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1. AU&non mieonc LoTov MAVW OTO AyYELo

2. 2U0TOAN AslwV MUKWV VWV TTAVW OTO TOLXWO TOU TPOULATIOUEVOU OyYELOU

3. Evepyormoinon alloneTaAlwVv-cUCOWPEUON- OXNUOTLOMOC ALUOTIETAALAKOU
Buouatoc (AIMOMETAAIA)

4. Evepyomoinon pnxaviopou mnéewc-oxnuatiopoc vwdouc (MAPATONTEZ MH=HZ)

5. PoAoc twv epuBpwv, oudetepodlAwv... (NETS)....




Kippwon kat alpootoon



Chronic

Bagatiis Hepatocellular

carcinoma
(with cirrhosis)



Kippwon Nmatoc

Wikipedia:

* As the disease progresses, complications may develop.
Bruising and bleeding resulting from decreased
production of coagulation factors . In some people,
these may be the first signs of the disease.

Kivbuvoc alpoppayiag ???7?




Kipooppaytia

A Cross section
of esophagus
Varices Esophageal

varices (EV)




Bloia nmmatoc kat atpoppayio

* JuvoAwka 2-3%
— 0,03-0,7% otnv nepLtovaikn kolhotnta
— 0,06-23% vumokaLa
— 0,06-0,2 oto xoAndopo devdpo

e Ovnowotnta 0.01-0.4%

Mahal AS, Knauer CM, Gregory PB: West J Med 134:11-14, Jan 1981
Terry R: Br Med J1:1102-1105, May 1952
Menghini G: N Engl J Med 283:582-585, Sep 1970




Kippwon

OpopBormnevia ‘ Quokn
QVTUTNKTIKA Kat/on

Napataon PT (INR) & aPTT

Alpoppayia ?




AlpometaAla : OUTAOC 0 POAOC

— MpwTtoyevnc atpootoon :
Evepyormoinon - NpookoAAnon otn
B<on tng BAABNC ayyeiov o€
ouVEpPYOOoLO LLE TO TIOAUEPN
napayovta von Willebrand —
2UOCWPEUON

— Aeutepoyevnc atpootaon :
cupBailouv otn opaywyn
Bpoufivne beopevovtag Toug
EVEPYOTIOLNMUEVOUC TIOPAYOVTEC OTN
ETLAVELD TOUC

Platelet '
aggregation
\ 5 s 1 -
3 _..t_ [ Soluble molecule
: [ Enzyme

Cell receptor

Violi et al, Journal of Hepatology 2011



Kippwon kat Bpoppornevia

uxvn - 76% twv aoBevwv (50.000 — 150.000/pL)
50-75 x 10°/L-13%,< 50 x 10°/L- 1%

YTeEPOTANVLOUOC

Meilwon napaywyng
Bpopufomointivng

MewwpeVog Xpovog NULLwNG
e Autoavoon _
e AEM pleteet producton Wity

AAKOOALKN nratonadsLa m
* EAAewPn PpuAALKOU 0&EwC
* Mueglotoékotnta

Violi et al, Journal of Hepatology 2011



Opopupormevia = UTTEPOTIANVLOOC

 1n autia

— [Mulatia umteptaon — omAnvopeyaAio — eykAWBLOUOC Kol Kataotpodn
QLpOTIETAA LWV

— OxL ouoxETon BapuTnTaC TUAQLOG UTTEPTAONC UE OP. OLLOTIAETOALWY

artenovenous zhunting and/
ar mechanical obstruction

ezophageal
U [[n=
bperzplenizmm:
- moderate anemia
-- neutropenia
-- thrombocytoperia
capLit marked
meduzas &4 azcites
‘. Of courze,
liver failure and
hermorrhoids itz zignz are aften

present agz well,



Avoooloyknc atttoloyiac Opoppormnevia

e Auénuéva avrtialponetaAioka aviiowpota (PAIgG) os
aoBeveilc pe naTika voonpata o 55-88%

e Aev unapyxel cadnc cvuoxeTion tne avénonc PAIgG pe tov
aPLOUO TWV aLoTETAALWY

* Jnuaoila -ayvwoTn

Disease Total No cirrhosis Cirrhosis p
Chronic hepﬂtitis B 35.38% (23/65) 26.82% (11/41) 40% (8/20) 0.220
Chronic hepatitis C 26.31%(15/57) 19.51% (7/41) 43.75% (7/16) 0.065
Alcoholic liver disease 47.8% (11/23) 36.36% (4/11) 58.88% (7/12) 0.412
Primary biliary cirrhosis 72.72% (8/11) 60.00% (3/5) 83.33% (5/6) 0.391

Sanjo A, et al. ] Gastroenterol Hepatol 2003
Pereira J, et al.. Am J Hematol 1995 50(3), 173-178
Christodoulou D et al. Ann Gastroenterol 2011



Opopuporevia KoL LELWUEVN
ouvBeon BpopPorowntivne (TPO)

TPO — mapayetal oto nrap — SLeyelpel TNV opaywyn
QLLUOTIETAALWY ATIO TA HEYOKAPUOKUTTAPO

Ertimeda onUOVTIKA PELWHEVO O AoOEVELC HE Kippwon
2JUOYXETION ME TN BapuTnTa NMATIKAC VOCOU

AplBuOC atpomnetaliwy oxetiletal pe ta enimeda TPO peta
LETALOOYXEUON aveEdptnTa armo To HEyeBoC Tou oTtANVOC

Ishikawa T,. Hepatol Res 2002, 23(2), 115-121.

Giannini E,. Am J Gastroenterol 2003, 98(11), 2516—2520
Panasiuk A, Hepatogastenterology 2004

Goulis I, Gut 1999



Kippwon Kot aVWHOALEC AELTOUpYLOC
alpornetaAlwy (Bpoufornabela)

N

Kataotohry <mm®) | Evioyuon

! !

gvepyomolnong, TPooKOAANGNC, CUCCWPEUGCNC
QULLLOTTETOA LWV




KataotoAn Asttoupyloc atpometaAlwy

ALaTapaxeC oxeonc atpomnetaAlo-evéoOnALo

— Mewwpeva enimeda apayldovikol 0EEOC-UELWUEVN
OUOOWPEUON

— Auénuévo NO Kkal mpooTakuKALVN = KATAOTOAN AELTOUpPYELOC
OLLLLOTTETOA LWV

Auvénuevn vwdoAuon

— Ta mpoiovta amodopnonc wwwdouc (povouepn -FDP/Stpepn -
DD) kataoteAAouv TNV Aettoupyla TwV oLUOTIETAALWY

— H mAaiopivn umtevBuvn yua amodopnon Twv ALUOTIETAALOKWY
UTTOOOXEWV

Avowvwbdoyovaruia
XapnAog alpotokpitng



Evioxuon Asttoupylog aLomETAALWY

* Auénpevn gkkpion 11-deydro-thromboxane B,
(neTtaBoAitng tng TxA, ) ota oupa — anotelecpa
evepyomoinonc COX1 ota alpometaila — avénon
OUOOWPEUONC

 H 6waAutn P-selectin ( in vivo marker
Evepyorolnonc atuonetaAiwy) eivol avénUevn oto
Ao aoBevwy LLE Xpovia Nrtatonabsla Kol Ta
enineda oxetiovral pe tnv Baputnta VOOOU Kol T
enineda aLLOTIETAALWY

Violi, Burroughs A, Journal of Hepatology 2011



* OpopPorevia ¢mm) - Avénpéva enineda VWF

* Opopfomnabela
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ADAMTS-13

MeTaAAOTIPWTELVAON OTO TAACLOL TIOU HELWVEL TNV §pAcn Tou TtopayovTa
von Willebrand ota atponetaila

Blood Flow = Platelet

ADAMTS13

Subendothelium

American Society of Hematology et al.
Hematology 2002;2002:511-523



Mewwpeva entitmeda ADAMTS-13 otnv
Klppwon
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Liver cirrhosis

Uemura et al. Thromb Haemost. 2008,99:1019-29



Kippwon Kol aLLOTIETAALLL

uvoyn

* Opoppormevia kot epouBondGELoucxstiZovraL LLE
aUENUEVN atlpoppaylkn dtdbeon Aoyw avilppomnong amno tnv
avénon tou ntapayovta von Willebrand kat tnv petwpevn
dpaotnplotnta tov ADAMTS-13

o AwponetaAia > 60x103 sivoil apKeTA ya TNV dtotripnon tne
napaywync Opopupivnc oe puotodoyika enineda



Hrap ko mnén

e JUvBeon
— MNapayoviwv nNéewc
— QUOLKWV aVO.OTAATWV
* PUOuLON Asttoupylac TapayovIwy
* PUBuLON KABOPONC «clearance» mopayovIwv



Kippwon ko mapayovteg mnéng

OMot ot tapayovtec ektoc tov von Willebrand’s kot Ca cuvO<tovtal oto Amap

O napayovtag VIl mapayetat kat e§wnmatika ano evéoOnAiLo ko
HEYOQKAPUOKUTTOPA

Melwpévn ocuvBeon mapayoviwy e€aptwpevVwy armo tnv Brtapivn K- 11, VII, IX,
X AOyw pewwpevne Brtapivng K otn nmatikni vooo

» Mewwpevn npooAnyn (bilatta)
» Mewwpévn anoppodnon (kippwon)
» EAAewn xoAkwv aAdtwv (xpovia xoAootaon-armodpaKkTkog LKtepog)
» Mewwpévn xprion Bt K otn nmatikni avenapkela
e MelwHEVN amodOUNonN TWV EVEPYOTIOLNEVWYV TIAPOYOVTWYV TNENC
e YUvBeon aAVWHOAWY TIAPAYOVIWV TNENG
» Avowwdoyovaluia



2Tadlo Kppwaonc Kat enmeda

niopayovta VI
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Stage of liver disease (fibrosis score)

Rodriguez-Inigo et al Blood Coagul Fibrinolysis 2001



Kippwon kat puolkol avaoTOATEC
TNG TNENG

* Mewwpeva emineda kuplwc tnc avtilBpopuBivnc
11l kot TnC mpwTtetvng C

A.Tripodi, N Engl J Med 2011



Kippwon kot tvwdoAuon

MAaopwoyovo ‘ MAaopivn ‘ Amtodounon wwwdouc

Alpoppaytkn 81dBeon OpoupwTtikn d1dBson

1M tissue plasminogen activator (t-PA) | | 4 t-PA inhibitor (plasminogen activator
J plasmin inhibitor inhibitor [PAI])

J, thrombin-activatable fibrinolysis
inhibitor (TAFI)

* Agv TEKUNPLWVETAL AVENUEVN LVWOOAUTLKN SpaoTnpLoTNTA OTNV Kippwon

Lisman et al. Gastroenterology 2001; 121: 131-139




Kippwon kot AETT

Auvénueva D-Dimers - amodeEn AEN ?
— Mewwpévn kaBapon D-Dimers ?
AEM: VIII 4, Kippwon: VIl P
AENM otn Kippwon — ouvRBwc 0TV CUVUTIAPYXEL BakTnpLokn
Aolpwén — evbotowvatuia- cnyn

— Xopnynon evtepoamnoppodnTknc avIlplwong — peiwon
gvbotolvatuiag, avénon rnapaywync NO, KATAOTOAN KUTTOPOKLVWY —
avénon ap AIM

G. Kalambokis, et al Med Hypotheses, 76 (2011), pp. 105-109



Kippwon kot SuocAettovpyia
evO00OnAilou

* MMuAaia vmepTaon

* Mewwpevn TaxutTnNTA PONC

* ALHOSUVOHLKEC XAAOLWOELC TTOU TIPOKAAOUV
Sdlatapayec Asttovpyloc evéoOnAiou



Kot aAAOL pnYaviopotl mou
dlepeuvwvToLl

O poAoC TwV oLSETEPOPIAWYV KOl TWV
gpuBpokUTTAPWV

AvwpoaAiec tou evbéoBnAtakou glycocalyx

OpoupPwyova kKukAodopovta
ULKPOOWUATLOL

K.Q

Martinod K, Wagner DD. Thrombosis: tangled up in NETs. Blood 2014,123:2768-2776.




2TN Kippwaon uTtapyEL LooppoTtLla PETAEU
TWV UTIEP KOLL OVTL-TINKTLKWV AELTOUPYLWV
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Duolooyikn mapaywyn Bpoupivne oe aobeveic
LLE KLpPWON 0€ OUYKPLON UE UYL ATOoLLOL

Evidence of Normal Thrombin Generation in Cirrhosis
Despite Abnormal Conventional Coagulation Tests

Armando Tripodi, Francesco Salerno, Veena Chantaranglul, Marigrazia Clerici, Massimo Cazzaniga,

Massimo Primignani, and Pier Mannuccio Mannucci
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Y J00 Hepatology 2005; 41: 553-558




H «katvoupylo» Loopporia (rebalance) otov
KLPPWTLKO aioBevn elvall o aotadnc

pro- anti- pro- anti-

hemo- hemo- hemo- _. hemo-
static static static static
factors J factors [actors factors
| | — —
44 -
(@)
Normal liver Cirrhotic liver

Kivduvog Kal aigoppayiag kai 0poupwong



Hemostatic System in Liver Disease

Fragile but Re-Balanced in
Stable Cirrhosis

B
Some changes favor clotting

, Low Protein C, S, High Factor
VIII, High vWF, activated
TEA[KQ ? ? ? ? ? circu[aitingvplatelet: slow

flow, especially in portal vein

( Bleeding )

\ 4

Awpoppayio R OpopuBwon ??7??

Other changes Favor Bleeding

Portal Pressure, Infection (endogenous
heparinoids), Renal Failure (uremic
platelets), Volume Expansion (portal htn)
Premature clot lysis (hyperfibrinolysis)

0 e
 clotting )

Bleeding

Clinical Liver Disease, Volume: 16, Issue: 4, Pages: 137-141, 03 November 2020,



“Rebalance” kot mapoAa avta.....
olLpoppoyia

2tov aocBevn pe teAlkov otadiou
NTMOTLKA VOOO — aAAoL mapayovtec -

L HU}\G'L(I UT[épT(IO'r] . E‘f%} Q
* Noipwén ’,

* Nedplkn voooc

 AucAettoupyia ev6oOnAiou |



DAeypovn Kal apootaon
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Inflammation and a dynamic hemostatic balance

Stravitz et al, J Hepatol 2012



Baktnplakn Aolpwén Kat Kippwon

* > 47% twv voonAguopeEVWY aoBevwv

* Honyn kat n evbotoéwvaluia emdbpouv otnv
nopaywyn Kot Asttovpyia (mpookoAAnon)
atporntetaAiwy pecw NO Kol TPOOTUKUKALVNG

e TNV Aoilpwén
— evboBnAlakn SucAettoupyla
— gvdoyevnc mapaywyn NmapwosLdwv

Montalto P, Vlachogiannakos J, Cox DJ, et al. J Hepatol 2002;37:463-70



>NPn — Ofela emL xpovia nratikn avenopketa ACLF

r — 0k — ok

Healthy liver » Cirrhosis ¢————— Acute-on-chronic Liver Failure

' |
A Ny .
D — ;
. ~

Neutrophil Activation Endothelial Dysfunction

Release of IL-1, SIRS/SEPSIS
IL-6, TNF a

o

Release of endogenous
heparinoids

Favoring Thrombosis

Elevated Tissue Factor, Factors VIII
and VonWillebrand Factor

Low Antiplasminand tPA Decreased Protein C, Protein S and
High PAI Antithrombin Il

Decreased Plasminogen
\* Bleeding / sl —
Multiorgan Failure Thrombosis

Favoring Hemorrhage .i
Decreased Factors II,V\VII,IX, X, XI '}q

Al s Thrombocytopenia +

plateletactivation

Clinical Liver Disease, Volume: 16, Issue: 4, Pages: 158-167, First published: 03 November 2020,



Nedpikn BAAPn Kot Kippwon

e ALOTOPOXEC AELTOUPYLOC OULULOTIETOALWY
— AvwpoaAieg SounAC atpomeTaAiwy
* Mewpevn ADP, oepotovivn, TxA2

* AvoAettoupyia umtodoxewv GPlIb-llla (POAo otnv cucowpeuon Kal
TIPOOKOAANON)

— AU&non NO — kaTtaoToAN CUCOWPEUONC/TIPOCKOAANONC
— Avauuio- peiwon aAAnAenidbpaong atpomnetaAiwy pe to evdoBnAlo

* YnepwvwdoAuon
* Mewwpeva enimeda napayovta Xlll.

Noris M, Remuzzi G. Blood 1999,94:2569-74
Zanetto A.et al.Hepatology. 2020



AELKTEC OLLOOTAONC OE CUOXETLON UE TNV
KaOnuepvn xprnon aAKooA

WOMEN

Fibrinogen Plasma Viscosity Factor Vil Von Willebrand Factor
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Kenneth J. Mukamal et al. Circulation. 2001;104:1367-1373



[lyAVTLO OTILOTOTIEPLTOVOILKO QLLUOATWO OF
acBevn e aAKOOALKN Kippwon




AANKOOALKN Kippwon kot coBopn
aLpoppayiLa
* 36 avtopatn sykedbaAlkn atpoppayia /4515 aoBeveic pe
Kippwon (0.8%)

* Meéeon nAwkia 53 xp (65 otn Loyevnc Kippwaon vs 48 aAKOOALKN)
Kippwon( P < 0.005)

e 78% avopeg, 72% aAKOOALKN Kippwon

Huang H et al, Clinical Neurology and Neurosurgery 2008

 EuBpavototnta ayysiwv (mpowpn
aptnpLlookAnpuvon)

EEEEE - opousondse

e KataotoAn cucowpeuoncg Kol TPookOAANoNG
OLLLOTIETOA LWV

de Lange DW,. Alcohol Clin Exp Res.2004;



Products for treating bleeding in the setting of liver disease

FFP

Coagulation factors -(—

Coag ulatmn cascade

[ Fibrinogen
f L i

L Wl N 1
S

| Thrombin || Prothrombin |

Fibrin .~ ==
T P L
degradation -7 i 4 I,

t
product =S

Fibrin/ o

Vitamin K is a cofactor in the post-translational modification of coagulation factors in the
liver. FFP and PCC provide coagulation factors (refer to UpToDate content for specific
constituents in PCC). rFVIIa is a procoagulant. Cryoprecipitate provides fibrinogen. DDAVP
can stimulate release of wvon Willebrand factor to counteract platelet dysfunction.
Antifibrinolytics promote clot stability. Refer to UpToDate topics on hemostatic abnormalities
in patients with liver disease for further details and indications for these interventions.

DODVAP: desmopressin; FFP: Fresh Frozen Plasma; PCC: prothrombin complex concentrate; rFVIla:
recombinant activated factor VII; TF: tissue factor.

Adapted by permission from Macmillan Publishers Ltd: Nature Reviews Gastroenterology and
Hepatology. Shah NL, Intagliata NM, Northup PG, et al. Procoagulant therapeutics in liver disease: a
critique and cfinical rationale. Nat Rev Gastroenterol Hepatol 2014; 11:678. Copyright © 2014.

www.nature.coml/nrgastro.



“Rebalance” kot mapoAa avta.....
BpouBwon

* MAKPO-Bpoppwon
— OpopuPwon muAaiac PAEBaAC
— Hmatikng aptnpiog
— Mepidpepikn PAeBkn BpouPwon
 MIKPO-BpopuBwon
— Evbonmnartikol pikpoBpopPol-cuoyETion YE tvwon
— MUAQLO-TIVEVU LOVLKN UTTEPTOAON



MIKPO-BpouBwoelc kot ivwaon

Jdnpwteivne C, TFVilla = dnuloupyia
HUIkpoBpouBwoewy, LOTIKAC uTtoélag Kot
VEKPWOEWV OTO NTTOTLKO TIAPEYXUMA —> AVTL-
KOTAOTO0N TOU Ao vwdn LoTto

Art’ euBelag evepyormoinon Twv aoTEPOELOWV
kuttapwv (HSC) amo tn Bpoufivn dtopeécou
TwV UToOOXEWV EVEPYOTIOLNONC LECW
npwteacwv-1 (protease activated receptors,
PAR-1) mou ¢p€pouv Ta KUTTOPA AUTA.

THROMBIN

INACTIVE PAR1

SIGNALING



AlpomeTaAlor KoL NTTATLKA lvwon

* Hmatikn wwon = gvepyormnoinon aoctepoeldwyv Kuttapwv oto Arap (HSC)-
napaywyn e€wkuttaptkov extracellular matrix (ECM)

* Ta alpomnetaAia o enadn pe ta HSC
— €kkplon ADP kat ATP — napaywyn adevooivng- evepyomnoinon c- AMP ota HSCs
— avénon ékdppaong hepatocyte growth factor (HGF) oto nmop

— Avénpévo c-AMP kat HGF — antevepyomoinon HSCs — peiwon ECM kot ivwong
%quieci‘scent activated HSC ECM i (}lluqiz‘ scent

activation Inactivation

eyclic —\MPT \
ADP/ \57

Adenosine
deol adation

O
ﬂﬁ@kt / HGF

pl qte]ets

>|

 Opoppomnevia— avénon ECM kot ivwong



AlatopaxeC aLooToonC = lvwon

e e loyevelic nratitidec kot NAFLD oL aacBeveic pe mpoxwpnUeVN
lvwon elxav onUovTtika cuyvotepa BpouodlAia o oxeon UE
aUTOUC HE NTILAL VOOO

* Yrapén petaAraénc V Leiden - 3.28 x avénon kwwduvou
POXWPNMEVNC lvwong otn nratitda C

* JUOYETLON Kol pe avemapkela PC, avénuevn ekbpaon FVIII ko
UTTEPOMOKUOTLVOLLOL

Wright M,. Gut 2003; 52: 1206—-10
Poujol-Robert A, Am J Gastroenterol 2004.



Neutrophil extracellular traps NETS,
BpouPwon Kot tuAoia vTtEptaon

* Animal models have suggested a role for neutrophil extracellular
traps (NETs) in the hypercoagulability of cirrhosis

* It has been demonstrated that NETs mediate development of portal
hypertension via thrombus formation, although the role of NETs in
humans with cirrhosis has not been firmly established

Hilscher M.Bet al.

Mechanical stretch increases expression of CXCL1 in liver sinusoidal endothelial
cells to recruit neutrophils, generate sinusoidal microthombi, and promote portal
hypertension.Gastroenterology. 2019;



H xopriynon Enoxaparine mpoAappavel tnv 8poupwon
rnivAalac tnv pnén avilpponnong os acbeveic pe
Kippwaon Kal cuoXetiletal pe PeAtiwon tne emPilwonc
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BpouPwoselg ?



OpouBwon uAaioc pAEBacC

2UXVOA OLOUUTTTWUOTLKN

15%-20% twv aacBevwv 1tou utoBaAAovTal o€ LETAUOOXEUON
ATTOTOC

Juxvotnta avénuevn opaAAnAa e tnv emdelvwon Tt NITATLKAG
vVOGOOU

MpokaAel TUAaiol UTLEPTAON, OOKLTN, LOXOLULO EVIEPOU

Recent
Minimally occlusive (< 50%) Partially oclussive (> 50%
Regressive




OpopBwon NmaATKNC apTnELOC

* MeTa oo XeELpoupyeilo (LETAMOOXELON) TIPWLLLOL
Kol kaBuotepnueva

e JUXVOTEPQ OTO LETABOALKO VOO LOTOL TOU NTTOTOC

* Auvénuevoc kivbuvocg otav : Bpoufodiiia, CMV
Aolpwén, LotopLko BpopPwaonc



Nepipepikn PAeBkn BpopPwon
KOl Klppwon

Kivbuvoc 0.5- 6.3%

Mveuvpovikn epPoin 1,9%

AA\oL tapayovteg Kivduvou

— Kapkivog

— HAwia

— XELPOUPYLKEC EMEUBAOELC

— AKwnoia

— NoonAeia

OL KIppwTLKoi aicBeveic v mpootatevovtal amno DVT



Nepipepikn APk BpopPwon kat
Klppwon

 NoonAegia 2074 KLppWTLKWV
17 DVT

* Mapayovtec Kivduvou: YapnAn Aevukwpartivn,
nopataon aPTT

* 5 aoBeveic pe NXK- aviipwodoAumidiko cuvdpopo

* 5 aoBeveic- mpoodato xelpoupyeio

Gupta V, Dig Dis Sci 2007
Garcia-Foster Ml Rev Esp Enferm Dig 2008



HEPATOLOGY @FAssD

Practice Guidance (3 Free Access

Vascular Liver Disorders, Portal Vein Thrombosis, and Procedural
Bleeding in Patients With Liver Disease: 2020 Practice Guidance
by the American Association for the Study of Liver Diseases

Patrick G. Northup p¥, Juan Carlos Garcia-Pagan, Guadalupe Garcia-Tsao, Nicolas M. Intagliata,
Riccardo A. Superina, Lara N. Roberts, Ton Lisman, Dominique C. Valla

First published: 20 November 2020 | https://doi.org/10.1002/hep.31646 | Citatinon~ °
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Avénuevoc kivbuvoc otn NAFLD/NASH

Increased thrombin-generation (ETP-ratio)
Decrease coagulation-inhibition (PICT)
Increased
values

& | Metabolic syndrome
Body mass index
Inflammation
Pracoagulants:

(Factors VI, IX, X, XI, VI, :
Anticoagulants:
ﬁbﬂnogen tissue factor) Drotein C
. Microparticles i
L Antithrombin
tl,_';__‘ﬁ"i""wl‘ & |
Decreased
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2 e tayvoapkouc aoBevelc n Baputnta NG
NAFLD ocvoyxetiletal pe ta enineda PAI-1

Ly

apression

PAl1 &

-

T
mo MASH

T 1
osibla’bardeilEne defnite NASH

OpoppwTtikn 61aBeon 11!
Verrijken A, Hepatology 2014



KapbLayyelaka voonuata — Kupla otio
Bavatou og aacBeveic pe NAFLD

%

28 ypovia TapaKorovnon

Takyapwdne AwaBnitnc

Kippwon- HKK

Mn NMATOKUTTAPLKOC KOPKIVOC

0 5 10 15 20 25 30 35 40

Ekstedt M, Hepatology 2006; 40: 865-873.
Ong JP, J Hepatol 2008; 49:608-612
Soderberg C Hepatology 2010 ;51(2):595-602




2 UUTTEP OO LOTLKAL:
OpoupPwon Kot Kippwon

AoBeveic pe xpovia NIOTLKA voopata O€V IPOCTATEUOVTOL
armno BpouPwon

Av&non kwwduvou yia pAeBikn BpouBwon 2x

AoBeveic ne NAFLD/ NASH — avénuévoc kivéuvoc yla
dAePKNA Kol aptnplokn BpopBwaon

KatevBuvtnplec odnylec: cvotdoslg ya tpoAndn kot
Bepamneia BpopuBwonc otn kKippwon



H kippwon amoteAel pa SuvapLkn
QLLLOOTOTLKN LOOpPOTILL

Rebalance, rebalance, rebalance

—
THROMBOSIS
} SBP HRS
Clotting |Jdeccctcccccdacmcccfacccbocnccnnnccndecdecccdecdcccccccncaa- >
— TN TN
Bleeding |7 7F ="~ """ immmommmm s mmre st e e s e e e oo >
} HE Bleeding

HEMORRHAGE === Cirrhosis pts. or,..They..." = Normal pts. or,..We.."



Oela NTTATLKN AVETIAPKELOL

Oplopoc: Epndavion eykepalomaderag Ko SLatapoywv aLOoToon O
acBevi xwpic mpounapxovoa NMOTLKA VOGO

INR > 1,5 — moparoprn o€ e€elOLKEUUEVO NTTATOAOYLKO KEVTPO UE Suvatotnta
LETAUOOXEVONG

AEN, katovaAwon oLUOTIETAALWY, TTAPAYOVTWYV TtHNENG
AlIM <150,000/mm3 (50-70%)

Aev eival cadnic o akpLBrc kivbuvoc atpoppayiog (OewpnTIKA IO QUENUEVOC
O€ OXE0oN UE TNV Kippwon)

H ocuvoAikn atpootaon faon Bpopperactoypadiag eivol duotoloyikn ap ‘oAn
Vv Wlaitepn mapataon INR

Mpoooxn : Aolpwén, vedppikni PAAPN

Stravitz, RT,, et al. Minimal effects of acute liver injury/ acute liver failure on hemostasis as assessed by
thromboelastography. J Hepatol. 2011



Aladopa Xpovia-oéeia NTIATIKN AVETIAPKELO OTN
aéloAoynon apoppaykne dtabeonc

MuAalo utEptaon

Meilwon ouvOEeTIKNC + +++
Asttoupylac, TINR
Opoppormnevia +++ +/++

SIRS ' it



Reduced procoagulants and anticoagulants
at admission to ICU with ALF

Fold change in anti- and pro-coagulants
in ALF within first 48 h
(multiples of nomal values)

7 —

-
|

=
|

Factor VI

VWF

S .

Procoagulants Anticoagulants
FlI, FV, FVII, FIX, PC, PS and ATIII
FX, FXI, FXII, Fibrinogen

Journal of Hepatology 2012 vol. 57 j 780-786



Ta enineda ADAMTS-13 otnv ofeia NTATLKA AVETTAPKELL
ocuo)eti{ovtal pe TV £KBaon tng vooou
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«Rebalance» kal otnv oéeia
NTTOLTLKN OLVETTALPKELQL

Acute liver failure

Prothrombotic

-

t Levels of VW F
1 Levels of FVIII

+1 Levels of natural anticoagulants
{ Levels of plasminogen

Prohemorrhagic

4 Levels of coagulation factors
tt Production of NO, prostacyclin
t Platelet count
Dysfibrinogenemia




Emtepfotikn npaén oe aocBevn LE NMATLKA VOOO

|oTOPLKO aLpoppAYLWY ?

? Nolpwén, vedpikn BAABN

PT/INR AEN eivou 8€ikteg mou POBAEMOUV THV aLpoppayia
Aev evdeikvutal N mpoAnmrikn xopnynon FFP

2uvnOwc dev xpelaletal n MPOANTTIKA Xopriynon olLHOTETAALWY
OXI untepdoptwon Pe vypa

Wait-and-see

Pepijn D, Tansfusion Medicine Reviews, 2014




MpoAafaivel n xopnynon FFP tnc
OLLLLOPPOAYLKEC ETIUTAOKEC?

* 57 RCT — amoteAeopatikotnta xopnynong FFP
e AVETIAPKNAC OTOLXELO TTOU va SLKALOAOYNCOULV TNV XOpNyNnon

* Most clinical uses of FFP, currently recommended by practice
guidelines, are not supported by evidence from randomized trials

* To fully correct INR in liver patients (therapeutic plasma =10
mL/kg) may take up to 7 L of FFP !!

e [wa kaBe 100-mL avénon oykou aipoatoc = avénon 1 mm Hg,
oTnv uAaia = altpoppayia

Stanworth SJ, Br J Haematol 2004; 126:1139

Zimmon DS, Kessler RE. The portal pressure-blood volume relationship in cirrhosis. Gut 1974,15:99-101
Bernal W, Caldwell S.H, Lisman T.Nails in the coffin of fresh frozen plasma to prevent or treat bleeding in
cirrhosis?.J Hepatol. 2020

von Meijenfeldt F.A. et al Prophylactic fresh frozen plasma and platelet transfusion have a prothrombotic
effect in patients with liver disease.J Thromb Haemost. 2021



«Risk Assessment» yLa emepuPaTIKEC TIPAEELC

High-Risk Procedures Intermediate-Risk Procedures Lower-Risk Procedures
Intrabdominal/orthopedic | Invasive endoscopy (biliary Paracentesis
/cardiac surgery sphincterotomy, endoscopic
ultrasound-guided biopsies,
cystogastrostomy)
Intracranial catheter TIPS Thoracentesis
insertion
Invasive endoscopy Lumbar puncture Dental extraction
(polypectomy)
Endoscopic submucosal | Transarterial chemoembolization Endoscopy (e.g., diagnostic,
resection or percutaneous locoregional variceal ligation)
therapies for hepatocellular
carcinoma
Percutaneous biopsy of Cardiac catheterization

extrahepatic organs and lesions

Transjugular liver biopsy Central line placement

Hepatic venous pressure
gradient measurement



KaBetnplaopoc kevtplknc dAEBoC

¢202 tortoBetnoelc KO os aoBbeveic pue Bapld Nmatikn vooo otnv
dlapkela LTx
— mean plt 47,000 /ul (8000 to 79,000)
— INR of 2.0 (1.5 to 8.0)

eKapta xopnynon papuakeUTIKNC Aywyng 1 mopayoviwy
QLUOTOC

eKaveva emelcodlo alpoppayiog

Foster PF et al. Archives of surgery 1992 Mar; 127(3): 273-5



Mopakevinon aokitn/mAEUPLTIKAC
ouAAoync¢

e 608 ao0Oeveig eMayo Clinic

— PT&PTT duthacia amo ta 1,100 LVP o€ 628 aoBeveic
ovwTEPA PUCLOAOYLKA OpLa
*INR 1.7 £ 0.46 (0.9-8.7)

— AwomnetaAla 50 - 99/ul
eAlpormt 50.4 x 103 (19-341)

McVay PA et al. Transfusion, 1991 ; 31(2): 164-71 Grabau CM, et al Hepatology 2004,40:484-488

Kapia xopnynon ¢appakeUTIKAC Aywyng N mopayoviwy alpotod

Kavéva emeloodio apoppayiag



MeTopOoXeUON NMOTOC KOl QLLLLOCTO0N

Map of hemostasis

during hiver transplantation

factors, PLT

A. Siniscalchi / Liver Transpl 10 (2004) 1144 -1149



Metayyloelc otn LETAMOOXEVON NTTATOC ?

* NMapadoolakd —BewpnTikad aavénpevoc Kivbuvoc alpoppayiog

* [poetolpaocia > 20 povadec aipatoc, FFP yla petayyion otn
SLAPKELOL TOU XELPOUpPYELOU

Transtusion Rate for 500 Consecutive Liver
Transplantations: Experience of One Liver
Transplantation Center

Luc Massicotte,”® André Y. Denault,” Danielle Beauliew," Lynda Thibeault,” Zoltan Hevesi,’
Anna Nozza," Réal Lapointe,” and André Roy’

Transplantation 2012;93: 1276-1281

*Metdyylon pEoo opou (SD) - 0.5 (1.3) povadec 2E / acBbevn
*79.6%twV acBevwyv OeV XPELAOTNKAV LETAYYLON



Cumulative Survival

Metayylon 2E ko atpgomeTaAilwy —
OUOYXETLON HE BvnoLluotnto HETA TNV
LETOUOOYEUON
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OpopupBelactoypadia

-
/Torsion wire

%}/ Pin
Soce .36 ml whole blood
Heating element, —_ 1 (Clotted)
sensor & controller




Meilwon petayylong FFP otnv Mty pe tnv
xpnon OpopuPelactoypadiog

e 28 aoBevnc Mty
* Tuyalomolnon o€ tapokoAouBnon otn SLApKeLa
XELPOUpPYELOU UE
— TEG
— Standart dokwuaoiec mRéng
* Awyotepn xpnon FFP pe TEG 12,8 (+/-7) vs 21,5(+/-12,7)

Wang SC et al Transplantation Proceedings 2010



OpopBwon LeTA TNV LETALOOXEUON

Vascular events after liver transplantation: a long-term
follow-up study

Maarten A. J. P. Borg," Egbert-Jan van der Wouden," Wim J. Sluiter,” Maarten J. H. Slooff,>
Elizabeth B. Haagsma' and Arie P. van den Berg'

Transplant Int 2008

* MapakoAouBnon 311 acBevwv PETA TNV LETAUOOXEUON
nratog yla 6.2 xpovia (1-20)

e 21% - BAavatoc amo ayyeLoKo aitLo
e [lapayovtec kivouvou : urteptaon, nAtkia, veppikn BAabn



AVYVELOKEC ETILITAOKEC META TNV
LETALOOXEVON NTTATOC

I=

(=]
T

b *19/99 aoBeveic
- | *Opoupwon nratikng aptnpiag (7%).
s | *OpouBwon udaiag(5%)
*[Tpwipn ayyetakn BAABN os 11% pe
Bvnowpotnta 81.8%
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Avtaywviotec Bt K kol nrtatonaBela

* o eival to target INR????

Therapeutic Window

Usually INR 2.0 - 3.0

Clinical everts ——

Intensity of anticoagulation INR) ~—————» {Blann, 2003)



AANQL QVTLITNKTIKAL

* 2tnC HeAEtec Oev oupmepleAndBnoav aoBeveic pe nmatika voonuata !

Warfarin

/

0% Renal
elimination
l _ 75% Hepatic
100% Hepatic elir‘:ﬂna;t]ion
elimination
Edoxaban
50% Hepatlc
elimination 50% Renal
elimination

Apixaban

/N

3 'l

|

25% Renal
elimination

20% Hepatic
elimination

80% Renal

Rwaroxaban elimination

'i)

65% Hepatlc

elimination 35% Renal

elimination

A Qamar etal JACC- 2018



KatevuBuvtnplec odnyelc

CPS FDA Recommendations EMA Recommendations
Warfarin A,B,C |Therapeutic INR Therapeutic INR
Apixaban A No dose adjustment Use with caution
B Use with caution No dose adjustment
No dose adjustment
C Not recommended Not recommended
Dabigatran |A No dose adjustment Not recommended if
B Use with caution AST/ALT>2x ULN or Liver
No dose adjustment disease expected to affect
Not recommended survival
Edoxaban No dose adjustment No dose adjustment

Not recommended

Use with caution,

Not recommended

Rivaroxaban

No dose adjustment

No dose adjustment

O@PI>IO[® (>0

Not recommended

Not recommended




Clinical Monograph

Gastroenterology & Hepatology

Guidance for Coagulation
Management in Patients With
Acute or Chronic Liver Failure

January 2021

Gastroenterology 2021;161:1615-1627

CLINICAL PRACTICE GUIDELINES

Robert G. Gish, MD

Professor of Medicine

Loma Linda University Transplant
Institute — Las Vegas

Las Vegas, Nevada

Adjunct Professor

University of Nevada Reno
School of Medicine

Clinical Practice Guidelines

AGA Clinical Practice Guideline on the Management of (]
Coagulation Disorders in Patients With Cirrhosis

Robert S. O'Shea,’ Perica Davitkov,” Cynthia W. Ko,? Anita Rajasekhar,” Grace L. Su,>®
Shahnaz Sultan,” Alina M. Allen,® and Yngve Falck-Ytter®

K JOURNAL
OF HEPATOLOGY

EASL Clinical Practice Guidelines on prevention and management of
bleeding and thrombosis in patients with cirrhosis”

European Association for the Study of the Liver

Journal of Hepatology 2022 vol. 76 | 1151-1184



Take home message

Hrtotikny vooocg — eUBpavotn Loopporia Hetoéy
aLpoppaytkn kot Bpoupwtikn dtabeon

PT/aPTT &¢ev elval WbLaitepa xpnotLpo
AlpomtetaAia > 60000 = OK
Aev xpetaletal 610pOwon INR kot ap. alponeTaiiwy
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