;mU
p;fA;mU;mU;mU;mC;fAfG;fG;fA fA;mU;mU;fG;rU; mU;fA; A A, fG;mU;mU
rArUrUsrUsrCorArGrGrArArUsrUsrG rUs rUsrA A rA rG;muU; mu
dA;dT;dT;dT;dC;dA;dG;dG;dA;dA;dT;dT;dG;dT;dT;dA;dA;dA;dG;mU;mU

fAfU;fU;fULFCTA TG FGTATATU FUL G FU FULTAFACTA G, mU;mU
mA;mU;mU;mU;mC;mA;mG;mG;mA;mA;mU;mU;mG;rU;mU;mA;mA;mA;mG;mU;mU
AU fUTULTC rArG rGirArA U fUrG fU U FATAFA rG; mU; mU
dA;fU;fU;fU;fC;dA;dG;dG;dA;dA;fU;fU;dG;fU;fU;dA;dA;dA;dG;mU;mU

mA;fU;fU;fUfC;mA; mG;mG; mA; mA;fU;fU;mG;fU;fU;mA;mA;mA;mG;mU;mU
fA;rU;rU;rU;rCFAIG G TATA U rU TG rU rUTAFAFA TG, mU;mU
fA;dT,dT;dT;dC;fA;fG;fG;fA;fA;dT;dT;fG;dT;dT;fA;fAfAfG;mU;mU
fA;mU;mU;mU;mC;fA;fG;fG;fA fA;mU;mU;fG;rU; mU;fAfAfA;fG;mU;mU
p;aba;aba;aba;rU;rC;rA;rG;rG;rA;rA;rU;rU;rG;rU;rU;rA;rA;rA;rG;muU;mu
p;aba;aba;aba;dT;dC;dA;dG;dG;dA;dA;dT;dT;dG;dT;dT;dA;dA;dA;dG;mU;mU
p;aba;aba;aba;fU;fC;fA;fG;fG;fA;fA;fU;fU;fG;fU; fUfAFAFAfG;mU;mU
p;aba;aba;aba;mU;mC;mA;mG;mG;mA;mA;mU;mU;mG;rU;mU;mA;mA;mA;mG;mU;mU
p;aba;aba;aba;fU;fC;rA;rG;rG;rA;rA;fU;fU;rG;fU;fU;rA;rA;rA;rG;mU;muU
p;aba;aba;aba;fU;fC;dA;dG;dG;dA;dA;fU;fU;dG;fU;fU;dA;dA;dA;dG;mU;mU
p;aba;aba;aba;fU;fC;mA;mG;mG;mA;mA;fU;fU;mG;fU;fU;mA;mA;mA;mG;mU;mU
p;aba;aba;aba;rU;rC;fA;fG;fG;fA;fA;rU;rU;fG;rU;rU;fAfAfAfG;mU;mU
p;aba;aba;aba;dT;dC;fA;fG;fG;fAfA;dT;dT;fG;dT;dT;fA;fA;fA;fG;mU;mU
p;aba;aba;aba;mU;mC;fA;fG;fG;fA;fA;mU;mU;fG;rU;mU;fA;fA;fA;fG;mU;mU
p;rUs;rU;rG;rG;rUsrAsrU;rUsrCirArG;rUsrG;rU; rG rA rU; rG;rA;muU; mu
p;dT;dT;dG;dG;dT;dA;dT;dT;dC;dA;dG;dT;dG;dT;dG;dA;dT;dG;dA;mU;mU

p;fU;fUG; G fUSTA;fU U FCFATG; fULTG; fUL TG FAfUFGTA;mU;mU
p;mU;mU;mG;mG;mU;mA;mU;mU;mC;mA;mG;mU;mG;rU;mG;mA;mU;mG;mA;mU;mU
p;fU;fU;rG;rG;fU;rA; fU;fUC;rArG; fUrG; fU G rA;fUrG; rA;mU; muU
p;fU;fU;dG;dG;fU;dA;fU;fU;fC;dA;dG;fU;dG;fU;dG;dA;fU;dG;dA;mU;mU
p;fU;fU;mG;mG;fU;mA;fU;fU;fC;mA;mG;fU;mG;fU;mG;mA;fU;mG;mA;mU;muU
p;rU;rU;fG;fG;rU;fA; rU;rU;rC; A fG;rU; G UG FA rU G TA;mU; mU
p;dT;dT;fG;fG;dT;fA;dT;dT;dC;fA;fG;dT;fG;dT;fG;fA;dT;fG;fA;mU;mU
p;mU;mU;fG;fG;mU;fA;mU;mU;mC;fA;fG;mU;fG;rU;fG;fA;mU;fG;fA;mU;mU
rU;tUsrGrG;rUsrAsrUsrUsrCrArG rUrG;rUs G rArUsrG rA;muU; muU
dT;dT;dG;dG;dT;dA;dT;dT;dC;dA;dG;dT;dG;dT;dG;dA;dT;dG;dA;mU;mU

fU;fUfG;fG;fU; AU fUEC A G UG UL TG FAfU G fA;mU;mU
mU;mU;mG;mG;mU;mA;mU;mU;mC;mA;mG;mU;mG;rU;mG;mA;mU;mG;mA;mU;mU
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ds

%KD
32.12
10.62
91.54
15.30
81.01
66.94
29.77
67.37
33.35
51.92
97.86
57.97
97.54
97.78
96.62
54.35
96.81
98.23
69.03
97.99
98.32
54.79
97.30
97.63
96.81
64.82
97.14
98.43
96.43
97.78
46.66
53.94
94.62
62.30
60.53
45.70
68.81
90.42
88.92
61.59
95.33
70.29
92.19
95.91
94.30
92.16
93.62
88.23
93.60
95.29
95.39
83.65
91.93

ds ds
100nM 100nM  10nM
STDEV %KD
298  28.67
1.67 1494
0.81 94.42
6.40 23.02
1.80 87.30
6.45  78.86
1056  42.73
6.41  70.83
10.67 37.16
227 4398
0.34 95.04
3.94 13091
0.50 97.21
0.30 92.56
0.20 91.90
218 27.13
0.36  93.72
0.26  97.50
7.11  44.02
0.31 96.89
1.10 92.16
3.20 5.13
0.40 95.90
0.38  93.06
0.46  91.48
223 2231
0.75 94.13
0.09 93.10
043  93.27
0.57 95.36
6.70 -9.95
7.54  32.68
0.62  89.33
6.72 -7.57
242 2159
7.21 1.51
4.04 -1.15
051 71.62
1.37 70.88
477 49.21
0.93 94.24
2.63 43.28
1.28 93.32
1.00 94.42
1.04  93.00
0.97  79.47
1.28 93.87
221  87.46
0.87 92.38
0.79  96.28
0.77  95.13
3.29  43.07
1.66 9248
0.59  94.55

96.57

ds
10nM
STDEV
13.91
7.73
1.63
11.63
3.65
8.28
5.01
8.85
13.53
13.48
1.44
21.19
0.53
3.36
5.11
16.37
2.99
0.94
12.55
1.12
3.20
7.76
0.66
3.94
5.46
6.50
4.09
8.97
3.60
2.46
11.27
6.48
1.63
8.43
10.31
25.94
14.27
11.77
11.30
18.11
1.05
16.75
0.56
2.28
0.59
14.02
1.56
1.54
1.82
0.36
0.54
18.29
1.86
0.77

%KD
5.63
1.95

37.24
9.13
-2.20
1.64
-14.76
3.51
-6.97
-6.30

ss ss
ds 1nM ds 1nM 100nM 100nM
STDEV %KD STDEV
2356 -64.64 19.45
1426 -45.11 12.43
13.67 22.06 7.96
19.30 -48.36  12.13
17.16 -3539 15.60
8.67 -32.35 42.90
2.84 -26.67 21.06
20.24 -60.96 10.74
1598 -44.61 19.30
27.92 -51.67 9.65
2320 15.18

13.26  15.75

74.64 3.89

19.38  10.67

66.70 3.53

12.20 10.48

57.79 5.18

29.40 7.98

591 13.65

17.08 14.11

1252  13.89

9.68  11.90

60.43 4.24

12.33  16.15

47.32 6.93

9.78 9.40

41.53 5.97

4.96  12.37

13.19 13.75

1499 16.61

9.77 9.10

7.86  20.02

1576  14.90

15.02  16.90

1475 13.66

1248 1241

1355 14.25

10.79  12.86

420 24.33

11.43 14.13

18.03  18.83

18.05 12.70

65.11 7.63

11.25 13.89

50.53 7.64

8.92 10.16

51.65 5.09

13.93 17.10

10.08  16.25

18.63 9.30

29.56  13.29

30.65 3.41

33.15 13.46

16.98  18.00

ss 10nM
%KD

-47.43
-45.16
-31.59
-30.51
-39.53
-11.55
-17.25
-19.46
-26.85
-25.14
-16.51
-17.44
24.63
-13.48
8.71
-10.96
-2.13
-7.94
-10.65
-8.66
-10.31
-13.82
-12.75
-17.37
-19.37
-14.28
-5.04
-11.38
-8.24
-0.16
-14.81
-13.64
-10.41
-13.25
-18.26
-20.20
-19.41
-6.23
-11.90
-9.39
-34.85
-33.21
-6.08
-33.15
-28.69
-33.21
-22.83
-31.29
-31.09
-19.70
-15.05
-22.56
-13.54
-15.25

ss 10nM
STDEV

32.99
31.13
16.20
11.55
13.78
8.26
5.86
21.72
23.42
6.76
14.89
12.56
5.91
14.29
13.62
16.05
25.30
17.91
14.85
10.05
14.64
13.96
14.35
17.54
13.70
17.31
12.70
14.84
11.73
9.21
8.02
9.79
9.15
13.96
8.66
13.95
13.64
13.00
11.83
11.86
19.52
17.48
11.02
13.97
11.20
10.58
15.89
12.96
17.53
14.46
13.54
6.95
9.09
13.03



siRNA ID
APOB10127-114
APOB10127-115
APOB10127-116
APOB10127-117
APOB10127-118
APOB10127-119
APOB10127-120
APOB10127-121
APOB10127-122
APOB10127-123
APOB10127-124
APOB10127-125
APOB10127-126
APOB10127-127
APOB10127-128
APOB10127-129
SSB386-100
SSB386-101
SSB386-102
SSB386-103
SSB386-104
SSB386-105
SSB386-106
SSB386-107
SSB386-108
SSB386-109
SSB386-110
SSB386-111
SSB386-112
SSB386-113
SSB386-114
SSB386-115
SSB386-116
SSB386-117
SSB386-118
SSB386-119
SSB386-120
SSB386-121
SSB386-122
SSB386-123
SSB386-124
SSB386-125
SSB386-126
SSB386-127
SSB386-128
SSB386-129
SSB963-100
SSB963-101
SSB963-102
SSB963-103
SSB963-104
SSB963-105
SSB963-106
SSB963-107

guide strand

fU;fU;rG;rG;fU;rA;fU UL TC;rArG; fUrG; U r G rA fU rGrA;mU; muU
fU;fU;dG;dG;fU;dA;fU;fU;fC;dA;dG;fU;dG;fU;dG;dA;fU;dG;dA;mU;mU
fU;fU;mG;mG;fU;mA;fU;fU;fC;mA;mG;fU;mG;fU;mG; mA;fU;mG;mA;mU;mU
rU;rU;fG;fG;rU;fA;rU;rU; rC A TG rU G rU TG FATUL TG FA;mU; mU
dT,dT;fG;fG;dT;fA;dT;dT;dC;fA;fG;dT;fG;dT;fG;fA,dT;fG;fA;mU;muU
mU;mU;fG;fG;mU;fA;mU;mU;mC;fA;fG;mU;fG;rU;fG;fA;mU;fG;fA;mU;mU
p;aba;aba;aba;rG;rU;rA;rU;rU;rC;rA;rG;rU;rG;rU;rG;rA;rU;rG;rA;mU;muU
p;aba;aba;aba;dG;dT;dA;dT;dT;dC;dA;dG;dT;dG;dT;dG;dA;dT;dG;dA;mU;mU
p;aba;aba;aba;fG;fU;fA;fU;fU;fCfAfG;fU;fG;fU;fG;fA;fUfG;fA;mU;mU
p;aba;aba;aba;mG;mU;mA;mU;mU;mC;mA;mG;mU;mG;rU;mG;mA;mU;mG;mA;mU;mU
p;aba;aba;aba;rG;fU;rA;fU;fU;fC;rA;rG;fU;rG;fU;rG;rA;fU;rG;rA;mU;muU
p;aba;aba;aba;dG;fU;dA;fU;fU;fC;dA;dG;fU;dG;fU;dG;dA;fU;dG;dA;mU;mU
p;aba;aba;aba;mG;fU;mA;fU;fU;fC;mA;mG;fU;mG;fU;mG;mA;fU;mG;mA;mU;mU
p;aba;aba;aba;fG;rU;fA;rU;rU;rC;fAfG;rU;fG;rU;fG;fA;rU;fG;fA;mU;mU
p;aba;aba;aba;fG;dT;fA;dT;dT;dC;fA;fG;dT;fG;dT;fG;fA;dT;fG;fA;mU;mU
p;aba;aba;aba;fG;mU;fA;mU;mU;mC;fA;fG;mU;fG;rU;fG;fA;mU;fG;fA;mU;mU
p;rU;rUsrAsrCsrArUsrUsrArAEA G rUs rCrUs rGsrUsrUs G ru;mu; mu
p;dT;dT;dA;dC;dA;dT;dT;dA;dA;dA;dG;dT;dC;dT;dG;dT;dT;dG;dT;mU;muU
p;fU;fUFACTC AU FUSFACTAFA G U C; fU G fU FUL G fU; mUmU
p;mU;mU;mA;mC;mA;mU;mU;mA;mA;mA;mG;mU;mC;ru;mG;mU;mU;mG;mU;muU;muU
p;fU;fUrAfC AU fUTAPArArG; U FC; fU rG; U U kG U mUsmU
p;fU;fU;dA;fC;dA;fU;fU;dA;dA;dA;dG;fU;fC;fU;dG;fU;fU;dG;fU;mU;mU
p;fU;fU;mA;fC;mA;fU;fU;mA; mA; mA;mG;fU;fC;fU;mG;fU;fU;mG;fU;mU;mU
pirUrU;FArCTA U TUSTAFA ARG rUrCirUsfG;rU s rUsfG; rUsmU; mU
p;dT;dT;fA;dC;fA;dT;dT;fA;fAfAfG;dT;dC;dT;fG;dT;dT;fG;dT;mU;muU
p;mU;mU;fA;mC;fA;mU; mU;fAFAFAfG;mU;mC;rU;fG; mU; mU; fG;mU;mU;mU
rU;rUsrArCorArUs rUsrASTATA NG rUsrCrUsrGrUsrUsrGru;mu; mu
dT;dT;dA;dC;dA;dT;dT;dA;dA;dA;dG;dT;dC;dT;dG;dT;dT;dG;dT;mU;mU

fU;fUTAFC A TUFULTAFATAFG; fUFC;fULTG; fU FULTG; fU;mU;mU
mU;mU;mA;mC;mA;mU;mU;mA;mA;mA;mG;mU;mC;rU;mG;mU;mU;mG;mU;mU;muU
fUfUrATC;rAfU FU TATA A rG; fULFC U kG fU; FU G fUsmU; mU
fU;fU;dA;fC;dA;fU;fU;dA;dA;dA;dG;fU;fC;fU;dG;fU;fU;dG;fU;mU;mU
fU;fU;mA;fC;mA;fU;fU;mA;mA;mA;mG;fU;fC;fU;mG;fU;fU;mG;fu;mU;muU
rU;rU;fArCTA rUtUSTATAFA TG rU; rCirUsfG; rUsrU G rU;mU; mU
dT,dT;fA;dC;fA;dT,;dT;fA;fAfAfG;dT;dC;dT;fG;dT,dT;fG;dT;mU;muU
mU;mU;fA;mC;fA;mU;mU;fAfA; A fG;mU;mC;rU;fG;mU;mU;fG;mU;mU;mU
p;aba;aba;aba;rC;rA;rU;rU;rA;rA;rA;rG;rU;rC;rU;rG;rU;rU;rG;ru;mu;mu
p;aba;aba;aba;dC;dA;dT;dT;dA;dA;dA;dG;dT;dC;dT;dG;dT;dT;dG;dT;mU;mU
p;aba;aba;aba;fC;fA;fU;fU;fAfAAfG;fU;fC;fU;fG;fU;fU;fG;fU;mU;mU
p;aba;aba;aba;mC;mA;mU;mU;mA;mA;mA;mG;mU;mC;rU;mG;mU;mU;mG;mU;mU;muU
p;aba;aba;aba;fC;rA;fU;fU;rA;rA;rA;rG;fU;fC;fU;rG;fU;fU;rG;fU;mU;muU
p;aba;aba;aba;fC;dA;fU;fU;dA;dA;dA;dG;fU;fC;fU;dG;fU;fU;dG;fu;mU;mU
p;aba;aba;aba;fC;mA;fU;fU;mA;mA;mA;mG;fU;fC;fU;mG;fU;fU;mG;fu;mU;muU
p;aba;aba;aba;rC;fA;rU;rU;fA;fA;fA;fG;rU;rC;rU;fG;ruU;rU;fG;rU;muU;muU
p;aba;aba;aba;dC;fA;dT;dT;fA;fA;fA;fG;dT;dC;dT;fG;dT;dT;fG;dT;mU;mU
p;aba;aba;aba;mC;fA;mU;mU;fA;fA;fA;fG;mU;mC;rU;fG;mU;mU;fG;mU;mU;mU
p;rUsrU;rUsrUsrArUsrU; rUsrCrArCrCrAsrUsrGrAsrUsrU;rU; mu; mu
p;dT;dT;dT;dT;dA;dT;dT;dT;dC;dA;dC;dC;dA;dT;dG;dA;dT;dT;dT;mU;mU
p;fU;fU;fU;fULTAFU;FUL UL TC AL TCTCS A TULTG FAFU U fU;mU; mU
p;mU;mU;mU;mU;mA;mU;mU;mU;mC;mA;mC;mC;mA;rU;mG;mA;mU;mU;mU;mU;muU
p;fU;fU;fU;fU; rAfU;FUfUTCrACTCEC A UK G rAfU U fU;mU;mU
p;fU;fU;fU;fU;dA;fU;fU;fULFC, dAFC;fC, dA; fU;dG; dA; fU; fU;fU;mU;mU

p;fU;fU;fU;fU; mA;fU; fU;fU;C; mA;fC;fC;mA; fU;mG; mA; fU;fU;fU;mU;mU
p;rU;rU;rU;rU;fArU;rU;rUsrCsfArCirCfA U fG A rU; rU; rU; mU; muU
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ds

%KD
94.33
92.58
93.59
87.90
93.97
94.94
70.58
53.90
81.11
84.93
59.99
60.63
74.71
66.88
58.32
83.22
91.33
64.30
90.57
88.27
91.63
74.93
92.80
91.20
63.24
87.66
92.95
36.37
91.35
89.53
92.62
76.42
94.37
92.73
67.24
89.08
54.00
18.64
77.39
69.98
65.06
32.43
81.10
70.54
31.50
59.81
95.08
30.09
95.82
79.02
96.20
95.34
95.54

ds ds
100nM 100nM  10nM
STDEV %KD
152 9445
256  79.86
0.89 89.04
2.67 90.43
1.27  90.36
0.73  89.54
2.86 18.48
5.04 28.43
419 56.38
1.64 30.38
6.67  22.46
5.03 23.44
231 30.20
6.51 4.33
480 14.87
1.25 41.89
155 89.40
6.34 7874
0.98  89.30
193 88.19
0.64  90.87
3.51  80.03
142  91.97
1.32 89.06
485 6897
2.03 85.88
1.34  90.57
5.22  58.60
158 88.41
190 86.05
0.74  90.82
2.60 75.59
112 92.98
0.68 9131
415 64.22
1.73  84.46
3.74  48.47
453  49.90
434 7885
3.86  49.92
473  67.46
5.01 50.27
219 7941
3.70 73.27
6.12 67.94
5.65 48.19
0.83  93.09
3.88  46.52
1.30 92.80
226 7284
1.38 94.18
1.26  92.80
1.25 92.98
0.66  91.47

95.54

ds
10nM
STDEV
0.92
11.97
8.19
1.01
5.45
11.43
17.45
10.36
4.28
13.88
4.33
23.86
0.55
20.82
11.04
4.44
3.32
7.43
2.30
1.91
1.038
2.23
1.85
1.74
2.75
3.19
2.29
3.37
1.83
1.95
1.04
2.01
1.23
1.05
0.93
2.18
5.20
1.72
14.58
2.22
3.62
3.93
3.01
2.32
2.87
1.65
1.16
3.50
1.73
2.50
1.24
0.92
1.03
1.18

ss

ds 1nM ds 1nM 100nM

%KD STDEV %KD
20.20
12.12
43.72
2.72
6.94
8.28
14.50
15.89
11.99
19.26
5.86
6.06
5.87
6.65
8.83
7.90
16.06
-3.62
66.56
9.07
59.15
0.05
74.61
39.30
5.54
15.53
11.16
5.18
18.33
-0.94
10.35
2.48
33.07
12.00
9.55
11.75
12.95
12.73
12.74
11.03
3.14
2.60
4.66
7.13
8.66
7.65
9.65
12.54
75.81
14.48
68.54
19.19
43.84
18.05

Ss
100nM
STDEV
8.43
10.84
8.64
9.94
9.85
10.53
14.64
13.64
12.75
8.20
15.91
9.23
17.86
17.34
15.45
19.66
3.73
5.06
4.55
3.44
6.54
4.34
4.95
8.44
1.02
219
1.95
11.54
4.36
6.10
2.50
4.15
5.29
0.67
2.08
170
2.09
3.18
3.79
3.70
2.07
0.63
3.02
3.95
2.52
2.73
5.27
5.23
3.30
3.55
8.20
441
11.28
4.35

ss 10nM
%KD

-11.89
-25.52
-22.31
-21.56
-18.83
-16.34
-13.66
-14.02
-6.68
-14.92
-12.94
-11.21
-13.71
-15.71
-22.23
-12.96
12.07
0.19
41.96
3.32
25.28
2.46
35.48
10.12
2.83
5.20
5.22
3.94
5.60
0.78
4.17
2.46
11.07
2.28
2.90
1.41
-0.59
2.42
7.35
6.60
3.64
6.01
2.56
6.69
3.24
2.36
7.05
2.37
32.82
4.70
18.68
3.27
13.88
5.36

ss 10nM
STDEV

13.29
11.26
13.08
13.54
16.49
14.38
13.33
19.48
16.24
7.84
11.34
15.27
14.67
5.33
11.24
14.13
1.35
2.67
9.67
5.24
5.77
2.26
5.52
3.10
5.27
1.67
4.04
3.27
2.36
7.15
1.43
5.36
4.24
3.84
3.30
3.69
1.58
2.89
6.40
3.87
5.04
4.90
3.29
2.25
1.34
2.64
1.96
3.16
5.51
4.03
6.28
3.37
4.00
1.59



siRNA ID

SSB963-108
SSB963-109
SSB963-110
SSB963-111
SSB963-112
SSB963-113
SSB963-114
SSB963-115
SSB963-116
SSB963-117
SSB963-118
SSB963-119
SSB963-120
SSB963-121
SSB963-122
SSB963-123
SSB963-124
SSB963-125
SSB963-126
SSB963-127
SSB963-128
SSB963-129

guide strand
p;dT;dT;dT,;dT;fA;dT;dT;dT;dC;fA;dC;dC;fA;dT;fG;fA;dT;dT;dT;mU;mU
p;mU;mU;mU;mU;fA;mU;mU;mU;mC;fA;mC;mC;fA;rU;fG;fA;mU;mU;mU;mU;mU
rUsrUsrUsrUsrAsrUsrUsrUsrCrArCorCrArUs rGsrAsrUsrUsru;mu; mu
dT,dT;dT;dT;dA;dT;dT;dT;dC;dA;dC;dC;dA;dT;dG;dA;dT;dT;dT;mU;mU

fU;fU;fU U AU U FUECFAFCEC A FULEG A UL U FU; MU mU
mU;mU;mU;mU;mA;mU;mU;mU;mC;mA;mC;mC;mA;rU;mG;mA;mU;mU;mU;mU;mU
fU;fU;fU U P AU UL FULTC P A FCEC rATUL G rA U U FUmU; mU
fU;fU;fU;fU;dA;fU;fU;fUFC;dA;fC;fC;dA;fU;dG; dA;fU;fU;fU;mU;mU
fU;fU;fU;fU;mA;fU;fU;fUFC,mAfCFC;mA; fU;mG; mA; fU; fU; fU;mU;mU
rU;rU;rU;rUsfA;rU;rU;srU; rC;FArCorCFAr U TG FA rU rU; rU; mU; mu
dT,dT;dT,;dT;fA;dT;dT;dT;dC;fA;dC;dC;fA;dT;fG;fA;dT,dT;dT;mU;mU
mU;mU;mU;mU;fA;mU;mU;mU;mC;fA;mC;mC;fA;rU;fG;fA;mU;mU;mU;mU;muU
p;aba;aba;aba;rU;rA;rU;rU;rU;rC;rA;rC;rC;rA;rU;rG;rA;rU;rU;rU;muU;mu
p;aba;aba;aba;dT;dA;dT;dT;dT;dC;dA;dC;dC;dA;dT;dG;dA;dT;dT;dT;mU;mU
p;aba;aba;aba;fU;fA;fU;fU;fU;fC;fA;fC;fC;fA;fU;G;fA; fU; fU;fU;mU;mU
p;aba;aba;aba;mU;mA;mU;mU;mU;mC;mA;mC;mC;mA;rU;mG;mA;mU;mU;mU;mU;mU
p;aba;aba;aba;fU;rA;fU;fU;fU;fC;rA;fC;fC;rA;fU;rG;rA;fU;fU;fU;mU;mU
p;aba;aba;aba;fU;dA;fU;fU;fU;fC;dA;fC;fC;dA;fU;dG;dA;fU;fU;fU;mU;muU
p;aba;aba;aba;fU;mA;fU;fU;fU;fC;mA;fC;fC;mA;fU;mG;mA;fU;fU;fU;mU;muU
p;aba;aba;aba;rU;fA;rU;rU;rU;rC;fA;rC;rC;fA;rU;fG;fA;rU;rU;rU;muU;muU
p;aba;aba;aba;dT;fA;dT;dT;dT;dC;fA;dC;dC;fA;dT;fG;fA;dT;dT;dT;mU;mU
p;aba;aba;aba;mU;fA;mU;mU;mU;mC;fA;mC;mC;fA;rU;fG;fA;mU;mU;mU;mU;mU

3

od pattern

W
P
||;U||;U;|?;U
TR |
3 % =
a1

°

[T T TR TN T}
PR Sapafapada
||;U;,‘,j|| (TR}
4L =32
N

r, 5'p, 3aba
d, R=d, 5'p, 3aba
f, R=f, 5'p, 3aba
=m, R=m, 5'p, 3aba
=f, R=r, 5'p, 3aba

po]

=d, R=f, 5'p, 3aba
=m, R=f, 5'p, 3aba

<< << << << < <<

ds

%KD
78.67
91.11
95.16
31.27
95.96
79.33
96.51
95.96
95.72
96.07
76.93
91.78
47.26
12.07
61.82
60.06

1.88
52.10
66.52
41.97
28.25

ds ds
100nM 100nM  10nM
STDEV %KD
4.68 73.80
2.07 89.08
0.69 93.16
6.55  42.39
1.02 93.42
298  69.90
0.94 93.43
1.10 92.24
1.60 93.28
0.70  93.72
5.75 74.70
147  87.07
7.81  39.80
488 26.16
524 6471
416 32.24
2.87 5.72
8.61  60.40
483 65.16
422 4411
156 4217
4.84  40.77

58.65

ds

10nM

STDEV
7.24
1.47
0.95
2.50
0.98
3.97
1.43
1.55
1.30
0.96
4.25
1.46
4.23
4.08
5.07
2.99
1.27
3.50
5.04
5.05
2.76
3.28

ss

ds 1nM ds 1nM 100nM

%KD STDEV %KD
2.75
8.13
7.91
5.85
25.26
10.47
33.75
15.19
25.87
15.91
15.86
15.27
3.20
4.58
5.21
5.38
8.64
5.24
5.88
11.16
13.97
13.96

Ss

100nM

STDEV
5.67
2.87
1.95
3.18

1111

3.23
5.20
4.00
3.96
241
4.08
3.77
3.40
1.26
1.85
2.30
257
2.74
6.29
3.66
3.04
131

ss 10nM
%KD

3.88
4.69
4.44
6.61
7.26
5.38
9.15
5.84
11.19
-1.03
7.44
8.93
0.20
1.02
0.83
6.61
5.17
4.37
7.54
4.05
4.85
5.99

ss 10nM
STDEV

12.33
5.65
451
3.42
3.25
4.06
3.51
2.86
2.26
16.33
3.18
4.73
6.28
5.50
12.77
0.92
1.84
6.01
2.60
2.74
5.91
3.43



Table S4: Passenger strands used in this study.

siRNA ID passenger strand

APOB8786
APOB6981
APOB10127
APOB9470
SSB386
SSB963

iB;rC;rC;rA;rG;rU;rA;rA;rG;rG;rC;rU;rU;rC;rU;rC;rU;rU;rA;rA;mU;mU;iB
iB;rC;rA;rC;rA;rA;rU;rG;rC;rA;rU;rU;rU;rA;rG;rA;rU;rC;rA;rA;mU;mU;iB
iB;rU;rC;rA;rU;rC;rA;rC;rA;rC;rU;rG;rA;rA;rU;rA;rC;rC;rA;rA;mU;mU;iB
iB;rC;rU;rU;rU;rA;rA;rC;rA;rA;rU;rU;rC;rC;rU;rG;rA;rA;rA;rU;mU;mU;iB
iB;rA;rC;rA;rA;rC;rA;rG;rA;rC;rU;rU;rU;rA;rA;rU;rG;rU;rA;rA;mU;mU;iB
iB;rA;rA;rA;rU;rC;rA;rU;rG;rG;rU;rG;rA;rA;rA;rU;rA;rA;rA;rA;mU;mU;iB

Table S5: DNA primers used for 5'RACE (see Figure 6).

name
revi
revin
rev2
rev2n

Nested

GeneRacer5’
GeneRacer5’

amplicon
sequence size*
GGCATTGTGCTCACCAGTCATTTCTGCCTT 358
GAGCAGTGCCCGACCATTGGCTGTT 319
CTCCGTGTAAGGCAAGTTAATTTCAGGAATTGTT 712
CCAGGTTGGCATCTCCATTCATTCCTATA 659

CGACTGGAGCACGAGGACACTGA
GGACACTGACATGGACTGAAGGAGTA

ApoB
sitex*
9153
9114
9507
9454

* amplicon size calculated based on predicted cleavage site of ApoB (8786) siRNA
** site relative to NM009693






