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Aim. To study influence of beta-blockers carvedilol and metoprolol tartrate on platelet aggregative ability, evaluated by three different methods, in patients with acute ST segment
elevation myocardial infarction (STEMI).

Material and methods. A total of 86 men aged 36-68 with uncomplicated STEMI were included into an open, comparative, randomized study. Patients were randomized into
two groups of beta-blocker treatments. Patients (n=44) of the first group received carvedilol; patients (n=42) of the second one - metoprolol tartrate. Parameters of platelet he-
mostasis: the maximum amplitude and rate of platelet aggregation induced by ADP, ristomycin and collagen; mean platelet volume (MPV); serum level of soluble CD40 ligand
(sCD40L) were evaluated on the 2nd and 24th day after STEMI onset.

Results. In patients with uncomplicated STEMI carvedilol more prominently reduced in vitro platelet aggregation induced by adenozin-5'-diphosphate in high concentration, ris-
tomycin and collagen than metoprolol tartrate. Carvedilol also more significantly decreased MPV in comparison with metoprolol tartrate. However, effect of both carvedilol and
metoprolol tartrate on the level of another platelet aggregation marker - sCD40L was comparable.

Conclusion. Carvedilol and metoprolol tartrate have similar effect on platelet aggregation though in according to some tests carvedilol more prominently reduces platelet aggre-
gation than metoprolol tartrate.

Key words: ST-elevation myocardial infarction, carvedilol, metoprolol tartrate, platelet aggregation.
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BnusiHue KapBeaunona Ha arperaLyio TPOMGOLIMTOB y MY)KHYUH B OCTPOM NMepuofe MHdbapKTa MMoKapaa ¢ nogbeMom cermeHTa ST
A.H. 3akuposa', b.H. Fapudynnun’*, ®.C. 3apyaui', H.3. 3akvposa’

' BalWKMPCKMIA rOCyAaPCTBEHHbIV MEAMLMHCKIIA yHuBepcuTeT. 450000 Yda, yn. JleHuHa, 3

? Topogckas KnvHuyeckas 6onbHuua N218 Yol 450009, Yoa, yn. brioxepa, 3

Llenb. /3yunTb 3dphekTbl GeTa-afpeHoba0KaToOpoB KapBeamnona 1 MeTonposona TapTpaTta Ha arperaLyionHyio CocobHOCTb TPOMOOLIMTOB, OLiEHEHHYIO C MOMOLLbIO TPeX pas-
JINYHBIX METOAMYECKUX MOAXO/08B, Y NALMEHTOB B OCTPOM MepUOfe MH(MApPKTa M1OKapaa ¢ nofbemMom cerMerta ST (UMIIST).

Martepuan v MeTofpl. B MOHOLIEHTPOBOE, OTKPLITOE, CPABHUTENBHOE, PaHAOMU3NPOBAaHHOE UCCNefoBaHMe Obinn BKIIOYEHbI 86 MyXUMH B Bo3pacTe oT 36 o 68 neT ¢ nep-
BUYHbIM HEOCTIOXHEHHBIM VIMTIST. TauyeHTs! b1 paHa0oMMU3MPOBaHbI B ABE rpyMMbl HEOTNOXHOW Tepanuu BeTa-bnokatopamu: 1-1 rpynna nonyyana kapseaunon (n=44);
2- rpynna — mMeTonponona tapTpat (n=42). Ha 2 1 24 netb ot febiota MIMMST onpefensnu napameTpsl TPOMOOLMTapHOTO reMOCTasa: MakcMasbHYI0 aMninTydy 1 CKopocTb
arperauyi TpoMOOUMTOB, MHAYLMPOBaHHON ALLD, PUCTOMMLIMHOM V1 KONNareHoM; cpeaHmin obbem TpomboLmtos (MPV); KoHLeHTpaumio pactsopumoro mradaa CD40 (sCD40L)
B MNa3me KPoBMU.

PesynbTaTbl. [py MCNONb30BaHW Y NALMEHTOB C HEOCTOXHeHHbIM MIST kapBeAnnon npeBoCXoauT METONPOONa TapTpaT No YMeHbLLIEHMIO in Vitro arperaLym TpoMooLm-
TOB, MHAYLIMPOBaHHOV BBefieHVeM B GoraTyio TpoMboLmTaMy nnasmy afeHo3vH-5"-audocdaTta B BbICOKOM KOHLEHTPALIMM, PUCTOMULIMHA U KonnareHa. Kapseavnon B 6onb-
LUel CTeNeHW No CPaBHEHMIO C METOMPONONA TapTPATOM MPUBOAMT K yMeHbLUeHMIo MPV. OfHaKo KapBeAMIoN v METOMPONON CONOCTaBMMO BAVAIOT Ha KOHLLEHTPaLWIiO Apyro-
ro Mapkepa arperauuu Tpomboumtos — sCD40L.

3aknioyeHne. KapBeaunon MMeeT CXOfHOE BAUSHUE, a NO sy TECTOB B OOMbLLEN CTEMEHN, YeM METONPONONa TapTpaT, yMEHbLUAET arperaLmio TpPoMOOLMTOB.

KnioueBble cioBa: MHDapKT MUOKapaa C NOAbEMOM cerMeHTa ST, KapBeaynon, MeTonponona TapTpart, arperaLmns TPOMOOUNTOB.

P®K 2010;6(2):149-159

*ABTOp, OTBETCTBEHHBIN 3a Nepenucky (Corresponding author): germes1981@list.ru

The WHO forecasts that ischemic heart disease (IHD)
will become the most frequent reason of disability and death
by 2020 [1]. Fatal IHD outcomes decrease in economically
developed countries of Western Europe at the end of the
20th century is mainly explained by myocardial infarction
(MI) morbidity (but not mortality) reduction [2]. This makes
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Mo nporHo3y skcneptos BO3, k 2020 roay nwemm-
yeckas bonesHb cepaua (MBC) cTaHeT Hambonee YacTon
NpPUYMHON NoTepU TPyA0CnocobHocT 1 cmepTn [1]. Of-
HaKo Jae B 3KOHOMUYeCKy braromnony4HbIx ctpaHax 3a-
nagHow EBponbl yMeHbLUeHMe Yica aTanbHbIX MCXOL0B
NBC B koHLe XX Beka 0ObACHAETCH, B OCHOBHOM, CHU-
XeHneM 3a001eBaeMoCTu, a He CMePTHOCTM OT MHMDaPK-
Ta Mrokapaa (VM) [2]. 3ToT hakT 060CHOBLIBAET BaXKHOCTb
pa3paboTKM 1 BHEAPEHWS B KIIMHNYECKYIO NMPaKTUKY fe-
4eOHbIX MOAXOA0B, HAaMpPaBJIEHHbIX Ha yIy4YlIEH1e npo-
rHO3a OOJIbHbBIX C COCTOSBLLMMCS KPYMHBIM KOPOHAPHbIM
CoObITVEM.

3HaumTeNbHOE MeCTo B Tepanum 0ofbHbIX MM 3aHK-
MatoT beTa-agpeHobnokatopb! (BAB). OCHOBHOM apryMeHT
NX NPUMEHEHMS — NO3UTVBHOE BIINSIHME Ha YacTOTy BO3-
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itimportant to develop and and implement into clinical prac-
tice treatment methods aimed to improve prognosis of pa-
tients after severe coronary events.

Beta-blockers play an important role in Ml patients treat-
ment due to their positive influence on frequency of dis-
ease end points development. Today there is no evidence
that any particular B-blocker is more efficient than others
in unstable IHD therapy. At the same time B-blockers of the
third generation, such as carvedilol, are already available.
They have a number of significant advantages compared
to drugs of previous generations. Efficacy of carvedilol in
chronic heart failure (CHF), stable IHD and hypertension
treatment is extensively covered in literature [3]. At the same
time information about carvedilol treatment in patients with
acute Ml is insufficient. Only scarce information about an-
tiplatelet properties of carvedilol is available [4]. That is why
evaluation of carvedilol impact on platelet hemostasis at max-
imal expression of aggregation provoking agents is necessary.

The aim of the study was to evaluate effects of B-block-
ers carvedilol and metoprolol tartrate on platelet ag-
gregative ability, which were examined in patients with acute
ST segment elevation myocardial infarction (STEMI) with
three different methods

Material and methods

A total of 86 men aged 36-68 (median age — 55,0
[51,0;59,0]) with verified first uncomplicated STEMI
without severe comorbidity were included into a single-
centre, open longitudinal randomised study, which was con-
ducted in two parallel groups with stepped dosing
(carvedilol) or without it (metoprolol tartrate).

STEMI was diagnosed in accordance with Guidelines
adopted at joint conference of the leading cardiologic as-
sociations [5]. The exclusion criteria were: duration of STE-
MI more than 24 hours; previous Ml according to history
or ECG data; acute heart failure of 1I-1V classes by Killip;
atrioventricular (AV) blockade of II-1Il degree; heart rate (HR)
less than 50 beat per minute; intolerance to acetylsalicylic
acid, carvedilol or metoprolol; severe comorbidities. Patients
with platelet plasma level out of 200-400-10°/I range were
also excluded.

All patients were randomized into two groups after lab-
oratory and instrumental confirmation of STEMI: the first
group — 44 patients treated with carvedilol (Acridilole,
Akrichin) and the second one — 42 patients treated with
metoprolol tartrate (Egilok, Egis).

According to ethical standards of Helsinki Declaration
on biomedical experimentation in people of 1975 and its
revised version of 1983 all details of the research were dis-
closed to the participants before the study and all partic-
ipants signed the special form of informed consent. The clin-
ical study was approved by local ethical committee of the
university where it was conducted.

During the first day of STEMI carvedilol was taken in dai-

HUKHOBEHWSI TBEPIbIX KOHEYHbIX TO4YeK 3aboneBaHus.
Ha cerogHAWHNA AeHb HET [OKa3aTenbCTB TOro, YTO Ka-
KOW-TO KOHKpPeTHbIN BAB 6onee achdekTMBeH Npu HecTa-
ounbHbIx hopMax MBC. B T e BpeMms, B apceHarne Kap-
auonoros nmetotcs BAB TpeTbero nokoneHus, obna-
JalolMe pAaOM CYLLEeCTBEHHbIX MPenMYyLLEeCTB nepes
npenapatamMu nNpedbioyLwx reHepauumn, B 4acTHOCTU
Kapsegunos. B nutepatype [OCTaTOMHO MOJSHO Mpen-
CTaBfeHbl faHHble 06 3(PhEKTUBHOCTM Tepanun KapBe-
OMI0NOM XPOHMYECKOW cepAeqHOn HegoCTaTO4HOCTU
(CH), ctabunbHbix dhopM NBC, apTepranbHOn rmnepTo-
HuK (AT) [3]. Ha 3ToM dhoHe oLy LLIaeTcs BHbIN AehuumT
MHMOPMaLIMM KacaTeNlbHO xapakTepa NPYMEHeHNs Kap-
BeAMIofa y NaumMeHToB B OCTPOM nepuoge VM, B ToM vumc-
Jie B CpaBHUTENIbHOM acnekTe. [1pn 3TOM NMEeIoTCA NLLb
OTPbIBOYHbIE CBEAEHUS, YTO KapBeAMIon obnafaeT aH-
TUarperaHTHbIMK CBOMCTBaMM [4]. BbllleckazaHHoe AnK-
TyeT HeOOXOAMMOCTb NCCIIe0BaHUM, B KOTOPbIX ObINO Obl
OLIEHEeHO BNMsIHE KapBeamona Ha TPOMOOUMTapHbIN re-
MOCTa3 B YCIOBMAX MaKCUMalbHOW 3KCMpeccun npo-
arperaHTHbIX areHToB.

Llenb nccnenoBaHus — n3y4mTb dhdekTbl beTa-anpe-
HOOMOKATOPOB KapBeauiona 1 MeTonposiona TapTpaTta Ha
arperauyoHHyto CnocobHOCTb TPOMOOLIMTOB, OLIEHEH-
HYIO C MOMOLLLbIO TPEX Pa3INYHbIX METOAMYECKMX MOAXO-
[0B, Y NMaLMEHTOB B OCTPOM Mepurofe MHMapKTa M1Mokapaa
C nogbemMom cermeHTa ST.

MaTtepunan n metogbl nccnegoBaHUs

B MOHOUEHTPOBOE, OTKPbITOE, MPOAOIBHOE, NPOBe-
OEeHHOe B [1BYX MapasnesbHbIX Fpynnax co CTyneHYaTbIM
nonbopom 03bl (KapBeamnon) nnmn 6es Takosoro (Me-
TOMPOoNa TapTPaT) PaHAOMU3MPOBAHHOE UCCNefoBaHME
ObINM BKIIOYEHBI 86 MY>XXYMH B BO3pacTe oT 36 10 68 neT
(MegmaHa 55,0 net[51,0;59,0]) C BEPUMDMLMPOBAHHbBIM
nepsunyHbIM M ¢ nogbemom cermenTa ST (MMIST) He-
OCIIOXXHEHHOTO TeveHWs Be3 TaxKenon KoMopoOuaHoM na-
TONornN.

NMST Obin AMArHOCTUPOBAH COrNacHO PEKOMEH-
[aTeNnbHOMY LOKYMEHTY, MPUHATOMY Ha COBMECTHOMW
KOHepeHUMM BeOyLLMX KapAMONOrMYeckX accoumaLmmi
[5]. KpnTepum nckmovenns: gasHocTb IMTIST cBbile of-
HWX CYTOK; aHamMHecTn4eckme 1 IKI ykasaHWs Ha paHee
nepeHeceHHbIn M ; octpas CH II-1V knaccos no Killip; aT-
proBeHTpuKynsapHas (AB) 6nokaga Il-1Il cteneHn; yacto-
Ta cokpalleHnn cepaua (YCC) meHee 50 ya. B MUH; He-
NepeHOCMMOCTb aLeTUNCANMLMIOBON KUCIOTbI, KapBe-
L/N0Na Unv MeTonposona; TsaxXenble 3abonesaHvs apy-
MX OPraHoB U cncTeM. JONONHUTENBHO 13 MCCNEL0BaHWA
NCKIIOYaNMCh MaumeHTbl C KOMMYECTBOM TPOMOOLIMTOB
Mna3mbl, HAXOAMBLUMMCS BHe nNpefena AnanasoHa 200-
400-10°/n npy 0QHOM M3 ONpefeneHnit NapaMeTpoB re-
MOCTa3a.

Bce naumeHTbl nocsie NabopaTopHO-MHCTPYMEHTalb-
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ly dose of 12,5 mg twice a day with 12-hours interval, then
the dose was doubled every 4-5 days up to 50 mg per day.
Metoprolol tartrate was taken in daily dose of 200 mg (50
mg four times per day during the first day of STEMI and 100
mg twice per day from the second day) without prelimi-
nary dose titration. Carvedilol dose increase was stopped
or metoprolol tartrate dose reduction was started when rest
HR appeared less than 55 beat per minute or blood pres-
sure fell below 100/70 mm Hg, given no therapy with oth-
er antihypertensive drugs with lower class of recommen-
dation was conducted. A B-blocker dose was also revised
when AV blockade | degree was registered on ECG.

All patients received acetylsalicylic acid, unfractionat-
ed heparin, simvastatin. Thrombolytic therapy with strep-
tokinase was conducted in 46,5% of patients. Treatment
with angiotensin-converting enzyme inhibitors and nitrates
was conducted depending on STEMI clinical course.

The following parameters of platelet hemostasis were
evaluated on the 2nd and 24th day after STEMI onset: max-
imal amplitude and rate of platelet aggregation induced by
adenosine-5'-diphosphate (ADP) 1 and 5 U-mol, ristomycin
1,2 mg/mland collagen 0,1 mg/ml by light transmission
at the 30th second using reagent set (“Renam”, Moscow);
mean platelet volume (MPV) by conductometric method
in the same channel with red blood cells using automatic
blood analyzer; soluble CD40 ligand (sCD40L) plasma con-
centration by enzymoimmunoassay with anti-sCD40L
monoclonal antibody test (“Bender MedSystems”, USA).

Data were processed by the software package STATIS-
TICA 6.0 (StatSoft Inc.). If distribution of attribute was near-
normal parametric statistics was used: calculation of mean
value (M), standard deviation (SD), standard error of mean
(SE). When distribution of a studied attribute was not nor-
mal, median (Me) and interquartile range [lq;uq] were cal-
culated. Differences between the groups were deter-
mined by Student’s t-test for dependent and independent
samples; Mann-Whitney U-test and Wilcoxson's test
were used for nonparametric data. Comparison of the
groups by a qualitative attribute was performed using two-
tailed Fisher’s exact test. Spearman’s rank correlation co-
efficient (r) was calculated for evaluation of quantitative at-
tributes correlation. Continuous variables are represented
as mean values + mean square deviation (M£SD) or as Me
[lg;uq]. Distinctions were considered significant at p<0,05.

Results

The studied groups were comparable by principal clin-
ical and demographic indices (Table 1). Concomitant
therapies are described in Table 2.

Table 3 demonstrates indices of induced platelet ag-
gregation in both groups.

MPV was determined to better define platelet function-
al state. MPV in the carvedilol group decreased significant-
ly 3 weeks after STEMI onset compared to the initial value

Horo noaTteepxxaeHus UMMST Obinv paHLOMN3MPOBaHbI
B [iBE rpynnbl HeOTNoXHoW Tepanumn BAB: 1-9 rpynna —
nony4vasliue kapseamnon (Akpuannon, AKpuxuH) — 44
yenoseka; 2-4 rpynna — nosy4yaBluMe MeTonposnosna
TapTpaT (3runok, Egis) — 42 Yenoseka.

CornacHo 3TM4eckM CTaHAapTaM XenbCUHKCKOW AeK-
napaumm no npoBefeHuio OMoOMeaNLMHCKUX UCMbITa-
H1M y mofen 1975 1. 1 ee NepecMOTPEHHOro BapMaHTa
1983 1., y4aCTHUKM NCCEf0BaHNSA Dbl O3HAaKOMIIEHbI
CO BCEMM AeTansiMU A0 Hayana neveHmns no cneumanbHom
dopme MHPOPMUPOBAHHOTO cornacua. KnunHuyeckoe
ncrbiTaHWe ObINO 0A00PEHO NOKaNbHbIM 3TUYECKMM KO-
MUTETOM YHMBEPCUTETA, IAe OHO NMPOBOAMIIOCh.

Kapsenunon HasHa4anu B nepsble cytkn IMIIST B foze
12,5 Mr/cyt B ABa npuema C MHTepBasioM B 12 4 ¢
nocnenyoLmMM yaoBoeHeM A03bl KapBeaUI0oNa Kaxaple
4-5 gHa no 50 mr/cyt. MeTonponona TapTpaTt HazHava-
N B nepBble CyTkM B fo3e 200 Mr/cyT per os B YeTbipe
npremMa, a co BTOPOro AHs 3aboneBaHus - B Ba npremMa
6e3 NpenBapUTENBHOM TUTPaLIMM [03bl. Kputeprsmi K npe-
KpaLLeHWMIo yBeNMYeHns 003kl KapBeauona nim Havany
CHVXXEHWSA 003bl METOMPOoSona TapTpaTta CiyXuiau 4o-
cTvkeHre YCC B nokoe Huxe 55 ya. B MUH UK CHMXe-
HMe ypOBHSA apTepmasibHoro fasneHns MeHee 100/70 mm
PT.CT. NPV OTCYTCTBUM HAa3HAYeHMA OPYrX 1eKaPCTBEHHbIX
CpencTs, obnafaloLLMX rMNoOTEH3NBHBIM AEUCTBUEM U
Donee HM3KMM pekoMeHaaTeNbHbIM Knaccom npu MMIMST.
Takke nepecmoTp 0o3bl BAB nposogunca B cny4dae pe-
rmcTpaummn Ha DK AB 6rokagbl | cteneHu.

Y BCex NaLyMeHTOB UCMOMb30BaNMCh aLeTUIcanmum-
NOBas KMC0Ta, HePPaKLMOHMPOBAHHBIW renapuH, CUM-
BacTaTVH. YacTn naumeHToB (46,5%) npoBeaeHa TPOM-
bonuTnYeckas Tepanms CTPENTOKMHAa30M. B 3aBMcMocCTy
OT KNMHM4eckoro tedeHus MMIIST nauyeHTamM Ha3Ha4a-
NNCb NHIMOUTOPbI aHMMOTEH3MHMNPEBPaLLatoLLero dep-
MEHTa U HUTPaTbI.

Ha 2 n 24 peHb ot gediota MUMIMST onpepensnu cne-
LytoLLpe napamMeTpbl TPOMOOLMTAapHOIo reMocTasa: Mak-
CUManbHYI0 aMMUTYAY M CKOPOCTb arperauym TpoMbo-
LIMTOB, MHOYLIMPOBaHHOM afeHo3uH-5"-amndocdata (AAD)
115 MKM, pUCTOMULMHOM B KOHLEHTpauumn 1,2 Mr/mn
nkonnareHom 0,1 Mr/ms, MO KPMBOW CBETONPOMYCKAHMS
Ha 30-1 cekyHe C Mcnofb3oBaHmeM peakTnaos HIO “Pe-
Ham" (MockBa); cpeaHuin obbem TpoMOoLMTOB (MPV) KOH-
OYKTOMETPUYEeCKMM METOLOM B OLHOM KaHaJsle C 3pUTpo-
LMTaMM C UCMOJIb30BaHVEM aBTOMATNYECKOro reMaTtosio-
MMYECKOr0 aHanmM3aTopa; KOHLIEeHTPaLMIO pacTBOPUMOTO -
raHga CD40 (sCD40L) B nnasme KpoBu MMMyHObep-
MEHTHbIM METOAOM C MCNOMb30BaHMeM aHTU-sCD40L mo-
HOKMOHanbHbIX aHTUTen (“Bender MedSystems”, CLLIA).

[1ns 06paboTKM pe3ynbTaToB UCCIIeL0BAHNA UCMOMb-
30Basncs nakeT craTmctudeckux nporpamm STATISTICA
6.0 (StatSoft Inc.). Mpw cooTBETCTBIM pacnpeaeneHns npu-
3HaKa 3aKOHY HOPMarbHOro pacnpeneneHns Ncnonb3o-
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Table 1. Clinical and demographic characteristics of
examined patients

Tabnuua 1. KnuHnko-aHaMHecTMyeckas xapakTepucTunka
obcnenoBaHHbIX 6ONbHbIX

Parameter Carvedilol  Metoprolol
(n=44) (n=42) p
Age, years (Me [lg;ua]) 55,0 54,5
[51,0:59,0  [50,0;58,0] 0,58

IHD AH in history, n (%) 35(79,6) 29(69,0) 0,33
risk Smoking, n (%) 35(79,5) 31(73,8) 0,61
factors Body mass index, 26,80 27,1 0,58

kg/m? (Me [lg;uq]) [25,4;28,0]  [25,8;28,5]
Total cholesterol initial
concentration , mmol/I (M%SD) 5,30+0,67  5,44£0,80 0,38
Inferior M1, n (%) 15(34,1) 16(38,1) 1,00
Anterior MI, n (%) 29(65,9) 26(61,9) 1,00
Forming left ventricle
aneurism, n (%) 11(25,0) 9(21,4) 0,80
TIMI index, % (Me [lg;ug)) 2201,6:2,2] 16[1,6:2.2] 0,24

Table 2. Patients characteristics according

MNokasatensb Kapseaunon Metonponon
(n=44) (n=42) p

Bozpacr, romp! (Me [lo;ua]) 55,0 54,5

[51,059,0]  [50,0,58,0] 0,58
OakTopbl  Al'BaHamHese, n (%)  35(79,6) 29(69,0) 0,33
picka Kypetve, n (%) 35(79,5) 31(73.8) 0,61
NbC MHpekc Maccbl Tena, 26,80 27,1 0,58

kr/m? (Me [lo;uq]) [25,4;28,0]  [25,8;28,5]

VicxomHast KOHLEHTpaLMs
00LLero xonectepuHa,
monb/n (M£SD) 5,3040,67 5,44%£0,80 0,38
/M HUXHew CTeHKY NeBoro
xenymodka (11X), n (%) 15(34,1) 16(38,1) 1,00
VIM nepenet crenku 11X, n (%) 29(65,9) 26(61,9) 1,00
DopmupytoLLasics
aHespuama X, n (%) 11(25,0) 9(21,4) 0,80
Wrgexc TIMI, % (Me [lg;uc]) 22016221 1,601,622 0,24

to the drug therapy
Intervention, n (%) Carvedilol ~ Metoprolol
(n=44) (n=42)  pr

Indapamide, 2,5 mg,/day 1(2,3) 3(7,1) 0,35
Systemic thrombolysis
(streptokinase) 21(47,7) 19(45,2) 0,83
ACE Enalapril 10mg/day ~ 25(56,8) 28(66,6) 0,38
inhibitor  Enalapril 20 mg/day 6(13,6) 3(7,1) 0,48

Zofenopril 30 mg/day ~ 9(20,5) 10(23,8) 0,80

No ACE inhibitors 4(9,1) 1(2,38) 0,36
Nitrate Nitroglycerin (intraven-

ously during the first 43(97,7) 39(92,9) 0,35

two days)

Isosorbide mononit-

rate 40 mg/day 4(9,1) 2(4,8) 0,68

Isosorbide mononit-

rate 80 mg/day 0 1(2,4) 0,49
B-blockers  Metoprolol 100 mg/day 6(14,3)

Metoprolol 150 mg/day 11(26,2)

Metoprolol 200 mg/day 25(59,5)

Carvedilol 12,5 mg/day 2 (4,6)
Carvedilol 25 mg/day ~ 8(20,4)
Carvedilol 50 mg/day 34 (75,0)

*- two-tailed Fisher's exact test

Tabnuua 2. XapakTepucTnka naumeHToB Nno npoBoavB-
wencsa papmakoTepannu

in the same group of patients: 10,30+0,88 vs 10,80+1,01
fl; p=0,03. In the metoprolol group MPV decrease was in-
significant: 10,86+1,04 vs 10,62+0,82 fl; p=0,21. Final
MPV values comparison between the groups showed that
carvedilol reduced platelet volume more prominent than meto-
prolol, did but differences were not significant (p=0,08).

Examined MPV values were in line with normal distri-
bution law (Shapiro-Wilk’s test). So MPV value shift left-
wards was achieved due to simultaneous change of ma-
jority of platelet subpopulations but not because of specific
fraction of platelet pool reduction (maintenance of unimodal
distribution) as Fig. 1 shows.

Bmewarenbcteo, n (%) Kapsegunon Metonponon

(n=44) (n=42) p*

VHaanamua, 2,5 mr/cyT 1(2,3) 3(7,1) 0,35
CuCTeMHbIA TPOMBOM3NC
(cTpenTokuHa3a) 21(47,7) 19(45,2) 0,83
V- SHananpun 10 mr/cyr 25 (56,8) 28(66,6) 0,38
buTop Sxananpun 20 Mr/cyt  6(13,6) 3(7,1) 0,48
o} 3odeHonpun 30 mr/cyt 9 (20,5) 10(23,8) 0,80

He Ha3Ha4anmcs 4(9,1) 1(2,38) 0,36
Hupo- HutpornuuepuH (8/8

npenapat B repsble 2-ecytok)  43(97,7) 39(92,9) 035

V30copbuaa MoHo-

HuTpar, 40 Mr/cyT 4(9,1) 2(4,8) 0,68

V130copburpa MoHo-

Hutpar, 80 Mr/cyT 0 1(2,4) 0,49
BAB Metonponon, 100 Mr/cyT 6(14,3)

Metonponon, 150 mr/cyt 11(26,2)

Metonponion 200 Mr/cyt - 25(59,5)

Kapseaunon 12,5 mr/cyt 2 (4,6)
Kapseavnon 25 mr/cyt ~ 8(20,4)
Kapsegunon 50 mr/cyt 34(75,0)

* — IBYCTOPOHHHIA (two-tailed) TouHbIn kpuTepuit Ouiepa

BaNV METOAbI NapaMeTPUYECKOM CTaTUCTUKI: BbIHMCTIEHVE
cpeaHero 3HaveHus (M), cpegHeKBaApPaTUYHOIO OTKII0-
HeHus (SD), cTaHoapTHOM oLwnbkm cpearero (SE). Mpw oT-
JINHYUU pacnpefeneHa n3y4aemMoro nprsHaka ot Hop-
MasnbHOro MCMOMb30BaNCh BblYMCIeHe MeanaHbl (Me),
MeXKBapTUIbHOro pasmaxa [lg;uq]. Pasnudma mexay
rpynnamMu BbISBASNN C NOMOLLIO t-kpuTepusa CTblofeH-
Ta 0115 3aBUCUMbIX Y HE3aBMCUMBbIX BbIDOPOK, AN Hena-
pPaMeTPNHECKMX OAaHHbIX — C UCNOSb3oBaHWeM U-Kkpute-
pra MaHHa-YUTHN 1 KpuTepms YUIIKOKCOHa. CpaBHeHVe
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Table 3. Platelet induced aggregation indices before and after the treatment

Index Carvedilol (n=44) Metoprolol (n=42) p
ADP in the concentration of 1-10°M, (M%SD)
Speed on the 30-th second, % /min Baseline 30,88+5,68 30,50+5,93 0,76
after the therapy 22,70+£3,33 23,53+3,91 0,29
Maximal range, % Baseline 28,17+5,02 27,59+5,77 0,62
after the therapy 24,04£2,95 24,62%2,71 0,35
ADP in the concentration of 5-10°°M, (M=SD)
Speed on the 30-th second, % /min Baseline 38,22£5,20 39,53%5,46 0,26
after the therapy 27,27+3,78 28,25+4,49 0,28
Maximal range of the second wave, % Baseline 35,09+5,39 34,74+4,16 0,73
after the therapy 26,24+3,52 28,22+4,54 0,035*
Ristomycin in the concentration of 1,2 mg/ml, (M£SD)
Speed on the 30-th second, % /min Baseline 49,99+6,43 49,73+6,33 0,72
after the therapy 35,50+4,96 38,31+£6,53 0,03*
Maximal range, % Baseline 82,28+7,41 83,94+7,67 0,31
after the therapy 65,21+6,88 69,31+£6,73 0,007*
Collagen in the concentration of 0,1 mg/ml, (Me [lg;uq])
Speed on the 30-th second, % /min Baseline 25,10[23,55;26,00] 23,90[20,70;26,00] 0,33
after the therapy 15,50[14,20;16,90] 15,40[14,20;17,00] 0,82
Maximal range, % Baseline 26,95 [24,80;29,40] 26,80[24,70;29,00] 0,32
after the therapy 18,90 [17,05;20,50] 20,50[18,40;21,80] 0,047*
* - differences between the groups are significant (p<0,05).
Tabnuua 3. MNokasaTenu MHAYLMPOBAHHOWM arperaumm TpoMOOLMTOB 0 M NOCJIE JieYeHuUs
Moka3atenb Kapsepgunon (n=44) Metonponon (n=42) p
ALD B KoHueHTpaLwmn 1-10° M, (M+SD)
CkopocTb Ha 30-1 cekyHae, % /MVH MNCXOAHO 30,88+5,68 30,50+£5,93 0,76
nocsie Tepanum 22,70£3,33 23,53£3,91 0,29
MakcvmanbHas amnanTyaa, % NCXOOHO 28,1745,02 27,59+5,77 0,62
nocne Tepanum 24,04+2,95 24,62+2,71 0,35
AN® B koHUeHTpauuu 5-10° M, (M£SD)
CkopocTb Ha 30-1 cekyHfe, % /MVH MNCXOAHO 38,22£5,20 39,53£5,46 0,26
nocse Tepanuu 27,27%3,78 28,25%4,49 0,28
MakcvmanbHas aMnanTyaa 2-ov BofHbl, % UCXOAHO 35,09+£5,39 34,74+4,16 0,73
nocsie Tepanum 26,24+3,52 28,22+4,54 0,035*
PUCTOMMLMH B KOHLEHTPaLmu 1,2 mr/mn, (M£SD)
CkopocTb Ha 30-1 cekyHae, % /MyH MNCXOAHO 49,99+6,43 49,7316,33 0,72
nocrne Tepanum 35,50£4,96 38,31£6,53 0,03*
MakcumanbHas amnantyga, % MNCXOAHO 82,28%7,41 83,9417,67 0,31
nocse Tepanuu 65,21+6,88 69,31+£6,73 0,007*
KonnareH 8 KoHueHTpaumm 0,1 mr/mn, (Me [lg;uq])
CkopocTb Ha 30-1 cekyHae, % /MyH NCXOLHO 25,10[23,55;26,00] 23,90[20,70;26,00] 0,33
nocsie Tepanum 15,50[14,20;16,90] 15,40[14,20;17,00] 0,82
MakcumanbHas amnanTtyaa, % MNCXOAHO 26,95 [24,80;29,40] 26,80[24,70;29,00] 0,32
nocsie Tepanum 18,90[17,05;20,50] 20,50[18,40;21,80] 0,047*

* — PasnnaMa MeXay rpynnamyi CratucTi4ecku 3Hadmmsl (p<0,05).

MPV correlated directly with maximal amplitudes of ag-
gregation induced by ADP 5 U-mol (r=0,27; p=0,012)
and by collagen (r=0,28; p=0,009). Correlation with max-
imal amplitudes of aggregation induced by ADP 1 U-mol
and by ristomycin was not significant (Fig.2).

rpynn no Ka4eCTBEHHOMY NMPU3HaKY OCYLLEeCTBAANN C UC-
NONb30BaHMEM ABYCTOPOHHEro TO4YHOrO Kputepms Ou-
Wepa. Ona oueHKM KOppenaumMm KoMYeCTBEHHbIX Npwu-
3HAKOB PacCyMUTbIBANM KO3 MULMEHT paHrOBOM Koppe-
naumm CnnpmMena (r). HenpepbliBHble BENWMHMHBI Npe[-
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Figure 1. MPV distribution in the carvedilol (car) group

under the influence of treatment (1—2).
Lines show expectative cases number at normal attribute distribution.
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PucyHok 1. PacnpepeneHue nokasatenen MPV B rpynne
KapBeaunona (car) nog BANSHMEM NeYeHUs
(1-2)

NnHuaMun YKa3aHo oXxupgaemMmoe Kom4ecTso ciiy4aes Npn AaHHOM 3Ha4ve-

HWMW NapameTpa B Cly4ae HOPManbHOro pacnpeaeneHus NpusHaka

The initial levels of sCD40L were distributed as follows:
in the carvedilol group the upper range of 25-th percentile
was 0,69 ng/ml, the median — 1,81 ng/ml, the upper range
of 75-th percentile — 2,85 ng/ml, the mean value -
2,21%1,88 ng/ml; in the metoprolol tartrate group the up-
per range of 25-th percentile was 0,82 ng/ml, the medi-
an — 1,59 ng/ml, the upper range of 75-th percentile -
2,78 ng/ml, the mean value — 2,05%+1,67 ng/ml.

CTaBJIeHbl KaK CpefHue 3Ha4eHms £ CTaHOapTHOE OTKI10-
HeHwue cpeaHero (M=SD), nubo Me [lg;uq]. Ctatnctinye-
CKM 3Ha4YMMbIMK cHMTanm pasnuyng npu p<0,05.

Pe3synbTaThl

CchopmumpoBaHHble rpynrbl NaLyeHToB Obln CpaBHU-
Mbl MO OCHOBHbIM KJIMHMKO-AeMOorpadmyeckiM nokasa-
Tensm (Tabn. 1). MNpoBoAMMasn conyTCTByloLas Tepanms
NaLMeHTOB, BKITIOYEHHbIX B MCCNefoBaHVe, OTpaXeHa B
Tabn. 2.

Mokasatenu MHOYUMPOBAHHOW arperaumm TpoMoo-
LMTOB B rpynnax npeacrasneHbl B Tabn. 3.

C uenbto 6onee NMonHO oxapakTepr3oBaTb (yHKLMO-
HaNbHbIN CTaTyC TpoMOoUMTOB Obin onpeneneH MPV.
Yepes 3 Hep, oT aebiota MIMST B rpynne kapsegunona
3Ha4veHne MPV CTaTUCTUYECKM 3HAYMMO CHU3MOCH MO
CPaBHEHWIO C CXOAHbIMM NMoKasaTensMu s ToW Xe rpyn-
nbl naumentos: 10,30+0,88 vs 10,80+1,01 ¢pn; p=0,03.
B rpynne metonponona ymeHblueHne MPV Ha (poHe npo-
BOAMMOW Tepanum ObiNo CTaTUCTUHECKM HE3HAYUMbIM:
10,86%+1,04vs 10,62+0,82 dn; p=0,2 1. CpaBHeHME KO-
HeYHbIX NokasaTenen MPV obenx rpynn Tepanum BbISBUIO
TeHZAeHLUMIO NperMyLLIeCTBa KapBeauiona nepes Meto-
NPOONOM B CHYXEHWW pa3MepoB TPOMOOLIMTOB, He [0-
CTUTLLYIO YPOBHS CTAaTUCTNYECKOM 3Ha4nMocTh (p=0,08).

Wccnepyemble nokasatenn MPV cooTBeTcTBOBanu 3a-
KOHY HOpMarbHOro pacnpeneneHus (kputepun LLlanmpo-
Yunka). Tem caMbiM cMelLLeHve nokasaTtens MPV Bneso
[OCTUranoch He 3a CYeT YMeHbLUeHWs MPUCYTCTBUSA B
KpOBOTOKE onpeaeneHHom hpakLnm TPOMOOLUTAaPHOTO
Myna, HO CUHXPOHHbBIM M3MeHeHeM cofiepkaHus 0osb-
WMHCTBa cybnonynaumin TpoMOounToB (CoxpaHeHMe
YHMMOZAamNbHOrO pacnpenenenus), 4To otpaxaet puc. 1.

BbiiBNeHa nonoxutensbHas CtaTucTnyecky 3Haqnmmas
koppenduns MPV ¢ MakCManbHbIMW aMnnnUTygamMum
arperaumu, mHayumposaHHon 5 MkM AOQD (r=0,27;
p=0,012) v konnareHom (r=0,28; p=0,009); cBsA3b C MaK-
CUManbHbIMV aMIIUTYAAMW arperaumm, MHAYLMPOBaH-
How 1 MKM AL® 1 pUCTOMULIMHOM, OblNa CTaTUCTUHEeCKM
He3Ha4nmom (puc. 2).

NcxopHble ypoBHM sCD40L pacnpenenanncs cne-
ZyloLLMM 0Dpa3oM: B rpynmne KapBeamsona BepXHss rpa-
HVUA 25-0ro nepueHTuna coctasuna 0,69 Hr/mn, menmaHa
pacnpefeneHnsa — 1,81 Hr/MJ1, BEPXHAA rpaHnLa 75-oro
nepueHtuns — 2,85 Hr/Mn, cpefHee 3HayeHUe —
2,21%£1,88 Hr/mMn; B rpynne MeTonponosa Taptpata
BEPXHAA rpaHmnLa 25-0ro nepueHTnng pasHsnacs 0,82
HI/MI1, MefivaHa pacnpegenenus — 1,59 Hr/mn, BepxHas
rpaHuua 75-oro nepueHtung — 2,78 Hr/mn, cpefHee
3HaveHne — 2,05%1,67 Hr/mn.

MepnuaHbl pacnpefneneHuns koHueHTpaumm sCD40L B
rpynnax kapBeamnosna 1 MeTonposioNia Ha MOMEHT Haya-
na Tepanum He pasnnyanmnch: BEPOSTHOCTb OTCYTCTBUS pas3-
nuani (p) coctaBmna 0,84. CpeaHyie 3HAYEHNS KOHEYHbIX
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MPV (fl) vs maximal amplitude of aggregation induced by 5 U-mol ADP (%)
Correlation: r=0,27; p=0,012.
48

= 95% confidence interval

maximal amplitude of aggregation (5 U-mol ADP, %)
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MPV (fl) vs maximal amplitude of aggregation induced by collagen (%)
Correlation: r=0,28; p=0,009

= 95% confidence interval

maximal amplitude of aggregation (induced by collagen, %)
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Figure 2. Relationship between MPV and maximal
amplitudes of aggregation

Initially medians of sCD40L concentration distribution
in both groups did not differ: probability of distinctions ab-
sence (p) was 0,84. Mean values of sCD40L final concen-
trations were: in the carvedilol group — 1,94+1,07 ng/ml;
in the metoprolol group — 1,89+1,14 ng/ml. There were
no significant distinctions in final SCD40L levels in both groups:
medians of distribution in patients treated with carvedilol
and metoprolol tartrate were almost the same (p=0,93).

sCD40L level did not correlate either with maximal am-
plitudes of aggregation induced by any applied agents or
with MPV values.

Discussion

Because significant sex differences in platelet aggregation
values in STEMI patients, the study was discriminating on
gender basis.

Only STEMI patients without severe comorbidity were
included into the study. This was due to high lability of platelet
hemostasis caused by different diseases. It allowed achiv-
ing unification of patients samples, crucial for detecting sig-
nificant distinctions between the groups,. Results of ran-
domized clinical study (RCS) COMMIT/CCS-2 published
in 2005 was another reason for a large number of exclu-

KoHueHTpaumin sCDA0L coctaBunv: B rpynne KapBeamnosna
—1,94%x1,07 nvr/mn; B rpynne metonposnona — 1,89+1,14
Hr /M. [py CpaBHEHWM KOHeYHBbIX ypoBHer sCD40L cTa-
TUCTUYECKM 3HaYMMble Pa3nmnymsa nokasaTtenemn B rpynnax
Tepanuu OTCYyTCTBOBaIU: MefMaHbl pacrnpeneneHns no-
Ka3saTensa cpegu nuu, NPYHYIMAaBLUMX KapBeaWIon 1 me-
TOMponona TapTpaT, dakTndeckn cosnann (p=0,93).

He BbisiBNeHbl Koppenauum ypoBHs sCD40L ¢ makcn-
ManbHbIMW aMNAUTYAAMM arperaumm, NHOYLMPOBaHHOM
NoObIM 13 NCMONb30BABLLMXCA areHToB, a Takxke ¢ MPV
noKasatensmu.

OOGcyxaeHue

Tak kak y naupeHToB ¢ UMIST onpepensiotcs cyLue-
CTBEHHbIE NOJMIOBbIE PA3nYMA B AMHAMMKE NoKasaTtenen
arperauum TpomMboLMTOB, MPOBEAEHHOE HAMU KITMHMUYE-
CKoe uccnefioBaHme Obino ANCKPUMUHUPYIOLLAM MO reH-
OEPHOMY MpPY3HaKYy.

B nccnenosaHve Obinv BBeOeHbI naumeHTs ¢ UMIIST 6e3
TAXENON KOMOPOMAHOW natonoruu. STOT NoAXoq, Obin
00yCnoBneH KparHe BbICOKOM NabMbHOCTbIO MoKasaTenen
TPOMOOLIMTAPHOrO reMoCTasa, U3MeHSIOLLMXCA NPpW LUK-
POKOM CrekTpe 3abofeBaHNM Pa3NNYHbIX CUCTEM OPraHOB.
Tem camMbIM JOCTUranach yHUUKaLms BbIOOPKM NaumeH-
TOB, KPUTWYECKN BakKHas AN pelleHnst NOCTaBIEHHbIX
3a[a4 — B NepByto o4epenb, ANS BbIABNEHNA CTaTUCTMYe-
CKM 3HaYMMBbIX PasnuymMm Mexay rpynnamu papmakore-
panuu. JpyrmM 0CHOBaHUEM LCMONb30BaHNs GOMBLIONO YMC-
na KpUTEpWEB UCKIIOYEHUS CTann OnyOnMKOBaHHbIE B
2005 r. pe3ynbTatbl PaHLOMU3UPOBAHHOMO KITMHNYECKO-
ro nccnenoBans (PKI) COMMIT /CCS-2 [6]. CornacHo Bbi-
BoZdaM aBTopoB PKW, BbICOKas arpeccBHOCTb CTapTOBOM
Tepanumm MeTOMNPOIona TapTPaTOM JOSIKHa NOAPa3yMeBaTh
B3BELLUEHHbIV NOAX0[ K 0Toopy naumeHTos ¢ IMIST, y ko-
TOPbIX NO3UTUBHbIE 3(pdekTol BAB nepeBecat oTpuua-
TeflbHble, B YaCTHOCTM reMOAMHAaMUYECKMe.

PexxMbl Tepanun — C up-TUTPaLMen MM Makcu-
MaJIbHOW CTapTOBOW [030M NnpenapaTa — Obix aganTu-
pOBaHbl 13 ABYX KpynHenwmnx PKW nocnegHero gecatu-
netms COMMIT/CCS-2 n CAPRICORN [7], oka3aBLUMX
KIo4YeBOoe BANAHME Ha MOAXOLbI K OnpefeNeHMIo TakTn-
K1 nedvenHns BAB naumeHTos ¢ MIMTIIST. B npeactaBneHHom
paboTe He MPUMEHSNUCL BHYTPYBEHHbIe hopMbl BAB, Tak
KaK, BO-MepBbIX, KapBeaunona pocdar He 3apernctpu-
pOBaH Ha TeppuTopunn Poccnmnckon ®epepaliin, a BO-BTO-
PbIX, UMEHHO MapeHTepanbHoe BBeAeH e MeTONpPOsIona,
Mo MHEHUIO PALa 3KCNepToB [8], NprBeno K KPYMHbIM re-
MOJMHAMUYeCKMM KaTacTpodaM (nperMyLilecTBeHHO
KapavoreHHoMy Lwoky) y naumneHto 8 COMMIT/CCS-2.
Elle oOHMM OCHOBaAHWEM WCMOSIb30BAHMA BbICOKMX Me-
popanbHbiXx 003 BAB B Hawen paboTe nocnyxun ToT
paKT, 4TO AaHHble Npenapatbl, B YaCTHOCTW KapBeamon,
J10303aBUCMMO (HauMHas C MUKPOMOSIIPHbBIX KOHLIEHT-
paLmMin) BAMSIOT Ha arperawmio TpomoboumTos [4, 9].
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MPV (¢pn) vs. max amnnuTysia arperauu, nHayLupoBaHHon 5 MkM AZIO (%)
Koppenauyus: r=0,27; p=0,012
48

== 95% [OBEPUTENbHbII NHTEPBAN
46 P P L]

MaKcumanbHaa amnautyaa arperadyn (5 MkM AZIO, %)
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Koppenauus: r=0,28; p=0,009
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PucyHok 2. Cesizb ypoBHelrt MPV ¢ MakcMManbHbIMK
amMnnanTygamu arperauum
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Figure 3. sCD40L levels distribution in the groups of
carvedilol (car) and metoprolol (met) before
and after the treatment (1—2)

sion criteria [6]. According to this RCS authors conclusion,
aggressive metoprolol tartrate start therapy requires care-
ful selection of STEMI patients to provide positive
B-blocker effects outbalance negative ones, in particular

PucyHok 3. XapakTep pacnpegeneHms yposHen sCD40L
B rpynnax kapsegunona (car) n metonposona
(met) po n nocne neyeHus (1—2)

Hamu BbISIBNEHO, YTO BbIPa>KEHHOCTb MapamMeTpoB
arperaumm TpoMOOLMTOB B NPUCYTCTBUN KapBegmnona
OblNa HEMAEHTUYHOM NPU UCMOMNb30BaHUM PA3INYHbIX
npoarperaHTHbIx cTMynos (ALD, konnareH, puctoMu-
LIMH). DTO MOJSIOXEHWe COBMAN0 C pe3ysibTaTtamu, nony-
YeHHbIMW B APYrUX MCCNedoBaHMsAX. B yacTHocTn, Kap-
BeAMII0N NPENsTCTBOBAN arperawumm TpoMooumnToB, 00-
YCNOBNEHHOW afipeHanHoM (CpeaHss MHrMbvpyoLLas
KOHLeHTpauus npenapara, |Csq, coctaBuna 86 MkM) B
ropasfo MeHblUeln CTeneHun, Yem Npu UCNOb30BaHUM
TpoMbuHa (IC5q — 55 MkM) 1 Ca**-noHodopa A23187
(ICso — 58 MKM) B Ka4ecTBe NpoarperaHTHbIX areHTos [4].
OTOT paKT, BEPOATHO, OTPaXKaeT KaCKafHbI MEXaHWN3M
aKTVBaLMN TPOMOOLMTOB NyTEM BOBMEYEHMS PA3IUYHbIX
peLenTopHbIX, CUTHAMbHbBIX U MEPMEHTHbIX CUCTEM,
BIVAHME Ha KOTOPble KapBeAMI10/1 OKa3blBAeT B HEIKBN -
BaJIEHTHOW CTEeMNeHMU.

Mpumenenve ALD B noporoson fose 1-10° M nos-
BONSIET OLLEHUTL MepPBUYHYI0, 0BpaTMYyIO arperaumio
TPOMOOUMNTOB, CBA3AHHYIO C BANSHWEM CaMOro MHAYK-
TOpa, HO He OTBETHOW CekpeLnen NpoarperaHTHbIX Co-
e[IVHEHWI, HAaXOASAUIMXCA BHYTPU TpomboumTa. B Ha-
cTosien paboTe pa3nuyma Mexxay rpynnamm Tepanunm
Mo BAVSIHMIO Ha 1-10 BOJHY arperaumm TpoMOoLMUTOB OT-
CyTCTBOBaNM, B TO BPeM$ KaK B rpynne KapBeannona Mak-
CMManbHas aMnanTyaa BTOPOW BOMHbI arperaumm, nH-
OYLNPOBaHHOM BbiCOKON (5 MKM) KOHLEHTpaLmen
ALD, Obina CTaTUCTUYHECKM 3HAYMMO MeHblLIe. DTO npef-
NONOXWTENbHO O3HAYaeT, YTo AaHHble BAB (npu wc-
MOJSIb30BaHHbIX PEXMMAX JIeYeHIs) COMOCTaBMMO BINSIOT
Ha HayanbHble 3Tanbl arperauum TpomboumToB, 00-
ycnosnuvBaiolme hopMrpoBaHme TpomMbouMTapHom
NOAJSIOXKKM ANt peKpyTUHIa 1 (h1KCaLLMm CrefyoLmx KO-
JINYECTB KPOBSAHbLIX MACTUHOK. PaHee npoBefeHHble
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hemodynamic effects.

Treatment regimes - with up-titration and maximal start
dose - were adapted from the two largest RCS of the last
decade - COMMIT/CCS-2 and CAPRICORN [7], which ex-
erted crucial influence on B-blockers therapy in STEMI pa-
tients. Parenteral forms of B-blockers were not used in the
current study. First, because carvedilol phosphate was not
registered in the Russia, second, because there are some
expert opinions [8] that it was parenteral infusion of
metoprolol that resulted in severe hemodynamic accidents
(mainly cardiogenic shock) in patients. participating in COM-
MIT /CCS-2. Another reason for B-blockers high peroral dos-
es administration during the study was the fact that these
drugs, in particular carvedilol, influence platelet aggrega-
tion in a dose-dependent way (starting with micromolar
concentrations) [4,9].

We detected that platelet aggregation intensity in
presence of carvedilol was not identical given different ag-
gregation trigger-factors (ADP, collagen, ristomycin). This
is in line with some other studies results. In particular,
carvedilol hindered adrenalin-induced platelet aggregation
(mean inhibiting concentration, 1Cs,, was 86 U-mol)
much less than that, induced by thrombin (ICg,- 55 U-mol)
and Ca**-ionophore A23187 (IC5y- 58 U-mol) [4]. This
probably reflects a cascade mechanism of platelet activa-
tion by different receptor, signal and enzymatic systems in-
volvement, with carvedilol influencing them non-equiva-
lently.

Treatment with ADP in the threshold dose 1-10° M al-
lows to estimate primary reversible platelet aggregation driv-
en by inductor, but not by responsive thrombocytic secre-
tion of proaggregate substances inside the platelet. In our
study the groups did not differ in amplitude of the first wave
of aggregation, but the maximal amplitude of the second
wave of aggregation induced by high (5 U-mol) concen-
tration of ADP was significantly lower in the carvedilol group.
This may mean that these B-blockers (at treatment regimes
used) have comparable influence on initial stages of
platelet aggregation, that determine formation of throm-
bocytic embedment for recruiting and fixation of next
platelets. Insignificant effect of carvedilol on platelet ag-
gregation induced by ADP in low concentrations was also
demonstrated in earlier researches [4,9]. Thus. a study [4]
with participation of healthy volunteers, showed that
propranolol in concentration below 100 U-mol was the only
of three B-blockers (two others were carvedilol and
atenolol) which inhibited platelet aggregation induced by
threshold dose of ADP.

Collagen induced platelet aggregation is a result of ADP
release from thrombocytic granules. The maximal ampli-
tude of collagen induced aggregation measured on the 24-
th day of STEMI in the carvedilol group was significantly low-
er than in patients who received metoprolol. Similar results
were obtained in patients who received another B-block-

NCCNefoBaHMA TakKe MPOAEMOHCTPMPOBANK, YTO Kap-
BEAMION B HE3HAYUTENIbHOM CTeMNeHW BO3AEeNCTBYET Ha
arperaumio TpoMOOUMTOB, MHAYUMPOBaHHYlO AD B
HWU3KMX KOHUEHTpauusx [4,9]. Tak, B paboTe [4] c npu-
BJleYEeHVIEM 3[0POBbIX BONOHTEPOB MPOMNpPaHonon B
KOHLeHTpaLmn Huxke 100 MKM Obin eMHCTBEHHbIM U3
Tpex BAB (Opyrve — KapBeaunon v aTeHonon), UHM-
OMpPOBaBLUMM arperaLio TPOMOOLMTOB, OOYCIIOBNEHHYIO
BBefeHvem AD B noporoson gose.

Arperaumsi TPOMOOLIMTOB C KOMMareHoM HacTynaeT nog,
NencTBremM BbICBODOAMBLLIErocs 13 TPOMOOLMTaPHbIX
rpaHyn AA®. B rpynne kapBeamnona MakcimarbHas
aMNAUTYda arperaunm, UHAYLMPOBAaHHOW KOMIareHOM u
n3mepeHHas Ha 24-e cytku MTIST, Obina cTaTncTudeckm
3HAYMMO HUXeE, YeM cpeam NnL, MPUHYMAaBLLNX MEeTO-
nponon. Cxoxue pe3ynbTaTbl Oblv NOMyYeHbl y NaumeH-
TO0B C IMTIST 1 npu npuMeHeHnn apyroro bAb Il noko-
nexus Hebrsonona [10]. MoxHO NpeanonoXnTb, 4To Kap-
BE4WIION, He BNNAA HEeNOCPeACTBEHHO Ha arperaumio
TPOMOOLMTOB, ODYCNOBIIEHHYIO 3KCTPALENTIONAPHON
ALD, npenaTcTByeT TPOMOOLMUTaPHOMY TPAHCMOPTY UK
cnHTesy AD, HeobxoAMMOMY AJ151 3aBepLUAOLLIAX 3TaMNoB
hopMUpPOBaHUS TPOMOOLIMTAPHOIO CrycTKa.

Pewaowmm haktopoM B OMpepeneHnn aHtuarpe-
FaHTHbBIX BO3MOXHOCTeW TOro mnu nHoro bAB aBnsioTcs ero
PU3MKO-XMMUYECKME XapaKTEPUCTUKIM, B HaCTHOCTU n-
NOMbHBI MOMEHT, Pa3Mepbl N HEIMHEMHOCTb CTPYKTYPbI
Monekynbl npenapata [11, 12]. Yem bonee nunodunex
npenapat, TeM ObiCTpee 1 B DosbLLEe CTeneHM NPOMCXo-
[T ero MHKOPMOpP1POBaHKMe B COCTaB IMNMAHOIo bucnos;
3HaYMTENbHbIE Pa3Mepbl 1 Pa3BETBIEHHOCTb MOJIEKYSIbl 00-
yCnoBnvBatoT Oosee BblpaXkeHHYI0 Ae30praHmM3aLmio ap-
XUTEKTOHWKM KIeTo4Hon MembpaHsbi [ 13]. Kapseamnon no
CPaBHEHWIO C METOMPOIONOM UMeEeT Donee HNU3KNIN An-
NOJSIbHBINM MOMEHT, OONbLUIYID MOMEKYNAPHYIO Maccy U
obnapnaeT pa3BeTBiieHHOM 3D-CTPYKTYpOWU.

13BeCTHO, 4TO y DonbHbLIX M B LMpKynsumn yse-
NNYMBAETCSA [OMSA KPYMHbIX TPOMOOLMTOB MO CPaBHEHMIO
KaK CO 300POBbIMW NINLAMM, TaK M C NaLMEHTaMM CO CTa-
ounbHo npotekatowert NBC [14]. 9To 00bACHAETCS UH-
TeHcndrKaumen pekpyTuHra TpoMboLnToB B dhopMu-
PYIOLLIMICA KPOBSHOW CryCTOK, YTO TpebyeT BOCMONHeHMs
nedurumTa KNeTok 3a cHeT Hespesbix hopmM TpomMboun-
TOB KOCTHOrO MO3ra, MMeloLLX Donee KpynHble pa3mMe-
pbl [15]. O6beMHble NoKa3zaTeny TPOMOOLMTOB MOTYT pac-
CMaTpMBATbCS Kak NPefUKTOpbl HeCTabUNbHOCTY aTe-
POCKIEPOTNYECKOrO NPOLLECCa B KOPOHAPHbBIX apTeprsax
Y Pa3nnYHbIX FPyNM NaumMeHTOB Kak B KPaTKO-, Tak 1 B 4OJ-
FOCPOYHOU NepcnekTmBe. B 4acTHOCT, BbIABNEHVE B aHa-
n3e KPOBW Y NaLMeHTa co CTabunbHo npoTekatoLler MbC
3HaveHms MPV, npesbiwatoltero 11,6 ¢n [16], a no gpy-
MM AaHHbIM bonee 9,8 n [14], cBUOETENbCTBYET O Bbl-
CokoM pucke MMTIST. B noCTMHMapKTHOM nepurone co-
XPaHAeTCA TeHOEHUMNS K YBEINYEHMIO JINHEMHbIX pa3-
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er of the third generation — nebivolol [10]. We suppose,
that carvedilol prevent ADP thrombocytic transportation or
synthesis which is necessary for final stage of platelet clot
formation without direct effect on platelet aggregation, de-
termined by extracellular ADP.

Physicochemical properties such as dipole moment, size
and nonlinearity of medication molecule determine an-
tiplatelet action of a B-blocker [11, 12]. The more lipophile
adrug is the sooner and to a greater degree it incorporates
into lipid bilayer; large size and branching of molecule lead
to more significant disorganization of cell membrane
[13]. Carvedilol has lower dipole moment and bigger mo-
lecular mass compared to metoprolol, and it has a branched
3D- structure.

Patients with Ml are known to have greater amount of
large platelets compared to healthy subjects, and to patients
with stable IHD [14]. This is explained by intensive recruit-
ing of platelets to a forming clot which demands compen-
sation for cellular deficit by immature larger forms of mar-
row platelets [15]. Platelet volume indices can be considered
as short- and long-term predictors of instability of athero-
sclerotic plagque in different groups of patients. In particular,
MPV above 11,6 fl[16], or according to another data — above
9,81l[14], in a patient with stable IHD indicates high risk of
STEMI. Platelet linear dimensions keep growing during
post-myocardial infarction period, which is probably connected
to increase in concentration of pro-inflammatory cytokines
(interleukin-6 (IL-6) and IL-3) modulating production of
platelets from megakaryocytes [17]. At the same time un-
like most of B-blockers carvedilol significantly changes pro-
inflammatory cytokines level, particularly IL-6 [18,19].
Thus T. Kurum et al. revealed significant decrease in IL-6 lev-
el (9,7£7,2 vs 5,1%£0,4 ng/ml; p=0,028) in patients
with ischemic cardiomyopathy who were receiving carvedilol
in dose of 28,3%+10,0 mg/day during four months [20]. Re-
sults of our study, in particular significant MPV decrease in
the carvedilol group, may indicate that carvedilol indirectly
impacts formation of large platelets with advanced aggregative
capacity by lowering some of pro-inflammatory cytokines lev-
els. Our study also showed that B-blockers do not lead to ac-
cumulation or increased utilization of platelets of specific size
while others remaining relatively intact. This corresponds with
previous research data [14].

Elevated level of soluble CD40 ligand is an independ-
ent predictor of undesirable cardiovascular events devel-
opment in patients with unstable IHD [21,22]. This makes
revision of B-blockers’ influence on sCD40L concentration
important. Some experts say, that sCD40L in plasma can
be higher during the first 24 hours of MI[21]. Our data sup-
port another point of view, that increased concentration of
this marker remains unchanged during 3 months after
thrombotic complication of atherosclerosis and later on [23].
Perhaps, another result could have been achieved if mem-
brane-bound CD40L had been detected on platelet surface,

MepOB TPOMOOLMTOB NPEANONOXMTENIbHO BCIEACTBIE PO-
CTa KOHUEHTpauum NpoBOCNannTeNbHbIX LIUTOKNHOB
nHTEpnenkuHa-6 (U1-6) n -3, MooynmpyioLmx npo-
IOyKLUMIO TPOMOOUMTOB 13 MerakapuoumToB [17]. B 1o xe
BpeMms, KapBeaunon B oTimdne ot bonblnHCTBa BAB
3Ha4YMMO M3MEHSIET YPOBEHb NPOBOCMANIUTENbHBIX LiM-
TOKMHOB, B YacTtHocTn MJ1-6 [18,19]. Tak, B nccneno-
BaHWK T. Kurum et al. Obino BbIABNEHO 3HAYNMOE CHU-
XeHuve ypoBHs IL-6 (9,7%£7,2 vs 5,1%+0,4 Hr/mn;
p=0,028) y NauMeHToB C NLEeMMNYECKON KapaMoOMmO-
naTveun Ha oHe 4-MecsaYHOW Tepanum KapBeaunonom
B fo3e 28,3+10,0 mr/cytkmn [20]. Ha ocHOBaHWW 1TO-
FOB HalLIero 1CCrefoBaHWsa HAMOMHMM, YTO B Fpynne Kap-
BeAgunona nokasatens MPV 3a Bpemsa HabnioneHus
YMEHbLUWNCA CTaTUCTNYECKM 3HAYMMO — MOXHO Npes-
MOSIOXKMUTb, YTO KapBeLWNoN OMNoCpefoBaHHO, NyTeMm
CHUXEHWA YPOBHA ONnpefeneHHbiX MpoBOCnanmnTesb-
HbIX LMTOKMHOB BAMSET Ha (POPMUPOBAHME KPYMHbIX
TpoMbouunToB, 0bNafaloWMX MOBbILEHHBIMU arpera-
LMOHHBIMY BO3MOXHOCTAMMW. KpoMe Toro, Mbl Nokasa-
i, 4To Tepanua BAB He NprBOANT K HaKOMEHWIO NN
NOBbILLUEHHOW YTUAM3aLMM Cybnonynaumm TpoMOoLMUTOB
onpefeneHHoro pasMepa Ha oHe OTHOCUTENBHOW MH-
TAaKTHOCTU APYIMX, YTO COBMNA0 C AaHHbIMY MPOBEeLEH-
HbIX paHee nccnemoBaHum [14].

BaXXHOCTb yTO4YHEHWA XapakTepa BNnaHMa bAB Ha KOH-
LeHTpaumio pactsopumoro nuraHga CD40L onpepe-
NAETCs TeM, YTO NOBbILWEHHble ypoBHM sCD40L B nnas-
Me KPOBW FABNAIOTCA HE3aBUCKMbIMW NPeanNKTOpamu
Pa3BUTNS HEXeNaTeNlbHbIX KapAnoBaCKyNSPHbIX COObI-
M y BonbHbIX HecTabunbHom WBC [21,22]. Cyue-
CTBYeT MHeHWe, 4To B nepsble cyTkM UM 3HavyeHus
sCD40L B nnasme KpoBW MOTyT ObITb Gonee BbICOKNMM
[21]. OaHHble Hallero nccnefoBaHys NOATBEPXXAAOT ApY-
FYIO TOYKY 3peHus, NOCTYSINPYIOLLYIO COXPaHeHme Mno-
BbILLIEHHOW KOHLIEHTPaLMM AAaHHOMO MapKepa B KPOBM A0
3 MecsLeB 1 fosnblie Nocne TPOMOOTUHeCKOro 0CIoX-
HeHus aTepockiepo3sa [23]. Bo3MOXHO, NHOW pe3ynbTaT
MoOr ObITb JOCTUHYT NPV onpefeneHn MembpaHHO-CBS -
3aHHoro CD40L Ha NOBEPXHOCTM TPOMOOLIMTOB MO aHa-
noruu ¢ gpyrumm pabotamm [24]. MoBbilIeHHble YPOB-
HW pacTBoprMoro nuraHga CD40L obHapyxmnBatoTca y
NaLUMeHTOB C CaxapHbIM Arabetom 2-ro Tuna [25], oa-
HaKo B NpefCcTaBeHHOM UCCeoBaHVM NaLUMeHTbl C Mo-
LLOBHOM NaToNormen NckMoYanmcb. Hamu He BbiSIBNEHI
Pa3NNYMA MeXIy OBYMSA rpynnaMm Tepanim no BAnNaHMO
Ha KoHe4Hble ypoBHWM sCD40L. TeM caMbiM MOXHO
NPeanooXmTb, HTO KapBeLMIO0N M METONPOSOSa TapT-
paT He BN1SIOT Ha COAeP>KaHMe aHHOro MapKepa B nnas-
Me KPOBM MaLMeHTOB C HecTabunbHbIMU hopmMamm NBEC.
DTO KOCBEHHO MOATBEPXAAeTCA TeM, YTO OTCYTCTBYeT
CBA3b MexXay ypoBHAMU SCD40L n IL-6 [21], KOHUEHT-
PaLMs KOTOPOro M3MEHSAETCH NP NPUMEHEHVIN KapBe-
aunona.
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like in some other studies [24].. Increased levels of solu-
ble CD40L [25] appear in patients with type 2 diabetes mel-
litus, but such patients were not included in our study. No
distinctions in sCD40L final levels influence were found be-
tween the groups. So, we can suppose that neither
carvedilol nor metoprolol tartrate impacts this marker
concentrations in plasma in patients with unstable IHD. Ab-
sence of connection between levels of sSCD40Land IL-6 [21],
concentration of which changes at carvedilol administra-
tion, indirectly confirms this.

Conclusion

Results of the study demonstrate medium direct cor-
relation of mean platelet volume indices with parameters
of platelet aggregation induced by ADP in high concentration
and by collagen.

Carvedilol exerts stronger influence on platelet aggre-
gation induced by ADP in high concentration, ristomycin
and collagen in uncomplicated STEMI than metoprolol tar-
trate. Carvedilol decreases mean platelet volume, which is
an independent predictor of STEMI negative outcomes, more
significantly than metoprolol tartrate. At the same time
B-blockers therapy regimes used have comparable impact
on sCD40L concentration.
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