Risk of de novo HCC in patients with MASLD following direct
acting antiviral-induced cure of HCV infection
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Abstract:

Background & Aims: Data are limited on the risk of de novo hepatocellular carcinoma
(HCC) in patients with metabolic dysfunction-associated steatotic liver disease
(MASLD) who have achieved sustained virologic response at off-treatment week 12
(SVR12) using direct-acting antivirals (DAAs) for HCV.

Methods: A total of 1,598 eligible patients received biannual alpha-fetoprotein (AFP)
and liver imaging surveillance to detect de novo HCC after achieving SVR12. MASLD
was defined as presence of controlled attenuation parameter (CAP) > 248 dB/m and
>1 cardiometabolic risk factor (CMRF). Cumulative HCC incidence was compared
between patients with/without MASLD. We built univariable and multivariable Cox
proportional hazards models to evaluate factors associated with HCC. Sensitivity
analysis was performed using the Fine-Gray subdistribution hazards model.
Additionally, we evaluated the mediation effect of MASLD on CMRFs and of CMRFs on
MASLD for HCC using mediation analysis with bootstrapping.

Results: The incidence rate of HCC was 1.44 per 100 person-years of follow-up (95%
Cl 1.19-1.74). Patients with MASLD had a higher cumulative HCCincidence than those
without MASLD (log-rank test, p <0.001). Multivariable Cox regression analysis
revealed thatin addition to age, sex, liver stiffness measurement, platelet count, and
AFP, MASLD (adjusted hazard ratio 2.07; 95%Cl:1.36-3.16; p<0.001) was
independently associated with HCC. This finding was confirmed by the Fine-Gray
model, which showed a subdistribution hazard ratio of 2.07 (95%Cl: 1.34-3.19,
p<0.001) for MASLD. MASLD significantly mediated CMRFs for HCC development.

Conclusion: After achieving SVR12, patients with MASLD exhibited an increased HCC
risk compared to those without MASLD. Vigilant HCC surveillance and control of
CMRFs to mitigate the effect of MASLD on HCC remain crucial for this population.
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Fig. 2. Cumulative incidences of HCC in patients with and without MASLD.
The cumulative incidence of HCC among patients with MASLD was significantly
higher than that among patients without MASLD (log-rank tests, p <0.001). HCC,
hepatocellular carcinoma; MASLD, metabolic dysfunction-associated steatotic
liver disease.

H ouykekpuévn peA€tn e€€taoe tn ocuxvotnta epdavions HCC oe aoBeveig
MASLD peta ano ekpilwon tou HCV pe apeong Spaonc avtiuka (DAAs). Itn
HEAETN ouppeTeixav 1.598 aoBeveig mou mapakoAoudnBnkav e€apnviaiwg
Ke AFP kal armekovion Amatog Leta tnv eniteuén SVR12.H MASLD oplotnke
pne CAP>248dB/m kal mopoucio Touldaxlotov €vog KapSlopetaBoAikou
napayovta Kwvduvou (CMRF). Kata tn Swdpkewa 7.405 avBpwrmo-twv
napakoAouBnong, 107 aocBeveic (6,7%) avemtuéav de novo HCC, pe
OUVOALK emimtwon 1,44 ava 100 avBpwmo-£tn(95%Cl: 1,19-1,74). OL
aoBeveicpue MASLD eixav onpavtika upnAotepn abpolotikn enintwon HCC
o€ oOxéon Me oOooug Oev elyav MASLD (log-rank p<0,001). Xtnv
TIOAUTIAPOYOVTLKN avaAuon Cox, n mapouoia MASLD
ouvdEBnke avetaptnta pe avénuévo kivbuvo HCC (aHR:2,07, 95%Cl: 1,36—
3,16, p<0,001), elpnua Tmou enPeBoawdnke oamd TtOo Fine—Gray
pnovtéAo (sHR:2,07, 95%Cl:1,34-3,19). H mediation analysis €6el€e otTL n
MASLD cupBarAel onpaviikd otn oxéon Hetaéy CMRFs kat kwvéuvou
eudaviong HCC, evw avtiotpoda ot CMRFs Sev pecolafouv tnv enidpoaon
t™¢ MASLD, 6nAadny n MASLD auéavel aveéaptnta ano tou¢ CMRFs tov
kivbuvo HCC. Zuumnepaopatikd, n MASLD petd tnv ekpilwon tou HCV e



DAAs amoteAeiloxupo Kol aveEAdpTnTo mapayovta KvoUvou yla avarmtuén
HCC. H peA€tn umoypapuilel TNV avaykn yla oUVeXH TtapakoAouBnon
KOL EVTOTIKO £AEYXO TWV UETAPOALKWYV TIOPOYOVTIWY, TIPOKELUEVOU vV
HELWOEL 0O UTTOAEUTOUEVOG OYKOYEVETIKOG KlvOUVOC O aUTAV TV opada
aocBsvwv.
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