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Na lipidy a AIM a srdecni zastavu mame jine...




ProcC hovorit o lipidech v kontextu srdecniho selhani ?
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Od plazmatickych lipidu k poskozeni myokardu
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Lipidove parametry a riziko srdecniho selhani ve
studii AMORIS (n= 84740)

Biomarker Men Test of interaction (P) Women Test of interaction (P)

DL- 26 . 0.968 ] 18 0.10
TC 1.28 1.26 0.166 1.18 1.16 0.725
Inflammation: Hp 1.19 1.20 0.002 1.12 1.14 0.309
Metabolism: glucose 1.11 1.10 0.035 1.05 1.03 0.083
Antioxidant: uric acid 1.19 1.19 0.424 1.20 1.19 0.174

European Journal of Heart Failure (2009) 11, 1036-1042



Nizka hladina LDL-C- negativni prognosticky
ukazatel u akutniho SS: (reverzni) kauzalita?

Mortalita nemocnych s HFrEF dle LDL-C  Mortalita nemocnych s ICHS a HFrEF dle LDL-C
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HDL, apoproteiny a srdecni selhani

Heart Failure A B

&

‘fﬁ‘n

HDL ApoM

[ ——yryryey

4 B A

(PLC) | IKK |

SN TN P8
JAd ] /mapk/ (ERK) . - [Rho K| (ca®) INF-cB|

Cell survival  Endothelial barrier Inflammatory
Proliferation integrity response

Cardiac Index §

'/’ Filling Pressures 4 \'

& ~ [ @]/"

Renal Injury Hepatic Injury

|

ApoM 3 l Lipoprotein |
Clearance Production

CApoM D §
S~ Gy —

Diabetes Obesity

Inflammation 4



HDL castice a srdecni selhani: funkce je zasadni

Markery funkcionality HDL ¢astice Mortalita a HDL zprostredkovany eflux
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TG a riziko srdecniho selhani u pacientu lécenych
statiny, n= 65918

Hazard Ratio

(95% CI) P value
Elevated TG vs comparator® 1.192 (1.134-1.252) —— <0.001
High TG vs comparator® 1.235 (1.160-1.315) : —— <0.001
] i 1 1
0.75 1.00 1.25 1.50
Decreased Risk Increased Risk

Vascular Health and Risk Management 2019:15
533-538



Lipoprotein (a), o kteréem jeste uslysime...
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Lipidy jako nejsilnéjsi prediktory prognozy CHSS: CLP +Nt pro BNP

McGranaghan, P.,
Saxena, A., Dungen,
HD. et al. Performance
of a cardiac lipid panel
compared to four
prognostic scores in
chronic heart failure. Sci
Rep 11, 8164 (2021).
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Lipidy jako nejsilnéjsi prediktory prognozy CHSS
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Taktika farmakoterapie srdecniho selhani
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If symptoms persist, consider therapies
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CORONA studie: rosuvastatin vs. placebo u
HFrEF
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Patients (%)

No. at Risk
Placebo
Rosuvastatin

35+
30+
254
20 / ﬁosuvastatin
15- "

10+

54

Placebo

P=0.12

Months

2497 2315 2156 2003 1851 1431 811
2514 2345 2207 2068 1932 1484 855

B Death from Any Cause

Patients (%)

No. at Risk
Placebo
Rosuvastatin

354
30+

25+

£ Rosuvastatin

154
10
P=0.31
5
O+¥———7T—T—71T T T 7T T T 11
0 6 12 18 24 30 36
Months

2497 2365 2240 2112 1980 1545 88l
2514 2379 2260 2139 2018 1566 907

C Any Coronary Event

Patients (%)

No. at Risk
Placebo
Rosuvastatin

35+
30
254
20
15+

10
P-0.18

~

Placebo

~"Rosuvastatin

Months

2497 2299 2127 1974 1819 1405 785

2514 2332 2174 2029

1871

1427 817

N Engl J Med 2007;357:2248-61.




600

500

400

300

200

100

Statiny u srdecniho selhani: studie CORONA s rosuvastatinem
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Survival

Studie CORONA v dalsi ana
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Vliv dlouhodobé vyrazné snizené koncentrace LDL-C na riziko rozvoje SS ??7?
LDL cholesterol: kombinace statin +/- eze + PCSK9 i
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e BIOSTAT-CHF study
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\V/Sichni proti proprotein konvertaze subtilisin kexin 9
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Inklisiran a jeho bezpecnost

Velké kardiovaskularni prihody ORION 9-11
Data od 3660 pacientU, 1883 inklisiran

Z

Visit 1 Visit 2
Day 1 Day 30
®

P ” -

Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8 Visit 9
Day 90 Day 150 Day 270 Day 330 Day 450 Day 510 Day 540
() ® ® >

= .L Circulating PCSK9

f

Transcription *- Translation
DMNA mBRIMNA ¢ Target protein

X
gg.@

Inclisiran (siRINA)

siRMNAs prevent protein
production by degrading
unique target mRMNA

Kaplan-Meier curves showing the cumulative event rate for MACE

Cumulative probability % of MACE collected as AEs LDL-C ¢ by
12% A

Log rank
10% o P-value: 0.013 g Placebo Day 20 1.37 mmeol/L
gor 4 Cox HR (95% Cl) = 0.75 (0.60-0.94) —ﬂ""’rﬂi__,, Inclisiran Da;.r 540 1.38 mmol/L
6% - f____.. J‘___,_,_.’—-*"'_—
4% —

. PJ—'J!;-/-_/
e
OF &t = o = o o = = o = o o e e e e e e e e e e e e e o e e e = = m <

Mumber of patients at risk
1798 1745 1708 1670 1637 1622 1578 39 0
1812 1782 1754 1726 1694 1678 1652 50 0

o0 om
W

1
3
] ] ] I ] ] ] ] ] ]
0 70 140 210 280 350 420 490 560 &30
Time (Days)

Ray KK et al. European Heart Journal (2022) 00, 1-



A \E]r'rargeting non-LDL cholesterol \
age ﬁ = related risk: | ?

pressure PerSOnal .
gender T* rIsk

) \
exercise ‘( / \\ \ i

inflammatron

apoC-lll

ANGPTL3

+ Antlbodlm
lipoproteins
\ Genetrc variation /\ + OM3FA

J. Clin. Med. 2019, 8, 1085




CENTRAL ILLUSTRATION From Bench to Bedside: Utilization and Potential

of RNA-Based Therapies in Cardiovascular Disease

CMechanisms of Action of
RNA Therapeutics

A Therapeutic Target Identification
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Neopoustéj staré veci ... koncept apoAl
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mimetik zije

CSL112, novy intravendzni pripravek plazmatického apoA-I zvysujiciho cholesterol efflux kapacitu po AlMI*
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Obicetrapib ve studii ROSE

LDL-C % reduction from baseline (median)
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Base editing was invented in 2016 by David Liu’s group at Harvard University. Base editors are Sections

potentially safer than other gene editing tools because they use a mutated ‘nickase’ form of
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Durable lowering of blood PCSK9 & LDL cholesterol out to 6 months after a single =
intravenous administration of base editing drug product in non-human primates

Blood PCSK9 protein reduction

Blood LDL-C reduction

120 120
100-9 100 ¢
o
£ 2
& 2
o ©
2 R}
fres
o S
B £
[9)]
$ Q
0 -
(8] [a]
o -l
o T T T T T T T T T 1 o
o 20 40 60 80 100 120 140 160 180 200 4]

Days

Each data point represents a consecutive measurement from n = 4 cynomolgus monkeys

T T T T T T T T T 1
20 40 60 80 100 120 140 160 180 200

Days



Lipidy a lipoproteiny ovlivnuji
funkci kardiomyocytu

Hypertriglyceridemie je
nezavislym RF CHSS

Statiny nemaji prokazany benefit
u CHSS

Nové terapie k razantnimu snizeni
koncentraci lipoproteinu u CHSS (?)
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