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Les 10 principales causes de mortalité
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+ 1) la cible 2018: le LDL cholestérol

LDL-C: role causal dans la maladie athéroscléreuse:

200 études

2 millions de patients/participants

20 millions de patients années

150000 évenements cardiovasculaires pris en compte




LDL-c et Risque CV
Un lien établi par les donneesz genethues les études
interventionnelles, et fong.ﬁon de la durée d’exposition
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Une relation également obgervee dans les études
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Meta-analyse CTT - i4 essais — 90 056 patients

A1 AN - Une baisseds LDL-C de 1 mmol/L (0,39 mg/dL) est associeea:
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Régression de I'athérosclérose associee a la reduction
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Preven’f’lon secondaire
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* Prise en cha?ée globale du risque
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Recommenbgﬁtlons for lipid-lowering drugs for Recommendations for lipid-lowg#ing drugs in
primaryog‘ﬁ’d secondary prevention of(stroke patients with ' 14l disease
L&eé\c)n mmendations Class*® Level® Ref® ( | nc I u d
<b© Statin therapy to reach established Ae?
(19\ treatment goals is recommended in | 64, 65, ] L2
patients at high or very high CV risk 422,426 Recommendations N

PAD is a very-high-risk {®8tlun

and lipid-lowering t /%@E’y (mostly
6365, statins) is remmnw ed in these

422,426 patients.

Statin r.heraq;? should be considered
to prevac the progression of
abd&o?nal aortic aneurysm.

for primary prevention of stroke.

Lipid-lowering therapy is
recommended in patients with
other manifestations of CVD for
primary prevention of stroke.

Intensive statin therapy is
recommended in patients with
a history of non-cardioembolic I
ischaemic stroke or TIA for
secondary prevention of stroke

411,428
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* 1) lacible 2(}{8 le LDL cholestérol
* 2)les traytements actuels 2018:
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+ — Pour qui? %«o
* Prévention secondaire: apres tout evenem%nt cardiaque ou
artérielle périphérique 0%6@

* Prévention primaire: apres evaluatlgm du risque CV chez
tout sujet homme de plus de 40 an% et femme de plus de 50
Q
ans &




L'outil SCORE

D\
> Table de SCORE
Risque a 10 ans déceés cardio-vasculaire (CV) en fonction du sexe, de ’age
(de40 a 6 s), du statut tabagique, de la pression artérielle systolique
° entrations de cholestérol total

Nécessité d’'une EAL biologique SCORE
Cholestérol total s
ou LDL-C si version électronique {ogiciel Heart Score)

5%-9%
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()

PR
@
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L | 120 {
mmot/L ‘Q& 4
[ en 1,5 1,9 2,3 27 31 q,b‘
— ©
9O
Cholestg\%l total

®

Adapté de Massimo F. Piepoli et al. Eur Heart J 2016;37:2315-2381 ; traduit par la Haute Autorité de Santé.
©2016 Society of C: and Ex i iation. All rights reserved. For issions pl : journal issh om.




L’ouﬁl SCORE

Table de SCORE

Risque a 10 ans& déceés cardio-vasculaire (CV) en fonction du sexe, de ’age

(de 40 a SQ(an) du statut tabagique, de la pression artérielle systolique
gpncentrations de cholestérol total

S

MezesEe Recommen@(hons

ou LDL-C si version

Class* | Level®

Total nslo‘bstnmauon using a risk estimation

systegt Psuch as SCORE is recommended for ' \&0«8\@
asyﬁ'aptomauc adults >40 years of age without . \\Qé‘
Svidence of CVD, diabetes, CKD or familial ' Q,b&e’
hypercholesterolaemia. &&0

High and very high-risk individuals can be 0-14%

detected on the basis of documented CVD,

diabetes mellitus, moderate to severe renal

disease, very high levels of individual risk 9%
factors, familial hypercholesterolaemia or a high

SCORE risk and are a high priority for intensive

advice with regard to all risk factors.
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Adapté de Massimo F. Piepoli et al. Eur Heart J 2016;37:2315-2381 ; traduit par la Haute Autorité de Santé.
© 2016 Society of C: and Ei iation. All rights ressrved. Fol issions journai: i som.
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Prévention
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i;gﬁction du niveau initial de LDL-C

©

Int tion d Int tion d
Niveau de rsge cardio-vasculalra Sapbbinnotites stk
premiére intention®
& 14,8 mmain) Modification ¢
Sl du mode de, %
<0 3,4 mmol/L) du mode de vie
R - Traipgi¥ient
ma de type 1 ou 2 < 40 ans sans hypelipémiant
N de RCV ni atteinte d'organe cible &
< O
Ehb@ 5% = SCORE < 10 % @Q
&“O \S\Q
,LS? Diabéte de type 1 ou 2 : <
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cibe ; <1001 &
40 facteur da RCY ni attelrte o' i 42,6 rmmolL) <
= 40 ans sans @ ni atte argana clble ) 5\@ " e
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TA = 180/110 mmHg écf“ + Intensification
i 3o 6°U Traitermant du trafterment
Tribs SCORE = 10
Slevé {09 hypolipémiant hypolipédmiant
Diabéte de typa 1 ou 2 z 40 ans avec au moins un facteur de 0(9
RCV ou atteinte d"organe cible @&:OD.?IJ a/L
Patient ayant une insuffisance rénale oV 11.8mmalL)
chronique sévne Q\‘b
v
Maladie cardio=vasculalre documentéa (prévention secondaire)
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Schema de prise en charge

- Evaluate the total CV rlgk of the subject.

- Involve the patient with dgﬁsmns on CV risk management.

- Identify the LDL- Cogoal for that risk level.

- Calculate the pge?centage reduction of LDL-C required to achieve that goal.
- Choose a st@ﬁn and a dose that, on average, can provide this reduction.

)

\"\
P

%
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%
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- Response to\;setatln treatment is variable, therefore up-titration of the dose may be reqwrgﬁb
- If the hlgg)qest tolerated statin dose does not reach the goal, consider drug combinationgs®

In addlt\;@% for subjects at very high and high risk, a 250% reduction in LDL-C should I@é‘achleved

Percgef?\age reduction of low-density lipoprotein cholesterol (LDL-C) reque&?ed to achieve
gqﬁs as a function of the starting value. 6«0
«9\% B et ot S UG LI B “”“"”‘“”““"""‘Fﬂ“'t,@m.. e
e/l ~rgfdL | <] Emmu-l.'L | <28 mamolL s{o{ <1 mmicl'L
| (=70 mgidL) | (~100 mg/dL) &0; (~115 mgidl)
! %2 T R %0 <> | ED
=5 | A= I &5 | "@-an{l i 045
___________ T mm | sa | e e
419 i | =150 45-55% QQOQ 15-35 I0=15
__________ ?1-3-1- | - 110= 13D __E-_ _33-_-*_5-____ qk& =25 f_l_l:I
1319 f %0110 _ T <10
T \\R—
1B-13 70-50 <2 Vv - -
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leferg\ﬁces d’efficacité
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Weng TC, et al. | Clin Pharm Ther .2010;35:139-151 {eva“’
Mukhtar RY, et Al. Int | Clin Pract . 2055;59(2):239-252 &6\@
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A systematic review and meta-analysis of the therapeut\Ld*equwaIence of statins.
ATOR = atorvastatin; FLUVA = fluvastatin; LOVA = Iovacstatm PRAVA = pravastatin;
SIMVA = simvastatin; ROSU = rosuvastatin; PITA Cpﬁavastatm
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Rapport beneflce/ risque:
le }uste équilibre

RISQUE
Dose-dépendant

Musculaire
Hépatique
Déces extraCV ?

Statine
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Etude iMPROVE-IT

;QO CRITERE PRINCIPAL D’EVALUATION r%
(INTENTION DE TRAITER) IMPROVEIT
Décés cardiovasculgire, I0M, angor.instable documenté nécessitant
une hospitalisation, revascularisation coronaire (230 days), ou AVC

40 -
Rapport de risgue :

301 0,936 jc 95% (0;887 - 0,988)
p=0,016

EZ/Simva 32,7%
2572 événements

Taux dévénements (96)

Nombre de patients a traiter : 50
2 3 4 65 6 7

Délai depuis la randomisation (ans)

et collaborateurs.,

Critere principal d’évaluation g
et 3 critéres secondaires (IT)  /yPPovesrr

Simva EZISimva p
Critérs Principal d'évalustion
Décés CV/ IDM / Angor instable ( .7 327 0016
Revasc. Coro | AVC

ire
Mortalté tes causes | IDM [ Angos
nstable | Revasc. Com / AVC

Critére secondaire n"2
Décés de cause coronaire | DM |
Revasc. Coro | AVC

Critéra secondaire n°3
¢ v
Ttes revase. / AVC

Angor |
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* Inhibiteur ded""absorphon du cholestérol

. Indlcatlomactuelle limitée : &
mtoleer@ance statine &
. '@é@
|@s‘hff|sance efficacite des statines o
) ¥
lzgﬁ%\smemtm ' Ref*
@‘L"lié&mnded to initiate O continue hrth dose stating w*y &‘t« :dmwonmlACS pat-emm:homconm 4 X 64, \
" mdmt-onorhs o-'yolontolcrwe rtgudmsolnmILDLCnm 358-360

" zhc LDL C urg« is not reached with the highest tolerable statin do




The Majority of Patients Dt) ‘Not Achieve LDL-C Targets on

®

Statin Therapy

&

Due to a variety of rga%ons at le@st 50% of patients discontinue stating within 1 yeapof
treatment initiat gﬂﬁ @@;@'
Statin mtolg&ﬁnce occurs in up to 15% of@ {\

&0 @QQ}

Interruption de traitement

intolérance




The Majority of Patlents Dt) ‘Not Achieve LDL-C Targets on
Statin Therapy

- Patients with ASCVD - 2050

= Patients with HeFH P & 98%)
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* 1) la C|ble 2618 le LDL cholestérol

* 2)les t;ﬁltements actuels 2018:
_ Statines &
ed\ Q&@
-@+/ ézétimibe 7
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Design de 'étude wf%lr&ﬁr "

Q

Evolocumab SC

140 mg Q2W ou 420 mg QM
(selon préférence)

n~ 13,750

Age 40-85 ans o

IDM, AVC, ou AOI\A{»

 FdR addltlonne\Lgs(un majeur ou deux
mineurs)

- Traitemesfhypolipémiant optimisé

(stating™ ezetimibe)

LD<L<§f3 =70 mg/dL ou

Randomisation 1:1

2 R
S
©
F™ " "gg "9 &~ T T TTeeURT Y == T =0 1 1 %C{'OI -=|rms T Tr
Maximum 15 sem D1 W4 W12 <> W24 Q24W Nb du critére
ec;?“ secondaire
S clé atteint
b\)
P
&0
c)°°Q
5
‘b©q,
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Median LDL-C Levels Over Time:
All Patients

100

5 90 3 —e— =0 ® c *— —
3 g Placebo
ga Median 92 mg/dL
= 70 59% mean reduction (95%Cl 58-60), P < 0.001 &
O 60- Absolute reduction: 56 mg/dL (95% CI 55-57) N

)
£ 50 &

(\}

Q2 4@9 >
O ,(\ __.
= OQv | o— —— B — @
oo 30 @%volocumab

(42
N
(@)

1

SMedian 30 mg/dL

= 101 &
&S O
3 &o
@(1/ 0 | 1 1 1 1 1 1 1 1 1 1 1 1
{19'3’ 04 12 24 36 48 60 72 84 96 108 1 2@‘ 1 32 144 156 168
@

No. at risk I/ | Weeks \(9
Placebo 13,779 13,251 13,151 12,954 12,596 12,311 10,812 %& 6,926 3,352 790
Evolocumab 13,784 13,288 13,144 12,964 12,645 12,359 10,902 «O\) 6,958 3,323 768

LDL-C was significantly reduced in the evolocunzab group (median: 30 mg/dL)
including 42% who achieved levels < 25 mg/dL. vs < 0.1% in the placebo group




Primary, Key Secogdary, and Other
Endpoints

K]

Evolocumab Placebo
(n = 13,784) (n = 13,780) HR P-
Outcome n (%) n (%) (95% CI) value?

Primary endpoint* 1,344 (9.8) 1,563 (11.3) 0.85(0.79-0.92) <0.001

Key secondary endpoint;r 816 (5.9) 1,013 (7.4) 0.80 (0.73-0.88) <0.001 59

Other endpoints B - \\&Q}
CV death 251 (1.8) 240 (1.7) 1.05 (0.88-1.25) Qa82
Death from aﬁy cause 444 (3.2) 426 (3.1) 1.04 (0.91-1.19) g 60 54
MI 468 (3.4) 639 (4.6) 0.73 (0.65-0.&@?“ <0.001 |
Hospitalization for UA 236 (1.7) 239 (1.7) 0.99 (O.82-<1~\?\1 8) 0.89
Stroke 207 (1.5) 262 (1.9) 0.79 (0£6-0.95) 0.01 |
Coronary revascularization 759 (5.5) 965 (7.0) 0. 7&&6 71-0.86) <0.001 |

CV Death or Hospitalization for
Worsening Heart Failure 402 (2.9) 408 (3.0) Q‘Q98 (0.86-1.13)  0.82

Ischemic stroke or TIA 229 (1.7) 295 (2.1) 8\\% 0.77 (0.65-0.92) 0.003

CTTC composite endpoint™ 1,271 (9.2) 1,512 (146 0.83 (0.77-0.90) <0.001
Q\»‘
O

The primary endpoint was driven by reductions in Mi,

stroke, and coronary revascularization

*Time to CV death, myocardial infarction, stroke, hospitalization for unstable angina, or coronary revasculanz?ﬁ%n whichever occurs first TCV death,
myocardial infarction, or stroke, whichever occurs first *Given the hierarchical nature of the statistical testing, the P values for the primary and key secondary
endpoint should be considered statistically significant, whereas all other P values should be con&dered,(bmmal

“CTTC stands for Cholesterol Treatment Trialists Collaboration and the composite endpoint consmts@coronary heart death, nonfatal Ml, stroke, or coronary
revascularization
MI = Myocardial infarction; UA = Unstable angina; TIA = Transient ischemic attack
Sabatine MS, et al. N Engl J Med. 2017;376:1713-1722.



Key Secondary Endpomt
Composite of CV Death, MI, or Stroke

*
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o 5 d’ evegaéments cVv
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0 T | | s> 1
0 6 12 /1 8 24 «030 36
No. at Risk M- _.ns X
Placebo 13,780 13,449 13,147 12288 7,944 3,893 731
Evolocumab 13,784 13501 12,41 12456 8, 09@' 3,935 724




Landma;k Analysis
Un bénéfice qU| saccentue avec le temps

(\
Q)Q
Year 1: RRR 16%\ > Year 1: RRR 25%
06\50
o/ —. $ 0/ —
8% Hazard ratio 0.84 ,@,@Q 8% Hazard ratio 0.75
. (95% CI, 0.74-0.96)«0° . (95% CI, 0.66-0.85)
o o =)
s 0@“” ) Placebo
8 6%- & 8 6%
c S c
[} & [T}
S N S
o Q\’f o
c c
= 4% ¥ = 4%
4 S Placebo 4
= c? =
5 & I
5 & >
é‘bb@%- Evolocumab :E: 20/, 4
(&)
(19'\
o
0%‘1 T T T 1 0% 3 T T )
0 90 180 270 360 360 ’\6340 720 900 1080
No. at Risk Days X Days
Placebo 13780 13617 13453 13291 13148 13524 % 12609 8250 4056 925
Evolocumab13784 13636 13505 13357 13248 13548> 12721 8359 4051 911
-2

Longer duration of treatment and follow up suggests larger risk reduction
Landmark analyses were performed in which patients who were alive and in follow-up at t@qgtart of the

period of interest formed the group at risk.
Sabatine MS, et al. N EnglJ Med. 2017;376:1713-1722.
(Supplementary Figure S4)
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ODYSSEY OUTCOMES

&
RS
O\
Treatment AsSignment
5
‘%, 0&8\\@
&
<)
&o\\e, &Q}\QQ
/\o"‘6 Run-in period of 2-16 weeks on high-intensity or &QQ'Z’
@OQ“ maximum-tolerated dose of atorvastatin or rosuvastatin Qée
-o_,bo W - . K 606\
& At least one lipid entry criterion met §°
o @

Ay ‘@
&
‘Lb‘

©
o s Cmemimin D oy

Placebo SC Q2W

Alirocumab SC Q2W

9
Patient and investigators remained blinded to treatment and Iipid_e!gﬁels for the entire duration of the study
\

O
N
¢ (FODYSSEY
Schwartz GG, et al. Am Heart ] 2014;168:682-689.¢e1. Q)@fl, ; OUTCOMES
N
q/Q
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LDL-C: IT'I:gﬁd On-Treatment Analyses

O,
Sagiav)

103.1 Placebo Q,é\
gmntazmeg  PIIT ¥
101.4 On-treatment§
()
&
66.4 Alirocoqﬁah
_____ ® ITTE
©
o
3 — &Q‘On-treatment*
5 o
S @
g o
p= &
N
15 1 6«0\
9
N
O
0 L) Ll T ¥ T T T T T .‘« T 1
0 4 8 12 16 20 24 28 32 36 Oe 0 44 48
Months Since Randomization ) %6‘)
&
*Excludes LDL-C values after premature treatment discontinuation or blinded switch to placebo ﬁQ C)o ﬁo DYS S E Y
tAll LDL-C values, including those after premature treatment discontinuation, blinded down titration, ogplinded switch to placebo v
88 OUTCOMES
©
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ODYSSEY

cy and Components

@ &
: Pé \.\5@
. @@& Alirocumab Placebo & Log-rankg\\L“"
Endpo/\n:g@t; n (%) (N=9462) (N=9462) HR (95% Cl) P_VEIE@\
o e
MACE 903 (9.5) | 1052(11.1) | 0.85(0.78,0.93) | Q.6003
° CHD death 205 (2.2) 222 (2.3) | 092(0.76,1.11),F 0.38
Non-fatal M 626(6.6) | 722(7.6) | 0.86(0.77,9%6) | 0.006
Ischemic stroke 111 (1.2) 152 (1.6) 0.73 ()0???7, 0.93) 0.01
N
Unstable angina 37(0.4) 60(0.6) | @¥1(0.41,092) 0.02
o‘@{& /
& @ODYSSEY
(‘1/
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Efficacy: Suugroup with Baseline LDL-C 2100 mg/dL
(Median B»esellne LDL-C 118 mg/dL) &
~
6&5\\(’*‘ {\\Q}\e
,\00 QJQ
o Il Alirocumab Placebo Absolute f
Endgﬁlnt i) (N=2814) ) B2 B risk reduction (%) HR tQSA Q)
& P&ACE 324 (11.5) | 420 (14.9) 3.4 gﬁﬁ (0.65, 0.87)
° | CHD death 69 (2.5) 96 (3.4) 10 . 0.72(0.53,0.98)
" [V death 81 (2.9) 117 (4.2) 13 " |0.69(0.52,0.92)
All-cause death | 114 (4.1) 161 (5.7) 1,75 0.71 (0.56, 0.90)
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[ Aged at least 18 years with FHQ\@thout ASCVD (clinical or on imaging)
& [

<

Uptitrate to maximally w
tolerated statin dose

,

At LDL-C goal?

(ie&Z.6 mmol/L [ Ezetimibe 10 mg J NG e mreatt DYES .Q@&\@.
67 <100 mg/dL) should be considered o <t /A1) R
. o
Q’z’&@

No additiona Additional

NO risk factors$ risk factors®
< < LDL-C >5.0 mmol/L LDL-C > 4.5 mmol/L
©f19‘ or >200 mg/dL* ‘
S

Consider PCSK9 inhibitor treatment to ag&in 1
LDL-C goal (<2.6 mmol/L or <100 rLtg?de)
e

N

From] European Society of Cardiology/European Atherosclerosi%sfzgciety Task Force consensus statement|on
proprotein convertase subtilisin/kexin type 9 inhibitors: practical'guidance for use in patients at very high
™

cardiovascular risk oV

Eur Heart J. 2016;38(29):2245-2255. doi:10.1093!eurhea1rtj!ehw48@fb

Eur Heart J | Published on behalf of the European Society of Card(}’ology. All rights reserved. © The Author 2016. For
Permissions, please email: journals.permissions@oup.com.




X<’
Patients at v%@s}‘ high cardiovascular risk, ie

X
* patients with documented®5CVD, clinical or unequivocal on imaging$
e patients with diabetes‘gﬂg target organ damage or with a major risk factor¥

Prévention primaire + ‘
' [ tolerated dose

. Uptitrate to maximally
secondaire

statin?

e <2
p b 2 = ? 8\\'
s EICT o[ cmmene o M
e L should be considered ' QJ??\
Q'b
<
— én
&
DL-C >3.6 mmol/L j 5 &
progression of ASCVD No

or >140 mg/dL?
(ie requiring >50% reduction
to reach LDL-C goal

and LDL-C >2.6 mmol/L
or >100 mg/dL?

YES °

¥ <9
[ Consider PCSK9 inhibitor treatment to attain LDL-C goal (<1¢8 mmol/L or <70 mg/dL) j
0\
Fromf European Society of Cardiology/European Atherosclerosis Sqéiety Task Force consensus statement pn
proprotein convertase subtilisin/kexin type 9 InnIbItors: practica ance for use In patients at very nig
cardiovascular risk ‘L&&Q

Eur Heart J. 2016;38(29):2245-2255. doi:10.1093/eurheartj/ehw480 ©
Eur Heart J | Published on behalf of the European Society of Card&g%gy. All rights reserved. © The Author 2016. For

Permissions, please email: journals.permissions@oup.com.




[ statin-associated muscle symptoms (SAMS) £ elevated creatine kinase (CK) )
<10 x ULN in very high risk paﬁengs“

“Counsel th&oahent W

® Are there any risk rs for muscle symptoms? ‘
* Are there secongé-y causes? )

Intolérance aux

C;
S&&\\vwashout of 2-6 weeks*

. > I
statines A o 3 §
( S&@ﬁ%oms improve? | | Symptoms persist? |
& y Y :
0(‘}? Statin re-challenge with a second statin |
6 § :
r© ™~ ” " N o v x na \
‘ Symptorr\ﬁ'ge7 | Symptoms re-occur in patients | ( Symptoms re-occur in patients
|_* Continue statin@nd uptitrate dose | | with CK>4 and <10 x ULN with CK<4 x ULN
LI « 1
o’ / - x \
\%] At LDL-C | Try a third statin (low dose)
é \ J
’ o_,e’ goal? N 1‘
@ i // With ASCVD: R ) v
<  <1.8 mmol/L or <70 mg/dL; ><7\ Symptoms re-occur?
Without ASCVD: /
<2.6 mmol/L or //
GG &
\\/ Q
NO ) (‘;Qo
[ Ezetimibe 10 mg * bile acid sequestrant should be considered ‘\; 06\5
S ; / N
Y K@
///\_\_\ // //\ 0\\@
_~ASCVD or>. y s <9
- i y N .
/with tar ‘:ta:et e: dama\ Rapid progressiorN Fifione &°
r\cb NO get orga e “ NO of ASCVD and ASCVD, with or without ™ N Q
Q or a major risk factor$ and L
Vv - IDlicsse L or>140 meldl.> * LDL-C >2.6 mmol/L / additional risk factors &
NEDLC23.6mmol/Lor>10me/dE " o ing mg /dL» and elevated LOL-CY <5
\\\ Refer to Figure 1 / \ Refer to Figure 1 “\_Refer to Figure 2/§0<
T 4 \ / \ /\}6
YES | YES | YES ,@‘?‘“

("Consider PCSK9 inhibitor treatment to attain LDL-C goal (<1.8 mmol/Lor QFmg/I\}
‘\ in patients with ASCVD; <2.6 mmoI/L or <100 mg/dL in patients withqp} ASCVD) )

From] European Society 'of Cardiology/European Atheroscler05|s<300|ety Task Force consensus statementjon

proprotein convertase subtilisin/kexin type 9 inhibitors: practlcglﬁuldance for use in patients at very high

cardiovascular risk @‘1'

Eur Heart J. 2016;38(29):2245-2255. doi:10.1093/eurheartj/ehw4 >

Eur Heart J | Published on behalf of the European Society of Cardiology. All rights reserved. © The Author 2016. For

Permissions, please email: journals.permissions@oup.com.
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Prévention secondaire
<> o
~sRecommendations for lipid-lowering therapy in &
0 S
<& patients with acute coronary syndrome and &
o . . N
& patients undergoing percutaneous coronary Q,O&Q
<0 . .
S intervention &
Qé ~0°&
Recanwendatl | Clagg| Level® | Ref:
Hgﬂﬁi{' Licind I b | Wi { i@

N
(% recommended to initiate ar continue high dote stating thents without contras
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ESC

g.gcnmmendatinns

FH is recommended to be suspected in patients
with CHD before the age of 55 years for men
and 60 years for women, in subjects with
relatives with premature fatal or non-fatal
CVD, in subjects with relatives having tendon
=anthomas, and in subjects with severely
elevated LDL-C [in adults =5 mmalfL

(190 mg/dL), in children >4 mmal/L

(150 mg/dL)].

Dhiagnasis is recommended to be confirmed
with clinical criteria and, when available, with

FH patients 2 M.
with intense-dose statin, often in combination
with ezetimibe.

Treatment should be considered to aim at 5
reaching an LDL-C <2.6 mmol/L (100 mg/dL) or |
in the presence of CVD <|.8 mmal/L |
(70 mg/dL). If targets cannot be reached,
maximal reduction of LDL-C should be
considered using appropriate drug
combinations.

|
Treatment with a PCSK9 antibody should ke~ |
considered in FH patients with CVD orgith
ather factors putting them at very higf-risk
for CHD, such as other CV ris @f}&rs. family
history, high Lp(a) or statin infolerance.

fa\

In children, testing is recca@fmmm\!d from age
5 years, or earlier Hh%qﬁzygnm FH is suspected.

Children with Flﬁh\éuld be educated to adopt
a proper dieg.Wd treated with statin from
8-10 yeangnf age. Targets for treatment should |
be LD <3.5 mmol/L (135 mg/dL) at ‘
=|0 years of age,




Avis de la tpénsparence HAS

\\Q)

sgp‘%embre 2018

PREVENTLON SECONDAIRE: Maladie cardiovasculaire athéroscléreuse établie <~‘
REPATIdeA est indiqué chez les adultes présentant une maladie cardlovasculaﬁé
ath%}%sclereuse établie (infarctus du myocarde, accident vasculaire cereg?al ou
%ﬁerlopathle périphérique) pour réduire le risque cardiovasculaire erlegé?mmuant le
%@ taux de LDL- c, en complément de la correction des autres facteurs/\d% risque :
Q\Cb© ® en association avec une statine a la dose maximale g@Teree avec ou sans
autres thérapies hypolipémiantes &

HAS - Direction de |'Evaluation Médicale, E@tq)’nomique et de Santé Publique 2/43 Avis 3



Synthese:
Anti-PCSKQGQ@e\"’i Stratégie de demain

<

Q@bﬁrévention secondaire ?

xQ
& &
‘ %QJé \"\\Q
& &
S\ NG
° : ©
R -coronaropathie &
& -avc ischémique &
c) 7 . . 7 . 7 . " Q
. -artériopathie périphérique 60(’:‘\0

LDL-C > 1 g/l
+ 1 critere de séverité:
-hypercholestéroléimie familiale

-Diabete avec atteinte >= 1 organe cible ou 1 FDR majeur
-polyvasculaire ou coronaropathie extensive
-athérome évolutif




Synthese:
Anti-PCSKQGQ@e\"’i Stratégie de demain

<

Q@bﬁrevention secondaire ?

Post SCA: 2-6 me's

N -coronaropathie ¢ .
ou<2ans:

< -avc ischémique
-artériopathie périphérique

LDL-C > 1 g/l
+ 1 critere de séverité:
-hvpercholestéroléimie familiale
-Diabete avec : 1 1 FDR majeur
-polyva: xtensive

\)
-athérome éevolutit




Synthese
Anti-PCSK9 est Strategle de demain?

cIﬁreventlon primaire?

Criteres de gravité:
SCORE >10%
-Diabete 1 ou 2 avec atteinte d’1 organe cible ou 1 FDR riajeur

Lp(a) > 50 mg/dI
>40 ans, >= 1 FRCV, ou atteinte 1 organe cible
-insuffisance rénale chronique sévére
Maladie athéromateuse prématurée chez les anparentés de 1¢" degré
Athérosclérose infraclinigue documentée

Non Oui
LDL-C > 1,8 g/l LDL-C > 1,4 g/l



