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Abstract
This article summarizes the progress of treatment in advanced hepatocellular carcinoma, biliary tract cancer, and 
pancreatic cancer in 2023, including chemotherapy, molecular targeted therapy, and immunotherapy, to provide reference 
information for current clinical treatment and future clinical research, and to better improve prognosis and quality of life 
in patients with hepatobiliary and pancreatic cancer.
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1. Introduction
Hepatocellular carcinoma (HCC) is a tumour with high in-
cidence, whereas biliary tract cancer (BTC) and pancreatic 
cancer are tumours with relatively low incidence, although 
HCC, BTC, and pancreatic cancer have significant mortali-
ty. In the past, the treatments were relatively restricted. In 
recent years, the discovery of immunotherapy and target-
ed therapy has provided additional therapeutic options for 
HCC, increasing the survival. BTC is clinically and genetically 
diverse. Genomic and molecular profile study indicates pos-
sible targetable molecular alterations. Research on targeted 
treatment for some gene mutations (e.g., isocitrate dehy-
drogenase 1, human epidermal growth factor receptor 2 
[HER2], fibroblast growth factor receptor [FGFR], and other 
altered molecules) has made considerable progress in the 
area of biliary tract malignancies. To date, precisely focused 
therapy directed by distinct driver genes has become a ma-
jor technique for the clinical treatment of BTC, increasing the 
therapeutic choices for biliary tract cancers. Immunotherapy 
has also produced good outcomes in BTC, giving additional 
therapeutic options. However, chemotherapy is still the ma-
jor treatment for pancreatic cancer, and optimization of the 
chemotherapy regimens is still one of the exploration areas 
for pancreatic cancer, while targeted therapy and immuno-
therapy have also seen some light in exploratory research. 
This paper evaluates and summarizes the key advances of 
advanced hepatobiliary and pancreatic malignancies in 
2023, intending to give references for current clinical thera-
py and future clinical research [1-6].

We searched PubMed (www.ncbi.nlm.nih.gov/pubmed) for 
full-text articles from 2017 to May 31, 2023, using the key-
words: biliary tract cancer, targeted therapy, immunothera-
py, pancreatic cancer, hepatocellular carcinoma. The full-text 
articles found were carefully examined. In addition, all ab-
stracts presented at international conferences between Jan-
uary 2020 and October 2023 were examined.

HCC: Targeted Therapies
Both the SHARP trial in 2008 and the ORIENTAL study in 
2009 demonstrated that compared with placebo, first-line 
sorafenib increased the survival of patients with advanced 
HCC, thereby confirming sorafenib as the first-line standard 
therapy for inoperable HCC. Until 2018, no other thera-
pies replaced sorafenib. The REFLECT trial, demonstrat-
ed that first-line lenvatinib was not inferior to sorafenib in 
overall survival (OS), bur was superior to sorafenib in pro-
gression-free survival (PFS) and objective response rate 
(ORR). In 2020, the results of the ZGDH3 trial indicated that 
sorafenib was better to sorafenib in the first-line therapy 
of advanced HCC in OS, but only reached noninferiority in 
ORR and PFS. However, in many clinical trials, sorafenib is 
still the control arm for the first-line therapy of HCC. There 
was no conventional second-line therapy for HCC until the 
RESORCE results of regorafenib in 2017, and the CELESTIAL 
results of bosutinib in 2018. The REACH study was negative, 
but a subgroup analysis found a benefit for ramucirumab in 
those with serum alpha-fetoprotein (AFP) concentrations of 
400 ng/mL or higher, and the subsequent REACH-2 studies 
were conducted in those with AFP levels greater than 400 
and achieved positive results for ramucirumab. In addition, 
lapatinib, a new oral tyrosine kinase inhibitor (TKI) target-
ing vascular endothelial-derived growth factor (VEGF)-2, 
has exhibited a substantial improvement in OS compared 
with placebo in the second-line therapy of HCC patients in 
the Chinese population. However, there is still little advance-
ment in targeted treatment for HCC in 2022 [7-14].

 HCC: First Line Immunotherapy with Single Drug
Single-drug immunotherapy has been examined in several 
phase III trials in HCC . CheckMate459 study head-to-head 
comparing nivolumab and sorafenib as first-line thera-
py failed to demonstrate superiority for nivolumab over 
sorafenib in terms of OS, which median OS (mOS) was 16.4 
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months (95% [confidence interval] CI: 13.9–18.4) in the 
nivolumab group and 14.7 months (95% CI: 11.9–17.2) in 
the sorafenib group, with a hazard ratio of 0.85 (95% CI: 
0.72–1.02, p = 0.075), but a favorable safety profile was ob-
served in the nivolumab arm . However, the indication for 
nivolumab in HCC was revoked because to unfavourable 
findings from CheckMate459. Tislelizumab is a monoclonal 
antibody with a high binding affinity to programmed death 
protein-1 (PD-1). RATIONALE-301 is a worldwide multi-
center phase III trial. The study was released at the Europe-
an Society for Medical Oncology (ESMO) 2022. Tislelizumab 
met the primary end point of OS in a noninferiority efficacy 
test compared to sorafenib as a first-line therapy for unre-
sectable HCC (15.9 vs. 14.1 months, hazard ratio [HR] = 0.85, 
p = 0.040). However, the ORR in the talizumab group was 
considerably greater than that in the sorafenib group (14.3% 
vs. 5.4%), notably in the median duration of response (DOR) 
(36.1 vs. 11.0 months). There were also fewer treatment-re-
lated adverse events (AEs) and grade 3 or higher treat-
ment-related AEs with talizumab. Additionally, duralumin 
is a programmed death ligand-1 (PD-L1) monoclonal anti-
body. In the HIMALAYA trial, durvalumab monotherapy was 
compared with sorafenib, and obtained OS with noninferior-
ity and non-superiority (16.56 vs. 13.77 months, HR = 0.86, 
p = 0.0398). The outcomes of the following three trials are 
nearly consistent: first-line single-drug immunotherapy is 
noninferior to but not superior to sorafenib, however the 
ORR and tolerability are better than sorafenib. Therefore, 
the aforementioned three drugs may be employed as thera-
py choices for individuals who are contraindicated or at in-
creased risk of TKIs and antiangiogenic drugs [15-17].

 HCC: Second Line Immunotherapy
CheckMate040 (phase I/II) (ORR: 14%, median PFS [mPFS]: 
4.0 months, mOS: 15.6 months) and KeyNote224 (phase 
II) (ORR: 17%, mPFS: 4.9 months, mOS: 12.9 months) have 
launched HCC immunotherapy. Based on these two trials, 
nivolumab and pembrolizumab acquired Food and Drug 
Administration (FDA) approval in July 2017 and November 
2018, respectively, for the treatment of HCC patients who 
had failed sorafenib. The National Medical Products Admin-
istration (NMPA) of China has also authorised two PD-1 anti-
bodies for the second-line therapy of HCC based on the find-
ings of two-phase II trials. In a trial (NCT02989922) released 
in 2018, the ORR of camrelizumab in the second-line therapy 
of HCC was 14.7%, the mPFS was 2.1 months, and the mOS 
was 13.8 months. Another research of RATIONALE-208 is an 
open-label, worldwide multicenter, phase II clinical investi-
gation (NCT03419897), which was presented at the Ameri-
can Society of Clinical Oncology gastrointestinal (ASCO-GI) in 
2022. The findings indicated that tislelizumab monotherapy 
demonstrated excellent clinical activity and was well tolerat-
ed in previously treated patients with advanced HCC, with an 
ORR of 13.3% (95% CI: 9.3–18.1), the mPFS was 2.7 months 
(95% CI: 1.4–2.8), and the mOS was 13.2 months (95% CI: 
10.8–15.0) [21]. KeyNote-240 is a phase III, randomized con-
trolled, worldwide multicenter study based on KeyNote224, 
aimed to investigate the effectiveness and safety of pem-
brolizumab against placebo in patients with advanced HCC 
treated with sorafenib. However, the data reported by ASCO 

in 2019 did not fulfil the established co-primary end points 
of OS and PFS. At the final analysis, the mOS was 13.9 and 
10.6 months, mPFS was 3.0 and 2.8 months, and ORR was 
18.3% and 4.4% in the pembrolizumab group and placebo 
group, respectively. A prolonged follow-up in 2021 similar-
ly did not met the prespecified end points. However, a simi-
lar research in the Asian population, the KeyNote394 study 
published at the ASCO-GI conference in 2022, produced good 
findings on the primary endpoint, when pembrolizumab was 
compared with placebo plus best supportive care. The mOS 
was 14.6 months (95% CI: 12.6–18.0), and there was a 21% 
decrease in the risk of mortality (HR = 0.79, 95% CI: 0.63–
0.99, p = 0.018) in the pembrolizumab group of previously 
treated patients with advanced HCC. Long-term survival was 
also considerably improved in the pembrolizumab group 
compared with the placebo group, with 2-year survival rates 
of 34.3% and 24.9%, respectively [18-24].

 HCC: Combined Immunotherapy
Combined immunotherapy has become the first-line stan-
dard treatment for HCC. The IMbrave150 trial revealed that 
atezolizumab (PD-L1 antibody) with bevacizumab was bet-
ter to sorafenib in terms of OS, PFS, and ORR in the first-line 
therapy of advanced HCC [25, 26]. Similarly, the ORIENT-32 
research revealed that first-line similia (PD-1 antibody) with 
bevacizumab was superior to sorafenib [27]. And these two 
regimens have been authorised by the FDA and EMA for the 
first-line treatment of advanced HCC. Several additional im-
munotherapy trials have also been effective (Table 1). The 
HIMALAYA project is a multicohort phase III, examining the 
first-line effectiveness of the combination immunothera-
py (STRIDE protocol): durvalumab (PD-L1 antibody) with 
term Lumumba (cytotoxic T-lymphocyte antigen 4 [CTLA-
4] antibody) in advanced HCC. The final data released at 
the ASCO-GI conference in 2022 indicated that the mOS of 
the STRIDE regimen was 16.4 months, whereas the mOS of 
sorafenib was 13.8 months (HR = 0.78, p = 0.004), satisfying 
the main endpoint of the higher effectiveness in terms of 
OS. The ORR of the STRIDE regimen was higher (20.1% vs. 
5.1%), but the mPFS was not superior to that of sorafenib 
(3.78 vs. 4.07, HR = 0.90, 95% CI: 0.77–1.05), and the safe-
ty of single starting dose of tremelimumab plus durvalum-
ab was manageable, resulting in a lower incidence of treat-
ment-related adverse events than sorafenib. The final results 
of a phase III study (NCT03764239) reported at ESMO in 
2022 showed that camrelizumab (anti-PD-1 IgG4 antibody) 
plus apatinib (small-molecule TKI targeting VEGF receptor 
type 2) was superior to sorafenib: OS (22.1 vs. 15.2 months, 
HR = 0.62, 95% CI: 0.49–0.80, p < 0.0001), PFS (5.6 vs. 3.7 
months, HR = 0.52, 95% CI: 0.41–0.65, p < 0.0001), and ORR 
(25.4% vs. 5.9%, p < 0.0001) were significantly improved, 
and the combination of camrelizumab and apatinib was also 
well tolerated. However, in the COSMIC-312 study published 
in 2021, atezolizumab (anti-PD-L1 antibody) plus bosutinib 
(a multitargeted small-molecule TKI) versus sorafenib in 
the first-line treatment of advanced HCC showed improved 
mPFS (6.8 vs. 4.2 months, HR = 0.63, 95% CI: 0.44–0.91, 
p = 0.001) in the combination group, but mOS (15.4 vs. 15.5, 
HR = 0.90, 95% CI: 0.69–1.18, p = 0.440) and ORR (11% vs. 
4%) did not improve significantly. A phase III investigation 
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of LEAP-002 was widely expected given the good ORR and 
PFS findings of lenvatinib + pembrolizumab in a phase Ib 
study (NCT03006926). Regrettably, the primary results 
of the LEAP-002 study presented at the ESMO meeting in 
2022 showed that the combination regimen first-line treat-
ment did not significantly improve OS (21.1 months vs. 19.0 
months, HR = 0.84, p = 0.023) and PFS (8.2 months vs. 8.0 
months, HR = 0.87, p = 0.047) compared to lenvatinib alone 
(failed to reach prespecified statistical difference), and only 
improvements were observed in ORR (26.1% vs. 17.5%) and 
DOR (11.2 vs. 8.5 months). The three similar studies above 
yielded different results, adding to the complexity of the HCC 
immunotherapy puzzle [17-30].

 Biliary Tract Cancer and Targeted Therapy Anti 
Her-2 
HER2 alterations, including amplification, overexpression, or 
both, were found in about 19% of gallbladder tumors, 17% 
of extrahepatic cholangiocarcinoma’s, 13% of ampullary 
carcinomas, and 5% of intrahepatic cholangiocarcinoma’. 
In the previous MyPathway trial, trastuzumab with epratu-
zumab had an ORR of 23% in HER2-mutated advanced BTC, 
with mPFS and OS of 4.0 and 10.9 months, respectively. In a 
phase I research of zanidatamab (ZW25), a HER2 bispecif-
ic antibody, was utilised in 21 patients with HER2-mutated 
advanced BTC, and the ORR was 38%. Neratinib is an irre-
versible pan-HER TKI. In the SUMMIT trial, 25 patients with 
HER2-mutated advanced biliary tumors treated with nera-
tinib had an ORR of 16%, a mPFS of 2.8 months, and a mOS 
of 5.4 months. The 2022 ASCO conference reported trastu-
zumab deruxtecan (DS-8201) in the treatment of individuals 
with HER2-expressing unresectable or recurrent BTC. The 
investigator-initiated multicenter phase II research (HERB 
trial) in a total of 22 HER2-positive patients showed an ORR 
of 36.4%, a mPFS of 4.4 months, and a mOS of 7.1 months. 
For the eight patients with low HER2 expression (immuno-
histochemistry [IHC]/in situ hybridization status 0/+, 1+/−, 
1+/+, 2+/−), the ORR was 12.5%, and the mPFS and OS were 
4.2 and 8.9 months, respectively. However, the frequency of 
grade 3/4 AEs in this trial was as high as 81.3%, and eight 
patients complicated with interstitial lung disease or pneu-
monia, indicating that extra care should be made to the ad-
verse drug reactions of DS-8201. In addition, a multicenter 
phase II study (KCSG-HB19-14) performed by the Korea 
Cancer Research Group reported at ASCO 2022 that the ORR 
of trastuzumab + FOLFOX in gemcitabine/cisplatin resistant 
HER2-positive BTC reached 29.4% of 34 patients. The mPFS 
and OS were 5.1 and 10.7 months, respectively, with HER2 
expressing IHC3+ (n = 23, 67.6%) indicating a tendency to-
ward improved PFS (5.5 vs. 4.9 months, HR = 0.52, 95% CI: 
0.23–1.16) [4-36].

Biliary Tract Cancer and Targeted Therapy Anti 
Fgfr 
gene changes are one of the frequent oncogenic drivers of 
BTC, notably intrahepatic cholangiocarcinomas, where mu-
tations are identified in ∼14% of patients, the great majority 
of which are fusion mutations. Pemigatinib, a pan-inhibitor, 
was authorised by the FDA on April 17, 2020, for the treat-
ment of adult patients with FGFR2 fusion cholangiocarci-

noma based on the findings of the FIGHT-202 research. The 
findings of the FIGHT-202 research were updated at ESMO 
2022. In 107 patients with FGFR2 fusion/rearrangement 
mutations, ORR was 37%, disease control rate (DCR) was 
82%, and mPFS and mOS were 7.0 and 17.5 months. Based 
on the results of the Phase II CIBI375A201 bridging trial of 
Pemigatinib in China, Pemigatinib was officially approved by 
the NMPA of China in April 2022 for the treatment of adults 
with advanced, metastatic or inoperable cholangiocarcino-
ma, who have received at least one prior systemic therapy 
and have detected FGFR2 fusion or rearrangement. In this 
trial, a total of 30 patients with advanced cholangiocarcino-
ma with FGFR2 fusion/rearrangement mutations who failed 
conventional treatment received Pemigatinib, resulting in 
an ORR of 60%, DCR of 100%, and mPFS of 9.1 months, as 
updated at ASCO 2022. In addition, multiple pan-FGFR in-
hibitors including immigration, graffitiing, diamantine, and 
futibatinib were tested in phase II studies in advanced BTC 
patients with fusion/rearrangement mutations, resulting in 
ORRs of 21.4%–41.7%, DCR of 75.7%–84.3%, mPFS of 5.6–
8.9 months and mOS of 12.2–40.2 months. Preliminary ef-
fectiveness findings from the ReFocus study with RLY-4008, 
which were announced at the 2022 ESMO conference, in 
patients with FGFR2 fusion/rearranged BTC not previously 
treated with FGFR inhibitors revealed an ORR of 63.2% and 
a DCR of 94.7% in a total of 38 patients across all dosage 
groups. The 70 mg dosage group was the recommended dose 
in the phase II, in which the 17 patients who received the 
70 mg dose had an ORR of 88.2% and a DCR of 100%, en-
couraging future extension of the study [38-45].

Biliary Tract Cancer and Immunotherapy
For patients with cholangiocarcinoma with microsatellite in-
stability-high (MSI-H) or deficient mismatch repair (dMMR) 
mutations, pembrolizumab alone obtained ORR of 53% and 
37% in KEYNOTE-016 and KEYNOTE-158 studies, however 
the percentage of MSI-H/dMMR in cholangiocarcinoma was 
relatively low. However, for patients with cholangiocarcino-
ma with non-MSI-H/dMMR, the effectiveness of single-agent 
immunotherapy is still uncertain, and only small sample 
trials have been described. Kim et al. found that the ORR of 
nivolumab in the second-line or beyond the treatment of ad-
vanced cholangiocarcinoma was 22%, and mPFS and mOS 
were 3.68 and 14.24 months, respectively. In contrast, Ueno 
et al. found an ORR of 3.3% with first-line nivolumab, and 
mPFS and mOS were 1.4 and 5.2 months, respectively. In the 
KEYNOTE-158 trial, 104 patients with advanced cholangio-
carcinoma who received single-agent pembrolizumab had 
an ORR of 5.8%, mPFS and mOS of 2.0 and 7.4 months, re-
spectively. Doka et al. found an ORR of 4.8%, mPFS, and mOS 
of 1.5 and 8.1 months, respectively, in second-line or beyond 
durvalumab treatment in 42 patients with advanced cholan-
giocarcinoma [47-52].

However, better ORR has been found in numerous phase II 
trials of immunotherapy paired with chemotherapy. In two 
phase II studies (NCT03092895 and NCT03486678), cam-
relizumab in combination with GEMOX or FOLFOX had an 
ORR of 10.3%–54%, while in the JapicCTI-153098 study, the 
ORR of gemcitabine plus cisplatin (GemCis) plus nivolum-



Volume - 2 Issue - 1

Page 4 of 8

Copyright © Alfredo colomboJournal of Gastroenterology Hepatology and Digestive Disorders

Ciatation: Colombo, A., porretto, CM.,(2024). Biliary Tract Cancers Review. The Journal of Gastreontrology Hepatology and Digestive Disorders, 2(1), 1-8.

ab was 37%, which was significantly improved compared 
with nivolumab monotherapy (ORR was 3%). In two phase 
II trials (NCT03796429 and TCOG T1219), the ORR of tri-
maximal or nivolumab with gemcitabine and TS-1 (tegafur, 
gimeracil, and oteracil potassium capsules) were 30.6% and 
43.8%, respectively, and mPFS were 7.0 and 9.1 months, re-
spectively. Nevertheless, TOPAZ-1 is the only phase III ran-
domized controlled research with unequivocally revealing 
a substantial survival advantage of durvalumab + chemo-
therapy compared with normal treatment. The data pub-
lished by ASCO-GI in 2022 indicated that compared with 
GemCis, durvalumab with GemCis substantially increased 
ORR (26.7% vs. 18.7%), PFS (7.2 vs. 5.7 months, HR = 0.75, 
95% CI: 0.64–0.89, p = 0.001), and OS (12.8 vs. 11.5 months, 
HR = 0.80, 95% CI: 0.66–0.97, p = 0.021). The safety of com-
bination therapy is good, and durvalumab paired with Gem-
Cis gives a novel alternative for the first-line treatment of 
advanced BTC [50-57]. 

Pancreatic Cancer Chemotherapy
At the 2021 ESMO meeting, Tayebi et al. reported an Euro-
pean real-world trial about of effect of treatment sequence 
on prognosis in metastatic pancreatic adenocarcinoma, were 
resulted that the longest OS was found in the sequential 
treatment-naïve, were first line FOLFIRINOX followed at pro-
gression with gemcitabine-based second-line combination, 
reaching mOS of 20.0 months. In 2022, a lot of trials on op-
timizing chemotherapy regimens for pancreatic cancer have 
been published. The SEQUENCE phase III study reported by 
Carrato et al. at ASCO 2022 showed that first-line gemcit-
abine combined with nab-paclitaxel (AG) regimen followed 
by modified FOLFOX significantly improved ORR (39.7% 
vs. 20.3%, p = 0.009), PFS (7.9 vs. 5.2 months, p < 0.001), 
and OS (13.2 vs. 9.7 months, p = 0.023). The PRODIGE 65-
UCGI 36-GEMPAX UNICANCER study, reported by de la Fool-
hardier et al. at the 2022 ESMO conference, was a phase III 
randomized trial comparing gemcitabine plus paclitaxel 
versus gemcitabine in patients with metastatic pancreatic 
cancer who failed or intolerant to FOLFIRINOX, and the re-
sults showed improvements in ORR (19.2% vs. 4.8%), PFS 
(3.1 vs. 2.0 months, HR = 0.64, 95% CI: 0.47–0.89) compared 
with gemcitabine alone, but failed to improve OS (6.4 vs. 5.9 
months, HR = 0.87, 95% CI: 0.63–1.20, p = 0.410) [60]. How-
ever, gemcitabine with paclitaxel is not a frequent clinical 
combination. The HR-IRI-APC study published by Wang et 
al. is a multicenter, randomized, double-blind, parallel-con-
trolled phase III study. The results showed that HR070803 
(liposome irinotecan) combined with 5-fluorouracil/leucov-
orin (FU/LV) compared with placebo combined with 5-FU/
LV in the second-line treatment of gemcitabine refracto-
ry advanced pancreatic cancer significantly prolonged the 
mPFS (4.21 vs. 1.48 months, HR = 0.36, 95% CI: 0.27–0.48, 
p < 0.0001) and OS (7.39 vs. 4.99 months, HR = 0.63, 95% CI: 
0.48–0.84, p = 0.002), and safety was manageable [58-61].

Pancreatic Cancer and Targeted Treatment
Pancreatic cancer moving slowly forward precision medi-
cine. It was formerly thought that targeted therapy could not 
be employed, but in recent years, with the progress of phar-
maceutical technologies and targeted treatment, achieve-

ments have been realised. The research targeting the KRAS 
G12C mutation was published at the 2022 ASCO GI confer-
ence. The KRYSTAL-1 (NCT03785249) trial is a multicohort 
phase I/II study examining the effectiveness of adRise alone 
or in combination in patients with advanced solid tumors 
with KRAS G12C mutations. Adgrasib is a highly selective 
KRAS G12C inhibitor that preferentially binds to and inacti-
vates KRAS G12C irreversibly. In this trial, 12 pancreatic can-
cer patients were included following the failure of various 
courses of treatment. Clinical activity was examined in 10 
patients, of whom 5 obtained a partial response and 5 were 
stable, with a DCR of 100% and a mPFS of 6.6 months (95% 
CI: 1.0–9.7). The most prevalent AEs were nausea (48%), di-
arrhea (43%), vomiting (43%), and exhaustion (29%). Grade 
3/4 AEs occurred in 21% of patients, and none grade 5 AEs, 
showing an overall favourable safety profile. KRAS G12C will 
be the most promising treatment in the history of targeted 
therapy for pancreatic cancer, but regrettably, this mutation 
only accounts for roughly 2% of KRAS [62]. 

Notable trial for KRAS wild-type pancreatic cancer was an-
nounced at the 2022 ASCO conference. The effectiveness of 
nimotuzumab (EGFR monoclonal antibody) with gemcit-
abine versus gemcitabine alone in the treatment of KRAS 
wild-type locally advanced or metastatic pancreatic cancer 
was examined. In this prospective, randomized, double-blind, 
multicenter, phase III trial, a good outcome was attained. In 
the full analysis set (FAS) and the protocol analysis set (PPS), 
the mOS of the experimental group was substantially longe 
respect to control group (FAS group: 10.9 vs. 8.5 months, 
HR = 0.50, p = 0.024; PPS population: 11.5 vs. 8.5 months, 
HR = 0.60, p = 0.039). In the FAS group, the mPFS was con-
siderably longer in the experimental arm (4.2 months vs. 3.6 
months, HR = 0.56, p = 0.013). Therefore, the combination of 
nimotuzumab with gemcitabine may be an alternative for 
patients with KRAS wild-type pancreatic cancer who are not 
candidates for other combination treatment [63].

Pancreatic Cancer and Immunotherapy
Pancreatic cancer has an immune escape, and at the same 
time, immunosuppressive proteins such as CD47 and VEGF 
that are significantly expressed. Pancreatic cancer patients 
are typically in a highly immunosuppressive condition, and 
many immunotherapy techniques such as immune check-
point inhibitors, chimeric antigen receptor T, and tumor 
vaccines have been tested, but no beneficial outcomes have 
been discovered KN046 is a PD-L1/CTLA-4 bispecific anti-
body. The findings of the phase II research (NCT04324307) 
are positive. The ORR of 31 evaluable patients was 45.2%, 
while the DCR was 93.5%. The phase III research of KN046 
with conventional chemotherapy has been undertaken in 
first-line patients with advanced pancreatic cancer. The CIS-
PD3 study is a single-centre, randomized, open-label phase 
Discussing the effectiveness and safety of sintilimab paired 
with a modified FOLFRINOX regimen vs FOLFIRINOX alone 
as first-line or second-line therapy for patients with meta-
static or recurrent pancreatic cancer. A total of 110 patients 
were included, and sintilimab with chemotherapy failed to 
be superior to chemotherapy alone, and the mOS and PFS 
were identical in the combination group and chemothera-
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py alone group (10.9 vs. 10.8 months, 5.9 vs. 5.73 months). 
However, the ORR of similia with chemotherapy was much 
greater (50% vs. 23.9%). The inclusion of immunological 
drugs enhanced ORR, but this did not convert into a survival 
advantage, while there was no significant increase in adverse 
responses in the combination group. However, a randomized 
phase Ib/II study of niraparib plus nivolumab or ipilimumab 
in patients with advanced platinum-sensitive pancreatic can-
cer reported at ASCO 2022 showed that maintenance thera-
py with niraparib plus ipilimumab was effective in patients 
with platinum-sensitive advanced pancreatic cancer. In the 
patients, the mPFS was 8.1 months, the 6-month PFS rate 
was 59.6%, and continued to be effective in patients with-
out any known DNA damage repair subtype while niraparib 
combined with nivolumab was ineffective under the same 
conditions, suggesting that the combined use of niraparib 
and ipilimumab is worth further exploration [64-70].

Conclusion
Hepatobiliary and pancreatic cancers are malignancies with 
unfavourable prognoses. However, for advanced conditions, 
systematic treatment may obviously deliver survival advan-
tages to patients. Looking back to 2023, these accomplish-
ments in the area of medical treatment of hepatobiliary and 
pancreatic cancers will have a substantial influence on fu-
ture clinical practice and guide future clinical research.
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