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Over the past decade, immune checkpoint inhibitors are 
being increasingly studied and utilized for cancer therapy. 
Hepatocellular carcinoma (HCC) is the most common 
primary malignancy of the liver and is currently a rising 
cause of cancer-related death in the United States (1). 
Historically, hepatitis B virus infection and hepatitis C 
virus infection were the most common risk factors for 
developing HCC (1,2). Currently in the United States, 
however, metabolic factors, notably diabetes and obesity, 
have the highest population attributable fraction (3), with 
HBV and HCV continuing to have the greatest strength of 
association in the development of HCC (4). The diagnosis 
of HCC often occurs at late stages in the disease process 
given its often non-specific presentation, and effective 
therapies are currently limited. Sorafenib was the first 
approved multikinase inhibitor for patients with advanced 
HCC (2). More recently, lenvatinib (oral multikinase 
inhibitor) has been approved as another first-line option in 
advanced HCC based on the phase III REFLECT trial (5). 
For patients with advanced HCC who have been previously 
treated with sorafenib, cabozantinib (6), regorafenib (7), and 
ramucirumab (8) have all been FDA approved as standard 
therapies. Recently the FDA has also given nivolumab and 
pembrolizumab accelerated approval for use as second-line 
agents in patients with advanced HCC who had previously 
received sorafenib based on the results of the checkmate 040 

trial. This was a phase 1/2 dose escalation and expansion 
trial of nivolumab monotherapy in patients with advanced 
HCC and in both patients who had and had not previously 
received sorafenib. Nivolumab 3 mg/kg was used in the 
dose expansion phase. This study showed an objective 
response rate of 15% in the dose escalation phase and 20% 
in the dose expansion phase compared to response of 2–3% 
with sorafenib (2).

Feun and colleagues conducted a phase II study in the 
United States of the efficacy of pembrolizumab as a second-
line agent for treatment of advanced HCC in patients who 
have had disease progression while receiving sorafenib or 
have been intolerant to or refused sorafenib (9). This study 
examined patients with advanced HCC having measurable 
disease defined by the Reponses Evaluation Criteria in 
Solid Tumors version 1.1 (RECIST v1.1). Pembrolizumab 
was administered at a dose of 200 mg intravenously every 
3 weeks with CT or MRI imaging performed after every 3 
doses (every 9th week). RECIST v1.1 criteria were used to 
assess disease response. The primary endpoint of this trial 
was disease control rate (DCR) defined as the percentage of 
patients who achieved complete response, partial response, 
or stable disease (no change in tumor size or regression 
less than 30%) for a period of at least 8 weeks. Secondary 
endpoints included the duration of progression-free survival 
(PFS), overall survival (OS), duration of response, and 
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adverse events. Given the conflicting data surrounding 
current use of PD-L1 expression as a biomarker for 
response to PD-1/PD-L1 blockade, the current study 
examined various plasma cytokines both proinflammatory, 
anti-inflammatory and those that have been reported 
to upregulate PD-L1 expression to identify predictive 
biomarkers for treatment response. 

Twenty-nine patients were treated with pembrolizumab 
in this study. Of the 29, 28 patients were evaluated for 
response. One patient achieved complete response and eight 
achieved partial response for an overall response rate (ORR) 
of 32%. Additionally, four patients had stable disease. The 
DCR achieved was 46%. One patient developed pseudo-
progression in which the patient’s chest wall mass initially 
increased in size (based on imaging done at 2 months), then 
decreased after 9 months of therapy. The median OS of 
patients in this study was 13 months and the median PFS 
was 4.5 months. Of note, a response was seen in all patients; 
those who had and who had not previously been treated 
with sorafenib. 

As suggested in previous studies, no correlation was 
found between PD-L1 positivity on immunohistochemistry 
(IHC) staining and response to treatment, though sample 
size was limited as only 10 patients provided biopsy tissue 
samples. Investigation of plasma cytokine biomarkers to 
predict response to PD-1/PD-L1 blockade revealed that the 
mean TGF-β levels in responders was lower than the level 
in non-responders. TGF-β ≥200 (pg/mL) was an index of 
poor response to pembrolizumab (P=0.003). TGF-β level 
also correlated with OS and PFS with plasma TGF-β ≥200 
having a lower OS and PFS compared to patients with a 
TGF-β <200. Interestingly, plasma PD-L1 concentration 
did not correlate to PD-L1 tumor expression, however, 
PD-L1 positive tumors were noted to have higher levels of 
plasma INF-γ or IL-10, suggesting a role of these cytokines 
as predictive biomarkers.

It is worthwhile to mention that this phase II trial by 
Feun et al. postdates the phase II KEYNOTE-224 trial that 
led to the FDA approval of second-line pembrolizumab 
in advanced HCC (10). This study enrolled 104 patients 
with HCC who had previously been treated with sorafenib 
and who either had disease progression or were intolerant 
to sorafenib. These patients were treated with 200 mg of 
pembrolizumab every 3 weeks until disease progression, 
unacceptable toxicity, patient withdrawal or investigator 
decision. Of the 104 patients enrolled in this study, response 
was seen in 18 patients (17%). Among these 18 responders, 
one participant had complete response and 17 (16%) 

patients had partial response. Stable disease was seen in 46 
(44%) participants and progressive disease was seen in 34 
(33%) participants. The remaining six participants could 
not be assessed because they did not have assessment data 
after baseline due to death or withdrawal from the trial. 
It is worthwhile to note that the phase II trial by Feun 
et al. enrolled patients who were intolerant to sorafenib 
or refused sorafenib treatment (9). Specifically, in 10 
patients who had received prior sorafenib, 4 responses 
were observed, while in the 18 patients who had received 
no prior sorafenib, 5 responses were seen. In contrast, the 
KEYNOTE-224 trial enrolled 104 patients with HCC, 21 
(20%) who were intolerant to sorafenib and 83 (80%) who 
had progressive disease with sorafenib (10). It is likely that 
the lower ORR of 17% in KEYNOTE-224 compared to the 
ORR of 32% by Feun et al. to pembrolizumab is due to the 
larger population of subjects included in KEYNOTE-224 
who had progressed on sorafenib, i.e., had more aggressive 
disease that was already refractory to a standard first-line 
systemic therapy. 

In the confirmatory phase III KEYNOTE-240 trial, 
however, pembrolizumab failed to achieve statistical 
significance in the primary endpoint of PFS and OS 
compared to placebo (11). More recently, nivolumab was 
investigated against sorafenib in the first-line treatment of 
advanced HCC via the phase III CheckMate 459 study (12) 
and similarly failed to reach statistical significance in OS 
compared to sorafenib. This randomized controlled study 
enrolled 743 patients with advanced HCC who had received 
no prior systemic treatment. The patients randomized 
to the nivolumab group were treated with intravenous 
nivolumab 240 mg every 2 weeks whereas patients in the 
sorafenib group received 400 mg oral sorafenib two times 
daily. At the minimum follow up period of 22.8 months, 
nivolumab showed the OS of 16.4 months compared to the 
OS of sorafenib at 14.7 months, however, this difference 
was not statistically significant (P=0.0419) (12). Together 
these studies suggest that a single agent whether, PD-1 or 
PD-L1, is not sufficient to produce a significant survival 
benefit when compared to sorafenib. 

Despite these recent negative trials of pembrolizumab 
and nivolumab as first- and second-line treatments of 
advanced HCC, there have been exciting developments to 
suggest that, on the contrary, immunotherapy does have a 
place in the treatment paradigm of advanced HCC when 
used as multi-drug regimens. In a recent groundbreaking 
presentation, the phase III IMbrave150 study showed that 
atezolizumab and bevacizumab, a VEGF inhibitor, used in 
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combination has improved overall survival and progression 
free survival compared to sorafenib (13). This was a phase III 
study that randomized 501 patients with unresectable HCC 
to a combination of atezolizumab (1,200 mg intravenous 
every 3 weeks) + bevacizumab (15 mg/kg intravenous 
every 3 weeks) or sorafenib (400 mg two times daily). The 
mean OS for atezolizumab + bevacizumab has not yet been 
reached whereas the mean OS for sorafenib alone was 
13.2 months (13). The atezolizumab + bevacizumab group 
also had a significantly higher PFS (6.8 vs. 4.3 months 
respectively, P<0.0001). Additionally, the ORR was 27% in 
the atezolizumab + bevacizumab group compared to 12% in 
the sorafenib group (P<0.0001) (13). Though many previous 
studies have attempted to find a treatment regimen with 
improved efficacy over the standard of care, sorafenib, results 
have always been non-significant. The IMbrave150 trial is 
the first study to provide a treatment regimen with improved 
OS and PFS over first-line sorafenib. 

Altogether, this recent evidence supports that where 
single-agent immune checkpoint blockade has failed to 
demonstrate superiority over sorafenib in the first-line 
treatment of advanced HCC, combination checkpoint 
inhibitor-based regimens such as atezolizumab and 
bevacizumab appear promising as possible new standards 
in the first-line treatment of advanced HCC. A third 
combination regimen including the checkpoint inhibitors 
durvalumab and tremelimumab is also undergoing 
investigation in the ongoing phase III HIMALAYA trial 
(NCT03298451). 

Beyond the first-line setting, immunotherapy has still 
shown glimpses of activity. With the already approved 
nivolumab option in those previously treated with or 
intolerant to sorafenib, single-agent immunotherapy may 
still have a space, albeit smaller, as the second-line treatment 
of advanced HCC for patients who received an oral 
multikinase inhibitor as initial therapy. With the promising 
data thus far presented for atezolizumab and bevacizumab, 
however, it is likely that this regimen will be widely 
established as the new first-line standard in advanced HCC. 
With novel and promising treatment regimens emerging, 
currently, the more pressing need is identifying biomarkers 
to predict response to immune check point therapy. 

In conclusion, Feun et al. demonstrated clinically-relevant 
activity to support the use of pembrolizumab as a second-
line agent in patients with advanced HCC. Additionally, 
a major benefit of checkpoint inhibitor therapy compared 
to other systemic therapies is its relatively tolerable side 

effect profile, with data from this study suggesting that 
the major treatment related adverse events and laboratory 
adverse events are grade 1–2. As discussed by the authors 
of this study, there may be utility to combining checkpoint 
inhibitor therapy with current non-systemic therapies for 
HCC including radiofrequency ablation and more studies 
are needed to further investigate potential combination 
therapies. In addition to pembrolizumab efficacy data, this 
study provided novel data surrounding the association of 
various plasma cytokines with tumor PD-L1 expression, and 
larger studies are needed to support this preliminary data. 

Acknowledgments

Funding: None.

Footnote

Provenance and Peer Review: This is an invited article 
commissioned by the Editorial Office, Digestive Medicine 
Research. The article did not undergo external peer review.

Conflicts of Interest: All authors have completed the ICMJE 
uniform disclosure form (available at http://dx.doi.
org/10.21037/dmr.2020.03.01). DL reports grants from 
BrooklynImmunoTherapeutics, personal fees from Lexicon, 
personal fees from Ipsen, personal fees from Bayer, personal 
fees from Eisai, personal fees from Exelixis, personal fees 
from Genentech, personal fees from Taiho, personal fees 
from Advanced Accelerator Applications, personal fees from 
MiNA Therapeutics, outside the submitted work; Other 
authors have no conflicts of interest to declare.

Ethical Statement: The authors are accountable for all 
aspects of the work in ensuring that questions related 
to the accuracy or integrity of any part of the work are 
appropriately investigated and resolved.

Open Access Statement: This is an Open Access article 
distributed in accordance with the Creative Commons 
Attribution-NonCommercial-NoDerivs 4.0 International 
License (CC BY-NC-ND 4.0), which permits the non-
commercial replication and distribution of the article with 
the strict proviso that no changes or edits are made and the 
original work is properly cited (including links to both the 
formal publication through the relevant DOI and the license). 
See: https://creativecommons.org/licenses/by-nc-nd/4.0/.

http://dx.doi.org/10.21037/dmr.2020.03.01
http://dx.doi.org/10.21037/dmr.2020.03.01
https://creativecommons.org/licenses/by-nc-nd/4.0/


Digestive Medicine Research, 2020Page 4 of 4

© Digestive Medicine Research. All rights reserved. Dig Med Res 2020;3:115 | http://dx.doi.org/10.21037/dmr.2020.03.01

References

1.	 Ghouri YA, Mian I, Rowe JH. Review of hepatocellular 
carcinoma: Epidemiology, etiology, and carcinogenesis. J 
Carcinog 2017;16:1. 

2.	 El-Khoueiry AB, Sangro B, Yau T, et al. Nivolumab 
in patients with advanced hepatocellular carcinoma 
(CheckMate 040): an open-label, non-comparative, 
phase 1/2 dose escalation and expansion trial. Lancet 
2017;389:2492-502. 

3.	 Makarova-Rusher OV, Altekruse SF, Mcneel TS, et 
al. Population attributable fractions of risk factors for 
hepatocellular carcinoma in the United States. Cancer 
2016;122:1757-65. 

4.	 Welzel TM, Graubard BI, Quraishi S, et al. Population-
Attributable Fractions of Risk Factors for Hepatocellular 
Carcinoma in the United States. Am J Gastroenterol 
2013;108:1314-21. 

5.	 Kim BK, Kim DY, Han KH, et al. Changes in real-life 
practice for hepatocellular carcinoma patients in the 
Republic of Korea over a 12-year period: A nationwide 
random sample study. PLoS One 2019;14:e0223678. 

6.	 Abou-Alfa GK, Meyer T, Cheng AL, et al. Cabozantinib 
in Patients with Advanced and Progressing Hepatocellular 
Carcinoma. N Engl J Med 2018;5:54-63. 

7.	 Bruix J, Qin S, Merle P, et al. Regorafenib for patients with 
hepatocellular carcinoma who progressed on sorafenib 
treatment (RESORCE): a randomised, double-blind, 
placebo-controlled, phase 3 trial. Lancet 2017;389:56-66. 

8.	 Zhu AX, Kang YK, Yen CJ, et al. Ramucirumab after 

sorafenib in patients with advanced hepatocellular 
carcinoma and increased α-fetoprotein concentrations 
(REACH-2): a randomised, double-blind, placebo-
controlled, phase 3 trial. Lancet Oncol 2019;20:282-96.

9.	 Feun LG, Li YY, Wu C. Phase 2 study of pembrolizumab 
and circulating biomarkers to predict anticancer response 
in advanced, unresectable hepatocellular carcinoma. 
Cancer 2019;125:3603-14.

10.	 Zhu AX., Finn RS, Edeline J, et al. Pembrolizumab 
in patients with advanced hepatocellular carcinoma 
previously treated with sorafenib (KEYNOTE-224): a 
non-randomized, open-label phase 2 trial. Lancet Oncol 
2018;19:940-2. 

11.	 Finn RS, Ryoo BY, Merle P, et al. Results of 
KEYNOTE-240: phase 3 study of pembrolizumab 
(Pembro) vs best supportive care (BSC) for second line 
therapy in advanced hepatocellular carcinoma (HCC). J 
Clin Oncol 2019;37:4004.

12.	 Yau T, Park JW, Finn R S, et al. LBA38_PRCheckMate 
459: A randomized, multi-center phase III study of 
nivolumab (NIVO) vs sorafenib (SOR) as first-line (1L) 
treatment in patients (pts) with advanced hepatocellular 
carcinoma (aHCC). Ann Oncol 2019;30. doi: 10.1093/
annonc/mdz394.029.

13.	 Cheng AL, Qin S, Ikeda M, et al. LBA3IMbrave150: 
Efficacy and safety results from a ph III study evaluating 
atezolizumab (atezo) bevacizumab (bev) vs sorafenib (Sor) 
as first treatment (tx) for patients (pts) with unresectable 
hepatocellular carcinoma (HCC). Ann Oncol 2019;30. doi: 
10.1093/annonc/mdz446.002.

doi: 10.21037/dmr.2020.03.01
Cite this article as: Narayanan D, Yang JD, Cho M, Li D, 
Gangi A, Hendifar A, Hussain S, Kosari K, Kuo A, Nissen N, 
Gong J. Immunotherapy in advanced hepatocellular carcinoma: 
an evolving space in the systemic treatment paradigm. Dig Med 
Res 2020;3:115. 


