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Vyvoj poctu invazivnich vykonii u pacienti s
ICHS v CR v letech 1995 az 2006
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Pokles v poctu ischemickych komplikaci
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Velké nezadouci kardiovaskularni prihody
(amrti, IM, urgentni CABG, CMP za hospitalizace)

Mandeep et al., Circulation, 2007
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Krvacivé komplikace SKG/PCI

* Nejcastejsi komplikace
SKG/PCI i

® Rozvoj krvacivé £
komplikace zhorSuje :g ’
kratkodobou i g,
dlouhodobou prognézu &
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Pacienti bez krvaceni  Pacienti s krvacenim

Chhatriwalla et al., JAMA, 2013



Krvaceni vyznamné zhorSuje prognozu

Prevence krvacivych komplikaci v popredi zajmu

Doktorova and Motovska Critical Care 2013, 17:239
http://ccforum.com/content/17/5/239
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Clinical review: Bleeding - a notable complication
of treatment in patients with acute coronary
syndromes: incidence, predictors, classification,
impact on prognosis, and management

Magdalena Doktorova and Zuzana Motovska*

Abstract

This article focuses on the incidence, predictors,
classification, impact on prognosis, and management
of bleeding associated with the treatment of

acute coronary syndrome. The issue of bleeding
complications is related to the continual improvement
of ischemic heart disease treatment, which

involves mainly (a) the widespread use of coronary
angiography, (b) developments in percutaneous
coronary interventions, and (c) the introduction of new
antithrombotics. Bleeding has become an important
health and economic problem and has an incidence
of 2.0% to 17%. Bleeding significantly influences both

and the continual production of new generations of
highly effective antiplatelet drugs, the care of patients
with ACS has improved, resulting in reductions in rates
of death due to ischemic events as well as periprocedural
ischemic complications, ischemic stroke, and heart
failure [1,2]. All of these actions lead to an increased risk
of bleeding complications in these patients which is
significantly associated with worse short-term and long-
term prognoses [3]. As a result of these findings, bleeding
complications, which have been disregarded for quite
some time, have become a highly significant medical and
economic problem. If it is expected that more attention
will be focused on this issue in the future, this attention
should concurrently lead to a special effort of creating

Critical Care 2013;17(5):239



Preventivni opatreni vzniku
krvacivych komplikaci

® Proceduralni opatieni (velikost zavadéce, arterialni pristup,
optimalni punkce tepny, aj.)

® Volba optimalni antikoagulacni a antiagregacni terapie,
jejiho davkovani a délky podani

e Specificka opatreni u selektovanych pacientu (s renalnim
selhanim, s viedovou chorobou zaludku, aj.)
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Stratifikace rizika krvaceni pred
vykonem

e StratifikaCni skorovaci systemy

Nikolsky et al., 2004 — REPLACE -1 a REPLACE- 2
Subherwal et al., 2009 — CRUSADE

Mehran et al., 2010 - ACUITY a HORIZONS-AMI
Rao et al., 2013 — NCDR
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~1dentifikace pacientii S vysokym rizikem krvaceni
a cilené zavedeni preventivnich opatreni
vyznamné snizuje vyskyt krvacivych komplikaci
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Spertus et al., BMJ, 2015
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Hemostaza

® Zasadni role v rozvoji trombdzy 1 krvaceni

e Komplexni ochranny mechanismus organismu na némz se
podili buniky a regulacni proteiny



Z.asadni role krevnich destiCek v primarni i
sekundarni hemostaze
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Hypoteza prace

Urceni nezavislych rizikovych faktoru krvaceni
(z demografickych, klinickych, laboratornich, proceduradlnich a genetickych charakteristik)

4

IDENTIFIKACI rizikovych pacienti

4

INDIVIDUALIZACE 1é¢by a PREVENTIVNI opatieni

4

V VYSKYTU KRVACENT
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Cil prace

Stanovit nezavislé rizikové faktory periproceduralniho krvaceni (klinické,

laboratorni a proceduralni) u neselektovanych pacientu z realné klinicke praxe

Analyzovat vztah pritomnost genetickych variabilit klicovych destickovych

proteinu k riziku krvaceni

Ov¢rit validitu algoritmii (CRUSADE a NCDR) ur¢enych pro stratifikaci

rizika krvaceni
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Metodika - zatazeni pacientd

Multicentricka studie (5 pracovist v CR)
Studie pripadi a kontrol

Pacienti, ktefi podstoupili invazivni proceduru (SKG/PCI) pro
akutni ¢1 chronickou formu ICHS a u kterych doslo v pribéhu 30
dnu po vykonu k rozvoji klinicky manifestni krvacive komplikace

Vstupni kritéria: vznik krvaceni po vykonu a podepsani
informovaneho souhlasu

Kontrolni skupina: pacienti bez krvaceni z geneticke subaanalyzy
randomizovane studie PRAGUE-8
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= Metodika - zakladni data pacientu a laboratorni
parametry

* Demograficka data a zakladni charakteristiky pacientu
e Klinicky stav (pfi pfijeti, zmény v prubchu hospitalizace)
e Laboratorni parametry

e Data souvisejici s vykonem
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Metodika - odbér vzorki a geneticka analyza

e Vzorek zilni krve

® Geneticka analyza
Z 200 pl periferni krve byla extrahovana DNA — PCR

GP la (807C/T)

P2Y12 (H1/H2 haplotyp), P2Y12 (34C/T)
GP VI (13254T/C)

COX-1 (-842A/G), COX-1 (50C/T)
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Z.akladni charakteristiky celého souboru

(73 pacientu s krvacenim a 331 pacientu bez krvaceni)

IO TR Celkem pacientu
n=404

Prumérny vek £+ SD 66.8+9.57
Muzi, n (%) 243 (60.1)
BMI, prumeér = SD 28 7+4.37
ICHS, n (%) 138 (34.3)
Arterialni hypertenze, n (%) 267 (66.3)
Dyslipidémie, n (%) 249 (61.8)
Diabetes mellitus, n (%) 111(27.8)
St.p. CMP/TIA, n (%) 29(7.2)

Onemocnéni perifernich cév, n (%) 36(9.3)
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Vysledky
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= I. Parametry nezavisle spojené se vznikem
periproceduralniho krvaceni

Parametry, ve kterych se ob¢ skupiny signifikantné liSily — logisticka regresivni analyza

» podani ADP antagonisty pred vykonem (SKG/PCI) (p = 0,001)
» podani LMWH po vykonu (p = 0,002)

» n1z8i vstupni hodnota hematokritu (p = 0,007)

» indikace vykonu pro akutni koronarni syndrom (p = 0,015)

» vySSi vstupni tepova frekvence (p = 0,028)
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~—1I. Prevalence genetickych variant u sledované populace
(krvaceni + kontrola)

SNP HET + HOM (%)
GP Ia (807C/T) 56,7
P2Y 12 (H1/H2 haplotyp) 24,3
P2Y12 (34C/T) 56,2
GP VI (13254T/C) 20,3
COX-1 (-842A/G) 9,9
COX-1 (50C/T) 9,6
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I1. Vztah vyskytu genetickych variant Kk r

SNP

GP Ia (807C/T)

P2Y12 (H1/H2 haplotyp)
P2Y12 (34C/T)

GP VI (13254T/C)
COX-1 (-842A/G)

COX-1 (50C/T)

T ——

krvaceni
(n=73)

HET + HOM

(%)
19.2

50.7
17.8
11.0
8.7

61.6

kontrola
(n=331)

HET + HOM

(%)

25.5

9.8

N
o
N

/

iziku krvaceni

OR

95% IS

0.35-1.36
0.42-1.22
0,40-1.64
0,46-2.76
0,46-2.76

0.75-2.24



e ——

~ 1l. Vztah homozygotni formy polymorfismu k riziku

krvaceni
SNP kviceni - bontiold | or | osvuts
HOM (%)  HOM (%)
GP Ia (807C/T) 13.7 122 | 1,15 | 0.51-2.54
P2Y12 (H1/H2 haplotyp) 4.1 1.5 2,79 | 0.51-13.77
P2Y12 (34C/T) 6.8 10,9 | 0,60 | 0.20-1.67
GP VI (13254T/C) 1.4 1.5 ]091 ND

COX-1 (-842A/G)
COX-1 (50C/T)

zadny nalez homozygotu

zadny nalez homozygotu
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~1II. Vztah genetickych variant a rizika krvaceni
U pacienti podstupujicich intervenci (PCI)
krvaceni kontrola o
SNP = 73) =331 | OR | 95%IS
HET + HOM HET + HOM
(%) (%)
GP Ia (807C/T) 66.7 56.2 1,56 | 0.71-3.47
P2Y 12 (H1/H2 haplotyp) 18.8 24.7 0,70 | 0.27-1.81
P2Y12 (34C/T) 47.9 57.3 0,69 | 0.32-1.47
GP VI (13254T/C) 20.8 21.3 0,97 | 0.37-2.48
COX-1 (-842A/G) 12.5 5.6 2,40 | 0.60-9.75
COX-1 (50C/T) 8.9 5.7 1,62 | 0.34-7.46




% pacientl

45

40

35

30

25

20

15

10

III. Stratifikace rizika krvaceni dle algoritmu

velmi nizké

nizké

CRUSADE
p=0,336
38,5
p = 0,029
30,2
15,4

stredni

kontrola

W krvacive

p=0,041

21,2

10,9

vysoké

p=0,059

3,6

velmi vysokeé
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III. Stratifikace rizika krvaceni dle algoritmu NCDR
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° Identifikovali jsme nezavislé rizikové faktory periproceduralniho krvaceni

(1. ADP antagonista pred vykonem, 2. LMWH po vykonu, 3. nizsi hodnota

hematokritu pred vykonem, 4. indikace k vykonu — AKS, 5. vyS$si tepova frekvence
pred vykonem)

o Nenasli jsme vyznamnou asociaci mezi rizikem krvaceni a vyskytem
sledovanych genetickych variant klicovych destickovych proteinii

e  Prokazali jsme dobrou prediktivni hodnotu stratifikace rizika krvaceni dle

algoritmi CRUSADE a NCDR pro pacienty s nizkym a vysokym rizikem
krvaceni
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Inspirace pro dalsSi vyzkum

» u pacientl s krvacenim byl nalezen trend vys$Siho vyskytu:

= H2 haplotypu genu pro P2Y 12 v homozygotni form¢

= polymorfismu COX-1 (-842A/G) ve skupin€ pacientll
podstupujicich PCI
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Dékuji Vam za pozornost.



