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Cielova hodnota LDL u 65 rocného pacienta po 2
AKS v priebehu poslednych 14 mesiacov?

1. LDL < 3 mmol/l

2. LDL < 2,6 mmol/l
3. LDL < 1,8 mmol/l
4, DL < 1,4 mmol/

5. LDL < 1 mmol/l



AKS A KVS RIZIKO

People with any of the following:

Documented ASCVD, either clinical or unequivocal
on imaging. Documented ASCVD includes previous
ACS (Ml or unstable angina), stable angina, coronary
revascularization (PCl, CABG, and other arterial
revascularization procedures), stroke and TIA, and
peripheral arterial disease. Unequivocally docu-
mented ASCVD on imaging includes those findings
that are known to be predictive of clinical events,
such as significant plaque on coronary angiography
or CT scan (multivessel coronary disease with two
major epicardial arteries having >50% stenosis), or
on carotid ultrasound.

DM with target organ damage,” or at least three major
risk factors, or early onset of T1DM of long duration
(>20 years).

Severe CKD (eGFR <30 mL/min/1.73 m?).

A calculated SCORE >10% for 10-year risk of fatal
CVD.

FH with ASCVD or with another major risk factor.
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CIELE HYPOLIPIDEMICKEJ TERAPIE PRI AKS

Lipidovy profil ma byt stanoveny co
najskor po prijati pacienta s AKS

Emergentna hypolipidemicka terapia
statinom nezavisle od hladiny LDL

LDL cholesterol je silne asociovany s
rizikom aterosklerozy a naslednych KVS
prihod.

10% vzostup LDL ma za nasledok 20%
vzostup rizika ICHS

CTT: redukcia LDL o 1 mmol/l vedie k
redukcii KV prihod (IM, KCHS, CMP alebo
nutnosti revaskularizacie) o 22%,
koronarnych prihod o 23%, CMP 0 17% a
celkovej mortality o 10% v 5 rocnom
sledovani



STATINY A AKS

Recommendations Class® Level®

Routine pre-treatment or loading (on a back-

round of chronic thera ith a high-dose
grour roni rapy) wi ig lla B

statin should be considered in patients under-
143,454,456

going PCl for an ACS or elective PCI."

©ESC 2019

Pleiotropné ucinky statinov: zlepsenie funkcie endotelu, antioxidacné vlastnosti,
protizapalové posobenie, antiproliferativhe, antitrombotické ucinky, vplyv
na angiogenézu

NajlepSie dokumentované a najintenzivnejsie antioxidacné posobenie a antiproliferativne
ucinky vo vzt'ahu ku cievhemu zapalu ma atorvastatin
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CIELE HYPOLIPIDEMICKEJ TERAPIE PRI AKS

Recommendations

In secondary prevention for patients at very-high nsk,' an LOLC reduction of 250% from baseline” and an LOL.C goal of

<14 mmobL {<55 myfaL) are recommended ' 1! -.
i1 primiry prevention for indriduals t very-high risk but wishout FH. 30 LOL-C reduction of 250% from basedne” and .

an LDL-C goal of <14 mmoliL. (<55 mg/l) are recommended ™' ™

I prenary preveation for indriduats with FH at very-high risk, an LDL-C recoctson of >50% from baselns and an LDL.C
goal of <14 menolll (<55 mg/dk) should ba conskiered

For patients with ASCYD who experience a second vascolar event within 2 years (oot necessiny of the same type a1 the
first event) while taking sy tolerated statin-based therapy, an LOL-C poal of <1.0 mmold (<40 mg/dL) may be

¢ A ’Hvo.")

In patients at bigh rk.' an LDLC reduction of 250% from basetine” and an LDL.C goal of <18 mmoll. (<70 mgldL) are
rec ’ ,NI\

I incivichuals at moderate risk.” an LDG-C goal of <26 mmolL (<100 mpidd) should be considered.”

n indvidials at low risk." 30 LOL.C goal 3.0 mmollL (<116 mg/dL.) may be considered

o -x
o

* Pacienti s VVR - redukcia LDL > 50% bazalnej hodnoty a ciel < 1,4 mmol

* Pri druhej vaskularnej prihode pocas 2 rokov pri maximalnej davke statinu - LDL < 1 mmol/I

ESC/EAS GUIDELINES 2019



Recommendations

In all ACS patients without any contraindica-
tion or definite history of intolerance, it is rec-
ommended that high-dose statin therapy is
initiated or continued as early as possible,
regardless of initial LDL-C values. 3410442
Lipid levels should be re-evaluated 4—6 weeks
after ACS to determine whether a reduction
of >50% from baseline and goal levels of LDL-
C <1.4 mmol/L (<55 mg/dL) have been
achieved. Safety issues need to be assessed at
this time and statin treatment doses adapted
accordingly.

If the LDL-C goal is not achieved after 4—6
weeks with the maximally tolerated statin
dose, combination with ezetimibe is
recommended.*’

If the LDL-C goal is not achieved after 4—6
weeks despite maximal tolerated statin ther-
apy and ezetimibe, the addition of a PCSK9

inhibitor is recommended.'"%1?°

In patients with confirmed statin intolerance
or in patients in whom a statin is contraindi-
cated, ezetimibe should be considered.

For patients who present with an ACS and
whose LDL-C levels are not at goal, despite
already taking a maximally tolerated statin
dose and ezetimibe, the addition of a PCSK9
inhibitor early after the event (during hospital-
ization for the ACS event if possible) should
be considered.

KOMBINACNA TERAPIA

Class®

Level®

C

©ESC 2019

*Ezetimib: IMPROVE-IT

*Inhibitory PCSK9: FOURIER, ODYSSEY
- NU: podrazdenie v mieste vpichu, ,flu-like*

symptoémy, ovplyvnenie kognitivnych
funkcii?
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EZETIMIB PRIDANY K STATINU PO AKS

Event Rate (%)

No. at Risk

Simvastatin—
ezetimibe

Simvastatin

Hazard ratio, 0.936 (95% Cl, 0.89-0.99)

100~ 40~ P=0.016
Simvastatin monotherapy
90—
30+
80+
70 20+ Simvastatin-ezetimibe
ot T
50
40 0 T T T T T T 1
0 1 2 3 4 5 6 7
30
20+
10—
0 1 1 T 1 || 1 1
0 1 2 3 4 5 6 7
Years since Randomization
9067 7371 6801 6375 5839 4284 3301 1906
9077 7455 6799 6327 5729 4206 3284 1857

NEJM, 2015



EVOLOCUMAB A VPLYV NA KVS OCHORENIA

A Primary Efficacy End Point

100 — 16 14.6
20 Hazard ratio, 0.85 (959% C1, 0.79-092) aed
144 p<o0.001L 3
80— 124 10.7
g' 12.6
70 - 10 Placebo
] 8 9.1 Evolocumab
% 60 S 6.0
= 50 I -
4 53
E 40 -~
2 -1
30—
5 o ' Y ' ' . ,
20 - o 6 12 18 24 i0 ie
10—
o T ¥ \J Al ¥ L)
o G 12 18 24 30 36
Months
No. at Risk
Placebo 13,780 13,278 12,825 11,871 7610 3690 686
Evolocurmub 13,784 13,351 12,939 12,070 7771 3746 689
B Key Secondary Efficacy End Point
100 11— 2.9
10-] Hazard ratio, 0.80 (959 CI. 0.73-0.88)
90 p—
o] P=0.001
20~ 8
6.8
= 5 = LA
& — Placebo
- 60 5 Evolocurmab
= 50 - %
2 41 3.1
:_2 40— 2 .
g 30- 1
- o L L) T L L) Ll
20-] ) 6 12 18 24 30 36
10—
0 T T T LB L
o (=] 12 18 24 0 36
Months
No. at Risk
Placebo 13,780 13,449 13,142 12,288 7944 3893 731
Evolocumab 13,784 13,501 13,241 12,456 8094 3935 724

NEJM, 2017



ALIROCUMAB A VPLYV NA KVS RIZIKO U PACIENTOV S AKS

100+ 16+
90 Hazard ratio, 0.85 (95% Cl, 0.78-0.93)
P<0.001
80 12~
3
-~ 704 Placebo
9
$ 60- 8- Alirocumab
S
g 50-
g i
®
= 304
g 0 1 |l T 1
O 204 0 1 2 3 4
s
10-/’
04 T T T 1
0 1 2 3 4
Years since Randomization
No. at Risk
Placebo 9462 8805 8201 3471 629
Alirocumab 9462 8846 8345 3574 653

NEJM, 2018



KOMBINACNA TERAPIA

Intensity of lipid lowering treatment

Treatment
Modesute intessty statin
High intersity statin

High mtensty statin [vlu-.

erebmibx
PCSKY inhibitor
PCSKS nhibitor plus high inmtensiy statin

POSKY ihibitexr plus high intensity statin

phus ezetirnibe

l

% reduction LDL-.C

|

Average LDL-C reduction
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l Absolute reduction LOL-C |
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Relative risk reduction
|

Baseline risk

Absolute risk reduction
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SEKUNDARNE CIELE

* Non-HDL-C sekundarne ciele: <2.2, 2.6 a 3.4
mmol/L (<85, 100 a 130 mg/dL) pre velmi vysoké,
vysokée a stredne riziko.

* ApoB: <65, 80 a 100 mg/dl pre velmi vysoké,
vysoke a stredne riziko.

* HDL a TG?
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TAKE HOME MESSAGE

For FH patients with ASCVD wha are at very-hgh rak, treatment 1o achieve 3 >50% reduction from baseline 2ad an LOL.C
<14 mmolL (<55 mg/dl) is recormenended. ¥ goals cannot be achieved, A drug combination is recommended

Treatment with a PCSKY inhibitor is recommended in very:high risk FiH patients # the treatment goal ts not achieved on a mxd-
mal tolerazed statin plus ezetmbe.

In children, 1esting for FH is recommended from the age of 5 years, or earter if HoFH is suspected

Ty of dyslipidaemias in older people

Treatrnent with stating is recommended for older pecple with ASCVD in the same way as for younger patients.

Treatrment with stating is recommended for prmary prevention, according 1o the level of rigk, in clder people aged <75 years.

Bt is recommended that the statn is started at a low dose f there Is sigvficant renal impairment and'ar the potential for drog
Interactions, and then ttrated upwards to achieve LDL-C treatment goals

- of dystipid: ias in DM

In patients with T20M at very-high risk” an LDL-C reduction of 250% from baseline and an LDL-C godl of <14 mmolL

(<55 mg'dlL) & recommended

I paternts with T20M ag high sk an LDL-C reduction of 250% from basaline and an LDL-C goal of <18 mmolL (<70 mg/dl)
Is recommended.

Seating are recomimended In patients with TTOM who are at Ngh or very-high risk.”

Statin therapy @ not recommended In pre-menopaasal patients with or without DM who are conmidering pregnancy. or not using
adeqaate cootraception,

Management of patients with ACS

In all ACS patients without any contramdication or definite history of intolerance, it is recommended that high-dose statin therapy
Ia initiated or contimued as cardy as possible, regardiess of inial LDL-C valses

¥ the LDL-C goal i not achieved after 4 6 woeks with the maamally tolerated statin dose, combination with ezetimibe o
recommended.

M the LDL-C goal is not achiowed after 4 - 6 weeks despite mudenal tolenited statin therapy and ezetimide, adding 3 PCSKY inhibi-
100 It recormmended

Lipid-lowering therapy for preveation of ASCVD events In patients with pelor ischaemic stroke

Patienits with a history of ischaemic strofe or TIA are at very-high risk of ASCVD, particularty recurrent ischaenmic stroke, so & is
recommended that they receive interaive LDL.Cilowering therapy.

- of dyslipid las In chronic HE or valvular heart g

Intiation of lipid-lowenng therapy i not recommended in patients with HF in the absence of other indications for their use.

Initlaton of bipsd-iwenng treatment i nOt recomimended in patients with 20t valvwdlar stenosis without CAD 10 slaw progres-
son of acrtic valve stenasis in the absence of other indications for their use.

Lipid g in path with mod: 10 (Kidney Disease Qutcomes Quality Initiative stages J -5) CKD

i is recommended that patients with stage 3 -5 CKD are considered to bo 32 high o very-high risk of ASCVD.

The uze of stating or statin/ezetimibe combination is recommended in patients with non-dalyys-dependent stage 3 -5 CXD.

In patients with dalysis-dependent CKD who are free of ASCVD, conmwnencement of statin therapy Is not recommended.
Uipid-towering drugs in patients with PAD (including carotid artery disease)

In patierns with PAD, bpid-lowenng therapy—inclodng 3 maximum 1olerated dose of 3 szatin, phus ezotimibe, o 3 combination
with 3 PCSKY inhbitor if needed—a recommended to reduce the riak of ASCVD events,

Lipid-lowering drugs in patients with CIID

The use of lpsd-lowering dougs only on the basis of the presence of CIID is not recommended

Lipid-lowering drugs in patients with SMI

B is recommended that SMis are used as moddiers Sor estimating tozal ASCVD risk,

R Is recommended that the same guidelines for the management of totsh ASCVD risk are used In patients with SMi as are used in

paters without such daease
It Is recommended that in patients with SMIL intenaified attention is pald to adherence to §festyle changes and to compliance with
drug treatment
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Pacienti s AKS majl mat’ zahajenu
hypolipidemickl terapiu najvyssou
davkou statinu

nezavisle na hodnote LDL

Ak po 4-6 tyzdnoch nie je
dosiahnuta cielova hodnota LDL,
odporica sa kombinacia s
ezetimibom

Ak po 4-6 tyzdnoch nie je
dosiahnuta cielova hodnota LDL
napriek kombinacii s

ezetimibom, odporuca sa pridanie
inhibitorov PCSK9

Cielové LDL < 1,4 mmol/l (pri 2 KV
prihode < 1 mmol/l)
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