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Experimentalis kardiolégia/Experimental cardiology

Functional TRPV'1 expression was observed in the arteriolar smooth muscle
cells. We investigated functional expression of TRPV'1 in various vascular
tissues of the rat.

Methods: Wistar Kyoto (WKY) rats were used in immunohistochemical
experiments where six anti-capsaicin receptor antibodies (Calbiochem N-term.,
Alomone C-term., Alomone 3" loop, Osense 3 loop, Osense 4" loop,
Neuromics N-term) were tested. Isolated arterioles (musculus gracilis,
mesenterium) were tested in the functional measurements by capsaicin (specific
agonist of TRPV1).

Results: Immunhistochemical results suggested that the expression of TRPV'1in
dorsal root ganglion showed specific staining in the case of two antibodies
(Calbiochem N-term., Alomone C-term.). Of these, the Calbiochem antibody
showed specific staining in vascular smooth muscle cells of skeletal muscle,
mesenteric sections, skin, carotis and aorta, although the immunostaining of
TRPV'1 in vascular tissues was not homogeneous. Moreover, functional
experiments suggest that the TRPV'1 stimulation lead to constriction in the case
of TRPV'1 positive arteries. Nevertheless, capsaicin was ineffective in some
arteries, where TRPV'1 expression was detected by immunostaining. In
particular, capsaicin (1 uM) evoked arteriolar constrictions in gracilis arterioles
(decrease in diameter: from 19411 um to 3923 pum, n=>5), while no change in
arteriolar diameter was found in mesenteric arterioles upon capsaicin treatment
(diameter: from 39522 um to 40026 wm, n=5). Our results suggest that
TRPV1is widely expressed in the mammalian vasculature, where its activation
affects arteriolar diameter. Nonetheless, TRPV'1 expression is not homogenous
and TRPV 1 sensitivity to its agonist (capsaicin) is regulated.
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Kulcsszavak: ACE-aktivitds, CABG, saphena véna graft degenerdcié
Munkénk célja a felvarrt véna saphena graftok atjirhatésiginak és a
restenosis mértékének meghatirozisa volt a szérum és a szoveti ACE-
koncentracié fiiggvényében.

Vizsgilatunkban bypass-mftéten atesett betegek szérumait és a saphena
vénik homogenizitumit analiziltuk. Ezen szivmtitéten dtesett betegeket
2007. 05. 02-2011. 11. 07. kozott kovettitk (dtlagos utinkovetési idG:
4,240,4 év). A kontrollvizsgilatok sordn 12 esetben 16 szeletes korondria-
CT és 7 esetben koronarogrifia segitségével kvantitiltuk az SVG-
sztikiiletek mértékét. A kontroll koronarogrifia és korondria-CT ered-
ményei szerint a vizsgilatban szerepld 19 beteg koziil 10 betegben (52%) a
felvarrt véndk nem mutattak érdemi sztkdletet. 7 betegnél (36%) a
felvarrt graftok koziil legalibb egy teljesen elzarédott. A maradék két
esetben a degenericié 25-50%-os sziikiiletet okozott. Statisztikai feld-
olgozisunk arra irdnyult, hogy az utébbi elviltozdsok mutatnak-e
Osszefiiggést a szoveti vagy a szérum ACE-koncentriciéval. Az elvégzett
receiver operating curve (ROC) analizis szerint a restenosis 133,13 ng/ml
szoveti ACE-érték felett 100%-os szenzitivitds é 80%-os specificitds
mellett kialakul (p=0,0009). A szérum ACE-aktivits viszont nem jelezte
eldre szignifikins mértékben a véna degenerici6 kialakuldsit (p=0,37).
Feltételezésiink szerint kdzéptavi utinkdvetési idS alatt a véna graftok
clégtelenségében kiilonbozs tényezdk okozhatnak teljes elzdrédast és
misok részleges sztkiiletet. Teljes okklizié hitterében inkibb trombo-
tikus folyamat a domindlé etioldgiai tényezs, amely olyan muitéttech-
nikai tényezSkkel fiigghet Gssze, mint a felvarrt véna graft és a kidraml-
asi palya dtmérGjének a viszonya. A lassan kialakul6 degenerativ sz(i-
kiiletek hitterében viszont neointima hyperplasia allhat.

Eredményeink szerint a felvarrt saphena graftokon kialakulé degene-
raci6 dsszefiiggést mutat a magasabb széveti ACE-koncentriciéval. Igy
a nagyobb szoéveti penetrancidval rendelkezd ACE-gitlok, ARB-k
alkalmazdsa el6ny6s lehet a véna graftok krénikus elégtelenségének
megelGzésére.
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Conductance of implanted venous grafts in CABG surgery may be influenced by
ACE activity in the sera or within the graft vessel. Our goal was to determine
the severity of restenosis and the grade of the blood flow in saphenous veins in
relation to the ACE expression of the sera and graft tissue, determined upon
CABG surgery. Saphenous vein samples and sera were collected from patients
upon CABG surgery. Patients were monitorized between 02/25/2007 to
07/11/2011.The average follow up was 4.2+0.4 years. Angiologilogical status of
12 patients were evaluated by 16-sliced CT scans and coronarography was made
in 7 cases. 19 patients were suspected to develop insufficient circulation affecting
the graft vessels by coronarography and coronary CT examinations. There was
no significant stenosis in 10 patients (52%). In contrast, total occlusion of the
graft vessel was found in 7 cases (36%), while a partial occlusion was diagnosed
in the remaining 2 cases (25-50% stenosis determined by angiography). It was
tested whether these degenerative processes may by related to the circulating or
tissue ACE activity and concentration determined upon the CABG surgery.
Receiver operating curve (ROC) analysis showed the development of restenosis
with 100% sensitivity and 80% specificity (p=0.0009) above 133.13 ng/ml
tissue ACE level, while circulating ACE activity did not showed significant
correlation with the graft vessel patency (p=0.37). Different factors may
contribute to total occlusions or partial stenoses in venous grafts. Thrombotic
processes may dominate in the background of total occlusion. This may depend
on the operation techniques, on the outflow track diameter and the diameter of
the venous grafts. In contrast, partial stenoses may be developed by neointimal
hyperplasia, which is a slower process and probably associated with high tissue
ACE concentration independently of the circulating ACE activity. Our data
strongly support the application of ACE inhibitors and ARBs with high tissue
penetrancy to prevent venous graft insufficiency.
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Bevezetés: A tartésan fenndllé hiperténia a kovetkezményes oxidativ
stressz és a poli (ADP-ribéz) polimeriz (PARP) aktivicié miatt fontos
egy PARP-gitl6 vegyiilet (L-2286) vaszkuliris remodellinggel szembeni
véd§ hatdsit és az ennek kialakuldsiban szerepet jitszo jelatviteli utak
(MAP-kinizok, MKP-1) aktivitdsira valé hatdsit vizsgiltuk spontin
hipertenziv patkinyokban (SHR).

Modszerek: 10 hetes SHR-patkinyok 5 mg/ttkg/nap L-2286 (SHR-L),
valamint placebo kezelésben részesiiltek (SHR-C) 32 hétig. Normo-
tenziv kontrolljaink him Wistar-patkinyok (WKY) voltak. A kisérlet
elején és végén megmértiik az aorta stiffness indexet (ASI) és az arteria
carotis intima media vastagsdgit (IMT). A PARP-enzim és a MAP-kindz
rendszer aktivilédisit Western-blottal monitoroztuk. Az MKP-1-et
immunfluoreszcens preparitumon vizsgiltuk. A fibrézis mértékét
Masson's trichrom festéssel késziilt metszeteken, az érfal szerkezetében
bekovetkezd ultrastruktuarilis viltozisokat pedig elektronmikroszképos
vizsgilattal kovettitk nyomon.
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