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Komentovana doporuceni 16 - Doporuceni pro dlouhodobou lécbu

Doporucuje se dosahnout koncentrace LDL-C < 1,4 mmol/l (< 55 mg/dl) a snizit LDL-C 0 > 50 %
hodnoté.

Pro pacienty s opakovanou aterotrombotickou prihodou (recidiva do 2 let od prvni epizody Al
maximalné tolerované terapie statinem muze byt zvazena cilova hodnota LDL-C < 1,0 mmol/l
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e zahajit nebo pokracovat v terapii vysokodavkovanym statinem co nejdfive, bez ohledu na pocatecni
_C_

e dosahnout koncentrace LDL-C < 1,4 mmol/l (< 55 mg/dl) a snizit LDL-C o > 50 % oproti vychozi

hodnota LDL-C neni dosazena i pres maximalné tolerovanou terapii statiny po 4-6 tydnech, doporucuje
etimibu.

hodnota LDL-C neni dosaZzena i pres maximalné tolerovanou lécbu statiny a ezetimibem po 4-6 tydnech,
e pridani inhibitoru PCSK9.

talizace pro AKS se doporucuje intenzivnéjsi hypolipidemicka lé¢ba? u pacientu, ktefi byli na
cké 1écbé jiz pred prijetim.

s opakovanou aterotrombotickou prihodou (recidiva do 2 let od prvni epizody AKS) pri uzivani
blerované terapie statinem muze byt zvazena cilova hodnota LDL-C < 1,0 mmol/l (< 40 mg/dl).

a terapie vysokou davkou statinu plus ezetimibu muze byt zvazena béhem hospitalizace pro AKS.
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Measured LDL-C

Statin treated
LDL < 100 mg/dl

(<50% reduction to
reach target)

Statin treated

LDL 100-300 mg/dI
(50-80% reduction to
reach target)

Any Patient

LDL > 300 mg/dl
(80 % reduction to reach target)

Three-Stage Lipid-Low

_ Single LLT
No prior treatment e Startatorvastatir
LDL < 120 mg/dI e Increase to maxil

(<50% reduction to >
reach target)

Maximally-tolerate
statin therapy
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(50-80% reduction to >
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statin therapy
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>
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statin therapy

Support and Follow-up

Provide discharge summary outlining plans for im

Monitor lipids after 4-¢

LDL-C < 55 mg/c




NO Dprig atmen
LDL < 3,1 mmol/l

(<5U% reduction to
reach target)

LDL 3,1 - 7,8 mmol/I

(50-80% reduction to
reach target)

Any Patient
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Years Years
Number at risk
1282 559 82 4841 2893
5933 2609 384 5096 3040

Statins at enrolment 1 Not max statins dose m——

s at enrolment
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---------- Simvastatin monotherapy

10 ............................................................................................................................................................ Simvastatin-ezetimibe

Years Since Randomization

on N =18,144
. \ Randomized
- high- —
within 10 days of
event

Mean baselin

Simvastatin 40 mg + placebo + SOC
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evolocumab

Randomized 18,924

mized 27,564 patients

Alirocumab
(N=9462)

Placebo

(N=13,780)

Follow-up*: median 2.8 (Q1
8242 (44%) patients with potenti

) median 26M (IQR 22-30)

1955 patients experienced a

nts experienced primary EP

Value Characteristic
)) 63 (9) Age, years, median (Q1-Q3) !
Female, n (%) v
75 Medical history, n (%)
(%) Median time from hiypedtension
recent event <3 yrs Diabetes mellitus
Current tobacco smoker
n 81 Prior Ml
rhagic) 19 Characteristic
13 Time from index ACS to randomization,
months, median (Q1-Q3)
ACS type, n (%)
80 NSTEMI
37 Ui




evolocumab

Placebo

59% mean reduction (95%CI 58-60), P<0.00001

Absolute reduction: 56 mg/dl (95%CI 55-57)

———————— d
Evolocumab
(median 30 mg/dl, IQR 19-46 mg/dl)
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.85
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MACE (%)
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3.61 mmol/L

4
- (139 mg/dL) Placebo Evolocumab
=
ag 34 342mmoll
- £ (132 mg/dL)
8 -
88 ..
o 2.00 mmol/L 2.06 mmol/L
© 2 80 mg/dL
S 2 (77 mg/dL) (80 mg/dL)
£ 1 -
o
0.79 mmol/L
0 (31 mg/dL)
Baseline Week 4 Week 8
of patients
Placebo 148 144 149
Evolocumab 146 136 141
In-hospital
(72 hours) Placebo SC QM + atorvastatin 40 mg QD

\ N =308

STEMI) Randomized 1:1
1 country, 7 sites




LDL-C < 1.8 mmol/L (<70 mg/dL) LDL-C < 1.4 mmol/L (<55

95,7% 100% -

90,1%

75% -

50% -

25% -

Proportion of Patients

10,7%

0%

LDL-C < 1.8 mmol/L at week 8 LDL-C < 1.4 mmol/L at week 8

Placebo

1. Koskinas KC, et al. JAm Coll Cardiol. 2019. [epub al
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years ago
).91) 16.9%
A 3.4%
13.5%

volocumab

24 30 36
lomization

2475 363

2435 359

ualifying Ml 22 years ago
24% -
20% - 5% RRR
HR 0.95
) (95% CI 0.85-1.05)
16% 1 P=0.30

12%

8%

4%

B >2 Prior Mis
24%
0
18% RRR 2%
A3.7%
20% - HR 0.82
(95% C10.72-0.93) 18.7%
P=0.003
€ 16%
©
3
ui:.l Placebo
12% -
o
]
E
1™~
o gy . Evolocumab
4% -
0% ™ - . - - .
0 6 12 18 24 30 36
Months after Randomization
Placebo 2628 2342 1468 176
Evolocumab 2657 2406 1517 169
C Multivessel Disease
24%
21% RRR
AT HR 0.79 19.4%
(95% C1 0.69-0.91) A 3.6%
P=0.001
16% - 15.8%

Placebo

Primary Endpoint
o
®

0%

0 6 12 18 24 30
Months after Randomization

6898 6450 3753
7020 6588 3863

2
&
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36 Evolocumab
4% -
247

243

0%

0 6 12 18 24 30 36
Months after Randomization
Placebo 2806 2553 1528 180
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em zahajena v akutni fazi AIM, pridana k intenzivni statinové Iécbe, vedla |
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zuji regresi a stabilizaci koronarniho platu s pomoci alirokumabu a podpo
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Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8 Visit 9
Day1 Day30 Day90  Day 150 Day 270 Day 330 Day 450 Day 510  Day 540
@ (] ® ® >

[ 4 { Circulating PCSK9

Kaplan-Meier curves showing the cumulative event rate for MACE
’ iver
Cumulative probability % of MACE collected as AEs LDL-C l by

Transcription *} Translation 12%

Log rank
DNA mRNA ¢ Target protein 10% 4 P-value: 0.013 ,_// Placebo Da}' 90 1.37 mmol/L
TR AREE) =R 00 Inclisiran Day 540 1.38 mmol/L
X N @ 6% -
X 7 %1
*
B i i s ol R &
Inclisiran (siRNA) Number of patients at risk
: : 1819 1798 1745 1708 1670 1637 1622 1578 39 0
siRNAs prevent protein 1833 1812 1782 1754 1726 1694 1678 1652 50 O
prodiktion by cegracing 0 70 140 210 280 350 420 490 560 630
unique target mRNA Ti
ime (Days)
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Inflammatory Biomarke

Luke J1. Laffin, MD,” Dennis Bruemmer, MD,* Michelle Garci
Douglas S. Jacoby, MD,° Erin D. Michos, MD," Paul M Ridk
Howard G. Hutchinson, MD," Steven E. Nissen, MD*"

0.4 I

Cinnamon

Nutriflair
2,400 mg daily

Rosuvastatin Decreased LDL
Serum Triglycerides Signific
and Each Su

Total
LDL-C  Cholesterol Triglyce

Fi-’gh Cinnamon Garlic Turmeric Plant Red Yeast
Oil Sterols Rice

No difference in LDL-C
aboratory values, age, and sex) and 95% Cls are displayed. *P < 0.001 all other group supplement comp

lensity limoorotein cholesterol.




tatin Placebo Fish Oil Cinnamon Garlic Turmeric Plant Sterols Red Yeast Rice
5) (n — 25) (n — 24) {n — 25) {n — 25) (n — 25) (n— 25) {n — 25)
1) 1{4.0) 1 [41]"' 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
) 4 (16.0) 3 (12.5) 3 (12.0) 5 (20.0) 4 (16.0) 7 (28.0) 7 (28.0)
1) 1(4.0) 2 (8.3) 1(4.0) 2 (8.0) 2 (8.0) 3 (12.0) 2 (8.0)

1) 2 (8.0) 0 (0.0) 0 (0.0) 1(4.0) 1(4.0) 1 (4.0) 2 (8.0)

1) 1(4.0) 11(4.2) 0 (0.0) 1 (4.0) 0 (0.0) 1 (4.0) 3 (12.0)
1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
.6 -1.0+ 46 —-06+43 05+ 4.1 1272 034+ 20 13+ 68 —-0.8 1+ 4.7
1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (D0.0) 0 (0.0) 0 (0.0) 0 (0D.0)
.7 —-014+36 1.1+ 4.0 054 3.7 1.2+ 5.0 -08420 -05+54 —-044+58
1.6 1.0 + 8.0 -3.0+ 63 -1.6+ 63 0.4 + 6.31 —-0.3 + 6.60 4.0 + 23.54 0.9 + 8.86
).16 0.0 + 0.22 0.1+ 0.3 0.0 £ 0.15 0.1+ 021 0.0 £ 0.20 0.0 + 0.08 0.0 + 0.16
.03 1.3 + 353 2.6 + B.Bb 1.4 + 8.18 04 + 4.43 2.9 + 10.00 1.6 + 6.28 —-03 4+ 422

lo55) —1.0(-7.0t04.0) 3.5(-3.0t07.0)

-1.0(—3.0t05.0) 2.0(-20t08.0) -1.0(-8.0t03.0) —-05(-5.5t025) 1.0(—6.01t03.0)

{IQR). *Deep venous thrombosis. "Diagnosis of liver adenocardinoma before any investigational product was taken.

)artate transaminase; eGFR = estimated glomerular filtration rate; ULN = upper limit of normal
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death and recurrent MiI.
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zeni hladiny LDL-cholesterolu je zakladni komponentou se|
nfarktu myokardu — cilem je redukce pod 1,4 mmol/l a sot

Y.
liny LDL-cholesterolu dosahneme, tim lépe!

emika existuji kvalitni a dostatecné dukazy, které prokazuj
zpecnhost ve snizeni rizika kardiovaskularnich prihod.

ntenzivni statinova terapie.

K9 jsou novym |écebnym prostredkem, které mohou vyzn
askularnich prihod.

adiny LDL-cholesterolu < 1,0 mmol/l jsou bezpeéné.
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