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Is Evolocumab effective therapy?

Yes, Evolocumab (brand name Repatha) is considered an effective therapy for certain
individuals. Evolocumab is a type of medication known as a PCSK9 inhibitor, which is used to
lower low-density lipoprotein cholesterol (LDL-C), also known as "bad" cholesterol. It is
typically prescribed to patients who have high cholesterol levels that cannot be adequately
controlled through diet and lifestyle changes alone or with other cholesterol-lowering

medications.

Clinical studies have shown that Evolocumab can significantly reduce LDL-C levels when
used as an adjunct to statin therapy or as a stand-alone treatment. It works by blocking a
protein called PCSK9, which helps regulate the number of LDL receptors on liver cells. By
inhibiting PCSKY9, Evolocumab increases the number of LDL receptors, leading to increased

removal of LDL-C from the bloodstream.

Lowering LDL-C levels has been associated with a decreased risk of cardiovascular events,
such as heart attacks and strokes. Evolocumab has demonstrated efficacy in reducing the
risk of these events in clinical trials, particularly in patients with a high risk of cardiovascular

disease or those with familial hypercholesterolemia (an inherited form of high cholesterol).



VFN PRAHA

Proportional Reduction in Risk of CHD
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AAAAAAAA Infarkt myokardu a LDL

* Muz 31let

« Otec zemrel v 51letech IM, matka CABG v 67 letech

e Aktivni nikotinismus 20-30 cigaret/den od 18let

* Praktickym lekarem v roce 2019 diagnostikovana dyslipidémie ,na dietée”

» Mésice progredujici namahova AP v predchorobi
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* Nahly kolaps na zastavce tramvaje 10:50 -
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*  Pfijezd do nemocnice

11:27 — velmi rychly transport pouze 15 minut
Trvajici fibrilace komor

11:37 - napojen na VA ECMO - 10 minut od prijezdu
Celkovy cas do dosazeni reperfuze 47 minut

Trvajici fibrilace komor — dalsi defibrilace neuspésna

Vstupni Astrup tepna

|.D. pacienta
Pfijmeni pacienta
Jmeéno pacienta

Typ vzorku Arteriaini >
T 37.0°C
Hodnoty krevnich plynG
pH 6,782
pCO2 9,13 kPa
pO2 21,7 kPa
Hodnoty oximetrie
ctHb 137 gL
s0O2 961 %
FMetHb 08 %
Hodnoty elektrolytu
cK+ 2,3 mmollL
? cNa+ 144 mmollL
cCa2+ 1,23 mmollL
cCk 108 mmollL
Hodnoty metabolitd
cGlu 124 mmoll
? clLac 16 mmollL
Acidobasicky status
cHCO3-(P,st).c 7,6 mmollL
cBase(B).c -25.4 mmollL
cHCO3-(P).c 10,2 mmollL
ctCO2(B).c 25,2 Vol%
Baro. 99,3 kPa
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*  palsi péce na koronarni jednotce

e 3 dalsi defibrilace na sale a navrat SR

* Se souhlasem pacienta
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« Casné znamky buzeni pres analgosedaci
propofol + sufentanyl

* Pacient v dobrém kontaktu

* Cilena reakce

* Ventilacne stabilni, splnuje kritéria weaningu UPV
« Hemodynamicky stabilni na ECMO+dobutamin
 Rychly ohrev do normotermie

- Casnéa extubace

* Se souhlasem pacienta ¥



¥  Dpalsi prabéh
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DOB 5ucg/kg + ECMO 4|/min

dysfunkce LK s EF 20% pri akineze vetsiny
predni stény a hrotu LK

behy NSKT 48hod, bez sKT

Den 2 pridan Levosimendan.

Den 3 zlepseni funkce LK s EF 30%
Den 5 chirurgicka explantace ECMO
ATB pro elevaci zanétlivych parametru
Den 7 prelozen z JIP na stand. oddéleni

* Se souhlasem pacienta .~



% Dimise po 10 dnech v nemocnici
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* Restituce funkce LK — ECHO pred dimisi
 Dimitovan domu v doprovodu rodiny
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 Anopyrin 100 1-0-0, Lipidy

e Ticagrelor 90mg tbl. 1-0-1, Cholesterol

. Ator.va.statm 80mg tbl. 1-0-0, Cholesterol LDL
« Ramipril 2.5mqg tbl.1-0-0,

* Bisoprolol 2.5 mg tbl. 1-0-0
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* Ezetimib ?
* PCSK9i !

¥  Kontrolni odbéry po 4 tydnech

Lipidy

Cholesterol
Triacyiglycerol
Cholesterol HDL
Cholesterol LDL
Cholesterol LDL-vypocet
Index aterogenity
non-HDL-vypocet

5,11

2.84
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Lipidy -

Cholesterol 1.63
Triacylaglycerol 2.37
Cholesterol HDL 0.72
Cholesterol LDL 032
Cholesterol LDL-vypocet nelzeVyp
Index aterogenity 1.3
non-HDL-vypocet 0.9

Proti vstupni hodnote 4,57 se jedna o absolutni redukci 4,25 mmol/I !

Redukce 93 % !

0.44
nelze\Vyp

1.3

1.2

0.49
nelze\Vyp

22
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*  Vyvoj LDL pri dalsich kontrolach

0.64
nelzeVyp

1.2

1.1

2.11

2,84



.4 Jaky pretrvava v praxi problém ?

* Pres vysokou 87 % preskripci high-intensity statin lecby,
pouze 17 % pacientu po IM dosahuje cilovych hodnot LDL
* Velka Cast pacientu v praxi

- nema adekvatni kontroly a odbery lipidogramu

- uziva nizké davky

- neni eskalovana/eskalovana nedostatecne

Allahyari, A., Jernberg, T, Hagstrom, E., Leosdottir, M., Lundman, P, & Ueda, P. (2020). Application of the 2019 ESC/EAS dyslipidaemia guidelines to nationwide data of
patients with a recent myocardial infarction: a simulation study. European heart journal, 41(40), 3900-3909.
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FOURIER Parent Trial
Sub-analyses: Impact of Evolocumab on MI Patients

There were 22,351 MI patients within the FOURIER trial (81% of overall trial)

Type of MI Patient: Type of MI Patient: Type of MI Patient: Type of MI Patient:
Prior Ml 2 2 Prior Mis* Recent MIt Recent MI#
N =22,351 N = 5,285 N = 8,402 N=5711

Improvements observed in key secondary endpoints (CV death, MlI, stroke)!?

*RRR for multiple prior MlIs vs only 1 prior Ml (21% vs 16%); ARR for multiple prior MlIs vs only 1 prior MI (2.6% vs 1.7%)?*

TRRR for recent MI (<2 years) vs without MI (24% vs 13%); ARR for recent Ml (<2 years) vs without Ml (2.9% vs 1.0%)?

*RRR for recent MI (1 year) vs more remote Ml (25% vs 15%); ARR for recent Ml (1 year) vs more remote MI (3.2% vs 1.3%)?

ARR = absolute risk reduction; CV = cardiovascular; FOURIER = Further cardiovascular OUtcomes Research with PCSK9 Inhibition in subjects with Elevated Risk; Ml = myocardial
infarction; NNT = number needed to treat; RRR = relative risk reduction AMN
1. Sabatine MS, et al. Circulation. 2018;138:756-766. 2. Gencer B, et al. JAMA Cardiol. 2020;5:952-957.
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% | Jak v praxi zlepsit 1é¢bu ?

» Zacit za hospitalizace a stanovit jasny plan a jasny cil

« Zapojeni pacienta, pochopeni dulezitosti snizovani cholesterolu
- Casné a pravidelné kontroly, edukace, motivace

» Klicova kontrola za 4-6 tydnu po IM

e Pokud LDL nad 2,5 mmol/l na maximalni davce statinu, volit

agresivni a vysoce ucinnou lécbu v podobe PCSK9i
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* Maximalni snizeni LDL cholesterolu je zakladni pilir lécby po IM
* Cilem je aktivneé riziko minimalizovat

Casto vidana opatrnost a obavy z NU schvalenych leku snizujici LDL
cholesterol jsou neopodstatnené a v rozporu s evidenci

« Kombinace statin + PCSK9i vede k maximalni redukci LDL cholesterolu
a pri spravné edukaci a sledovani pacienta je

- vysoce efektivni

- bezpecna
- dostupna
» Specialni podékovani za spolupraci MUDr. Michaela Snejdrlova, Ph.D.




