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Background ςHeFH
Å The prevalence of HeFHis thought to be 1:200 to 1:5001

ï Untreated FH is associated with severely elevated LDL-C levels and a high risk 
for premature CHD2

Å Recent guidelines have recommended pharmacotherapy with statins ± other LLT, such as ezetimibe, 
bile acid sequestrants, and niacin3,4

Å Despite LDL-C-lowering drug therapy, many patients with FH do not 
reach their target LDL-C levels5

ï LDL-C treatment goals for patients with FH are <1.8 mmol/L (<70mg/dL) in the 
presence of CHD and <2.6 mmol/L (<100mg/dL) in those without CHD2,4

3

1. NordestgaardBG et al. EurHeart J. 2013; 34:3478ς3490; 2. Ito MK et al. J ClinLipidol. 2011;5:S38ςS45; 3. Bays HE et al. J ClinLipidol. 2014;8:S1ςS36; 4. Reiner Z et al. EurHeart J. 2011; 32:1769ς1818; 
5. Huijgenet al. PLoSOne. 2010;5:e9220; 
CHD, coronary heart disease; FH, familial hypercholesterolemia; He, heterozygous; LDL-C, low-density lipoprotein cholesterol; LLT; lipid-lowering therapies; PCSK9, proprotein convertase subtilisin kexin type 9;  
Q2W, every 2 weeks
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Background ςApheresis
Å Lipoprotein apheresis may be considered for hypercholesterolemia inadequately 

controlled by maximally tolerated drug therapy1,2

ï However, the procedure is time-consuming (up to 4 hours), conducted weekly or every other 
week, costly, and can only be performed in highly specialized apheresis centres2,3

ï Lipoprotein apheresis can acutely reduce LDL-C and Lp(a) levels by 50ς75%4

4

1. Jacobson TA et al. J ClinLipidol. 2015;9:129ς169; 2. Reiner Z et al. EurHeart J. 2011; 32:1769ς1818; 3. Bays HE et al. J ClinLipidol. 2014;8:S1ςS36; 4. NordestgaardBG et al. EurHeart J. 2013; 34:3478ς3490 
Lp(a), lipoprotein (a)
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Alirocumab ODYSSEY Phase 3 Programme
Å Alirocumabis a fully human monoclonal antibody to PCSK9

ï In patients with and without HeFH, LDL-C levels were reduced by 44ς48% (alirocumab75 mg Q2W [with 
possible dose adjustment to 150 mg Q2W]) and 61% (alirocumab150 mg Q2W) in Phase 3 studies as 
monotherapy or on background of statin ± other LLT1ς8

5

Alirocumab 75/150 mg Q2W

Alirocumab 150 mg Q2W

Alirocumab 300 mg Q4W/150 mg Q2W

Alirocumab 150 mg Q4W/150 mg Q2W

Control: ezetimibe 
10 mg/day

Control: placebo

Control: placebo

Control: placebo

Control: placebo

COMBO II1 OPTIONS I2 OPTIONS II3

COMBO I6 FH I7 FH II7

LONG TERM8 HIGH FHϞ

ALTERNATIVE4 MONO5

Without background statinWith background statin

CHOICE IϞ

CHOICE IIϞ
ϞNCT numbers for studies not published yet: NCT01617655 (HIGH FH); NCT02326220 (ESCAPE); NCT01926782 (CHOICE I); NCT02023879 (CHOICE II). 1. Cannon CP et al. EurHeart J. 2015; 36:1186ς1194; 2. Bays et al. 
JClinEndocrinolMetab. 2015; 100:3140ς3148; 3. Farnier M et al. Atherosclerosis. 2016;244:138ς146; 4. Moriarty PM et al. 2015 J CinLipidol. 2015;9:758ς769; 5. Roth EM et al. Int J Cardiol. 2014;176:55ς61; 
6. Kereiakes DJ et al. Am Heart J 2015;169:906ς915; 7. Kastelein JJ et al. EurHeart J 2015;36:2996ς3003; 8. Robinson JG et al. N EngMed 2015;372:1489ς1499; 9. Schwartz GG et al. Am Heart J. 2014;168:682ς689 
LLT; lipid-lowering therapies; PCSK9, proprotein convertase subtilisin kexin type 9; Q2W, every 2 weeks
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Alirocumab 75 mg Q2W 
(with possible dose 

adjustment to 150 mg Q2W) 
versus placebo
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ODYSSEY ESCAPE ςStudy Objectives
Å To evaluate the effect of alirocumab150 mg Q2W on the frequency of lipoprotein 

apheresis treatments in patients with HeFH(comparator: placebo)
ï җол҈ ǊŜŘǳŎǘƛƻƴ ǿŀǎ ŎƘƻǎŜƴ ǘƻ ǇǊŜǎŜƴǘ ŎƻƳǇŀǊŀōƭŜ ŜȄǇƻǎǳǊŜ ǘƻ [5[-C between apheresis 

procedures

ï Lipoprotein apheresis acutely lowers LDL-C levels by 50ς75%, which translates to a time-
averaged reduction of LDL-C that approximates 30% between the apheresis procedures

Å Primary efficacy endpoint: frequency of apheresis treatments over 12 weeks, 
normalised according to the number of planned apheresis treatments

Å Secondary endpoints: effect of alirocumabon other lipids, safety and tolerability of 
alirocumaband its effect on patient well-being

6
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ESCAPE: Study Design

Å Patients with HeFHwere on stable background LLT and had undergone consistent lipoprotein 
ŀǇƘŜǊŜǎƛǎ v² ŦƻǊ җп ǿŜŜƪǎ ƻǊ vн² ŦƻǊ җу ǿŜŜƪǎ όмп ǎǘǳŘȅ ǎƛǘŜǎ ƛƴ ¦{ ŀƴŘ DŜǊƳŀƴȅύ

7

Apheresis only performed if LDL-C <30% lower than baseline
LDL-C (pre-apheresis LDL-C during regular apheresis) 

FU 8 weeks/OLEScreening (2 weeks)

W12

Alirocumab 150 mg Q2W (s.c.)

W-2

Double-blind treatment period (18 weeks) 

Alirocumab 150 mg Q2W (s.c.)

Placebo Q2W (s.c.)

W9Ϟ

W6W4W0

W1Ϟ W13Ϟ

W2

W5Ϟ W7Ϟ

W8 W10

W11ϞW3Ϟ

W18W16W14

W17ϞW15Ϟ

W26

Fixed apheresis frequencyϟ

Randomization

ϞVisits at these times are mandatory for patients undergoing apheresis QW, but not for patients undergoing apheresis Q2W; ϟ.ŀǎŜŘ ƻƴ ƛƴŘƛǾƛŘǳŀƭ ǇŀǘƛŜƴǘΩǎ ŜǎǘŀōƭƛǎƘŜŘ ǎŎƘŜŘǳƭŜΤ h[9 ƻǇǘƛƻƴŀƭ ŦƻǊ ǇŀǘƛŜƴǘǎ ƛƴ DŜǊƳŀƴȅ 
only; FU includes patients who chose not to enter the open-label extension study after the end of the double-blind treatment period, or who prematurely discontinued from study treatment 
FU, follow-up; OLE, open-label extension; QW, weekly; Q2W, every 2 weeks; s.c., subcutaneous; W, week 

Male and female patients 

Ó18 years of age with 

HeFH undergoing 

QW/Q2W lipoprotein 

apheresis therapy
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