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Kynukos A.B.



NMONOXEHMUE 1.

M3meHeHMa B CUCTEME TemocTasa npu  PuU3nNoNormyecKu
npoTeKaowen 6OepemMeHHOCTM B BUAE TUNEPKOoArynaumm
HeobxogMmbl AN aAEeKBAaTHOM OCTAHOBKM KPOBOTEYEHUA B
TPeTbeM Nepuoae POoAOB HApPAAY C MEXAaHM3MOM COKpalLeHUsA
MATKU U ABAAIOTCA HOPMOM bepemeHHOCTU. [lpu oTCyTCTBUM
abCoONOTHbIX NOKasaHMM (B CBA3M C COMATMYECKUMMU
3a60n1€eBaHUAMMN) 3T U3SMEHEHUA B BUAE rMNEepKoarynsauum He
ABNAIOTCA OCHOBAaHMEM ANA NPUMEHEHUA aHTUKOATYIAHTOB U
Ae3arperaHTos.



2045t/n 40651/
7125%  100-125%
75-125%  100-150%
7125  150-250%
75-150%  200-500%
75-125%  100-150%
7125 150-250%
75-125%  100-200%
12 35T

Menee 0,5 mr/n 0,13-1,7 mr/n
1,6-13 mKr/n 3,3-9,2 MmKr/n



BHe
6epemeHHOCTH

KomnoHeHTbI

UHrMburopbl aKTMBaTopa N/1a3MUHOreHa

1, 2 (PAI-1, PAI- 2) 100%
daKkTop Bunnebpanpa 100%
AHTUTPOMOGMUH Il 80-130%
TpombouuTbi 150-350 * 10°
MexayHapogHoe HOpPMann3oBaHHoOE

oTHoweHune (MHO) 0,9-1,1
AKTMBUPOBAHHOE YyacTU4yHoe

(napuunanbHoe) TpombonsacTuHOBOE 22-35 ¢
spems (AYTB, ANTB)

TpombuHoBOE Bpems 11-13 ¢

Bo Bpema
6epemeHHOCTH

YBennunBaroTca

YBennumsaercs
YMmeHbluaeTcH
He nameHAeTcs
He nameHaetcsa

He nameHaroTca

0,9-1,1

22-35c¢C

11-13c



NMONTOXKEHMUE 3.

AHecTe3nonor-peaHnmaToNIor nepen nNpoBeAeHUEM aAHEecTe3nun
NOJTIXKEH ob6A3aTenbHO OLUEHUTb Ha/n4me NCXOOHOM
rMNOKOoarynsauum, CBA3aHHOM C BPOXAEHHbIM UAN NPUOBPETEHHbIM
nepnumntTom GaKTopoB CBEPTbIBAHUA KPOBU U TPOMOOUUTONEHUEMN.

HeuWpoakcuanbHbie meTozbl aHanresnun/aHecrtesum
NPOTUBOMNOKA3aHblI:
 Mpn Konndyectse TpomboumtoB meHee 100*10° - npwu

KaTeTepmsaumu annaypasbHOro NpocTpaHcTBa, meHee 75*10° —
npu NyHKUMn cybapaxHonOaibHOro NPoOCTPaHCTBa.

* [lpn MHO n AIITB B 1,5 pa3a Bbllle HOPMbI.

e KoHueHTpauun pnbpmuHoreHa meHee 1,0 r/n.

* [MnokoarynAauum Ha TpombosnacTorpamme.



NMONOXEHME 4.

AHecTe3nonor-peaHnmaTosior yxxe npu cbope aHamHesa o0b6a3aH
BbIABUTb (PAKT MUCNOb30BAHUA MNALUEHTKOM npenaparos,
CHUXKAIOLWMNX CBEPTbIBAOWMNA NOTEHUMAN KPOBU U Oonpeaenutb
cTeneHb 6e30nNacHOCTM B OTHOLWIEHUU  remopparnyecKkux
OCNOXHEHMN BO BpemAa Nobon MHBA3MBHOM npoueaypbl
(onepauumn) n/mnu HelpoakcmanbHOM aHanresnmn/aHecTesnmu.

B nepBylo o4yepedb 3TO KacaeTcA BPEMEHHbIX WHTepBasioB OT
MOMEHTa nocseaHero npuema/sBegeHuns npenaparta 40 BPemMeHU
Havyana onepauumu, poaoB Nnu HelpoaKcManbHOM
aHanreamun/aHectesmn. [pn  MCNONb30BaHUMU  KaTeTepusauuu
3NNAYPANbHOIO MNPOCTPAHCTBA 060A3aTeNbHO KOHTPOAMPOBATH
Bpems BBeAeHUA npenapaTa U Bpema yaaneHua Katetepa.



B mupe exxerogHo oT TepaneBTUYECKUX A03
aHTUKoarynaHtos ymupaet 50000 naymeHTOoB




KAanHu4yeckue pekomeHaauuu,
yreepxaeHHble PAP (www.far.org.ru)

ITEPUOITEPAITMOHHOE BEJIEHUWE HOJIGHBIX, ITOJIVHAIOIUX JJJIMTEJIBHVIO
AHTUTPOMBOTHUYECKVYIO TEPAITHMIO. KIIMHUYECKHWE PEKOMEHJTALTHN.

3abomorckux M.b. (Kpacrozap), Kupos M IO. (Apxanrensck), boxxkoBa C.A. (CaHKT-
[TetepOypr), bynanos A.1O. (Mocksa), BopoOoseBa H. A (Apxanrensck), I puropses
E.B.(Kemeposo), I'puntan A.M.(KpacHospcek). Kypanees U.C.(Cankr-IletepOypr),
Jlebenunrckui K.M.(Carkrt-IletepOypr), Jlomusopotor B.B.(HoBocubupcek), OBeuxknH
A M.(Mocksa), ITotuesckas B..(Mocksa). CurpkoB C.B.(KpacHoaap), Cy60oTuH
B.B.(Mocksa), lllyaytko E.M.(Mocksa)



Obmepoccaiickaf 00mMecTEeHHEAR OPraHAANEA
wiPegepadEa aHeCTe3HO0.I0TOB H PeaHAMATO.10T0B»
Poccaiickas o0MmecTEeHHEAA OpraEmz:anas " AccogEanas
AKYIepPCKHEX AHECTe3H0.I0T0B H peaHEAMAaTO.10T0B"

KinanuecKkHe peKOMeHIANHH (IIPOEKT) 110 AHEeCTe3HH
H HHTEHCHBHOM TepAllNH B AKyHIepPCTBe Y
NANHEHTOK, MOJYVYAKIIHAX AHTHKOATYJIAHTHI /18
NpoPHIAKTHKH H JIe9eHHA BeHO3HBbIX

Tpﬂh[ﬁﬂ?MﬁﬂJ]H‘IEEEHI OCJIOKHECHHH

Kyaukos A.B., Ilngpman E M., 3adonoTckux H.b., CuEbkoB C.B.,
IMyayrko E.M., bedomectHos C.P.



pynnbl npenapaTtoB, BNUSIOWMUX HA CUCTEMHbLIV reMocTas

CHMXarT remoctatuydeCKmmn noteHuman
KpoBu

NMoBbIWAaKT reMmocTaTU4YeCKnMn
noTeHuuarsn Kposu

HedpakumoHupoBaHHbIN renapuH

HuskomonekynsipHbIy renapuH

(cbpakcunapuH, knekcaH, gparMmunH, umbop)
UHruburtopbl chaktopa Xa
(Fondaparinux, Rivaroxaban)

MpsMble MHFIMOUTOPLI TPOMOUHA

(Hirudin, Bivalirudin, Argatroban, Ximelagatran
OuburaTtpaH)

MNMpotenH C

AHTUTPOMOUMH Il

TpombomoaynuH

TpoMOONUTUKKN

AHTaroHnctbl ButTammnHa K
[e3arperaHTbl (acnupvH, TMEHONEPUONHbI)

AHTUPUOPUHONUTUNKIN
(amnHoKanpoHoBas U
TpaHEeKCaMoBas KVICJ'IOTbI)

AnNpoOTUHUH

3amecTuTenbHaa Tepanus
(TpombouunTapHas macca,
cBeXe3aMOpOoXeHHas nnasma,
KpuonpeuunutaT, KOHUEHTpaTbI
OTAesbHbIX (aKTopoB)

JecmonpeccuH
ButamuH K




[ MHrmburtop nytu

TKaHeBoro ¢akropa renapuHd HMT

HuskomoneKkynapHbii }
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Bonpoc 3HaTOKam:

MayueHTKa 34 net nocTtynuna B CTauMOHAp C KJAMHUKOW BHYTPEHHEro
KpoBoTeueHna Ha ¢poHe BHemaToyHOU bHepemeHHocTU. B TeueHue 1
roga nocse nepeHeCeHHOro MLWEeMUYECKOro WHCYyNbTa MNpUHUMaEeT
BapdapuH B poze 5 mr c MHO - 2,1
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[enapuHbi

* HedpakuMoHMpPOBaHHbIN renapuH
* HusKomonekynapHbiv renapuH
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[1o3bl HedppaKUMOHNUPOBAHHOIO renapuHa

lNMpenapaT Craprt MoanepxusaroLyas
no3a

JleyeOHbIe AO3bI

HI" BHyTpUBEHHO (1C) 80 EQ/kr unu 5000 Ef] 18 EL/kr/u
HIr noakoxHo (1C) 17500-18000 EQl, nnwu
B/B 6ontoc 5000 E/] 250 EQ/kr n/k yepes
12 4
OueHka adpchekTUBHOCTU NeyebHOM A03bl: yBenuyeHue AMNTB (AYTB) B 1,5-2
pa3a
lpogunakTuieckue 5000 EQ1 noakoxHo 4yepe3 8-12 4
Ao3bl HI A P

AHTaroHUCT: NpotaMuHa cynbdaT — 1 Mr HakTUBUpYeT 1 Mr renapuHa
(=100 EDD)




03bl HU3BKOMOIEKYNIAPHbIX renapuHoB

[Mpenapart PekomeHgyemasn gosa
npodunnakTuKa ne4yeHue
JHOKcanapuH 20-40 mr 1 pas3 1 mr/Kr 2 pasa/cyt
(KnekcaH, lemanakcaH) B CYTKU nméo

1,5 mr/kr 1 pa3/cyr

dantenapuH 2500-5000 ME 100 ME/Kr 2 pasa /cyt
(Pparmun) 1-2 pasa /cyr (He >18 000 ME)
HapponapuH 0,3-0,6 mn 0,01 mn (95 ME)/kr
(Ppakcunapuh) (2850-5700 ME) 1 pas3 /cyt 2 pa3a/cyt

bemunapuH (Lnb6op)

2500-3500 EA/cyTKku n/K

AHTaroHucT: npotamuHa cynbdgat — 1 mr nHakTuemupyet 1 Mr renapuHa
(=100 EQ1), HO 3achpdhekT TONbLKO Ha 60%

Oanee: C3I1, cdhakTop VI




CpaBHUTE/IbHAA XapaKTePUCTUKa HeppPaKLMOHNPOBAHHOTO U

HU3KOMOIEKYNAPHOTrO renapuHa

[NokasaTtenb HI HMTI
MonekynapHasa macca, i 6000-20000 4000-6000
buogocTtynHocTb,% o 30 o 90
dNMMMHALMA U3 OpraHu3ma KnetouHasn Yepes nouku
CnocobHocTb
CBA3bIBATLCA C + -
3HAOTEeNnOUUTaMMU
MpouBoTpomboambonnuecknm AHTum lla 30% -aHTnXa

adpdeKT AKTUBHOCTb 70% - TFPI




CpaBHUTEeNbHAA XapaKTepUCTUKa
HeppPaKLUOHMUPOBAHHOTO U HU3KOMOIEKYIAPHOro

renapuHa
Mokasartenb HPr HMTI
'Mnokoarynayua + -
B npod. go3ax He

AMNTB yAINHAET yBenMuNBaeT
PukoweTtHble Tpomb603bli + _
AyTOMMMYHHaA TpombouutoneHus + _
J1abopaTopHbIA KOHTPOAb + _
TpaHcnAaueHTapHbIX Nnepexoa _ _
OcnoXXHeHMA remopparuu, +
OoCTeonopos, aaaoneuus)




Knacc aHTMKoarynsHTos ApdexT Ha TPOMOUH

ekt Ha dakTop Xa

HedpakumoHnpoBaHHbIN

renapuH
Binds to antithrombin I1I (ATIII) Binds to antithrombin 11l (ATIII)
and thrombin via pentasaccharide
; (inactivates thrombin) (sufficient to inactivate Xa)
: xﬂ
HuskomoneKynspHbiA
renapuvH
Binds to antithrombin I11 (ATIII) Binds to antithrombin 11l (ATIII)
: but not to thrombin via pentasaccharide
: (poorly inactivates thrombin) (sufficient to inactivate Xa)
CeneKkTUBHbIV Xa
MHI‘MGMTOp (palcropa Xa No effect on thrombin
Fondaparinux
i Binds to antithrombin 111 (ATIII)
: via pentasaccharide
i (sufficient to inactivate Xa)
Substrate recognition

site (Exosite)

Catalytic site

4 epam; (Active site)
binding
Site '
' Argatroban
MpsAMble UHIMOUTOPBLI |
TpOMGUHA Thrombin
Lepirudin

Selectively inactivate thrombin

No effect on Xa




Pentasaccharide o X
sequence QF aKTop Aa

HI

AHTUTPOMOMH

Pentasaccharide
sequence

ﬂlgbawrop Xa

6MH




9ddekTbl HMTI He cBA3aHHbIe ¢ aHTUTpombuHom ll|

YBennueHue BbiNyCKa MHrMbUTOPaA nNyTM TKaHeBOro
dakTopa TFPI

B3anmopeuncreue ¢ Kopakropom ll renapuHa

UHrmbuposaHue NPOKOAryAAHTHbIX 3P PeKToB
NeuKouunTos

AKTtnsauua ¢mnbpumHonunsa

MopaynmpoBaHue COCTOAHUA COCYAUCTOro IHAOTENUSA



CsoucrtBa UHIIMbUTOpPaA NyTK TKaHeBoro ¢pakropa (TFPI)

TFPI - MHOrogoOmMmeHHbIN MHIMBUTOP reHepaLuumu nporeas
Mpamon nHrmbutop dpakropa Xa n anacrasnol

UHrmbutop akKtuBauum TpombounTOoB TKaHEeBbiM (daKTopom M
MmaKpodaramu

BB&MMOAEVICTBVET C amMnonporenHamum HU3KOMU NJOTHOCTHU
U3MEHAA UX NAaTONOIrM4YeCKylo pojib

B3zanmopaeicTByeT c cocyauctbiMm sHAOTEINEM
MoaynupyeT sHAOTreHHble NMI0KO3aMUHOIINKaHbI

HeuTtpanusyer sHAOreHHbI TKAHEBOU paKTop



AHTaroHucTbl ButammHa K - BapdapvH
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Axnanbie daktoput I, VI, IX, X HeaxtusHbie daktopsi I, VII, X, X




¢

S

AHTaroHncTbl ButammHa K - Qg&‘z
BapdapuvH &@&“o ’.
‘¢ ¢ o0

Puck ambpuoHanbHbix aHomanuu oo 4,6- 8,2% - «Fetal Warfarin
Syndrome»

NMotepsa nnoaa o 24-33%

KpoBoTeueHua y matepu un nnoga

BapdapuH 5-10 mr ucnonb3yerca € nepsbiX CYTOK nocne
onepauum Unun poaos.

NMpumeHaetca coemectHo ¢ HI nuam HMI B TeueHue 3-5 cyToK ans
poctuxeumna MHO 6onee 2,0-3,0 B TeueHUe 2-x CyT., NOC/AE YEro
renapuH oTmeHAeTcA




Kapn lNéTtep XéHpuk [am (1895-1976)
Hob6enesckasa npemusa 1943 r. 3a oTKpbiTHE
BuTamuHa K

dayapa Ananb6épt [161M3n(1893-1986)
Hob6enesckana npemusa 1943 r. 3a oTKpbiTUE
CTPYKTYpbl BUTaMmuHa K



MepuonepauMoHHOE NpUMeHeHUue aHTUKOArynaHToB

American College of Chest Physicians Evidence-Based Clinical Practice Guidelines (8th

Edition), 2008

MauueHTbl, nNPUHMMAIOWME aAHTArOHUCTbl BuTamumHa K
(BapdapuH) MAOMKHbI NpPeKpaTuTb nNpuem 3a 5 CyTOK A0
onepauum ana Hopmanmsauum MHO (INR) (yposeHb 1B)

Mpuem aHTaroHucros ButamuHa K (BapdapuH) HauuHaeTtcs
yepes 12-24 4y nocne onepauuum nNpu YyCAOBUM HaAEXKHOrO
remocrtasa (yposeHb 1C)

Echvy MHO > 1,5 3a 1-2 gHA A0 onepauun — nepopasnbHbIN
npuem ButammHa K 1-2 mr (yposeHb 2C)



MepuonepauMoHHOE NpUMeHeHUue aHTUKOArynaHToB

American College of Chest Physicians Evidence-Based Clinical Practice Guidelines (8th
Edition), 2008

* Mpu HeobxogMmocTn 3ameHbl aHTAaroHMcTos BuTamuHa K
(BapdapnH) B nepuonepayMoOHHOM nepuoge ¢ SKOHOMUYECKOMU
TOUYKMU 3peHumn npeanoytTutesnbHee ambynatopHoe
ucnonb3osaHue nogkoxHoro HMI, a He cTauumoHapHoe

npumeHeHue BHyTpuBeHHoro HI. (yposeHb 1B)



MepuonepauMoHHOE NpUMeHeHUue aHTUKOArynaHToB

American College of Chest Physicians Evidence-Based Clinical Practice Guidelines (8th
Edition), 2008

* Mpn HeobXoAMMOCTM HEOTNOXHbIX WUHBA3UBHbIX
npoueayp WAM  XUPYpPruyeckux onepauum y
NauMEeHTOB, NPUHNMAIOLWMUX AHTAFrOHMUCTbl BUTaMmUHa K

(BapdapuH):

— ButamuH K - 2,5-5 mr B/B (ypoBeHb 1C)

— CBeXXe3amoporKeHHas naasma 10-15 mna/Kr

— KoHueHTpaT npotpombuHoBoro komnaekca (Mportpomnnekxc)

— PekombuHaHTHbIN akTUBMpPOBaHHbIN PVII (Koarun)



BHyTpeHHuit nyTb TPOMBOJ/INTUKU
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[ KannukpeuH H ypOKMHaBa
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AKTuBaTop
Mnasmukoren [11a3MUH nnasMuHoreHa
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BHeLwHUM nyTb
TKaHeBOM
~ aktuarop t-PA

PUOpUH
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MpoaykTbl gerpagauuu cpudbpuHa (NAP)

D-anmep



NpoAayKTbl gerpagauunm
dnbpuHa-pubpuHoreHa (NAP D)

* 9TaHONOBbLIN TECT

* [MpotamuHcynb(aTHbIN TeCcT
* OpTOhEeHTPONIMHOBLIN TECT
* NAPD

* D-gpumep

YBennyeHue:
* OcTpbiit TPOM60O3

* 1BC-cnHapom

. *Tepanua TpombonantTnkamm

Kynukos A.B.
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Tpombonntnkm

MNMpenapat Hacbiwaowan ao3a NMocTtoAHHaA
UHPy3uA
AnbTtennasa _ 100 mr B TeueHue 2 4
Petennasa 2 po3bi no 10 EA upe3 30 muH

TeHeKTenna3a (TNKase)

30-50 mr B TeyueHue 5 c

CTpenToKMHa3a

1500000 EA, 33 60 MuMH

1000000 EA/24 v

YpOKUMHa3a

4400 EO/Kr 3a 10 muH B/B

4400 EA/Kr3a 24 4

[Npo-ypOKuHasa
NnasmuH
ANecmoTtennasa




YcnoBusa ana 6e3onacHoOro npumeHeHua Tpombonusnca

D,VIaFHO3 nuwemMmnyeckoro nHCeynbra noarBepxaeH
HeBponoqueCKMe CMMNTOMbI HEe AOJTXKHbI KynmMpoBaTbCA CaAMOCTOATESIbHO.

HeBponoqueCKMe CUMMNTOMBbI HEe AOMKHbl ObITb HE3HAYNTESNIbHbIMU U
n3o0JiMpoBaHHbIMMW.

CumMmnTOMBI MHCYIIbTa He OOJTXKHbI ObITb CBfi3aHbl U3 Cy6aanHOVI,£|aJ1beIM
KPpOBOUIITNAHUEM.

Hayano cumntomoB < 3a 3 Yaca 4o nevyeHus
OtcytctBne TYMT u ' 3a npeabiaywme 3 mecsaua
OTtcytcTtBMe nHpapkTa MUOKapAaa 3a npeabiaywme 3 mecsila

OTcyTcTBME XKenyao4YHO-KULLIEYHOro UMM U3 MOYeBbIX NyTeNn KPOBOTEYEHUSA B
TeyeHue 21 OHA

OTcyTcTBME XMpPYypruyecKkux BMmelwaTenbCTB 3a npeasiaywme 14 aHen

OTcyTCcTBMe apTepuanbHOW NYHKUMU Ha HECXKMMAeMOM y4yacTKe 3a npeabiaywme 7
AHEeW

He yBennyeHo ALl (cuctonuyeckoe <185 mm pt.cT. U ganacrtonmnyeckoe <110 mm pt.cT.)
Hukakux npM3HakoB aKTUBHOIO KpPOBOTEYEHUA UM OCTPOU TpaBMbI (Neperom)

MNpu npueme aHtaronnctos ButamuHa K - MHO <1,7

enapuH He BBOoaurncs B npeabiaywme 48 4, AlTB - Hopma

KonuuyectBo TpomGouutoB > 100 000 mm3

KoHueHTpauua rnoKosbl KpoBU > 2,7 MMOSb/I

NMauneHT NN YneHbl CeMbU MOHUMAKOT NOTEeHUUaribHbIe PUCKN N BbIroabl OT
neyvyeHwus.

American Heart Association, American Stroke Association Stroke Council, Clinical Cardiology Council. Guidelines for the early
management of adults with ischemic stroke: a guideline from the American Heart Association/American Stroke Association Stroke
Council, Clinical Cardiology Council, Cardiovascular Radiology, 2007
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Peer reviewed article

The novel anticoagulants: entering a new era

60

Henri Bounameai

College of E?,"J?Efﬁyz?é‘%ﬁs'*e"\‘,?éﬁa&-Based NEW ANTICOAGULANTS
Clinical Practice Guidelines (8th Edition)
Jeffrey |. Weitz, Jack Hirsh and Meyer M. Samama
Chest 2008,133:234-256
Indirect Direct
AT- HCII- Protein C- Factor 1Xa Factor Xa Thrombin
mediated mediated mediated
RBOO6 DXY065a
Flovagatran
Fondaparinux Odiparcil ART-123 TTPEE9 Otamixaban
Pegmusirudin
Idraparinux Apixaban
Dabigatra doHaanapuUHyKC
ctexilate Rivaroxaban
SSRI12517E
SRI23781A PusapokcobaH LY-517717
AnukcabaH
AwnburatpaH TM-150
DU176b

Kynukos

PRT 054021



lNepopanbHble aHTUKOATYNAHTDI

Table 2. The new oral anticoagulants.

Class

Anti-lla (antithrombin)

Anti-Xa

Name

dabigatran

apixaban
rivaroxaban
edoxaban
LY-517717
YM-150

Manufacturer T 1 (h) Excretion
Boehringer-Ingelheim 7-9 80% kidney 20% liver
Bristol-Myer-Squibb 815 21% Kkidney 78% liver
Bayer 912 33% kidney 66% liver
Daiichi-Sankyo 810 35% kidney 65% liver
Eli Lilly 24 100% liver
Astellas 14-20 25% kidney 5% liver

Kynuko

Table 2. Propetrties

and status of dabigatran, rivaroxaban, and

Verheugt FW.A.The new oral anticoagulants Neth
Heart J. 2010 June; 18(6): 314-318.

apixaban.
Dabigatran Rivaroxaban Apixaban

Target Thrombin Xa Xa

Time to peak 2-3 3 3

level, hr

Half-life, hr 12-17 5-9 9-14

Bioavailability, % 6 80 >50

Renal excretion, % 80 66 25

Dosing Oral, once Oral, once Oral, once
or twice daily or twice daily  or twice daily

Status Approved in Phase Il Phase Il
Europe for development development
prophylaxis after
TKR and THR.

Phase Ill studies
ongoing

AwvburatpaH
PusapokcobaH
AnunkcabaH

Francis C. W.New Issues in Oral Anticoagulants Hematology

2008



1853 - OTKpbITUE AUETUNCANNLUIOBOMN KUCNOTDI
1971 - A>KoH BeWH ycTaHOBWA, YTO acNUPUH 610KUpYeT CUHTE3
npoctarnaHamHos (Hobenesckaa npemusn 1982 r.)
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AHTaroHuctbel PAR
E5555
SCH530348

AHTaroHuUCThbI

A®
AZD6140
Cangrelor

Knonuaorpens
Mpacyrpens
TuknonuavH

UHrmouTtopsobl
TpoMOoOKcaHa

AcnupuH
NCX-4016
Ridogrel @’5“

S18886 TxA ADP

UHrmbutopsbl
rMUKONPOTEUHOB
lib/llla
Abciximab
Eptifibatide
Tirofiban

GPIlb/llla

AHTaI'OHMCTb_I afaresmm
C1qTNF-related protein-1
~DZ-697b

GPIb-IX-V

nnnnnnnn



[NToOKa3zaHUA K npuMmeHeHuIo ae3arperaHros

[ToKa3aHuA B KAapAanoNoruu.

Kynukos A.B.

OcTpbi MHPAPKT MUOKapaa
OCTpbIX KOPOHAPHbIUX CUHAPOM
CrabunbHaa cteHoOKapaus

HecTtabunbHaa cteHoKapaua / octpbiit UHPapPKT mmoKapaa 6e3
noabema Q

AHrMONNacTUKa KOpOoHapoTpomb603a

Ype3KoXKHOoe CTEHTUPOBAaHME KOPOHAPHbIX apTepui
MepuaTtenbHaa apuTMmma-

AOPTOKOpPOHApPHOe WYHTUPOBaHME

HekoTopble naumneHTbl € NaToN0rMein Kn1anaHoB cepaua

Ferrandis R., Llau J. V., Mugarra A. Perioperative Management of Antiplatelet-Drugs in
Cardiac Surgery Curr Cardiol Rev. 2009 May; 5(2): 125-132.



[NToOKa3zaHUA K npuMmeHeHuIo ae3arperaHros

[Nloka3aHuA B HeBPOIOruun

Octpana ¢pasa uHcynbTa
BropuuyHaa npodunakTnKa MHCYNbTa

Apyrne noKasaHuA

Kynukos A.B.

NMaumeHTbl C NPOTE3NPOBAHHBIMU KNanaHamMu cepaua
CTeHO3 COHHbIX apTepuu

JHAAPTEPIKTOMMUA COHHDbIX apTepui

NMauyuneHTbl ¢ ADC

Nepudepuueckana aprepmaonatuma

MNepBuyHaa NpodPuNaKTKMA Y NALUEHTOB C CEPAEUYHO-COCYAUCTbIM
PUCKOM

Ferrandis R., Llau J. V., Mugarra A. Perioperative Management of Antiplatelet-Drugs in
Cardiac Surgery Curr Cardiol Rev. 2009 May; 5(2): 125-132.



NMpodunakTuka aptepmnanbHOro Tpombo3a

AKTMBMPOBaHHbIN

?\ ) TpomGouuT
TUknonuauH
Knonuporpens  / J
Mpacyrpens \

P
¢ GP 11b/111a
peuenTop

KaHrpenop B/B
3SnuHorpens B/B
Abciximab

Tirofiban
Eptifibatide

$ubpuHoreH
A0® &
\

/" TpombokcaH A2

\J \J l\
1 Y 2

] * \‘
Y Ba

=

»
( AKTH
Abpenar COX-1 - >AueTuncanuuunosas
TPOMSO“HT y KMCcrnoTta

J<«—— TpoMGMH
OerpaHynaumsa CepoTOHUH
AppeHanuH

\ Konnarex

AroHMCTbI TPOMGOLMTOB:
A0®, AT®, CepoTOHUH
Kansuui, Marsun

Bce pge3arperaHTtbl:
* AHTaroHucTbl AA® — TMeHonepuAnHbI
* UHrubutopbl rnkonpoteuHos llb/llla
* AueTuncanmMumnoBan KUCA0Ta

MpoTusonokasaHbl BO Bpema 6epemeHHOCTH
(cmoTpu MHCTPYKUUHK)

Bo Bpemsa 6epemeHHOCTU \
MCNONb3yeTCA TONIbKO acnUpuH 60-75
Mr/CcyTKu:

® NMpoTte3npoBaHHble KNanaHbl cepaua
* A®C
* MMlocne HPapKTa MUOKapAaa
kﬂocne MLLIEMUNYECKOro UHCYNbTA /

Mohler E. R. Atherothrombosis — Wave Goodbye to Combined
Anticoagulation and Antiplatelet Therapy? 2007 Volume 357:293-296



le3arperaHTbl - aCMUPUH

Antiplatelet Drugs American College of Chest Physicians Evidence-Based Clinical

Practice Guidelines (8th Edition), 2008

3aboneBsaHusa

MuHumanbHas
achdhekTnBHaAA Ao3a, Mr

TpaH3UTOpPHbIE ULWLEMMYECKME aTaku U ULLEMUYECKUMN

UHCYNbT >0
My>X4nHbI C BBICOKUM KapAauanbHbIM PUCKOM 75
ApTepunanbHas runepTeH3us 75
CtabunbHaa cteHoKapausa 75
HectabunbHasa cteHokapausa 75
CTeHO3 COHHbIX apTepuu 75
UcTuHHaa nonuuutemus 100
OcTpbIn nHhapPKT MMOKapaa 160
Nwemnyeckum MHCynbsT OCTPbLIN 160
MNMpodwmnakTuka npeaknamncun u 3Pl 60-75

Hetn — 1-5 Mr/kr/cyTkun




[le3sarperaHTbl - UHTIM6UTOPLI AP

1-e nokoneHue TUEHONUPUAUHOB - TUKAONUAUH - BHYTPb, NOo 250 mr 2 pasa B
AEeHb, BO BpeMA MAK nocse eabl. MakcumanbHas cyTodHaa go3a - 1 r (moxket
Ha3Ha4yaTbCA TOJIbKO B TEYEHWE KOPOTKOro nepuoaa BpemeHwn). Oetn — 10

Mr/Kr/cyTku (He 6onee 250 mr/cyTku)

2-e NnoKoseHue TueHonupuauHos - Knonupgorpenb - BHyTpb, B3pOC/ibiM - N0 75

mr 1 pas B cyTku, getn — 0,2 mr/Kr/cyTku
3-e NnoKoseHue TueHonNupuauHos - NMpacyrpens

MokasaHua: nNpoduNakTUKa UWEeMUYECKUX HapylleHun (MHPapKTa MMOKapaa,

NHCYNbTa, TPOMbO03a nepudepmnYecKknux apTepuii, BHE3ANHOW COCYAUCTON CMepPTH)

y 60/IbHbIX aTEPOCKNEPO30M.
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3

Dove

REVIEW

Novel antiplatelet agents in the prevention
of cardiovascular complications — focus

on ticagrelor

le was published in the following Dove Press journat

24 May 2010
Number of times this article has been viewed

h and Risk Management

Table | Pharmacologic properties and adverse effects of a selection of antiplatelet agents

Drug Action Aggregation Route of Metabolism Time to Offset of Adverse effects
te ADP administration peak effect action
Clopidogrel IRR ~-30% Oral Esterase imactivation —4 hours -5 days Bleeding {(major and
300 mg and two-step hepatic minor), interpatient
CYP-dependent variability, and
activation dyspnea in
approximately
8% of patients™
Frasugrel IRR 75%—80% Cral Esterase activation |-2 hours -5 days Bleeding (major and
&0 mg and one-step CYP- minor) and dyspnea in
dependent activation approximately
{liver or gut) 5% of patients™
Ticagrelor R 75%—-80% Oral Mone reguired 1-2 hours 1-2 days Bleeding, dyspnea in
approximately
4% of patients,
and ventricular pauses?®
Cangrelor R =00% Maone reguired Minutes 20 minutes  Bleeding {minor) and
4 pglkg/mi dyspnea in
approximately
|% of patients™
Elinogrel R Mone reguired 20 minutes -1 day Mo increase in bleeding
40 mg
1348 R (=90% to Oral Mone reguired With Weeks Mo increase in bleeding
TRAP) LD: hours;
without
LD days

Abbreviations: ADP, adenosine diphosphate; CYP, cytochrome P450; IRR, irreversible; LD, loading dose; R, reversible; TRAP, thrombin receptor antagonist peptide.



Jle3arperaHTbl

* UHrmbutopbl TpombouutapHoro ramkonpoteuHa llb/llla:
TMpodpubaH, abunkcumab 7 anTneunbparua,.
AHTUarperaHTHble cpeacTBa - MPOWU3BOAHbIE TUPO3UHA C

HU3KOWN M. M.

* HenentuaHbie MHINMOUTOPBLI TpombounuTapHOro
rnimkonpotenHa llb/llla ans B/B BBeaeHWA - OAOKUPYIOT

arperauuto TpombounToB, MHAYLMPOBAHHYIO TPOMOUHOM.



B 3KCTpeHHOU CUTYauumn aHTUAOTOB Y
Ae3arperaHTtos Hert!

TonbKo nepenmMBaHue AOHOPCKUX TPOMOBOLMTOB




OcHOBHble PU3NONOTUYECKME aHTUKOATYIAHTDI

AHTUTPOMOUH Il -3T0 NenTna, NOCTOAHHO UMPKYAMpYIOWMIA B Naasme
Kposu. B npucytcteumn renapmHa AHTUTPOM6OMH Ill nHaKTuBMpyeT ¢daKTopbl
IX,X,ll(npoTpom6bMH)

lenapuH -ato nonucaxapumpg( rMMKo30aMMHIINKaH) B HOPME NPUCYTCTBYET B
nnasme Anb B Hebonbwmnx Konunuecrteax. CoaeprKUTCA B TYUHbIX KNETKaX U
6a3odunax

UHrMbutop nytM TKaHeBOro ¢aKrtopa - 310 saunonpoteua,
BblAeNfAeTca Npu NoBpeXaeHMU TKaHel BMecTe € TKaHeBbim ¢paKTopom

NMpoTtenHbl C U S - ato 6enku ,uHakTusupyrowme pakropol Va u Vllla

TpombomogynuH (CD141 wam BDCA-3) — 370 MWHTerpanbHblii
membpaHHbIN 6enoK, peuentop TPOMObMHA, HAXOAAWMUCA HA KAeTKax
SHAOTE/NINA  KPOBEHOCHbIX COCYAOB WM  y4yacTBylwOWMA B  CUCTEMeE
aHTUKoarynaumm. OH aKTUBHO OrpaHUYMBAET U peryanpyetr CBEpTbiBaHMeE
KpOBM.

Kynukos A.B.



OcHOBHble PU3NONOTUYECKUE aHTUKOATY/IAHTDI

Mpoteun C
1xa+vm‘_nporenn S
s 3
/ TpomGomoaynuk
/ \ \

-~ 2

= TP AHTUTPOMGMH 111 MenapuH
UHrMbuTop NnyTH .
TKaHeBOro ¢pakTopa

Kynukos A.B.



AHTUTPOMOMUH Il

pynna AHTUKOArynsHT NpsMou
NokasaHus:

1. TpomMb6o3ambonnyeckne oCrIoXKHEHUA NPU BPOXAEHHOWU
HegoCTaTOYHOCTU AHTUTPOMOUMHA Il (oTAeneHns rematonormu
AEeTCKOU 1 B3POCNon)

2.MNMpuobpeTteHHbIN peduunt AHTUTPOMOMHA |ll B cocTaBe
KOMOWHUPOBaAHHON Tepanuu

- Tsbxenas ne4yeHOYHas HEA4OCTAaTOYHOCTbL

- XenTtyxa, UNMPpPO3 NEeYeHU

- ABC- cuHpgpom

- Femoguanus

- WHTEeHCUBHbLIN TepaneBTUYeCKMN nnasmacpepes

- [MpodumnakTuka n neyeHne Tpomo603aIMb0ONUN

Kynukos A.B.



AHTUTPOMOMH Il

Beoautcs B/B

[lo3a 3aBUCUT OT CTEeNneHU HeJoCTaTOYHOCTN AHTUTPOMOMHA Il nnmn crteneHbro
pacxogaa AHTUTpoMOGUHa Il (Ao 120%HopMaribHOro ypoBHS)

MNMpu BBegeHuun 1 ME/kr aktuBHocTb AHTUTPOMOMHA |ll Yaca noBbiwaeTcsa Ha 1%

NMoppepxuBatowan aosa - 60% oT Ha4YanbHOWU, Kaxable 24 Yaca ana obecnevyeHus
ypoBHA AHTUTPOMOMHA |Il B npepenax 80-120%

°[lna ne4yeHna Ha4vanbHaa po3a 1-2 TbicaAun ME, 3atem 2-3 Tbic. ME/cyTku
(6ontocHo no 500 ME 4yepe3 kaxable 4-6 yacoB, NnM6o B chopmMe ANUTENBLHOro
KanenbHOro BriuBaHusA)

°Pacuet no c¢opmyne:

Ao3a AHTUTpoM6OUHa Il = (TpebyeMbin ypoBeHb AHTUTPOMOMHA |ll - CxoaHbIN
ypoBeHb AHTUTpOMOMHa Ill) * maccy Tena B Kr/l,4

Mocne KoppeKkuuun aedbuumnta aHTMTpombuHa lll
perMmoHapHasa aHecTe3uAa He NPOTUBONOKa3aHa!

Kynukos A.B.



OcnoxHeHunsa Tepanun
aHTUKoarynsaHTamm



be3onacHOCTb NPMMEHEHUA HU3KOMONEKYNAPHbIX renapuHoOB BO
BpemAa 6epemeHHOCTH

OcnoxHeHus YacTtoTa, % (95% CI)
AHTeHaTanbHoe KpoBOTe4YeHne 0,43 (0,22-0,75)
KoXHble annepruyeckue peakuum 1,80 (1,34-2,37)
OcTeonopo3 — nepenom 0,04 (<0,01-0,20)
TpombGouunToneHus (<100 x 10%/n) 0,11 (0,02-0,32)
E::;Eﬁgﬁ::::: ::2;%1tmoneum 0,00 (0,00-0,11)




PUCK remopparnyeckmx oc/10>KHeHU
(The RIETE Registry bleeding score, 2008)

PaKkTopbl pUCKa Bbannbi
HenaBHee maccuBHOe KpoBOTeUYeHMUe 2
YpoBeHb KpeatuHuHa> 1,2 mr/gn (110 mmonb/n) 1,5
AHemus (Hb <130 (Myx4nHbI) unu 120 (keHWMHbI) r/n) 1,5
Pak 1
KnuHnyecku siBHaa T3J1A 1
BospacTt> 75 net 1

YacToTa KpoBOTEYEHUMN B Te4eHne 3-X mecsiLeB:
« 0 6annos 0,1-0,6%,
« 1-4 6anna 2,3-2,9%
* bBonee 4 6annoB — 5,6-9,3%




PUCK remopparnyecknx ocnoXXHeHum
(The HEMORR,HAGES Bleeding Risk Score, 2006)

dPakTopbl pUCKa bannbl

N

n peawecrteyrwLllee MmacCuBHoe KpoportevdeHune

3aboneBaHuA NeYeHU WUIIN nNovek

3rnioynotpeobrieHue ankorosiem

Pak

Bospact> 75 net

BbipaxeHHasa apTepuanbHasi rMnepToHus

AHemMus

BbICOKUA pUCK NaaeHusA

MpeawecTBYOWUNA NHCYNBT

RiRr(Rr(RPr[RP[RPr[R[R]|R

TpombounuToneHusa Unu HapyweHue PyHKLUM TPOMOOLNTOB

Puck kpoBoteyeHusa 0 6annos -1,9%, 1-2,5%, 2-5,3% 3 -8,4%, 4 — 10,4%,
5-12,3%



PermoHapHaAa aHecTe3uA U
aHTUTpomboTUUEeCKUue npenaparhbl
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Higher risk Epidural with catheter
Single-shot epidural
Spinal

Paravertebral blocks

Deep blocks

Superficial perivascular blocks

Fascial blocks

Superficial blocks

Normal risk Local infiltration

Examples of blocks in category

Paravertebral block
Lumbar plexus block
Lumbar sympathectomy
Deep cervical plexus block

Coeliac plexus block

Stellate ganglion block

Proximal sciatic block (Labat, Raj, sub-glu
Obturator block

Infraclavicular brachial plexus block
Vertical infraclavicular block
Supraclavicular brachial plexus block

Popliteal sciatic block

Femoral nerve block

Intercostal nerve blocks
Interscalene brachial plexus block
Axillary brachial plexus block

llio-inguinal block

llio-hypogastric block

Transversus abdominis plane block
Fascia lata block

Forearm nerve blocks

Saphenous nerve block at the knee
Nerve blocks at the ankle
Superficial cervical plexus block
Wrist block

Digital nerve block

Bier's block



PermoHapHaAa aHecTe3na u
aHTUTpomMmbOTUUECKMe npenaparbl

ASRA PRACTICE ADVISORY

Regional Anesthesia in the Patient Receiving Antithrombotic
or Thrombolytic Therapy

American Society of Regional Anesthesia and Pain Medicine Evidence-Based
Guidelines (Third Edlition)

Terese T. Horlocker, MD,* Denise J. Wedel, MD,* John C. Rowlingson, MD, E Kayser Enneking, MD,#
Sandra L. Kopp, MD,* Honorio T. Benzon, MD,§ David L. Brown, MD,/| John A. Heit, MD,*
Michael F. Mulroy, MD,{ Richard W. Rosenquist, MD,# Michael Tryba, MD,**
and Chun-Su Yuan. MD. PhD#+

Regional Anesthesia and Pain Medicine * Volume 35, Number 1, January-February 2010

., Guidelines on anticoagulants
and the use of locoregional anesthesia

Official publication of the Amarican C allege of Chest Physicians

E. VANDERMEULEN

}J >
The Perioperative Management of eeuonapnan
Antithrombotic Therapy: American College aHecmesun
of Chest Physicians Evidence-Based Clinical T
Practice Guidelines (8th Edition)

James D. Douketis, Peter B. Berger, Andrew S, Dunn, Amir K. Jaffer,
Alex C. Spyropoulos, Richard C. Becker and Jack Ansell

MINERVA ANESTESIOL 2003:69:407-11

OO OO

Towards evidence-based guidelines
for the prevention of venous
thromboembolism: systematic
reviews of mechanical methods, oral
anticoagulation, dextran and regional
anaesthesia as thromboprophylaxis

Chest 2008;133;200-339
DOl 10.1378/chest 08-DETS

P Roderick, G Ferris, K Wilson, H Halls,
D Jackson, R Collins and C Baigent

Health Technology Assessment 2005; Vol. 9: No. 49




dnuaypanbHaa remaToma

1996 r. - CLLUA Ha ¢oHe BBegeHna HMI gna tpombonpodunaktmkm
ABaXAbl B CYTKU: cnUHanbHaa aHecte3nA 1: 40 800 nyHKUMOHHAA
anuaypanbHaa aHecte3ua 1: 6600, KaTteTepusauma snuaypanbHoOro
npoctpaHctea 1: 3100

LLisBeyuna Ha PpoHe ogHOKpaTHOro BeegaeHna HMI gna
TpombonpodunakTMku: cnuHanbHaa aHectesna 1:159000,
anuaypanbHan aHectesua 1:18000. B akywepcrtse 6onee pegkKo:
1:200000

CBA3aHO ¢ Koaryaonatuein — 60-80%

MonHoe HeBpoONOrUYECKOe BOCCTAaHOB/IEHME TOIbKO 38%, HO LUAHCOB
6onblue ecnn agekomnpeccusa nposeaeHa B nepsbie 8 Y

O6pasoBaHMe remaTom nocnae yaaneHua Katetepa - 30-60%

YyBcTBUTENbHbIE W ABUratesibHble pPaccTpoicTsa, AUCPHYHKUMUA
OpraHoB 6plOLWHON NONOCTH, Ta30BbIX OPraHOB



onuaypanbHas remaTtoma

Anesthesiology 2004; 101:1465-7 @ 2004 American Society of Anesthesiologists, Inc. Lippincott Williams & Wilkins, Inc.
Severe Thrombocytopenia, Type 2B von Willebrand Disease

and Pregnancy
David L. Hepner, M.D..* Lawrence C. Tsen, M.D.t

MR 20028
HFS

+LPH

>
B IMA5/10

8 IMA 13 /36




daKkTopbl pUCKa pa3BuUTUA annaypanbHOU/CrUHaNIbHON
reMaTomMbl

PaKkTopbl NauUeHTa
—XeHcKuin non
—YBenuyeHue Bo3pacT
—AHKUNO3NPYOLWUA CMNOHAUNOAPTPUT UNN CMUHANbHbLIA CTEHO3
—MoyeyHass HeAoOCTaTOYHOCTb

'CDaKTOpr, CBsi3aHHble C TeXHUKOWN aHecTe3nu
—TpaBmaTnyHasa nyHKuusa/KkateTepmsaumsa
—anuaypanbHana (N0 cpaBHEHUIO CO CMUHANIbHON) TeEXHUKA aHeCTe3un

—CoxpaHeHue anuaypanbLHOro Katetepa Bo Bpemsi UCMOSib30BaHUA
aHTUKOArynsiHToB

‘CDaKTOpr, CcBA3aHHbIEe C BBeAeHUEM aHTUKOaryJsfissHToB

—HenocpeacTBeHHO NpeponepaunoHHoe (UK BO BpemMs onepauuu) BBegeHue
aHTUKOArynsaHToOB

—PaHHee Ha4yano BBegeHuUs dHTUKoarynssHtToB

—ConyTcTBylOWEee UCNONb30BaHMe Ae3arperaHToB UnmM KOMouHauums
aHTUKOArynsiHToB

—BBeaeHue dHTUKOarynsaHToB ABaXAbl B CYTKA



OcCHOBHble npuHUuunbl nposeaeHuUA perMOHapHoﬁ aHecTesInn m

npumeHeHNA aHTUKOArynaHToB

(American Society of Regional Anesthesia and Pain Medicine, European Society of Anaesthesiology, 2010, 9th
ed: American College of Chest Physicians, 2012

YpaneHue Katetepa
Hauyano nocne
Noenapares OtmeHa po R nocne
P P onepauuu pat npuema/sBegeHus
yAaneHusa Katetepa
npenapara

HedpaKkunoHMpoBaHHbIN

renapuH
Hu3sKomoneKkynapHbliis

renapuH

BapdapuH 5 CYyTOK 1 cyTKu NMpu MHO < 1,3

ook Loy -

Tepox Loy -

MOXHO He OTMEeHATb

MOXHO He OTMEeHSATb



OcCHOBHble npuHUuunbl nposeaeHuUA perMOHapHoﬁ aHecTesInn m

npumeHeHNA aHTUKOArynaHToB

(American Society of Regional Anesthesia and Pain Medicine, European Society of Anaesthesiology, 2010, 9th

lNpenapartbl

Mpacyrpenb
Ticagrelor
Cilostazol

AHTAroHucCTbl

peuentopos lib/llla

abciximab

Tirofiban, eptifibatide

ed: American College of Chest Physicians, 2012

YnaneHue Katetepa
Hauyano nocne A P

nocne
onepauun/
onepauuu npuema/sBeaeHun
yAaneHua Katetepa
npenapara

OtmeHa a0

7-10 cyToK 6y -
5 cytok 6y -
42 y 5y -
2 Hepenun, Ho B LeIOM 48 y

npumeHeHue HexxXenatesbHo

8-10y



OcCHOBHble npuHUuunbl nposeaeHuUA perMOHapHoﬁ aHecTesInn m

npumeHeHNA aHTUKOArynaHToB
(American Society of Regional Anesthesia and Pain Medicine, European Society of Anaesthesiology, 2010, 9th

lNpenapaTbl

doHAaaNapUHYKC
PusapokcabaH
AnuKcabaH

AwnburaTtpaH

Mpambie UHFIMObUTOPDI

TPOM6bMHa (desirudin
(Revasc), lepirudin (Refludan),
bivalirudin (Angiomax)

ApraTtpob6aH

Tpombonntuku

ed: American College of Chest Physicians, 2012

YpaneHue Karetepa
Hauano nocne
OtmeHa po nocne
onepauum/

onepauuu npuema/sBeaeHus
pat yAaneHua Katetepa P .

36-42 4 6-12 y -
22-24 4 4-6 y
24-26 4 4-6 y
NMpoTuBonoKasaH 6y
8-10 4 24y
4y 24
MpoTuBonoKasaHbl.

Mpu 3KCTpEeHHOM NpUMeHeHUn TPoM6oINTUKOB Heobxoaum
NOCTOAHHbIA HEBPOJIOrMYECKUI KOHTPONb U YpoBeHb pUbprHOreHa
(6onee 1,0 r/n)



MeToAabl MHAaKTUBALMM QHTUKOArYIAHTOB U Ae3arperaHTos B
3KCTPEHHOU CUTyaumm

MpenaparTbl MeToabl MHaKTUBALMKU B 3KCTPEHHOM CUTyauum

MpotamuHa cynbdat (100 E[ renapmnHa MHAKTUBUPYETCS
1 mr npoTtamuHa cynbdarta). MakcumanbHaa gosa 50 mr
BHYTPUBEHHO

HedpaKkunoHMpoBaHHbIN
renapuH

HusKkomoneKkynapHbii MpoTtamunHa cynbdat nHakTnsupyet 60% aKTUBHOCTH
renapuH (aHTM-Xa) HMT 1 moXeT ncnonb3oBaTbCa A1A 3TOU Uenu.
Mpn KpoBoTeueHnn Ha doHe HMT nokasaHbl C3I1 n
dakTop Vlla

ACHELC LU CIRT G ET L ER S KoHLLeHTpaT NPOTPOMBUHOBOTO KOMMEKCA, @ MPU ero
BapdapuH otcytcTBum — C3IM 10-15 mn/Kr. ButammH K

Ae3sarperaHTbl Y BCcex rpynn Ae3arperaHtos cneunduyeckmx
(auetTnncanmnuymnosasn MHIMOUTOPOB HET U YMEHbLWUNTb 3PPEKT MOXKHO TONBKO
KUCN0Ta, TUEHoONepuauHbl, 3KCTPEHHOM TpaHcdy3men TpomboLnToB, NpU

V1 oh o) o o B FA L Lo a] eLehg=1 20 o] : I8 HEBO3MOXKHOCTM MPUMEHUTH Hecneunpuyeckyio
11B-111A) Tepanuto — C3MM1, dakTop Vlla




MeTtoabl MHAKTUBALUMN aHTUKOAryIAHTOB U
Ae3arperaHToB B SKCTPEHHOMN CUTYyaL UM

Mpenapartbl MeToabl MHAKTUBALMKU B SKCTPEHHOU CUTYyaLumn

UHrnburopbl Xa pakrtopa MpaAMbIX  aHTaroHMcToB  HeT. Hecneuudwuueckasn

(bpoHpanapuHykKc, HelTpanmsauma sbdexkta C3M, daktop  Vla,
pMBapOKCOGaH, anMKcaGaH) KOHLLEHTPaT NPOTPOMOMHOBOro KOMNaeKca

MpAamble HrIM6UTOPDI [MpAMbIX  aHTAaroHMcToB  HeT. Hecneuudwuyeckasn

TpomMm6buHa (anburarpaH, HeuTpanusauma sddekra: remogmanus, C3M, daxkTop

apratpo6aH) Vlla, KOHUEHTPaT NPOTPOMBUHOBOIO KOMMJeKca

AHTUONOPUHONUTUKM (ANPOTUHWNH, TPAHEKCAMOBaAA U

Tpomb6oNAUTUKHK

dMUHOKANpPoHOBAA KMC.I'IOTa)
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