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Background; HeFH

A The prevalence dfleFHs thought to be 1:200 to 1:500

I Untreated FH is associated with severely elevatedCMdvels and a high risk

for premature CHB

A Recent guidelines have recommended pharmacotherapy with statier LLT, such as ezetimibe,
bile acidsequestrantsand niacif*

A Despite LDIGlowering drug therapy, many patients with FH do not
reach their target LBC level3

I LDLC treatment goals for patients with FH are <th@&ol/'L (<70mg/dLl) in the
presence of CHD and <Zv@inol/L (<100mg/dL) in those without CHE

1. NordestgaardBG et alEurHeart J 2013; 34:34783490; 2. Ito MK et allClinLipidol 2011;5:S38S45; 3. Bays HE et &ClinLipidol 2014;8:S4S36; 4. Reiner Z et &lurHeart J 2011; 32:17681818;

5. Huijgenet al. PLoSOne 2010;5:€9220;
CHD, coronary heart disease; FH, familial hypercholesterolemia; He, heterozygeGs;laBdensity lipoprotein cholesterol; IL lipidlowering therapies; PCSK9, proprotein convertase subtilisin kexin type 9;

Q2W, every 2 weeks
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Backgrouna Apheresis

A Lipoprotein apheresis may be considered for hypercholesterolemia inadequately

controlled by maximally tolerated drug theralgy

I However, the procedure is timeonsuming (up to 4 hours), conducted weekly or every other
week, costly, and can only be performed in highly specialized apheresis ééntres
I Lipoprotein apheresis can acutely reduce {and_p(a) Ievels by 57 5%
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1. Jacobson TA et diClinLipidol 2015;9:129169; 2. Reiner Z et dturHeart J2011; 32:17681818; 3. Bays HE et dClinLipidol 2014;8:5¢S36; 4NordestgaardBG et alEurHeart J2013; 34:34783490
Lp(a), lipoprotein (a)
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Alirocumab ODYSSEY Phase 3 Programme

A Alirocumabis a fully human monoclonal antibody to PCSK9

I In patients with and withouHeFH LDLC levels were reduced by d4B% &lirocumab75 mg Q2W [with

possible dose adjustment to 150 mg Q2W]) and 64k©Cumabl50 mg Q2W) in Phase 3 studies as

monotherapy or on background of statirother LL8
[ With background statin] Without background statin

ODYSSEY
el CHENmlE [ comBo# | [ OPTIONSI | [ OPTIONSAI ] | ALTERNATIVE MONC OUTCOMES
10 mg/day Study?

Control: placebo BRI RE I R

Alirocumab 75 mg Q2W

S FE ) [ LONGTERM| [ HIGHFH | ([ ESCAPEA | . djug‘ivrﬁzrf’tﬂzs'lbs'g ?nc;.sgzm
versus placebo

(ofe]ylige] NVIET=ole8 ( CHOICE |

Control: placebo CHOICEI

"NCT numbers for studies not published yet: NCT01617655 (HIGH FH); NCT02326220 (ESCAPE); NCT01926782 (CHOICE I)CNQTE20R38Ta(non CP etralrHeart J 2015; 36:11861194; 2. Bays et al.
JClinEndocrinoMetab. 2015; 100:314€B3148; 3. Farnier M et altherosclerosis®?2016;244:138146; 4. Moriarty PM et al. 201ECinLipidol 2015;9:758769; 5. Roth EM et dint JCardiol 2014;176:5861;

6. Kereiakes DJ et &lm Heart 2015;169:906915; 7. Kastelein JJ et BurHeart 22015;36:29963003; 8. Robinson JG et AIEngMed 2015;372:14881499; 9. Schwartz GG et A Heart J2014;168:682689
LLT; lipidowering therapies; PCSK9, proprotein convertase subtilisin kexin type 9; Q2W, every 2 weeks
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ODYSSEY ESCABHRIdy Objectives

A To evaluate the effect aflirocumabl150 mg Q2W on the frequency of lipoprotein
apheresis treatments in patients witdkeFHcomparator: placebo)
i Xo0/m: NBRAzOUAZ2Y 61 & OK2aSy (2CheNgen dpieiesisO2 Y LI
procedures
I Lipoprotein apheresis acutely lowers EDllevels by 5¥5%, which translates to a time
averaged reduction of LBL that approximates 30% between the apheresis procedures
A Primary efficacy endpoinfrequency of apheresis treatments over 12 weeks,
normalised according to the number of planned apheresis treatments

A Secondary endpoint®ffect ofalirocumabon other lipids, safety and tolerability of
alirocumaband its effect on patient welbeing
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Screening (2 weeks) Double-blind treatment period (18 weeks) , FU 8 weeks/OLE
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Male and female patients
018 years off "age with
HeFH undergoing

QW/Q2W lipoprotein
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Randomization

[

" Fixed apheresis frequenéty ~ Apheresis only performed if LBC <30% lower than baseline
LDLC (preapheresis LDIC during regular apheresis)

A Patients withHeFHwere on stable background LLT and had undergone consistent lipoprotein
F LIKSNBXaAa v2 F2NJI xn 6SS14a 2NJvH2 FT2NI Xy 6SS]

isits at these times are mandatory for patients undergoing apheresis QW, but not for patients undergoing aphere§is QA R 2y AYRAGARdzZI f LI GASyidQa Saidlof AaKSR
only; FU includes patients who chose not to enter the ofsdrel extension study after the end of the doultind treatment peiod, or who prematurely discontinued from study treatment
FU, followup; OLE, opefabel extension; QW, weekly; Q2W, every 2 wesks, subcutaneous; W, week
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