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Lipoproteina)
AA lowdensity lipoprotein containing apo B and apo(a)

AAtherogenic, preinflammatory, prethrombotic and pre
oxldant properties

AAssociated with incident CHD in population studies
AL evels primarily genetically determined
ALevels lowered by several drug classes, including PCSKO9;i

ALimited data to date linking pharmacologic lowerind.pfa)
to reduction In cardiovascular events
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TheODYSSEYUTCOMES Trnial

A 18,924 patients witltecent ACS and LBL x 7 all” déspike

Intensive or maximum tolerated statin
(*or non-HDL/ > M ndLordpadBk y n dij d K

A Randomizationalirocumab (75 mg) or placebg 2wks
(blinded adjustment of alirocumab dose to target achieved-C?550 mg/dL)

A Primary endpoint (MACEXCHD death, noffatal MI, ischemic stroke,
hospitalization for unstable angina

A Secondary endpointincludedall-cause death, hospitalization for HF,
and Ischemialriven coronary revascularization

A Median follow-up 2.8 years

Schwartz GG, et AlIEIJM2018;379:2092107 4
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Summary of Efficacy

157
MACE
12- Total NonFatal CV Events
. Placebo
2 9- 0.57
m Alirocumab -
2 5
= 67 5 0.47
5 75"
o
3- s 03- All-Cause Death
HR 0.85 (95% CI 0.78, 0.93); P=0.0003 Ij>j Placebo 6 -
0 . . . . > 027 Alirocumab X
0 1 _ 2 3 4 = c
Number at Risk Years Since Randomization = T4 5
Placebo 9462 8805 8201 3471 629 S 014 8
Alirocumab 9462 8846 8345 3574 653 g ' o
)
HR 0.87 (95% CI 0.82, 0.93); P<0.0001 = 3- Placebo
0 1 2 3 4 =
Number at Risk Years Since Randomization 1 5 -
Placebo 0462 9219 8888 3898 737 '
Alirocumab 9462 9217 8919 3946 746 HR 0.85 (95(%) Cl073 0 98) P=0 026*
Szarek M et alACQ01973:387 0 1 1 1 /
0 1 _ 2 3 4
Number at Risk Years Since Randomization
Placebo 0462 9219 8888 3898 737
Alirocumab 9462 9217 8919 3046 746
B Placebo Schwartz GG, et AIEJM2018;379:2097

* Nominal pvalue

H Alirocumab 5
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Objective

To determine whether the risks of first primary endpoint
(MACE) and total endpoint events were related to lowering
of Lp(a) by alirocumalindependent of the concurrent

effect of alirocumab to lower LDIC
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Measurement of Lipoproteins

Lipoprotein(a)
AAutomatednephelometry, mg/dL

LDLlcholesterol
AFriedewaldor beta-quantification
AMeasured LDIC = LDIC., + Lp(a)-C

Corrected LDicholesterot
ALDLC,,, = LDEC¢ 0.3xLp(a) mass

F{ASYSYa . bLL TKinparBKkNIDaKClinChirdActa201x;41P:1783B7 7
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Selected Clinical Characteristics By Badgti(iag Quartiles

Q1 Q2 ok Q4 .
Variable <6.7 mg/dL 6.7to<21.2mg/dL 21.2to<59.6mg/dL Xp pPdPc Y IKR]
(n=4730) (n=4731) (n=4729) (n=4734) P-value*
Age, years Py OpHbcmply OpHLCcCpWWY OpPpHLCpPY OpHDLCHPIM
Female (%) 20 24 25 32 <0.001
Black(%o) 0.6 1.0 3.1 5.2 <0.001
Lp(a), mg/dL H®n OHPnBmdby VO pPobMEPDOPOHY OPHBPH DOrvo
LDLLC, mgdL yo OoOc dbmMsiyno0 OTHLbMAwywWEe oOoTobwmnom®w o717y b »0.000
ApoB, mg/dL Tdh ocybdbay ocybdHTY OcybdpHYH O0T mMb d@ODL
High intensity statin (%) 88 87 89 91 <0.0001
BMI (kg/n?) HY Pp OH| HT PP OHPp OPHEBTODH N OPdhb dn Py v p &O.GO0D
Diabetes 31 29 29 27 0.001
Current smoking 26 25 24 22 <0.001

*P value: Kruskal Wallis or Chi square; percentages are rounded to nearest whole number

M



Bitthner et al, ACC.19

Baselind.pa) Predicts MACE Risk in the Placebo G

0<0.0001 0<0.0001

**

12.5,

10.0-

N
vk

Incidence (%)

O
@

2.5-

0.0

MACE CHD Death + Ischemic Stroke

Non-fatal Ml

|I-Cause Death

CV Death

Quartile 1
(<6.7 mg/dL)

@ Quartile 2
(6.7 to <21.2 mg/dL)

B Quartile 3
(21.2 to <59.6 mg/dL)

B Quartile 4
(= 59.6 mg/dL)



Bitthner et al, ACC.19

Greater Absolute Treatment Effect on MACE With Higher Balsgli)e

10



