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Abstract

Programmed cell death (PD-1) and programmed cell death ligand | (PD-L1) inhibitors have been increasingly used in cancer
therapy. The aim of this study was conducted a meta-analysis to assess the efficacy and safety of PD-1/PD-LI inhibitors in
patients with unresectable hepatocellular carcinoma (uUHCC). A total of 1657 patients were included. The completed phase Il
trials with details data, such as overall survival (OS), progression-free survival (PFS), objective response rate (ORR), disease
control rate (DCR), and adverse effects (AEs) were included. The pooled hazard ratio (HR) of OS and PFS were .75 (95% Cl:
.61-.92) and .74 (95% Cl: .56—.97) with heterogeneity between PD-1/PD-LI inhibitors groups and control groups. Sensitivity
analysis revealed IMbrave- 150 could be the most important factor of heterogeneity for OS, while CheckMate-459 was the main
fact of heterogeneity for PFS. In addition, the relative risk (RR) of ORR and DCR were 2.43 (95% ClI: 1.80—3.26) and 1.26 (95%
Cl: 1.11-1.43) with low heterogeneity in PD-1/PD-L1 inhibitors groups. The therapeutic effect of PD-1/PD-L| inhibitors was
better in females, Asia without Japan, BCLC status C and infected hepatitis groups. The RR of AEs from any cause and serious
adverse events (SAEs) for patients receiving PD-1/PD-L1 inhibitors were 1.03 (95% Cl: .93—1.13) and 1.13 (95% CI: .89—1.44),
respectively. Pruritus was the most common AEs reported in 10% of patients or more (RR = 1.69, 95% CI: 1.33-2.15). In
conclusion, PD-LI inhibitor combined with anti-VEGF antibody could improve the prognosis of patients with uHCC. However,
caution should be taken for AEs during patients receiving PD-1/PD-L1 inhibitors.
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Introduction

Liver cancer is the sixth most common cancer and the fourth
most common cause of cancer-related death worldwide.'
Hepatocellular carcinoma (HCC) accounts for 80%—90% of

liver cancer with global variations in the incidence and
mortality.” Despite improved anti-viral treatments decreased
the risk of de novo HCC development, the other risk factors
such %s fatty liver and alcohol remain significant burden of
HCC.
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To date, the curative or non-curative treatments of HCC
included liver surgery, interventional radiology, liver trans-
plantation, targeted therapy, and immunotherapy.”® Palliative
treatments for unresectable HCC (uHCC) remain complicated
due to the lack of series of evidence-based medicine. Multi-
kinase inhibitors, such as sorafenib and lenvatinib, have been
approved for first-line systemic treatments of patients with
uHCC.* However, kinase inhibitors have been shown to fail to
improve overall survival (OS) or recurrence-free survival
(RFS).> Over the past 2 years, application of immune-
checkpoint inhibitors (ICIs) provided a new systemic ther-
apy for patients with uHCC, especially for programmed cell
death-1 (PD-1)/programmed cell death ligand 1 (PD-L1)
inhibitors.®

PD-1/PD-L1 inhibitors have been demonstrated to improve
the prognosis of patients with advanced cancers in multiple
phase II/III trials, such as melanoma, renal cell carcinoma,
non-small cell lung cancer, and urothelial bladder cancer.’
However, The efficacy of PD-1/PD-LI1 inhibitors mono-
therapy or combination is variable for uHCC in phase II
trials.®” For patients with uHCC, the improvements of OS in
phase IT and III trials were not complete coincident.'®'" In
addition, only a minority of patients have durable response.'?
Furthermore, toxicities including immune-related adverse
events (irAEs) are increasingly being reported, posing ther-
apeutic challenges for clinicians.” To derive more compre-
hensive estimation of PD-1/PD-L1 inhibitors in uHCC, a
systematic review and meta-analysis of phase III trials were
performed.

Methods
Search Strategy

The current meta-analysis was conducted by reference to
Preferred Reporting Items for Systematic Reviews and Meta-
Analyses (PRISMA)."* The protocol was registered in In-
ternational Platform of Registered Systematic Review and
Meta-analysis ~ Protocols ~ (INPLASY) (NO. IN-
PLASY202210067). Six databases, including PubMed,
Embase, Cochrane Library, Web of Science, Scopus, and
ClinicalTrials.gov, were searched from inception to May 11,
2020 for relevant publications using the following retrieval
terms to define the therapy: “programmed cell death 1 re-
ceptor,” “PD1 receptor,” “programmed cell death 1 ligand
1,> “B7-H1 antigen,” “nivolumab,” “pembrolizumab,”
“atezolizumab,” “durvalumab,” “cemiplimab,” and “avelu-
mab.” The terms used to define the disease included “liver
neoplasm,” “hepatocellular carcinoma,” “liver cancer,” and
“HCC.”

Selection Criteria

Literatures met the following predetermined criteria were
eligible for inclusion: (1) patients with uHCC received

PD-1/PD-L1 inhibitors; (2) phase III randomized con-
trolled studies (RCTs); (3) sufficient data of efficacy
outcomes including OS, progression-free survival (PFS),
objective response rate (ORR), disease control rate (DCR);
and (4) data available on rates of adverse effects (AEs)
from any cause, grade 3—4 AEs, or serious adverse events

(SAEs).

Data Collection and Risk of Bias Assessment

The potentially relevant articles were screened indepen-
dently by 2 investigators (WY and LYZ). Disagreements
were resolved through discussion with a third reviewer
(WQQ). Data from included studies were extracted by 2 co-
authors (JWS and XHJ) independently. The data included
first author, year of publication, trial name, study registration
number, study size, study drugs, demographic and clinical
information of the participants, outcomes of interest, and
rates of any AFEs.

Risk of bias in the included studies was evaluated
with Jadad score by independent authors (LYZ and

wQQ)."*

Statistical Analysis

The data of hazard ratio (HR) with 95% confidence intervals
(CD) from each study was extracted. After logarithmic
transformation, effect/CI was used to calculate pooled effect of
HR by random effect models. The heterogeneity was evalu-
ated by I-squared statistic. I-squared value greater than 50%
suggested high heterogeneity. Subgroup analyses were further
explored according to varied factors. Sensitivity analysis was
used to estimate the influence of a single study on the overall
results of the meta-analysis. ORR, DCR, and the rate of AEs
were estimated by relative risk (RR). P value <.05 was
considered statistically significant. All of these were per-
formed by STATA version 14 (STATA Corp, College Station,
TX, USA). Publication bias was evaluated by Deeks’ funnel
plot.

Results

Search Results and Quality Assessment

Based on the search terminology and evaluation of other
references, a total of 4479 records were retrieved. After re-
viewing the abstracts and full texts, 3 RCTs involving 1657
patients were included in the final analysis.'®'"'> The study
selection process was shown in Figure 1.

Two of 3 included RCTs concerned nivolumab and
pembrolizumab monotherapy, and 1 reported the outcomes of
atezolizumab combined with bevacizumab. In addition, a total
of 537 patients received sorafenib. Detailed characteristics of
these studies are described in Table 1 and Supplementary
Table 1.
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Initial Screening (n=4479)

Pubmed (n=503) Cochrane library (n=45)
Embase (n=2824) Web of science (n=560)
Scopus (n=540) ClinicTrials.gov (n=7)

2620 articles were excluded
#» Duplicate records (n=1497)

L'r Reviews, letters (n=933)
» Cases (n=190)

Potentially relevant articles were identified for
title and abstract screening (n=1859)

]

(1762 articles were excluded

» Irrelevant articles (n=1685)

» Cell and animal articles (n=67)
\~ Not related to liver cancer (n=10)

[Full-text articles were assessed for eligibility (1|=9'?)]

-
94 articles were excluded

[ Final included studies (n=3) ]

» Uncompleted trials (n=30)
L.’ Phase 1 or Il RCTs (n=64)

Figure |. Flow diagram of studies selection.

Table I. Characteristics of Included 3 Phase Il Trials.

Name of Study First Year of  No. of Study HR (95%Cl) HR (95%Cl) Jadad

Trials Registration no Author Publication Centers Masking Therapy Control  Size for OS for PFS Score Ref

Imbrave- NCT03434379 Finn RS 2020 Il Open Atezolizumab— Sorafenib 501 .58 (42-.79) .59 (47-.76) 7 s
150 label bevacizumab

KEYNOTE- NCT02702401 Finn RS 2019 119  Double Pembrolizumab Placebo 413 .78(.61-1.00) .77(.61-.99) 7 10
240 blind

CheckMate- NCT02576509 Yau T 2019 NR  Open Nivolumab Sorafenib 743 .85(.71-1.02) .93(.79-1.10) 5 H
459 label

HR, hazard ratio; 95% CI, 95% confidence intervals; OS, overall survival; PFS, progression-free survival; NR, no report; Ref., references.

The included studies reported complete outcome data.
According to the Jadad score, the RCTs studies had good
quality with scores in the range of 5 to 7.

Efficacy Analysis

For OS analysis, the pooled HR was .75 (95% CI: .61-.92; I-
squared =52.8%, P=.006) (Figure 2A), indicating the test
for overall effect had significant statistical difference with
moderate heterogeneity between PD-1/PD-L1 inhibitors
groups and control groups. The pooled HR for PFS was
.74 (95% CI: .56-.97; I-squared = 80.0%, P = .007),
implying significant heterogeneity existed in these data
(Figure 2B).

The data related to ORR were conducted from 3 RCTs and
DCR were reported in 2 RCTs. The RR of ORR and DCR were
2.43 (95% CI: 1.80-3.26; I-squared =.0%, P=.000) (Figure
2C) and 1.26 (95% CI: 1.11-1.43; I-squared =13.7%, P =
.000) (Figure 2D). Statistical significance improvement of

ORR and DCR was noticed in PD-1/PD-L1 inhibitors groups
with low heterogeneity.

Sensitivity Analysis

For OS, the data of I-squared were significantly changed after
deleting IMbravel50, while for PFS, I-squared changed
significantly after deleting CheckMate-459 (Supplementary
Figure 1). This result signified IMbrave-150 might be the most
important cause of heterogeneity for OS and CheckMate-459
might be the most important cause of heterogeneity for PFS.

Subgroup Analysis

Subgroup analysis of OS and PFS were performed according
to sex, geographic region, Barcelona Clinic Liver Cancer
(BCLC) status, and viral status. As shown in Figure 3, the OS
and PFS of uHCC patients receiving treatment with PD-1/PD-
L1 inhibitors were substantially higher than placebo or
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Figure 2. Forest plots of pooled overall survival (OS), progression-free survival (PFS), objective response rate (ORR), and disease control

rate (DCR). (a) OS; (b) PFS; (c) ORR; (d) DCR.

sorafenib. Females (OS: HR: .56, 95% CI: .25-1.25, P =.156;
PFS: HR: .60, 95% CI: .40-.89, P = .012) derived better
survival benefit than males (OS: HR: .72, 95% CI: .58—.89, P
=.002; PFS: HR: .66, 95% CI: .53—.83, P =.000). In addition,
patients came from Asia without Japan (OS: HR: .56, 95% CI:
40-.79, P =.001; PFS: HR: .49, 95% CI: .36—.66, P = .000)
gained the best survival benefit in all subgroups. It is of note

that uHCC patients received PD-1/PD-L1 inhibitors in BCLC
status C had better survival outcomes than BCLC status B.
Although there was no difference between patients with
hepatitis B virus (HBV) (OS: HR: .54, 95% CI: .38-.75; PFS:
HR: .57, 95% CI: .38-.82) and hepatitis C virus (HCV) in-
fected liver cancer (OS: HR: .64, 95% CI: .29—1.41; PFS: HR:
.58, 95% CI: .38—.89), the OS and PFS in virus subgroup were
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A Subgroup HR (95% CI) P value
All patients —e— 0.70(0.54-0.90) 0.005
Age
>=65 —e—1 i 0.75(0.48-1.18) 0.212
Sex
Male —e—i 0.72(0.58-0.89) 0.002
Female > 0.56(0.25-1.25) 0.156
Geographic Region
Asia without Japan —— 0.56(0.40-0.79) 0.001
Non-Asia with Japan —e— 0.78(0.60-1.01) 0.060
ECOG Performance Status
0 —e— 0.71(0.54-0.93) 0.013
1 ——y 0.71(0.38-1.30) 0.261
BCLC Status
B 0.96(0.56-1.64) 0.881
C —e— 0.65(0.46-0.92) 0.016
Extrahepatic Spread
Yes ——1 0.67(0.39-1.13) 0.132
No —— 0.71(0.49-1.02) 0.060
Viral Status
HBYV —e— 0.54(0.38-0.75) 0.000
HCV —_—e———— 0.64(0.29-1.41) 0.269
Nonviral —e—1—i 0.89(0.67-1.17) 0.392
B <5 S R >
B Subgroup HR (95% CI) P value
All patients —e—i 0.65(0.54-0.79) 0.000
Age
>=65 —— 0.65(0.52-0.82) 0.000
Sex
Male —e—i 0.66(0.53-0.83) 0.000
Female —e— 0.60(0.40-0.89) 0.012
Geographic Region
Asia without Japan —e—i 0.49(0.36-0.66) 0.000
Non-Asia with Japan —e— 0.74(0.61-0.91) 0.004
ECOG Performance Status
0 —e—i 0.63(0.50-0.78) 0.000
1 —e— 0.72(0.56-1.93) 0.013
BCLC Status
B — 0.80(0.52-1.22) 0.302
C e— 0.62(0.52-0.75) 0.000
Extrahepatic Spread
Yes —eo—i 0.61(0.49-0.75) 0.000
No - 0.74(0.50-1.09) 0.123
Viral Status
HBV —e— 0.57(0.38-0.82) 0.003
HCV —e—— 0.58(0.38-0.89) 0.013
Nonviral —e—i 0.74(0.58-0.94) 0.013
5 B S R D

Figure 3. Subgroup analysis of overall survival (OS) and progression-free survival (PFS). (a) OS; (b) PFS.

better than patients with non-viral liver cancer (OS: HR: .89,
95% CI: .67-1.17; PFS: HR: .74, 95% CI: .58-.94).

Safety

The therapy with PD-1/PD-L1 inhibitors resulted in a slightly
higher risk for all-grade AEs. RR of AEs from any cause, AEs
in Grade 3-4 severity, and SAEs were 1.03 (95% CI: .93—
1.13), 1.06 (95% CI: .93-1.21), and 1.13 (95% CI: .89-1.44),
respectively.

The symptoms of AEs from any cause were divided into 31
categories. The RR of 17 symptoms were less than 1, while

other 14 symptoms were greater than 1 (Table 2). The most
common AEs reported in 10% of patients or more were
pruritus (RR = 1.69, 95% CI: 1.33-2.15, P = .000). Fur-
thermore, RR of all-cause mortality was .89 (95% CI: .82—.96,
P =.002).

Publication Bias

Due to the small number of studies in our meta-analysis, the
publication bias was only assessed by funnel plot asymmetry
(Supplementary Figure 2). There was no potential publication
bias in this study.


https://journals.sagepub.com/doi/supp/10.1177/10732748221092924

Cancer Control

(panunuod)

€5 (90°€-99) 1€1  (%98°€) €9¢/v| (%¥5°9) L9€/T N N (%26°'1) 951/€ (%zT1) 628V asea.dul ase|Awy
0000  (91'I-¥0) 80" (%ze8I) €6€/TL  (%€9°1) L9E/9 N N (01¥1) 9s1/TT (%TT'1) 6TEMH eadoy
088 (1TT-0F) ¥6  (%8E'1) €9¢€/S (%€9°1) £9€/9 (%SL) ¥E1/1 (%9€) 6LT/1 (%t6°1) 951/¢€ (%ts°1) 6T€/S Ayredojeydasus sneday
ve6  (66THE) 00'1  (%01°1) €9€/¥ (%60°1) L9€/¥ (%SL) €171 (%007 6£2/0 (%#97) 951/1 (%25°1) 6T¢€/S sniduejoyd
sce (SL1-€T) €9 (%S9) €9¢/T (%LT) L9€/1 N N (%17°€) 951/5 (%€1°7) 6T€/L [ew.ouqe uonduny dnedsH
oSeaJoul
sie [UE1v) L UN N (%TTS) ¥El/L (%60'9) 6£T/L1 (%6¥%) 9S1/L (%e40) 675/8 asesaysuen) [Awein|g-ewwen)
a8eyJioway
58 (Tsese) Tl (%g6'1) €9¢/L (%60°1) L9 (%SL) vEI/ (%80°1) 6LT/€ (%49 951/ (%40 675/8 sooleA [eadeydosy
2SeaJdul
819" (91L) 111 (%89%) €9¢/L1 (%81°9) £9¢/61 (%TL9) ¥E1/6 (%L1°2) 6£T/0T (%L£°S) 95176 (%69'9) 6T€/TT aseyeydsoyd auipes||e poojg
9T G1'1-€9) 58 (%£9°T1) €9€/9%  (%06°01) £9€/0F  (%61°11) ¥E1/SI (%96'8) 6£T/ST (%69°2) 9S1/TI (%69'9) 6T€/TT BlUSYISY
¥8 (L€ 1-LL) €01 (%S0¥1) €9€/1S  (%06°€1) £9€/1S (%026) ¥E1/€1  (%¥0°01) 6LT/8T (%L£°S) 9S1/6 (%66'9) 6TE/€T seIo8Yy
L1 (ovb-LL) v81 (%8T) £9¢€/1 (%007 £9¢/0 (%00) ¥€1/0 (%9¢€") 6L (%17°€) 951/5 (%66'9) 6T€/€T uoIsuISIp [BUIWOPQqY
9s  (TI'TL9) 611 (%S811) £9¢/€h (%¥5°6) £9€/S€E (%£L°€) ¥EI1/S (%TE6) 6£T/9T (%e€8) 9s1/€l (%£0°01) 6TE/EE Suniwop
1617 Iy vL (%66'L) £9€/6T (%£9%) £9€/L1 N uN (%pS11) 9s1/81  (%¥9°01) 6TE/SE 952.29P 3UNOJ 33A3R|d
9y (8L1-67) Tl (%EL81) £95/89 (%TL'8) £9€/2E UN UN (%19'6) 9S1/S1  (%ST11) 6TE/LE 953.09p YSIPAA
19" (£€1-05) €8 (%L9°T1) €9€/9%  (%66'11) L9E/HF  (%16°L1) VEIHT (%09'8) 6LT/¥T (%79'6) 9S1/S1  (%S8'11) 6T€/6€ ysnoD
€50 (00°1-€9) 08 (%Te81) €6€/TL  (%SE91) £9€/09  (%€6F1) ¥€1/0T  (%L¥11) 6LTTE  (%£091) 9S51/ST  (%91°T1) 6TE/OF easnepN
S18  (¢51-6S) S6°  (%19'ST) €9¢/€6  (%91°00) £L9€/vL (%9%°2) ¥€1/01  (BbEV1) 6LT0F  (%B1€L1) 9S1/LT  (%91°T1) 6TE/0F ured [pulwopqy
965 (T6'1769) SI'I (%ST91) €9¢/6S  (%T9'61) L9€/TL (%TT9) vEl/L Ly 11) 6LTTe (1€ L1) 9SI1/LT  (%9%T1) 6TE/ 1+ ysey
ss6 OV 1-€L) 101 (%0S°€l) €9€/6F  (BLI'IN) L9€/1y  (%EVE1) vEI/81  (%S€61) 6LTUYS  (%01¥71) 9S1/TT  (%L0°€1) 6TE/EH aseaJdul uiqnJijiq poolg
L9%  81'1-02) 160 (%09%1) €9€/€S  (%SE€1) £9€/6y  (%61°11) ¥E1/SI (%Te6) 6£T9T  (%01%1) 9S1/TT  (%LEEI) 6TE/HY uonednsuod)
2SeaJdUul
600 (T6'1-01'1) S'1 (%20°11) €9¢/0F  (%06°E1) L9€/1S (%0L'6) ¥EI1/€1  (%T6'L1) 6LT/0S (%L6'8) 9SIHI  (%86€1) 6TE/9% 9SE9JSUBJIIOUIWE BUIUB|Y
o8 (8L71-18) 0TI (%€9°L1) €9¢/9  (%T9'61) £9€/TL  (%61°11) ¥E1/SI (%TE6) 6£T/9T (%79'6) 9S1/S1  (%€6'L1) 6TE/6S eIxaJAd
010 (o1-ey) Tt (%6T8€) €9¢/6€1  (%1£°00) £9€192  (%L9'S1) ¥EI/1T  (%0TLI) 6£TU8y  (%9€+T) 9S1/88  (%E9°L1) 6T€/8S amadde pasesudsQ
000 (SI'z-€€1) 691 (%LL€1) €9€/0S  (%T9TT) £9€/€8  (%b6'11) ¥E€1/91  (%8T81) 6LT/1S (%79'6) 9S1/S1  (%S¥61) 6TEHV snyLInJg
°2SeaJdul
020" (6S°1-401) 6T1 (%0891) €9€/19  (%£0TD) £9€/18  (%Tk'91) ¥EI1/TT  (%8STV) 6£T/€9  (%£991) 951/9T  (%St'61) 6TEH9 aseJdjsuesioujwe 3edsedsy
obl°  bO'1-bL) 88 (%E€€E) €9¢/1T1  (%£0°8T) £9€/€01  (%E1'€D) ¥EI/IE  (%981) 6£T/TS  (%65°81) 951/6T  (%9€°07) 6T€/L9 an3ney
95 (19'1-£2) 99  (%TH'€0) £9¢€/8 (%TL'8) £9€/TE (%L6'S) ¥E1/8 (%85°€) 6£7/01  (%9€%0) 951/8¢  (%6L°67) 6TE/86 uoisualJadAy
8.5 (g1'1-€6) €01 UN N (%0£°06) YEI/1T1  (%9¥96) 6£7/69T  (%TL'86) 9S1/¥SI  (%81°86) 6TE/ETE [e30]
ashed x:a EOL.* wm_<
ste (1T1-€6) 90°1 UN UN (%LT %) ¥EI1/29 (%0T9) 6LT/SKI  (%£1°SS) 951/98  (%€£5°99) 6T£/98I UaAS H—¢ dpedd jo sqy
80  (bH1-68) €11 (%56'85) €9€/1T  (%0+'9S) £9€/£0T  (%19°LD) ¥E€1/LE  (%8TLE) 6LTUVOI  (%LL0E) 9S1/8F  (%66°LE) 6TE/STI JUBAD 3SIDAPE SNOLISG
700° (96-78) 68" (%8EWL) €9€/0LT  (%b6'S9) L9E/THT  (%E9PL) +€1/001  (%S6'S9) 6LT/+81 UN UN Ajjeriow asned-|y
anjeA Y |o3u0D sJolqiyu| dnougy [o.3u0) sJo31qiyu| |o3uoD sJ1o3qiyu| 9|qeLiep
d I71-ad/1-ad 17-ad/1-ad I71-ad/1-ad
[B42AO 6S-2IRLPIPRYD 0¥Z-3LONAIN 0 | -eAeIqu|

‘sjusajed pajead] -Se Ul SJUSAJ 3SJSAPY °T dlqelL



Zeng et al.

Table 2. (continued)

Overall

KEYNOTE-240 CheckMate-459

Imbrave-150

PD-1/PD-LI

PD-I1/PD-LI

PD-1/PD-LI
Inhibitors

Value

RR

Inhibitors Control Group Inhibitors Control

Control

Variable

.789

88 (.34-2.28)

41367 (1.09%) 6/363 (1.65%)

0/134 (.00%)

3/279 (1.08%)

2/156 (1.28%)

41329 (1.22%)

Upper gastrointestinal

hemorrhage
Acute kidney injury

Pancreatitis

310
.975
415

51 (.14-1.87)
1.02 (.25-4.27)
50 (.09-2.68)

5/363 (1.38%)
1363 (.28%)

11367 (27%)

2/367 (.54%)
10/367 (2.72%)

0/134 (.00%)

3279 (1.08%)

3/156 (1.92%)
2/156 (1.28%)
2/156 (1.28%)

3/329 (91%)
3/329 (91%)
0/329 (.00%)

NR
2/134 (1.50%)

7/363 (1.93%)

11279 (36%)

Anal fissure

PD-1, programmed cell death-I; PD-LI, programmed cell death ligand |; AEs, adverse events; RR, relative risk; NR, no report.

Discussion

Current recommendations for the optimal decisions of HCC
were based on multidisciplinary expertise. The quick ad-
vancement of systemic therapy and immunotherapy gave the
hope to patients with uHCC.® Previous study reported
systemic treatment with sorafenib could improve OS com-
pared to no treatment.'® Recently, ICIs have demonstrated to
be the important second-line treatment options after the
intolerance to first-line agents (sorafenib and lenvatinib) or
disease progression.® Although the results of PD-1/PD-L1
inhibitors were promising, there are patients that are not
benefitting from these treatments due to specific character-
istics of individual patients.'” Therefore, the present meta-
analysis was to evaluate the efficacy and safety of PD-1/PD-
L1 inhibitors in adjuvant setting for utHCC based on current
phase III trials data.

The high-quality data indicated the 25% lower hazard of
death and a corresponding 24% decrease in the hazard of
disease progression or death with heterogeneity were ob-
served in PD-1/PD-L1 inhibitors groups. IMbrave-150 could
be the most important factor of heterogeneity for OS, while
CheckMate-459 was the main fact of heterogeneity for PFS.
The statistical significance improvements of ORR and DCR
were observed in PD-1/PD-L1 inhibitors groups with low
heterogeneity. The RR of AEs from any cause and SAEs
were 1.03 (95% CI: .93-1.13) and 1.13 (95% CI: .89-1.44),
respectively, with a significant difference.

Overall survival and PFS, as the primary endpoint, re-
mained the important indicators for evaluating therapeutic
effect and prognosis in most phase I1I trials for HCC. It is of
note that KEYNOTE-240 and CheckMate-459 did not meet
the statistical dual end points for improvements of OS and
PFS with PD-1 inhibitors.'”!" In addition, the HR of PFS
was .93 (95% CI: .79-1.10) in CheckMate-459 and .72 (95%
CIL: .47-.76) in KEYNOTE-240, which are higher than the
threshold of .6."® Possible reasons for these results included
significant heterogeneity, complex pathogeny, and the effect
of other drugs on OS after disease progression. Therefore,
these results for supporting PD-1 inhibitors as sufficient
treatment are pending. Surprisingly, Imbrave-150 revealed
PD-L1 inhibitor (atezolizumab) combined with anti-VEGF
antibody (bevacizumab) contributed to better benefit of OS
and PFS than sorafenib in patients with uHCC.'> This may
be the main reason for the heterogeneity of OS.

To our knowledge, multiples of immune tolerance
pathways were involved in HCC microenvironment.'
Previous studies have demonstrated the combination ther-
apy could result in a greater benefit than monotherapy.'>*°
Preclinical studies suggested that the combination of PD-1
inhibitors and anti-VEGF antibody improved tumor T-cell
infiltration.”’ Results from phase III trials of atezolizumab
combined with bevacizumab for renal cell carcinoma, non-
squamous non-small cell lung cancer, and uHCC supported
the basic researches.!®!152223 However, there was no
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published phase III trials data related to PD-1/PD-L1 inhib-
itors combined with locoregional therapies, such as trans-
arterial chemoembolization or radiofrequency ablation. In
addition, data on comparisons among different PD-1/PD-L1
inhibitors combinations remain limited. Together, more pro-
spective, randomized studies on the best managements of
HCC are needed to explore in the future.

In the subgroup analysis, PD-1/PD-L1 inhibitors brought
benefit to survival for patients came from Asia without Japan,
with 44% lowest hazard of death and a corresponding 51%
decrease in the hazard of disease progression or death.
Moreover, patients with uHCC in females, BCLC status C and
infected hepatitis groups showed better OS and PFS than
males, BCLC status B and non-viral liver cancer groups,
respectively. Notably, upregulation of PD-1 in HBV/HCV
specific T cells and PD-L1 in HBV/HCV infected hepatocytes
were observed during virus infection, supporting the inclusion
of PD-1/PD-L1 inhibitors towards functional cure of HCC
with chronic hepatitis virus infections.”*

A meta-analysis revealed the incidence of pneumonitis was
significantly higher among patients receiving PD-1 inhibitors
compared with PD-L1 inhibitors (3.6% vs 1.3%).?* Grade 3 or
higher AEs occurred in approximately 10% of patients re-
ceiving PD-1 inhibitors.” In the present study, the most
common AEs reported in 10% of patients or more were
pruritus. Remarkably, compared with anti-cytotoxic T lym-
phocyte antigen 4 (CTLA-4) antibodies, toxicities owing to
PD-1/PD-L1 inhibitors could take a long time to resolve.”°
Thus, the choice of interventions should strike a balance
between efficacy improvement and toxicity.

Our meta-analysis has several limitations as well. First, the
number of phase III trials for uHCC treatments with PD-1/PD-
L1 inhibitors were limited, especially for PD-L1 inhibitors.
Second, the including 3 phase III trials were supported by
companies, which could be a possible source of bias. Third,
the studies of CheckMate-459 published with abstract and
results only on ClinicalTrials.gov, resulting in insufficient
relevant information, such as lack of P value of PFS. These
may affect further interpretation of the results. Moving for-
ward, ongoing studies are needed to explore the optimal
treatment strategy for uHCC patients who might benefit from

monotherapy or combination PD-1/PD-L1 inhibitors
treatments.
Conclusions

In conclusion, treatment with PD-1/PD-L1 inhibitors for uHCC
patients was associated with better OS, PFS, ORR, and DCR
than sorafenib and placebo, especially for PD-L1 inhibitor
combined with anti-VEGF antibody with statistical signifi-
cance. However, the incidence of AEs in uHCC patients re-
ceiving PD-1/PD-L1 inhibitors were slightly higher. Therefore,
the safety of PD-1/PD-L1 inhibitors in uHCC patients remains
necessary to estimate in future clinical studies.
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