Impact of first and further decompensation in patients with
compensated ACLD due to MASLD
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Background & Aims: First and further decompensation events mark key transitions in
the natural history of cirrhosis and significantly influence mortality risk. We assessed
the cumulative incidence of first and further (acute and non-acute) decompensation
and evaluated their impact on liver-related death (LR-D) in patients with compensated
advanced chronic liver disease (cACLD) due to metabolic dysfunction-associated
steatotic liver disease (MASLD).

Methods: We conducted an international, multicenter (17 centers), retrospective
study involving 6,061 consecutive patients with cACLD due to MASLD, diagnosed
either clinically (liver stiffness measurement >10 kPa) or histologically (F3—F4 fibrosis).
Decompensation events were defined according to the Baveno VI criteria. Cumulative
incidence functions and cause-specific Cox models (with baseline and time-dependent
variables) were used to analyze competing risks. A multistate model was developed to
better describe the clinical trajectory of cACLD due to MASLD.

Results: The 5-year cumulative incidence of first decompensation was 3.5% (95% ClI
3.0-4.1), which was associated with an 18.9-fold increase (95% Cl 10.8—32.9) in the
cause-specific hazard of LR-D. Among patients who experienced a first
decompensation, the 5-year cumulative incidence of further decompensation was
43.9% (95% ClI 37.2-50.2), further increasing the hazard of LR-D by 1.52-fold (95% Cl
1.02-2.34). Ascites, followed by variceal bleeding, were the most common
decompensation events. Hepatocellular carcinoma independently increased the
cause-specific hazard of LR-D by 2.95-fold (95% Cl 2.02-4.31) in the overall cohort and
by 1.43-fold (95% Cl 1.03-2.00) in patients who had experienced a first
decompensation.

Conclusions: First and subsequent decompensation events are major inflection points

in the clinical progression of cACLD due to MASLD, increasing the cause-specific hazard



of LR-D by 18.9- and an additional 1.52-fold, respectively. Hepatocellular carcinoma is
an independent predictor of LR-D and further exacerbates mortality risk when present

alongside decompensation.

H petapoAika oxetlopevn Amwdng vooog tou Amatog (MASLD) amoteAel pia
oMo TIC OUXVOTEPEC OQLTIEC XPOVIAC NMATOMAOELNG TAYKOOUIWG, HE OUVEXWG
avéavouevn enimtwon. H guddvion tou mpwtou enelcodiov pA&ng avtpponnong
anoteAel kaBoploTikd onueio otn ¢duaolky Mopeia TNG VOOOU Kol OXeTIleTAl ME
ONUAVTIKA emdeivwon tng mpoyvwong. Qotdoo, l8Ika otoug acbeveic ue MASLD,
OTIOU CUVUTIAPXEL auénuévocg Kivouvog eEwnmatiking Bvntotntag and kopdlayyelaka
voonuata Kat kakonBeleg, Sev eixe anooadnVioTel EMAPKWE N EMUMTWON TNG APXLIKAG
KOlL TNG TEPALTEPW PHENC AVTLPPOTINGNG KAl N TIPOYVWOTLKN TOUC onuaoia.

H napovoa peAétn amotelel pia SLebvr), TOAUKEVTPLKN, avaSpOoULK aVAAUGN
LE TIPOOTITLKA CUAAeyUEVA SeSopéva amo 17 e€elbikeupéva KEvipa otnv Eupwrn, Ttov
Kavada, tnv Kiva kat tnv AuotpaAia. ZuunepAndOnkav cuvolika 6.061 Stadoxikol
000eVEIG PE QVTLPPOTIOUUEVN TPOXWPNUEVN Xpovia nratonabesia (cACLD) Adyw
MASLD, ol omoiol StayvwoTtnKkav £Te KAVIKA HE LETPNON NIATLIKAG oKANpotntag >10
kPa eite otoloylka pe (vwon otadiou F3-F4. To mpwto enelocodlo pnéng
QaVvTLPPOTNONG 0ploTnKe oUWV PE Ta KpLthpla Baveno VII kat mepleAaupave tnv
eudavion aokitn, EKGNANG NTatikng eykepaonabelag, Kipooppayiag Kat/r LKTEPoU
(xoAepuBpivn >3 mg/dl). H mepattépw prén avippomnong opiotnke w¢ UTIOTPOTTH TOU
opxtkoUL cuppapartog n epdavion devtepou enelcodiou.

Katd tn Stdpkela tng mapakoAolBnong, n MEVIAETAG ABPOLOTIK EMIMTWON
apXLKAG pNéNG avtppomnong ntav 3,5% (95% Cl 3,0-4,1), pe ouxvotepn KAWLKA
ekdnAwon tov aokitn. H euddvion tou mpwtou enelcodiov pnRéng avippomnnong
ouoyetloTnKe Pe onpavtikiy emtdeivwon tng mpoyvwong, kabwg ouvdEdBnke pe 18,94
dopég avénuévo kivbuvo Bavatou oxetlopevou pe nratonabesia (95% Cl 10,87—-
32,99, p<0,001). Metafl Twv acBevwv OV TAPOUCIACAV TTPWTO EMELOOSL0 PRENC
avTLPPOTNONG, N TEVIAETAG eMimtwon enakoAouBou enelcobiov aviABe oto 43,9%
(95% Cl 37,2-50,2). H gpdavion emakoloubou emnelcodiou avfave mMepaLTEPW TOV
Kivbuvo Bvntotntag katd 1,52 dopég (95% Cl 1,02-2,34, p=0,04). EmutAov, n
EUPAVLON NTTATOKUTTAPLIKOU KOPKIVOU OIMOTEAEDE aveEAPTNTO APVNTIKO TIPOYVWOTLKO
TIapAyovTa, TO00 0TOo oUVOAO Tou UTO PeAETn mAnBuopoL (HR 2,95, 95% Cl 2,02—
4,31), 600 Kal otoug acBeveig mou eixav Nén epdaviost pAén avtpponnong (HR 1,43,
95% Cl 1,03-2,00).

JUUMEPAOUATIKA, oTouG 0oBeveic pe cACLD Adyw MASLD, n eudavion
eneloodiou prEnG TN avtlppPOmMnNong amoteAEl LOXUPO TIPOYVWOTIKO CNUELO KAUTIHAG UE
onUavtikn avénon tng oxetl{OpevVNG Le nratondbela Bvntotntac. H mepattépw prén
NG avTLPPOTNOoNG elval cUXVA META TO TIPWTO EMELCOSLO Kal EMIBOPUVEL TIEPALTEPW
Vv mpdéyvwon. H mapoucio NMOTOKUTTOPLKOU KOpPKivou amoteAel ave§dptnto



0pVNTIKO Tlapdyovta yla tv emPBiwon twv aobevwv autwv. Ta gupnuata autd
umoypappilouv OtL, av Kol ota apxtkd otadia tng MASLD kuplapxel n e€wnmatikn
Bvntotnta, petd tnv egudavion pnéng avtippdmnong, n Ovnrotnta Adyw NG
UTTOKELEVNC NrtatondBelag amoteAel TNV KUpLa attia Bavatou, avadelkviovtag tTnv
QvayKn oTevnG tapakoAouBnaong Kat €ykalpng mapépBacng otoug acbeveic uPnAov
kwduvou.
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