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Ana ﬂpO(IJVII'IaKTMKM n neyeHnAa BeHO3HbIX TpOM603M601‘IM‘-IECKMX OC/NI0XKHEHWUN B
dKyuiepcrtsee

KnunHunyeckue peKkomeHaauunuun

Kynukos A.B., LUnpman E.M., 3a6onotckux U.b., CuHbKos C.B., LUynyTtKo E.M.,
benomectHOB C.P.
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Thrombosis in women: what are the knowledge gaps in 2013?
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= Men
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Mpobnema BTI0

BT30 - 200 Ha 100 000 poaos
daranbHasa TIJ1A - 1,2-4,7 Ha 100 000 ponos




U KnanaH

BeHO3HbI




BeHO3HbIN KNanaH




Doppler Flow




Llepe6panbHbie BeHbI

M CMHYc-TpombGo3
(0,2 Ha 100000)

BeHbl ceTyaTKmn
(53-160 Ha 100000)

BeHbl BepxHen

KOHeYyHoCTn
(6 Ha 100000)

Uy ‘ \ MoueuHble BeHbl
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[ TINA

(10-380 Ha

100000)
(0,5 Ha 100000)

\\_Tpomﬁos

rny6okKunx
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Tpomb6odpnebur

NOoBEPXHOCTHBLIX BEH
(nogo6Ho TFB?)

[ T————






OueHKa pucka

dUKCUpoOBaTb PUCK U MEPONPUATUA B
MeAULUHCKUX AOKYMEHTAX

BbicOKUi

YmepeHHbIN
. Y

Huskun

Mpodunaktuka BTI0 gonxkHa 6biTb Bceraa



AKyLUuep-rMHeKoNor — 3To cyabba!
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OueHKa pucKa Tpomboambonnyecknux ocnoXHeHM ana sblbopa
meToaa NPoPUNaAKTUKU

e AMOYNaTOPHO aKywepom-2UHEKO020M:

— Mpwu nnaHnposaHun 6epemeHHOCTH

— Mpun HacTynneHnn 6epemeHHOCTH

B nepsbli TPUmecTp 6epemeHHOCTH
(40-50% snusopos BT, 2/3 ¢paTanbHbIX TBI'IA)

e [Mpu rocnutannsaumnax B CTaLMOHapP — aKyWwep-2UHEeKo102

* [lepep popamu (B cnyyae onepauum + aHecmes3uosoe-

peaHumamosnoz)

* [ocne poaos (COBMECTHO aKyuwiep-2UHeKo102 U aHecme3uosoe-

peaHumamonoe) 80% BT30 — nepsble 3 Heaenu
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Appendix |: Obstetric thromboprophylaxis risk assessment and management

Antenatal assessmentand

management (to be assessed at HIGH RISK
booking and repeated if admitted) Requires antenatal prophylaxis
with LMWH
Any previous VTE except a sin gle event related Refer to trust-nominated thrombosis
tomajor surgery

in pregnancy expert/team

Hospital admission
Single previousV TE related to major surgery
High-risk thrombophilia+ no VTE

Medical comorbidities e.g. cancer, heart failure,
active SLE, IBD or inflammatory polyarthro-
pathy, nephroticsyndrome, type | DM with
nephropathy, slck‘{e cell disease, current VDU

Any surgical procedure e.g. appendicectomy
OHSS (first trimester only)

Obesity (BMI> 30 kg/m)

Age =35
Parity= 3 Four or more risk factors:
sSmoker prophyl axis from first trimester

Grossvaricose velns
Three risk factors:

Current pre-eclam psia prophylaxis from 28 s

Immaobility, e.g. paraplegia, PGP

Family history of unprovoked or
estrogen-provoke d VTE in first-degree relative

Low-risk thrombophilia

Multiple pregnancy
IVF/ART ‘

Transient risk factors:
Dehydration/hyperemesis; currentsystemic LOWER RISK
infection; long-distance travel

Mobilisation and
avoidance of dehydration

APL= antiphospholipid antibodies (lupus anticoagulant, anticardiolipin antibodies, . -ghycoprotein 1 antibodies);
ART=assisted reproductive technology; BMI based on bookingweight; DM= diabetes mellitus; FHx = family
history; grossvaricoseveins = symptomatic, above knee orassociated with phlebitis/oedema /skin changes;
high-rigk thrombophilia= antithrom bin deficiency, protein C or S deficiency, compound or homozy gous for low-risk
thmombophilias; IBD = y bowel diseas e;immobility == 3 days; IVDU = intravenous drug user; IVF=in
vitro Fertilisation; LMWH = low-molecular-weight heparin; long-distance travel == 4 hours; low-risk thrombophilia=
heterozygous forfactorV Leidenor prothmom bin Gzoz1o4 mutations; OHSS= ovarian hy perstimulation sy ndrome;
PGP = pelvicgirdle painwith reduced mobility; PPH = postpartum haemorrhage; thrombophilia= inherited or
acquired; ¥V TE =venous thromboembaolism.

Postnatal assessment and
management (to be assessed
on delivery suite)

Any previous VTE

Anyone requiring antenatal LMW H
High-risk thrombophilia

Low-risk thrombophilia + FHx

Caesarean section inlabour
BMI = 40 kg/m?
Readmission or prolonged admission (= 3 days)

in the puerperium

Any surgical procedure in the puerperium except
immediate repair of the perineum

Medical comorbidities e.g. cancer, heartfailure,
active SLE, 1BD or inflammatory polyarthropathy;
nephrotic syndrome, type | DM with
nephropathy, sickle cell disease, current IVDU

Age= 35years

Obesity (BMI = 30 kg/m*)
Parity = 3

Smoker

Elective caesarean section
Family history of VTE
Low-risk thrombophilia
Gross varicoseveins
Current systemic infection

Immobility, e.g. paraplegia, PGP, long-
distance travel

Current pre-eclampsia

Multiple pregnancy

Preterm delivery in this pregnancy (< 37*°weeks)
Stillbirth in this pregnancy

Mid-cavity rotational or operative delivery
Prolongedlabour (= 24 hours)

PPH > 1 litre or blood transfus ion

Antenataland postnatal prophylacticdose of LMWH

HIGH RISK

Atleast 6 weeks’
postnatal prophylactic LMWH

LOWER RISK

Early mobilisation and
avoidance of dehydration

Weight = 50 kg= 20 mg enoxaparin /2500 units dalteparin /3500 units tinzaparin daily

Weight so-90 kg = 40 mg enoxaparin/sooo units dalteparin/4s oo units tinzaparin daily
Weightg1-130kg = 60 mgenmaparin/ 7500 units daltepa rin/7 ooo units tinza parin daily
Weight 131170 kg =80 mg enoxaparin/10ooo units datteparin jgooo units tinzaparin daily
Weight= 170 kg= 0.6 mg/kg/day enoxaparin/ 75 u/kg/day dalteparin/ 75 u/kg/day tinzaparin



Risk factors for VTE
Royal Coll f . gs . .
“ O?ftetﬁc;%i% Pre-existing risk factors Tick Score

Gynapcologists Previous VTE (except a single event related to major surgery)

Reducing the Risk of

Venous Thromboembolism during
Pregnancy and the Puerperium

Family history of unprovoked or estrogen-related VTE in first-degree relative

Green-top Guideline No. 37a

April 2015
Known low-risk thrombophilia (no VTE) i
Age (> 35 years) 1
Obesity 10r2°

Parity = 3
Smoker

Gross varicose veins

Obstetric risk factors

Pre-eclampsia in current pregnancy
ART/IVF (antenatal only)
Multiple pregnancy

Elective caesarean section

Mid-cavity or rotational operative delivery
Prolonged labour (> 24 hours)

PPH (> 1 litre or transfusion)

Preterm birth < 37*° weeks in current pregnancy

. ‘ I
I-lb-lb-ll-ll-ll-lIb-lb-lb-l =R e

Stillbirth in current pregnancy

Transient risk factors

Current systemic infection

OHSS (first trimester only)
1
1

Immobility, dehydration

 Ecnm 6annbl 2 4 — Tpombonpodunaktnka ¢ ¢ nepBoro TpumecTpa.
e Ecam 6annbl =3 - rpombonpodunakTuka c 28 Hegenb.



dapmaKonoruueckyro tpombéonpodunaktuky (HMr) so Bpems
6epemMeHHOCTU HYXKHO UCNO/Ib30BaTb (C YNCTOI COBECTbIO) TONIbKO B
cnepyrowmx cuTyaumunax:

— MpumeHeHne  aHTUKoArynAHToB A0 bepemeHHOCTH

(npoTe3anpoBaHHble KnanaHbl cepaua, Tpombodunum, nepeHeceHHbie TIB,
TINNA, HPaAPKT MMOKapaa, UeMnUIYeCcKUil MHCYNbT)

— Passutue TI'B, TIJ1A Bo Bpemsa 6epemeHHOCTH

— Tpombodunnmm c BbiICOKUM pcKkom Tpomb03a:
e Nednuunt aHTUTPOMbUHA )

e KombuHauusa retepo3urotHom myrtaumm

. Mpu HaAMYNK KAMHUKK
npotpombuHa G20210A v ¢akTopa V JlerpeHa

> aKyLIepCKou nnm
COMaTHUUeCKoM
e [fomo3urotTHaa mytauua nporpombuHa G20210A naronoruu

e Tomo3urotTHaa myTtauma ¢pakropa V JlenpeHa

* AHTUdochoNnMNUAHbIA CUHAPOM J



[Toka3aTenu Koarynorpammobi

Tpap,I/lLl,I/IOHHbIe NMOKa3aTe/iIn Koaryaorpammbil
(TPpombouunTbI, PNbPUHOreH, Bpema cBepTbiBaHMA LUenbHoM Kposu, AMTB, MHO,

NAPd, D-aumep)
N NX CABUTI B CTOPOHY TaK Ha3biBaemou
«runeprKorayanaumnmn»

He A8/IAI0MCA
OCHOBaHMeM AnA nposeaeHUa GapmMmaKosorMuecKom
(renapuHbl) TpombonpodunakTuku!

MMnepkoarynauma — Hopma bepemeHHoOCTH!



NONOXEHMUE 1.

N3meHeHUs B CUCTEME TremocTasa npu  PU3N0A0rUYecKu
npoTeKatlowen bepemeHHOCTM B BUAE TMNEepPKoarynaumm
HeobxoaAuMbl AN afAeKBAaTHOM OCTAaHOBKM KPOBOTEYEHUA B
TpeTbem Nepuoae PoaoB HapAdy C MEXaHU3MOM COKpalleHUs
MATKMU N ABAAIOTCA HOPMOMN bepemeHHOCTU. [pu OTCYTCTBUM
abCoNOTHbLIX MNOKasaHuMM (B CBA3M C COMATUYECKUMMU
3aboneBaHNAMM) 3TU USMEHEHUA B BUAE TMNEpPKoaryaaumm He
ABNAIOTCA OCHOBaHMEM AN NPUMEHEHUA aHTUKOAry/IAHTOB U
Ae3arperaHTos.



[lpenapaTtbl ANA
TpoMbonpopnnakTUKmn




HusKkomonekynapHbin WHrmbutopbi
renapuH HMT $akTopa X

Mpoteun C

AHTUTPOMOUH lII
TpombomoaynuH

HedpaKumMoHMpPOBaHHbIA

MporpombuH ‘ renapuvH
Tpomb6uH ﬁxﬁﬁﬁﬁt
AHTaroHuUCTbI "N\ -
®dubpuHoreH ° MpAamble MHIIM6UTOPDI J
BUTaMuHa K: Henban
L TpombuHa
BapdapuH

dubpuH
\?
\
Tpombonntukm ]

fenapuHounabl




MpodunakTtnueckme Ao3bl renapuHoOB

NMpenapart NMpodumnakrnyeckne O4o3bl
HedpakumoHmpoBaHHbIV renapuH 5000 E[] noakoxHo yepe3s 8-12 y
JHOKcanapuH (KnekcaH) 20-40 mr 1 pa3 B CyTKU
DanbrenapuH (pparmuH) 2500-5000 ME 1-2 pasa /cyt
HapgponapuH (ppakcmnapuH) 0,3-0,6 mn (2850-5700 ME) 1 pa3 /cyT
BemunapuH (uubop) 2500-3500 EA n/k

Ecnm TpombonpodunakTMKa Hy>KHa — OHa NPOBOAMUTCA
8cto bepemeHHOCMb m 8 nocnepoaosom nepuoge!!!



http://static.disaboom.com/content/images/articles/content/53885.jpg

Mpodunakrnueckue Ao3bl SHOKCANapuHa U ganbTenapuHa B
3aBucMmocTu ot maccbl Tena (RCOG,2009, 2015)

51

MeHee 50 20 mr 2500 EA
0,6 mr/Kr/cyTKku 75 EQ/Kr/cyTKu

MpomerkyTouHaa pgo3a (npu Bece
50-90 Kr)

40 mr 2 pa3a B CYTKM >000 Al 2 pasa &
CYTKM
1,0 mr/Kr 2 pa3aB
CYTKM — BO Bpems
JleuebHana po3a bepemeHHOCTH
1,5 Mr/Kr B CyTKM —
nocsne poaos

100 EA/Kr 2 pa3a B
CYTKM
200 E[l/Kr B cyTKM
nocse poaos



HedpaKumMoHMpOBaHHbLIN renapuH
HuskomonekynapHbiv renapuH

Hy»XHO NOHMMATb KOMY: NauUeHTKam C
onacHou Tpombodunumei.
Pucku He 6onee, yuem B 06w e nonynauum

Npu nhaHupoBaHun
6epemeHHOCTU

Bo Bpemsa 6epemeHHOCTU | Puck KposoteueHus!!!

Puck tpomb03a ysenmnumsaerca 8 100 pas!
PuUcK KposoteueHus He bonee, yuem B obLLei
nonynauum

MocnepopoBbi nepuoa

be3 comHeHUA — TONIbKO NPy NepeHeceHHOM
Unun Tekyuwem tpombose!!!




MEPEYEHD
YXN3HEHHO Heo6XoAMMbIX U BaXKHEULLUX IeKAPCTBEHHbIX NPenapaTos
Ha 2015

B KpoBb 1 cuctema KposetsopeHuUA
B01 aHTUTpOMbOTHMUYECKME cpeacTBa
BO1A aHTUTPpOMbBOTUUECKME CPeacTBa
BO1AA aHTaroHuUcTbl BUTamuHa K
BapdapuH Tabnetkun

BO1AB rpynna renapuHa
renapuvuH HaTpuA

9HOKCAMNapuH HaTpumaA,

BO1AC aHTMarperaHTbl
Knonuporpen,

BO1AD d¢epmeHTHbIEe npenaparhbl
Antennasa, lpoypoKuHasa,
BO1AE npamblie nHrMbutopbl TpoMmbuHa
paburatpaHa atekcunar,

BO1AX npoune aHTUKOAryAAHTbI
PusapokcabaH,

TonbKo rpynny renapmMHa MOXHO BO BpemMs
6epemeHHOCTH



JleyebHble A03bl KIEKCAHA

Mpu neyeHnn BeHo3HOro Tpombo3a: go3a HMI pacuntbiBaeTca TONbKO Ha Kr

Macchbl Tesia u sBogutca ABaX<Abl B cyTku n/K

KoHTponb 3¢ PpeKkTuBHOCTM —ypoBeHb aHTU-Xa akTuBHOCTM — 0,6-1,2 EQ1/mn

Bec, kr INNeyebHana go3a KnNekcaHa
MeHee 50 40 Mr aBa pasa B CYyTKMu
50-69 60 Mr ABa pa3a B CyTKMU
70-89 80 Mr oBa pa3a B CyTKu
Bonee 90 100 mr aBa pa3a B CyTKMU
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NMMpodhmnakTnyeckme Oo3bl
HU3KOMOMNEeKYNAPHOro renapuHa
MOX>XHO amMmOyrnaToOpHO!

26



PUCK Ha3HaYeHUA aHTUKOAQ r'Y1AHTOB

4 months 5 months 6 months 7 months & months 9 months

KpoBoTeueHue
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Table 2 Overview of molecules involved in the process of implantation, trophoblast development and placentation, and effect of heparin on

these molecules.

Molecule

Site of expression

Activity

Effect of heparin

Anti-thrombin I1I

Selectins
(E- P- and L-selectins)

Cadherins

Heparin-binding EGF-like
growth factor (HB-EGF)

Matrix metalloproteinases
(MMPs)

Tissue inhibitors

of metalloproteinases (‘TIMPs)

Macrophage antigen 1 (Macl)

Platelet/endothelial cell
adhesion molecule 1
(PECAMI1)

Maternal circulation
Trophoblast

E-selectin endothelium,
P-selectin platelets,
L-selectin leucocytes and
blastocyst surface

Trophoblast, placenta, decidua

Trophoblast and placenta

Soluble form
Soluble form
Surface of myeloid cells

Surface of platelets, endothelia,
monocytes, neutrophils,

T-cell subsets and granulo-
cyte/macrophage precursors

Inactivation of coagulation factors,
including mainly thrombin

(factor lla), factor Xa,

and factor IXa

Cell adhesion and homing

Cell adhesion (invasive

phenotype acquired in case of
reduction of expression)

(1) Potent mitogen and
chemoattractant in its soluble form
(2) Promotion of adhesion

of the blastocyst to the uterine

wall in a mouse-in-vitro-system

(3) Regulation of the conversion of
human cytotophoblast into
invasive phenotype and influence
on the motility of these cells

(4) Prevention of hypoxic induced
apoptosis

Involvement in trophoblast
invasion into endometrial tissue
Inhibition of metalloproteinases
and their function

Coordination of adhesive functions
of leukocyte and their migration

Transmigration of inflammatory cells
through the endothelial wall

Conformational change in AT-III that
accelerates its ability to inactivate the
coagulation factors

Interference with inflammatory cells
adhesion and homing but probable
interference with blastocyst decidual
adhesion

Reduction of expression

Increased decidual expression and
secretion of HB-EGF

Increased expression
Reduction of expression

Interference with myeloid cell adhesion
and transmigration

Interference with inflammatory cells
transmigration
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CONCLUSION
Heparins play a role in embrvonic implantation and placentation, and contribute to the
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lenapuHbl UrPaIOT BaXKHYIO PO/b B
3MOPUOHANBHOW MMNNAHTALUU U
naaueHTauum, cnocobCcTByOT Ppa3sBUTULO
HOpPMa/ibHOU 6epeMeHHOCTH

development of a normal pregnancy. This effect is gained through the interaction of hep-

arins with coagulation factors, anticoagulation proteins, their effect on the expression of

adhesion molecules, matrix degrading enzymes and trophoblast phenotype and apoptosis:

all important components in the process of embryonic implantation and placentation.

The fact that heparins may play a role in implantation and placentation led to their use

in the prevention of RIF and RPL. In RIF heparins demonstrated a beneficial effect that

could be attributed to the effects of this molecule on enhancing endometrial receptivity

and trophoblast invasion due to the regulation of heparin-binding factors, adhesion

molecules or inhibition of complement activation. In contrast, the positive effect of ..renapmuHbl MOryT UrpaTtb

heparin as a treatment for RPL is not that clear. One possible explanation for this lack of
conclusive evidence is the syndromic nature of RPL which results from several underlying

onpeaeneHHylo ponb B

mechanisms of disease. Thus, heparins may have a role in improving pregnancy outcomes yaydyuweHunm mcxoaos
among a subset of patients with RPL regardless to the presence of thrombophilia, but a 6 epemMeHHOCTH cpeau

conclusive statement in this matter awaits further investigation.

noAarpynne NauMeHToK ¢
HeBblHaWMBaHNEM
6epemeHHOCTU, HE3aBUCUMO OT
Hanuuma Tpombopunum



KoHTponb 3dPeKTUBHOCTH




JTabopaTtopHbie TecTbl Npu NpodUNaKTUKe U 1eYyeHnmn

Tpomb0308B
Nokasartenb Llenb
AKTUBMPOBAHHOE NapumnanibHoe oLeHKa 3P PeKTUBHOCTU NPUMEHEHUA
(yacTuuHoOe) TpombonnacTuHoBsoe renapuHos (H®, HVIT).
Bpema (AMTB, AYTB, aPPT)
AHTKN-Xa aKTUBHOCTb oueHKa 3pPeKTUBHOCTU NPUMEHEHMUA
HMI, poHaanapuHykKca.
MexayHapoaHoe Hopmasin3oBaHHOE  OueHKa 3ppeKTUBHOCTU Tepanum
oTtHoweHue (MHO, INR) aHTaroHuctamu sutamuHa K (sapgapwuH).
D-aumep. aKTUBHOCTb PnbpUHONU3a
Konanuecrso Tpombouutos - KOHTPO/1b Pa3BUTUA renapuH-

WHAYLUPOBaHHOU TpOoMbouuTOoneHunn.




AnntenbHaa, BTOPUYHaA
TpombonpodunakTuka




AHTaroHucTbl ButammHa K -BapcdapuH g'é.“j ‘

Puck ambpuoHanbHbIXx aHoMmanuim go 4,6- 8,2% - «Fetal Warfarin Syndrome»
NMoTtepsa nnoga Ao 24-33%

KpOBOTE‘-IEHI/Iﬂ Y matepun u naoga

BapdapuH 5-10 mr ucnonb3yerca ¢ nepBbiX CYTOK nocse onepauyuu unu
popos.

NMpumeHaetca coemectHo ¢ HI uam HMI B TeyeHue 3-5 cyToK gna poctunxkeHma
MHO 6onee 2,0-3,0 B TeueHue 2-x CyT., NOC/IE YEro renapmH OTMeHAETCA




NMpodunakTmnka aptepuanbHOro Tpomoo3sa

Bce pesarperaHTbl:
 AHTaroHuctol AP — TMeHonepuaAnHbLI
* MHrnbutopsbl rukonpotenHos llb/llla
* AueTuncanuumaoBaa KMCNAOTA

MpoTuBONOKa3aHbl BO Bpema bepemeHHOCTH
(cmoTpu nHCcTpyKUUKN)

:—3 NCBI Resources [¥) How To )

PUbWEd-gm' PubMed v |antiplatelet pregnancy
US MNational Library of Medicine -
National Institutes of Health W RSS  Save search Advanced

Show additional filters

Display Settings: (] Summary, 20 per page, Sorted by Recently Added
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NMpodunakTmnka aptepuanbHOro Tpomoo3sa

TonbKo acnupuH 60-75 mr/cyTKu:
AETNENpORAHKLIN * [lpote3snpoBaHHble KnanaHbl cepAaua
™~ TpombouuT
Pb e A®PC
i * [ocne nHdpapkta mmoKapaa
Knonuporpenb I? * [locne nwemnyeckoro UHCyNbTa

Mpacyrpenk
KaHrpenop B/B
2nuHorpens B/B

‘ GP 11b/111a

peuenTop
®UGpPUHOreH ?bcif’_‘;""ab
AR Eptifibatide
- ' TpombGokcaH A2
\__/' h’ /‘} '\‘
.’3 .!l | - ;_1—_'___;]
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(™ ““"‘5 O6asarenbHoO MH(I)OpMMpOBaHHoe
Axrusmpyement|  COX1 *AueTunCcanuumnosan cornacume
TpoMGOLMT _ Kucnorta
¥7 TpoMGHH
OerpaHynauua CepoTOHUH
AppeHanuH

\ KonnareH
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Mohler E. R. Atherothrombosis — Wave Goodbye to Combined
Anticoagulation and Antiplatelet Therapy? 2007 Volume 357:293-296
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Be3onacHOCTb NPUMEHEHUA HU3KOMO/IEKYIAPHbIX renapuHoB
BO Bpemsa bepemeHHOCTH

OcnoxXHeHunnA YacroTa, % (95% Cl)
AHTeHaTaZIbHOEe KpoBOTeYeHue 0,43 (0,22-0,75)
KoXXHble annepruyeckue peakumm 1,80 (1,34-2,37)
OcTeonopos — nepenom 0,04 (<0,01-0,20)
TpombouutoneHus (<100 x 10°/n) 0,11 (0,02-0,32)
MNopTsepXaeHHaA renapuH-UHAYLUPOBaHHaA 0,00 (0,00-0,11)
TpombouutToneHus




NMONOXEHUE 3.

AHecTe3nonor-peaHMmaTosior nepen npoBeAeHMEM aHecTe3uu
NOKEH ob6A3aTeNIbHO OUEHUTb Hanyme NCXOAHOM
rMNOKOArynAumMm, CBA3aHHOM C BPOXAEHHLIM UAU NMPUOBPETEHHDBIM
aepnumtom GaKToOpoB CBEPTLIBAHUA KPOBU U TPOMOOUUTOMEHUEN.

HenpoaKcnManbHblie meToAbl aHanresunun/aHecresumn
NPOTUBOMNOKA3aHbI:
e Mpu KonndyectBe TpombouutoB meHee 100*10° - npwm

KaTeTepmsauum anuaypanbHOro npocTtpaHcTea, meHee 75*%10° —
Npu NyHKUMK cybapaxHOMAaNbHOIrO NPOCTPAHCTBA.

e [Mpn MHO v AMNTB B 1,5 pa3sa Bbille HOPMbI.

e KoHueHTpauum ¢nbpmHoreHa meHee 1,0 r/n.

* [MNokoarynAuum Ha Tpombosnactorpamme.



NONOXEHUE 4.

AHecTe3nonor-peaHnmaTonor yxke npu cbope aHamHesa o0b6a3aH
BbiABUTb (aKT WUCNO/Nb30BAaHUA NALUEHTKOM npenaparos,
CHUXKAKOLWMUX CBEPTbIBAIOLWMIA NOTEHLMAN KPOBU U OnpeaenuTb
cteneHb 6e3onacHOCTM B OTHOLWIEHUM  FeMoppParnyeckumx
OC/IO)KHEHUN BO Bpems nobor MHBA3MBHOWM npoueaypbl
(onepauumn) n/mnu HepoakcmanbHOM aHanresnmn/aHecTesnu.

B nepBylo oyepeab 3TO KACaeTCA BPEMEHHbIX WHTEPBa/soB OT
MOMEHTa nocaeaHero npunema/BBeaeHmnA npenapaTta A0 BpemeHu
Hayana onepaumm, poaos NNu HEWPOAKCMA/IbHOM
aHanresamun/aHectesamn. [pu  MCNoNb30BaHMU  KaTeTepmsauUu
3NUAYpPasbHOrO MNPOCTPaHCTBa 060A3aTe/IbHO KOHTPOAMPOBATb
Bpemsa BBeAeHUA Npenaparta U Bpemsa yaasieHna Katetepa.



B mupe exxerogHo ot TepaneBTUYECKUX A03
aHTUKoarynaHtos ymupaet 50000 nauymeHToB

Jh ;.
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Higher risk

Normal risk

Block category

Epidural with catheter
Single-shot epidural
Spinal

Paravertebral blocks

Deep blocks

Superficial perivascular blocks

Fascial blocks

Superficial blocks

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
Supradavicular 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



OcHOBHbIe npuHUMNnbl nposeaeHuUA perMOHapHoﬁ dHecTeannm u

npuMmeHeHNA aHTUKOoaryaaHTos

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

YpaneHue KaTtetepa
Hayano nocne
OtmeHa po nocne
onepauuun/

onepauum npuema/BBegeHun
pat yAa/NeHua Katetepa P s
npenapara

MNpenapatobl

He¢dpaKuMOHUPOBAHHbIN

renapuvH
HuskomoneKkynapHbii

renapuH

BapdapuH 5 CYTOK 1 cyTKM NMpu MHO < 1,3

MOXHO He OTMEeHATb

MOXHO He OTMEeHATb



MeToabl MHAKTUBALMN AHTUKOATYNIAHTOB U Ae3arperaHTos B
9KCTPEHHOMN CUTYaL UM

MeToAabl MHAaKTUBALWK B SKCTPEHHOMU CUTYaL UMK

MpoTtamuHa cynbdart (100 E[l renapuHa nHaktusmpyetcs 1
Mr NpoTaMuHa cynbdaTta). MakcMmanbHasa aosa 50 mr
BHYTPUBEHHO

HedpaKuMoHMPOBaHHbIN
renapuvH

HuskomoneKynapHbIn renapuH MporamuHa cynbdat nHaktnsmpyet 60% aKTMBHOCTU (aHTK-
Xa) HMT n moxeT ncnonb3oBatbca Ana 3Ton uenwn. Mpu

KpoBoTe4yeHUn Ha poHe HMT nokasaHbl C3MM u pakTop Vlla

AHTaroHucTbl BUTamuHa K — KOHLLeHTpaT NPOTPOM6MHOBOro KOMNAEKCA, a npu ero
BapdapuH otcytctemmn — C3M 10-15 ma/Kr. ButamuH K

He3arperaHTbl Y Bcex rpynn gesarperaHtos cneumnpmnyeckmux MHrMbUTopoB HeT
ENT O L T R R0 [y = 15| M YMEHbLIWTL 3G dEKT MOXKHO TONbKO IKCTPEHHOM

TUeHOoNepUAUHbI, MUHFIM6TOPDI TpaHcdy3meit TPOMOOLUTOB, Npn HEBO3MOMKHOCTU
rnukonpoTtenaos IIB-11I1A) npMMeHunTb Hecneundudeckyto tepanuio — C3IM, pakrop Vila




PUcK KpoBoTeueHuUA
SANGER (npoTnBonoKasaHua K TpombonpodunakTuke
aHTUKOArynsaHTamum)

OMNACHOCTb

e BpoxaeHHaas wau npuobpeTteHHaA Kaoryionatma C  MOBbILWEHHOMN
KPOBOTOYUBOCTbIO

e AKTUBHOE KpoBOTeUYeHUe BO Bpema bepemeHHOCTH Uan nocae poaos
 BbICOKMU PUCK KPOBOTEUYEHUA (npeanexkaHmne NNaLeHTbl)

e TpombouutToneHus (menee 75*10°)

 [emopparuMyeckum UHCYNbT B Npegenax 4 Hegenb

* TAxenaa noyeyHaa HeJOCTATOYHOCTb (K® meHee 30 ma/mun/1,73 m?)

e Taenble 3aboneBaHna neyeHu (ysennueHne MHO, BapuMKO3HO pacClIMpPEHHbIe BEeHbl
nuwesoma)

 HeKoHTponnpyemas apTepuaszibHaA runepTeH3nsa (6onee 200/120 mm pr.cT.)



MexaHunuyecKaa Tpombonpodumnnakrmka




He pekomeHayeTca (MM npoTUBONOKA3aHbl)
BO Bpemsa bepemeHHOCTH AnA NPpoPUNAKTUKMU

BT30:

 [le3arperaHTbl (acnupuH, gunupupamon)
* fenapuHouAabl (cynogekcua)

* epopanbHble AHTUKOATYNAHTDI
(pnBapokcobaH, guburatpaH, annkcabaH)

eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee

VTE, ThromboF?hilia. Antithrombotic
Therapy, and Pregnancy : Antithrombotic
Therapy and Prevention of Thrombosis, 9th
ed: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines

............
los and Per Olav Vandwik

Hemostasi_s and
Thrombosis

Basic Principles and 1 Clinical Practice




Ultra-low-molecular-weight heparin: semuloparin

Drug Discoveries & Therapeutics. 2014; 8¢1):1-10.
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Table 1. Comparison of AVES026, RO-14, fondaparinux, enoxaparin, and UFH

MeanMW Anti-FXa  Anti-Flla fia Route  Cl (pri ) Anridot
-1 T -1 oire earance (primary, nricotre
(Da)  (Umgh (Umgh () primary
UFH 15.000 193 193 0.5-2.5 TV/SC Cellular metabolism and renal clearance  Protamine
LCuoxaparin 4,500 105 27 4.0-47 S8C Renal clearance Protamine may have partial
neutralizing effects
AVES026 2.400 150-200 <5 16-20  SC Renal clearance Protamine may have partial
nentralizing effects
RO-14 2,200 80-140 =10 8.1 SC Renal clearance Protamine may have partial
nentralizing effects
Fondaparinux 1,728 850+27 <01 17 sC Renal clearance Recombinant factor VIIa may
be effective
Table |
Comparison of UFH, LMWH, and ULMWH agents [18-28 45, 87].
Agenl (classy Depolymerization Mean molecular Anti-Xa to anti-la - Elimination® Time to peak Usual dosing Routine Anlidote
micthodfsynthe: weight. Du (range) aclivilty ratio half-life. h activity roule; freguency laboratory
monitoring
requirement
Heparin (UFH) Not applicable 15,000 (3000-30.000)  1.1:1 0.5-2.5; Varies with dose IVISC: BID-TID  uPTT Protamine
dose-dependent  and route of
administration
Enoxaparin (LMWH) minative cheavage of 4500 { I000-K000) 281 45 ~3-5h SC: QD-BID None® Protamine may have
ryl ester of heparin by partial neutralizing
alkaline treatment effects
Dalieparin (LMWH) Deaminative cleavage with SO00 | 20002000 231 20-23 ~3-5h SC; QD-BID None® Protamine may have
nitrous acid partial neutralizing
effects
Tinzaparin (LMWH) B-Eliminative cleavage by GS00 | S500-T500) 281 4 ~3-5h SC, QD None® Protamine may have
heparinase partial neutralizing
effects
Nagdroparin (LMWH) Depolymerization with 4300 (200050007 3501 35 ~3<5h SC; QD-BID None” Protamine may have
nitrous acid partial neutralizing
effects
Ceroparin (LMWH} Isoamy] nitrite SO0 { 0001 0,000y 2.0-2, 4.6-4.7 ~3=5h SC. QD None” Protamine may have
depolymerization partial neutralizing
effects
nrdilied 1728 NAY 17 ~3h 5C.0D None™ Recombinant Lt
[ pentasaccharide) synthetic anulog of the Vil may be effective
AT-binding penasaccharida
in heparin and LMWH
Semuloparin (ULMWHY  B-Eliminative cleavage by 2400 (2000-3000) 001 16-20 ~1=2h SC, QD None® Protamine may have
selective depolymerization partial newtralizing
with phosphazene base ellects
Bemiparin (ULMWH) B-Eliminative cleavage by BR00° &1 53 ~2-3h SCL 0D None” Protamine may have
alkaline depalymerization partial newtralizing
ellexts
RO-14 B-Eliminative cleavage by 2200 (1 500-3000) >20:1 81 ~2-3h SC, QD None® Protamine may have
{ULMWH) selective chemical partial neutralizing

depolymerization in a
NOMEGUEOUs

ellexts
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