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Challenges

Goals

Strategies

Strengthening viral Unieersal HEV vaccinabion
hepatitis prevention,  programimes have been disrupbed
screening, and in marry cowntries due to ek of
treatment funding and the COVID-10
pandemic; vniversal screening for
wirall hepatitis remairs uncommaon
in marry regions; treatment gap for
HBY and HOV exists in the
ommunity, especially for
resounce-limited coundries

Reduction of alcchol  Persistertly high alcohal

comsumption mrsumption in high-income
courtries and rising alcohol
consumption in low-incoma and
middle-income countries

Control of Ernvironmental risk factors
emvironmental risk [especilly expozure to
factars contaminated water and aflstoxins

in fond) affect countries inAfrica
and other kew-incoame countres
Preparing for the Aevareness of MASLD and MASH in
ncrease in MASLD palicy madkers and the general
and MASH popubtion remains low;
behaviounl modifications of the
general populsfion are difhoult to
suskain im daiby fife

Paising awarenessof  Awareness of ver health is limited
lrver health among policy makers and the
general population

Improwing earty HCE Low uptake of HOD suseeillance

detection [~25%]) in patientzwith cirhaosis;
image-based surveillance tests bead
to low uptake and compliance

Standardisation of Standardised oriteriain the

non-imasive interpretation of imaging studies

diagniosis of HCC are underrsed

Addressing the Eagt-  Substantial differences exist in

West differencesin - perspectives on HOC treatment

clinicalmanagement  befween Eastern and Western
regions of theworld

Improwing HCC Suweeorship in HCC has been

suryivorship vnderstudied due to the
historically kow rafes of kong-termn
suriwal

Fadiiitating access o Acoess to breatment for HOW and
treatment HCCis limited mainky dus to high
wost and lack of cost-effectivenes

HEV-hapatitis Bvines. WOV -hepatits Cvines. NGD-non-go

To achiewe global hepatitis efimination
goals by WHO; to prioritise funding for
HEV wacrination programmes at the
rational level: to integrate HEV
waccination into national
immunistion schedules; to ersure
high screening rabes of HEV and HOW
according tothe biest guidelines; to
streamiine the referml proces fo
facilitabe assemment for antiviral
treatment with consideration of kacal
FESDURCES

To implement strong gowernment-led
reasures to reduce aloohal
cansumption

To introduce envircnmental
imbervertiors aimed at preventing HCC
in countries in Afica and other affected
countries

To develop tailored naticnal strategies
for tackling MASLD and MASH,
induding awarensss, screening, and
maragement inftiatives

To improve awareness and promate
comprehensive, high-guality lver
heakth initiatives throughout the

Toimprave the uptake of HOC
sureeillance in populations at high ik
o optimize the performance of
surveillance tests and technologies

To implement standardised criteria for
nion-invasive diagnoss of HOC

(eg. LI-AADS) globally

To reduce differences between different
regions through collaborative efforts to
achieve corsensus and a dear action

pian

To enhance research and practice on
improwing the surdvorship of patients
with HCC

Tointroduce new concepis or models
ko improve access to therapy

HOC- It

WHO, gowerniments, NGO, donars, and pharmaceutical companies must coordirate to
ensure equitable access to timely birth-dose HEV vaccnation; HEV vaccination legishtion
should be enacted in countries with a high indidence of HBV: health autharities should
mandate at least once-in-a-lifetime unitversl HEV scresning for all adults aged 18 and
older; universal soreening of HOV should be adopéed in high-prevalence areas, as
informed by local cost-effectiveness data; by leveraging primary care 5y stems,
commumnity-based phtforms and risk-stratified digital intersention technologies, HEV
and HOW prevention and treatment can be reinforced through tangeted community
engagement strategies; for aress without access to HEY DMA testing, antiviraks should be
commenced based on consistently abnormal alanine transamirase levels alone

Palicy makers shauld enack minimum aloobol unit pricing, warning labels, and
advertizement restricticns for aleohalic beverages; national working growps should be
formed by each country to provide policy recommendations to the govemment on
reducing akohal conmumption

Govemments and NG0s shauld prioritise envircnmental intereentions by removing
inequalities, raising e areness, and ensuning access to clean water and aftatoxin-free
food

Palicy makers, dinicians, and primary healthw orkers must promate healthy food
environments {eg, sugar taxesand labelling] and integrated lifestyle counselling inbo
rowtine care; heatth professionals should implement evidence-based soreening strategies
For MASLD and MASH targeting populaticns at high risk; typical populations indude
patientswith diabetes and obesity

Global health agencies and lver health coalitions should develop evidence- based and
standardised liver heafth education materiaks that are adaptable for regional and culbural
contests; Liver Cancer Awareness Month in October should be strategically e panded:
cross-sector partnerships should deliver cocrdinated public engagement compaigns,
fundraising efforts, and targeted policy advoracy

Mational health authorities and cancer control programmes must prionitise imvestments
in public awareness campaigns and deployment of early detection resounces; populations
at high risk should be identthed using data- driven risk stratihation tools; research
imstitutions and diagnostics developers should scale up non-irvasive screening
technologies {eg, blood-based biomarkers) andjor technology (2g, poink-of-care testing)
to improwe the efficiency of screening; integration of these books into routine primary cre
workfloas is essential bo ensure equitable access to HOC early detection

Professioral organisations for Fver cancer and stentific journals should initiabe education
programmies and avdit programmes an the use of LHRADS

Professional organisations should initiate dislogue bebaesn representatives of different
heealth-care centres in theworld to disouss key areas to reduce the differences bebaeen
regions, bo develop some consensus on selected topics of HOC management; conduding
muiticentre studies or establishing international data-sharing platforms to address
differences between regions and reduce redundancy on common topics; the multicentre
studies and international data-sharing platform could be facilitated by the
pharmaceutical industry

Research and diinical practice on patient cubeome documentation, immunotheapy
complication evaluation, and treatment response monitoring should be promated by
imtemational professional crganisations and scentihic journals, struchured Eraining cn
palliative care should be provided by hospitaks and professional organisations on ver
@ncer o health-care professionals invobved in managing HEC, with the aim of
integrating palliative care in the earty phases for patientsin need

Movel modeks of colbboration maust be initiated by gowernments to negotiate with
industey to establishvolurtary lcensing andf or centralised gowemmant negotiations to
improwe the affordability of drug treatments in los-income and middle-income
countries; pricing of treatments should corsider the overall clinical benehis (including
efficacy, adverse events, and patient- reported cutcomes); cost- effectiv eness must be
taken into consideration during the drug approval and pricdng process

dysfunction-associated steatobepatitis. L RBA D5=Liver Imaging Reporting and Data System.

MASLE bolic dysfunction-asscombed steatotic liver disease. MASH-metabolic

Tabile 1: Recommendations from the Commiission




The Lancet Commission on addressing the global
hepatocellular carcinoma burden: comprehensive strategies
from prevention to treatment

Stephen Lam Chan*, Hui-Chuan Sun®, Yang Xu*, Hongmei Zeng*, Hashem B El-Serag, Jeong Min Lee, Myron E Schwartz, Richard S Finn,

Jinsil Seong, Xin Wei Wang, Valérie Paradis, Ghassan K Abou-Alfa, Lorenza Rimassa, Jia-Horng Kao, Bo-Heng Zhang, Josep M Llovet, Jordi Bruix,
Terry Cheuk-Fung Yip, Vincent Wai-Sun Wong, Grace Lai-Hung Wong, Landon L Chan, Man-Qi Liu, Qiang Gao, Feng Shen, Robin Kate Kelley,
Ann-Lii Cheng, Masayuki Kurosaki, Hidenori Toyoda, Wei-Xia Chen, Takamichi Murakami, Ping Liang, Jessica Zucman-Rossi, Yasunori Minami,
Shiro Miyayama, Kui Wang, Kwan Man, Kiyoshi Hasegawa, Qiu Li, Kaoru Tsuchiya, Li Xu, Valerie Chew, Pierce Chow, Yujin Hoshida,

Amaia Lujambio, Irene Oi-Lin Ng, Michiie Sakamoto, Young Nyun Park, Thomas Yau, Masatoshi Kudo, Jia Fan, Jian Zhou

D AICET 3REEVTRRMSNTVIEER SRR (RIFFLAR)

O Eﬁﬁ:E -VWOSE{EH HE

v FHEREZEOART —1E, REREHHMIADETIV

O N AN—h—-DEFEI A+

v BB —N—AFP, REILE

SYESpL

A+, BNFIEE. Liquid biopsy. CGP

O BFiEEEEFBEDEND (THERE

v BTEE EBEEE. TOHA

O YIFREIEE./ REED I BRERIE

v YIBRRCESBEDHH

www.thelancet.com Published online July 28, 2025 https://doi.org/10.1016/S0140-6736(25)01042-6



IZEAFRBOB A

[TRECLERMEDE TE X DR ERZHE ]

X

PZ 22 D]

rE aRCERCIaEOENR AHREDRERE T OER=NS

2. BEREEANFNICOI DR SED e RAED 3
v aEEEIR, \AAN-h—. BY)EERLEATEE - UIBR




EEREEERNCE AT B Rz RiBwH3S |
- IARE e ER(C I UlcB e BOARE(37?-

AT HR#E1E Early stage Intermediate stage Advanced stage
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Resection
JEBIEC Ablation (RFA)
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Lenvatinib Ramucirumab
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Atezo + Bev
(N=336)

Events, n 180 100
Median OS 19.2 134
(95% CI), months (17.0-23.7) (11.4-16.9)
HR (95% Cl) 0.66 (0.52-0.85)
p-value <0.001

ORR 30%

DCR 74%

Grade 23 TRAEs 43%

Treatment-related Deaths 2%

imAE with steroids 12.2%

AL Cheng, et al 2022 J Hepatology

No. of participants at risk
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— Sorafenib (N=389)
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1&-month 0S:
48.7%
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41.5% 40.5%
' 326%
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3-month OS:

30.7% 43-month 08:
19.9%

04 1 OSrats 1
ratio: 147 |
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02
0S data maturity H ! OSrats - !
across the STRIDE and H ! ratio: 154 4 ﬁﬂnsn :':wﬂ : oo
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Time from randomisation (months)

STRIDE Sorafenib
N=393 N=389
OS events, n (%) 309 (78.6) 332 (85.3)
Median OS 16.43 13.77
(95% ClI), months (14.16-19.58) (12.25-16.13)
HR (95% Cl) 0.76 (0.65-0.89)
p-value (2-sided) 0.0008
ORR 20%
DCR 60%
Grade =3 TRAESs 25.8%
Treatment-related Deaths 2.3%
imAE with steroids 20%

Rimassa L, et al 2024 ESMO
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Overall survival (%)
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CM-9DW
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NIVO + IPI
(N=393)
Events, n 194 228
Median OS 23.7 20.6
(95% ClI), months (18.8-29.4) (17.5-22.5)
HR (95% Cl) 0.79 (0.65-0.96)
p-value 0.018

ORR 36%

DCR 68%
Grade 23 TRAEs 41%
Treatment-related Deaths 4%
imAE with steroids 29%

Yau T, et al 2025 Lancet
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BCLC strategy for prognosis prediction and treatment
recommendations: The 2025 update |

cuse (D

Complexity Uncertainty Subjectivity Emotion
* Multifactorial * Prognosis uncertain * Individual variability * Previous experiences
* Multiple options * Evidence gaps * Personal interpretation * Personal hopes
* Interdisciplinary * Evolving standards * Patient preferences * Personal belief/values

Complexity (#8#1%£) , Uncertainty (FHEZEME) , Subjectivity (E#1%E) , Emotion (EX1E)
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Article
Clinical Utility of Comprehensive Genomic Profiling in
Patients with Unresectable Hepatocellular Carcinoma
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Status
1/2|3|4|5|6|7|8|9

Patients
Number

HBV
HCV
Alcohol
Others
Smoking
Diabetes
Hypertension
Dyslipidemia

Genomic Profilings
Types of CGP
TMB(Mut/Mb)
CTNNB1
TP53
FGF3, 4, 19
ERBB2
AKT Mutation % n=an=3

CHEK1 Amplification a0%
CHEK?2 || Deletion -
.

Positive or Yes

Negative or No

Current or Former smoker ( 2 10 packs/year)
Never or < 10 packs/year

Tissue
Blood

50%

Tissue TMB 45%
Blood TMB

40%

PARP1
NF1 20%
ARID1A 15%
MYC
PTEN
CDKN2A 5%
CDKN28B o%
KIT i
TSC2
TET2
ATM
MTAP

% Individuals

10%

Ishido S, Tsuchiya K, Yasui Y, Kurosaki M et al. Cancers 2023
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Hepatology International (2025) 19:212-221
https://doi.org/10.1007/512072-024-10741-y
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Check for
updates

Comprehensive genomic profiling for advanced hepatocellular
carcinoma in clinical practice °

4541 (87%)

Takeshi Terashima'(® - Tatsuya Yamashita' - Kuniaki Arai' - Noboru Takata' - Tomoyuki Hayashi' - Akihiro Seki' -

Hidetoshi Nakagawa' - Kouki Nio' - Noriho lida' - Shinya Yamada' - Tetsuro Shimakami' - Hajime Takatori' -
Kunihiro Tsuji? - Hajime Sunagozaka® - Eishiro Mizukoshi' - Masao Honda' - Shinji Takeuchi® - Taro Yamashita'
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a2 RIRCR LRS!

(b) CGP test* FF

3445 (65%)
561 (10%)
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Table 2 Gene alterations and treatment course in patients who were recommended any drugs under health insurance s H
myc
- cenor [ [1]
Age Sex Gene panel Gene Alteration type Recommended treat- Actual treatment Response to actual treat- Far1g ] Ei,,
ment ment et HH il
T -
74 M Foundation One® CDx MET Amplification Cabozantinib Cabozantinib Partial response oK
. ) o p . e . A CREBBP
69 M  Foundation One® CDx  FGFI9 Amplification Lenvatinib Lenvatinib Stable disease miz
75 M  Foundation One® CDx TMB TMB 11/Mb Pembrolizumab Lenvatinib Stable disease Egch
73 M  Foundation One® CDx  MET Amplification Cabozantinib Best supportive care No subsequent treatment HAL
AKT2
67 M Foundation One® CDx MET Exon 14 skipping Cabozantinib Cabozantinib Stable disease e
78 M  Foundation One® CDx TMB TMB 10/Mb Pembrolizumab Best supportive care No subsequent treatment E%%
83 F  Foundation One® CDx FGFR2 Missense Lenvatinib Continuation of immu- by
notherapy because of E;f;g;]
no tumor progression BrCA1 AT
65 M  Foundation One® CDx  RET Amplification Cabozantinib Continuation of immu- E@%ﬁ
notherapy because of FAKT?
. FGFR2 4 |
no tumor progression gggjg
75 M  OncoGuide NCC TMB TMB 27.1/Mb Pembrolizumab Pembrolizumab Stable disease IRE2
Oncopanel KDMEA
80 M Foundation One® CDx FGFI9 Amplification Lenvatinib Continuation of immu- e
notherapy because. of %[Eﬁ;f-ﬂj o
no tumor progression pLIRE
73 M Foundation One® CDx FGFI9 Amplification Lenvatinib Continuation of immu- Eﬁé
notherapy because of RET |
no tumor progression Sras
. ™ . .. .. - 75C2
71 M OncoGuide " NCC NTRKI Fusion Larotrectinib Larotrectinib Partial response [ Gene alteration [l Altered gene with recommended any treatment
Oncopanel /TPM3
76 M  Foundation One® CDx  FGFI9 Amplification Lenvatinib Continuation of immu-

notherapy because of
no tumor progression

Hepatology International (2025) 19:212-221
https://doi.org/10.1007/s12072-024-10741-y
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the genomic landscape of
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Liver Cancer

Research Article

Liver Cancer 2021;10:629-640
D01 10.1159/000517393

Redefining Tumor Burden in Patients
with Intermediate-Stage Hepatocellular
Carcinoma: The Seven-Eleven Criteria

Ya-Wen Hung? |-Cheng Lee®P Chen-Ta Chi#®< Rheun-Chuan Leed
Chien-An Liu? Nai-Chi Chiu? Hsuen-En Hwang? Yee Chao*®
Ming-Chih Hou® P  Yi-Hsiang Huang?:b. ¢

Percentage

40

in

e
=]

104

=11 critena A0S

o < 0.001 3549 36

CR PR 50 PD

B Low turmoar burden
N Intermediate tumor burden
B High tumor burden

ReCUImence-trae surnal

AFEiREEEOE (TACE)ICHWT
f&fZ= (7—11 Criteria) (&
ABERICIEPFREIET D

1007 = Low, mRFS 15.8 months 100+ Low, mOS 33.1 months
Intermediate, mRFS 8.2 months — Intermediate, mO5% 22.3 months
L = High, mRF% 4.9 maonths = High, mZ% 11.9 moniths
m
=
i
50— & 50
E
g
25 25
0 0
) ! ) ! ) ) ) I ) I
] 3 & a 12 15 18 21 24 0 12 24 36 48 &0
Fallave-up, months Fallowe-up, months
Mumber at nisk Mumber at risk
_— 37 33 30 21 16 16 13 12 11 — 185 140 106 77 63 51
— 25 22 18 11 2] & 4 4 3 — 224 158 109 B3 58 35
— 5 3 a a ¥] 0 o o 0 b — 223 107 66 43 30 22

Liver Cancer 2021;10:629-640 21
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EASL Clinical Practice Guidelines 2025 g%EAS The Home o
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disease

BCLC stage A-B BCLC stage B-C
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Systemic Tx& Intra-arterial TXOOHA - BRBEERE
EFNEEZ S8 CDisease ControlzHIET

European Association for the Study of the Liver, J Hepatol. 2025;82(2):315-374 23
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TALENTOP:H{B® (Atezo+Bev conversion surgery%i@stUizPITIERER)

Atezo + Bev
Q3w

x 1 year or loss of

Patient population Tumor assessment is Arm A
- No prior anti-tumor therapies performed after C2 and C4 —

« PRor SD by benefit or unacceptable
* MVI(+) including PVTT(+) or Atezo + Bev RECIST v1.1 $ toxicity
HVTT(+) or IVCTT(+) W Atezo )
» EHS(-) Q3 %1 cycle - Technically ”
. N=201
- Remnant liver volume (RLV%) x3 cycles resectable (by Atezo + Bev
>259% investigators) [, Q3W
 Child-Pugh A, ECOG PS 0-1 Arm B Until loss of benefit or unacceptable toxicity
TTF (time to treatment failure) Overall Survival
100 A Atezo + Bev 100 -
o 90 A 90 -
o
:: 80 A 80 - Surgery + Atezo + Bev
® 70 - Surgery + Atezo + Bev 70 -
Y 60 - < 60 A
2 50 A < 5o A Atezo + Bev
O 0w
g 40 1 Median (95% CI) O 40 - Median (95% CI)
g 30 - Surgery + Atez + Bev: 20.4 (10.2, NE) 30 A Surgery + Atez + Bev: NE (NE, NE)
™ 20 A Atez + Bev: 11.8 (9.5, 13.8) 20 4 Atez + Bev: NE (24.18, NE)
1) HR: 0.60 (0.39, 0.91) 10 HR: 0.67 (0.35, 1.29)
= ] P-value*: 0.015 ] P-value#: 0.227
0 1 1 1 1 1 1 1 1 1 1 1 1 0 T T T T T 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at Risk Time from randomization (months) No. at Risk Time from randomization (months)
— 101 77 64 44 37 21 17 11 8 4 3 0 —— 101 99 90 72 66 53 43 30 23 14 10 5 3 1 0
100 78 61 46 28 15 11 7 7 3 0 100 100 88 79 67 50 42 29 23 14 10 8 5 1 0
*Defined as the time from randomization to the first recorded treatment failure 25

(i.e., local recurrence or progression, EHS, or all-cause death) in the ITT population. Clinical cutoff: Jan 27, 2025; median follow-up duration: 18.43 months Hui-Chuan Sun et al. 1469MO ESMO 2025
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therapy

_______________________
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Systemic Tx¥°Intra-arterial TX(CKD
Down staging=t#C
Ablation, Surgery, RTCHR&Z=BIET
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European Association for the Study of the Liver, J Hepatol. 2025;82(2):315-374
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Outcomes of Nivolumab Plus Ipilimumab After
Atezolizumab Plus Bevacizumab in Advanced HCC: An
International Multicentre Study

| San-Chi Chen*? | David Tai® | Hannah Yang!? | Youngun Kim? | Beodeul K4
| Ho Yeong Lim"? | Chan Kim"?

Jung Sun Kim!2 2 | Jeffrey Wong?3
Ilhwan Kim’ | Hyeyeong Kim® | Chansik An® | SuJin Jang!® | Masatoshi Kudo!!
Thomas Yau* 2 | Hong Jae Chon?
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100
g 0 2 Median OS (m) (95% Cl)
= Median PFS (m) (95% CI) s ! 16.2 (7.7 - 40.9)
2z 75 75
2 53(2.1-8.6) < e 7.8 (5.5—18.0)
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e 50 S 50
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2 T
o 25 g 25
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2 p <001 p =006
0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 0 6 12 18 24 30 36 42 48
Time (months) Time (months)

Number at risk Number at risk

57 32 25 17 16 15 15 13 12 9 B 7 7 57 3% 21 A 18 15 12 7 6

59 17 13 8 8 7 5 5 5 3 2 2 2 59 34 18 13 5 3 3 1 0

Kim et al. Liver International, 2026; 46:e70493 29
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The Lancet Commission on addressing the global
hepatocellular carcinoma burden: comprehensive strategies
from prevention to treatment

Stephen Lam Chan*, Hui-Chuan Sun*, Yang Xu*, Hongmei Zeng*, Hashem B El-Serag, Jeong Min Lee, Myron E Schwartz, Richard S Finn,

Jinsil Seong, Xin Wei Wang, Valérie Paradis, Ghassan K Abou-Alfa, Lorenza Rimassa, Jia-Horng Kao, Bo-Heng Zhang, Josep M Llovet, Jordi Bruix,
Terry Cheuk-Fung Yip, Vincent Wai-Sun Wong, Grace Lai-Hung Wong, Landon L Chan, Man-Qi Liu, Qiang Gao, Feng Shen, Robin Kate Kelley,
Ann-Lii Cheng, Masayuki Kurosaki, Hidenori Toyoda, Wei-Xia Chen, Takamichi Murakami, Ping Liang, Jessica Zucman-Rossi, Yasunori Minami,

Shiro Miyayama, Kui Wang, Kwan Man, Kiyoshi Hasegawa, Qiu Li, Kaoru Tsuchiya, Li Xu, Valerie Chew, Pierce Chow, Yujin Hoshida,

Amaia Lujambio, Irene Oi-Lin Ng, Michiie Sakamoto, Young Nyun Park, Thomas Yau, Masatoshi Kudo, Jia Fan, Jian Zhou

www.thelancet.com Published online July 28, 2025 https://doi.org/10.1016/S0140-6736(25)01042-6
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from prevention to treatment ODH:FD\\/\Jﬁ% Bjj— lJ\ ~ 1 / 5 1 OE Aﬁsﬁiﬁ
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Challenges Goals Strategies

o» .

( h

Strengthening viral
hepatitis prevention,
screening, and
treatment

Facilitating access to
treatment

Universal HBV vaccination
programmes have been disrupted
in many countries due to lack of
funding and the COVID-19
pandemic; universal screening for
viral hepatitis remains uncommon
in many regions; treatment gap for
HBV and HCV exists in the
community, especially for
resource-limited countries

ccess to treatment for HCV and
HCC is limited mainly due to high
rost and lack of cost-effectiveness

\_

To achieve global hepatitis elimination
goals by WHO; to prioritise funding for
HBV vaccination programmes at the
national level; to integrate HBV
vaccination into national
immunisation schedules; to ensure
high screening rates of HBV and HCV
according to the latest guidelines; to
streamline the referral process to
facilitate assessment for antiviral
treatment with consideration of local
resources

To introduce new concepts or models
to improve access to therapy

www.thelancet.com Published online July 28, 2025 https://doi.org/10.1016/S0140-6736(25)01042-6 33

WHO, governments, NGOs, donors, and pharmaceutical companies must coordinate to
ensure equitable access to timely birth-dose HBV vaccination; HBV vaccination legislation
should be enacted in countries with a high incidence of HBV; health authorities should
mandate at least once-in-a-lifetime universal HBV screening for all adults aged 18 and
older; universal screening of HCV should be adopted in high-prevalence areas, as
informed by local cost-effectiveness data; by leveraging primary care systems,
community-based platforms, and risk-stratified digital intervention technologies, HBV
and HCV prevention and treatment can be reinforced through targeted community
engagement strategies; for areas without access to HBV DNA testing, antivirals should be
commenced based on consistently abnormal alanine transaminase levels alone

- -

Novel models of collaboration must be initiated by governments to negotiate with
industry to establish voluntary licensing and/or centralised government negotiations to
improve the affordability of drug treatments in low-income and middle-income
countries; pricing of treatments should consider the overall clinical benefits (including
efficacy, adverse events, and patient-reported outcomes); cost-effectiveness must be
taken into consideration during the drug approval and pricing process
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Genotype 1b
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*1Fujii, Kimura, Kurosaki, Izumi et al. Hepatology Research 2018
*3Tsuji, Kurosaki, Mori, Izumi et al. J Gastroenterology 2018
*>Kusakabe, Kurosaki, Mori, Izumi et al. Hepatol Res 2019
*7Tada, Kurosaki, Izumi et al. J Med Virol. 2021

> Genotype 2 —— JEREMH
999, 100.0% 999, 100.0%

0

GLE/PIB SOF/VEL SOF+RBV GLE/PIB SOF/VEL SOF/VEL

94%

*2Akahane, Kurosaki, Izumi et al Hepatology Research 2018
*4Mashiba, Joko, Kurosaki, Mori, Izumi et al. Hepatol Res 2019
*6Morita. Kohashi. Koujima, Kurosaki, Mori, Izumi et al. JGH Open 2024

*7Takada, Tamaki, Kurosaki, Izumi et al. Int Med 2025 -


https://www.ncbi.nlm.nih.gov/pubmed/?term=Kimura+AND+Kurosaki+AND+daclatasivr

DAABBEDEX

W E = I HER

BIEE (AT SEMATT AR AERIS Al
¥ET 2B AFRERFREFETSHS g

2015410A16H

NHEIIEERRSE RA T, T3
FERBle - 9 2—T7z0 T —
”%(%“F&)tdﬂ“% Eijﬁﬂ

FrE# E‘“ﬁ:_ﬁﬂ;f—.iﬁlﬁ
[TE I 5B EKFEE
FFigEME
tEBREBoRE
#{ERE 9 S EAD

(BREOFIOEEERD T, BARO BEI 6

£E70D M = wkEIZ A

AF 2 F AR R
REBRER

R TR ]
DERERS/

M4

hiEVERIOES

KoS1)947

Y BDAA

- &

=g ={1)
RN AL

1 AZEERHD RN AZEER

R,

« OB CE EAIMECLDRIENME T
—>EERIME (KT IGUTzE )

RaBEIR N E

(H26-28F &, H29-R1EE RilliK R2-4FE R5-7FE RiFit2)

% ® Gt1bZ! DAABEARINGICXT I 2EAROKIEE VA IV AZEERDF
AMED
GLE/PIB SOF-VEL+RBV
e P32del D72 VE] —T A P32de|DRUVES]  m—
\o0% 100% 99% o6 96% 98% 05% 92 100% 100% 100% 100% 0t 100% 100% 100% 100% 100%
& a2 o eow . 100% 1 g ! ] 9% ] ]
ml B 9% gg2%
80% 80% 80% | 80%
s 2
H'. 60% 80% . B80% §0%
= 7
4B 40% 40% 48 0% 40%
¢ N
= 20% 0 20% T 20% 0%
Ay % in
i)
0% ‘/- 0% 0% 0% e - .
R32de| Q2 Fan \‘@ :JLIZ"E:.\'.‘IF =) del Q24KR  L28V/M  R30H Q@ AIZK QZ KH L28VM Q24K 02 K

BYM  +R30H +L28VM  +L28M
+R30H  ASK

D1 AZESRRDIES

AMEDRIZM FAFTRRREE2023

36



CRIF#(CEY SiEiRIEL TDIERE

1 L
//’\\
EE—EEEI = —=ug — ——

0.8

0.6

O | | 4

0.2 2[EBEERIHCVRASIR R

0
2018 2020 2021 2022 2023 2024

BN A RSACED VSRR SVR12. 2403l e S\/R 1% DTE BAESIRE
serotypeZfz(dgenotypet& & RS EIBRIIGUIRSVRE TAD - — SVRIEDEHAFHRIE CIERIRE
2O HAERIHCVRASIRE
HFZEOHESR —— S\/R & D TE & e S\/R1& DTEHAIEIE Y —N—

R5—7FE-T O/ AR ROFERIMEN R FIREEZEE R UZOEERCEATSMMFT] MR DIBE Zik EkTE

37



AT fE) B R - R R R
PN Ao e B ek AR T % sk R af =

JEE A 95 0l 4 1 R (25 3 o o A A P AR

L~ b= L 70 200mg OfF H#IFR O g iz i T

BERRIZ2OWT, BIRE Lo LY | AH#bE A RS RTAE B8 ) % T30
BLELIEOT, HESB~ORE A BREO L E7,

WFELY BEAEFEITEIHEHTE 2B B LB L BT ET,

Ak LR N — )L L 200mg (B4 2 U RE D V) 1oL, Bl
FREETHD MSD RS LY, ZoREESZ PSS TR RSN ELE, L
ﬂﬂ%ﬂ%b/@wam . AR Z AT 25 C BT 3 ¢ BICETERT

FEZZZ 3T D U A VA MAEDUEIZH W DIBEE L LT, ER EOEM NG
< CWH TBIREHE 2 Ao T 5 m%\%%%ﬁ%%i@%ﬁﬁmkﬁ
IZHSE, BEr y hOADE A SENL AFICEET A L ELE
x_m\%)@}:HJLJTL FECOD & 35 0 HhEiE 2 L £ 9, &8l H,J"“ ZBhinE
2y kYo FI5E ST 2 fdf FHEAR L CTEL X2 AW HIR
(%M 34ED D) (A2 1 AR IR %)

POOZH 2025. 03 2026. 03




Retreatment of DAA after initial DAA failure in hepatitis C

Nationwide
Multicenter Study
in Japan (n=330)

Retreatment
Regimens

SOF/VEL + RBV

5 % (24weeks) e

T 40%

HCV patients with GLE/PIB o
initial DAA failure (12 weeks)

P / SOF/LDV

-\,Q,» f@ (12 weeks) 123;

GLE/PIB SOF/LDV o

Failure Failure 20%

(n=117) (n=213) 0%

100%

Retreatment
SVR12 Rates

Prior GLE/PIB Failure
99.0% 100%

92.3%

SOF/VEL+RBV GLE/PIB SOF/LDV

Prior SOF/LDV Failure
100% 99.5%

66.7%

SOF/VEL+RBV GLE/PIB

SOF/LDV

Retreatment with SOF/VEL + RBV, GLE/PIB for 12 weeks, or SOF/LDV achieved high SVR12 rates
effective viral eradication is feasible using currently available DAA regimens even after prior treatment failure.

Hepatology Research https://doi.org/10.1111/hepr.70128
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(Myrcludex B, CRV431) (ARC-520, ARB-1467, JNJ3989, RG7834, GSK3389404) (Nitazoxanide, CRV-431)
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(ABI-HO731, AB-423, AT-130, RO7049389, cccDNA destabilizers NAPs (REP2139, REP2165)
JBJ-561363379, AB-506, ABI-H2158, GLS4JHS, cccDNA endonucleases
JNJB379, JNJ0440, NVR-3778) (ZFNs, TALENSs, CRISPR/Cas9) (@) NUCs or RNase H inhibitors

Journal of Hepatology 2022 vol. 76 j 1249— 1262



ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Efficacy and Safety of Bepirovirsen
in Chronic Hepatitis B Infection

M.-F. Yuen, S.-G. Lim, R. Plesniak, K. Tsuji, H.L.A. Janssen, C. Pojoga, A. Gadano,
C.P. Popescu, T. Stepanova, T. Asselah, G. Diaconescu, HJ. Yim, J. Heo,
E. Janczewska, A. Wong, N. Idriz, M. Imamura, G. Rizzardini, K. Takaguchi,
P. Andreone, M. Arbune, J. Hou, S.J. Park, A. Vata, J. Cremer, R. Elston, T. Luki¢,
G. Quinn, L. Maynard, S. Kendrick, H. Plein, F. Campbell, M. Paff,
and D. Theodore, for the B-Clear Study Group*

VOFEIR
AVIAIVAFE
v TS
v BN (SR

DT, BRIFFRDIAI
ADRNALFGE

Bepirovirsen

Antisense oligonucleotide

HOST CELL

v RNAZHIRRLT. 91
ADEHZIEHD

N Engl J Med 2022;387:1957-1968



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Efficacy and Safety of Bepirovirsen
in Chronic Hepatitis B Infection

M.-F. Yuen, S.-G. Lim, R. Plesniak, K. Tsuji, H.L.A. Janssen, C. Pojoga, A. Gadano,
C.P. Popescu, T. Stepanova, T. Asselah, G. Diaconescu, H.J. Yim, J. Heo,
E. Janczewska, A. Wong, N. Idriz, M. Imamura, G. Rizzardini, K. Takaguchi,
P. Andreone, M. Arbune, J. Hou, S.J. Park, A. Vata, J. Cremer, R. Elston, T. Luki¢,
G. Quinn, L. Maynard, S. Kendrick, H. Plein, F. Campbell, M. Paff,
and D. Theodore, for the B-Clear Study Group*

VoFCA

AYTIILAFR T = ipkecte)

v EC1[E], EZRESY S0 mgviBt:plirl;))virsen Placebo

300 mg Bepirovirsen
(with LD)

Groupl : 300mg * 248

Placebo 300 mg Bepirovirsen
(with placebo LD) (without LD)

Group2 : 300mg * 12;8
—150mg * 1234

D

12
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Phase Ila, randomised, double-blind study of GSK3389404 in
patients with chronic hepatitis B on stable nucleos(t)ide therapy
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Check for
updates

Immunomodaulation by bepirovirsen may induce killing of infected
hepatocytes (B-Together study)

Shilpy Joshi' - Johannes M. Freudenberg? - Jennifer M. Singh® - William T. Jordan? - Leigh Felton® - Susan Dixon? -
Melanie Paff® - Dickens Theodore? - Jill Walker®
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Sequential Peg-IFN after bepirovirsen may reduce
post-treatment relapse in chronic hepatitis B
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Risk of hepatic decompensation but not hepatocellular
carcinoma decreases over time in patients with hepatitis B

surface antigen loss
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HCC risk did not decrease over 12 years in a Hong Kong territory-wide
cohort of patients who achieved HBsAg seroclearance, whereas the
risk of hepatic decompensation decreases after 7 years of HBsAg loss
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TaBLE 2. Demographic Data of 9 HBsAg-Clearance Patients Who Underwent Resection for HCC

Follow-u p.’sqms\

Patient Age (y) S Tumor Size/Location Operation Method Cirrhosis  Tissue HBsAg Staining (T/N)  Serum HBV DNA
1 51 M 2.5 em/LL Yes N/N N 2 months/Alive
2 64 M 2.5 ecm/LL Yes. P/P P 77 months/Alive
3 85 M 3.5 em/RL No N/N P* 14 months/Alive
4 49 M 1.5 cm/RL No N/N N T s/Alive
5 55 M 2 em/RL Yes P/N P T s/Alive
6 62 M 9 cm/RL Yes. N/N N T s/Expired
7 69 M 4.5 em/RL Yes N/N N 26 months/Expired
8 61 M 4.8 cm/RL Yes. P/P P 31 months/Expired
2.7 em/LL
9 57 M 2 cm/LL Yes. N/N N 90 months/Alive
Abbreviations: RL, right lobe of liver; LL, left lobe of liver; T, tumor part of liver; N, nontumor part of liver; P, posi N, negati

*HBV DNA was al

so detectable by PCR in his tumor tissue.
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pooled OR 1.59, 95%Cl 1.12-2.26 pooled OR 1.52, 95%CI 1.07-2.16
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Influence of Metabolic Risk Factors on Risk of Hepatocellular
Carcinoma and Liver-Related Death in Men With Chronic
Hepatitis B: A Large Cohort Study

Ming-Whei Yu,' Chih-Lin Lin,” Chun-Jen Liu,” Shu-Han Yang,' Yu-Lin Tseng,' and
Chih-Feng Wu'
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