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Figure 13. Recognition of human PCSK9 by PCSK9 antibodies Ab1-Ab4.
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Figure 14. Recognition of human PCSK9 by PCSK9 antibodies Ab5, Ab6, AbS, and Ab9.
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Figure 15. Recognition of human PCSK9 by PCSK9 antibodies Ab7, Ab10, and Ab13.
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Figure 16. Recognition of human PCSK9 by PCSK9 antibodies Ab11 and Ab12.
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Figure 17. Recognition of human PCSK9 by PCSK9 antibody Ab14.
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Figure 18. Recognition of human PCSK9 by PCSK9 antibody Ab15.
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Figure 19. Recognition of human PCSK9 by PCSK9 antibodies Ab16 and Ab17.
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Figure 20. Recognition of human PCSK9 by PCSK9 antibody Ab18.
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Figure 21. Recognition of human PCSK9 by PCSK9 antibodies Ab19
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Figure 22. Recognition of human PCSK9 by PCSK9 antibodies Ab20
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Figure 23. Recognition of human PCSK9 by PCSK9 antibody Ab21.
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Figure 24. Recognition of human PCSK9 by PCSK9 antibody Ab22.
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Figure 25. Recognition of human PCSK9 by PCSK9 antibody Ab23.
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Figure 26. Recognition of human PCSK9 by PCSK9 antibody Ab24.
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Figure 27. LDL uptake inhibition with antibody Abl.
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Figure 28. LDL uptake inhibition with antibody Ab2.
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Figure 29. LDL uptake inhibition with antibody Ab3.
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Figure 30. LDL uptake inhibition with antibody Ab4.
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Figure 31. LDL uptake inhibition with antibody AbS5.

PCT/US2013/040112

AbG



WO 2013/169886

A0y

3504

P
m
E‘%}

Figure 32. LDL uptake inhibition with antibodies Ab6 and Ab7.

68/130

“F‘W*‘““*‘"W*"‘"m

1C50 (nM)

Ab6

7

Ab7

13

PCT/US2013/040112

= AbS
AbT



WO 2013/169886 PCT/US2013/040112

69/130
500+ .
e AbS
4004
o 3004 °
o
[T
X 2004
1004
0 b et oo i s e A e i e

107" 10° 10" 102 10°
Antibody Conc. (nM)

1IC50 (nM)
Ab 8 32

Figure 33. LDL uptake inhibition with antibody AbS.
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Figure 34. LDL uptake inhibition with antibody Ab9.
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Figure 35. LDL uptake inhibition with antibodies Ab10, Ab11, and Ab12.
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Figure 36. LDL uptake inhibition with antibody Ab13.
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Figure 37. LDL uptake inhibition with antibody Ab14.
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Figure 38. LDL uptake inhibition with antibody Ab15.
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Figure 39. LDL uptake inhibition with antibodies Ab16 and Ab17.
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Figure 40. LDL uptake inhibition with antibody Ab18.
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Figure 41. LDL uptake inhibition with antibody Ab19.
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Figure 42. LDL uptake inhibition with antibody Ab20.



PCT/US2013/040112

WO 2013/169886
79/130
250=
200- ¢
2
T [ )
[ == AD21
150=
100' T T e rm
102 103

100 10"
Antibody Conc. (nM)

1C50 (nM)
Ab21 13.6

Figure 43. LDL uptake inhibition with antibody Ab21.
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Figure 45. LDL uptake inhibition with antibody Ab23.
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Figure 46. LDL uptake inhibition with antibody Ab24.
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Figure 47. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibodies Ab1-Ab4.
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Figure 48. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibodies AbS5, Ab6,

ADb7, and ADbS.
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Figure 49. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibodies Ab9, Ab10,
Abl1, and Ab12.
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Figure 50. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab13.



WO 2013/169886

3.0

2.5+

2.0

1.5+

OD450

1.0+

0.5+

0.0+
104

10°3

87/130

L N 1 lm L 2 lm Lk lm ¥ v lm
1002 4o 10° 10! 102
Conc. {nM)
EC50 (pM)
Abl4 |269.4

PCT/US2013/040112

Figure 51. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Abl4.
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Figure 52. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab15.
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Figure 53. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibodies Ab16 and
Abl17.
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Figure 54. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Abl18.
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Figure 55. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab19.
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Figure 56. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab20.
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Figure 57. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab21.
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Figure 58. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab22.



WO 2013/169886

1.2=

1.0+

0.8+

OD @450nm

0.0
104

1073

PCT/US2013/040112
95/130

-t Ab23

102 10" 100  10° 102
antibody conc. nM

EC50 (pM)

Ab23

376

Figure 59. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab23.
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Figure 60. Recognition of cynomolgus monkey PCSK9 by PCSK9 antibody Ab24.
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Figure 61. Inhibition of PCSK9 interaction with LDLR by antibody Abl.
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Figure 62. Inhibition of PCSK9 interaction with LDLR by antibody Ab2.
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Figure 63. Inhibition of PCSK9 interaction with LDLR by antibody Ab3.
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Figure 64. Inhibition of PCSK9 interaction with LDLR by antibody Ab4.
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Figure 65. Inhibition of PCSK9 interaction with LDLR by antibody AbS3.
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Figure 66. Inhibition of PCSK9 interaction with LDLR by antibody Ab6.
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Figure 67. Inhibition of PCSK9 interaction with LDLR by antibody Ab7.



WO 2013/169886 PCT/US2013/040112

104/130
400+
=
300 u
> » Ab8
2 = y
{&é 200+ .
a "
100 »
D-w R Flllm\ x l'l‘m x IVI!MI
10? 10 1Y 10° 102
Conc. (nM)
IC50 11.77nM

Figure 68. Inhibition of PCSK9 interaction with LDLR by antibody AbS.
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Figure 69. Inhibition of PCSK9 interaction with LDLR by antibody Ab9.
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Figure 70. Inhibition of PCSK9 interaction with LDLR by antibody Ab10.
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Figure 71. Inhibition of PCSK9 interaction with LDLR by antibody Abl11.
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Figure 72. Inhibition of PCSK9 interaction with LDLR by antibody Ab12.
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Figure 73. Inhibition of PCSK9 interaction with LDLR by antibody Ab13.
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Figure 74. Inhibition of PCSK9 interaction with LDLR by antibody Ab14.
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Figure 75. Inhibition of PCSK9 interaction with LDLR by antibody Ab15.
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Figure 76. Inhibition of PCSK9 interaction with LDLR by antibody Ab16.



WO 2013/169886 PCT/US2013/040112
113/130

150
2 10+
% ® Ab17
f0s
= 504

O~W A 21 a2 1 e A S

1072 107 100 10! 107
Conc. {(nM)
ICE0 3.11nM

Figure 77. Inhibition of PCSK9 interaction with LDLR by antibody Ab17.
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Figure 78. Inhibition of PCSK9 interaction with LDLR by antibody Ab18.
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Figure 79. Inhibition of PCSK9 interaction with LDLR by antibody Ab19.
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Figure 80. Inhibition of PCSK9 interaction with LDLR by antibody Ab20.
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Figure 81. Inhibition of PCSK9 interaction with LDLR by antibody Ab21.



WO 2013/169886 PCT/US2013/040112
118/130

150=
125+
100= e e

® —— Ab22
75+

% Activity

50=

25+

OT+r-rrrr—r-rrrrerrTITmreTT TN
102 101 109 10? 102

Antibody Conc. (nM)

IC50 3.30nM

Figure 82. Inhibition of PCSK9 interaction with LDLR by antibody Ab22.
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Figure 83. Inhibition of PCSK9 interaction with LDLR by antibody Ab23.
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Figure 84. Inhibition of PCSK9 interaction with LDLR by antibody Ab24.
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Figure 85. Serum LDL cholesterol level as a percentage change from pre-dose levels.

Buffer control (e); Ab18 (m)
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Figure 86. Serum total cholesterol level as a percentage change from pre-dose levels.

Buffer control (e); Ab18 (m)
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Figure 87. Serum HDL cholesterol level as a percentage change from pre-dose levels.
Buffer control (e); Ab18 (m)
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Figure 88. Serum LDL cholesterol level as a percentage change from pre-dose levels.

Abl1 (o)
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Figure 89. Serum total cholesterol level as a percentage change from pre-dose levels.

Abl1 (o)



WO 2013/169886

% Predose HDOL

110+

100

90+

&0+

70

60

126/130

57 -

© 15 20 25 30
Time days

PCT/US2013/040112

Figure 90. Serum HDL cholesterol level as a percentage change from pre-dose levels.

Abl1 (o)
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Figure 91. Serum LDL cholesterol level as a percentage change from pre-dose levels.

Ab19.
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Figure 92. Serum LDL cholesterol level as a percentage change from pre-dose levels.

Ab20.
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Figure 93. Serum LDL cholesterol level as a percentage change from pre-dose levels.

Ab22.
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Figure 94. Serum LDL cholesterol level as a percentage change from pre-dose levels.

Ab24



