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csoportban megnétt (PCIL: p<0,01, NK: p<0,01, PK: p<0,01), majd 24
6ra mulva szignifikdnsan csokkent (PCI: p<0,0001, NK: p<0,0001, PK:
p<0,05). Regresszios analizissel a felvételi emelkedett ClrClsClinh a
kardiovaszkularis betegség szempontjabol (p<0,0001, OR: 10,0, 95% CI:
4,4-22,8) fiiggetlen biomarkernek bizonyult.

Kovetkeztetés: A koronarogrifia/PCI az alternativ titon keresztiil korai
komplement aktiviciét okoz. A klasszikus tton aktivilédott komp-
lement rendszer terméke (ClrClsClinh) a kardiovaszkuldris megbete-
gedés 6ndllé biomarkere lehet.
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Background: Complement activation might play an important role in the
pathophysiology of coronary artery disease (CAD). However, the plasma level
of complement activation products in stable angina (SA), or the effects of
percutaneous coronary intervention (PCI) on complement system were not
elucidated.

Aim: Examining SA patients we determined the early complement activation
during PCI. Than, we evaluate the predictive value of complement activation
products in stable form of CAD.

DPatients and Methods: We recruited 76 stable angina patients undergoing
diagnostic coronarography. We formed three groups according to the coro-
narography results: stable angina with PCI (PCI, n=24, 31.6%), positive
coronarography without intervention (PC, n= 27, 35.5%), and negative
coronarography (NC, n= 25, 32.9%). Healthy volunteers (HC, n=113), NC
and PC groups served as controls. Blood samples were taken on admission, 6
and 24 hours after coronarography/PCI. Complement activation products -
C1rC1sClinh (classical pathway), the C3bBbP (alternative pathway), and the
SC5b-9 (MAC) — were measured by ELISA.

Results: In PCI and PC group, the C1rC1sClinh baseline levels were
significantly higher compared to HC (PCI vs. healthy: p<0.001 and PC vs.
healthy: p<0.001). The baseline concentration of SC5b-9 was significantly
higher in NC group compared to HC (NC vs. healthy: p<0.001). Six hours
after PCI/coronarography the C3bBbP plasma level increased in all patient
groups (PCI: p<0.01, NC: p<0.01, PC: p<0.01), than a significant decrease
was observed at 24 hours (PCI: p<0.0001, NC: p<0.0001, PC: p<0.05).
After multiple logistic regression analysis the high C1rC1sClinh baseline level
proved to be an independent biomarker of the CVD (p<0.0001, OR: 10.0,
95% CI: 4.4-22.8).

Conclusion: Elective PCI and diagnostic coronarography lead to early
complement activation trough the alternative pathway. The alternative pathway
activation product (C1lrC1sClinhibitor) might serve as an independent
biomarker of CAD.

A MIOFILAMENTARIS FEHERJEK OXIDATIV
KAROSODASA KAROSITJA {\ SZIVIZOMSEJTEK
KONTRAKTILIS FUNKCIOJAT

Kaldsz Judit, Pisztorné T6th Enikd, Balogh Agnes, Fagyas Mikl6s,
Pahlavan Sahar, Téth Attila, Edes Istvin, Papp Zoltin, Borbély Attila
DEOEC, Kardiolégiai Intézet, Klinikai Fiziolégiai Tanszék, Debrecen

Kulcsszavak: mielo-peroxiddz, SH-oxiddcié, hidrogén-peroxid
Bevezetés: A miofilamentiris fehérjék oxidativ médosuldsai hozzi-
jarulhatnak a szivizom kontraktilis diszfunkci6jinak kialakulisihoz.
Jelen kisérleteink sordn a mieloperoxidiz enzim (MPO) human, bal
kamrai szivizomsejtek kontraktilis funkcidjdra kifejtett hatdsait,
valamint a létrejovS oxidativ fehérjeviltozasokat vizsgaltuk.

Modszerek: Membrinfosztott szivizomsejteken kombindlt hidrogén-
peroxid (H,O,), MPO, MPO inhibitor (MPO-I), illetve redukaldszer
(dithiotreitol, DTT) kezeléseket végeztiink, meghatiroztuk azok Ca**-
fliggs (F,) és Ca**-fiiggetlen (F,,,,) erGkomponenseit. A miofila-
mentdris fehérjék szulfhidril (SH) csoportjainak oxidicidjit Ellman-
reakciéval és SH csoport biotindciés médszerrel vizsgaltuk.
Eredmények: H,0,-kezelés hatdsira a szivizomsejt Faktiv jelentGs
csokkenését (23,1+3,7 kN/m? vs. 16,0+2,8 kN/m?, n=7, p<0,01), mig
az F,, szignifikins novekedését (3,5+0,9 kIN/m® vs. 4,0+0,9 kN/m?’,
n=7, p<0,01) tapasztaltuk. H,O, és MPO egyiittes alkalmazdsakor
F s csokkenés, valamint egy markdnsabb F . névekedés volt
megfigyelhetd. Az MPO-I részlegesen kivédte az MPO F,,  -ra és
F,n-Ta gyakorolt hatdsait (16,3+3,4 kN/m? vs. 11,1£1,6 kN/m?;
1,8+0,4 kN/m? vs. 2,3+0,5 kN/m? — n=5). A H,O, é az MPO
egyiittes alkalmazisa szignifikinsan csokkentette a miofilamentaris
fehérjék relativ SH-tartalmidt (100% vs. 87,04%1,2%, p<0,05). Ez
utdbbi hatds DTT-vel revertilhaténak bizonyult, hasonléan az MPO
kiviltotta . emelkedéshez (2,420,3 kN/m* vs. 1,420,2 kN/m?,
n=06). A H,O, é MPO-kezelés szignifikinsan csokkentette az aktin
és egy jelenleg azonositis alatt ll6 60 kDa molekulatomegd fehérje
SH csoportjainak szimait.

Kovetkeztetés: Az MPO hatdsira képz3dd oxidinsok a szivizomsejtek
aktiv erGgenerilisinak csokkentése és passziv fesziilésének novelése
révén hozzdjirulhatnak a miokardidlis kontraktilis diszfunkcié kia-
lakulisihoz. Ezen hatdsok részben miofilamentiris fehérjék oxidiciéhoz
kothetSk és részlegesen kivédhetSk az MPO gitlisival.
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Background: Oxidative myofilament protein alterations have been shown to
contribute to myocardial contractile dysfunction. We aimed to characterize the
effects of myeloperoxidase (MPO) on cardiomyocyte contractile function and to
identify the related myofilamentary protein modifications in left ventricular
human myocardium.

Methods: Ca®* dependent (Factive) and independent (Fpuine) forces were
measured in permeabilized human cadiomyocytes before and after applications
of hydrogen peroxide (H,O,), MPO and in the presence or absence of an
MPO-inhibitor (MPO-I) and the reducing agent dithiotreitol (DTT).
Ellman’s and sulfhydryl (SH) group biotinylation assays were used to quantify
the extent of the SH oxidation of myofilament proteins.

Results: Application of H,O, significantly decreased cardiomyocyte Factive
(from 23.1%3.7 kN/m? to 16.0%2.8 kN/m?, n=7, p<0.01) and increased
Fpassive (from 3.5+0.9 kN/m? to 4.0+0.9 kN/m? n=7, p<0.01). When
H,0O, and MPO were applied together, a reduction in Factive and an
additional increase in F,;,, were observed. The MPO-I could partially prevent
the effects on F,,, and F, ., (from 16.3=3.4 kN/m’ to 11.1%1.6 kN/m’; and
from 1.8+0.4 kN/m? to 2.3%0.5 kN/m? (n=5), respectively). Combined
application of H,O, and MPO significantly decreased the relative SH content
of myofilament proteins (to 87.04%1.2% from 100%, P<0.05), which effect
was reversed by the reducing agent DT'T. DT'T also reversed the MPO induced
increase in Fpassive (from 2.420.3 kN/m? to 1.4%0.2 kN/m?, n=6). H,0,
and MPO significantly decreased the number of SH groups of the actin and a
recently unidentified ~60 kDa molecular weight protein.

Conclusions: MPO-derived oxidants may contribute to myocardial contractile
dysfunction via decreasing cardiomyocyte force production and increasing F,,,
of human cardiomyocytes. These effects are mainly attributed to myofilament
protein oxidation and could be partially prevented by MPO-inhibition.
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