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Cile lecby dyslipidemii

Cholesterol Treatment Trialists’ Collaboration

Pokles LDLC o 1 mmol/l (=cca 20/35%) vede ke snizeni
ICHS -23% umrti na KVO -17%
KVO -21% celkové umrtnosti - 12 %

Doporuceni NCEP ATP Il

1% pokles
LDL cholesterolu 1% vzestup

snizuje riziko HDL cholesterolu
ICHS 0 1%

CTT Collaborators. Lancet 2005; 366: 1267-78. Third Report of the NCEP Expert Panel.



Efekt snizeni LDL-cholesterolu

Kazdé snizeni LDL-c o 1 mmol/l znamena...

Vliv shiZzeni LDL-c na cévni prihody podle CTT meta-analyzy

-30% -25% -20% -15% -10% -5% 0%

|
-21% | Vsechny cévni piihody

-24% L | Koronarni prihody

-24% | Koronarni revaskularizace

-15% | CMP (vsechny)

-21% | Ischemicka CMP

-13% | Kryptogenni CMP

-12% Umrti na KVO
Umrti na ICHS

27 Statin Trials 89 Ostatni KVO umrti
174,149 Patients =1L

CTT Collaborators. Lancet 2012; 380: 581




Lecba dyslipidemii
Moznosti leCby
Nefarmakologicka lecba

Dieta
Fyzicka aktivita

Redukce hmotnosti
(omezeni koureni)

Farmakoterapie

Statiny
Fibraty
Pryskyfice
Ezetimib
Niacin

Nova terapie



Statiny

Inhibice syntézy cholesterolu

Ovlivnéni predevsim LDL-C
pokles LDL-C o 30-40%
pokles TG 5-20%, vzestup HDL-C o 5-10%
ucinek zavisi na davce
Konzistentni ucinek
u riznych typu dyslipidémii
u riiznych skupin pacienttl

Evidence v klinickych studiich
Zavazné nezadouci ucinky vzacné
CAVE myopatie



Klicové studie statinu
a spektrum rizika

ICHS/vysoky cholesterol
ZV)'léuj icl se ICHS/pramérny az vysoky cholesterol
riziko ICHS ICHS/nizky az prGmérny cholesterol
IM/nizky az primérny cholesterol
IM/nizky az primérny cholesterol
ICHS nebo diabetes/nizky az prGmérny cholesterol
ICHS/nizky az primérny cholesterol
Diabetes a 1 dalSi RF/nizky az primérny cholesterol

ICHS nebo RF/primérny cholesterol

zadny IM/vysoky cholesterol
nékdo ICHS/pramérny cholesterol
>3 RF/nizky az primérny

zadna ICHS/primeérny cholesterol



Celkova mortalita: 4S

1.00 . :
simvastatin
0.95
—| Za toto zlepSeni
< 0.90 prezivani je
2 placebo _| povazovano 42%
© snizeni rizika umrti
§GK1J 0.85 na ICHS
S
O
c Log rank p=0.0003
® 0.80
) 7
o
o E S —
0.0 1 2 3 4 5 6

Roky od randomizace

4S Group. Lancet 1994;344:1383-13809.



Intenzivni hypolipidemicka terapie
u pacientu s ICHS - studie TNT

0.15 -

atorvastatin 10 mg

0.10 - Mean LDL-C 101 mg/dL .
(2.6 mmol/L)

Event rate 10.9% 22% RRR
(p<0.001)

atorvastatin 80 mg
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LaRosa JC et al. N Engl J Med 2005;352:1425-1435.



Efekt kombinace statin + ezetimib u pacientu
po AKS: studie IMPROVE-IT

Cardiovascular death, MI, documented unstable angina requiring
rehospitalization, coronary revascularization (230 days), or stroke

*01 HR 0.936 CI1 (0.887, 0.988) Simva — 34.7%

p=0.016 2742 events
NNT= 50

W
o

EZ/Simva — 32.7%
2572 events

Event Rate (%)
N
(]

10 -

/-year event rates

0 1 2 3 4 5 6 7
Time since randomization (years)
IMPROVE-IT Investigators, N Engl J Med 2015



Efekt kombinace statin + ezetimib na LDL-C
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Number at risk:

EZ/Simva
Simva

1Yr Mean LDL-C TC TG HDL hsCRP
Simva 69.9 145.1 137.1 48.1 3.8
EZ/Simva 53.2 125.8 120.4 48.7 3.3

Ain mg/dL -16.7 -19.3 -16.7 +0.6 -0.5

Median Time avg
69.5 vs. 53.7 mg/dL

QE R 1 4 8 12 16 24 36 48 60 72 84 96
Time since randomization (months)

8990 8889 8230 7701 7264 6864 6583 6256 5734 5354 4508 3484 2608 1078
9009 8921 8306 7843 7289 6939 6607 6192 5684 5267 4395 3387 2569 1068

IMPROVE-IT Investigators, N Engl J Med 2015



©
CORONA Studie CORONA u CHSS

Primarni endpoint
35 4 KV-mortalita + nefatalni IM + nefatalni CMP

i Placebo
=U n=732 /
Rosuvastatin
= n = 692
)
20 -
15
10 - Hazard ratio = 0,92
95% Cl1 0,83 -1,02
5 - p=0,12
O | | | | | | | | | | | | 1
0) 6 12 18 24 30 36
. Mésice sledovani |
No. at risk Kjekshus J et al,
Placebo 2497 2315 2156 2003 1851 1431 811 N Engl J Med 2007;357

Rosuvastatin 2514 2345 2207 2068 1932 1484 855



Studie CORONA u CHSS
Celkovy pocet hospitalizaci
4074 m Placebo
4000 - 3694 W Rosuvastatin
3000 -~
2000 -~

1299 1510 1501

O_
Vsechny KV-pfi€ina Srd. selhani Nestabilni Ne-KV
p=0,007 p<0,001 p=0,01 angina pri€ina
p=0,30

Kjekshus J et al, N Engl J Med 2007;357



Inhibitory PCSK9

(proprotein-konvertéza subtilisin kexin 9)
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Horton JD et al. J Lipid Res 2009; 50: S172—7



Klinicky vyzkum inhibitoru PCSK9

1 Evolocumab

— FOURIER
1 27654 pacientl/5let
1 40-85 let
1 Sekundarni prevence
1 LDL 1,8
1 Ukonceni: 10/2017

1 Alirocumab

— ODYSSEY Outcomes
1 18000 pacientu/5 let (+2roky FU)
1 Nad 40 let

1 Po AKS

1 LDL > 1,8 mmol/l

1 Ukonceni: 12/2017

1 Bococizumab - studie pozastaveny z rozhodnuti sponzora

— SPIRElaZ?

1 17000 + 11000 / event driven

1 Nad 18

1 Vysoké KV riziko

1 LDL > 1,8 mmol/l /[ > 2,6mmol/l
1 Ukonceni: 4/2018 // 1/2018




Studie FOURIER: sek. prevence

Primarni cil
cardiovascular death, myocardial infarction, stroke,

hospitalization for unstable angina, or coronary Sekundarni cil
revascularization cardiovascular death, myocardial infarction, or stroke
Hazard ratio 0.85 Hazard ratio 0.80
(95% Cl, 0.79-0.92) (95% Cl, 0.73-0.88)
P<0.0001 P<0.00001

Placebo
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0 12 18 24
No. at Risk Months

Placebo 13,780 ; 12,825 1,871 7,61
Evolocumab 13,784 ¢ 12,939 12,070 7,77

0 6 12 18 24 30 36
No. at Risk Months

Placebo 13,780 13,449 13,142 12,288 7,944 3,893 731
Evolocumab 13,784 13,501 13,241 12,456 8,094 3,935 724

0
1

CV = Cardiovascular; Ml = Myocardial infarction; HR = Hazard ratio
Sabatine MS, et al . NEJM. [published online ahead of print March 17, 2017]. doi: 10.1056/NEJM0al1615664



Efekt evolocumabu na LDL-C
ve studii FOURNIER

(Zrejmeé) Vsichni pacienti léceni evolocumabem byli v

cilové hodnoté LDL-c < 1,8 mmol/I

2.6+
2'4“\.__.____—& s —e
2.2 Placebo
2.0 Median 2.38 mmol/L
1.8
1.6 59% meanreduction (95% CI 58-60), P < 0.001
1.4+ Absolute reduction: 1.45 mmol/L(95% Cl 1.43-1.47)
1.2
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No. at risk I’/) ‘ Weeks
Placebo 13,779 13,251 13151 12954 12596 12,311 10,812 6,926 3,352
Evolocumab 13,784 13,288 13144 12964 12,359 10,902 6,958 3,323
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LDL-C was significantly reduced in the evolocumab group (median: 0.78 mmol/L) including 42%
who achieved levels < 0.65 mmol/L vs < 0.1% in the placebo group

Data shown are median values with 95% confidence intervalsin the two arms; ITT.
Sabatine MS, etal . NE/M. [published online ahead of print March 17, 2017). doi: 10.1056/NE)Moalsl5664




ODYSSEY-OUTCOMES
Alirocumab po AKS

MACE: CHD death, non-
fatal Ml, ischemic stroke,
or

unstable angina requiring
hospitalization
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HR 0.85 (95% CI1 0.78, 0.93); P=0.0003

0

0 1 _ 2 .
Number at Risk Years Since Randomization

9462 8805 3471
A Q0

ACC 2018
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Number at Risk

Placebo

9462
Zl

ODYSSEY-OUTCOMES
Alirocumab po AKS

Alirocumab

HR 0.85 (95% CI 0.73, 0.98); P=0.026*

1 2 3
Years Since Randomization

9219 8888 3898

HR 0.85
(95% CI1 0.73,
0.98)
P=0.026*

ACC 2018



Mean LDL-C (mg/dL)

105

N0 |

75
60
45
30
15

ODYSSEY-OUTCOMES
Alirocumab po AKS

Placebo 101.4
96.4
93.3

53.3

42.3
37.6

0 4 8 12 16 20 24 28 32 36 40 44 48
Months Since Randomization

ACC 2018



Inclisiran (siIRNA inhibitor PCSK9) vs. placebo
ORION 1, 497 pacientt, 1 nebo 2 aplikace inclisiranu s.c.,
sledovani 360 dn
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300mg 300 mg 300 mg
50.9% reduction 38.6% reduction 19.0% reduction

Placebo

P-value for all comparisons to placebo <0.0001 - 200mg

== 300 mg

== 500 mg

60 90 120 150 180 210 240 270 300 330 360
Days from first injection

Ray K, ESC Congress 2017, Barcelona 8/29/2017



Dekuji za pozornost



