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Desetileté riziko umrti na KVO
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HYPERTENZE JAKO NEJCASTEJSI PRICINA UMRTI

Celkova mortalita pfisuzovana jednotlivym rizikiim (%) na 56 000 000 umrti
(2000)

Vysoky krevni tlak M 12.7

Koufeni I 8.7

Vysoky cholesterol |G 7.9
Vysoké BMI [ 4.6
Fyzicka neaktivita [ 3.4

Alkohol F 3.2

Ezzati et al. Lancet. 2002;360:1347-1604



Vite jak snizit KV riziko ?
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Aditivni efekt cholesterolu a systolického
TK na riziko imrti na ICHS
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— Doporugené postupy

Ceska doporudeni

Stanovisko vyboru CSAT k doporutenim ESC/EAS pro
diagnostiku a lécbu dyslipidemii z roku 2011
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ity poruch lipidového metabolizmu a také dopurut‘zm pro laborztorni monitorovani pacienta, kéenych hypalipidemily. Smmlsho s
wyjadmuje i k ovdzkdm if v kazdodenni praxi, napt. k léché dyslipidemii ve spedifickych skupinach pa-
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Opinion of the (zech Atherosclerosis Sociery*s committee (CSAT) on the ESC/EAS guidiines related to the diagnostics and treatment
of dyslipidemias issued in 2011

Summary: This position statement of the Executive Committes of the Czech Society for Atherosclerosis (CSAT) summarizes the most
important aspects and novelties of the latest European guud:lm:s for the management of dyslipidemia. In particular the position state-
ment on: di risk ions for plasma lipid and lipoprotein levels assessment as well as target
lipid values, evaluation of current options for both lifestyle and pharmacological treatment of lipid metabolism disorders and, akso,
recommendation for laboratory monitoring of patients treated with lipid lowering agents. The stament deals with actual concepts of
management of dyslipiemia in everyday practice, e.g, therapy of dyslipidemia in special patients * groups. This statement does not replace
the latest guidelines but focuses on the changes from the former guidelines for dyslipidemia management, published by CSAT in 2007,

Keywords: dyslipidemia - nisk stratification - LDI-cholesterol - statins - fibrates - niacin - ezetimibe - resins

Uvod

Tento komentiF k poslednim Evrop-
skym doporucenim pro lécbu dysli-
pidemii [ 1] si Klade za cil informovat
ve struéné formé o tom, co je nového
a/nebo co se zménilo v pistupu k ne-
mocnjm s dyslipidemii od roku 2007,
kdy byla publikovana posledni éeski
Doporugen( pro diagnostiku a lézbu
dyslipidemii v dospélosti®, wpraco-
vand whorem Ceské spoleénosti pro
aterosklerszu [2). KomentiF neni pe-
Kadem onginalniho textu, ani ho ne-
nahrazuje; jeho soutsti nejsou také

120

#adné tabulky a schémara z ongindlni
publikace, na které viak v pripadé po-
reby odkazuje.

Novi doporueni pro management
dyslipidemii (DLP) jsou integralni
souisti doporudeni pro prevenci kar-
diovaskuldrnich (KV) onemocnéni.
Vegkeré navrhované postupy v dia-
gnastice & lE¢bé DLP jsou v nich roz-
déleny do 4 Grouni (tfid) v zavislosti
na tom, jaké existuji dikazy o jejich
prospégnasti (tab. 1 a 2 originik
niho textu). V textu doporudeni je pak
podle toho pro kenkréni postup di-

sledné poufivina vidy jedna z nasle-

dujicich formulaci:

a) je doporuceno (tida l);

b) mé byt zvizeno (tfida lla);

c) miife byt za urigich podminek zva-
sena (tFida lIb);

d) neni doporugenc (tiida III).

Posuzovini celkového
kardiovaskulirniho rizika
Zikladnim krokem v rozhodeovani
o postupu u konkrétniho pacienta zi-
stava kategorizace individudlniho n-
zika. Zpisob odhadu rizika je nezmé-

Vnit Lék 2013; 59(2): 120-126

T
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M. Vrablik?, R. Ceska!, V. Bliha?, T. Freiberger?, V. Soska*s,
pracovni skupina Ceské spoleénosti pro aterosklerézu
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* Centrum hardiovaskulirm a transplantaéni chinoypis, Brno
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Rizikové kategorie

Velmi vysoke riziko
— Manifestni KVO
» Revaskularizace, po IM, AP, po TIA, iCMP
 Subklinickd aterosklerdza (zobrazovaci metoda)
— DM 2. typu s dalsimi RF a DM 1. typu s MAU
— CKD 3 avice
— SCORE > 10%

Vysoke riziko
— Vyznamné zvySeni izolovancho RF (FH, tézka arterialni hypertenze)
— DM 2. typu (bez dalSich RF)
— SCORE 5-10%

Stiredné zvySené riziko

— SCORE 1-5%
» Modifikace MetSy, RA, kombinovanou DLP, dal§imi RF

Nizké riziko
— SCORE < 1%



Cilové hodnoty sérovych lipidu podle rizika dle
EAS/ESC 2011

Stredné Velmi vysoké
Vysoké riziko
zvysené riziko riziko

TC (mmoI/I)
< 1,8 nebo
LDLc (mmol/I) - <3,0 <2,5 snizeni o
50%
Non- HDLc
- <3,3 <2,6

(mmol/I)




Cilové hodnoty LDL-ch.

Velmi vysokeé

Vysoke riziko i7iko *

< 1,8 mmol/l
LDL-Ch < 2,5 mmol/l (nebo | 0 50 %)

* KVO; subklinicka AS; DM s organovym postizenim/dalsimi RF;
SCORE (110 %; CKD s GF < 0,5 ml/s

Perk J et al. Eur Heart J 2012;33:1635-701. Catapano AL et al. Atherosclerosis 2011;217:3-46




JUPITER PP Rosuvastatin 20 ms x placebo

Time to occurrence of major CV events

== Placebo
LDL-ch. >1,3 mmol/l (rosuva)
. == LDL-ch.<1,3 mmol/l (rosuva)

P for trend <0.0001
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Follow-up (Years)

Hsia J, et al. J Am Coll Cardiol 2011;57:1666—75.



TNT PROVE-IT

Rate of major CV events Hazard ratio of primary endpoint

—_—
~
[

>21-2,6 -q— Referent

P<0.0001*

RN
N
1

1,9-2,3

-
o
1

0.80 (0.99, 1.07)
1,6 1,6-1,9

v LDL-ch. mmol/I

0.67 (0.50, 0.92)

0.61(0.40, 0.91)

% of Patients With Major CV Events

2
LDL-C (mmol/l) Lower Better  Higher Better

*P value for trend across LDL-C

LaRosa JC, et al. J Am Coll Cardiol 2007;100:747-52 Wiviott SD et al. J Am Coll Cardiol 2005;46:1411-6.




Kontrola standardnich rizikovych faktoru

v poslednich 16 letech u Ceské Casti
pacientu se stabilni ICHS v EUROASPIRE I-1V

Smoking BP 2140/90 mmHg LDLchol22,5 mmol/L

Nussbaumerova B, Rosolova H, Mayer O jr et al: Cor et Vasa 56 (2014) e98-e104
http://www.sciencedirect.com/science/article /pii/S0010865014000198



Farmakologicka |écba

Doporuceni pro farmakologickou Iécbu

hypercholesterolemie

Doporuceni tfida? Uroveri®

I A
V pripadé nesnasenlivosti statinu by se mélo zvazit podavani lla B
sekvestranti Zlucovych kyselin nebo kyseliny nikotinové.
V pfipadé nesnasenlivosti statinu je moZno takeé zvazit podavani llb C
inhibitoru absorpce cholesterolu, a to bud samostatné nebo
v kombinaci se sekvestranty Zlucovych kyselin nebo kyselinou
nikotinovou.
Neni-li dosazeno cilové hodnoty, je mozno zvazit kombinaci b C

statinu s inhibitorem absorpce cholesterolu, pfipadné

sekvestrantem zlucovych kyselin nebo kyselinou nikotinovou.




EZETIMIB

statiny

ezetimib

lincoroteiny {chaolestercl)

Obr. 2 Cholesterol pochazi ze dvou zdroji: ze syntézy v jatrech a z absorpce ze stfeva.
Do streva se cholesterol dostava jednak z potravy, jednak ze Zluce v ramci enterohepatainiho
cyklu.

Blokuje prenasec sterolu, protein Niemann-Pick C1-Like
1 (NPC1L1), ktery je nezbytny pro absorpci cholesterolu.



|—| gartwire = Confarence Mews

IMPROVE-IT: '"Modest' Benefit When Adding Ezetimibe
to Statins in Post-ACS Patients

Michael O'Rig

MEETING COVERAGE

AHA: IMPROVE-IT Proves Ezetimibe Benefit

— Statins are good at reducing cholesterol, but a statin plus ezetimibe is even better.




Design studie %VHI’

Pacienti stabilizovani po akutnim koronarnim syndromu ACS < 10 dni:
LDL-C 50-125*mg/dL 1,29 mmol/I-3,23 mmol/I

(50-100 mg/dL 1,29 mmol/I-2,58 m#hol/l pokud byl jiz pacient Iééen Rx)
N=18,144 Standardni Medikace & Intervencni |éCba

Mozna titrace k

Simvastatin SLmZaL&g)Lﬂég Ezetimibe / Simvastatin
oKU -C >
40 mg 9|?ng/dl /2.00mmol/l 10 /40 mg

Follow-up Visit 30 den kazdé 4 mésice 90% sila k prokézéni
rozdilu~9%

Trvani: Minimum 2 %2-roky follow-up (minimalné 5250 pfihod)

Primarni Endpoint: amrti KV, IM, hospitalizace pro nestabilni AP,
Coronarni revaskularizaci (= 30 dni po randomizaci)nebo CMP

Cannon CP AHJ 2008;156:826-32; Califf RM NEJM 2009;361:712-7; Blazing MA AHJ 2014;168:205-12



Klicové momenty %VHI’

FDA Simva Label ZEUS Study
SEAS Study Change 80mg HPS2 THRIVE
(Jul-2008) (Jun-2011) (Jun-2014)
ENHANCE ARBITER-6
Study (Nov-2009)

(Jan-2008)

FPI LPI 5250
26-0ct-2005 08-Jul-2010 Events
v + v
2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015

V'S

A

50% Interim PSMB
Analysis Review (88%)

Mar-2010 Mar-2013

75% Interim
Analysis

WAL Database Lock
Oct-2014




LDL-C a zmény hodnot lipidii %VE/I’

1Yr Mean LDL-C TC TG HDL hsCRP
Simva

mg/dl 69.9 145.1 137.1 48.1 3.8
mmol/I 1,79 3,75 3,54 1,24

EZ/Simva

mg/dl 53.2 125.8 120.4 48.7 3.3
mmol/I 1,39 3,25 3,11 1,26

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

A mmol/l -0,43 -0,49 -0,43 0,015



Primarni endpoint — ITT intent %
to treat MPROVEIT

Umrti z KV pricin, infarkt myokardu,dokumentovana nestabilni AP
vyzadujici hospitalizaci,koronarni revaskularizace (230 d), CMP

*01 HR 0.936 C1 (0.887, 0.988) Simva — 34.7%

p=0.016 2742 prihod
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Primarni cil m
On Treatment MPROVEIT

40 -
HR 0.924 CI (0.868, 0.983)

- NNT =38
P02 Simva — KM 32.4%

2079 events
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EZ/Simva — KM 29.8%
1932 events
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Primarni cil: KV umrti, IM, pfijeti pro NAP, coronarni revascularizace
nebo CMP
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Hlavni podskupiny - ITT %VE/I’

Simvat EZ/Simvat

muzi —— 34.9 33.3
zeny l 34.0 31.0
vek< 65 let —a— 30.8 29.9
vék 2 65 let = 39.9 36.4
Neméli diabetes —I-—:l_* 30.8 30.2
Méli diabetes _ 45.5 40.0
Prior LLT _ 43.4 40.7
No prior LLT —a— 30.0 28.6
LDL-C > 95 mg/dl = 31.2 29.6
LDL-C £ 95 mg/d —a— 38.4 36.0
=2,45mmol/l , |
0.7 1.0 1.3 T7-let
Ezetimibe/Simva Simva pocet prihod
Iepél' lepsi *p-interaction = 0.023, otherwise > 0.05



Primarni cil — ITT

%VHI’

Kardiovaskularni umrti, infarkt myokardu, nestabilni angina pectoris
vyzadujici rehospitalizaci, coronarni revascularizace (230 dni) nebo CMP
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Diabetics, SIMVA/alone
Diabetics, SIMVA/EZE
Non-diabetics, SIMVA/alone
Non-diabetics, SIMVA/EZE

7-let pfihody

Diabetici

Simva — 45.5% -
EZ/Simva — 40.0%
HR 0.85 CI (0.78, 0.94) J,,f’

1 NNT= 18

Simva — 30.8%
EZ/Simva — 30.2%

HR 0.98 CI (0.91, 1.04)

MNon-diabetics, SIMVA/EZE
------- Non-diabetics, SIMVA/alone
Diabetics, SIMVA/EZE
— — — =~ Diabetics, SIMVA/alone

4 5

Time (year) post-randomization



Jednotlivé kardiovaskularni m
cile 77/

Simva* EZ/Simva* P,

Celkova mortalita No DM 0.98 12.9 12.6

DM 1.00 21.8 23.5 0.84
Kardiovaskularni mortalita No DM 1.03 5.3 5.3

DM 0.96 11.2 11.7 0.57
Umrti na ICHS No DM 1.00 4.3 4.2

DM 0.91 10.1 10.1 0.45
Infarkt myokardu No DM 0.93 12.7 12.0

DM 0.76 20.8 16.4 bl
CMP No DM 0.93 4.0 3.8

DM 0.73 7.1 5.3 0.15
Ischemicka CMP NoDM 091 3.4 3.2

DM 0.61 6.5 3.8 bl
Coronarni revakularizace = 30 dni No DM 0.96 21.5 20.6

DM 0.92 29.1 25.4 051
Nestabilni angina pectoris No DM 1.07 1.6 1.8

DM 1.04 2.7 2.8 0.94
Kardiovaskularni umrti/IM/CMP No DM (.96 18.0 17.2 0.016

DM 0.80 29.9 25.3

*7- let pfihody (%)



IMPROVE-IT vs. CTT: ﬂp
Ezetimibe vs. Statin Benefit MPRIVE-IT
50% —

40% —

30% -

20% -

Proportional reduction in event rate (SE)

100/0 ] 1
. IMPROVE-IT
00/0 | i | |
0.5 1.0 1.5 2.0
—10% = Reduction in LDL
CTT Collaboration. cholesterol (mmol/L)

Lancet 2005; 366:1267-78;
Lancet 2010;376:1670-81.



Zavérem %VHI’

IMPROVE-IT: Prvni velka klinicka studie prokazujici
prinos pro pacienta léceného jinak nez statiny, pokud je
tato lecba (ezetimib) pridana ke statinu :

® ANO: ezetimibe non-statin snizil LDL-C a tim snizil
vyskyt KV prihod
® ANO: ¢im nizsi, tim lepsSi plati
(LDL-C 53 vs. 70 mg/dL = 1,37 vs.1,80 mmol/l
dosazeno v prvnim roce lecby)

® ANO: potvrzen bezpecnostni profil ezetimibu

® ANO: Potvrzena LDL hypotéza-. Snizeni LDL
cholesterolu s sebou nese snizeni vzniku KV prihod
Vysledky ovlivni zrejme zmenu guidelines



Zaver: Diabetes mellitus %‘/[z[]’

Ve studii IMPROVE-IT

> Pacienti s DM meli vetsi relativni i absolutni propéch
z pridani ezetimibu ke statinu

> Vétsi prospéch u diabetiku byl dan predevsim
snizenim IM a ischemicke CMP

> Rozdily nejsou vysvéetlitelné zmenami LDL, HDL, TG
nebo hs-CRP

> Bezpecnostni profil je stejny pro DM i non DM

> Vysledky podporuji intenzivni snizovani lipidi u
diabetikt



Dekuji za pozornost




