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Background: Immune checkpoint inhibitors and chemotherapy can synergistically increase
efficacy in a variety of malignancies. We conducted this phase Ib/II study to assess the safety
and efficacy of anti-PD-1 antibody camrelizumab in combination with FOLFOX4 for treat-
ment-naive advanced hepatocellular carcinoma (aHCC).

Methods: This open-label, multicenter phase Ib/Il study (NCT03092895) enrolled patients
with aHCC and without prior systemic treatment for treatment with camrelizumab (3 mg/kg)
and FOLFOX4 every two weeks. First, six patients were enrolled, followed by an additional
28 patients after dose-limiting toxicity cases were determined to be <33% of patients. The
primary endpoint was tolerability and safety of treatment.

Results: A total of 34 aHCC patients were enrolled and received study treatment. No dose-
limiting toxicity were observed in the first six patients enrolled. Twenty-nine (85.3%) of the total
34 patients had grade >3 treatment-related adverse events (TRAEs), with the most common ones
being decreased neutrophil count (55.9%) and decreased white blood cell count (38.2%). No
TRAEs-related deaths occurred. The objective response and disease control rate were 29.4%
(95% CI, 15.1-47.5) and 79.4% (95% CI, 62.1-91.3), respectively. The median duration of
response, progression-free survival, and overall survival was 6.9 months (range, 3.3-11.5), 7.4
months (95% CI, 3.9-9.2), and 11.7 months (95% CI, 8.2-22.0), respectively.

Conclusion: Camrelizumab combined with FOLFOX4 for first-line treatment of patients
with aHCC showed good safety and tolerability, with promising preliminary antitumor
activity.

Keywords: PD-1 monoclonal antibody, camrelizumab, FOLFOX4 regimen, hepatocellular
carcinoma, combination therapy

Background

Primary liver cancer (PLC; also referred to liver cancer) is a common malignant
tumor of the digestive system, and 90% of cases are hepatocellular carcinomas
(HCC)." According to data published by GLOBOCAN, there were 85.4 million new
cases of liver cancer and 782,000 deaths worldwide in 2018, with a mortality/
morbidity ratio of 0.9. Moreover, the morbidity and mortality rate ranked sixth
and second among malignant tumors, respectively.” HCC are highly heterogeneous
in terms of etiology, clinical manifestations and staging, treatment strategies and

prognosis, and are often accompanied by underlying liver disease. The 5-year
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survival rate is approximately 15-19% in North America
and only 12.1% in China. About 70-80% of patients are in
the middle and advanced stages at the time of initial

>4 and are thus not amenable to surgery. If

diagnosis,
supportive care is provided only, the mean survival time
of Asian patients (except in Japan) with advanced hepato-
cellular carcinoma (aHCC) is only about 4 months.’

In 2007, sorafenib overcame this therapeutic dilemma
and paved the way for molecular targeted therapy, but its
ORR was only 2-3% and median overall survival (OS)
was prolonged by only 2-3 months, which is far from
satisfactory.® According to the REFLECT study, on
September 4, 2018, lenvatinib was approved as first-line
treatment for aHCC indications.” To overcome the limita-
tions of targeting monotherapy, we published the results of
the EACH study in 2013;® FOLFOX4 (infusional fluorour-
acil, leucovorin, and oxaliplatin) significantly prolonged
(PFS),
response rate (ORR) and disease control rate (DCR) com-

median progression-free  survival objective
pared with doxorubicin, and mOS was also significantly
prolonged in the Chinese cohort (5.9 months vs 4.3
months, P = 0.()281).9 At present, sorafenib, lenvatinib,
and FOLFOX4 become standard first-line treatment
options of aHCC.'° Regorafenib, cabozantinib, and ramu-
cirumab have been successively approved by the US Food
(FDA) for

treatment.'' "' But the disadvantages of systemic treat-

and Drug Administration second-line
ment remain unsolved, including short-term efficacy and
limited survival benefit.

Immunotherapy plays an important role in treating
solid tumors. Studies on immune checkpoint inhibitors
(ICIs) mainly focused on blocking programmed -cell
death protein 1 (PD-1) or its ligand programmed death-
ligand 1 (PD-L1). The CheckMate 040 study showed that
nivolumab achieved an ORR of 19.6% and a DCR of
64.5% in the treatment of HCC.' Moreover, the 12- and
18-month overall survival (OS) rate was 60% and 44%,
respectively, for sorafenib-pretreated patients and 73% and
57%, respectively, in sorafenib-naive patients, who could
benefit regardless of hepatitis B/C virus (HBV/HCV)
infection and PD-L1 expression status.'> This study intro-
duced a new era of HCC immunotherapy. On
September 23, 2017, the US FDA conditionally approved
nivolumab for second-line treatment of HCC after sorafe-
nib resistance; On November 9, 2018, pembrolizumab was
also approved based on the results of the KEYNOTE-224
study.'® Camrelizumab is an anti-PD-1 monoclonal anti-
body. The results of a prospective, open-label, multicenter

Phase II study of second-line treatment with camrelizumab
for aHCC showed that the ORR was 14.7%, DCR was
44.2%, and the 6-month OS rate was 74.4%.'” Based on
this study, on March 18, 2020, camrelizumab was
approved by the China National Medical Products
Administration (NMPA) for second-line standard of care
for aHCC. However, two large confirmatory Phase III
clinical studies, CheckMate-459 and KEYNOTE-240,
were successively published with negative results in
2019.'%! In addition, the ORR and survival benefit of
this monotherapy were limited.

In recent years, several clinical studies have shown that
ICIs combined with other strategies including anti-
angiogenic drugs, chemotherapy, and radiotherapy had
synergistic or additive effects, as well as good safety with-
out overlapping major adverse events.”’ Combination ther-
apy achieved good efficacy and survival benefit in several
solid tumors such as advanced non-small-cell lung cancer
(NSCLO),
However, to date, there have been no report of immu-

gastric cancer, and esophageal cancer.
notherapy combined with systemic chemotherapy for
aHCC, and its feasibility needs to be actively explored.
Here, we report the results of a subgroup cohort of
a phase Ib/II clinical trial of a camrelizumab-containing
combination therapy for primary liver cancer, in an effort
to evaluate the safety, tolerability, and efficacy of camre-
lizumab combined with a FOLFOX4 regimen for treat-

ment-naive aHCC.

Methods
Study Design and Participants

This is an open-label, multicenter phase Ib/II clinical trial
(ClinicalTrials.gov NCT03092895) that was conducted at six
hospitals (Supplementary Table S1). Main inclusion criteria

were 18 to 70 years of age; patients with pathologically
confirmed aHCC without prior systemic therapy (including
targeted therapy or chemotherapy); patients not eligible for
surgical or local therapy; at least one measurable lesion as
defined by Response Evaluation Criteria in Solid Tumors
(RECIST) version 1.1; Child-Pugh A or B liver function
(scores < 7); Eastern Cooperative Oncology Group
(ECOG) performance status of 0—1; expected survival > 12
weeks; and normal major organ function evaluated by routine
blood examination (hemoglobin > 90 g/L, neutrophils count
> 1.5x10%/L, platelet count > 80x10°/L), biochemical test
(albumin > 29 g/L, alanine aminotransferase and aspartate
aminotransaminase < 2.5xupper limit of normal [ULN], total
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bilirubin < 1.5xULN, creatinine < 1.5xULN), and prothrom-
bin time-international normalized ratio (PT-INR) <2.3 or PT
exceeds the normal range of control for < 6 seconds. Patients
complicated with hepatitis B virus (HBV) infection should
have HBV DNA < 500 IU/mL, and those with HBV or
hepatitis C virus (HCV) infection should receive standar-
dized antiviral therapy. Written informed consent was volun-
tarily obtained from participating patients. The main
exclusion criteria included previous treatment with anti-PD
-1/PD-L1 immunotherapy; local treatment for the liver
(including but not limited to surgery, radiation therapy, hepa-
tic artery embolization, transarterial chemoembolization,
hepatic artery perfusion, radiofrequency ablation, cryoabla-
tion, or percutaneous ethanol injection) within 4 weeks
before enrollment; active, known, or suspected autoimmune
diseases; and pre-existing central nervous system metastases.

This study was conducted in strict compliance with
Good Clinical Practice Guidelines, the Declaration of
Helsinki, and the study protocol. The study protocol and
amendments involved in this document were reviewed and
approved by the Ethics Committee of each study site. The
names of Ethics Committees of all study sites are provided
in Supplementary Table S1.

Procedures

The treatment regimen consisted of camrelizumab (3 mg/
kg, 20—60 min infusion) and FOLFOX4 (day 1: oxaliplatin
[85 mg/m?, 2-h infusion] plus leucovorin [200 mg/m?,
2-h infusion], followed by 5-fluorouracil [400 mg/m?,
intravenous bolus; 600 mg/mz, 22-h infusion]; day 2:
leucovorin [200 mg/m?, 2-h infusion], followed by 5-fluor-
ouracil [400 mg/mz, intravenous bolus; 600 mg/mz, 22-h
infusion]). Chemotherapy drugs should be given at least
30 minutes after the end of camrelizumab. The regimen
was repeated every 2 weeks in a 4-week cycle.

The patients continued to receive the above treatment
until progressive disease (PD), intolerable toxicity, with-
drawal of informed consent, discontinuation of treatment
at the discretion of the investigator, or end of the study. At
the time of initial radiographic assessment of PD, combi-
nation therapy was continued with the patient’s informed
consent if continued use was still likely to be of clinical
benefit, as per the judgment of the investigator. No dose
adjustment of camrelizumab was possible during treatment
and only dose interruptions, up to a maximum of 6 weeks,
were allowed. FOLFOX4 treatment should be suspended if
grade >3-4 hematologic or non-hematologic toxicities
(except for hair loss, local symptoms, and sensory nerve)

occurred; when these toxicities returned to grade <1, dose
of oxaliplatin should be reduced to 65 mg/m?, 5-fluorour-
acil of infusion be reduced to 300 mg/m*x2 days, and
bolus be
500 mg/m*x2 days. If grade >2 cardiac toxicity occurred,
FOLFOX4 treatment should also be suspended; when it
returned to grade <1, oxaliplatin should be reduced to

5-fluorouracil of intravenous reduced to

65 mg/m? and 5-fluorouracil should be discontinued. If
grade >3 allergy occurred, FOLFOX4 treatment should
be permanently discontinued. After dose reduction,
a dose increase was not permitted during subsequent treat-
ment; if toxicities of grade >3 recurred after dose reduction
of chemotherapeutic drugs, chemotherapy must be
discontinued.

Adverse events (AEs) were assessed from the time
of signing the informed consent form to 90 days after
dosing; they were coded using MedDRA v20.0 and
graded according to National Cancer Institute Common
Terminology Criteria for Adverse Events (NCI CTCAE)
v4.03. Tumor imaging assessments were performed
every 8 weeks (7 days) until PD or if the patient
started another anticancer therapy. Tumor response was
evaluated according to RECIST vl.1. If the response
assessment was complete response (CR) or partial
response (PR), radiographic confirmation was required
4 weeks after the first response.

Outcomes

The primary endpoint was the safety and tolerability of
camrelizumab in combination with FOLFOX4. Secondary
endpoints included ORR, DCR, duration of response
(DoR), PFS, and OS. ORR was defined as the proportion
of patients with CR or PR, and DCR was defined as the
proportion of patients with CR, PR or stable disease (SD).
DoR was defined as the time from the first radiographic
assessment of a tumor lesion as CR or PR to the first
assessment of PD or death from any cause. PFS was
defined as the time from beginning of treatment to the
date of tumor progression or death. OS was defined as
the time from beginning of treatment to the date of death
from any cause.

Statistical Analysis

We determined sample sizes for this cohort on the basis
of observed toxicities, not statistical considerations.
Firstly, six patients were planned to enrolled to assess
the dose-limiting toxicity (DLT) within 28 days after
treatment. If the proportion of patients with DLT was <
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33%, we would further enroll up to 30 patients. All
patients who received at least one dose of the study
drug and had post-treatment safety evaluation data were
included in the safety analysis set (SS). All patients who
received at least one dose of study drug were included in
the full analysis set (FAS). Safety analyses were based on
the SS and efficacy analyses were based on the FAS. The
Kaplan—Meier method was used to estimate the median
time to OS, PFS, and DoR, and the Brookmeyer and
Crowley method was used to estimate their bilateral
95% confidence intervals (CIs). ORR and DCR were
calculated and the Clopper—Pearson method was used to
calculate the 95% Cls. All statistical analyses were per-
formed using the statistical analysis software SAS® v9.4
(SAS Institute, Cary, NC, US).

Results

Patient Baseline Characteristics

From May 17, 2017 to August 19, 2018, a total of 34
patients with aHCC were enrolled and received the com-
bination treatment of camrelizumab and FOLFOX4. All
patients were included in the SS and FAS (Figure 1). As of
July 15, 2019, the median follow-up time was 11.5 months
(range, 2.7-22.4). The median duration of drug exposure
was 7.4 months (range, 1.8-18.5) for camrelizumab and
4.2 months (range, 1.8-9.2) for FOLFOX4. As of data
cutoff, 31 (91.2%) patients discontinued treatment and 3
(8.8%) remained on treatment. Reasons for treatment dis-
continuation included disease progression (23 patients,
67.6%), consent withdrawal (4 patients, 11.8%), adverse
event (1 patient, 2.9%), and others (3 patients, 8.8%).
After disease progression, 12 patients (35.3%) received
subsequent anti-tumor therapy, including targeted therapy
(9 patients, 26.5%), chemotherapy (1 patient, 2.9%), radio-
therapy (2 patients, 5.9%), surgery (1 patient, 2.9%), and
other therapies (3 patients, 8.8%).

Baseline characteristics are presented in Table 1.
The patients had a median age of 52 years; 79.4%
were infected with chronic HBV; 85.3% were at
Barcelona Clinic Liver Cancer (BCLC) stage C;
79.4% had extrahepatic metastases; and 79.4% had an
ECOG score of 1. All patients were treatment-naive
aHCC.

Safety and Tolerability
The originally enrolled six patients exhibited no DLT.

Out of all 34 patients, all patients experienced

34 enrolled

34 received
camrelizumab plus
FOLFOX4

31 discontinued
23 disease progression

e 1 adverse event
4 withdraw
3 others
A 4

3 still on treatment

\ 4

34 included in the full analysis set
34 included in the safety set

Figure | Trial profile.

treatment-related adverse events (TRAEs; Table 2).
TRAEs with an incidence of >50% included decreased
white blood cell count (28 patients, 82.4%), decreased
neutrophil count (27 patients, 79.4%), decreased platelet
count (26 patients, 76.5%), and reactive cutaneous capil-
lary endothelial proliferation (RCCEP; 25 patients,
73.5%). The incidence of grade > 3 TRAEs were
reported in 85.3% (29 patients) of patients, with the
most common ones being decreased neutrophil count
(19 patients, 55.9%), decreased white blood cell count
(13 patients, 38.2%), and decreased platelet count (7
patients, 20.6%). Fifteen patients (44.1%) underwent
treatment dose reductions or treatment interruptions
due to TRAESs, but none of the TRAEs led to treatment
discontinuation or death.

Five patients (14.7%) had treatment-related serious
adverse events (SAEs), including febrile neutropenia,
bone marrow failure, hypersplenism, reactive capillary
endothelial proliferation in nasal mucosal, myelosup-
pression, and duodenal ulcer (one patient each, 2.9%).
Of them, three (8.8%) patients had drug-related SAEs of
grade >3.
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Table | Patient Demographics and Baseline Characteristics

Camrelizumab Plus FOLFOX4
(N=34)

Age, years, median (range) 52 (36-70)
Gender

Male 31 (91.2%)

Female 3 (8.8%)
ECOG performance status

0 7 (20.6%)

| 27 (79.4%)
AFP

< 400 ng/mL 13 (38.2%)

= 400 ng/mL 21 (61.8%)
BCLC stage

B 4 (11.8%)

Cc 29 (85.3%)

Unknown I (2.9%)
Extrahepatic spread

Yes 27 (79.4%)

No 7 (20.6%)
Portal vein invasion

Yes Il (32.4%)

No 23 (67.6%)
HBYV infection

Yes 27 (79.4%)

No 7 (20.6%)
Child-Pugh class

A (5-6) 33 (97.1%)

B (7) I (2.9%)

Note: Data are N (%), unless otherwise specified.
Abbreviations: ECOG, Eastern Cooperative Oncology Group; AFP, alpha-
fetoprotein; BCLC, Barcelona Clinic Liver Cancer; HBV, hepatitis B virus.

RCCEP occurred in 25 patients (73.5%), and three
(8.8%) presented with

endothelial proliferation in non-cutaneous sites (oral

patients reactive capillary
gingiva, two patients; nasal mucosa, one patient). As
of data cutoff date, five patients (20.0%, 5/25) recov-
ered from RCCEP, with a duration from last dose to
remission of 6.3 weeks (range, —20.6-11.3). All the
three patients (100%, 3/3) with reactive capillary
endothelial proliferation in non-cutancous sites had
recovered. We found that 25 patients who developed
RCCEP had a numerically higher ORR than those who
did not (36.0% vs 11.1%, p = 0.225, Fisher exact test),
but the difference between the two subgroups was not
significant which mainly owing to the small sample

size.

Efficacy

As of data cutoff, no patients achieved CR, 10 (29.4%)
patients had a PR, and 17 (50.0%) had SD. The ORR
was 29.4% (95% CI, 15.1-47.5) and the DCR was 79.4%
(95% CI, 62.1-91.3). The DoR was 6.9 months (range,
3.3-11.5) and the median time to response was 2.0
months (range, 1.5-5.7). Best percentage changes in
size of target lesions are presented in Figure 2A. Of the
10 patients with PR, 3 (30.0%) were still in sustained
response (Figure 2B), and the duration of response was
9.3, 9.5, and 11.0 months, respectively. The median PFS
(mPFS) was 7.4 months (95% CI, 3.9-9.2; Figure 3A).
Twenty-one (61.8%) patients died while 13 (38.2%) were
still alive at follow-up, with a median OS (mOS) of 11.7
months (95% CI, 8.2-22.0; Figure 3B). The 6- and 12-
month OS was 79.4% (95% CI, 61.6-89.6) and 50.0%
(95% CI, 32.4-65.3), respectively.

Discussion
The liver is considered an immune-privileged organ, with
a special immunosuppressive cell population. HBV- and
HCV-related HCC exhibits immunogenicity, and the HBV
infection rate in patients with HCC is as high as 77%
especially in China.?' Novel immunotherapy represented
by ICIs is becoming an important strategy for HCC treat-
ment, and several studies have demonstrated its significant
efficacy.'*'¢!7 However, CheckMate-459 and
KEYNOTE-240 showed that nivolumab or pembrolizu-
mab had improved ORR compared with sorafenib,'®'?
but the primary study endpoint of OS did not reach
a statistically significant difference.

For aHCC treatment, the ORR rate of ICI monotherapy
is between 15% and 20%, which remains unsatisfactory;
therefore, increased attention has been given to exploring

the immunotherapy-dominated “combination

20
mode”,

therapy
such as immunotherapy in combination with
immunotherapy, targeted therapy, systemic chemotherapy,
anti-angiogenic drugs, or local treatment, etc., in an effort
to significantly improve efficacy. Both KEYNOTE-524
and IMbrave-150 studies achieved positive results,>*
reflecting the success of immunotherapy in combination
with targeted drug or anti-angiogenic drug in the treatment
of aHCC, greatly encouraging other combination therapy
modalities. There have been no reports of immunotherapy
in combination with systemic chemotherapy for HCC

treatment, but this treatment paradigm has shown superior
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Table 2 Treatment-Related Adverse Events

Camrelizumab Plus FOLFOX4 (N=34)
Any Grade Grade >3

Total Grade 3 Grade 4

TRAE 34 (100%) 29 (85.3%) 22 (64.7%) 7 (20.6%)
White blood cell count decreased 28 (82.4%) 13 (38.2%) 13 (38.2%) 0

Neutrophil count decreased 27 (79.4%) 19 (55.9%) 13 (38.2%) 6 (17.6%)
Platelet count decreased 26 (76.5%) 7 (20.6%) 7 (20.6%) 0
RCCEP 25 (73.5%) 0 0 0
Decreased appetite 13 (38.2%) 0 0 0
Anemia 11 (32.4%) 2 (5.9%) 2 (5.9%) 0
Aspartate aminotransferase increased 9 (26.5%) 1 (2.9%) 1 (2.9%) 0
Alanine aminotransferase increased 8 (23.5%) 0 0 0
Nausea 8 (23.5%) 1 (2.9%) 1 (2.9%) 0
Hypoesthesia 7 (20.6%) 1 (2.9%) 1 (2.9%) 0

Lipase increased 6 (17.6%) 3 (8.8%) 2 (5.9%) 1 (2.9%)
Vomiting 6 (17.6%) 2 (5.9%) 2 (5.9%) 0
Pyrexia 6 (17.6%) 0 0 0
Asthenia 6 (17.6%) 1 (2.9%) 1 (2.9%) 0
Hypersensitivity 6 (17.6%) 2 (5.9%) 2 (5.9%) 0
Bilirubin conjugated increased 5 (14.7%) 1 (2.9%) 1 (2.9%) 0
Rash 5 (14.7%) 0 0 0
Gamma-glutamyltransferase increased 4 (11.8%) 2 (5.9%) 2 (5.9%) 0
Amylase increased 4 (11.8%) 0 0 0
Blood bilirubin increased 4 (11.8%) 0 0 0
Proteinuria 4 (11.8%) 0 0 0

Note: Data are N (%).

Abbreviations: TRAE, treatment-related adverse events; RCCEP, reactive cutaneous capillary endothelial proliferation. No grade 5 TRAE occurred. Any grade TRAEs

occurring in at least 10% of patients are listed.

efficacy to monotherapy in a variety of other solid tumors,
such as NSCLC and nasopharyngeal carcinoma.**>°
Systemic chemotherapy can inhibit and kill tumor
cells, releasing a large number of T cell chemokines after
exposure to antigens and leading to T cell accumulation
around the tumor, which is then exploited by immunother-
apy; therefore, this combination therapy can control tumor
development, gaining time for immunotherapy to response
and synergizing the treatment effects.>’ > Some che-
motherapeutic drugs, represented by oxaliplatin, enhance
the immune response of tumor cells by inducing immuno-
genic cell death (ICD),*" acting on cellular signal transdu-
cer and activator of transcription (STAT) protein signaling
pathways,** and regulating the tumor
microenvironment.*>>® The three key events that induce
ICD are exposure to calreticulin and heat shock proteins,
ATP leakage, and high mobility group box 1 (HMGB-1)
release, all of which are indispensable.3 ! In addition, com-
bination therapy may also alter the immune status by
regulating the expression of immune checkpoints.’’

A study employing animal models of colorectal cancer

demonstrated a good synergistic effect of oxaliplatin-
containing chemotherapy regimens in combination with
ICIs.*® Relevant clinical studies on the treatment of
a variety of solid tumors, including gastric, colorectal,
pancreatic, and esophageal cancers are currently
underway.

This study is the first to explore the safety and efficacy
of anti-PD-1
FOLFOX4 systemic chemotherapy for patients with treat-
ment-naive aHCC. The results showed that most TRAEs
were well tolerated and manageable. The most common
TRAEs were hematologic abnormalities and RCCEP; No

deaths were caused by TRAEs. Our results are similar to

monoclonal antibody combined with

the incidence of hematological toxicity of camrelizumab in

combination with chemotherapy for other cancer
varieties.”’>® RCCEP was the most common TRAE of
camrelizumab, with an incidence as high as 73.5% in
this study, but all cases were grade 1-2 and were mainly
distributed on the skin surface, which recovered sponta-
neously after drug withdrawal. Notably, this TRAE was

positively correlated with ORR,* and its specific
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mechanism and value in predicting efficacy require con-
firmation in further studies.

Compared with similar studies,***

patients in our
study had complex conditions and worse general condi-

tions at baseline (Supplementary Table S2). The majority

of patients were complicated with HBV infection and
extrahepatic metastasis, and the baseline tumor stage
was late. Results showed that both ORR and DCR in
our study were higher than those of nivolumab in the
CheckMate 040 study (ORR, 19.6%; DCR, 64.5%) and
pembrolizumab in the KEYNOTE-224 study (ORR,
17.3%; DCR, 61.5%),'*'® and also higher than the
those of camrelizumab alone (ORR, 14.7%; DCR,
44.2%) or FOLFOX4 regimen (ORR, 8.2%; DCR,
52.7%) in the treatment of aHCC.*!” Although cross-
trial comparison should be interpreted with caution due
to the different patient populations included, this study
demonstrated the promising efficacy of camrelizumab
plus FOLFOX4 in aHCC. Thus, the results are of great

value and are encouraging.

There are, of course, some limitations associated with
this study. The sample size included was small, and thus
relevant conclusions need to be verified in studies with
large sample sizes. Second, this study had no hypothesis
testing and we did not assign a randomized control group.
Third, comparison of the efficacy between patients with
extrahepatic metastasis and without metastasis was lacking
since bias would be introduced owing to the small sample
size and the unbalanced patient number in the two sub-
Nevertheless,
randomized double-blind,

groups. we have already conducted

a  prospective parallel-
controlled, domestic multicenter phase III study to deter-
mine the efficacy and safety of camrelizumab plus
FOLFOX4 vs placebo plus FOLFOX4 for the first-line
treatment of aHCC (NCT03605706), which shows great
promise.

In summary, this study showed that for aHCC, the
toxicity of camrelizumab combined with the FOLFOX4
regimen was tolerable and the safety was controllable.
the excellent efficacy was

Moreover, preliminarily
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Figure 3 Kaplan-Meier estimates of progression-free survival (A) and overall survival (B).

demonstrated, providing an important foundation for
further clinical studies.
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