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1382 did not meet eligibility criteria
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276 enrolied but not randomized
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g other
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486 assignedto receive placebo

2 never received study drug

484 included in safety analysis

61 did not complete end point assessment
1 died before final intravascular
ultrasound obtained

44 final intravascular ultrasound not
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15 final intravascular ultrasound not
analyzable

484 assigned to receive evolocumab

¥

484 included in safely analysis

61 did not complete end point assessment
3 died before final intravascular
ultrasound

43 final intravascular ultrasound not
obtained

15 final intravascular ultrasound not
analyzable

423 included in primary analysis
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473 included in primary analysis
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Fig. 4B
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FIG.6
glirocumab

Heavy chain

zAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150

FPEPVTVSWN SGALTSGVHT FPAVLOSSGL YSLSSVVTVP SSSLGTQTY! 200

CNVNHKPSNT KYDKKVEPKS COKTHTCPPC PAPELLGGPS VFLFPPKPKD 250

TLMISRTPEV TCVVVDVSHE DPEVEFNWYV DGVEVHNAKT KPREEQYNST 300

YRVVSVLTVL HOGDWLENGKEY KCKVSNKALP APIEKTISKA KGQOPREPQVY 350

TLPPSRDELT KNQVSLTCLY KGFYPSDIAYV EWESNGQPEN NYKTTPPVLD 400

SDGSFFLYSK LTVDKSRWQQ GNVFSCSYMH EALHNHYTQK SLSLSPG 447 {SEQ ID NO: 4)

Light chain

RTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150

KVYOQWKVDNAL QSGNSQESYT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200

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

bococizumab

Heavy chain:

S TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150

FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVYVTVP SSNFGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PYAGPSVELF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHODW LNGKEYKCKY SNKGLPSSIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGOPENNYKT TPPMLDSDGS 400

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

Light chain:

RTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVOWKY 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHOG 200

LSSPVTKSFN RGEC 214 (SEQID NO: 7}
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FIG 11
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FIG. 15
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Figure 16A and Figure 16 B
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FiG. 17
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FIG. 19
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FIG. 22
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FIG. 23

Hazard Ratio {(95% Cl) per 1 mmol/L reduction in LDL-C
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FIG, 24A

Primary Endpoint by PAD
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FIG. 25A

Major Adverse Limb Events — All Patients
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FI1G. 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
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 Outcomes at 2.5 Yrs in Placebo Patients by

Symptomatic PAD and no Mi/Stroke at Baseline
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FIG. 31

Limb Outcomes at 2.5 Yrs in Placebo Patients by
Symptomatic PAD and no MI or Stroke at Baseline
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FIG. 32

LDL Cholesterol by Treatment Group in Patients with Symptomatic
Lower Extremity PAD
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FI1G. 33A
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Primary Endpoint in Patients with PAD and no MI or Stroke
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FIG. 33B
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CV Death, Mi or Stroke in Patients with PAD and no Mi or Stroke
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FIG. 33C

Major Adverse Limb Events — Patients with PAD and no Ml or Stroke
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FIG. 34

MACE or MALE in Patienis with PAD and no MIi or Stroke
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FIG. 35

PCT/US2017/061346

Achieved LDL-C and MACE or MALE in Patients with PAD
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FIG. 36

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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Adjusted Event Rate by Average Postbaseline non-HDL-C up to Time-to-Event Endpoint
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