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Abstract

Background and Aims: We aimed to validate the predictive factors for tumor
response and the prognostic impact of conversion therapy aimed at cancer- and
drug-free states in patients with unresectable hepatocellular carcinoma (u-HCC)
undergoing atezolizumab plus bevacizumab (Atez/Bev) therapy.

Methods: This retrospective study enrolled 156 patients who were Child-Pugh
class A with u-HCC treated using Atez/Beva. The profile of objective response
was investigated using decision-tree analysis. Progression-free, recurrence-free,
and overall survival were assessed.

Results: The progression-free and overall survival were 6.1 and 18.0 months, re-
spectively. Objective response and disease control rates were 32.0% and 84.0%,
respectively. Decision-tree analysis revealed that neutrophil-to-lymphocyte ratio
(NLR) <3, modified albumin-bilirubin grade (m-ALBI) 1 or 2a, and age < 75 were
sequential splitting variables for the objective response, respectively. In the mul-
tivariate analysis, NLR <3 and m-ALBI grade 1 or 2a were identified as predictive
factors for objective response. We successfully achieved eligibility for conversion
therapy in 17 patients after Atez/Bev therapy significant response. Following
conversion therapy, the curative therapy group, including surgical resection or
radiofrequency ablation (RFA), had significantly higher recurrence-free survival
than did the transcatheter arterial chemoembolization (TACE) and Atez/Bev
discontinuation (surgical resection or RFA; not reached vs. TACE; 5.3 months,
p=0.008, Atez/Bev discontinuation; 3.9 months, p=0.048, respectively) groups.
Conclusions: NLR <3 and m-ALBI grade 1 or 2a were predictive factors for con-
version therapy, leading to cancer- and drug-free states in patients with u-HCC
undergoing Atez/Bev therapy. Moreover, surgery or RFA may be suitable for con-
version therapy for cancer-free status.
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1 | INTRODUCTION

Hepatocellular carcinoma (HCC), the major malignant
primary liver cancer, is the third leading cause of cancer-
related deaths worldwide."” Many patients with unresect-
able HCC (u-HCC) receive systemic therapy because HCC
is often diagnosed at an advanced stage.** Thus, several
molecular targeted agents for treating u-HCC have been
developed, such as sorafenib,’ lenvatinib,® ramucirumab,’
and cabozantinib.> Moreover, immune checkpoint inhib-
itors have recently revolutionized the treatment strategy
for u-HCC.

Atezolizumab plus bevacizumab (Atez/Bev), a com-
bination of the atezolizumab (anti-programmed death
ligand-1 inhibitor) and bevacizumab (vascular endothe-
lial growth factor inhibitor), was approved for the first-
line systemic therapy for patients with u-HCC based on
the IMbrave150 trial's finding.” Atez/Bev treatment im-
proved progression-free survival (PFS) and overall sur-
vival (OS) compared to sorafenib, and it is expected to
shrink tumors more than the previously used systemic
therapy.”!!

Currently, the treatment strategy for u-HCC is sequen-
tial therapy with systemic therapy.'>** However, cancer-
free conversion therapy, such as surgery, radiofrequency
ablation (RFA), or curative transarterial chemoemboli-
zation, can be performed if adequate tumor reduction is
achieved with Atez/Bev therapy.'> Several reports have
discovered that OS was prolonged in patients who received
liver resection or RFA as conversion therapy for colorectal
cancer liver metastasis after tumor reduction with che-
motherapy.'*"® Thus, establishing predictors of tumor
shrinkage is important. Previous studies reported that
neutrophil-to-lymphocyte ratio (NLR), albumin-bilirubin
(ALBI) grade,”®* neo-Glasgow prognostic scores,” and
prognostic nutritional index* were the predictive fac-
tors associated with therapeutic effect or OS in Atez/Bev
treatment for HCC. However, the predictive factors for the
response to Atez/Bev treatment have not yet been estab-
lished. Moreover, few studies have reported the impact of
conversion therapy aimed at cancer- and drug-free status
after Atez/Bev treatment, and the associated outcomes are
unknown.

Therefore, in this study, we aimed to investigate the
predictive factors for tumor response in u-HCC patients
treated with Atez/Bev. Additionally, we aimed to evaluate
the impact of conversion therapy aimed at cancer- and

drug-free states after an effective response to Atez/Bev
treatment.

2 | METHODS

2.1 | Patients

Between 2020 and October 31, 2022, this multicenter ret-
rospective cohort study enrolled 177 consecutive u-HCC
patients treated with Atez/Bev at seven Japanese insti-
tutions. The following eligibility criteria were used: (i)
age>18years; (ii) Eastern Cooperative Oncology Group
performance status (PS) <2; and (iii) clinical data were
available and it could follow-up until study cessation
(December 31, 2022) or death. Exclusion criteria were as
follows: (i) Child-Pugh class B or C; (ii) history of auto-
immune disease; and (iii) active esophageal varices. Thus,
21 patients were excluded. Finally, this study enrolled 156
patients (Figure S1).

This research was conducted according to the Helsinki
Declaration and approved by the Ethics Committee of the
Kurume University School of Medicine (approval code:
20183). An opt-out approach was used to obtain informed
consent from patients.

2.2 | Confirmation of HCC

HCC confirmation was based on hypervascularization
in the arterial phase and washout in the portal venous
phase or delayed phase on CT or MRI examination.
Additionally, in MRI, focal areas with a suspicious hy-
pointense signal in the hepatobiliary phase were used to
detect HCC. For the cutoff of tumor marker level, AFP
>7 was considered positive in this study. HCC was diag-
nosed using a combination of serum markers and imag-
ing following recommendations of The Japan Society of
Hepatology.**

2.3 | Treatment protocol

The patient was administrated Atez/Bev according to the
recommended dosage (1200 mg of Atez and 15mg/kg of
Bev intravenously every 3 weeks). The clinical guidelines
for Atez/Bev created by the manufacturer were used
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for the discontinuation of each component agent if a
treatment-related adverse event occurred. Atezolizumab
therapy was interrupted when any unacceptable grade
2 or over grade 3 immune-related AEs occurred such
as liver injury, skin disorder, and drug-induced pneu-
monia.”*® These patients received bevacizumab mon-
otherapy. Bevacizumab was interrupted when any
unacceptable grade 2 or over grade 3 bevacizumab-
related AEs occurred such as proteinuria and bleeding.*
These patients received atezolizumab monotherapy.
Patients received the treatment until the development
of unacceptable adverse events (AEs) or tumor progres-
sion. Atez/Bev could be continued even beyond tumor
progression if clinical benefit is still observed; among
patients who refused other systemic treatments, Atez/
Bev was continued if disease progression was slow and
adverse events of Atez/Bev treatment were acceptable.

2.4 | Assessment of therapeutic
response and safety

The Response Evaluation Criteria In Solid Tumors ver-
sion 1.1 (RECIST v1.1).*” was used to evaluate therapeu-
tic response using CT/MRI 6 weeks after the initiation of
Atez/Bev. The Common Terminology Criteria for Adverse
Events version 5.0 was adopted to assess AEs every 3weeks
until study cessation or death.?

2.5 | Definition of eligibility for
conversion therapy after Atez/Bev and
additional conversion therapy

We defined eligibility for conversion therapy as follows:
(1) no viable lesion on CT or MRI (such as necrotic cases)
scans and range within normal values for tumor markers;
AFP was the independent risk factor for early recurrence
after surgical resection for HCC,?**® and (2) condition
in which additional treatment was expected to achieve
cancer- and drug-free statuses. We recommended all pa-
tients who fulfilled the eligibility criteria for conversion
therapy to achieve cancer- and drug-free state, and the
optimal treatment for conversion therapy for each patient
was determined by discussions among hepatologists, ra-
diologists, and surgeons following the Japanese practice
guidelines for HCC.**

2.6 | The decision-tree algorithm

A decision-tree algorithm was constructed to reveal
the profiles’ relationship with conversion therapy and
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objective response (OR) following the instructions pro-
vided with the R software package as described previ-
ously."*?! The profiles were identified by data-mining
methods.

2.7 | Statistical analysis

All provided data were described as medians (ranges).
Between-group comparisons were carried out using
the Mann-Whitney U test, the Kruskal-Wallis test,
and a nonparametric analysis of variance. If the one-
way analysis of variance was significant, differences
between individual groups were analyzed using the
Fisher least significant difference test. Evaluation of
PFS, recurrence-free survival (RFS), and OS was car-
ried out using the Kaplan-Meier method, and statisti-
cal differences were evaluated with the log-rank test
or Bonferroni method. A decision-tree analysis was
carried out to investigate the factors of conversion
therapy and objective response (OR), as previously
described.'* Statistical significance difference was de-
fined as p <0.05. Statistical analyses were performed
using JMP software (JMP Pro version 15, SAS Institute
Inc.).

3 | RESULTS

3.1 | Clinical characteristics

The characteristics of the 156 patients are listed in
Table 1. The median age was 73 (37-93) years, and there
were 35 (22.4%) females and 121 (77.6%) males. There
were 49 (31.4%), 57 (36.5%), and 50 (32.1%) patients with
modified ALBI (m-ALBI) grade 1, m-ALBI grade 2a, and
m-ALBI grade 2b, respectively. The median observation
time was 11.2months (2.1-26.0). Seventeen patients
were eligible for conversion therapy after Atez/Bev sig-
nificant response.

3.2 | Overall therapeutic outcomes of
Atez/Bev

The median PFS and median survival time (MST)
were 6.1 and 18.0 months (Figure S2A,B). In the ra-
diological best response rates for complete response
(CR), partial response (PR), stable disease (SD), and
progressive disease (PD) were 0.0%, 32.0%, 52.0%, and
16.0%, respectively. The overall response rate (ORR)
was 32.0%, and the disease control rate (DCR) was
84.0% (Table S1).
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TABLE 1 Patient characteristics.

Characteristic All patients

N 156

Age (years old) 73 (37-93)

Sex (female/male) 35/121

ECOG PS (0/1) 128/28

Body mass index (kg/m?) 22.9 (15.4-35.2)
Etiology (HBV/HCV/Non B, C) 25/70/61
Albumin (g/dL) 3.7 (2.81-5.0)
Total bilirubin (mg/dL) 0.8 (0.3-2.1)
ALBI score (median [range]) —2.41 (—3.50 to —1.55)
m-ALBI grade (1/2a/2b) 49/57/50

White blood cell (/uL) 4650 (1900-9800)
Neutrophil lymphocyte ratio 2.50 (0.65-11.1)
BCLC stage (B/C) 78/78

Tumor diameter (mm) 32.5(10-136)
Number of tumors <5/ >5 46/110
Macrovascular invasion (No/Yes) 132/24
Extrahepatic spread (No/Yes) 97/59

AFP (ng/mL) 37.3 (1.2-284,543)
Treatment line (1st/2nd/3rd/4th) 95/49/8/4
Follow-up duration (months) 11.2 (2.1-26.0)
Eligible for conversion therapy (No/Yes) 139/17

Note: Data are expressed as median (range), or number.

Abbreviations: AFP, a-fetoprotein; BCLC, Barcelona Clinic Liver Cancer;
ECOG PS, Eastern Cooperative Oncology Group Performance Status;
HBYV, hepatitis B virus; HCV, hepatitis C virus; m-ALBI, modified
albumin-bilirubin.

3.3 | Decision tree associated with
possible conversion therapy

In the present study, the conversion therapy rate in all
participants was 10.9% (Figure 1). A decision-tree analysis
was performed to determine the profiles related to con-
version therapy. RECIST was detected as the first splitting
factor for the conversion therapy rate. The conversion
therapy rate was 0.0% in patients with SD or PD treated
with Atez/Bev; however, the conversion therapy rate was
32% in patients with PR treated with Atez/Bev.

3.4 | Overall survival according to
treatment response by RECIST

The MST was not reached, 15.7months, and 8.4months
among patients who achieved PR, SD, and PD, respectively
(Figure 2). The PR group had a significantly higher MST than
the SD group (not reached vs. 15.7months, p=0.001). In ad-
dition, the SD group had a significantly higher MST than
the PD group (MST: 15.7months vs. 8.4months, p<0.001).

3.5 | Decision-tree for OR

In the present study, the OR rate in all participants
was 32.0% (Figure 3). A decision-tree analysis was
conducted to determine the profiles related to OR.
NLR was detected as the first splitting variable for
OR. The OR rate was 40.1% in patients with NLR <3,
while it was only 16.3% in patients with NLR >3. In
patients with NLR <3, the 2nd and 3rd splitting fac-
tors were m-ALBI grade and age. The OR rate was
58.9% in patients with NLR <3, m-ALBI grade 1 or 2a,
and age < 75.

3.6 | Multivariate analyses of variables
associated with OR and OS

NLR and m-ALBI grade were identified as independent
variables for OR (Table 2), while NLR, AFP, and m-ALBI
grade were identified as independent variables for OS
(Table 3).

3.7 | Patient characteristics with
NLR <3 and >3

The characteristics of patients in the NLR<3 and>3
groups are summarized in Table S2. There were no signifi-
cant differences in age, sex, m-ALBI grade, extrahepatic
spread, macrovascular invasion, AFP, or treatment lines
between the two groups. However, tumor size and tumor
number were significantly more frequent in the NLR >3
group than those in the NLR <3 group.

3.8 | The eligibility for
conversion therapy after Atez/Bev therapy

The proportion of patients who were eligible for con-
version therapy was 10.9% (17/156). Five, three, and
three patients underwent surgery, RFA, and transarte-
rial chemoembolization, respectively, as a treatment
for conversion therapy. The prevalence of curative
therapy as surgery and RFA was 47.1% (Table 4). All
six patients for whom Atez/Bev treatment was dis-
continued belonged to the no viable lesion on imag-
ing category and tumor markers within normal ranges;
however, it was impossible to predict pathological CR
among these patients, and so we recommended these
patients for additional treatment aimed at a cancer-free
state because of the risk of developing adverse events
due to continued Atez/Bev treatment. However, these
patients requested to discontinue Atez/Bev treatment,
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Model building
n =156

[:] Eligible for conversion therapy

10.9%
SD or PD PR
— RECIST ]
n=106 n=50

0.0%

32.0%

FIGURE 1 Profiles associated with possible conversion therapy in patients with HCC treated with Atez/Bev. Eligibility for conversion
therapy. The pie graphs indicate the percentage of possible conversion therapy (white)/impossible conversion therapy (black) in each group.

HCC, hepatocellular carcinoma.

1.0

0.8
0.6

0.4- Median OS

(1) PR Not reached
0.2+ (2)SD 15.7 months
(3)PD 8.4 months

Overall survival (rate)

0.0

0 3 6 9 12
Number at risk

PR 50 50 47 39 32
SD 81 75 65 52 36
PD 25 21 13 8 4

(1) vs (2) p=0.001
(1) vs (3) p <0.001
------------- (2) vs (3) p <0.001

15 18 21 24 time(m)

2 14 9 8
25 13 9 2

FIGURE 2 Overall survival duration in patients with HCC treated with Atez/Bev according to treatment response by RECIST. The

black, dotted, and thin line indicates the PR, SD, and PD group, respectively. Atez/Bev, atezolizumab plus bevacizumab; CR, complete

response; HCC, hepatocellular carcinoma; PD, progressive disease; PR, partial response; RECIST, response evaluation criteria in solid

tumors; SD, stable disease.

and we chose the strategy of discontinuing Atez/Bev
treatment after Atez/Bev receipt for 3 months at their
request. The median time from the start of Atez/Bev
therapy to conversion therapy was 292days (range
84-616 days).

3.9 | OS with and without conversion
therapy

OS in the conversion therapy group was signifi-
cantly higher than that in the non-conversion therapy
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Model building
n=156

0 32.0%

NLR <3 l

| NLR

n=100

O 40.1%

| Grade 2b

n =70

n =30

D 46.9% G 26.8%

|

Age

O 58.9%

FIGURE 3 Profiles related to OR in HCC patients treated with Atez/Bev. Decision-tree algorithm for OR. The pie graphs indicate the
percentage of OR (white)/non-OR (black) in each group. Atez/Bev, atezolizumab plus bevacizumab; HCC, hepatocellular carcinoma; OR,

objective response.

Age, <75vs 275
Sex, male vs female

Etiology
HBYV, vs HCV, versus Non
B,C

m-ALBI grade 1 or 2a vs 2b

Maximum tumor diameter
<30/>30 (mm)

Number of tumors
<5/>5

Macrovascular invasion (Yes/
No)

Extrahepatic spread (Yes/No)
AFP, <400 vs. >400ng/mL
NLR, <3 vs. >3ng/mL

1st-line vs later line

Univariate
analysis
p-value
0.046

0.928

0.645

0.012

0.221

0.113

0.884

0.744
0.732
0.001
0.585

Age =75

n =28

G 28.7%

Multivariate analysis

HR 95% CI p-value
0.434 0.207-0.914 0.025
0.287 0.125-0.662 0.001

Abbreviations: AFP, a-fetoprotein; ALBI grade, Albumin-bilirubin grade; HBV, hepatitis B virus; HCV,
hepatitis C virus; NLR, neutrophil lymphocyte ratio; OS, overall survival.

TABLE 2 Univariate and multivariate

analyses of factors for OR.
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TABLE 3 Univariate and multivariate
analyses of factors for OS.

Age, <75vs 275
Sex, male vs female

Etiology
HBV, vs HCV, vs Non B, C

m-ALBI grade 1 or 2a vs 2b

Maximum tumor diameter
<30/>30 (mm)

Number of tumors
<5/>5

Macrovascular invasion (Yes/
No)

Extrahepatic spread (Yes/No)
AFP, <400 vs. >400ng/mL
NLR, <3 vs. >3ng/mL

1st-line vs later line

. 12331
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Univariate
analysis
p-value
0.986

0.201

0.254

0.038
0.101

0.105

0.529

0.223
0.007
0.001
0.964

Multivariate analysis

HR 95% CI p-value

0.589 0.371-0.982 0.042

0.374
0.207

0.214-0.653
0.117-0.366

0.001
<0.001

Abbreviations: AFP, a-fetoprotein; ALBI grade, Albumin-bilirubin grade; HBV, hepatitis B virus; HCV,
hepatitis C virus; NLR, neutrophil lymphocyte ratio; OS, overall survival.

TABLE 4 Conversion therapy after Atez/Beva therapy.

Variables N=156
Conversion therapy (Yes/No) 17/139
Conversion rate 10.9% (17/156)
Surgery 5

RFA 3

TACE 3

Atez/Bev discontinuation 6

Curative therapy (Surgery or RFA) 47.1% (8/17)
Non-curative therapy 52.9% (9/17)

Abbreviations: Atez/Bev, atezolizumab plus Bevacizumab; RFA,
radiofrequency ablation; TACE: transarterial chemoembolization.

group (MST: not reached vs. 15.6months, p<0.001)
(Figure S3).

3.10 | Patient characteristics at the
time of receiving conversion therapy with
surgery or RFA and TACE

The characteristics of patients at the time of receipt of con-
version therapy are listed in Table S3. There were no sig-
nificant differences in age, ALBI score, tumor size, tumor
number, or AFP between the two groups.

3.11 | REFS after conversion therapy with
curative or other therapies

Figure 4 shows RFS after curative therapy, TACE, and
Atez/Bev discontinuation. The curative therapy group
had a significantly higher RFS than that in the other ther-

apy groups.

3.12 | AEsin the Atez/Bev treatment
Table S4 summarizes the Atez/Bev-related AEs. The
most common AE was hypertension, which occurred in
44.6% of the patients. Liver injury, fatigue, and protein-
uria occurred in 41.0, 27.6%, and 26.3% of the patients,
respectively.

4 | DISCUSSION
In this multicenter investigation, we demonstrated that
NLR <3 and m-ALBI grade 1 or 2a were significant pre-
dictive factors for therapeutic response and conversion
therapy, leading to cancer- and drug-free patients treated
with Atez/Bev. Moreover, we found that curative conver-
sion therapy may be important in achieving long-term
RFS after Atez/Bev significant response.

We revealed that NLR <3 and m-ALBI grade 1 or 2a
were significant predictive factors for therapeutic response
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1.0

(1) Ope/RFA Not reached

0.8

0.6

0.4

(2) Discontinued Atez/Bev 3.9 months

0.2

Recurrence free survival (rate)

0.0

0 3 6 9

Number at risk

Ope/RFA 8 8 6 3
Discontinued Atez/Bev 6 4 3 2

TACE 3 3

(3) TACE 5.2 months

(1) vs (2) p=0.048
(1) vs (3) p=0.008
(2) vs (3) p=0.596

12 15 18 21 time (m)

FIGURE 4 Recurrence-free survival time after conversion therapy with curative or other therapies. The red, blue, and green line
indicates the curative therapy, Atez/Bev discontinuation, and TACE group, respectively. Atez/Bev, atezolizumab plus bevacizumab; TACE,

transarterial chemoembolization.

and conversion therapy leading to cancer- and drug-free
status in u-HCC patients treated with Atez/Bev. Ochi et al.
reported that low NLR can predict therapeutic response
in patients with m-ALBI grade 1 or 2a treated with Atez/
Bev.’ Moreover, several studies have reported that NLR
can predict outcomes in patients with u-HCC treated with
Atez/Bev, and these results are similar to those of previ-
ous studies that revealed that low NLR was associated
with therapeutic response compared to high NLR.*"*
NLR high is neutrophilia, which is related to high tumor-
associated macrophage infiltration and inflammatory
cytokine production.® In addition, relative lymphopenia
impairs the host immune response against tumor cells,
making it a poor prognostic factor for cancer patients.*
NLR is expected to serve as a baseline biomarker for pa-
tients receiving Atez/Bev because it is a simple biomarker
for predicting inflammation in the body.*

Conversion therapy aims to reduce tumor volume
and provide a chance at curative surgery for unresectable
cancer patients.36 This concept is an important treatment
strategy for several solid tumors, including colorectal can-
cer, gastric cancer, and pancreatic cancer. Various thera-
pies are candidates for conversion therapy37’38; however,
this concept has never been developed because there is no
evidence of treatment with a high therapeutic response
for HCC. However, conversion therapy could be made
possible for HCC through advances in systemic therapies.
Several studies have reported that patients with u-HCC
could undergo hepatectomy after systemic therapy with
combined tyrosine kinase inhibitor/anti-PD-1 antibod-
ies.***° Moreover, a previous study reported a significantly

higher therapeutic effect among patients receiving Atez/
Bev as the first-line therapy than that in patients receiving
Atez/Bev later.** Although this study included approxi-
mately 40% of patients who were treated with Atez/Bev
as the second-line or later treatment strategies, the pro-
portion of patients who were eligible for conversion ther-
apy was 10.9%. In other words, as more cases were treated
with Atez/Bev as the first line, the proportion of patients
eligible for conversion therapy may increase. In this study,
we also revealed that NLR <3 was associated with con-
version therapy, leading to cancer- and drug-free states.
However, the OR rate was 16.3% in patients with NLR >3
by the decision tree. This response rate was higher than
other systemic therapies. Therefore, we should not avoid
patients from Atezo/Bev therapy group even without fa-
vorable factors. However, not all patients who achieved
an OR are candidates for conversion therapy. Among the
patients who had achieved OR, there were many cases
wherein conversion therapy for a cancer-free state could
not be performed because of tumor and host factors,
such as the number of tumors, tumor diameter, extrahe-
patic spread, vascular invasion, and deterioration of liver
function. Moreover, the evidence of the clinical benefit of
switching conversion therapy for patients receiving Atez/
Bev is still not elucidated sufficiently. Thus, further study
should focus on evaluating conversion therapy in u-HCC
patients treated with Atez/Bev.

In this study, our findings demonstrated that the cu-
rative therapy group had a significantly higher RFS than
the non-curative therapy group after Atez/Bev significant
response. To our knowledge, this is the first study to show
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the importance of curative conversion therapy after Atez/
Bev significant response. Recently, Xiao et al. reported
that RFS was 75% at 12months in HCC patients who un-
derwent hepatectomy after treatment with tyrosine kinase
inhibitor and anti-PD-1 Antibody combination ther-
apy.”® In addition, several reports have demonstrated that
disease-free survival and OS were prolonged in patients
who underwent liver resection or RFA as conversion ther-
apy when tumors shrank after chemotherapy for colorec-
tal cancer liver metastasis.'® A previous study reported
that the retreating liver metastasis leaves unresected, and
more than half of patients with colorectal cancer will expe-
rience recurrence.*” These results suggest that the tumor
should be completely removed whenever curative conver-
sion therapy can be performed because the tiny cluster of
viable tumor cells left could become a source of relapse,
and predicting pathological CR before resection is impos-
sible. Therefore, patients with tumor responses evaluated
via images might benefit from curative therapy of residual
lesions to achieve long-term tumor-free survival.

The present study had several limitations. First, it was
a retrospective study. Second, the study included approx-
imately 40% of patients who were treated with Atez/Bev
as second-line or later treatment. Third, HCC was not
evaluated using The Liver Imaging Reporting and Data
System.*® Fourth, a sufficient observation period for pa-
tients with curative conversion therapy after Atez/Bev sig-
nificant response was not assessed. Thus, future evidence
from prospective real-world studies is needed to prove
which conversion therapy is effective for patients with ad-
vanced HCC.

In conclusion, NLR <3 and m-ALBI grade 1 or 2a were
significant predictive factors for therapeutic response and
conversion therapy, leading to cancer- and drug-free pa-
tients with u-HCC treated with Atez/Bev. Moreover, cu-
rative conversion therapy may be important in achieving
long-term RFS after Atez/Bev significant response.
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