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@ ESC European Heart Journal (2025) 00, 1-20 ESC GUIDELINES

European Society https://doi.org/10.1093/eurheartj/ehaf190
of Cardiology

2025 Focused Update of the 2019 ESC/EAS
Guidelines for the management of
dyslipidaemias

Developed by the task force for the management of dyslipidaemias

of the European Society of Cardiology (ESC) and the European
Atherosclerosis Society (EAS)

Tabulka 3 - Cilové hodnoty LDL-C, non-HDL-C a apolipoproteinu B

Riziko Nizke Stredneé zvysené Vysoke Velmi vysoke Extrémni
LDL-C (mmol/l) <3,0 < 2,6 a sniZzeni o nejméné < 1,8 a snizeni o nejméné < 1,4 a snizeni o nejméné <1,0

50 % hodnot pred lécbou 50 % hodnot pred lécbou 50 % hodnot pred lécbou
Non-HDL-C (mmol/l) <3,8 <34 <2,6 <22 <18
apoB (g/l) - <1 <0,8 < 0,65 < 0,55

apoB - apolipoprotein B; LDL-C - LDL-cholesterol; non-HDL-C - non-HDL-cholesterol.

Vrablik M, Pitha J, Blaha V, et al. Stanovisko vyboru Ceské spole&nosti pro aterosklerézu k doporuéenim ESC/EAS pro diagnostiku a Ié&bu dyslipidemii z roku 2019. Cor Vasa 2020;62:185-197.



Dulezitost dosahovani cilovych hodnot

*Snizeni LDL-C o kazdy 1 mmol/l snizi riziko
MACE

* V primarni prevenci o 26 %
v sekundarni prevenci o 20 %
do 6,7 roku na |écbé uvedené v doporucéenich.

Meta-analysis of 60 trials of lipid-lowering therapies including 408,959 participants and 51,425

major vascular events
Burger PM et al. Atherosclerosis 396 (2024) 118540



vesalius-cv ASCVD Continuum

No Known ASCVD Known ASCVD

Increasing risk for development of ASCVD

Increasing severity of ASCVD >

Low-CV Risk
(w/o known ASCVD)

Diabetes

+ risk enhancer

Coronary disease,
Cerebrovascular disease, or
Peripheral artery disease,
+risk enhancer
No MI or Stroke

Major ASCVD
Event

Prior Ml
Prior Stroke
Symptomatic PAD
+risk enhancer

Sabatine MS, et al. N Engl J Med. 2017;376:1713-1722;
Bohula EA, et al. Am Heart J. 2024;179-190.
Schwarz GG N Engl J Med 2018;379:2097-2107
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,LDL-C a prognoza: genetické varianty s celozivotni expozici
k nizSimu LDL-C jsou asociované s vétsi redukci rizika CVD nez RCTs

E’ Associations for the observed difference in LDL-C and SBP vs reference group

Difference in Favors Lower = Favors Higher
No. of No. of LDL-C Score, Differencein  Odds Ratio LDL-C, Lower = LDL-C, Higher
Participants Events mg/dL SBP, mm Hg (95% CI) SBP, or Both = SBP, or Both P Value o b Oj |’
Lower LDL-C and lower SBP 105528 4832 -139 -3.1 0.61(0.59-0.64) = <.001
Lower LDL-C 109027 5784 -14.7 -0.1 0.73 (0.70-0.75) " X | DL-C -0,3 mmol/i
Lower SBP 111097 6515 1.6 -2.9 0.82 (0.80-0.85) - <.001
Reference 113300 7849 M SBP -3 mmHg
————— ,
0.6 1 2

Estimated Odds Ratio (95% Cl)

[E’ Associations scaled for a 38.67-mg/dL lower LDL-C, 10-mm Hg lower SBP, or both vs the reference group

Difference in Favors Higher

No. of No. of LDL-C Score, Differencein  Odds Ratio LDL-C, Higher

Participants Events mg/dL SBP, mmHg  (95%Cl) th SBP,orBoth P Value oboji
Lower LDL-C and lower SBP 105528 4832 -38.67 -10.0 0.22(0.21-0.24) = <.001 )
Lower LDL-C 109027 5784 -38.67 0 0.43 (0.40-0.46) <.001 LDL-C -1 mmol/i
Lower SBP 111097 6515 0 -10.0 0.51 (0.46-0.57) : <.001
Reference 113300 7849 n SBP -10 mmHg

I

R 0.2 1 2
Association of Genetic Variants Related to Combined Exposure Estimated Odds Ratio (95% Cl)
to Lower Low-Density Lipoproteins and Lower Systolic . )
Blood Pressurs With Liflstime Risk of Cantiovascular Disaass Ference BA JAMA.2019;322(14):1381-1391. doi:10.1001/jama.2019.14120
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SniZeni LDL-C u pacienta s ASKVO

LDL-C <1,4 mmol/l a 250% redukce z vychozi hodnoty u pacientil s manifestnim AS

PCSK9 mAB -
(evolokumab, alirokumab)
jsou dulezitou
hypolipidemickou

g &lstudii. CQNNECT bylo prokazano,
Ze pacienti po STEMI, ktefi dosahli

< 0
LDL-C <1,4 mmol/l, mé&li signifikantn | % -0 -
méné progrese aterosklerézy a g
meéne neoaterosklerdzy ve stentech. § gg :
Nedosazeni cilovych hodnot § -60 - | ob0~58%
zvysuje riziko recidivy g o0 P rssuersn ¥
infarktu, mrtvice i umrti. LDL- £ 90 - - -86%

C je kauzalni faktor aterogeneze N\ @ ESC Qs —
— Cim nizsi, tim lépe.

Hdner, J. D. et al. (2025)JAMA Cardiol. doi:10.1001/jamacardio.2025.4723; Published online December 17, 2025. C ? v v Biﬁiiﬁ;a:;r:kého (, I. INTERNT KLINIKA
KARDIOLOGICKA
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Repatha (evolokumab) umi dosahnout rychle a dlouhodobé
cilovych hodnot, FOURIER & FOURIER-OLE

o . N
81% pacientu po IM Placebo fransition

to evolocumab

Parent FOURIER FOURIER-OLE
Evolocumab vs Placebo Open-label evolocumab

<«

2.5

A
v

2 ”0 12 weeks into FOURIER-OLE % Achieved LDL-C
g ' < 1.8 mmol/L in 87%
é 59% mean reduction (95% Cl 58%_mean reduction (95% CI: 58-59) < 1.4 mmol/L in 80%
§ 15- 58'60), p <.00001 Median LDL-C: 0.8 mmol/L (|QR 0.5-1. ) < 1.0 mmoliL in 63%
"g < 0.5 mmol/L in 27%
o
© 1.01
L
O L - ~ z 3 I =
a - . h Consistent LDL-C reduction
= 0.5 Randomized to placebo in patients randomized
—— Switched from placebo-evolocumab to evolocumab (quimum
——— Randomized to evolocumab fu of 8.4 years and median
0 T T T T T T —N\— T T T T d d " T " T follow-up of 7.1 years)
0 24 48 72 96 120 144 168 12 36 60 84 108 132 156 180 204 228 252
Weeks
Placebo 3277 3209 3029 1141 3154 3014 2888 2737 2373 1893
Evolocumab 3353 3276 3123 1138 3223 3121 3007 2872 2453 1962

Error bars represent 95% ClI

ClI = confidence interval; FOURIER = Further cardiovascular OUtcomes Research with PCSK? Inhibition in subjects with Elevated Risk; IQR = interquartile range; LDL-C = low-density lipoprotein cholesterol; LSM =
least-square mean; OLE = open-label extension

O'Donoghue ML, et al. Circulation. 2022;146:1109-1119.
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A 4P-MACE B 3P-MACE

‘Strike early and strong’ | — T e B

preferuje se kombinovana lécba

Proportion cumulative incidence
Proportion cumulative inddence

rozhodnuti podle potfebné redukce

12 18 24 % 38 L 6 2 8 e
Time (Months) Time (Months)

C All-cause mortality
LDL-C at first lipid control =+= Not at target == At target

prvni kontrola lipidogramu za 4-6T po propusténi

Log-rank

P <0.0001

u nestatinové lécby preference PCSK9 mAB
(evolokumab, alirocumab)

Proportion cumulative incidence
o >

12 18 24
Time (Months)
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Repatha (evolokumab) zlepsSila stabilitu platu oproti statinim
Studie HUYGENS: evolokumab 420mg a 4 tydny, NSTEMI, 52 tydnu F/U

HUYGENS Primary Endpoint: Minimum FCT? HUYGENS Secondary Endpoint: Maximum Lipid Arc?
. Series 1 0, t
60,
c

k= S
S 45 1 o 157
g E 8520
S 2 30, A g g -30, A
ch P=0.015 g3
w15, - £ = 405, - P =0.04
: : =

0, 60"»0, -

Placebo(n = 81) Evolocumab (n = 80) Placebg = 81) Evolocumab (n = 80)
Baseline FCT: 54.6 ym 56.6 ym Baseline max lipid arc: 224.8° 230.2°

Evolokumab proti intenzivni statinoveé |éCbé témér zdvojnasobil
narust tloust’ky fibrotické cepi€ky a stabilizoval AS plat
pfi primérné hladiné LDL-C = 0,7 mmol/I

At the end of the study, only 12.5% of patients in the evolocumab group had at least one image with a minimum FCT < 65 um, compared with 30.2% of patients in the placebo group; between-group difference P =
0.02 (exploratory endpoint).t

FCT is described as the signal-rich region between the lumen and signal-poor necrotic lipid core in OCT; FCT < 65 pm suggests a thin fibrous cap associated with vulnerable plaque.2? Lipid arc is described as the widest arc demarcating a signal-poor region with
diffuse borders in OCT. A wide lipid arc (> 90°) suggests increased lipid content.2 The primary and secondary endpoints were analyzed using ANCOVA.4

This trial was not designed to assess a correlation between changes in FCT and cardiovascular events. ANCOVA, analysis of covariance; FCT, fibrous cap thickness; LS, least squares; OCT, optical coherence tomography.

1. Nicholls SJ, et al. J Am Coll Cardiol Img 2022;15:1308-1321 2. Stefanidis C, et al. J Am Heart Assoc. 2017;6:e005543. 3. Komukai K, et al. J Am Coll Cardiol. 2014;64:2207-2217. 4. Nicholls SJ, et al. Cardiovasc Diagn Ther. 2021;11:120-129.



ESC/EAS GUIDELINES

@ ES 2 t Journal (2020) 41,111—188
Eur
of ¢

Uropean Hear %
opean Society doi:1 0,109 eurheartj/ehz455 ¥
“ardiology A4

2019 ESC/EAS Guidelines for the management PCSK9 mAB (eVO lokumab, alirokum ab) jSO u
of dyslipidaemias: lipid modification to reduce

cardiovascular risk dﬁ|eiit0u hyp0||p|dem|Ck0u |ééb0u. e

The Task Force for the management of dyslipidaemias of the
European Society of Cardiology (ESC) and European
Atherosclerosis Society (EAS)

Hypolipidemicka Iééba u pacientu s akutnim koronarnim syndromem
(ACS)

U pacientt, ktefi prodélaji akutni koronarni syndrom a jejich hladiny LDL-C nedosahuiji cilovych

hodnot, prestoze jiz uzivaji maximalné tolerovanou davku statinu a ezetimibu, by mélo byt zvazeno pridani
inhibitoru PCSK9 (Repatha — evolokumab, Praluent — alirokumab), idealné co nejdrive po prihodé, pokud
mozno jiz béhem hospitalizace.

Farmakologické snizovani LDL-C

Pro sekundarni prevenci plati, Zze pacientiim s velmi vysokym kardiovaskularnim rizikem, ktefi nedosahnou
cilové hodnoty LDL-C pfi maximalné tolerované davce statinu a ezetimibu, se doporuc¢uje kombinace s
inhibitorem PCSK9 (Repatha — evolokumab, Praluent — alirocumab) .

U pacientti s familiarni hypercholesterolémii (FH) a velmi vysokym rizikem —tj. s pfitomnym ASCVD nebo
jinym vyznamnym rizikovym faktorem, ktefi nedosahuji cilovych hodnot pfi maximaini tolerované davce
statinu a ezetimibu, je kombinace s inhibitorem PCSK9 doporucena.

Mach F et al, European Heart Journal (2020) 41, 111188



[]

Algoritmus dosaZeni LDL-C < 1.4 mmol/I (dle uhrad.p.)

zdroj ESC guidelines 2025

statin naivni statin statin + EZE EZE(stat.intolerance)
LDL-C (v mmol/l)
<18 statin (max.) + EZE pokracuj pokracuj
1,8-2,0 statin + EZE + EZE pokracuj + bempedoova k.
2,0-2,5 statin + EZE + EZEP (inklisiran)®  (+inklisiran)2 (+ inklisiran)?
=225 statin + PCSK-9i P + PCSK-9i + PCSK-9i + PCSK-9i

stat. intolerance statin statin + EZE EZE(stat.intolerance)
<14 cil
1,4-1,8 EZE + EZE pokraduj pokracuj
1,8-2,0 EZE + EZE pokracuj + bempedoova k.
2,0-2,5 (inklisiran)® + EZEP (inklisiran)®  (+inklisiran)? (+ inklisiran)?
>25 + PCSK-9i b + PCSK-9i b + PCSK-9i + PCSK-9
a - inlisiran nefigujuje v doporugenich ESC, figuruje v thradovych podminkach C;tinu: o . Lil:isrl:fakul:a ) L INTERNT KLINIKA
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https://doi.org/10.1371/journal

Zaver: FPLDL-C a prognoza

.LDL-C je kauzalni agens ateroskler6zy — nikoliv pouze rizikovy marker
-Kazdé snizeni LDL-C o0 1 mmol/l = ~22% relativni snizeni KV rizika za 5 let

.ESC 2025 potvrzuje: "the lower the better — and earlier ,,Cim dfive a éim nize, tim
lépe

. PCSK9 mAB (evolokumab, alirokumab) jsou dulezitou hypolipidemickou
Ié€bou........

Evolokumab, alirokumab je v CR hrazen i pfi nesnasenlivosti statinG
DEFralrdclecit aposifat'efa e éntBp e PTSKO SHRTTTROTP
Zachranujme zivoty!

Singh, B. M. et al. (2025). J Med Rev.
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Zkracena informace o lééivém pfipravku REPATHA

Nézev lécivého piipravku: Repatha 140 mg injekéni roztok v pfedplnéneém peru. Kvalitativni a kvantitativni sloZeni: Jedno pfedplnéné pero obsahuje gvolocumabum 140 mg v 1 ml
roztoku. Lékova forma: Injekéni roztok (injekce) v pfedplnéném peru (SureClick). Terapeutické indikace: Primarni hypercholesterolemie (heterozygotni familiarni a nefamiliarni) nebo
smifend dyslipidemie u dospélych a heterozygotni familiarni hypercholesterolemie u pediatrickych pacient ve véku 10 let a stariich jako pFidavek k diet&, a to: 1. v kombinaci se
statinem nebo statinem a s dal3imi hypolipidemiky u pacient(, u kterych neni dosaZeno cilovych hladin LDL-C maximalni tolerovanou davkou statinu, nebo 2. v monoterapii nebo v
kombinaci s dal3imi hypolipidemiky u pacientd, ktefi netoleruji statin nebo u kterych je statin kontraindikovan. Homozygotni familiarni hypercholesterolemie v kombinaci s dal3imi
hypolipidemiky u dospélych a pediatrickych pacientt ve véku 10 let a starSich. Prokdzané aterosklerotické kardiovaskuldrni onemocnéni u dospé&lych ke snizeni kardiovaskularniho rizika,
ato 1. v kombinaci s maximalni tolerovanou dévkou statinu s daldimi hypolipidemiky nebo bez nich, nebo 2. v monoterapii nebo v kombinaci s daldimi hypolipidemiky u pacientd, kteff
netoleruji statin nebo u kterych je statin kontraindikovan. Davkovéni a zplsob podani: Podava se subkutédnné do bficha, stehna nebo do horni oblasti paze. Primdrni
hypercholesteralemie a smi¥end dyslipidemie (véetné heterozygotni familidrni hypercholesterolemie) dospéli a pediatricti pacienti (ve véku 10 let a stari)/ Prokdzané ateroskleroticke
kardiovaskularni onemocnéni u dospélych: Doporutend davka je 140 mg 1x za dva tydny nebo 420 mg 1x mésiéné. Obé& davky jsou klinicky ekvivalentni. Homozygotni familidrni
hypercholesterolemie u dospélych a pediatrickych pacienti ve véku 10 let a star$ich: Uvodni doporutend davka je 420 mg 1x mési¢né. Pokud nebylo po 12 tydnech dosaZeno klinicky
vyznamné odpovédi na lécbu, frekvenci davek je moiné zvysit na 420 mg 1x za 2 tydny. Pacienti na aferéze mohou zahajit 1étbu dévkou 420 mg 1x za 2 tydny, aby toto schéma
odpovidalo cyklu aferézy. Kontraindikace: Hypersenzitivita na |écivou latku nebo na kteroukoli pomocnou latku. Zvlastni upozornéni a opatfeni pro pouziti: Sledovatelnost: Ma se
piehledné zaznamenat nazev podaného |égivého pfipravku a &islo SarZe. Porucha funkce jater: Pacienti s téZkou poruchou funkce jater (Child-Pugh C) nebyli studovéni a evolokumab se
ma pouzivat s opatrnosti. Interakce s jinymi lé€ivymi pFipravky a jiné formy interakce: Nebyly provedeny Zadné studie interakci. V klinickych studiich byla hodnocena farmakokineticka
interakce mezi statiny a evolokumabem. Pfi pouZiti kombinace statinu a evolokumabu neni nutna uprava davky statinu. Fertilita, t&€hotenstvi a kojeni: Udaje o podavéni téhotnym Zendm
jsou omezené nebo nejsou k dispozici. V t&éhotenstvi Ize poufit pouze tehdy, kdyz klinicky stav Zeny vyZaduje lébu gvolgkumabem. Neni znamo, zda se evolokumab vylutuje do lidského
matefského mléka. Riziko pro kojené novorozence/kojence nelze vylouéit. Na zdkladé posouzeni prospéinosti kojeni pro dité a prospéinosti l[é¢by pro matku je nutno rozhodnout, zda
pieruiit kojeni nebo ukonéit/pierusit poddvéni piipravku Repatha. Nejsou k dispozici #4dné Gdaje o vlivu eyolokumabu na fertilitu u élovéka. NeZadouci Géinky: Nejcastéji hladené
nezadouci uinky pfi podavani doporucenych davek jsou nasopharyngitis (7,4 %), infekce hornich cest dychacich (4,6 %), bolest zad (4,4 %), artralgie (3,9 %), chfipka (3,2 %) a reakce v
misté vpichu injekce (2,2 %). Zvlaétni opatfeni pro uchovavani: Uchovavejte v chladnitce (2 °C — 8 °C). Chraiite pfed mrazem. Uchovavejte v plvodnim obalu, aby byl pfipravek chranén
pfed svétlem. Driitel rozhodnuti o registraci: Amgen Europe B.V., Minervum 7061, 4817 ZK Breda, Nizozemsko. Registraéni &islo: EU/1/15/1016/003. Datum revize textu: 12. prosince
2025.

Pfed pfedepsanim pfipravku se, prosim, seznamte s Gplnym znénim Souhrnu ddaji o pfipravku. Vydej 1é€ivého pfipravku je vazan na lékafsky piedpis. Pfipravek je hrazen z prostfedka
vefejného zdravotniho poji$téni u pacientl s heterozygotni familidrni hypercholesterolemii nebo u pacientd s nefamiliarni hypercholesterolemii & smi%enou dyslipidemii ve velmi
vysokém kardiovaskularnim riziku s manifestnim kardiovaskularnim onemocnénim.

URCENO PRO ODBORNOU VEREINOST.

Amgen s.r.0., Pod drahou 1637/2, HoleZovice, 170 00 Praha 7, Tel.: +420 221 773 500, www.amgen.cz I
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