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Les statines : des preuves intiscutables sur Haut Risque CV
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Key: LDL-C= low-density lipoprotein cholesterol; Ragé statin therapy;
PRA = pravastatin; ATV = atorvastatin @@
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Adapted from: Rosensen RS. Exp Opin Emgrg Drugs 2004;9:269-79 and La
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Les stratégies complémentaires des statines

QJQ{b
o
&
O
N
00
S
QO
&
&QJ
<0
. ‘Q;o' Décés cardiovasculaires, IDM, AVC, rehospitalisation pour angor instable, rev isatid¥ coronarienne
100 - M.Qy_enne a LDL-C CT @é TG HDL CRP us (2 30 jQ!.Jr_S_) ) \@
1an & 40 - E O
= 90 A Simva 69.9 1.\@551 137.1 48.1 38 y R 4.7%\@0 NNT =50
> EZ/Simva 53.2 9&925.8 120.4 48.7 3.3 p=0.016 2742 événergéhts
C 30 up=
= Aen mg/di 1640° 193 167 +0.6 05 HR =0,936 °
5 N = ICys : 0,887-
iy 70 1 S ~3 o 0,988 &
o Qe Différence moyenne i 20 - T & EZ/Simva - 32.7%
I} 60 - N 69,5 vs 53,7 mg/d| g > 2572 événements
(@) o S
A & G «06
S Bl Ry &l 10 - R
| m@o : Réduction du rixjue de 6,4 %
T T ™ T T T T T T T T T T T ~ "
QE_R oV 4 8 12 16 24 36 48 60 72 84 96 0 : : % ; . ; ’
Nombre de patients : O Mois depuis la randomisation o 1 2 32 3 2 > 6 7
EZ/Simva 8990 8230 7701 7264 6864 6583 6256 5734 5354 4508 3484 2608 1078

Simva 9009 8921 8306 7843 7289 6939 6607 6192 5684 5267 4395 3387 2569 1068

+©
Association statine + Ezeggﬁ*nibe. Cannon et al. N Engl J Med 2015; 372: 2387-97
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Trea’gﬁi‘oent goals for low-density lipoprotein-
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Recommendations Class | Level

In patients at VERY HIGH CV risk, an LDL-C goal of <1.8 mmol/L
(70 mg/dL) or a reduction of at least 50% if the baseline LDL-C is
between 1.8 and 3.5 mmol/L (70 and 135 mg/dL) is recommended.

In patients at HIGH CV risk, an LDL-C goal of <2.6 mmol/L
(100 mg/dL), or a reduction of at least 50% if the baseline LDL-C is
between 2.6 and 5.2 mmol/L (100 and 200 mg/dL) is recommended.

In subjects at LOW or MODERATE risk an LDL-C goal of <3.0 mmol/L &

(<115 mg/dL) should be considered. {0"}\\
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www.escardio.org/ guidelines European I&@)‘t Journal 2016 - doi:10.1093/eurheartj/ehv272 SOCIETY OF

CARDIOLOGY®

(']/




A systematic review and meta-analysis of
the therapeutic equwalence of statins
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Percent ASCVD Patients who will drop their LDL-C levelg to <70 mg/dl with
treatment intensification (total cohort size = 631,855)
] Titration to high-intensity statin therapy alone .
Virani SS et al.

Addition of ezetimibe therapy alone
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Efficacité clinique d’'une reducthsﬁ intense du LDL par I"’évolocumab : Etude

< FOURIER
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Réduction du LDL o«
100 < 16% 1 Réduction du risque
Placebo \)c‘,\\ Hazard ratio 0.85 14.6%
90 — . - * o= @6 14% 1 (95% Cl, 0.79-0.92)
© P<0.0001 o
80 1 . § 12% Placebo L
= 3 g
5 70 59% mean reduction (95%Cl 58-60), P<5'80001 £ Mgl
% 60 - é"f’ ;cg % &
% i | Absolute reduction: 56 mg/dl (QQ}ECI 55-57) & :: 8% é\
3 s ?Evolocumab
g 40 i b Q ‘§ 60/0 T &
. L \5%—3—-—'—'% 3 a Q{b
8 30 {—e o & . 2 4% @
T o
0 | Evolocu NG
(median 30 mgldl IQ 19-46 mg/dl) 2% A O
&
10 - 9 4
&@ 0% &C
0 P e ' 0 6 & 18 24 30 36
0 12 24 36 48 60 72 96 108 120 132 144 156 168 & Moithis s Randoimizatib
eeks &0\5
@f])" Evolocumab Placebo 0 . e .
Efdpoint (N=13,784)  (N=13,780)  HR (95% Cl) % patients aChIE\@ﬁ% LDL reduction at 48W
P i &
2 3-yr Kaplan-Meier rate @
CVD, MI, stroke, UA, or revasc 12.6 14.6 0.85 (0.79-0.92) O \9
CV death, MI, or stroke 7.9 9.9 0.80 (0.73-0.88) 6
Cardiovascular death 25 24 1.05 (0.88-1.25)
Mi 4.4 6.3 0.73 (0.65-0.82)
Stroke 2i2 2.6 0.79 (0.66-0.95)
Hosp for unstable angina 2.2 2.3 0.99 (0.82-1.18)
Coronary revasc 7.0 9.2 0.78 (0.71-0.86)
Urgent 3.7 5.4 0.73 (0.64-0.83)
Elective 3.9 4.6 0.83 (0.73-0.95) ©
Death from any causs 48 a3 1.04 (0.91-1.19) Q\q, LDL<0,7 g/L LDL<0,4 g/L LDL<0,25 g/L
Vv M Evolocumab ® Placebo

M S Sabatine, et al. NEJM 2017



Bénéfice de I'évafoc

umab chez les patients AOMI
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Plus haut risque chez les patients AOMI @eQ s Bénéfice du LDL avec evolocumab
B PAD with MI/Stroke N=1036 &0 &
; ; Qo Placebo PAD
16°, ,H Ml ior Stroke and no PAD N=11996 6\\0 14% B Evolocumab N=3,642
. 14.9% 06° 13.0%~
0,
14% S 12% 27% RRR l ain
: : < o L 3.5% ARR
12% S S10% (0.59 - 0.91) ; Ll
_ _ - P=0.0040 9.5% - .
10% | ; 5 \8\@
o =
CAO% 2_3% . 76% 7 NoPAD .{\\Q)
g0 0 i W et e - 1.4% ARR S
8% 2 o o © 62% J NNT,5, 72 e
> W
6%, 3] No PAD 0
% N=23,922 Q{b
o | HECOis (00
2, 95% €1 (0.73 - 0.90) %)
P<0.001 (\6\
2% ” o .0
0% p-interaction = 0.41 QC‘)Q
0% 0 90 180 270 360 450 540 630 720 810 900 06
o 180 360 0(540 720 900 &Q‘
& Q¢ Risque d’événement périphérique 3
02 L , Q MACE + MALE
2 indésirable majeur (MALE) Q\‘e?
S All Patients B Placeho & PAD
v M Placebo N=27,564 - M Evolocumab {0 N=3,642
B Evolocumab % . a o
0.5% 42% RRR S 2T%RRR i
0.45% % 66 HR 0.73 “ort
P HR 0.58 R N (00 -0 538 4.1% ARR
5 04% (0.38 - 0.88)  12% A P=0.0014 NNT; 5, 25
3 P=0.0093 = ey ; 10.9%
2 £ 10% éo
f 0,3% E @C 7.8% No PAD
8 0.27% 2. T } 1.5% ARR
& 7 | I B B o TS T e 6.3% NNT, ;, 67
< o02% (\Q& 6% % Py
2 e) No PAD
g Qutcome HR 95% Cl o O 4% N=23,922
0,1% ALlor m::;l-aiputalmn gz: gg;?igggz b-?& 95%, cT::]o?go_ 0.89)
A ALl 0.55 (0.-31-0.97) (L 2% R P<D‘.DB1 :
Major amputation 057 (0:17-1.95) il p-interaction = 0.39
. . Urgent revascularization 069 (0.38-1 'Zib 0%
MACE: major adverse cardiac events 0,0% Q 0 90 180 270 360 450 540 630 720 810 900
0 90 180 270 360 450 540 630 720 810 900 %

MALE: major adverse limb events

M Bonaca, et al. Circulation 2017



Cumulative incidence (%)

Number of patients
Placebo
Evolocumab

>
N
)
o)
(\6\ 7-Year KM Rate (%
. H ElS PIS
— SIMVA 40 mg/ — SIMVA 40 \\'O Primary Endpoint 0.85 P-interaction
EZE 10 mg — mg ¢ Diabetes 400 455 ——
: © No diabetes 302 308 o 0023
Primary endpoint ;
n v En int 1 0.89
o . Diabetes 479 514 F
45.5% Mo diabetes 354 363 2 0.11 )
: 8\\0
Secondary Endpoint 11 0.83 Q
£ THabetes 239 270 = Q@
" No diabetes 153 160 __._i'% 0.074 \.\o
: A S
Secondary E int I \Q
! 0.86 N
Diabetes 420 467 As g d 0
No diabetes 319 325 9-%] 0.021 be<\
. . Q
Tertiary Endpoint 0.78 s @
Diabetes %6 24 —W—— (06 i Q
No diabetes 183 190 ——— o{\
: : A Favors ezetimibe g@lﬂ placebo
Diabetes No Diabetes 0.6 0.7 0.8 09 1O 11 12
Hazard Ratio and 95“&onfidence Intervals
p RS2
R Giugliano, et al. CII‘CS@!’IOH 2017
<9
20~ [ Evolocumab

— Evolocumab
—— Placebo

HR 083 (95% C1 0-75-0-93); p=0-0008
Absolute risk reduction 2-7% (95% Cl 0-7-4-8)
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Figure 4: New-onset diabetes
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Sabatine MS et al. Lancet Diabetes Endocrinol 2017




Bénéfices de I’evolocum%\b chez les autres patients
a haut t:*%que CV résiduel

@
& Réduction du risque résiduel

T vents HR (95% CI)
R 0.82
3000 - 2714 @SS%CI 3;’510 90) 1 Event HR 0.85
;‘i (n=2907) —a—
=\ Additional 2192 522 | e @
@ Events 2 Events HR 0.76 ép\
c 2000 - RR 0.74 n=1333 —— &
z (0.65-0.85) -303 L YD S S N
= & 3 Events HR 0.74 @°
— —_— . B
3 & 1st Event 219 (n=373) &
1000009 HR 0.85 — 212 W 0 B | sssssmsseesmsmeesinsinn s s ok o s i s s s man samsaseme s Q{b
Q\f (0.79-0.92) 4+ Events HR 0.60 ) (Qa
%0 (n=152) - <&
@) ] o> 1
N 0 1 'S Evolocumab oc"?o Placebo
q{q? Placebo Evolocumab Better ,06 Better
(\
P @S%blna A et al. AHA 2017
<
be‘) ’ v d . . ﬁ
v IDM récent IDM récidivant NLu ti tronculaires
e
(l/Q N Qualifying MI 22 yrs ago 1 Prior MI .@@w No Multivessel Disease
12% 12% 16% 16% 14%
. ; . 15.0% . "
N 24% RRR T B 13% RRR - 21% RRR R o 16% RRR 6 JQ@RRR . 11% RRR
- HR 0.76 A29% 7" HR 0.87 93% HR 0.79 NNT 38 HR 0.84 HR 0.70 A34% HR 0.89
2 (95% C1 0.64-0.89) NNT 35 (95% C1 0.76-0.99) ga £12% 1 (95% C1 0.67-0.94) 124% 12% 1 (95% C10.74-0.96) .g 3 "0(95% €10.58.0.84) NNT29 | (95%C10.79-1.00)
g o P<0.001 9% o P=0.04 ‘ol | P=0.006 . P=0.008 5«{0 P<0.001 0.2% P=0.055 5%
5 A10%|| & N5 s 8%
5: . ol g - NNT 101 5 o | Placebo " Bé('g ‘ B 1 1.6%
: £, ) R | £ o ‘ &% A13%
8 % > S NNT 78
g ; ¢ g Evolocumab " o ALT% g % %
Evolocumab 4% 4% {@ NNT 60l Evolocumab
2% 2% 2% 2% QQ % 2%
Piteracton=0.18 Prerscton=0-57 OO Ptneaction=0.03
% % % & . %
o 6 12 18 24 30 36 o 0 6 12 18 24 30 36 ° 0 6 12 18 24 30 36 ° 0 6 ‘@\\ 18 24 30 36 g 0 6 12 18 24 30 36 o 0 6 12 18 24 30 36
‘v
@ .
N Sabatine M et al. AHA 2017



Efficacité clinique d’une reductlom |mportante du LDL par l'alirocumab en
post- SCA Bfude ODYSSEY Outcomes

Alirocumab
(N=9462)

Follow-up*: median 2.8 (Q1-Q3 2.3-3.4) years
8242 (44%) patients with potential follew-up 23 years
I
1955 patients experienced a primary endpoint
726 patiernts died

1496 (15.8%)

1343 (14.2%) »°

Not applicable

KQ:
730 (7.7%)®
o

&0

3/& 9
\®)
105 ‘19\% 96.4 10381
gadl 064 f . . -t
.90 101.4
=
575 66.4
£ L _dd-~-»
q 60 --=X I )
8 . A -
3 45 533
S 301 a6 423
Z 15
0 T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48

Months Since Randomization

Sabatine M et al. AHA 2017
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Alirocumab
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0 15 25 50 7Qo°
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@
15 <>
&
12""96(\\
@
)
é\ Placebo
£ o1
<07 W Alirocumab
SN
O% = 61
& ARR* 1.6%
MACE: CHD @ﬁ%}. "
non-fatal w HR 0.85 (95% CI 0.78, 0.93): P=0.0003
ischemijcktroke, or 0 T T T |

unsta®le angina requiring
hoshitalization

0 1 2 3 4
Years Since Randomization



@ODYSSEY

OUTCOMES

Analy“se post-hoc :

\Z
&

Qéces toutes causes

par sous gi‘oupes de LDL-C initial prespécifié

/\o\‘@ ARR* 1.7% Pinteraction=0.12
, xQ°
5 &
10 o & 10 10 1
<80 mg/dL ,@ 80 to <100 mg/dL >1OOJ@ﬁg/dL
= A HR089 — HR 1.03 e H;I?O 71
S 8 0 <3 S 8 ) S 8
P (95/) Cl 0. 609 1. 14) P (95Aa Cl 0.78, 1.36) P (95%6@CI 0.56, 0. 90)
o 6 1 S o 6 T aqd
Q & Q (=
P S % 5
S 4 7 .é&o S 4 =
8 @q’b‘ 8 §
<:'( 5. Alirocumab é 5 6%
0 L L} L J L J 0 - L 3 L} &&% O L} - L J -
0 1 2 3 3 0 1 2 3 4 0 1 2 3 4
~ Years Since Randomization Years Since Randomu@atlon Years Since Randomization
Number at Risk Number at Risk Q@ Number at Risk
nacebo 3583 34Eh 3344 1476 by Hacebo JU6/ 3001 20498 Q20 2728 Hlacebo 2815 2137 2645 1147 224
Abrocumab 3581 3486 3358 1452 269 Alrocumab 3066 2592 21‘30(}{@000 1308 237 Alrocumab 2814 2739 2605 1186 240
q/b?
©
,\%
X

*Based on cumulative incidence
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Les inhjlsiteurs du PCSK9 :
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¥ &
Vé AN b"oe ° V4 V4 ° \'\o
2. surles even%m‘ents coronariens et cerebrovasculaires. ' Q\\e"?
&
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’ . ° ° ’ ° N N S 7 e
4. Reoglﬁchon du risque absolu marqué chez les patients a trés haut gisque résiduel
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- risque lipidique élevé (baisse insuffisantﬁeci‘fl\u LDL sous dose optimale de statine
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Commission deﬂonsparence du 5 septembre 2018

Maladie cardiovqscyfalre atherosclereuse etablie
Q}“
REPATHA est mdlqgse chez les adultes presentant une \e

&Q;

pour reduire le risque cardiovasculaire en dlmlru‘)on’r le taux de
LDL-c, en cbg?nplemen’r de la correction des autres facteurs de risque . c:~\°°
O

>
)
N
X
0"9
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b
e en osg@cmhon avec une statine a la dose maximale toleree avec @‘U sans autres therapies

hyg@ﬁpemlon’res &o
o2 &
‘]9\ {ef’ec\

La Commission considere que le service médical rendu par REPATHA est mg,@rtant uniquement en association a un

traitement hypolipémiant optimisé chez les : Q\
éc)

patients inclus dans I'étude FOURIER a savoir les patients adgi’tes a tres haut risque cardiovasculaire, avec

hypercholestérolémie primaire ou dyslipidémie mixte, présentant ungﬁ%aladle cardiovasculaire athéroscléreuse établie par

un antécédent d’IDM, d’AVC non hémorragique et/ou d’AOMI sy‘/ﬁ"iptomathue (prévention secondaire), et non controlés

(LDL-c > 0,7 g/L) malgré un traitement optimisé comprenant au,g;@oms une statine a dose maximale tolérée ;
>



Maladie €V liée a I'athérosclérose
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Non a trés haut risque

&Rggles hygiéno-diététiques

A trés haut risque
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\ 4 &Q’Q
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Age <75 & Age > 75
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<
4 N\ )
(Siiast;ne A Poursuite
olethe statine a
ol ¥o rte forte dose
(Classe lla) (Clagsetla)
\ U 4
S
{QQ@VSi LDL 2 0.7 g/L ou non HDL 2 1 N
§® g/L malgré dose maximale

b-%@
Grundy SM, et al. AHA018
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tolérée de traitements ajout
d’anti PCSK9

(Classe lla)

-
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Patients a tres haut risque @eﬁlusueurs antecedents majeurs ou
1 antecedent majeur etzpius,leurs facteurs de haut risque

Antécédents majeurs : &

« SCA <12 mois 60o°°

* Antécédents d'IDM (ﬂ‘en dehors du SCA < 12 mois)

- AOMI symptomati’“ﬁue (claudication + IPS < 0,85 ou
revascuIarlsat,&)n/amputatlon &

Facteurs d¢’ 6haut risque :

 Age >£§5 ans €

. Hegﬂ N
AG‘IQCD de Pontage ou d’angioplastie coronaire en dehors d’ ug@SCA

@‘9‘ Diabéte

‘19 « HTA &

+ DFG entre 15 et 59 mL/min/1,73m? &

« Tabagisme actif ‘°

« LDL > 1g/L sous max tolérée de statine et d’ ezeﬁ’mlbe

« ATCD d’insuffisance cardiaque congestive

QOQQ

‘e‘(\@
%\ AMERICAN oV e
COLLEGE of N

) American
/ CARDIOLOGY Griindy SM, et al. AHA 2018 v Association.
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2016 ESC/EAS Guidelines for the Management
of Dyslipidaemias

é\

Chez les patients @?tores haut risque avec LDL
cholesterol qui ge%te élevé malgre dose max de
statines et d’ e‘ﬁetlmlbe ou en cas d’intolérance llb C @
aux statln@§ un inhibiteur de PCSK9 peut étre é\o@
proposg Q,&@\\QQ
<9 ,@Q’Q
Qed\ &®

Tgés haut risque (ESC) :
<% Patients en prévention secondaire y compris plaques d’ Q,bherome

2 coronaires ou carotidiennes ée?
« Diabetique avec proteinurie ou tabac ou HTA ou d)}@f’pldemle
« DFG <30 mL/min/1,73m2 &O@
« SCORE > 10% &
O
-%60
-e,“\eo
\‘b©q, EUROPEAN ’

COL

J CAR

SOCIETY OF

European H&art Journal (2016)37, 2999-3058 carpioLoay»
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Heart
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4, Inlﬂ)atie@i?@vithlievere@)rimarylihypercholesterolemia
(LDL-C@ével2R90mng/dL[>4.98nmol/L]) without?
calcytating@0-yearBASCVD®Risk,@beginthigh-intensity?]
s%%‘l‘lgliherapyIIWithoutIE:aIcuIatingElO-yearIZ\SCVDlZI
KSK.
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o|f@hedDL-Clievel@emains2100@ng/dLE>2.6@nmol/L),E
adding@zetimibelik@easonable

oAffhedlDL-Cllevel®nBtatin@lusEzetimibefemains@100@ng/dLE

(>2.6@nmol/L)RMEheBatientthas@nultiplefactors@hatincreasel N

subsequent@lisk@fEASCVDR@vents,BPCSKOEhhibitor@naybel &
considered, &
although®helong-termBafetyl(>3@ears)As@incertainfandEconomic@aluel®
isdowEatEnid-2018HistBprices. N

0\2“ COLLEGE of
e Ul 2
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Severe Hypercholesterolemia (LDL-C 2190
mg/dL [24.9 mmol/L])

oS
American (4
9 Heart &
Association. Q

(]LDL-C 2190

)

R4

Recommendation@?ﬂ?rimaryII?SevereEHypercholesterolemiaE(LDL-CEEIQOIZ‘ng/d

] [24.9Bmmol/L])

Recommendations

In patients 40 to 75 years of age with a baseline LDL-C level of

220 mg/dL (25.7 mmol/L) or higher and who achieve an on-
treatment LDL-C level of 130 mg/dL (23.4 mmol/L) or higher
while receiving maximally tolerated statin and ezetimibe
therapy, the addition of a PCSK9 inhibitor may be considered.

taking maximally tolerated statin and ezetimibe therapy,
PCSK9 inhibitors provide uncertain value at 2018 U.S. list
prices.
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In patients 20 to 75 years of age with a baseline LDL-C level A
2190 mg/dL (24.9 mmol/L), who achieve less than a 50% QO\\
i reduction in LDL-C levels and have fasting triglycerides <300 «o\)@ S
mg/dL (<3.4 mmol/L). while taking maximally tolerated statin
and ezetimibe therapy, the addition of a bile acid sequestrant ;z\ VaE
may be considered. 606 Statement:
In patients 30 to 75 years of age with heterozygous FH and 2 Uncertain
with an LDL-C level of 100 mg/dL (22.6 mmol/L) or higher (\Q\ Value
while taking maximally tolerated statin and ezetimibe QO (B-NR)
therapy, the addition of a PCSK9 inhibitor may be considered. S’:@e
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