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OCc00eHHOCTY aHTUKOArynaLuum Npy codeTaHum GuopuNNaLMM npeacepamnii U XpoHMYeCcKoii

6ones3Hu noyek

Sarnaynavd H. L., OasTaH M. A.

B CBSAI3M CO CTApPEHVEM HaCEeneHns N HaKoMIeHWeM COnyTCTBYOWMX 3a6onesa-
HUIA yBENNYMBAETCS PACNPOCTPAHEHHOCTb CaMOii YacToi aputMun — ubpun-
naumu npepcepauii (Pr). C ppyroit cTopoHsl, y 14% nonynsauuu onpefenser-
¢ XpoHunyeckas 6onesHb novek (XBIM). 3T coCcTOAHMS Hepeako coyeTalnTcs
BMECTe W, Bbi3blBasi NPOTPOMOOreHHbIl 3¢ deKT, 3HaYMTENBHO YBENNYMBAIOT KO-
NINYECTBO HEBNAronpUsATHLIX NCXOA0B B BUAE pocTa TPOMOO3IMOONNIA, UHCYb-
TOB, MHGbAPKTOB U CEPAEYHO-COCYANUCTLIX cMepTei. OCoBeHHO 3TO kacaeTcs
nocnefHux ctaguin XbI, Tak Ha3biBAEMOW TEPMUHANBHOM GONE3HN NoYek co
CKOPOCTHIO KNY604KOBOM dunbTpaumn <29 ma/mMuH/1,73 M2, PaHee OCHOBHLIM
npenapaToMm AN aHTUKOarynsHTHOM Tepanuu codeTanus O + XBIM cnyxun aH-
TaroHucT ButamuHa K sapdapwviH, ogHako B nocnegHee ecaTuneTue, no Mepe
HapacTaHusi ,okasaTeNbHON 6a3bl, LUIMPOKO CTaNM NPUMEHSTLCS NPSIMbIE Nepo-
panbHble aHTUKOArynsHTLl. B JaHHONM cTaTbe paccmaTpuBaeTcs AokasaTtenbHas
6a3a Kaxaoro U3 aHTUKoarynsHToB npu codetanun M u XBIMN no cpaBHEHWIO
¢ BapdaprHOM, B T.4. B 3aBUCMMOCTMN OT CTEMNEHN CHUXEHUS CKOPOCTYH Kybou-
KOBOW punsTpaumm.

KnioueBble cnoBa: obubpunnsuma npeacepanii, XpoHuyeckas 60n1e3Hb noyex,
npsiMble NepopasbHble aHTUKOArynsHTbl, BapdapuH, KPOBOTEYEHNs, TPOMBO3M-
6onuu.
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Specifics of anticoagulation in combination with atrial fibrillation and chronic kidney disease

Zagidullin N. Sh., Davtyan P.A.

Due to the population aging and the accumulation of concomitant diseases, the
prevalence of atrial fibrillation (AF) as the most common arrhythmia is increasing.
On the other hand, 14% of the population has chronic kidney disease (CKD).
These conditions are often combined with each other causing a prothrombogenic
effect, which significantly increase the number of unfavorable outcomes such as
thromboembolism, stroke, myocardial infarction and cardiovascular death. This is
especially true for the last stages of CKD, the so-called end-stage renal disease
with a glomerular filtration rate <29 ml/min/1,73 m2. Previously, the vitamin K
antagonist warfarin was the central drug for anticoagulant therapy of AF + CKD
combination, but in the last decade, direct oral anticoagulants became widely used.
This article discusses the evidence base for using each of the anticoagulants in
patients with AF+CKD combination compared with warfarin, including depending
on the severity of glomerular filtration rate decrease.

Keywords: atrial fibrillation, chronic kidney disease, direct oral anticoagulants,
warfarin, bleeding, thromboembolism.

C mpolieccoM cTapeHust HaceJIeHUsI U HaKOIUIEHUEM
BO3PaCT-aCCOLIMUPOBAHHBIX 3a00JI€BAHUI B MOMYJISILIAKA
Ha 2-4% yBeIM4MBAeTCs YaCTOTa Pa3BUTUS (DUOPUILIS-
uun npeacepauit (PIT) [1] u Ha 14% xpoHuyeckoit 60-
ne3nu mouek (XBIT) [2]. KomOnHamuss maHHBIX (aKTo-
poB pucka (0,4-2,0% B nomy/asiun) yBeJINIMBaeT 4acTo-
Ty TPOMOOIMOOINYECKUX OCIOXKHEHNUI, KPOBOTEYEHUIA
U CMEPTEIbHBIX MCXOIOB, YTO TPeOyeT 00s3aTeIbHOTO
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Ha3HAYEHWST aHTUKOATYISTHTHOU Tepanuu. Eciu panblie
BapdapuH ObIT MMpemapaToM BBIOOpa, TO B HACTOsIIEe
BpeMsi, B CBSI3W C TOSIBIIEHUEM TIPSIMBIX TT€POPATbHBIX
aaTUKOoarystHTOoB (ITOAK) M HakoruieHHMeM HayIHBIX
JAHHBIX 10 WX MMPUMEHEHWIO, TIPErapaThl 3TOW TPYTIIIbI
BOIIJTM B KJIMHUYECKNE PEKOMEHAAIMY U IIUPOKO TPH-
MeHsTIoTcsl Bo BeéM mupe nipu PI1. Crnemyer oTMeTHUTB,
yro [TOAK pasznuuaiorcs mo cBouM papMaKOKWMHETH-
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YeCKUM CBOMCTBAM M, COOTBETCTBEHHO, IO MapaMeTpaM
s dekTuBHOCTH M Ge3omacHocT. Kpome Toro, moxa-
3aHUS K HasHadeHUo pa3anuHbiX [TOAK oTnmuatorcs
B 3aBucuMocTtu oT ctagun XBII1. I1pu pa3sutum tepmu-
HapHOI 60J1e3HM odek (TBIT) HeobxomnuMo KOppeKTH-
poBaTh UX JO3UPOBKU ISl MPENOTBPALLEHUST TOOOUHBIX
SIBJICHUI 1 KPOBOTEYECHMUIA.

B manHOM 0630p€e Mbl paccMaTprMBaeM BO3MOXHOCTU
AHTUKOATYJSIHTHOM Tepanuu MpU HAUIMYUU Y MALIMEHTOB
couetanust ®IT u XBII.

K yemy Beaér couetanme ®M u XbMN?

XBIl — moBpexneHue Moyek, JUO0 CHUXEHUE UX
9KCKPETOPHOU (DYHKIIMM B TEUEHUE TpeX U OoJiee Mecsi-
ueB. JlaHHoe 3a0oseBaHue onpenensercs y >14% nHace-
nenwus [3].

Beinenstor cnemyromue cranuu XbIT: 1 (ckopocts Kity-
6ouxoBoit guisTpauuu (CK®) >90 mn/mMun/1,73 m?),
II (CK®D 60-89 mu/mun/1,73 m?), 1lla (CK®D 45-59 mn/
mus/1,73 m?), IIIb (CK® 30-44 mu/mun/1,73 m?), IV
(CKD 15-29 mi/mun/1,73 M2), V (CK®D <15 mn/mun/1,73
M2) [4].

[Mocmennue mBE CTamMK OTHOCST K TEPMUHAJIBHOMN
mouyeuHoit HegocTatouHocTu (TITH). Ilpm V cramguu
0OJBbHBIC IPU OTCYTCTBHU IIPOTHBOIIOKA3aHUI TIepe-
BOIATCS Ha TeMOIWAJIN3 W/YUIM UM TIPOBOIUTCS TpaHC-
IUTAHTAIIAS TIOYEK.

Bo Bcem Mupe >500 murH genmoBek cTpagaioT ot XbIT
[5], mpuuem, Hanpumep, B CILIA 13 530 ThIC. MAallMEHTOB
¢ XBIT 370 teic. umerot TITH m moayyaioT mporpamMmMm-
HbIii remonnanu3 [3]. XBII Takke IBASIETCS KITIOYEBBIM
dakTOpOM pHICKa HEOIATONIPUSITHBIX CEPACTHO-COCYINC-
TBIX COOBITUM, TAKMX KaK WHCYJIBT, U CBSI3aHA C OPYTH-
MM BaXXHBIMH (paKTOpaMu prcKa MHCYIbTa — CaXapHBIM
IradeToM, TUIIepTpOdueii JIEBOTO XeIyIouKa U apTepH-
ajpHOM rurieprensueii [6]. MIT aBiseTcs He TONMBKO HaK-
0oJsee yacToil (popMOii apUTMUU, HO U BBI3BIBAET 0OJIb-
II0€ KOJIWYECTBO HEOJATOIPUSITHBIX COOBITHI, IIpeXIe
BCETO TPOMOOIMOOIMYECKIX OCIOKHECHUN 1 UIIeMIIe-
CKUit uHCyabT [1].

Yacrora kak XbII, Tak u ®I1 yBenrnumnBarmoTCcs C BO3-
pactoM, 1 ux coderaHue cocrasisaer 0,4-2,0% B oOmei
nomnynsiuyu. Soliman EZ, et al. [7] coobmmnu o pac-
npoctpaHeHHocT DI y 25% nmanmentos ¢ XBIT 70 et
M CTapllle, YTO BBI3BIBACT MPOTPECCUPOBAHNE XPOHMYIEC-
CKOM CepmeyHOIf HeMOCTAaTOUHOCTH U YBEJIWYMBACT Ja-
CTOTY CEepIEeYHO-COCYIUCTHIX CMEPTEl B JaHHOI KOTOP-
Te. B amMaeMnoIornaecKoM MCCICIOBAaHUM C YIaCTHEM
26917 nauumenToB B CIIIA ObLIO MPOAEMOHCTPUPOBA-
70, uto XBII Obia cBsi3aHa ¢ OoJjiee BEHICOKUM PUCKOM
®I1, npuuéMm pacnpoctpaHeHHocts PIT y manueHTOB
c I-11, III u IV-V cragusmu XBII B monyasiliuu cocTaB-
nsia 2,8%, 2,7% u 4,2%, COOTBETCTBEHHO, IO CPaBHE-
Huio ¢ 1,0% y mauueHTOB 0e3 mopaxeHus: modex [8].
WntepecHo, uto ¢akT Haauuus XBI1 yBeauumBaeT puck
Bo3HukHoBeHUs DII, a ®DII, B cBOIO ouepens — XBII.

PacnpoctpanenHocts DI yBenmmuuBaeTCs IT0 Mepe yXyI-
IICHUS 3KCKPETOPHOM (DYHKIUMU TTOYeK M TPUOIIKacT-
cs1 K 15% nipu TBI1, uto Gosee ueM B 3 pa3a Oosibliie, 4eM
B KOHTPOJILHOI rpytime [9].

XBII He ToJlbKO CBSI3aHa C yBeIMUYeHMEM 3a0oJieBa-
eMocTH U pacupocTpaHeHHocTH PII, HO Takke ¢ 60-
Jilee BBICOKMM PHMCKOM HWHCYJIbTa M CUCTEMHOI 3MOOINN
[10]. TTaToreHe3 Takoro HeOGJIATOIPUITHOTO COUYETAHUS
CBSI3aH C YBEJIMYCHUEM PUCKA TPOMOO3IMOOIUH TTOCPE-
CTBOM PAa3INYHBIX MAaTOMU3NOIOTNICCKIX MEXaHN3MOB:
HapyllleHre pejakcalliyd U 3aCTOi KpOBU B Tpelacep-
IUSIX WU yIIKEe JIEBOTO MpeacepaAunsi; XpOHUYECKOEe BOC-
MaJieHue, KOTOPOE BBI3BIBACT TUC(HYHKIINIO SHIOTEIIHS;
IUCPYHKIMS TPOMOOUMTOB MPUBOAUT K TUIleppeak-
TUBHOCTU TPOMOOIIMTOB M CBSA3aHA C IOBBIIIICHHBIM
ypoBHeM (daktopa VII u ¢pubpuHoreHa; yBenmuuBaeTcs
MIPOKOATYISIIIUOHHASA aKTUBHOCTh, a (DMOPUHOIUTHIC-
CKasl, Ha00OPOT, CHIKAETCS, YTO IIPUBOIUT K TOMY, UTO
GUOPUHOBBI CTYCTOK CTAaHOBUTCSI MEHEE BOCIIPHUM-
yuB K pubpuHonusy [11]. Takum obOpa3om, rurepkoa-
TYJISIIUSL B COYETAHUU C DHIOTEINAIBHON MTUCHYHKIUEH
¥ 3aCTOEM B JICBOM IIPEACEPONM CO3MAET IIPOTPOMOOTH -
yecKuit GOH, MPUBOAAIINIT K BEICOKOMY PUCKY MHCYIIBTa
¥ CUCTeMHOM aMbomun [12].

B noucke nyywiero aHTUKoarynsiHta
npu &M u XBN

Anrtaronuct ButamuHa K BapdapuH ucTopuyecKku
OBUI KpacyroJibHBIM KaMHEM aHTHKOATYJISTHTHOM Tepa-
nuu nanueHToB ¢ XBIT [13]. OH npogeMoHCTpUpPOBa
OmaronpusiTHbIe 3(MEKTHI, CHIKAsI CMEPTHOCTD B JaH-
HoIf Kateropun nauueHToB [ 14, 15]. ¥ manuenTtos ¢ XBI1
111 Bapdapun npuBoAUII K CHUXKEHUIO OTHOCUTEIBHOTO
pHCKa UIIEeMUIECKOTO MHCYIbTa U CUCTEMHOMN 3MOOINHI
Ha 76% [16]. Heckonpko Opyrux HEOOIBIINX MCCIETO-
BaHWI ITOKa3allM CHUXEHHE YaCTOTHI MHCYJIBTOB IIPU
MpueMe JaHHOTO IIpelrapaTa IT0 CpaBHEHUIO C IIIanedo
[11, 14, 17]. Metaananm3, oxBaThIBalomuii 11 Koropt ma-
mueHToB ¢ XBII ¢ ®IT (n=48000), B T.94. >11 ThIC. IMa-
LIMEHTOB, MPUHMMAOIINX BapdapuH, BeisiBui Ha 30%
MEHBIINI PUCK MIIEMUYECKOTO MHCYIbTa M TPOMOOIM-
6omuu cpenu nauueHToB ¢ XbI1, KkTo mpuHUMan JaHHBII
npemnapart [18].

B T0 Xe BpeMs mcmoiab3oBaHUE BapdapmHa MMeEeT
psin HegoctaTkoB. [1pu XBII BapdapuH, B cBSI3U C y3KUM
TepaleBTUYECCKIUM IHAITa30HOM, TPeOyeT MOCTOSHHOTO
MOHUTOPUHTA MEXIYHApOTHOTO HOPMAaJIM30BAaHHOTO
OTHOIICHUSI ¥ KOPPEKTUPOBKH TO3BI IS TTOMICPKAHMS
€ro KOHIIEHTpALlMU B “TeparneBTHYecKoM okHe” [6, 19].
KpoMe Toro, mpomykThl, comep:kamue BuTamMuH K, mMo-
TYT BBI3BIBATh HENOCTATOUHYIO aHTUKOATYJISIIINIO, a He-
KOTOpBIC JICKAPCTBA, KOHKYPUPYIOIINE 3a META00IM3M
obmux GepMEeHTOB, MOTYT, HAOOOPOT, CIIOCOOCTBOBATH
ype3MepHoi aHTuKoaryiasaiuuu [20]. DT npobieMbl 10-
CTOBEPHO YBEINYMBAIOT PUCK KpOBOTeUeHNI. B gacTHO-
CTH, B PETPOCIIEKTUBHOM MCCJICIOBAaHNU Y JTAHHBIX TIa-
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pCKD

‘Vpasuenune Kokpodra-T'oara

boavuoe Kpoeome4eHue

50-80 mMa/MUH
>80 mu1/MuH

<50 mu/MuH

50-95 mi1/MuH

boavwoe kpogomeuenue
<50 mi1/MuH

>95 MJ1/MUH '
0,00 0,50 1,00 1,50 2,00
— _
Jlyuire anukcaban Jlyuire Bapdapux

Puc. 1. 3ddextnBHOCTb 1 Be3onacHoCTb anukcabaHa no cpaBHeHWIOC BapdapuHom y naumeHToB ¢ @M n XBI (no peaynstatam cybaHannda PKW ARISTOTLE) [27].
CokpaweHus: /1 — noseputenbHblii MHTepBan, OP — oTHowweHWe puckoB, pCK® — pacyeTHas ckopocTb Kiy6o4KoBOW GuasTpaumm.

IMoarpymma Anmnkca0aH vs puBapoKcadaH Anmukca0aH vs 1aouraTpaH
XBIT
>l OTHOCUTETBHBIN PUCK ( ) OP (95% NTH) OP (95% 11)
uHcynbta/CHD Her - 0,79 (0,70-0,89) 0,69 (0,56-0,84)
Ha B 0,84 (0,70-1,00) — 0,81 (0,58-1,14)
| — —
0 1 1,7 0 1 1,7
Anukcaban PuBapokcaban Anmkcaban JladuraTpan
Jdydine  Jrydine Jydine Jydine
Ioarpynna A 202 PUBAPOKCA02 A 02 nao Pa
-~ OTHOCHUTEIBHBIN PUCK (XBII)
v Bobioro KpoBoTeueHust OF (957% ) OF (95% i)
Her = 0,52 (0,49-0,56)* 0,80 (0,70-0,92)
Ha - 0,61 (0,56-0,67)* — 0,74 (0,61-0,89)
11 | E— —
0 1 1,7 0 11,7
Anukcaban PuBapokcadan Anukcaban JlaGuraTpan
Jyyie Jydine Jiy4uie Jy4nie

Puc. 2. Conoctasnenue OP mexay coboii npu npuéme Tpex MOAK (anukcabaHa, puBapokcabaHa v gaburatpana) B nogrpynnax kak 6e3, Tak u ¢ XbIN B OTHOLLEHWM pucka
VIHCYNbTa/Cepbe3HbIX HEXeNaTebHbIX SBIEHUI 1 6OMbLLVX KPOBOTEUEHWIA B KPYNHOM 06cepBaLmoHHoM nccneposarn ARISTOPHANES [30].

Mpumeuanue: * — p<0,05.

Cokpawenus: I/ — nosepuTenbHblil uHTepean, OP — oTHoweHne puckos, C3 — cucTeMHble ambonum, XBIN — xpoHnyeckas 60ne3Hb Noyek.

IMEHTOB BapdapuH, IO CPaBHEHUIO C IUTAe00, YIBOWII
PUCK TeMOopparndeckoro nHcynbra [21].

ITonck onTUMaNBHEIX TIpeTapaToB I aHTUKOATYIISI -
mun TipuBéEn K cuHTe3y [IOAK — maburarpaHa, puBapo-
KcabaHa, animkcabaHa 1 3mokcabana. JlaburatpaH sIBisi-
eTcs TIPSIMBIM MHTUOUTOPOM TPOMOWHA, a OCTaJIbHBIC —
nHTHOUTOpaMu Xa ¢akTopa cBEpPThIBaHMS. Kaxnplit 13
HUX YHUKAJBbHBIM 00pa30M BIMSIET Ha MpOodUIb Koary-
JIIIUN Kak in vitro, Tak 1 in vivo. B vactHocti, [IOAK
B pa3HOi1 CTEIIEHU BHIBOIMTCS Yepe3 MOUYKM: TabuTaTpaH

npumMepHo B 80%, puBapokcabaH — 33% u anukca-
O0aH — 26%, 4TO UMeeT KJIIoYeBOe 3HAYEHME [IPY HaJIH-
uyun XBII. JleiicTBUTENBHO, alTMKcabaH B OCHOBHOM BHI-
BOIMTCSI C IOMOIIBIO HETIOYCUHBIX MEXaHM3MOB, TaKUX
Kak muToxpoMm P450, U3 KWIIeYHNKa 1 KSITIHBIX MyTei
W MEHBIIIE BCETO BKCKPETUPYETCS Yepe3 MOUYEIIOIOBYIO
cuctemy. JlanHast ¢hapMaKOKMHETHKA almMKcabaHa 00b-
sIcHSIeT, modemy cpenu npyrux [IOAK mMmeHHO ero y ma-
nueHToB ¢ XBII IV u V cragmnii MoxxHO paccMaTpuBaTh
KaK aJlkTepHATUBY BapdapuHy [22].
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Hccaedosanue ARISTOTLE

OP 0,50
(95% 1 0,38-0,66)
6,44 OP 0,77
S. 6 (95% 1IN 0,62-0,94)
g =
é % 5 4 3,21 3,21
Qo
S g
= Bosbimoe kpoBoteyenne — OCHOBHAsI
KnKp  30-50 m/mun 50-80 mu1/mMuH KOHeuHasd Touka 6e3onacHoct B PKU RE-LY,
[l Anvkcacan ROCKET AF, ARISTOTLE
Bapdapun
Hccaedoeanue RE-LY HUccaedoeanue ROCKET AF
OP 0,99 (95% JIN 0,77-1,28)*
OP 1,01 (95% oW 0,79-1,30)**
e 01 (95% I 0,79 ) OP 0,76 (95% IH 0,62-0,94)* ° 5 OP 0,95
SE 6 545 550 549 OP 0,91 (95% JIN 0,75-1,11)** 5w (95% 11V 0,72-1,26) OP 1,07
25 = 3.70 SEc6 449 470 (95% [111 0,91-1,26)
3= 2 4 3,35 ) ST ’
8 & 2,84 gz g 339 3,17
< 9 S g5 4 ’
SE® , E2E
5 2 S oo 2
< M S &E
= 0 T :J‘S < 0
KnKp 30-50 mu/mun 50-80 mu/mMun = KnKp 30-49 ma/mun >50 mu/Mun

JlaouraTpan 110 mr
JlaburaTpan 150 mr

[ Pusapokcaban
Bapdapun

Puc. 3. BnnsHue ocHoBHbIx MOAK Ha 4acToTy pa3BuTis G0ONbLLKX KPOBOTEYEeHUI B nccnenoBaHusx ARISTOTLE (anukcabaH), RE-LY (naburatpar) n ROCKET AF (puBa-

pokcabaH), N0 CpaBHEHMIO C BapHaPUHOM.

Mpumeuanue: * — paburatpaH 110 mr vs BapdapuH, ** — naburatpat 150 Mr vs BapdapuH.
Cokpawenusi: /1 — posepuTensbHblin nitepean, KU — knmHuyeckoe ncenenosanve, Knkp — knnpeHc kpeatuHnHa, OP — OTHOLIEeHUe pUCKOB.

AnTtukoarynsauusa npu &M v XBN I-11l craguii

Ha manHBIIT MOMEHT OTCYTCTBYIOT paHIOMMN3NPOBAH-
HBIC KOHTpoJmpyeMble ucciengoBanus (PKH), B koto-
peix ITOAK cpaBHUBaIMCh OBl HAIIPSIMYIO MEXKIY COOOIA.
IToatoMy 06b1yHO OHU B PKU, perucrpax m meraaHa-
JIM3ax y MalueHToB ¢ HekimanaHHoit PI1 cpaBHUBaIOTCS
¢ “30J0TBIM cTaHgapToM” — BapdapuHom. Tak, B PKN
RE-LY c BapdapuHom cpaBHUBajiCS gaburarpaH B J0-
supoBke 150 m 110 mr 2 pasza/cyr. [23]; B ROCKET-
AF — puBapoxkcabaH B go3e 20 wm 15 Mr/cyr. [24, 25];
B ARISTOTLE — ammkca6an 5 MT mwiu 2,5 Mr 2 pa3a/cyT.
[26]. B mannusie PKM BKIIOYaIMCh MAlIMEHTHI TOJBKO
I-1II crammnit XBII, n ecitut B ROCKET, RE-LY xpure-
pusMu uckimoueHus 6u11 CK® <30 mii/mun/1,73 M2, TO
B ARISTOTLE <25 mi/mun/1,73 m%2. B RE-LY B Korop-
Te ¢ XBII maburaTtpan B mo3e 110 mr 2 pa3a/cyT. He yCTy-
may BapdapuHy B IpoPIIaKTUKE WHCYIbTa U CUCTEM-
HO¥ 3MOO0IMH, HO MMeJI MEHBIIWIT PUCK OOJBIINX KPO-
BoreueHMiA. lnbaraTpaH B 103UpoBKe 150 MI yMEeHBIIIIT
pUCK TpoMO0AMOOIUU U OOJBIINX KPOBOTEYECHUI, HO
VBEIMIUJI YaCTOTY XKETyIOYHO-KHUIIIEUYHBIX M OMACHBIX
nst xxu3Hu kKpoBoteueHUit. B ROCKET-AF puBapoxca-
0aH He ycTynaa BapdapuHy B IIpOMWIAKTUKE WHCYIb-
Ta, HO OBUI CPaBHUM IIO YacTOTE OOJBIITNX KPOBOTEUE-

auit. B ARISTOTLE ammkcabaH TipeB3olien BapdapuH
B IIpOoMJIAKTHUKE MHCY/IBTa M TPOMOO3MOOIMIA 1 TTOKa3all
MEHBIIINHA PUCK OONBINTNUX KpoBoTedeHUi [27] (puc. 1).
B panpHeitmmem aHanu3 3¢ ¢eKTUBHOCTU U Oe30mac-
Hoctr ITOAK y 60ompHBEIX ¢ XBII mipoBOommics B 60Ib-
IIeil CTeTIIEHN B PETHCTPAX, CHCTEMATUICCKUX 0030pax
¥ MeTaaHanu3ax. B gactHocTH, B peructpe INSigHT Bce
ITOAK mpomeMOHCTpHPOBaIM XOPOIINiA MpoduiIb 6e3-
ONacHOCTU 1 3¢ (HEKTUBHOCTHU KaK y nauueHToB ¢ XbBII,
Tak u y nauueHToB 6e3 XbBII. ¥ mauuentoB ¢ XbII 60-
Jiee BBICOKAST 9aCTOTa TPOMOOSIMOOIMICCKUX COOBITUI
HaOJII0MaIach B TPYIIIe pUBapoKcabaHa, B TO BpeMsl KaK
HHU3Kas mo3a maburarpana (110 mr 2 pa3a/cyr.) mokasaina
TPEBBIIIEHNE YHCIIa TPOMOOIMOOTMIECKUX COOBITHIT [28].

B xpymHOM cucrematmdeckoMm ob63ope Feldberg J, et
al. Ha ocHoBe aHaim3a 10 kpymaeix PKM He 6bLTO 1O-
Ka3aHo cymecTBeHHOM pasHuibl Mexny [TOAK u Bap-
¢aprHOM B CHIDKEHUH YaCTOTHI MHCYJIBTOB Y TTAIIIEHTOB
¢ ymepeHHo# XbBII, 3a uckiaoyeHneM naburarpaHa B 10-
3upoBKe 150 MT M anmMKcabaHa, KOTOPHIC OBLIM JIyYIIe
B CHIDKCHUW pHCKa WHCYJIBTA WU APYTHX HeOJIarompu-
SITHBIX UCXOMOB. Y mauueHToB ¢ ymepeHHoit XBII anok-
cabaH M anmWKcabaH, IO CPAaBHCHUIO C BaphapUHOM,
3HAYNTEIIPHO OTPAHUYMBAINA YHUCIO OOJBIINX KPOBOTE-
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Y naumeHToB ¢ KIMPEHCOM KpeaTHHuHA 25-30 mi/MuH

Bonbiioe nim 3HaYMMOE KPOBOTEUEHME

WHcynbT unm cucteMHast aMO0Ius

WNudbapkT Mmuokapaa

95% TN

10,00 100,00

Jlyde anukcaban

>

Jlyaue Bapdapux

Puc. 4. NMpesocxoacTeo anukcabaHa neper BapbapyvHOM Mo Yncny KpoBoTeueHwid y 6onbHbix ¢ TBIM B nccneposanuu Stanifer JW, et al. [35].

Cokpauenusi: IV — noeeputenbHblii HTEpBan, OP — OTHOLLEHWE PUCKOB.

YeHUi1, ToTma KaK puBapokcadaH M JaburatpaH TaKUX
pasanyunii He TTokasanu [29].

B macmrabHoM oOCepBallMOHHOM MCCJENOBaHUU
peanbpHO¥ KauHnyeckoi nmpaktuku ARISTOPHANES
CpaBHUBAJIUCH BapdapuH, alTukcadbaH, 1aburaTpaH v pu-
Bapokcaban y mmouty 500 Teic. mauueHToB B 2013-201571T.
Arnmkcaban (otHomenue pruckos (OP) =0,61; 95% nose-
putenbhblii uaTepBan (JIN) 0,54-0,69), nadurarpan (OP
=0,80; 95% AU 0,68-0,94) u puBapokcabax (OP =0,75;
95% N 0,69-0,82) accoLMupOBaIUCh C MEHBIIEH Ya-
CTOTOM WHCYJIbTa WM CePhE3HBIX HEXEIATSIBHBIX CO-
OBITHII IO cpaBHEHUIO ¢ BapdapuHoMm. Anmmkcabaxn (OP
=0,58; 95% OU 0,54-0,62) u madburarpan (OP =0,73;
95% AU, 0,66-0,81) moka3aam MEHbBILHI PUCK OOJIBIINX
KPOBOTECUCHU 1O CpaBHECHUIO ¢ Bap(paprMHOM, a prBa-
pokcaban (OP =1,07; 95% AU 1,02-1,13) — Gonbiuwmii.
Hecmotps Ha To, 9yTo B maHHOM ucciaenqoBanum [TOAK
HE CPaBHUBAJINCHh MEXIY COOOW HAmpsMyIO, BIICPBBIC
Koropthl ¢ pa3HbIMU [TOAK comocTaBIsIimuch MeXIY CO-
6oii B moarpynnax kak ¢ XbII, Tak u 6e3 naHHOI 6oye3-
HU. BbbUl0o MoKa3aHo, YTO anuMkcabaH MMeN OmpeacaEH-
HOE TIPENMYIIIECTBO IIepel puBapoKcabaHOM M mabura-
TPaHOM B 00CHX ITOATPYIIIAX, KaK ITO KOJIMIECTBY PUCKOB
WHCYJIBTOB U HEXENIAaTeIbHBIX CEPhE3HBIX KPOBOTCUCHUIA,
TaK M OOJIBIIMX KpoBoTeueHmit (puc. 2) [30].

B 1ienom MoxxHO KoHcTaTupoBaTh, uto ITOAK Ghumm
0e30MacHbI ISl MALMEeHTOB CO CpeaHeli-nerkoil popmMoii
XBII, uTo TakKe MoATBepXKAaeTCsl MeTaaHaM3amMu. Yactorta
BO3HUKHOBEHUSI TPOMOO3IMOOINIA 1 KPOBOTEUeHUIA ObLia
3HaUYNTEeNBHO HinKe TIpu npuMeHeHn [TOAK mo cpaBHe-
Hmio ¢ BapdapuHoM (puc. 3). IIpeumymectso ITOAK te-
pen BapdaprHOM B JOJITOCPOYHBIX PETHCTPAX MOXET OBITh
B T.4. CBSI3aHHO 1 C OTCYTCTBHEM XapaKTEePHOTo st Bapda-
pYHA YCWIeHUs KaablpuKauy cocynos [31].

AnTtukoarynsiums npu TBI (IV u V cragum XBIM)
K coxanenuto, PKHM y manmuentoB ¢ ®I1 n CKD
<30 mi/mMuH/1,73 M2 He POBOAUIOCH, IO3TOMY CPaB-

auBath [IOAK n BapdapuH B JaHHON KaTeropuu ma-
OUEHTOB MOXHO TOJIbKO B 00CEpPBAIIMOHHBIX MCCIIC-
IOBaHUSIX, METaaHAJIN3aX M peTrucTpax. B MeraaHamms
Chokesuwattanaskul R, et al. [13] ObIIM BKITIOUEHBI 5
KPYITHBIX UCCICOOBAHUM C OOIMMM KOJIMYCCTBOM TIAlIM-
eHToB 43850 ¢ TBII. beum mMoKa3aHBI 3HAYUTEIBHOE
CHUXKeHMe pucka KpoBoredeHuit mpu npuéme [TOAK
(otHomenue mancos (OI) 0,42; 95% AU 0,28-0,6)
10 CpaBHEHUIO ¢ BaphapWHOM M HEOOCTOBEPHBIC pa3-
auuust B npoduiakTuke TpomM6oam6boauii (OLL 0,56;
95% O 0,23-1,39). Yacrora 1100bIX KPOBOTEYEHUIA TIPH
npueMe anukKcabaHa ObUIa TOCTOBEPHO MEHBIIE, YeM
Bap(papuHa, a yacToTa TpoMOO3IMOOIUIECKUX COOBITUI
MEXIy DAaHHBIMH TPYNIIaMU He pasimdanachk. [Toxoxue
nmaHHble y 00abHEBIX ¢ TITH n ®IT B peTpocneKTUBHOM
KOTOPTHOM HuccaenoBanuy noxaydmnm Siontis KC, et al.
(n=25523) [32], tme He OBUIO TTOKA3aHO Pa3IU4YMil B Ya-
CTOTE MHCYJIBTOB WJIM CUCTEMHBIX 9MOOJIMiT MEXIy Bap-
(aprHOM M anmKcabaHOM, HO MOCJICTHMIA ITOKAa3ajl IO-
CTOBEPHO 00Jiee HU3KUI PUCK OOJBIINX KPOBOTCUCHMIA.
Herndon K, et al. B koropte namventoB TBII (B T.u. Ha
JIUain3e) B PETPOCIEKTUBHOM MCCIEAOBAHUU 3a 6 JIeT
TIPOAaHATU3NPOBAIN YACTOTY OOJIBIINX KPOBOTCUCHUIA,
BTOPUYHBIX KPOBOTCUCHUI, MHCYJIETOB, TPOMOO3MOOIIIIA
y IAlMEHTOB MpY IpHUEéMe anmrKcabaHa Miv BapdapuHa
[33]. B uTore mocroBepHast pa3HUIla B YacToTe “OO0Jb-
mux”’ KPOBOTCUCHUM MEXOy TPYIIIaMi OTCYTCTBOBAJia
(14% vs 7%, coorBercTtBeHHO, p=0,362). B nccienopa-
Huu Jang SM, et al. (n=495) y maumenTtos ¢ TITH ¢ ®OI1
nmanHbIi [TOAK Takke He yBeTM4MBaJI PUCK KPOBOTEUE-
HUI TIpU CpaBHEHUU 0e30MacHOCTU U 3(P(PEKTUBHOCTHU
¢ BapdapuHOM [34], a maburaTpaH TOCTOBEPHO YBEIMIILT
YacTOTy TPOMOO3IMOOIMIECKNX OCIOXHEHUM, IO CpaB-
HEHUIO ¢ TpymnIoi ammkcabaHa. B xpymHOM cucTeMa-
THYECKOM 0030pe IT0 IMIPMMEHEHMIO aHTUKOATYISTHTHOM
teparu ripu ®IT u XBIT Feldberg J, et al. y manimeHTOB
¢ TUTAHOBEIM TeMOIHMAIN30M HE OTMEUYaIOCh CYIeCTBEH-
HOIT pa3sHUIBI B CHIDKCHUH YaCTOTHI MHCYJIBTOB MEXIY
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ITOAK u BapdapuHOM, OOHAKO Y TUATM3HBIX MallMeH-
TOB IPUEM pHUBapoKcabaHa M JabWraTpaHa B OTIMYHE
OT anmMKcabaHa YBEIMYMII 9aCTOTy KpOBOTeUeHMIA [29].
Cxoxue maHHBIC OBLIM ITOJYYECHBI M B MCCIIEIOBAHUSIX
Jang SM, et al. [34] u Stanifer JW, et al. [35] (puc. 4).

KoppekTtupoeka go3uposku MOAK npu XBI

IMockonbky [TOAK BEIBOASITCS B OOJIBIIEH 9aCTH Ue-
pe3 MMOYKH, TO HEOOXOMMMO KOPPEKTUPOBATh TO3UPOBKU
mpenapaToB B 3aBucuMoct oT CK®. PekoMeHmanmmu 1mo
n3mMeHeHusIM no3nupoBoK ITOAK ocHoBaHBI Ha JaHHBIX
OCHOBHBIX 4-X BhIIeyKaszaHHbIx PKU, a Takxke mccie-
IOBaHUM 1o (apmakokuHeTnke [23-26, 36]. Jlo3a na-
ouratpaHa 75 MT mepopajbHO 2 pa3a/CyT. peKOMCHIY-
ercst nauueHtam ¢ CK® or 15 10 29 mu/mMun/1,73 M2,
CornmacHO eBpOIEICKUM M aMEPUKAHCKUM pPEKOMEH-
IauugaM, gaburatpaH JOJDKeH Ha3HauvaThed mo 150 mr
2 paza/cyT. IS MalMeHTOB ¢ KJIMPEHCOM KpeaTWHWHA
50 mu/mun u 110 mr 2 pasa/cyr. — ot 30 mo 49 miu/
MuH/1,73 M2. PekoMeHayeMas H03a puBapokcabaHa
111 nauneHtos ¢ OIT ¢ CKD >50 min/mun/1,73 M2 co-
crasisier 20 Mr u ¢ CK® 15 no 50 miu/mun/1,73 M2 —
15 mr/cyt. CornmacHo pekoMmeHmanmsMm EBporeiickoro
00IIIeCcTBa KapAnOJIOTOB, PUBAapoOKcadaH ClIeayeT Ha3Ha-
4aTh 60obHBIM ¢ CK® 50 mii/Mun/1,73 M2 B 103UpPOBKE
20 mr/cyT., npu 30 mo 49 mu/mun/1,73 M2 — 15 mr/cyr.
PexomeHnnyeMast mo3a anmmkcabaHa COCTaBISIET 5 MT ITIe-
popaipHO 2 pa3a/cyT. U HEOOXOOUMO CHIKATh O3y IO
2,5 Mr 2 paza/cyT. IS TMAIlMeHTOB IIpU HaIMInu 2 U3 3
rmapaMeTpoB: Bo3pact >80 jeT, Bec <60 Kr U KpeaTMHUH
ceIBOpoTKHU >133 MMomb/n. Takke EBporreiickoe memm-
IIMHCKOE areHTCTBO PEKOMEHIYeT CHIIXATh H03y amu-
KcabaHa 2,5 MT 2 pa3a/CyT. WISl TTAIIMEHTOB C KIIMPEHCOM
KpeatHuHa oT 15 10 29 mu/mun/1,73 M2,

00cyxaeHue

®IT u XBIT HEepeaKo codeTaloTcsd APYT C IPYTOM U SIB-
JISIIOTCSI CEPbE3HBIM BBI30BOM BpaueOHOMY COOOILECTBY.
JlaHHass KOMOMHAIMSI BbI3bIBA€T MPOTPOMOOTUUECKUIA
3 }eKT, TPUBOOUT K MPOTPECCUPYIONIEMY CHIKCHHIO
(GYHKIMM TI0YEK, YBEIUYUBAET 4aCTOTY TPOMOOIMOO-
JIMI pa3IudHON JIOKAJIU3alK, OOJbIINX KPOBOTEUCHUIA
U CMEPTHOCTU, MO3TOMY TpeOyeT HazHAYEeHMs aHTHU-
KOaryJassHTHOW Tepanuu. HecMoTpsi Ha MOBBIIIEHHBIN
pUCK TpoM0O603MOonuu, MHorue nauueHTol ¢ XbII He
MOJIy4aloT MepopabHYyI0 aHTUKOATYJISIHTHYIO Tepaluio,
B OCHOBHOM M3-3a 0OSI3HM KPOBOTEUEHMUSI, BLI3BBAHHOTO
nepeno3upoBkoii BapdaprHa. JlaHHBIN MpernapaT UCTo-
pUYeCcKM Ha3HayaJCsd BecbMa IIUPOKO U IO CHUX MOp
npu Bcex ctagusix XBII B OONBIIMHCTBE peKOMEHIAIUi
ocraéTcs TpenaparoM BeIOopa. OgHAKO 3HAYUTEITBHOE
HeynoOCTBO JO3UPOBAHUSI M MO3TOMY BBICOKMM PUCK
KPOBOTEUYEHHI TIpU €ro NMepeao3upoBKe MPUBEIU K T10-
apieanio ITOAK, KoTopble MpakTUUECKN He TPeOyIoT

JTabopPaTOPHOTO KOHTPOJIS M JIETKO TO3UpYIoTCs. B KpytI-
Heix PKM, a Takxxe B MeTaaHaiu3ax IpU CpaBHEHUU
¢ BapdapuHOM ObIT0 TToKa3aHo, yTo I[TOAK y 60JBHBIX
¢ ymepeHHBIM cHkKeHeM CK® (XBIT I-111) mo xpaii-
Hell Mepe He ycTynanu BapdaprHY B IIpeOOTBpaIleHUN
TpoM0OO3MOouii. bonee Toro, ammkcabaH 1Mo cpaBHE-
HUIO ¢ Bap(aprmHOM IIpA OOWHAKOBOI aHTUTPOMOOTH-
YeCKOM aKTMBHOCTH, ITOKa3aJl 3HAYNMOE CHIDKCHUE Ya-
CTOTHI KpoBoTeueHMit. B pekomeHmanmsx EBporreiickoro
o0ImmecTBa KapamoJI0oroB yKa3hbIBaeTCS IIPEBOCXOICTBO
nmerommxcst [TOAK Hag BapdaprHOM ¢ KJIaCCOM JTOKa-
3atenbHOCTU 1A [1].

Y 6ompHEBIX ¢ XBIT IV-V (TBII) MeTaanamussl ¢ 607b-
UM KOJWYECTBOM ITAIIMEHTOB IIPOACMOHCTPUPOBAIIH,
uTo BapgapuH U anukcabaH IpeaoTBpalaiud TpoMoOo-
9MOOJIUY TIPUMEPHO OMMHAKOBO, a TTOCICTHMIIA OBLT CBSI-
3aH CO 3HAYUTEJIBHO 00Jice HU3KUM PUCKOM KPOBOTE-
yenus [27, 32]. Ecniu B eBpoIeiicKUX 1 aMepUKaHCKUX
pexkoMenganusx 2014r pu PI1 g1 maHHO# KaTeropmun
MalueHTOB peKOMEHIOBAJICs Bap(apuH, TO yxXe B 0ojee
MO3IHUX — AMEPUKAHCKON KapIMOJOTMIeCKON acco-
muanueit (AHA), AMepruKaHCKMM KOJUISIXeM Kapamo-
noroB (ACC) u O6mectBom putma cepama (HRS)
(20191) — yxke anukcabaH [37]. OgHAKO B eBPOICUCKIX
peKOMEHIALIMSIX W aHHOTAIlMKA alnKcabaHa yKa3bIBa-
erca IV cranus XBII. He cayuyaiiHo B MeTaaHaiu3ax
Chokesuwattanaskul R, et al. [13] m Godino C, et al. [28]
anmKcabaH ObUT Hanbosee YacTo ncrob3yeMbiM [TOAK
npu Bcex cranusx XBII, yto oTpaxkaer moBepue Bpaueit
¥ nanmeHToB K BeIoopy ITOAK 1mpyn jaHHOM codeTaHUu
0oJIe3HEM.

TakyM 0Opa3oM, MOXHO CAENATh CICAYIOIINAE BBIBOMIBIL:

1) Coueranme ®I1 u XBII 3HAYNTENTHPHO YBEIWIM-
BaeT 9aCTOTY HEOJArompUSITHBIX CepACTHO-COCYIUCTHIX
COOBITHH (TPOMOO3MOOIIIIA, KPOBOTCUCHUI M CEPACTHO-
COCYIOVCTEIX CMEpPTEii).

2) Y nmanmenTtoB ¢ ®IT u XBIT anTuKoarymsauus mo-
KaszaHa npu Bcex crerneHsx XBII. Jlns manHoit Le-
M BapdapuH SIBISIETCS IIperiapaToM BBEIOOpA, OTHAKO
CIIOXXHOCTDH JO3MPOBAHMUS M MOBBIIICHUE PUCKa KpPO-
BOTCUYCHUM OCJIOXHSIOT IpUMEHEHWE OAHHOTO JieKap-
CTBEHHOTI'O TpernapaTa. B mociaegHux peKoMeHIauusx
npu ®IT u XBIT I-1I1 mocTynupyeTcss mpeBOCXOACTBO
ITOAK (amukcabaH, puBapoKcuOaH, maburaTpaH, 310-
KcabaH) 1epen BapdapuHoM. I1pu 3TOM anmmkcadbaH 1o-
Ka3aJ MEHBIIYI0 YacTOTY KpOBOTECUCHMIT, YeM Bapda-
puH. IIpu XBIT IV cTanuu ¢ aHTUKOATryJIsIHTHOM 1IebI0
MMOMUMO BapdaprHa MOXHO HMCIIOJIb30BaTh allMKcadaH.

3) Ipm wHammuum XBII HeoOXOTMMO KOPPEKTUPO-
BaTh mo3upoBKy I[TOAK mis mpemoTBpameHnss KpoBoO-
TEYECHU I, COITIACHO UMEIOLLIUMCS PEKOMEHIALUSIM.

OTHOImEHNS ¥ TeATeIbHOCTb. [1yOImKaIinst moaroToB-
JICHA TIpY TTommepXKe KoMmnannu Ildaitzep.
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