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Compensated advanced chronic liver disease (CACLD)
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® cACLD f8 nqmﬂ'ﬂwwﬁ ongoing chronic liver disease wazil severe liver fibrosis #3@ cirrhosis T4luN"9
Ufiasunsnlvmsifiaaslasn1iniia liver stiffness measurement (LSM)

LSM
¥ v
<10 kPa P >15 kPa
uaz'lidl clinicallimaging signs
v v v
Rule out cACLD Suggestive of cACLD Highly suggestive of cACLD

Remarks:

. r&'ﬂ’w chronic liver disease ‘ﬁﬁﬂ"l LSM <10 kPa ﬁ#uﬁ 3-year risk of decompensation/liver-related death #o8NiN 1%

®* nN139323 TE LNq false positive & ﬂqﬁﬁ?uwm LSM>10 kPa mm‘:%%ﬂu fasting condition W38@T29 serum fibrosis markers 324
* 1o cACLD ATIAIUNIATIY LSM nn 11 afaaunaasuuag

e Taun138aadusdan LSM AUWUSHLUNMTaN decompensation %38 liver-related death AaN13aAaIV8d LSM 11NN 20% lasiien

@1n11 20 kPa WiadNanad LSM Waa < 10 kPa



Noninvasive Diagnosis of Portal Hypertension in Patients With

Compensated Advanced Chronic Liver Disease

* 836 patients with paired LSM/HVPG, LSM 2 10 kPa and no previous decompensation

* 43% HCV, 30% NASH, 24% Alcohol and 3% HBV
* In cACLD, LSM225 kPa is

n~ Prevalence of CSPH - RS NS SR EON I SHIMIES RS

® All patients . .
lpa:entswith LSM 225 kPa except in obese patients
with NASH
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e LSM <15 kPa plus
platelets > 150 x 10°/L
ruled out CSPH in most
etiologies (NPV=96.6%)
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NASH Non-obese NASH  Ohese NASH Pons M, et al. Am J Gastroenterol 2021




Diagnosis of clinical significant portal hypertension (CSPH) in cACLD

¢ Ell'lﬂ’m virus- and/or alcohol-related cACLD W&z non-obese (BMI<30 kg/m?) NASH-related cACLD @i LSM=>25 kPa
UURIUID rule in CSPH (specificity L8z PPV>90%)

9/ 3 Ad 1 ] Qs
* rila cACLD illifin LSM=15 kPa 32unU platelet =150x10°/L 14130 rule out CSPH (sensitivity uaz NPV >90%)

. lﬂ'ﬂ’w virus- and/or alcohol-related cACLD &2 non-obese NASH-related cACLD 1 LSM<25 kPa mmml‘ﬁ’i’agﬂ
971 ANTICIPATE model lun1swennsmnsiia CSPH lag

* | SM 20-25 kPa WAz platelet<150x10%L %38 LSM 15-20 kPa Waz platelet<110x10%L il risk 283013470
CSPH atnivat 60%

Screening endoscopy in patients that cannot be treated with NSBBs

. N]J’JEI compensated cirrhosis Ylvluvl@ﬁmelfm’m NSBBs Lwaﬂaanu decompensation (L‘Hmj contraindication ¥38
intolerance) 27 1831N137N screening endoscopy Tunsdifien LSM>20kPa %38 platelet<150x10°

o lumufilailésunisvin screening endoscopy wussinlwiszidin LSM use platelet count nni laswin LSM>20 kPa
N30 platelet count<150x10°%/L qé'ﬂ'] BA2T LOLMIYN screening endoscopy



Validation of Baveno VI Criteria for Surveillance of Esophageal Varices

in Compensated Cirrhosis

* 891 HBV or HCV Child A cirrhosis without history of complications

* Validation of Baveno VI (LS<20 kPa and platelet>150,000) for prediction of high-risk
varices and portal HT progression

* PHT progression = onset of varices need treatment or PHT-related bleeding
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Thabut D, et al. Gastroenterology 2019




Non-invasive determination of cACLD and CSPH

+Plat >150, Baveno VI-avoid endoscopy

-

Liver decompensation and liver-related death
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+Plat 2150, exclude CSPH
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Prevention of (first) decompensation

A wy AV A wm A ' el A Vv
* Compensated cirrhosis fiagjtlat cirrhosis 71 laifitlsz3@w3alaifia1n1y decompensation G4 leun
1.  Overt ascites (or pleural effusion) with SAAG>1.1 g/dl
2. Overt hepatic encephalopathy (West Haven grade > Il)
3. Variceal bleeding
v A w P Al = ) as - i
¢ mu‘llaa;lla‘lmwmwaml:ﬁ;ﬂ'n’l minimal ascites, minimal HE W82 occult PHG bleeding LT decompensation W30 I
a A a ; -
®* Decompensation 813LNALABd superimposed liver injury LT% alcoholic hepatitis, acute viral hepatitis #38 major surgery

) l-'~: : = ) L 2N ] H
®* AITNINIWILIN NSBBs (propranolol, nadolol, carvedilol) iWNalasnwn1sine decompensation ‘luﬂﬂaﬂﬁﬁ CSPH

S " . . v A Qs . o
* aasNITUNLADN carvedilol 11 compensated cirrhosis WWIN2aN31508a HVPG waziuua liunazilasnu decompensation '@
4 A .ﬂ" . ' a
NN (19NN NT alpha adrenergic blockade T2187¢))

Remarks
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rdlj?ﬂ compensated cirrhosis ﬂﬁlﬂ‘iu NSBBs (Walainh decompensation lidasas7a screening endoscopy dnilaannlal
WasuwlaIn1IIne
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¢ :;JHJ')U compensated cirrhosis 14 high-risk varices mummm‘lﬁ NSBBs ¢ a25vi endoscopic band ligation tWailasnu first
variceal bleeding



NSBBs prevents decompensation in cirrhosis with CSPH

The PREDESCI Trial

* Randomized, DB, placebo-controlled, multicenter study
* Include only patients with HVPG>10 mmHg
* Patiens developing medium-large EV received EVL

* Aim: To determine the efficacy of BBs in decreasing the risk of decompensation or death

04—
Cirrhotic patients and CSPH p— E'Z’Clztc’ie?forﬁ | \
without high-risk varices (N=201) group

03

Decom or death

0:21

Propranolol (N=67)

Carvedilol (N=33) Placebo
edi = =
*by acute HVPG response N1t 014
HR 0.51 (0.26-0.97)
Primary endpoint: Decompensation P=0.0412
(ascites, PHT bleeding, overt HE) or °T & B 1 2 ® 3% 4 # 5 6

death . Months
Villanueva C, et al. Lancet 2019



Acute variceal bleeding (AVB)

Intubation Iuﬂuﬁ altered consciousness "3 actively bloody vomiting
Conservative PRC transfusion (target Hb 7-8 g/dl) lagiarsanifasudu
\Tw 818, CV disease, ongoing bleeding ¢28

Wil AVB m‘s‘lﬁ‘?umigtmlu intensive/intermediate care units
lusefd HE aslwnisshenedae lactulose (oral or enema)

unztin W lactulose (oral or enema) 1iNarnsaIdanoana N Gl tract Lie
Uaanu HE

wn'le PPI ria% endoscopy AIIMLANUTNAINN procedure LIl
indication

Malnutrition iful.ﬁu risk Y83y adverse outcome 5&(-‘1‘3‘5&'11 oral nutrition

a o e o
NUNNYI e

L?Iu Vasoactive drugs (terlipressin, somatostatin w3 octreotide) as soon
as possible LR continue 2-5 %

ATB prophylaxis: IV ceftriaxone 1 g/24 h u setting 'ﬁiﬂ high prevalence
284 quinolone-resistant ﬂ?ﬂuﬂﬂmﬁ quinolone prophylaxis lag
#9104 local resistance patterns $23@2¢

39329 conventional coagulation test uae platelet 1w lalléduaa
132141 hemostatic status ﬂ"@ﬂu:;l:'ﬂ’w chronic liver disease nurtluvin
wushuilu case-by-case basis mlumrﬁ failure to control bleeding
ELLu:ﬁﬂ'ﬁ' FFP, recombinant factor VIl %38 tranexamic acid

11787 on anticoagulant LLu:ﬁ'l‘lﬁnqul’mﬂwun’h bleeding under

control (T.ml duration I individualized judgement)

N e L ' Qe J o
W128A77163N139393 upper GI endoscopy mislw 12 #a. laswngi'la stavle Tviwiufiidiataaasis

msnEukinga variceal ligation laswiniiiu bleeding GOV2 w3 IGV1 uuvinlwine tissue adhesives (17w N-butylcyanoacrylate/thrombin)

lauuzsinlAlE hemostatic powder 11w first-line endoscopic therapy

lunsydlvas PHG w32 GAVE suntnsnmlas APC, RF ablation w38 band ligation Lil% local treatment
Wiz pre-emptive TIPS (<72h) lu;j'ﬂ’atl AVB 'ﬁ‘ﬁﬁ‘ﬂﬂm:é'a&: Child C <14 w38 Child B >7 uaz active bleeding %38 HVPG >20 mmHg

4
Tu refractory variceal bleeding A2317 balloon tamponade wIe self expandable metal stents (SEMS) \u bridge therapy 3:%3i7978 definite treatment

o« dad
u failure to control variceal bleeding m‘:‘snm‘mﬁ‘n‘qﬂﬁﬂ salvage PTFE-covered TIPS




Acute Variceal Bleeding:

New/Changed Recommendations from Baveno Vi

* Intravenous ceftriaxone 1 g/24 h is recommended as ATB prophylaxis, however this
should always be in accordance with local resistance patterns

* |n suspected AVB, vasoactive drugs (terlipressin, somatostatin, octreotide) should be
started as soon as possible and continued for 2-5 days

* Malnutrition increases the risk of adverse outcomes in patients with cirrhosis and
AVB and oral nutrition should be started as soon as possible

* PPl should be stopped after the procedure unless there is a strict indication to
continue them

* Pre-emptive TIPS with PTFE-covered stents within 72 h (ideally <24 h) is indicated in
AVB who meet any of the following criteria: Child C <14 or Child B >7 with active
bleeding at initial endoscopy or HVPG >20 mmHg at the time of hemorrhage

* |n refractory variceal bleeding, balloon tamponade or self expandable metal stents
(SEMS) should be used as a bridge therapy to a more definite treatment such as TIPS



Prevention of further decompensation

® Definition 484 further decompensation
* n13L7ia second PHT-driven decompensating event (ascites, VB or HE) LRZ/MID jaundice

* n3.fia recurrent VB, recurrent ascites (need >3 LVP 1u 1 1), recurrent HE, SBP uaz/%3a HRS-AKI
. lil'ﬂ'w decompensated cirrhosis M LIUAMIMINTINEN LAY liver transplantation

uwan9lun131fa91n further decompensation Tudtlaangaeng 4

Patients with ascites Prevention of recurrent VB (secondary prophylaxis)
mmjﬂ'm‘lﬂﬁ on NSBBs A23§@327 screening endoscopy *  m3Inm firstline therapy LAaasnu recurrent VB léiri combination 283
{iufid ascites uazdl low-risk varices 819133 NSBBs Lilatlaariu traditional NSBBs %3 carvedilol Tauriy EVL
first VB *  Tug@lw EVL w38 carvedilol w3e traditional NSBBs 'lailén3a intolerance
Jile ascites 714 high-risk varices unsihlWinwiedasri first VB mansalinrinetlaetanitafld uasRorson TIPS Tudihefd
(prefer NSBBs a1nni1 EVL) recurrent ascites
War3ow1 TIPS lugthe recurrent ascites (need >3 LVP lu 1 1) lag
laifnflefiaasbédu varices Recurrent PHG bleeding
lugfihe ascites il SBP<90 mmHg W38 mABP<65 mmHg W3a *  NSBBs Liu first-line therapy lun11iJaaniu recurrent PHG bleeding
HRS/AKI Lm:ﬁﬂﬁ'ﬂglﬂﬁ?aﬂﬂ'ﬂmﬂ NSBBs 1751 waznauanl . m‘l‘ﬁ' endoscopic rx (e.g., APC or hemospray) 1w recurrent PHG bleeding

¥ - -u!’ (] i L T L% [T L= o L o 0
doide BP @u Turwdlisaunsnld NsBBs deld uushliv EvL || o lugihae transfusion-dependent PHG wadleiilmyinmauuas uusiiinm
NAUNYK Taw TIPS




Cirrhosis recompensation

® Concept 189 recompensation Aan13N (at least) partial regression VU@ structural e functional changes
184 cirrhosis #AI91N lHIUMIINHIAUWAL8L cirrhosis U7
* Definition 284 recompensation Usznauldeqe

1. Removal/suppression/cure madﬂﬂLHQﬁﬁﬂﬂ 84 cirrhosis (13% SVR lu CHC %38 viral suppression Tu
CHB %38, sustained alcohol abstinence 4 alcoholic cirrhosis) 320U

2. Resolution of ascites (off diuretics), HE (off lactulose/rifaximin) W8z absence of recurrent VB (8814
noe 121001) 324N
3. Stable improvement of liver function tests (albumin, INR, bilirubin)

* |#a3nnaafia recompensation us? I CSPH et laiuuzsil¥nega NSBBs (3und1 CSPH a2

resolve)



Management of Portal Vein Thrombosis in Cirrhosis (1)

® Anticoagulation is recommended in patients with cirrhosis and

1) Recent (<6 months) completely or partially occlusive (>50%) thrombosis of the portal vein trunk with
or without extension to the superior mesenteric vein, or

2) Symptomatic PVT, independently of the extension, or

3) Potential candidates for LT, independently of the degree of occlusion and extension

® Anticoagulation should be considered in patients with cirrhosis and minimally occlusive (<50%)

thrombosis of the portal vein trunk that
1) Progresses on short-term follow up (1-3 months)

2) Compromises the superior mesenteric vein

* Patients with low platelet count (<50 x10%/L) are at higher risk of PVT, but also of bleeding
complications on anticoagulation, and should be assessed on a case-by-case basis



Management of Portal Vein Thrombosis in Cirrhosis (2)

® Anticoagulation should be
1. Maintained until portal vein recanalisation or for a minimum of 6 months
2. Continued after recanalisation in patients awaiting liver transplantation, and

3. Considered after recanalisation in all others, while balancing the benefits of preventing recurrence
and increasing survival with the risk of bleeding

¢ Choices of anticoagulation

® Initiate with LMWH and maintained with either LMWH, vitamin K antagonists or DOACs

®* DOACs are easier to use but less data are available

Child-Pugh A No major safety concern
Child-Pugh B Use with caution (as well as those with Crcl < 30 mi/min)

Child-Pugh C NOT recommended



