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FiG. 1 Flow of Patients Through the Trial

2628 screened
1382 did not meetl eligibility criteria

1246 enrolled

276 enrolled but not randomized

235 did not meet inclusion/exclusion
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criteria
32 withdrew informed consent

9 other

§70 Patients randomized

486 3ssigned to receive placebo

2 never received study drug

484 assignad to receive svolocumab

484 included in safety analysis

51 did not complete end point assessment

1 died before final intravascular
ultrasound obtained

44 final intravascular ultrasound not
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16 final intravascular ultrasound not
analyzable

¥

484 included in safety analysis

61 did not complete end point assessment
3 died before final Intravascular
uitrasound

43 final intravascular ultrasound not
obtained

15 final intravascular ultrasound not
analyzable
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423 included in primary analysis

4323 included in primary analysis
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FiG. 4C

Exploratory Subgroup: Baseline LDL-C <70 mg/dL
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FiG. 4D

Exploratory Subgroup: Baseline LDL-C <70 mg/dL
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FiG. 6
alirocumab

Heavy chain

AS TKGPSVFPLA PSSKSTSGGT AALGCLYKDY 150

FPEPVTVSWN SGALTSGVHT FPAVLOSSGL YSLSSVVTVP SSSLGTQTY! 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HODWLNGKEY KCKVSNKALP APIEKTISKA KGOPREPQVY 350
TLPPSRDELT KNQVSLTCLY KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400

SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPG 447 (SEQ ID NO: 4)

Light chain

TVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KYQWKVDNAL QSGNSQESYT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200

EVTHQGLSSP VTKSFNRGEC 220 {SEQ ID NO: 5)
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Fig. 7

bococizumab

Heavy chain:

5AS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNFGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTEMI 250
SRTPEVTCVV VDVSHEDPEV GFNWYVDGVE VHNAKTKPRE EQFNSTFRVY 300
SVLTVVHODW LNGKEYKCKY SNKGLPSSIE KTISKTKGOP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDHAVEWES NGQPENNYKT TPPMLDSDGS 400

FFLYSKLTVD KSRWQQGNVF SCSYMHEALH NHYTQKSLSL SPGK 444 {SEQ ID NO: 6)

tight chain:

RTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVOWKY 150

DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200

LSSPVTKSFN RGEC 214 {SEQID NO: 7}
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STRUCTURAL FORMULA

Heavy chain

a (SEQIDNO:56)

(SEQ ID NO: 57)

PR

EVOLOCUMARB

FIG. 12

SUBSTITUTE SHEET (RULE 26)



PCT/US2017/061346

WO 2018/089912

16/67

Canvtant Domnging

Human IgG2

T
LhS

N

)
2

58)

&

§

(SEQ ID NO

&
A

N
S

K

W

e

e

Human IgG4

59)

(SEQID NOC

60)

(SEQID NO

:51}‘

NO

(SEQ ID

13

FIG.

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912 PCT/US2017/061346

17/67

QEDEDGEYEERL

WERE

SEL IR NO

FIG. 14A

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912 PCT/US2017/061346

18/67

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912 PCT/US2017/061346

FIG. 1482

e e S
e B

e

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912 PCT/US2017/061346

20/67

FiG. 14B3

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912 PCT/US2017/061346

FiG 14B4

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912 PCT/US2017/061346

22/67

FIG. 15
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Figure 16A and Figure 16 B

& Frimary Sleaoy Snd Point

i §
L 15+ \1-'52 &
pas 14 o

. : &
= 85+ 12 R ‘-}t =
i < Lk

F 354

Ewolocimab

[ X

.
fi2n]
e
|

Ty i j Y T i

Crammbative |
I

7 % TR =3 R o
A 2 & 13 13 24 3 38
o
SO
T \\\\\\\\\&\w_\\&_\:::\\;‘\Q\\\\\\;‘\:;\;;‘g“\\\\““\\\\\»\w\\\\w
R
N AN
~ T ¥ T H l i
& & 12 1B 34 B &

Konths

No. ot Risk
Flacebo I3 TR
Fvalnoenak 13,384

RS

B Hey Sevondary &%
pEE R 11

S 3 Haz
’ FabM

80 8-

T
FE- *

Hod
o
Hid -

Cumdnive inddence (%)

2
3 o
I
2 o
Bk o
8 T T i g ]
F G & i 18 24 Y 3%
i e

=
AT S
SINRRRREEES

vt
[

18 8
Manths

bgh

3
ol
&

Mo, o Bisk
Placebs 13, 7a8
Evolocumsh 13,7

08
2]
5

s
&
R
b
%3
i
[
ik

Pod *.
o et

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912

24/67

FIG. 17
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FIG. 19
Non-HDL-C ip{a)
10 - 5 .
= 0.4 = 0.0
! .% 0
®
£ -10 % -5
2 2 10
é -20 P<0.001 fg - P<0.001
g 30 - g -15 -
= L
% -40 E,, 20
g -50 g -25
-0 -30 - -26.9
APQB HDL-C
. 10 -
_ 10 . <
§ 0 AN\ &g
g £
g -10 - g & P<0.001
3 P<0.001 8,
€ -20 g
& 2
= .30 - e 2
& & 0.3
= < -
& -40 go
5 [#]
-50 -2
Total Cholesterol ApoAl
g - 10 -
g 00 g
s O a 8 -
£ £ P<0.001 65
2 C
B -10 - P<0.001 ]
£
§ -20 £ 4
& & 2.0
€ .30 - g 2 N
. ¢
-40 0 N
Triglycerides
5 N\ Piacebo
8
o 0 Evolocumab
c T
5 -0.7
® -5 -
2 P<0.001 Displayed are mean changes at 4
8 .10 - weeks except for triglycerides and
® Lp{a, which are median chang
& .15 - es. Errors bars denote 95% Cl.
b
S
_20 "

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912

Cumulative Incidence

27167

FiG. 20

A, Primary endpoint
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FiG. 21

B. Key Secondary endpoint
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FIG. 22
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FIG. 23
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FI1G. 24A
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FIG. 25A

Major Adverse Limb Events — All Patients
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FIG. 25B

Major Adverse Limb Events — Patients with PAD
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FIG. 26
MACE or MALE by PAD
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FIG. 27
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Achieved LDL-C and Major Adverse Limb Events
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FIG. 28

Cardiovascular Outcomes at 2.5 Yrs in Placebo Patients by
Symptomatic PAD at Baseline
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FIG. 29

CV Death, Ml or Stroke at 2.5 Years in Placebo Patients by
Disease State
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FIG. 30
Cardiovascular OQutcomes at 2.5 Yrs in Placebo Patients by
Symptomatic PAD and no MV/Stroke at Baseline
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FIG. 32

LDL Cholesterol by Treatment Group in Patients with Symptomatic
Lower Extremity PAD

S0 N

100

o ),/, Z

90 %

o\
\

o
5 60
E
o 50
: \
- 40 *%
RS : e
30 i Mﬁ ™ ® & gw 3
20 Evolocumab
Median 31.0 mg/idh
(GR 14.0 - 488}
10
0 3 : Y : S s
0 4 12 24 48 72 96 120 144

Weeks

SUBSTITUTE SHEET (RULE 26)



WO 2018/089912

PCT/US2017/061346

42/67

FIG. 33A

Primary Endpoint in Patients with PAD and no Ml or Stroke
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FIG. 33B
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CV Death, Mi or Stroke in Patients with PAD and no Ml or Stroke
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FIG. 33C

Major Adverse Limb Events — Patients with PAD and no Mi or Stroke
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FIG. 34
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MACE or MALE in Patients with PAD and no M! or Stroke
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FIG. 35
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Achieved LDL-C and MACE or MALE in Patients with PAD
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FIG. 36
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Achieved LDL-C and MACE or MALE in Patients with PAD and no MI or

Stroke
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FIG. 37
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FIG. 38
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