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H3ayuena spextuHoCTs anTukoaryAsHTHO# Tepanun (AKT), a TakKe pucka pa3suTis OCAOXKHEHWA Tepanuu BapdapuHom y
NAUMEHTOB C NPOTE3MPOBAHHBIMM KAANaHAMM Ha amByAaTopHOM 3Tane HabAoAeHus. MpoaHaAM3IMPOBaHBI AAHHBIE KOHTPOABLHBIX
obcaesosanmii 313 GoabHbIX ¢ mexannveckmmu (189 naunentos) n Guorormyeckumu (124 naumeHTa) NpPoOTE3aMM KAANAHOB
cepaua, noaysaouwmx AKT. B KaAOH M3 rpynn perMcTpMpoBasH HaAM4HE reMOopparH4eckux OCAOKHEHWA W TpomBoImMBoAMii,
KPaTHOCTL KOHTPOAS M YacTOTY OTKAOHEHMA OT LEeAeBOr0 AMana3oHa MEXAYHapOAHOIO HOPMAAM30BAaHHOTO OTHOUIEHMS
(MHO), a03y sapdapuua, noayuaemyio naumentom. Bhisiererbi Huzkas shchextuHocTs AKT M HEaAKBATHOCTL KOHTPOAS
nokasaTtesed remocrTasa B 00eMx MCCAGAYEMBIX FPYNNax NauMeHToB. YCTAHOBACHA B3aMMOCBA3L MEXKAY “YacTOTOH KOHTPOAS
MHO u adpcpexrurocTbio AKT. Cpean Goabhbix, KoHTpoAnupyommx MHO He pexe 1 pasa B mecsy, y 50% runokoaryasums
HAXOAMAACH B TEPaNeBTUYECKOM AMANA30HEe W YacToTa «DOAbIIMX? KPOBOTEYEHHH ObiAa NOYTH B 2 pasa HUXKe, Yem Y Tex, KTo
peako kouTpoaupyer MHO. YacroTa passutia TPomO03MBOAHYECKHX OCAOKHEHHA 3aBMCEAd Kak OT TMNA NpoTesa, Tak u ot
sthpextueHocTn AKT. CBai3b 4aCTOTHI PasBuTHs TPOMBOIMBOAHHECKHX OCAOKHEHHHA C pexxumom KoHTpoas MHO He BhisBaeHa.
MoAy4eHHble Pe3yALTaThl NO3BOASIOT NPEANOAAraTh, YTO OCHOBHOH npobaemoit AKT y naumeHToB € NpoTe3amu KAanaHoB
CepAla SABASIOTCH HEAACKBATHOCTH AO3MpOBanus BapdapuHa u HeperyAspHocTh KouTpoas MHO. B cBsi3u € 3TM OnacHoCTs
TPOMBOIMBOAHUECKHX OCAOKHEHHH Y MALMEHTOB ¢ MeXaHHYeCKMMH NPOTe3amMM 3HaYMTeAbHO npeobAasaer HaA puckom
«DOAbIMX> Temopparnit. C UeAblO YAYHIIEHMS KAHHMYECKOH CHTYalMH MOMHO PEKOMEHAOBATh NNOBCEMECTHOE BHEApeHHe
chapmakoresernueckoro merosa noaGopa Ao3ei sapapuna, pacmpenne NoKa3anni K NPUMeHeHnio GUONPOTe308 Y NaUMEHTOB
€ NPOTHO3UpYeMbIMK npobaemamm AKT.

Kaoueabie cA0Ba: NPOTEIMPOBAHME KAANAHOB CEPALIA, aHTHKOATYASIHTHAS TEParvsi, BaphapuH, OCAOKHEHHS.

Efficacy of anticoagulant therapy (ACT) and risk for complications related to warfarin were studied in patients with replaced
heart valves. Results of outpatient control investigations were analyzed in 313 patients with mechanic (189 patients) and
biologic (124 patients) heart valve prostheses receiving ACT. Low efficacy of ACT and inadequate control of international
normalized ratio (INR) were revealed in both groups of patients. Relationship between frequency of INR control and efficacy
of ACT was estimated. Among patients controlling INR not less than 1 time per month half of them were in hypocoagulation
range and frequency of <huges hemorrhages among them was 2 times lower compared with patients rarely controlling INR.
Frequency of embolic complications depended both on type of prosthesis and efficacy of ACT and didn’t have any relationship
with INR control regimen. It is drawn a conclusion that the main problem of ACT in patients with heart valve prostheses are
inadequate doses of warfarin and irregular control of INR. Risk of embolic complications in patients with mechanic prostheses
is significantly higher that risk for «huge» hemorrhages. Pharmacogenetic approach to adjustment of warfarin dosage and
widening of indications for application of bioprostheses in patients with predictable problems of ACT are recommended for
improvement of clinical situation.

Key words: heart valve replacement, anticoagulant therapy, warfarin, complications.

bosibHbIE C MpoTe3aMM KIanaHos cepiua — 0Ha U3 Hau-
Gosee CNOKHBIX KATEropwil, HYXKIAIONIMXCH B AHTHKOAry-
aaurHoi Tepanun (AKT). [Tpu 9ToM UMRAAHTALLAS MEXaHM-
4eCKOTO MpoTe3a Bo Beex O3 MCKTUeHHA Cyuasx Nnpeino-
aaraet noxusveHHyio AKT. Mmnaantanusg SHonoruueckoro
npote3a nossoager ormennth AKT uepes 3—6 mec nocie
onepaluy B OTCYTCTBHE (DUOPHAISAINN TPeAcepanii U npH
cTabMIbHOM TeMOAMHAMMYCCKOM HPeKkTe XHPYPruueckoro
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sMematenbersa [2]. Onnako sBuiLy TOro, YTo Y 601bIIHMHCTES
MMAHEHTOR, CTPAIAIOIINX PEBMATHUECKUMI TTOPOKAMM, JUTH-
TeJbHO cyuecTsyeT pubpuaasaums npeacepanii, a monsiTKn
HHTPa- WK [0CACOoNepalMoHHOro BOCCTAHORICHHS CHHYCO-
BOTO PHUTMa HE BCETJa OKA3bIBAIOTCH COCTOATEALHBIMH pelli-
MUEHTEHI GHOIPOTE30B 3a49aCTVIO TAKKE OKA3BIBAIOTCH «3a/10%~
HUKAMK» noxusnednoil AKT.

B nacrosimee Bpemst (hakTHUECKH €IMHCTBEHHBIM Tpelia-
paTroM, PCKOMEHIOBAHHBIM JUIS ATHX NALIMEHTOB BCEMH MeX-
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JYHAPOAHBIMM M HALMOHAABHBIMM CTAHAAPTAMM, ABISETCA
saphapun. M3sectHo, 4To ZaHHbIH MTPenapar oTIHYAeTCS Bbl-
cokoil BapnabeabHOCTLIO HHPEKTOB, 3aBUCSIINX KaK OT 3H-
NOFEHHBIX, TAK W OT 9K30TeHHBIX (DAKTOPOB: IeHETHUECKHX
NOAUMOP(PUIMOR, BIAMMOACHCTBHSA C MUILEBLIMM MTPOIVKTA-
MH, JIPYTHMH JIeKapcTBEHHBIMI NpenapaTaMu 1 T.1. 3710 06-
VCIORAMBACT HeoOXOAMMOCTb PEryJISiPHOTO H TINATEALHOTO
KOHTpPOJS MokKasateneit remocrasa. [1pu T0M BO BCcem Mupe
MPHHATA eHHAS TEXHONOTHS KOHTPOJIS TEPATTNH HENPAMBIMH
AHTHKOATYISHTAMH — 1TPOTPOMOMHOBBII TECT C ONpeacIeH -
eM  MEKIYHAPOIHOTO  HOPMAJIW30BAHHOIO  OTHOIIEHMS
(MHO).

Bonpocst AKT BaphapHHOM, a4 TaKKe CHHXEHUA PH-
CKa pa3BUTHA TPOMOOIMOOIMYECKHX M TeMOpparn4eckux
OCIOXHEHHH y BOABHBIX € MeXaHWYCCKUMH MpOTEe3aMu
KJalaHoB Cepiua. [0 CHX Mop WHPOKO JHCKYTHPYIOTCS B
MUPOBOI TuTepatype. B oreuecTBeHHBIX XKe MyGanKammnsx,
HECMOTPS Hd TO YTO MEXAHHYCCKHUE MPOTE3bl HMILIAHTHPY-
10T DOABLIMHCTBY NAUMEHTOB, 2Ta npobieMa NPaKTHYeCKH
He 3aTpoHyTa. TIpH HTOM HYXKHO YUUTHIBaTh, uTo B Poccun
HAKTHYECKH OTCYTCTBYET NMPaKTHKA (hapMaKOreHeTHUECKO-
ro noabopa 1036l BaphapuHa, a A0CTYIIHOCTh Ka4ecTBeH-
Horo nabopatopHoro Koutpoas MHO kpaiiHe uuska, oco-
G¢HHO B perMoHax, VAaJeHHBIX OT LeHTpa cTpanbl. Camo-
xourpoab MHO B cuiy conMaabHBIX MPHYMH TaKkKe He
NOAVYHA M Bpaa au B ekaiinee speMs NoayuMuT 10JKHOES
pacnpocTpaHeHue.

Leab Hactosmieii paboTel — oOlieHKa 3(MheKTHBHOCTH
AKT u koHTpOIS NOKa3aTeneil CBepTLIBAHNS KPOBH, a TAKKe
PHCKA OCI0KHEeHUH, cBasaHHbIX ¢ AKT, v DolbHBIX ¢ npoTe-
MM KIanaHoB cepliia.

Tabanua 1. XapakrepucTuka 00CACAOBAHHBIX BOAbHBIX

Marepuan u metoasi

JlanHbie, HCIIOABL30BAHHLIC B HACTOsIEH paboTe, ObLAN
noaydens B 2009—2011 rr. B knamauke HUU KIICC3 CO
PAMH (Kemeposo) npH KOHTpoJbHOM obcaenosannn 313
MAanMeHToB, KOTOPBIM paHee GhiIN HMIIAHTHPOBAHBI MPOTE-
36l K1anaHoB cepana: 189 6onbHbIM — MexaHnueckne 1 124 —
ouonornueckue (taba. 1). Heobxoanmo yTounnTs, uto wis
ueJiefi HacToAIero uceaeropaHusl GONABHLIX I0CAe MHOrO-
KJIANAHHOTO MPOTE3NPOBAHNS OTHOBPEMEHHO MEXaHHYECKH-
MH 1 OMOJOTHUCCKUMHM IPOTE3aMI OTHOCKIN K TPYIIIe Mexa-
HHYECKHX MPOTE30B, TaK KAK HMEHHO HAJTHYHE MEXaHHYeCKO-
ro npote3a obycroriuBaeT Gosiee «KeCTKHE» YCIOBHSI CTaH-
napros AKT.

Cpennnii Bo3pacT GOJNBHBIX HA MOMEHT MMILIAHTALIMH
coctarua 52,5£0.6 roga; B rpyire NauMeHTOB ¢ MeXaHuye-
CKMMH mpoTtesamu — 51,6+0.8 rona, ¢ GHonorMuecKHM —
53.840.,9 roaa (p>0,05).

Pepmatnueckan 601e3Hb CEPLLA SBIJIACH OCHOBHOI TPH-
YMHOH nopoka ¥ 62.9% naunentos. Creayer noOAYEPKHYTh,
OIHAKO, YTO IPYNILl NAHEHTOB ¢ MEXaHHYECKHMH U Gnoso-
THYECKHMH MPOTE3aMH palIMMATHCh MO 3THOJOTAH NMOPOKOB,
TaK PEUHIHEHTH DHONPOTE30B CTPAILAIH PEBMATHYCCKOH Ho-
Ae3HBIO cepaua noyTH B 2 pasa wawe — 83,9% npotus 49,2%
PELMITHEHTOB MeXaHuyecKux nporesos (p<0,0001). B crow
oudepellb B IPYIIe MexaHH4YeCKHX npoTe308 Obi1a foabine 10-
7151 BOJIBHBIX € TAK HA3ILIBAEMBIMH ICTCHEPATHBHLIMH NOPOKa-
MH BCJIEACTBHE CKJICPOTHHECKOTO NOPAKEHHS M KATblUMHO3A
kianaHoB — 16,9% (p=0,0001), nan nopaxeHuAM# KianaH-
HOIrO arnmnapara cepaua, o0yCAOBISHHLIMH COSAHHHUTEALHO-
TKaHHOMH auctutasueit — 17,5% (p=0,0004).

XapakTepHCTHKA QOnas Foyuma

Mexanuieckue 1nporesn

Buosornueckie nporesst (1=124) P

(n=313) (n=189)
Mo x/™M 169/144 (54,0/46) 90/99 (47.6/52.4) 79/45 (63.7/36.3) 0.005
Bospacr, roant 18—173 18—71 28—73
CpeaHmit 52.5+0.6 51.620.8 53,8109 >0.05
[puunna nopoka:
PBC 197 (62.9) 93 (49.2) 104 (83.9) <0,0001
" 32(10.2) 22(11.6) 10 (8.1) 0,38
BIC 11(3.6) 9 (4.8) 2(1.6) 0,14
cTa 38(12,1) 33(17.5) 5(4.0) 00004
CKIEPO3, KATBIHHOS 35(11.2) 32(16.9) 324 0.0001
Hapymenns purma:
Her 67 (21.4) 59 (31.2) 8 (6.5) <0.,0001
@I nocrosinHas 134 (42.8) 75(39.7) 59 (47.6) 0,167
OI1 napokcusMaiLian 62(19.8) 46 (24.4) 16 (12.9) 0,013
DI1 nepeucTHpyiomasi 6(1.9) — 6 (4.8) 0,02
O[T + Keayroukosie 18 (5.8) 1(0,5) 17 (13,7) <0.0001
Apyrue 19 (6.1) 7(3.7) 12(9,7) 0.03
IKC 7(2,2) 1 (0,5) 61(4.8) 0,01
Cpoku Habmoaenmst, Mec |—285 1—230 1—285
cpelaHuif 32,4423 19.6+2.3 52,2440 <0,0001
ObbeM HabiaoIeHus, rojsi 8434 308.6 534.8

Hpumevanue. dannsie npeactapieds B piie abe. unena 6onpHbixX (%), econ ne ykasano apyroe. PbC — pesmatnucckas Gosie3nb cepana;
M9 — undeximonnniit snnokapant; BIMC — sposkiennsie nopoku cepana; CTI — coeannurensnorkantas mucrutasis; T — dubpuiis-
wis npesacepinit; IKC — MeKTpoKapImocTHMY s, YKa3aHa CTaTHCTHISCKAs SHAYHMOCTL PasIHyKil 3HAUSHRIT B rpyINax MexaHHyeckux

# DHOIOrMMECKHX ITPOTE30B.
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Apyrum omimuueM Gbiia 0BOJIBLHO 3HAMMTEILHAS 104
NALMEHTOB ¢ MEXAHHYECKHMH TIPOTE3aMH, Y KOTOPBIX Teue-
HHE MOPOKa He 0C/IOKHIIOCH HApyeHuaAMH purma — 31,2%
npotus 6.5% B rpynne 6uonpotesosn (p<0,0001). B to xe Bpe-
Mst ouTH ¥ 50% peunnuenToB GHONPOTE30B HMETACH NOCTO-
sHHas hopma pubprIsIIM npexcepanii. Kpome Toro, v pe-
LUMIHEHTOB OMONPOTE308 3HAYMTEINBHO Yalle HMenuch (hu-
OpHNALMS NPecepanii B COYETAHMH C XKeAYI0UKOBBIMH Ha-
PYHICHHAMM PUTMA, 2 Takxke APYTHe HapyIIeHHs pUTMa M
MPOBOAMMOCTH, CPEIN KOTOPBLIX nNpeoGianaiy HapylIeHHs:
BHYTPIAKEIYI0UKOBOTO MPOBEACHHS UMITYJIBCA H aTPHOBCH-
TPHKYASPHBIE B0KaAbl, 4TO B 6 ciyuasx SBHJIOCH NMOKA3aHH-
€M K HMILTAHTAIIHH JIeKTPOKAPAHOCTHMYJIATOPA.

Cpokn HabmoneHns koaebamuch or 1 10 285 mec n B
cpennem coctasuan 19,642 3 mec B rpynine ¢ MexaHH4ecKu-
sy npotesamu 1 52,2440 mec (p<0,0001) B rpynne ¢ 6Ho-
nporesamu, O6umii o0bem Habmonenns coctapun 8434 ye-
JIOBEKO-TOAA, B IPYMINe MexaHHdeckux npotesos — 308.6, B
rpynne 6uoaornyecknx — 534.8.

B ajiroput™ KOHTPOJIBHOTO 0oOCAeA0BaHUS NAallMEeHTOB,
MOMHMO CTAHJAPTHBIX METOAOB, DL BKJIIOUEH MOAPOOHLIN
cOOp aHaMHe3a, OTHOCSIICTOCH K BO3MOKHBIM TeMopparuye-
CKUM # TpoMBoaMboanIecKiM ociokHeHnaM. [emopparuye-
CKHME OCMOKHEHHH OTHOCHIN K «MQIbIM» HIH «0OABLUIHM» HA
OcHOBAHMM KpuTepues cranaapra [9]. Cayuan «GoabInmx»
KPOBOTCUCHHIT M TPOMOO3MOOANH YIHTBIBATH TOJABKO TMPH
HUIHYMH JTOKYMEHTAIBHOIO MOATBEPRKICHUS AMATHO3A: 3Ta
Mepa No3Bossia TAKKe AMpdepeHuNpoBaTh HILEMHUCCKYIO |
FEMOPPATHYECKYI0 THOIOINIO OCTPBIX HAPYLICHHIT MO3TOBO-
ro KpoBooOpaleHus.

Kpowme Toro, BISICHAIH KPATHOCTL KOHTPOIA NallHEHTOM
MHO. uacroTy oTKIOHeHMIT OT uenenwX 3nauennit MHO.
LlesieBBIM 1MANA30HOM B COOTBETCTBHH CO CTAHIAPTOM CUH-
Tanu MHO 2,0—3,0 ans GoasHbix ¢ GHONpoTe3aMu W MEXaHH-
YEeCKMMHM NpoTe3aMH B aoprajibHoil nosuitiy 1 MHO 2.5—
3.5 — Aas NAMEHTOB C MEXAHWYECKMUMI MTPOTE3aMK B 11031~
MM MHTpanbHoro Kianaua [2]. ®@ukcupoBann no3y sapda-
pUHA, 10JYYacMyl0 NMalUeHTOM B nocieanee spems. MHO
onpeaensin B odpasuax KanmwUBsIPHOIT KPOBH IPH MOMOUIH
nopratusHoro  koarynomerpa CoaguChekXS («Roche»,
[ seiinapus).

Cratuctnueckyio o0paboTKy JAaHHBIX BLIIOJHAIN C T10-
MOIIBIO NaKeTa nporpaMmel Statistica 6.0. Las ananusa po3-
PACTHBIX NOKasaTesieil H CPOKOB HaDIIOACHUA MCTIONb30BAIN
CPeIHIO  apH(METHUYECKYI0 BeJAHMUMHY M CTAHAAPTHYIO
ommoOky. [1asi OUEHKH CTATHCTHYECKOI 3HAYMMOCTH MCXK-
TPYNIOBLIX pasinuuii npumensim kputepnii -CreloaenTa.
OTHOCHTEABHbBIE BEJTMUHHBI AHATH3HPOBAIH NIPH MOMOIIH Ta-
Oann conpszkennocTH M Kputepus y° Iupcona; g Tabann
2%2, conepxammx AYCHKH ¢ 4aCTOTAMM MEHee 5, HCMoab3o-
Bann KpuTepHii ¥* ¢ nonpaskoii Merca. Pautimuns cumtamm
CTATHCTHYECKH 3HaYMMbIMH 11pn p<0.03. JlnneapusosaHHbie
MOKA3aTeJN YaCTOThl PasBUTHsL TPOMBOIMBOIHYECKUX U Te-
MOpPparHMecKux OCIOXKHEHMIT BeIpakaty B %/uenoBeko-aer
(%/4-11) M AHANM3NPOBAIN B COOTBETCTBHH C PEKOMEHIATINS-
mu R. Jin [7]. G. Grunkemeier [10], scnonnsys MeTol Hop-
MILHOIl annpokcHMalmu.

Pe3yabtathi

Adpextnsrocts AKT B uceaeayemoii rpynne onpeaesie-
Ha Kak KpaiiHe Hu3kas. Tak, nenesoro MHO nocturanm me-
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MexaHn4yeckue npoTedbi Buonoruyeckue nporesbl

D MHO < TepanesTH4ecKoro YpoBHa
EI MHO = TepanesTH4ECcKOMY YPOBHIO
. MHO > TepanesTyHeckoro yposHa

Yucro naunentos (%) B MCCACAYEMBIX FPYNNAX € Pa3AWYHbE-
MM YPOBHAMH MEKAYHAPOAHOTO HOPMAAH30BAHHOTO OTHO-
wenus (MHO).

Hee 40% namnenton (cM. pucyHoK). IMpu atom sdipexTis-
Hoete AKT He 3apucesa OT THIA NTPOTE3a: CPeAN MALMEHTOR &
OHOZOTHYCCKMMH KJIanaHaMi I'HMOKOAryJIsiLHs B Tepancsrs-
YECKOM JIMana3soHe Haxoawnach y 37.9%, ananormymsiil
Ka3aTenb B IPYIINe MeXaHUYeCKHMX MPOTe30B cocTaBua 38,
{p=0.90). TIpn 510M 0COGYIO TPEBOTY BhI3bIBACT TO, 4T0 M
HIDKE TepalieBTHYECKOTO YPOoBHS UMetach v 45% (1) peusme-
CHTOB MEXAHHYECKHNX KAananos; 46,8% BonbHbIX ¢ Bnonpore-
3aMH TakXkKe He AOCTHraan neiesBoro amanazona MHO
(p=0.75). boabmas nons (16%) naumueHToB € 4YpeIMepHON
THTTOKOATY/ISIHEH, [PH 3TOM PasIHYHS MEXKIY TPYImasm
Takke OulIH cTaTHCTHYeCKH HesHauuMbiMu (p=0,80).

He menee yrpoxaloniei npeictapisieTcs ¥ CHTYaLHS ¢
KOHTpOJIEM 3a NoKasaTesiMu remocTasa: junib 96 (30,7%) we
313 naunenTtoB kourpoauposann MHO B cooTBeTCTBIN € pe-
KoMeHaanusaMu ctanaapra [9, 10] — ne pexe | pasa B mecan
(Tadn. 2). Cpean ocranbHbix 217 6oabibix 67 (30,9%) necae-
aopany MHO 1—2 pa3za B roa, a 8 (3.7%) ¢ 6uonporesamu u
nocrosannoii hopmoii @I1 Boobuie He KOHTPOIHPOBAIH O~
Ka3aTe/IM reMOKOoary snm.

IMpeacrapasieTcs 3aKOHOMEPHOI B3aHMOCBSI3H MEXIY Ya-
croroii koutpoass MHO n addexrnsnocteio AKT: cpean
BoabHbIX, KOHTpoaupylonmx MHO e pexe 1 pasza B Mecsll, ¥
50% runokoarysiufsi HAXOAMIACH B TePalleBTHYECKOM /Ha-
nasone, 30,2% He nocturaian uenesoro yposss. Ipu peikom
ueeaenopaninn MHO pesyabratsl GbUIH MPOTHBONOOXHbI-
MHU: LIeIeBBIX YPOBHEH J0CTHIAAM Jnib 32,8% NannenTon, 8
TO BpeMd KaK y 52,5% nokasartein He JOCTHIIN TepaneBTH-
yecKoro amanasoHa. HyxHo oTMeTHTb, 4To 1018 GONLHBIX €
NOKAa3aTeAsMH FTHIOKOATYASLNH, TPEBLILIAIOIIHMH Tepares-
THYECKHIl HANA30H, MPAKTUYECKH HE 3aBUCE]A OT pekHMa
kouTpoas MHO (p=0.2651).
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