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Background

e Hepatocellular carcinoma (HCC) is the most common primary
liver malignancy and a leading cause of cancer-related death
worldwide. A substantial proportion of patients are diagnosed
at an advanced or unresectable stage, when systemic therapy
is the main treatment option.’

* The combination of atezolizumab plus bevacizumab (ATZ+BEV)
has become an established first-line treatment for
unresectable HCC (uHCC).%3

e Real-world data are an essential tool to build evidence for
patients with broader clinical heterogeneity.

e In this study, we aimed to describe the effectiveness of first
line ATZ+BEV in uHCC in real-world data from the RETUD
registry.

Patients and methods

e RETUD is a multicenter observational registry from the
Spanish Group for the Treatment of Digestive Tumors (TTD)
including patients with digestive tumors, among them
hepatocellular carcinoma (NCT06711211).

e As of March 2026, the registry included 817 patients with HCC
diagnosed from January 2017. Among them, 268 received ATZ
+ BEV at any treatment setting and 247 in first-line (Fig 1).
Use of ATZ+BEV increased markedly after its approval in Spain

in May 2022 (Fig 2).

* Analysis comprised demographic and clinical data and efficacy
outcomes.

 Duration of response (DoR), progression-free survival (PFS)
and overall survival (OS) were estimated using the Kaplan-
Meier method. Cox proportional hazards rmodels were used
for multivariate analyses.

* All analysis were done using statistical software R v4.5.1

Fig 1. CONSORT diagram of the study population.
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Fig 2. Uptake of first-line ATZ+BEV over time in patients with first-
line therapies.
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Results

Table 1. Baseline characteristics at the start of first-line.

Variable N total N (%)
Sex: Male 247 215 (87.0)
Median age (min-max), years 247 66.0 (26.6-90.7)
ECOGPS,0-1/22 247 237 (95.9)/10(4.1)
Child PughA/B 196 177 (90.3) /19 (9.7)
ALBI score 1/ 2-3 229 128 (55.9) / 101 (44.1)
Non-viral HCC / HepatitisB/C / E* 247 137 (55.6)/27(11.0)/82(33.2)/1(0.4)
BCLC stageA/B/C 247 19(7.7)/75(30.4) / 153 (61.9)
Previous locoregional treatment 247 93 (37.8)
Portal invasion (MVI): VP4 247 70 (28.3)
Extrahepatic spread (EHS) 247 76 (30.8)
Alpha-fetoprotein (AFP) > 400 ng/ml 225 85 (37.8)
EV / Large EV (Grade llI-1V) 159 60 (37.7)/15(9.4)
HT/DM/CD 247 131 (53.0)/85(34.4) /44 (17.8)

*Non-exclusive categories.

ECOG PS: Eastern Cooperative Oncology Group Performance Status, ALBI: Aloumin-bilirubin,
BCLC: Barcelona Clinic Liver Cancer, EV: Esophageal varices, HT: Hypertension, DM: Diabetes
Mellitus, CD: Cardiovascular disease.

e Overall response rate (ORR) was 29.5% and disease control
rate (DCR) was 67.9% (table 3). Median DoR was 11.7 months
(95% CI 8.1-NA) (table 2).

Table 2. Patients response to first-line ATZ+BEV therapy.

Variable N (%)
Best overall radiological response
Complete response 7 (4.5)
Partial response 39 (25.0)
Stable disease 60 (38.9)
Progressive disease o0 (32.1)
Not evaluable 91
ORR 46 (29.5)
DCR 106 (67.9)
Median DoR (95% CI) 11.7 (8.1-NA)

9.1 months.

e Median PFS was 10.3 months (95% Cl 8.7 - 11.9) and median
OS from primary diagnosis was 26.8 months (95% Cl 22.7-37.6)
(Fig 3). Median OS from first line start was 14.0 months (95%
Cl 12.0 - 17.8). Further follow-up is needed to better estimate
the OS benefit.

Fig 3. Kaplan-Meier survival curve for: a) PFS, b) OS.
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. ALBI grade 2/3 and DM were associated with a worse PFS
while male patients and patients with HT presented a better

outcome (Fig 4a).

Regarding OS; MVI, ALBI grade 2/3 and DM were associated
with worse OS, while HT and male sex were associated with a
better outcome (Fig 4b).

I

REGISTRY

e Median follow-up time from the start of first-line therapy was Fig 4. Forest plot for multivariate Cox analysis. a) OS, b) PFS

a)
Variable N Events Hazard ratio HR (95% CIl) p-value

Sex Female 27 17 " Reference

Male 159 95 - 0.53 (0.28, 0.99) 0.046
ECOG 0-1 177 105 m Reference

>2 9 7 —— 1.98 (0.79,4.97)  0.145
AFP <400 ng/mL 118 69 i Reference

>400 ng/mL 68 43 —i— 1.14 (0.75, 1.74) 0.541
EHS No 128 75 o Reference

Yes 58 37 = 1.38 (0.88, 2.15) 0.162
MV No 131 74 - Reference

Yes 55 38 — 1.24 (0.78, 1.96) 0.358
ALBI Grade 1 104 56 " Reference

Grade 2/3 82 56 — 1.51€1.03 2 23) 0.036
HT No 88 50 al Reference

Yes 98 62 - 0.60 (0.40, 0.90) 0.015
DM No 124 66 i Reference

Yes 62 46 1.82(1.21, 2.74) 0.004
CD No 155 92 o Reference

Yes 31 20 | '—-—l— 1.28 (0.77, 2.13) 0.345

b) 0.5 1 2
Variable N Events Hazard ratio HR (95% CI) p-value

Sex Female 27 14 " Reference

Male 153 D i 0.43 (0.23, 0.80) 0.007
ECOG 0-1 171 82 m Reference

=2 9 7 —— 1.54 (0.65, 3.68)  0.330
AFP <400ng/mL 117 56 o Reference

>400ng/mL 63 33 - 1.38 (0.87, 2.20) 0.173
EHS No 122 58 Ea Reference

Yes 58 31 i 1.24 (0.76, 2.04) 0.395
MV No 127 55 - Reference

Yes DA 34 , —=—| 2.38(1.45,3.90) <0.001
ALBI Grade 1 101 42 m Reference

Grade 2/3 79 47 —— 1.57 (1.01, 2.43) 0.044
HT No 86 45 ul Reference

Yes 94 44 — 0.52 (0.33, 0.83) 0.006
DM No 119 55 m Reference

Yes 61 34 — 1.75.(1:05.2.93) 0.033
CD No 151 74 bl Reference

Yes 29 15 ; l 0.86 (0.47, 1.58) 0.622

g 1 2

This large RW series supports the effectiveness of
first-line ATZ+BEV in uHCC, with outcomes
consistent with pivotal clinical trials?. Impaired
liver function, MVI and DM were associated with
worse outcomes, whereas male sex and HT were

associated with improved outcomes.
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