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Introduction: Atezolizumab/bevacizumab (AB) is the current stan-
dard of care for patients with unresectable hepatocellular carci-
noma. Most efficacy and safety data derived from clinical trials,
while only a few real clinical practice studies have been published.
Aim: To provide real-life clinical data of HCC patients treated with
AB.

Methods: The ARTE study group prospectively collects data of pa-
tients who started AB outside of clinical trials. We evaluated clin-
ical data and outcomes of HCC patients included in the ARTE
database (March 2022-November 2023).

Results: Data from 157 patients from 12 centres were collected.
Most patients had advanced HCC (59.9%). Twenty-seven (17.1%) pa-
tients had >1 condition(s) outside of the IMbrave-150 enrolling
criteria (thrombocytopenia<70.000/mmc [n=8], concurrent/recent
neoplasia [n=6], concurrent anticoagulation [n=6], arrhythmia
[n=5], HIV infection [n=4], chronic heart failure [n=2]). HCV was
the most commonly reported aetiology (43.9%), followed by MASLD
(31.8%), ALD (23.6%), and HBV (14.0%). Forty-four (28%) patients
reported multiple etiologies. The prevalence of performance sta-
tus (PS)>0, macrovascular invasion (MVI), extrahepatic spread, and
alpha-fetoprotein (AFP)>400 ng/ml was 38.2, 37.6, 38.2, and 29.9%,
respectively. Nineteen (12.1%) patients received surgical (n=3), per-
cutaneous (n=3), trans-arterial treatments (n=4), or non-liver-
directed radiotherapy (n=9) after the start of AB. The median over-
all and progression-free survivals were 19.8 (95% CI 15.8-23.8) and
10.5 months (6.3-14.7), respectively. MVI, AFP>400 ng/ml, ALBI
grade>1, and platelet-to-lymphocyte ratio>210 were independent
negative prognostic factors. Progression due to new extrahepatic
lesions/macrovascular invasion led to worse outcomes.

The most common treatment-related adverse events (AEs) in-

cluded fatigue (42.3%), hypertension (28.2%), anorexia (18.6%), and
diarrhoea (17.2%). The most common treatment-related Grade 3-
4 AEs were hypertension (7.0%), digestive non-variceal bleeding
(3.8%), increased aminotransferases (3.2%), and variceal bleeding
(2.5%).
Conclusions: these real-life data confirm previous efficacy and
safety information of AB. Multiple HCC etiologies, comorbidities,
and combinations with locoregional treatments are common in
clinical practice and warrant dedicated studies.
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Background and Aim: Due to the lack of proper biomarkers and
potentially effective treatments, the management of cholangiocar-
cinoma (CCA) is still challenging. lon channels have been proven
to be novel biomarkers and new targets for cancer therapy, due to
their easy druggability. The voltage-gated K+ channel hERG1 ex-
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erts pleiotropic effects in cancer cells. This study explored the role
of hERG1 in the biology of intrahepatic CCA (iCCA).

Methods: Validation of hERG1 in iCCA tissues was performed in
TCGA database. In vitro experiments were conducted to estimate
the impact of hERG1 inhibition on cell function in iCCA cell lines
(HUCCT1, CCLP1, CCA4).

Results: A significant difference in hERG1 gene expression was ob-
served between iCCA and normal tissue samples. Similarly, iCCA
cell lines showed significantly higher protein content of hERG1
compared to normal cholangiocytes (NHC3).

Treatment with E4031, a selective hERG1 inhibitor, showed a
limited impact on cell growth, but a substantial reduction of the
invasive capabilities of iCCA cells. Immunoprecipitation assays and
immunofluorescence revealed the formation of an active macro-
molecular complex with S1 integrin responsible for VEGF-A acti-
vation through AKT signaling. Treatment with a bispecific antibody
(scDb: single-chain Diabody) that binds the hERG1-81 complex,
negatively impacted the invasiveness of iCCA cells as well as ex-
pression of genes regulating epithelial to mesenchymal transition.
In vitro co-treatment with scDb and cisplatin-gemcitabine, signifi-
cantly reduced growth of iCCA cells.

Conclusion: This study indicates that hERG1 may be relevant in
promoting the malignant characteristics of iCCA.
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Abstract

Background and Aims: Recent advances in systemic treatments
for hepatocellular carcinoma (HCC) have driven the discussion on
their possible role for downstaging advanced HCC prior to liver
transplantation (LT) or for bridging to LT to prevent tumor pro-
gression and reduce the dropout risk. The aim of this study was to
evaluate the outcome of patients treated with TKIs before LT.
Method: an online survey was sent to all centers affiliated to
the ELITA/ELTR network between June and December 2022. Demo-
graphic and clinical data were retrospectively collected.

Results: Fifty-two patients, median age 60.5 years, receiving a
LT between December 2006 and September 2022 were enrolled.
Thirty patients (57.6%) were treated with TKI with a downstaging
purpose, while 22 (42.3%) received TKI as a bridging treatment to
LT. 34 patients (65%) received sorafenib, 15 lenvatinib (28%) and
3 patients (3%) a sequential therapy with sorafenib-regorafenib.
Forty-eight patients (92%) received at least one locoregional treat-
ment before LT. Only 12 patients (23%) were in Milan criteria at
treatment start time. Twenty-nine patients were Milan-in at list-
ing (55.7%). Nine patients had neoplastic portal vein thrombosis
(17.3%). The five-year survival was 70% (Figure 1). After a median
time of 7.7 months (5-12.7), 7 patients (13%) experienced HCC re-
currence. The only factor associated with HCC recurrence was AFP
(p 0.02) at LT-We observed only a single recurrence in one of the
patients with neoplastic thrombosis. Twelve patients (23%) experi-
enced vascular or early bleeding complications after LT. The type
of TKIs or the time from the last dose to LT didn’t influence the
risk of post-LT complications.

Conclusions: This is the largest collected series of patients re-
ceiving TKIs pre-LT as downstaging/bridging therapy, with a very
favourable long-term outcome (70 % at 5 years) even in patients
with neoplastic vein thrombosis.
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Introduction: Guidelines recommend atezolizumab/bevacizumab
(AB) as a frontline therapy for patients with unresectable hepa-
tocellular carcinoma (HCC). Bevacizumab may increase the risk of
bleeding. Patients with cirrhosis should undergo an upper digestive
endoscopy (EGDS) prior to the start of AB. Moreover, patients with
neoplastic portal vein invasion (nPVT) may develop portal hyper-
tension even in the absence of cirrhosis.

Aim: To report the prevalence and esophageal varices in patients
undergoing AB for unresectable HCC, identify risk factors associ-
ated to the presence of varices, describe prophylaxis, and report
the prevalence of variceal bleeding.

Methods: The ARTE database includes prospectively-collected data
from patients treated with AB in a real-life setting. We evaluated
clinical data and outcome of HCC patients included in this database
(March 2022-November 2023).

Results: Data of 157 patients from 12 centres were collected (me-
dian follow-up 8.9 months). Most patients (n=114, 72.4%) had
liver cirrhosis. Overall, 117 patients (74.5%) had received an EGDS
<6 months before starting AB. Amongst them, 34 (29.1%) had
esophageal varices. Prophylaxis of bleeding was performed as fol-
lowed: non-selective beta-blockers (NSBB) [n=17, 50.0%], elastic
band ligation (EBL) [n=2, 5.9%], NSBB+EBL (n=3, 8.8%). Twelve
patients (35.3%) did not receive prophylaxis for absolute or rela-
tive contraindications. There was no significant difference in the
management between hepatology and oncology centres (p=0.662).
The presence of varices was independently predicted by platelet
count<150.000/mmc (OR 4.7, 95% CI 1.8-12.2, p=0.001) and al-
coholic etiology (OR 4.2, 95% CI 1.6-11.0, p=0.004). Neither ALBI
grade>1 (OR 1.6, 95% CI 0.6-4.22) or nPVT of the main portal trunk
(OR 2.0, 95% C 0.74-9.6) reached the full statistical significance.
Variceal bleeding occurred in 4 patients (2.6%; G3: n=1; G4:n=2;
G5:n=1).

Conclusions: Variceal bleeding under AB remains a rare occur-
rence, but with severe consequences. EGDS should be strongly rec-
ommended for patients with low platelet count and/or alcoholic
etiology.
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