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JE NLyb @ Wit/ B -catenin {553 #1815 HMGB1

Pk F TR YT IHR IR IS N, T WA, TR
PRIHRR B AR A 1 T 8 Ik v R 2 VA g T
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T cell receptor sequencing reveals HCC diversity according to BCLC
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AMPK activation in response to HEV infection inhibited viral replication

by attenuating autophagy and promoting innate immunity Tz
R S ADARL ii#2 miR-122 #iii] HBV DNA S (B 5T -------mmmmm oo (ZEANITRSRPS ENE D
WEAT SN AR N G SRR P o B A BRATEUT N, MG AT BRI - IR
FLMIER HIV & 3F HCV L3 HCV J BH 7Y J G PRAFAE 73 AT - oo XK, % Bk, AR RS
Irgm1 4% 5 WEAE S R0 A 4 A B B (1323
NG FAE IV SR P HBV W55 2 I AE A AL 52 BN I S i A
Exhausted phenotype of circulating CD8+ T cell subsets in hepatitis B virus carriers # &84 #1t#
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Etiology and clinical features of end-stage liver disease of Central China ---# 7 J&, 7k F8 g, FE Bk 2%
#LE) B -catenin/TCF7L2 3k fi 4544 (¥ 5 5 2 Hd it

F-T5 cccDNA B e IR T 4% £ 9 2 & Sl LS9t 72 220 2, PV, T 46
Ribosomal protein L23 drives the metastasis

of hepatocellular carcinoma via upregulating MMP9 FHCGHT, R 46
HBx mediated increase of DDX17 contributes
to HBV-related hepatocellular carcinoma tumorigenesis HRF B AL E H5E

Development and content validation of a new self-stigma patient reported outcome

instrument for chronic hepatitis B: A concept elicitation and cognitive debriefing

study in Asia, Europe, and United States ---------------- Mondher Toumi,Jack Wallace,Chari Cohen £
$LT CiteSpace I = 24 73 Jig 1 FAH < SCHiR 8 T ARAL 73 #r L]
Experience and impact of chronic hepatitis B and content

validity of the Hepatitis B Quality of Life Instrument: A

qualitative study in the United Kingdom ---------- Jane Abbott,Natalie V.J. Aldhouse,Helen Kitchen %%
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Efficacy and safety of direct-acting antivirals in kidney transplantation from HCV-viremic donors
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Impact of COVID-19 Pandemic on Mortality Rate of Liver Disease
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The molecular mechanism of ENPP1 upregulating LMNB1 acetylation modification

in inhibiting the anterior genome promoter transcriptional activity of HBV ------ &35 7 #hiii &%, XLl
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OR-01
HREET SRR S MEUA TR AT R
X 18 0 = M A RIE TR R B SN

BRI, ZEpR. ERRR. ERL HE
HREERFR AR 2 — BB

B BRI B — i N TS R S 2 P N A 3G 7 R8I 2 itk 20 8 4 1) 28 KA
90 KT 5 [ .

ik FEECETRBE N 2018 4 1 H 1 HZE 2021 4 1 A 30 HArAIT AN TAF (A4 R
BITH; B IREBFUAITAD R IR S s B, WUREE N D ERHE . IR IR BT
Bl R IR R A AR ], 22 S R A O FE o b s e i i St I R v £ 28 KA1 90 K
AL TG (RS S B TR 3

GiR AWAmAINT 388 LAFEERIEN AT ik B, Hh A4 323 A, B4 65 A. A
A B AT ER 2 5N 48.0 % (WU ALla)fE: 40.5-55.5)F149.0 % (WU rlalfh: 42.0-54.0),
MELD ¥J{E 4518 23.0 (PU4rf7iE#E: 20.0-27.0) A1 23.0 (W5 zlal#E: 19.0-26.0), INR #1EH 535
N 2.4 (W5 Arleih: 1.9-29)F1 2.4 (WUrfifalfE: 1.9-3.1). A fil B WA ZHEE N T
(81.8% vs. 84.6%) . HFAfifL (74.2% vs. 72.3%) Al Child-Pugh C £ (86.1% vs. 87.7%) . A
B PRALISELR N 2R AE . IR PRI R B AT L% (p>0.05) . Kaplan-Meier 4475341 & 3L
28 KEWAMERAE BHEEZE ST A4 (p=0.04) , 1M 90 K B4R AR B 4L A&
EER (p=0.66) . H-—SWHMTER, B AN 28 RRIMEMFRAE . BEIAE IS 52 &
FEEEET AL, MERENEET RV HNHY MEEEER. £2 TR fEd, %
TR MR It CTP 0%, MELD 14y FFYERGR . EEYCIRAFI 1 URON TR T 46 B 1) 25
BERAREE, REMAN TR BAGEF . B8 2k it sl s 28 KB AEF R 1AL
MR (aHR: 0.3; 95%E{F[X[8]: 0.1-0.9; p=0.02) , WX FWIF3EEEH (aHR: 0.9; 95%
BEXE: 0.1-7.9; p=0.94) LK 90 KEIHAEFRENTLEEEZR (aHR: 0.9; 95%E {5 X [H:
0.5-1.9; p=0.87) .

e AN TR A e BN TR nT g s m b . Mg n SE i s i 28 K&
THEARR, X 90 K B THA A7 R N Jo i 8ok .

OR-02
Exogenous IFN Mediated Exosomes Deliver Declined MiR-
27b-3p from Hepatocytes to Macrophages
Promoting Synthesis of Endogenous IFNa
by Targeting RIG-I/TBK1 Signaling

Jie You. Wenyu Wu. Yanghao Xie. Misi Gu. Mengxin Lu. Dong Xi. Weiming Yan. Di Wu. Qin Ning. Han
Meifang
Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology

Objective Evidence suggests that interferon alpha (IFNa) plays an essential role in treating
chronic hepatitis B (CHB) caused by the hepatitis B virus (HBV). However, the immunological
mechanisms of the antiviral response of IFNa-based treatment remain unclear.

Methods Differently expressed exosomal microRNA were found through exosomes microRNA
sequencing and verified by RT-PCR assays. THP-1 derived macrophages were stimulated by
exosomes from the serum of peg-IFNa-treated responders or from the supernatant of IFN treated
HepAD38 cells.
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Results Through serum exosomes microRNA sequencing, we discovered 6 distinctly declined
mMiRNAs in responders at week 12 compared with that at baseline. In further RT-PCR assays the
responders were confirmed with distinctly reduced miR-27b-3p and miR-493-5p in exosomes
among these 6 miRNAs at week 12 than baseline, and both of miRNAs were upregulated in the
non-responders at week 12 compared to the responders. Exosomes extracted from the serum of
peg-IFNa-treated responders or from the supernatant of IFN treated HepAD38 cells improved the
activation of endogenous IFNa synthesis by activating phosphorylation of interferon regulatory
factor 3/7 (IRF3/7). The overexpression of miR27b-3p in HepAD38 cells suppressed endogenous
IFNa synthesis in macrophages, resulting in insufficient ability to eliminate HBV, whereas the
inhibitory effect could be blocked by two inhibitors of exosomes release. The knockdown of
miR27b-3p in hepAD38 cells restored the production of endogenous IFNa in macrophages, which
inhibited HBV replication. Last, the luciferase and mutation experiments showed RIG-I and TBK1
are the target genes of miR-27b-3p interference.

Conclusion Exogenous IFNa mediated the declined miR-27b-3p in exosomes derived from HBV-
infected hepatocytes, and subsequently triggered an elevated expression of RIG-1/TBK1
signaling and innate immune response in recipient macrophages, thus more endogenous IFN
was produced and formed positive feedback of amplifying effect against HBV. Serum exosomal
mMiR-27-3p represents a potential biomarker and therapeutic target for patients with CHB.

OR-03
£ CasoSgRNA ShiMERIEZ
FTILE & pCEP4-Cas9SgRNA K952

WRoces s ARt
i 7 ZE B R 5 — M m BR B (PE R BE e )

B #4520 Cas9/SgRNA SN BEA% R IAE /& (pCEP4-Cas9/SgRNA) , FH#EATIIE

FiE %, WS EE pCEP4-Cas9/SgRNA Kik#Hifk. 55—, il PCR ks iy #E
F| Cas9. mRFP LK Vee JUTR =AUEER B SAEHIHEL PCR (overlap PCR) 774
Cas9. mRFP. Vee 3UTR R fy BOERE A —#2, JFrlEsE pCEP4 HAZRXAH A, 1533
pCEP4-Cas9-mRFP #/k, #R})5, @it PCR. Pacl/Xhol XU LA K 7 BiEi kT % . 94,
#7750, 3K1S SgRNA-Lamp2b+Caspid H B, #AJ5 7% % pCEP4-Cas9-mRFP #ifk, 1524k
A%, Cas9/SgRNA [k # ik pCEP4-Cas9/SgRNA. K Pacl/Afill XUEEY]. ¢ & i LA &
W7 HEAT %7€

o, HMRIAFAL PENREGFHYE 293T 4iffiH, ik mRFP RN R bk, )5 EEn
o AR IR G, R A B RIS ANA . BEG, SN 2543847 Western blot & RT-
PCR 0iE; DAAKIAR TRARHIRAE .

ZR RRINE T 5 Cas9/SgRNA oMK A FIZRIEE & pCEP4-Cas9/SgRNA; H Ak 2
[ MBI ZEAR, RiARTE 90~160nm 2 [H], JfRER I HLIZ# Cas9/SgRNA.

OR-04
Nrf2 B TR S SR A M FT SRR R HLI R 5

ES:i
HAREE AL S R A B 2 BE B

BBy R R SE AN AL S O B T 18 N Sk 538 (ACLF) MBS, E83t
ACLF IR A2 A it — B IRR . BT E2 MR T 2 (Nrf2) RPSETI B F A 1. SR, fE
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ACLF H Nrf2 & il it i 15 B0 T A4 I OR3P VR TS SR AR A1

Fig W ACLF B IRTFALER, M Y&k, D-2F3UbE L. TR2HE S0 ACLF /N EUBRL AN
H202 % SR ATA R . eAh, (i Nrf2 305 70/40% 7 (Bardoxolone Methyl/ ML385) LA
FRRBET- 7] (Ferrostatin-1)HF 78 Nrf2 i T IR R4 178 726 1 F B LB LE AL o

G (1) MXFFEEXE, ACLF BEITHZE. PTGS2 mRNA £ik/K V5%, i NADPH
KT BERK, RRBITRES S ACLF WA HEd 2. 78 ACLF JEal kIt R A )G,
HFShiedakr ALT. AST ZKFRRAS, AFAMIRAE. BFRSE R AL A I SE b mskds, $om B B 45
it . TBERARSET R vl P AR IR 45 3. (2) ACLF H35 R/NRUITFZHZZ N Nrf2 (8 A &k
AKCEREIN, $ER% Nrf2 Ab T 3OFIRAS . 76 ACLF LT 305 Nrf2 7] DL AT MDA &8 & PTGS2
mRNA /KF, Ti#es NADPH. GSH &, [FIoaE 72T R b IATERS . b4k, BM 2
TR R A RE R, AT 28 RE SN T ML385 ARFR 5 PR A AR S (4 B . T ML385 AbHE
JErE AR SR . (3) H202 Kb FFF4H Mo 5 8k H0 T2 BH % R ZH A0 M vis ) B A, Wi T 3R 30
R R SIE T S (AR RKEENE, K, JHMNGEE A4, A B H Bk R
D o fH Fer-1 TG, BRILTACPRRK, SR KRR, SOG4 A BRFER AL 40
g, NGRS Oy ZER . (4) BRI S K %N Nrf2 A RIEKPFHE,  HO-1.
NQO1 KIE/K PN, WiE Nrf2 gt Tk A, FFpAKIEE, SBIET A4S0
Do A Nrf2 72 A A0 S FIE F -

&% (1) 1£ ACLF W, HET R —MEEME TN T . (2) /£ ACLF Il EksET:
(R 9 A AT AR R340 B P BB TS . (3) Nrf2 #5815 5@ ACLF It TumiREs. (4
7E ACLF HH e Nrf2 5538 % vl LU b i) 2RO T sk JF I 453 45 J T 4l B B T

OR-05
AR b i ISR P S ey
5@ marRemERER R

RBEIR SELEAS . T
Hh RN BTS2 e B B B LR 2

HE SR (RDW) KHA AR EY RDW-II/M 5 ELAE (RPR) 5180 2 i 32
v (ACLF) T [ AH 1

Jrik FIFHAHL 2009 45-2015 AEUSyA AT 3 vl (o B B 5K 0 K = R R AR R
ol (ERAFR) " FEVIBAS, X 1409 1 ACLF &3 [BlEisa#r, ffiH Kaplan Meier #i2k, XFBE1;
A FE A BB T 2 S R i3 4T log rank K5 .

ZEEL 1409 #il % RDW F3 1123 4], 5 79.70%. RDW R4 B Mg A E A . HEN. SH
[ B S PG, IO RO B D MK IR, R M RS 58 LA ARG I 5 RCRE AR
K. AR 30 K. 180 K. 360 KAFEH /37N 57.34%. 42.51%. 39.96%. A7k Log
Rank (Mantel-Cox) #5645 5 % r, RDW IEH 4 180 K. 360 kK RfAEHFREZEH T H¥4 (Log
Rank (Mantel-Cox) c2=6.233. 5.571, p<0.05) , ifi 30 KEMEFFLEENZR (Log Rank
(Mantel-Cox) ¢2=0.222, p>0.05) . &l RDW 1E% &, Jw BE F8MHE, K RPR 44
1712k Log Rank (Mantel-Cox) f3. £55H =418 30 K. 180 K. 360 KA4:A7Hizk Log Rank
(Mantel-Cox) #:4& c2 735y 30.023. 38.854. 56.029, p #J<0.001.

£ ACLF i3 RDW B RARE, HE %, RDW-I/MRIHEHLE(RPR)S ACLF Tl A 1R 4T
(A 1 o
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OR-06
BEBREIET FrB R
T2 HA" 181 HBV BEBIERTH

PREGR. FF. ki, X2, WIE. RARMK. HL. £RE
UK AR R e

B #7C ALT IE% /) HBeAg FH: H. HBVDNA =7k FHIf8 M HBV YL 2 % TR AR T
PIRR

F¥E UAE 2019 4F 1 H % 2020 4 1 HAEVU) 1RS48 R el Gt e A O v T Bl 17 (1127 HBV
G BE AN S, IR B N D 2EERE . JRITRTANGYT 1 R SR = A LS R, IR
P BB F AR ZTFIRANE 738 TOF 3697 4R TAF Y8 74, AT AL AP 2 5838 1y HBVDNA /K-
HBeAg I 74 Ml HBsAQ & & /K- I B 1 0L -

gER JLgyN 38 i, Hoh TDF 41 16 %1, TAF 41 22 fi]; PZLEE AN D 22RRE . JELR
HBVDNA /KAl HBsAg & /KL Z 5. &5t 1 WPk EEIHETT, 60.5%(23/38) M1 &4 K15
TIRFENE . RE TAF 45 TDF 4 n] DS m i g HBVDNA AN A A I[68.2%(15/22) vs.
50.0% (8/16), P=0.258]#1 HBeAg IfiljE ¥ #:[18.2%(4/22) vs.6.3%(1/16), P=0.374], {H &%
SIS 2R L TDF Al TAF 59735 0] DL BB B 32 7% HBsAg 2 &/K°F. ItAh, TAF ¥f
ST EE I ALT Sm 5K T TDF a7, ZHEE logistic B4 HT s S A0 2 B
TBIT RIS BE 2 P B TR0 R 2%

258 ALT IEH 1) HBeAg FHH: H HBVDNA /K-F &gt HBV YL E 252 TDF Ml TAF JR 733k
PR 1T 3K

OR-07
A ERiEE) 7t R T 40 B ik REE 53 LT AR Ra LB R 53

FRMEL B 2, TLER L RARE S, AR L. AMURBE L. FRAEAE L. JEANE T BRCEAN L. R 8. BB 4. ETHR
3\ éﬁl
1 WL R ARSI o —Bebe, MEAYRisinERE s, BRI R B Fe G, B R AL G ER
Sty GRS 26 U F) QR O
2. GMTFLEEEE (BN BB, REHEDR G
3 IR, AP, FEEERRESHH S EE TRBRVET G, 70 T REH A 73112 W7 22 R 5K i s
A4 WL KR, BB EVIERBT T, WL R E-2 A8 2 Kof e 5 5L R A R A0 FU

HE NE#EH AT T400 (hBMSCs) # b3R5 M vl A RS Ia ¥ 45 . BiHoR i R He 4t
AR AN, BRI FE MR S A W . AT 7T L I B s L M E4RIE R hBMSCs 14 A #4
S AT AR I AR K R A R .

F7v% R hBMSC #AE 16T 2 KM e shfa /N B, BRI/ N . 7r B E 1. 2. 3.
7. 14 R/ANEAPIE S TGP (hBMSC-Heps) , HEAT SR F20H7

28] HEH T hBMSC-Heps IWiBER: 7% f5 R MM Z R, BAER &I, @A R &
MZERFRIEN 2385 MERIIEEITE R, BANE 1K, THHKERNREEE N BAE 2
K, HFAMRIGEMEREEEEITE ETF: MG 14 K, S 5E SR, /R0, IgFsk. B
IS5 P A 2B ) 220 A2 R 2R TR 3R /K SR AR A R4 (HHD o TR REERIA S Thag i m)
LRI, A ThRE T AHIBAERE N G 1 K hBMSC-Heps H /i HiAY 4.6%, G
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PO-01
Sphondin efficiently blocks HBsAg production and cccDNA
transcription through promoting HBx degradation

Fang Ren. Ji-hua Ren. Sheng-tao Cheng. Ming Tan. Hui Zhang. Ai-long Huang. Juan Chen
Chongqing Medical University

Objective Hepatitis B virus (HBV) infection remains a global public health problem. According to
current estimates, more than 250 million people worldwide have infected with chronic HBV.
Hepatitis B surface antigen (HBsAg) is one of the important clinical indexes for hepatitis B virus
(HBV) infection diagnosis. In clinical definition, complete cure of HBV infection is defined as the
clearance of HBsAg and HBV DNA. Compared with the reduction of HBV DNA load, the level of
HBsAg works as a more accurate indicator to evaluate the drug efficacy and disease prognosis.
Despite strong inhibition of anti-HBV drugs interferon (IFN) and nucleoside analogs (NAs) on
HBV DNA, they have limited effect on HBsAg. The NAs such as Lamivudine, Adefovir dipivoxil,
Entecavir, Telbivudine can rarely cut down HBsAg, and only a small part of treated patients can
achieve HBsAg loss by IFN-based therapy. Therefore, identification of a new drug targeting
HBsAg is urgently needed.

Methods Here, we identified novel anti-HBV compounds that could potently blocked HBsAg
expression from cccDNA by screening a natural compounds library derived from Chinese
traditional medical plants by a novel screening strategy. The combination of ELISA assay
detecting the HBsAg in HepAD38 cells and real-time PCR detecting HBV RNAs as indicator for
cccDNA transcriptional activity in HBV-infected HepG2-NTCP cells were used. The antiviral
activity of a candidate compound and underlying mechanism were evaluated in HBV-infected
cells and a humanized liver mouse model.

Results Herein, we established a library of 971 natural compounds from 228 Chinese herb
related to liver diseases. Therein, we selected a highly effective low-cytotoxic compound
sphondin, which could effectively inhibit both intracellular HBsAg production and HBV RNAs
levels in HBV-infected cells and a humanized liver mouse model. Moreover, we found that
sphondin markedly inhibited cccDNA transcriptional activity without affecting cccDNA level.
Mechanistic study found sphondin preferentially bound to HBx protein by residue Arg72, which
led to increased 26S proteasome-mediated degradation of HBx. sphondin treatment significantly
reduced the recruitment of HBx to cccDNA, which subsequently led to inhibition of cccDNA
transcription and HBsAg expression. The absence of HBx or R72A mutation potently abrogated
the antiviral effect induced by sphondin in HBV-infected cells. Therefore, our work has identified a
natural antiviral agent directly targeting HBx protein that blocks HBV transcription.

Conclusion In this study, we discover a highly effective and low-cytotoxic compound, sphondin
separated from Heracleum laciniatum by a novel screening strategy. Sphondin binds to and
promotes 26S proteasome-mediated degradation of HBx, which subsequently led to inhibition of
cccDNA transcription and HBsAg expression. This may provide a valuable alternative or
complementary therapy for the current and future antiviral treatments.
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PO-02
Fibrinogen-like protein 2 promotes fulminant hepatitis by
inducing neutrophil activation and neutrophil
extracellular traps formation

Xitang Li. Qiang Gao. Wenhui Wu. Suping Hai. Meifang Han. Hongwu Wang. Qin Ning. Xiaojing
Wang
Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology

Objective We aim to investigate the role of fibrinogen-like protein 2(fgl2) in regulating neutrophil
and neutrophil extracellular traps (NETS) in fulminant hepatitis (FH).

Methods Neutrophil amount and NETs formation were detected in serum and liver of wild type
and fgl2-/- mice following murine hepatitis virus-3(MHV-3) infection. Bone marrow-derived
neutrophils were stimulated with MHV-3 in vitro to investigate the underlying mechanism of NETs
formation.

Results Concomitant with histopathology lesions and increased ALT and AST, abundant
neutrophil accumulation and NETs formation were observed in mice following MHV-3 infection.
NETs depletion significantly increased the survival rate (from 4% to 28%) of infected mice,
implying that NETs contribute to FH progression. Fgl2-/-mice showed remarkable reduction of
myeloperoxidase levels, along with improved histopathology damage, decreased liver enzymes
and expression of inflammatory cytokines. The expression of fgl2 on neutrophils was upregulated
post MHV-3 infection. Fgl2 destruction reduced neutrophil accumulation in liver of the infected
mice, and downregulated expression of hepatic ICAM-1, CXCL1, CXCL2 and CXCR2. Both in
vivo and in vitro studies revealed that fgl2 promoted NETs generation through the ROS-
dependent PAD4 pathway. Moreover, fgl2 directed fibrin deposition in NETs area, aggravating
the following coagulation cascade and tissue lesions.

Conclusion Fgl2 promotes FH progression partially via boosting hepatic neutrophil accumulation
as well as facilitating NETs formation and subsequent liver injury. Thus, fgl2 might serve as a
potential therapeutic target in FH.

PO-03

To identify relevant risk factors and construct a predictive
model of nomogram for hepatocellular carcinoma (HCC)

patients receiving tansarterial chemoembolization (TACE).

Mengying Xu. Meiwen Han. Qianting Guan. Ming Wang. Ke Ma. Weipeng Qi. Dong Xi. Qin Ning
Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology

Objective To identify relevant risk factors and construct a predictive model of nhomogram for
hepatocellular carcinoma (HCC) patients receiving tansarterial chemoembolization (TACE).
Methods A total of 346 patients with primary liver cancer who underwent TACE as initial
treatment were retrospectively included, of which 208 patients were allocated to derivation cohort
randomly. 12-month Progression free survival (PFS) was used as follow-up time endpoint
according to the modified Response Evaluation Criteria in Solid Tumors (MRECIST). Univariate
analysis by Kaplan-Meier and multivariate analysis by COX regression model screened
out indicators associated with short-term prognosis, and R language was further used to
construct a nomogram. Then the remaining 138 patients were allocated to validation cohort. And
the nomogram was compared with the classical BCLC staging system.

Results After univariate and multivariate analyses of the derivation cohort, some independent
predictors affecting the PFS in patients with liver cancer undergoing TACE included: 1. baseline



AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

indicators: age ( P=0.013), ALBI grade (grade 2 vs grade 1, P=0.029, grade 3 vs grade 1,
P=0.000), and portal vein tumor thrombus (P=0.000); 2. indicators of 1 month follow-up after
initial TACE treatment: NLR (P=0.032), the change of AFP (P<0.05), and the change of DCP
(P=0.000). 3. the numbers of TACE in 6 months after initial TACE (P=0.007). These predictors
were used to construct a prognostic nomogram for PFS. In the derivation cohort, calibration curve
of the nomogram showed high consistency between the predicted and the actual PFS probability
with C-index=0.712, which outperformed BCLC staging system (C-index=0.688, P=0.004). This
result was confirmed in the validation cohort, whose C-index was 0.734 and better than BCLC
staging system (C-index=0.663, P=0.012).

Conclusion Our study showed the prognostic nomogram had good predictive efficacy and could
be used as a complementary assessment to predict the survival and prognosis of patients with
liver cancer treated with TACE.
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Hepatocellular carcinoma (HCC) is one of the most common cancers worldwide and is
characterized as a typical inflammation-related carcinoma. High mobility group box protein 1
(HMGBL1), a non-histone DNA-binding protein, is identified as a potent proinflammatory mediator
when presents extracellularly. Recently, a growing body of evidence indicates that HMGBL1 plays
a potential role in HCC, but many questions remain unanswered about the relationship between
HMGB1 and HCC formation and development. Irbesartan, a classic antihypertensive drug and
blocker of Ang II/AT1R, has been indicated to offer anticancer benefits, but its action targets and
mechanisms remain obscure. The purpose of this study was to investigate the mechanism of
irbesartan in the treatment of HCC recurrence and metastasis by regulating the transcription and
expression of HMGBL1.

Transwellwas used to detect the effects of Ang Il and irbesartan on migration and invasion of
HCC cells HepG2 and HCCLMS3. Western Blotting was used to detect the effects of Ang Il and
irbesartan on EMT key proteins, Wnt/B3-catenin signaling pathway and HMGB1 protein. Confocal
experiments were performed to detect the effects of Ang Il and irbesartan on nuclear localization
of p-catenin and HMGB1. The binding of p-catenin and HMGB1 was detected by
immunoprecipitation (CO-IP) and chromatin immunoprecipitation (ChlP). The BALB/c nude mice
Xenographmodel was conducted to evaluate the effect of irbesartan on HCCin vivo.

Ang Il was overexpressed in HCC and was associated with poor prognosis of HCC. Ang Il
can promote the invasion and metastasis of HCC cells by activating the Wnt/-catenin pathway.
Irbesartan inhibits the proliferation, migration and invasion of HCC cells by blocking Wnt/3-
catenin pathway and down-regulating HMGB1 expression. In addition, irbesartan promotes
cytoplasmic degradation off3-catenin by promoting its phosphorylation levels, leading to
decreased levels off-catenin in the nucleus. In contrast, irbesartan significantly upregulated
HMGB1 levels in the nucleus. In normal HCC cells, B-catenin promotes the expression of HMGB1
by binding to the promoter of HMGB1 through TCF-4. Irbesartan reduces HMGB1 expression by
blocking the entry of B-catenin into the nucleus. Irbesartan can also inhibit tumor growth in tumor-
bearing nude mice and prolong the survival of patients with liver cancerin clinic.

Our study found a new mechanism of HMGB1 in HCC recurrence and metastasis, and
revealed the mechanism of irbesartan in the treatment of HCC recurrence and metastasis by
inhibiting HMGB1 expression. The in-depth understanding of the relationship between Wnt/B-
catenin pathway and HCC recurrence and metastasis is of great significance for the development
of irbesartan as a treatment for HCC recurrence and metastasis.
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PO-07
Metabolic Factors and Steatosis Increase the Risk of
Adverse Outcomes in Treatment-Naive Chronic Hepatitis B
Patients with Normal Alanine Aminotransferase

Yuting Diao. Danging Hu. Xue Hu. Peng Wang. Xiaojing Wang. Hongwu Wang. Qin Ning
Department and Institute of Infectious Disease

Objective Recent studies found chronic hepatitis B (CHB) with normal alanine aminotransferase
(ALT) still have hepatic inflammation and fibrosis. Some experts even believed that the ALT
threshold for antiviral therapy should be lowered. But the increasingly common metabolic
syndrome (MS) and hepatic steatosis have not received enough attention in this topic. We aimed
to elucidate the impact of MS and non-alcoholic fatty liver disease (NAFLD) on treatment-naive
chronic hepatitis B patients with normal ALT.

Methods The study included 733 treatment-naive CHB patients with normal ALT who underwent
transient elastography at the Department of Infectious Disease, Tongji Hospital, Wuhan, China
from October 2018 to July 2021. In this study, metabolic disorder (MD) was defined as meeting
one or more of the five components of MS. According to whether there was MD and/or NAFLD,
patients were divided into None group, MD group and MD+NAFLD group. Then their clinical
characteristics were analyzed, and the relationship among metabolic factors, steatosis and
fibrosis in treatment-naive CHB with normal ALT were studied. ALT < 0.5 ULN was stratified as
low-normal ALT (LNALT) and 0.5 ULN < ALT < ULN as high-normal ALT (HNALT). Then their
clinical characteristics were analyzed, and the roles of metabolic factors and steatosis in
treatment-naive CHB patients with normal ALT were explored. Multivariate analysis was used to
identify risk factors associated with ALT elevation and liver fibrosis. Transient elastography was
used to evaluate liver steatosis and fibrosis.

Results Among 733 CHB patients enrolled, 23.1% of them had MS, 37.2% of them had NAFLD
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and 5.9% of them had significant fibrosis. With the emergence of MD and NAFLD, the obesity-
related indicators including body mass index, waist circumference and hip circumference
increased. The liver function, fasting blood glucose, blood lipids and blood pressure levels also
increased. Controlled attenuation parameters (CAP) and liver stiffness measurement (LSM) were
also significantly increased. No significant differences were seen in age between the HNALT
group and the LNALT group. The proportion of male patients was significantly higher in the
HNALT group than in the LNALT group (p < 0.001). The proportions of patients with MS,
steatosis and significant fibrosis in the HNALT group were higher than those in the LNALT group
(p < 0.05). In the study population, CAP values increased with the accumulation of metabolic
syndrome components, and LSM values increased with the increasing steatosis grading. Multiple
linear regression showed that age, male sex, aspartate aminotransferase (AST), y-glutamyl
transferase (GGT), hepatitis B virus deoxyribonucleic acid (HBV DNA) load, steatosis and MS
were independently related to ALT levels. When analyzed in the CHB with NAFLD subgroup and
CHB without NAFLD subgroup, age, sex, AST, GGT and MS were significant in both groups,
whereas the HBV DNA load was significant only in the CHB without NAFLD subgroup.
Multivariate logistic regression showed that age (OR 1.049, 95% CIl 1.012-1.087, p = 0.010), AST
(OR 1.059, 95% CI 1.005-1.115, p = 0.030) and severe steatosis (OR 2.559, 95% CI 1.212-5.403,
p = 0.014) were independently associated with significant fibrosis. When analyzed in the
subgroup of CHB with NAFLD, age (OR 1.060, 95% CI 1.006-1.117, p = 0.029) and severe
steatosis (OR 2.962, 95% CI 1.126-7.792, p = 0.028) were still statistically significant, whereas
AST (OR 1.256, 95% CI 1.097-1.437, p = 0.001) and GGT (OR 1.044, 95% CIl 1.011-1.078, p =
0.008) in the CHB without NAFLD subgroup.

Conclusion The additive components of metabolic syndrome exacerbated hepatic steatosis, and
severe steatosis was independently associated with significant fibrosis. In addition, AST levels
may help predict the risk of liver fibrosis in this population. Our study highlights the importance of
screening for metabolic factors and steatosis in CHB patients with normal ALT, which may require
more aggressive intervention.
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Fik UL 2014 4F 8 HZE 2020 4 4 HAEH L RAE M E 8 = R B QB2 NI RRA S 2 5 T
PEG-IFN 8971518 2T DhReia B FH A A &, RZR M35 HBsAg 5 R 5 48 JA IfiliE HBsAg HFH
AR fE R & . SR — 7T Logistic [a A HE4T BdE 70 4 o

GEEL RN HTI NG HBsAQ T3 237 N, 48 J& 241 HBsAg HFH% N 12.66%, HBV
DNA ZMEHEN 1.69%, LMKERELE, 48 F Buﬁv\ﬁf:Eﬁﬁuﬂfﬂﬁ%ﬁﬁwﬁiﬁﬁﬁﬂwﬂﬂﬁﬁo
12 HELL TS HBsAb FHYEZLY 48 A FFENE %N 91.05%, & T IfLiE HBsAb [I1E4H1Y 34.0%,
ERBAG ¥R (2= 11.93, P = 0.001). £ HBsAb [ PEG-IFN 12W % 24W IH,
[y 97 R HBsAb HILLL R & & FILEGIF<12W 4 (x2 = 10.94, P = 0.001), {HEILE
Jr>24 W ER TG L (%= 0.225, P= 0.636). PEG-IFN i5J7 £ HBsAg BH# K
(OR 2.492; 95% ClI, 1.064-5.834, P = 0.035)f1{F2j 54k HBsAb /K*F- (OR 0.4; 95% ClI, 0.248-

0.647; P < 0.001)F14 7 Ak 18 K 4 I8 Wi A (OR 2.592; 95% Cl, 1.086-6.183, P = 0.032) 5 Ifi.i#
HBsAg 5 FH & A R 25 DA O .
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HE CHFHSSE 2T 23 (hepatitis B virus-related acute-on chronic liver failure, HBV-
ACLF) 27N VE R 98 A b DR &8 i DR 288 R (1) S ke P A B b 4 3o 1) 52 R IR IR 2R B A
i JE 2 Wi Ak ia I T SR 2 B8 INHA], T FVE Y7 B9 0¢ D NA% 28 ACLF KAEZ R AW BAE
IE B & A2 ACLF s XU, JE 5 BRI PRARFAE s R ST I P05 VP4 A AL Tl ACLF )R A o

Fig ATHEEAIN AT 2017 4 1 H-2018 4 12 A COSSH (Chinese Group on the Study of
severe Hepatitis B) #ff 7t A1) 1373 {5 £ Al AY & A St R AR A2 B 2 JHF JE A b O A ™ 28 JHH43%
BittERE 2 . FIH LASSO (least absolute shrinkage and selection operator) [5] J5 1 1E 42 fif
/NI H )43 H (orthogonal partial least squares discriminant analysis, OPLS-DA) & 37 Tl
ACLF RAERITGVF A, DX o3 BE . e FE A AR M B — AN 7 T VRN 8T PE 23 A58 1 Tl R4 A
#2558 903 il dE ACLF &:# CRili /& COSSH-ACLF 2 Wibst) : 71 GIFEABL/E 7 KWK ACLF,
831 A KA ACLF, 1 BITEABLGE 5 RAEAE ACLF A2 eiE. M TREAE ACLF 4, K
A ACLF 20 55 25 FHFRs A LU Ag AR 4 FH BT 2 29 W LU BE AR, = HBV DNA R bufil s sy, Siie = 48 hs
B . LASSO-Cox [HlJHF1 OPLS-DA & R x 4 MHET (LIHZLE (total bilirubin,
TB) . HFr#r#EfL L Cinternational normalized ratio, INR) . 5 % % # 2 B (alanine
aminotransferase, ALT) . #&E A (ferritin) ) ZFHM 7 KW ACLF RAMHAETER, FELALK
## 7 COSSH-onset-ACLF /317! (=0.101 x In (ALT) +0.819 xIn (TB) + 2.820 x In (INR)
+ 0.016 x In (ferritin) ) o HPFE4TMl 7/14/28 K ACLF &) C-index (0.928/0.925/0.913) &
FE T HA LA E (CLIF-C ACLF-D/MELD/MELD-Na/COSSH-ACLF/CLIF-C ACLF, p 143
<0.001) . WA IREGEZR T I TR 52 3 TARRHIEh Ze Al 2R 25 B pR B0 v P Ay AR
{28 M B S R B A 7/14128 KT ACLF &k A BAT B TN B . US43 )2 40 T S
HVE I R E X N ACLF kAR RS AV RS AN E IR (26.3/<6.3) o AN UE I — D5
IE T _LiRgE R,

58 LTASCRIS I AT S B AR AN kA ACLF Fk R4 ACLF BB ARG RFFIE . FE
T 4 AHIFETF (TB. INR. ALT. ferritin) FIEvF23 BEAERA TN £ AH A 14 i S Ab e 3
7114/28 K ACLF kA=, MM o] DA I PR TE Y7 Sl FRARRAESR .
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BRI, LT 3R RE I R v 1 AR 5 R A () S B DA O, JLBTTE M (s IR AR 1445 v g
A% BDO i (AR Hg 12 .

G M TIAREIRAR, DLS FREZ AR PR rh e il F] T3 90 A b i 4 g LA S iy 2
THRETENRE KA B IR TR AR, IR O ARRABYE D . 23 M I ARG T TSR B I3 HRF

PO-11
Bl & & H 8RB ERR 5 1 6

B R
JRA N RER BBk L

H €75 2 — P 55 0 10 R AR 25 8L 5 Bk P9 i B iR 51 R I A8, S R0 R T mT LA
AR

Fride W8 K A MR e 2 49 FET It €200 2 LR s R R P 257 (91 R AE

SRR ORBEFHER RO RYE, R, FFIhReR s R Efl, g k& [ >1000ng/ml,
R AR >62%, FHEH CT MAZRESSFE R . R RUNE PR BAE R T 2 512, 4 S0
ABEIZWT L RO PRIE, (NP5 B PRI A SCPUIRRA 1, 1H C BKARAG,  AR4E7 S0 25 FE R PR 44 R
TR . BFE AT, K RKERM RS SREmay, HmmatEitg. B9 %%E
PERF A6 BFPECIRAZZSME . BT S OI MR ARZE, i+ PHC. PHC fERAZ . HFE R, i
HE OHFE R, BEIEAER. RAE LR SL56 5 RN 5% 2246 A 14 757 5 T I €2 209 1 R DAL,
BEIEAIIER, WARIRKEENIE HFE B PHC., B3 B/ AR, WA ThEs, B
RPEHpE, R

590 I M B AT G T TR R R RN, BB A IR B A A B Uiy Vs . [ A
HOE RO VR 1 & 2 A 1 7%, 47k 500ml, 448 AT 50ug/iml, BB AR N T
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AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

20%I0f, FIBCAREERUL 4-6 X, AGY4ERE (8] « AWTEZE, FRAEAAENTY 185 H, 1]
RIS AT B e, (OB W A RE O e . PR . BRARAN A S B B R E
DRLEC I R R AR R S 0, RO AR TR 51 Ry AL, W LEE R A e . — BB
ML BT DhREA TR 22, JF ROV BRI BT . Bk, X — @A, T ELts
Bk B A EE AT O B (0 R YO E R IR AR5 (9] 5 I ELR 200k B 1) — R Rt AT o
THE

PO-12
SR REIEEE PhoP R3F 2 RRRR S (X5 B
Mkl &R e GRkEE KR

VAL, MKW 2,34, HiEF 2,34, 2T 2,34, H45E 23,4, BFE 2,34, BJEC 2,3,4
LY B XN R EE B
2. e RHRE 2 AR 2 % (R 1L )
3. YIRS I R EE B
4. FEYIT P R e 2R S
BH SHOHAERE (SHE) NZEMNZ. BREVEIRARFRE RN, SlkRIEITIE R
ORI PRIE o 217 PR ASE FH PR — 2R 70 1R 24 00 48 B T2 1 P 5 B TR A AR D SR AN B AR, SRR
PeAH I B FET A TR o DRI AR AT 78 4003 4R T I 24 4 %87 1 R B 181 DA B 2B gt A 3 kA FH 1)
B RINETLY/ S
Frik ik FDA REAERIIG R AEDTAE AW R BRTT 2 R MERILIER) “ 2257 25 sl —Fhi
TERIPLE 2590 B e 25 S sl H B /N IR B2 MIC50/90 AR B 2R, DL ZF s flixd % 2=
PEFSER B . TCFLBEER AN L ME KR A B . il 28 o0 56 10 B RN 6 2 AN ST P B R T s AR
Ji )P 465 55 21 s i RH S SRR D VA DN 25 A B A o AR o < 8 o (R A R IS RE s 120, @
PRANGE FAEAREE TR S5 R SL B 26 S o, R 25 e S 24 0 o 2R R SRR E oL, Mg E R
SEDR AR SR iR, IR 25 R EEEAE bR B A VB s 8 B o 2H LA 25 0k 5 USSR B LRI 5
05 196 5 T 245 A O 1) 22 S RIA FE A
SR R IR S b S 2 B R A VR A R AR R AR, R S
FFEE A S5 AR A X S8 R B o R AR R AR s 2R S SR A T v FE R T LA
S 25 ) R AR DR T R, R BEAE R AT LU R O R AR T AR SN R S B SAL13
Al CHS101 i MIC M 3.125 pg/mL FHEZE 6.25 wg/ml, 43R F KR I S50 08 & A4 i %
1) PhoP. PhoU 1 AcpP &L T A SLGAR; 25 X i B 2456 o 22 [ VR K I A i« i 98 i B T B
A S ASEAF B LA MEEE (MIC50/90 #E 50 1 g/mL~200 wg/mL Z[8) , S54MNEZ 7]
CCCP B T LUK MIC FEIK 2-4 f5.
S A SCH IS RS B ) G phoP BRIAAH RIS A T LA R IS5 K saql
TR 22 BPE B R 2 A 1 I 28 o B A B RN 2 AN B A B b iT R 0 A M SR 250 HE HE 1R A A T 3R
B 251 . A2 KBV TT A oA PR B At 1R R R ML AN R JE A
K7 5K, PhoP; A, BEAEACH; S0 GEE BN
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AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

PU-01
MR LI AR S BRI A2 B — 343 E 7T

B
RIEBE BRI 5 — PR e

B B 75 R ER K s A I 1K A R e — 3 SR T SR LI AR AR

FiE ATIREEETEKRR LT RERE, GGG, B PVT BF@Ed TIPS @125
Fi 8F AngioJet #li#2 FERIVGTT, WS T RIFEEE. Zelante S8 &E HH/NE EHE 6mm, JE LR
B (RS EAGEE®) , HA/NT emm I W S8 28 W, TEEh kS & R .
AR Y oK 2078 fE 180°, MG AR TR B M, SE W ME 330°, wddEA AR
15mm ) marker Z [ #—~/N marker ) W 4 i 4 W 77 R o b RO B O R R 24 3 L, A
Solent FEHHEMIA . zelante 5] #EH A MERFEEZ R Solent ML, AoAEREE, XTI
BEHES: 5 Solent MIEAHF . WEZGFHRET, 7T 88— 5B 2 s iy AL 5 Je A0 2R, R B R AR 6
AR MEASHE IR AAE: et — Ik, R BN LR 2T Power Pulse, 1
30min J5 A2 .

o IR N R AL Q) AP e a7 B § 2Py N [ P G M D L

G5 TIPS ZAIT PVT WA RO, AlfE 70%-100%PVT &34 15 ik fiE, AngioJet HURME ke
TERREE BRI N K I N AR 2 S, T DA LB AS . FRE A, X A e
WEA RIFHATT R . B2, TIPS #42MNA Angiodet VG837 PVT Z4&A %%, wRFEZEMAEIR,
P TE Ik R G0 T AR TS BR LR

PU-02
22 AT ZR I R Bk AR FARRIGTT

B
RIELRRR A I R 58 — PR i

B ASORBGEHIR I 1 115 K A T RS [ PR A f 28 158 e Jk T A AT 22 B R DAk 2 RN
AngioJdet W I F AT KIS BEAT IRV, B AR D8 T TRk AR FA R VA )T R Bl PR R -

Jitk &Y, 63 %, LU 3K, RERILITEK. fo R L ab ki ke a8 NN oy A IR AR«
ABE & CT EESW: f R LR IK-T T8Ik T KT A XN 2 R e . 28 CT R IR
SEAEG . R T BFATL ST TR K o R TR0k i 3 ERf kAR R5BR R AngioJet Mike: ARH]
FBKA SRS R, EMIRY 5K, ORI CE SO . ISR T TR K E T U B R B s e, i &
i E R BROR WS o 22 A BN AME SN I T A R 3 M Z L ShHGE AR S R LB k)2 TE A kAR,
B FINS N TR, S 223N Anjiodet A 1ERR R G T 1 iRk 3= AW R b # ikAT 1f
RARRRIATT -

GER I W A RO TR K T e A kAR D, MR, SR R, SR MARALRR
BRI -

5 ASCHRE 2 KT TRk R 1K) Angiodet WARTRIT F B, MM NFAREMERXT i F, 5 5]
SRR IR S HER E L, R T RS BT, I EL R R A e, WA 4 T R T o R E
ARSI R, e TP L XS . TR B HER BN (i AngioJet TRAETARTT I AT
RS, RN SEHL T T TE K . PRIEEMEIR, B T SRR AR I AOE R R A, (AR IR
Bnbiii 7 A
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AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

PU-03
MR N0 Rk SR ERIATTIRER

B
RIEBE BRI 5 — PR e

BB B0 TR R B 20 i 2E K R kA ZE 9697 T TR A R I F R SRS, B AR 2
D P JEFAEE A 1D 0 ik v s FRTYE T SR BRI PR AR 4R

g S, 59 %, DMK SE 2 AT EVFARE. B B O R 30 RAE. AR EFTER
FORFEIESE /N, DA N, JEEKRE, FFREALHE, 2E50F0CE, FFSLmE SR, 7460
B TT#KETHNRE 1.2em, WIERLF, AR, [TEKILREE 19cm/s. FEIkkiiL
TIE(EIEREE 60cm/s,RI:0.79. FEFHIKATE A% 1.1cm. BJE 4.8cm, BEITEKANA 0.7cm, PR
WS EE, EAE LK. L. & B CT SRR/, A tREIA M, R
KA, RBERIRSCE. B S3 BLRRERMAREE L, K/ 15mm, CT{HZ) 51HU, 35m4
=W R, CT {4 53HU. 75HU. 76HU. AT S7 BL/INE SRR M, 240 4mm. JiT
W AMEER WY TRAER . AR, RIS HEEE. IR TG, RILEK. 58 CT &
WrFaE L, BEOK; TIBkE . FFN AL, FPEARERRSL. BT TRKE IR P Sk B e .
F R GR T REFKIC A E A, AR EESEIESR . BRI mER. hkEE
W 4. SR EFRITE. BTA. . A bl &3 ks .

R B AL ER K S S W R, TR R T B FR bk A sk A, B% TIPS YRYT TR
fE, BT MR IR AR TRk e, RIS 3 S JE TR AT oK B8 B Kk, 3B PR R T AT
MRS . GEEAS T FEAEAE IS 00, B TIPS 23V J5 ke 22 S 40 e R D J s i . B e i
JEA OB, HEARERRSL, IR SR BT A AL, @ TIPS . &
AR ER R FE R e, GRS B fif I, 36 G A 13 40 HE I 4k R 3 7

FARFE: BFHME DSA K, AT OHRMEY . AR X XA S Ik X E Ea . 2%F 2k
3ml TAHBERIEX S AT lom & mMAR)G, 186G FHIAHZE N k. Kk, £551 54
BENME S, R ARFZR 3000U+4H# L /K 20ml T &1L, 4FCobra S8 & BEAT#FHKAE e fibrid,
AFCobra SEfMANIG R ESIK, 45F R 380 30mg 5 AT IEMIAL A3 & kg 52, w0 ik =T
M. AXETER, BNLERBETER . GMSAEKXIE 2952 KEHE 3ml FRES)E, 18G
FHRIET TR N EIKRED, N 6F MR, Mg 'S4 55] 5F Mk SEIN T IEEkItiGE R
BRGNS S22, IS S22 N RUPS 100 (COOK) gk #i#m ok Bz Jbk K 351 o 5 ik i i3k N
RUPS 100 (COOK) #ZFHi|EH, S (a8 1 #f ks &2 I T T ko R G N g flE &~
i e ik T VR K e SO, B R, RIS R LT TR KRR A, TR 29K, TCiER
Al . WSR2 RSE THEGER T LTSS, RAREE, BaEsiky KiE
Hi, BHERERARNLE R, FTAREGNZ. WSLHENBRESE TMEHKNE, EHN
29.5cmH20, ZZ#ikE N Cobra FEIFIESE B ik, ERWMEE S o, ERNSE il
[FRZE T sk, SBEKE Cobra SEERBA EHNK, STC MSEMBERM T 2RiE, &Y
W G A T IS i 2 W ER ko B 2 #sH 3Bl (Boston Scientific Interlock 14*30)
T2 B Fp bk P R MR B 2% . STC ' LR B M F KIS R 2 o8 (Boston
Scientific Interlock 14*30) G218 FE N A = R+2E LM FLA 2ml 1T ERYT, BRERHES
Cobra S &R B EF K L IEE kR & BHSE, IWFREXRIEN 2.6m XHSLTH
RIE LKA, T2 BN 6mm*60mm BRIEFE (MUSTANG) 5K 28 il (1)~ ik S I T ik
(AT S, W) WAEAETH 25 J 1B HER g . VE S 428N 8mm*80mm ERFE S (MUSTANG) EF 7248,
B HEREE 3 R 3 223 NI R sh ik 5 T IR S 52 DL 1T ik P T TR 9 2 S N T e ik [0
FIER B NI, FFPENE R A, Todemiie A%, B RTMEKINE, K18 17cm KA,
REE, o3 ARG A BBk I B Bk I 8 S A A ik RUPS 100 ZE il &%, 2 iy Ja ik i
IR AT .

g KA MEN N AT TR A S - A 2E 1 5 R ik ie 28, A U BRI ks %



AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

BERARR B T AT HE I R XU, AR5 TE D70 10 gt K TR FRD LS A A ARG ST B

PU-04
@R R — R IRTT

A
RIELERR 2 R 5 BB

B w B B BA B — 5 BT £ 9 11 B ko AR AT 40 B T 28 TR N B SR D 1) ok T BB IR 5 S R BN R
(LA NIRTT SRS BATIRYT, BT TR AS B TR T SR AR I R AR A -

FiE BEY, 47 %, Db BIEKE 11 H, ERmEE 2 HAEIRARE, AR 0 st R A
JiEE DNA B, HIREAWHENS. BEE LEINME CT 2l A 56, FFE g
JEUE s [T K TG SO g, B i vl ae s T IX R AR e A e . B I ) bk R A
CT i&Wr: [Tk RS, EE RIS IR TN S IR ko B s N Fe 8 i die
FRERTIER. BT BFHRM T TEOE R+ TE R T8+ TR IR EAR: SMmE NG
WIS R, TR ETRNAE R, o WS 7 &I, 15 e R, i
2Pl AF MESHRK S8 RThd I [T K TR R L FR K, SRR AR BUE S MESh K S N
PR TERE, BIES42E N 12mm*80mm ELuminexx I 374% (Bard, USA) 787 T## ik
JEke B

R IR BCE R AR E G WK e Ny, Bl DU RS R RLE . B
R I e s g o R B 0ok 7 T T O AR I 4k s AR K

58 DX B BB AL ST JJ FRIGTT, N PVTT 2 KU SR RMEER R, LRk R—
RHNVGTE K . 8 B RF IR T E IR K . DR R SR A, S BUE T T)F
RIGITHIEHNA 15%~20% [6] , HIREPARIUHEREGM/MET T & AT H# SRR K, F
R B W AMT EARIGIT AT PVTT M7 2tbi, B 6 ANH[7], MepmirF
RIGTT HIT IR AR, IR B M A SR IR S U7 B, ARRM R B R FRE BN,
HORST v SHERERST, FRoRmm S nT LIS s 2123 PO AN [R) 43 24 F8 3R 0 Bebs 20 15 B35 21 HEG, SR i
SRR AT J7, AT DA e 40 B 1) S e R B SR BRI L B R A2 2 . SR AT Tk E T N AN 3
BRI TR R B B NV T B, AR T TS HE n] e PR ZE B 1Tk, et B 11 ok i
TR, (HR S AR I EIE A, A A K T SR AL A%, AT LR 2 S K S i
N (8] RN AT U MR T8 B NRIT B . Bz, SRA A A N J7 2QN 11 & Fok: 1 B I6 4 11 ik
THEENIRTT TR RS, AR BRI S R R R ] TR AR AR, B T R AR
A, I HAFEToU E g oK [l 0 () I /e NANEHE ST B

PU-05
1B M EXMERHFARIGT

5
RHELRRR A I I 58 — PR i

HE SeHed RS KA ER KT 30em HIE R IER M F RGBTSR, NEHEX
JHF IR B2 R SR B I PR AR AR AN 56 7 =

HiE BF, &, 21 %, DEHERREK 1 FR, KA ERMY 2 AN Bk BEE
KA, F, LEWH. LBE/7%E: (AST/ALT) 2.271, (TB) 25.921, (CB) 8.851,
(UCB) 17.071. #A#R: HAMIE R, FHIAH T 10cm &b, B5wTE, WATHE D&KL
MBS, W5m CT Wi FFUEAm EXMY, 25 &I M2 Uk JEEE R T BTt R, R a1
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AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

W ANBRAL . 558 MRI $27R: AR ILE KBS, K/NZ) 326%116%246 =K, W FiAAE L.
MRI i2Wr: FFAM BB, SREfFii e R nrgett R, [aIm-HEURIEIBE AR, FARICF: BUE
MIERASFYIO, EESIE, FEIFEERS L, ZEVFSENIE. NELYI O FFEE R Y,
HIEEREAYIO . Mk JiEoE, REE, FiHAK, REMONAT, S5EBEHRARENE. RyEE
JHEIE o5 A2 9 B ISR . o S B I R 0 R etk 0y, MRS e kWA . TR IR A M R4, W
R, AF4niEEARE . AR, RERAT RS, W R, W ER A sl ik A RSl ik
KBk E T fRHINNRE = f, WA RIRK, K OussLiRvl e S, KRRENE, O
Ui W B EFLE B . WS IHTEIR, BRI, BWsE LT Ak, FEWTEE R, MR
G VIRR k. LA B0 BT AT IR SE R, AFanasdL S iE .. 20 0 BT, HIFF
FEBKER V WSz, WEERRGE ER RS R ERIK T, T RERY, FAEEEE I\ By, B
BIRTFSLf, WEEAA MR, Ll EndoGIA P& B W, kS B AT sLm 258 T, M BT
Fiv BF. BFAEENK. L EndoGIA P& 88 Wil A ik, 5 G35 IR 78 P IR 22 2 BF DD . T
JEIT, BRAFWITH 4484 ki, @A I b, FRRERE b, Jeisah s & iR, 0 ik
A, FAESIE R EEREBILG e . FRRIRETCHIN, ZE5CHTI . A a7 E A
2 30 %, AR LB EIESI M H L, AR AR R s e, R R AR R s 6000mI, H
PRIAI LT M0 2 1400ml. 1) 55 A A i 02 95 2

GEEL PR AR 1R XA 24%22*7cm, BEFIESZ lom & W, RAME
PE, K/ 23*20*7cm, DIHIKLL, Zilg4Rk, MW EEIE RS, BEWME, REFKS, B4R
2R (M) 4Rk 8 .

g8 ZBEE RYUONEEE IR, IR, ATEES BRI R e B A AR i Sl
(18 H O B ZER IR 0%, A 1% B8 3 AR A e b e m IR AL R iy, B R0 i T B K i 88 da i
S EORE PR S R A . IR BIOR BT S FERRS, BEOE CT BEA ISR MRI X592 A JFF RS i s
AJ UL FH X A 2 T BT AR 2 5 T IS P PR AR TR S« B S T 2 SR AS: 1R 47702 T T I 88 1)
SCHERHRIE, (EXFZE B, 5 RE R g AR, FRNZE R AR, BT EENHT
RUIBRIGIT , AIERELFSWON IR .. Har)Oowx TR B R sl a a2, 98 H,
REE T FE P Vi I A DA R R () P PR AR KSR 0 T RIBAE; BbAh, RRERMEREN, BERRME RO,
IRk R, R, MR EAA KT Sem, SRR TR 2R T Sl e AL iR S A X T AR AR E
5 T RIGTT 7RIk EE 4L, MR TIER, DARADEGEAT M, AP 2 mRE TR
DIBRATF¥6 97 FF AR & 20 o W R 0 e T s — 5 B, R IR B BUE DR, i
AT T R LB R TR, % ARATE 1988 A RIRIBEZ G, # vz N AT &8 i va
J7 Y. BACE R G B, BEARERE RL, IRFRUIBRERITEEAT 30ecm BN
ISR B8 T ROTIE AR A T &

PU-06
— BN R ARER 3L 4% 1= % RRERPETR B ) LIRE B B E

TRA
B o — AR

B SN REIH R I EE Z Ik (NTCP) BRI ) LI PR S 3 R 55

FriE BB B B 5T 8 — A IR B JLRHISCIE A DA s IR A I8 I D = SR B 0 Ak A iR R L s
% IRSRIEAIE 8L L, AT AR O SCEREE >T .

SR T)LLEMARHER S, MEEKEERE, AMERESEKERE, TORCH M, &M
RIREEGIVE, HHIE B AR WL RE, BOLIRRINE G LIEM, 25-OH-VitD KB E B IEH .
R R AL Sanger M FEAT L)L SLC10AL RFEA 1 AM4ai& 948, ¢.800C>T (p.S267F) ,
HALREL A F— A e A o AR B A AR SCER, ORI 11 G A R IH R 3 e 12 22 IR SR B R A
NTCP SR 3 BRI RR S R RV TR UAE, 070 & 0 Ml B s, 4B D#=; &
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AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

B TARATIGARRIL, BRIV EE; 2iG 7 REGRG TYIIRIE; NTCP SREER &5 s R
.

Shie ) LEIN I BUAE DAY IE A e IE R I, BlOHE DAARRE B RS i BT A 1ML, 757615 NCTP Bk
Fm T Be: HATCR ARPERIR T 75, M lE R IAEE H @rTAE, e IE IR i o v JIE [ 5 IfL A 2
e A B AT I

PU-07
EREIM8M i &AL R BimmEiaTT RN

RS

TSR B AL e R e

BE TIPSR, IR IUR AT VL YL RR AT, AR BR K S
HBV &iill, Byibgcmidtie, SREEZMm /D AL, LR, 90 (HCC) KAETIH
KR, BGEAE R EMEKA AR, ST 55 EYUR AT 1B KRR P

BIRTT, RS EENEE.

i ME 2021 EAFEN (EERAMRE HBV B 52 52 53 NSt E Ew )Y . RE B/
T 2 BB A 1584 Jifl. BIAWIREY, ALT IEH K HBV B NBER G Bm bl e 4
ZUENUR, ARt e AR, R T B 9R T 1T DU 70 AR AR B 22 N IR R
s, BT SRR, BEEE O EE MR R T, MERrREARAS, FERET
FIAPURERIT NS, (B mitE, —&RIKZ B3 Cit AL

iR XN TRBEERIEAREF AN EWIEN T, LOEMEFFEITRL, R E 3w
BIRIT, DAE—2BUR N HBV JERYLXH AN M 8, Bia B it e, TS v . R AL AR
IR A

50 T Z R B PR T B 2R 2019 R b S 1 2 5 ¥ 48 7 IRIPT £ FF98 B 1038 NORE S A% 7 2524
MIRIRIH . XFT ALT IEHRIMTE HBV DNA FHPEREFH AT 455 5. HBeAg R4&. HBV
DNA 7K B AR i 2 MR 2, TR SR IE VAL, S TEESRT. TR Z
BB TR ER KN, BTV, BUEIEIEH, EEEN, IRRIG SRR, FaEE,
AN T AL A e, H3E HBsAg (+) , IR R, it HBVDNA ffiis
BRSO IR EEIRTT, Biia v KO it R 2B

PU-08
1 BISH AR REER 4% 15 % RAERPETS B ) LIRE B 3Lk E

TRA
B o — AR R

B/ 41 I B2 3L #4422 ik (Sodium-taurocholate cotransporting polypeptide, NTCP) &k [ 775 &
SLC10AL X5 F R AR S 5| JE (1 83 A% M IR A R AR o 28 85 ] AR s DA ot 3] 44 P v JIEL 4 T2
iE, SLC10AL A7l AR IIC IR AT SE4K S, (H NTCP SRESAE B LA PR b J: RIS R g AN
BH 1 o

JriE [BIEE S BT BB ) LRSI B LA s RE B IfUAE Dy 32 B3 L A AN 2F il IR B L 2 22 JIR B P 78 )L 1
1], I AT A OSSR T

SR BI)LLFEMARNET S, MEEKEFRE, AERESLREE, TORCH B, &M
RIFFEHINE, FEAE B AR WA R H, BOILIRIEINE & B iEMT, 25-OH-VitD SR BEIEH .
RRBHAERTRER Sanger AT W& JL SLC10AL J:AA 1 Mali4 938, ¢.800C>T (p.S267F) ,
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AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

HAREYPNE — A  g3fa , MV EJLE 18 AW, HEKKEIER, CEKEL, HHR FREHE.
PL“Sodium taurocholate cotransporting polypeptide deficiency”. “NTCP deficiency” iy U A & il ,
K% Pubmed. Google Scholar ¥ /% ; LABHZEREAHIR ILHE 12 2 JRERFATR". “NTCP SRBE" A H 3
g, BRI, GEERE, R RBAEOORIL 115, Wk 34 F1 B . S FRIEH 5 R
-64 %, H 5 1941, Lt 1641, JLE 2561, A 10 i, NTCP SR 5 R A Frat
FRER MAE (35/35) , A IFAmAHERME (13/35) , 4i4E% D= (11/35) , AST Al ALT
FF1Ei(6/35); BRAH B TTATATIGRRINAL, 19 AEH HIMEE, 2 REE A RRE, 2 48
JUERILAFIER R, 1 I EERIONEKRERS ., BahiEiR, 1 ARINBEE A, 3 REEAIFES
JoT B A RE R B GE . 32 R NG S TR, 3 BIEREFIRNE S RE TEUR:
SLC10A1 HK:[H7As 2650 5 Fh: 43514 p.Ser267Phe. p.Leu35*. p.S267F. p.I88T. p.Asn271Ser.
AT HE R A SLC10AL Z5 51, p.Ser267Phe 7 82.86%, (H4axtt#h. MARRTIEH 13
HEE, R 22 BEFHLEN, BHY R EEARE, FZHIG) AT 09T EFEEDRESC
FEE VN, BE A RAIR . KR IER, (BRI E R & T 1% 1 68 LATHI
JEIR A +HFIEE+HIEE AR, (HFARN &AL /IR,

58 JLE I I DALY IE () S IR URE,  BSOHE DARRRE (1) 45 2 v IE T e IRE, 7R°E% NCTP it
MRl RE;  H pTERr R RIaI T AR, mIEVTRRIMER B AT GE; I R i g ms s FH (3] af i 2
L GBI SR LTI

PU-09
1 fIEERRER TR MAHAERESRAMENREIRS

ML WE. BE
Bli % ZE DR K5 — MR R e (PERIER e )

WHIRE HEDME, HAERGEITNLE 34, R E R EBRMKE 1 A, U EARRFR
AN 2 PR — MR BB B iR TT -

RERPRAE: #HEERE, KSR, BAK. DUBRERREERdy, (CoAmBITE, BEERZRE, ReahtEds ntE:,
AR N3

CWiTiE BUEEGIFEE ARG TR, AR SRR FHXAEGMNRFA, SHU/ MR
BEAR, N2 KEREK, LR REER AR, Sin AR . B L S B, e Som
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R 1gG4 Mot E B9 E AT A (Immunoglobulin G4 -associated autoimmune hepatitis, 1gG4-
AIH) TPl s, IRREEFEN, KIHFEATE,

58 19GA-AIH BEFF &2 i S5 M & (autoimmune hepatitis, AIH) IR, XA I IgG4
TR T = AR B 19 G4 BH A (1) 2R 40 st i 4 A PRI RRALE
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2. KM HE L AREER Cehitkiemizie. T8 iRt 7L

B W N T2 A7 RS TEIT HBV B AT 34 (acute-on-chronic liver failure,

ACLF) EHIIT .

FHiE BT T TN REREAE ICU 2018 4E 1 H & 2021 4F 6 AWA T 86 14 N T
FHAEITHI HBV A% ACLF 3%, B N2 7 BB E iR T4l (RARP BBEA 4D A A
BITH, ICFEANGERLIRIRERL LS 14d MR M AN 26 (IL-6) « AN %=-8 (IL-8) .

BAE T I RFEFEA-10 UP-10) F4ET/KF. WEHHE#E 30d £, 4UiHE 7K
B4k MELD iF5r M N TP IR RIESSEE I . THETRERA AR5, THEEEERH R RS, ARFE
IES AT E T EER BRI . Cox [FIH /T g SR T IR fER 1 25, Kaplan-Meier 351742
T, P<0.05 NZERAGiit2EE Lo

5B BEY7 30d 103 ACLF HBFAE1rss =, 417 63 1, AET: 23 f5l. AET-ZH A4 B 1 e 41
# (TBID « QAT (CR) . PUAEMLESF 11 CAT-ND &M, L IL-6. 4 MELD $F4r. AT AP
HEEZEZS . P NP & pfE 14d B ACLF SB35 48 I IL-6. IL-8. IP-10 /K°F & MELD V¥47,

FEEBESHEH IL-6. IL-8. IP-10 /KA MELD ¥F43 R RS 2 Kk T H ¥G 7 4. Cox [ml)H 4y
i x TBil (OR=1.005, 95% Cl 1.001-1.020, P=0.040) . CR (OR=1.027, 95% CI 1.005-
1.050, P=0.016) . INR ( OR=2.088, 95% Cl 1.178-3.702, P=0.025) . AT-ll 3 *
(OR=0.896, 95% CIl 0.841-0.955, P=0.001) . J&J7fi® (OR=0.226, 95% Cl 0.065-0.780,
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P=0.019) . IL-6 K5 (OR=0.891, 95% Cl 0.802-0.990, P=0.032) . IL-10 K5 (OR=0.919,
95% Cl 0.872-0.968, P=0.001) &M 30d 474 R xR, HF RS IR R
e E KB FH A, WAHEE KA B, RERK AR R ERAFREp R 2R, FPitik
A 2H BB /N B S 2 /N TR R YT A

g N T2 A7 HECAVRIT HBV M6 ACLF S35 1] DL A BUTE B 2 5E A i F FEAIE MELD ¥
53, BN K A AR A I BT AR B RN

PU-13
Therapeutic effect of artificial liver multi-mode sequential
combination in patients with HBV-related
acute-on-chronic liver failure

Xueshi Zhou. TINGTING SU. YUANWANG QIU
Infectious Diseases ICU, WUXI NO.5 People’s Hospital

Objective To observe the efficacy of artificial liver multi-modal sequential combined treatment of
HBV-related acute-on-chronic liver failure (ACLF) patients.

Methods A total of 86 patients who were diagnosed with HBV-related ACLF and underwent
artificial liver treatment were retrospectively analyzed. They were divided into a multi-mode
sequential combination treatment group (referred to as a sequential combination group) and a
conventional mode treatment group. To evaluate the clinical data at admission and the levels of
cytokines such as interleukin-6 (IL-6), interleukin-8 (IL-8), chemokine interferon-inducible protein-
10 (IP-10) and other cytokines in peripheral blood on the 14th day.The 30-day survival period,
changes in cytokine levels, MELD score and atrtificial liver complications were observed in the two
groups. The t-test was used for measurement data, the chi-square test was used for count
data,the rank sum test was used for the measurement data with non-normal distribution, the risk
factors of patient death were analyzed by Cox regression, P<0.05 indicates that the difference is
statistically significant.

Results The survival outcomes of ACLF patients were recorded after 30 days of follow-up. 63
patients survived and 23 patients died. There were significant differences in total bilirubin (TBIl),
creatinine (CR), antithrombin Il (AT-IIl) activities, baseline IL-6, baseline MELD score, and
artificial liver pattern between the two groups. The levels of IL-6, IL-8, IP-10 and MELD score in
peripheral blood of ACLF patients were analyzed on admission and the course of disease at 14
days. The decrease of IL-6, IL-8, IP-10 and MELD score in sequential combination group was
significantly greater than that in conventional treatment group. Cox regression analysis suggested
TBil (OR=1.005, 95%CI 1.001-1.020, P=0.040), CR (OR=1.027, 95%CI 1.005-1.050, P=0.016),
INR (OR=2.088, 95% CI 1.178-3.702, P=0.025), AT-Ill activity (OR=0.896, 95%CI 0.841-0.955,
P=0.001), treatment mode (OR=0.226, 95%CI| 0.065-0.780, P=0.019), postoperative IL-6
(OR=0.891, 95%CI 0.802-0.990, P=0.032) and postoperative IL-10 (OR=0.919, 95%CI 0.872-
0.968, P=0.001) were the independent influencing factors of 30d survival outcome. Sequential
combination therapy can significantly prolong the survival of patients. There was no significant
difference in the proportion of bleeding, deep vein thrombosis and circulation instability between
the two groups, and the decrease of platelet in the sequential combination group was significantly
smaller than that in the conventional treatment group.

Conclusion Compared with the conventional treatment mode, artificial liver multi-modal
sequential combined treatment of HBV-related ACLF patients can more effectively remove
inflammatory mediators and reduce the MELD score, which can significantly improve the
prognosis of patients; and has less impact on platelets.
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236 HIAT N THRITH ACLF B35 . il B3 NBe i py i+ #0 . FFrZhae . B bsbrs #E 1k Ll
(international normalized ratio, INR) . PUBEMLES NI 3 HZE480R, THHEANBER MELD ¥4, Fi
NTHEITfE 30d 5723, 90d A fF4s . tHETRERA tialk, tHETERERA-RTRE, A& IE
BT R TRER AR L . Logistic [R1UH 434 N L HF7 20R1 5 45 R 2 TR 2 .

gR] NTHEIT AR 139 7, 90d LT 63 %1, [FIVA/Hridompritmg ni i&t: (OR=1.118, 95%
Cl 1.082-1.156, P=0.000) & N\ T 7 ar sz K %&; TBIL (OR=1.008, 95% CI
1.004-1.012, P=0.000) . INR (OR=1.109, 95% CIl 1.076-1.505, P=0.025) . AT-lll %t
(OR=0.911, 95% CI 0.881-0.943, P=0.000) . MELD %> (OR=1.090, 95% CI 1.052-1.115,
P=0.034) &5 8 90d 45 /oL s K 2 .

58 PUBLILES N1 V55 ACLF B35 AT N TR I7 R 517 80 58 W T s A AH 51k .
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PU-16
T cell receptor sequencing reveals HCC diversity according
to BCLC stages within liver tissue
and peripheral blood

Yijin Wang. Rui Li
Southern University of Science and Technology

Objective T lymphocytes play important roles in human adaptive immune responses and antigen
peptides recognition via specific T cell receptors (TCRs). Here we determined the TCR
repertoires of tumor, adjacent tissue and PBMC in hepatocellular carcinoma (HCC) patients at
different stages, aiming to give a new insight into disease pathogenesis and guiding immune
therapy.

Methods We prospectively enrolled 30 patients who were initially diagnosed of HCC at BCLC-A
(n=10), BCLC-B (n=10), BCLC-C (n=10), from January 2017 to March 2019 at the 5th Medical
Center, Chinese PLA General Hospital. Multi-lmmunofluorescence by Tyrosine signal
amplification assay was performed in each tumor biopsy to characterize suppressor T
lymphocytes with Anti-CD3, Anti-PD1, Anti-CTLA4, and Anti-LAG3 antibodies. Tissue and PBMC
samples were then analyzed by high-throughput deep sequencing of TCR using the ImmuHub
TCR profiling system. Ethical approval was obtained from the Institutional Ethics Committee.
Results The number of CD3+ cells was increased in BCLC_B and BCLC_C stages compared to
BCLC_A stages, with the BCLC_B stage being the highest. The ratio of PD1+/CD3+ was
significantly higher in BCLC_C than that in BCLC_A and BCLC_B. The number of LAG-3+ cells,
as well as the ratio of LAG-3+/ CD3+ were gradually increased from BCLC_A to BCLC_C stages
(Figl).

TCR were successfully sequenced in 78 samples from 28 patients. TRBV5-1, TRBV20-1, TRBJ2-
1 and TRBJ2-7 were frequently used in all samples, but seemed no difference between HCC
stages. TCR repertoires in tumor tissues are completely different to those in the PBMC, only 4.3%
overlaps between tumors and adjacent tissues, and1.5% overlaps between tumors and PBMCs.
Furthermore, a significant expansion of TCR clonality in PBMC, but not in tissues, were observed
in BCLC_C patients, compared to BCLC_A and BCLC_B patients (Fig2A-F). The results were
further confirmed by analysis of D75 values (Fig2G-I) and Shannon index(Fig2J-L). There was no
significant difference in CDR3 length between different stages, neither in PBMC, nor in tissues.
Hydrophobic amino acids in both positions 6 and 7 amino acids were less used in BCLC_C than
BCLC_A and BCLC_B, either in tumor, adjacent tissues or PBMC (Fig3).

Conclusion Despite the number of tumor infiltrating T cells was increased in the BCLC_C stage,
most of which were inhibitory T cells, indicating unavailing anti-tumor effect. Through a deep,
comprehensive and multidimensional analysis of TCR repertoires, our study found a significant
increase in TCR clonality of PBMC in BCLC_C stage, but not in tumors and adjacent. In addition,
we found that the use of hydrophobic amino acids at positions 6 and 7 of CDR3 decreased at
BCLC_C stage. In conclusion, our findings provide new evidence for future clinical monitoring and
immunotherapy of HCC patients.
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PU-17
Hepatocyte-specific Mas activation enhances lipophagy
and fatty acid oxidation to protect against acetaminophen-
induced hepatotoxicity

Shuai Chen. Haoyu Jia. Bo Yang. Jing Li. Changging Yang
Shanghai Tongji Hospital (Tongji Hospital, Tongji University)

Objective Acetaminophen (APAP) is the most common cause of drug-induced acute liver failure
(ALF), however the treatment options are quite limited. Mas is a G protein-coupled
receptor, whose role in APAP-induced hepatotoxicity has not been examined.

Methods Masl-/-, AlbcreMaslf/f, Ppara-/-, Masl-/-Ppara-/- and wild-type (WT) mice were
challenged with APAP for the in vivo analysis of the Mas-AKT-FOXO1 axis dependent lipophagy
and fatty acid oxidation (FAO), in the assistance of small-molecule inhibitors and agonists. Liver
samples were collected for RNA-seq, proteomics and metabonomics analyses. Living mouse liver
imaging, histological, biochemical, and molecular studies were carried out to evaluate APAP-
induced hepatotoxicity in mice. Human and mouse hepatocyte cell lines were also exposed to
confirm the existence of Mas-dependent lipophagy and FAO in vitro.

Results Mice with the systemic, liver-specific or hepatocyte-specific deficiency of Masl were all
vulnerable to APAP-induced hepatotoxicity. Meanwhile, they exhibited the substantially impaired
lipophagy and downstream FAO, which was accompanied with activation of AKT and suppression
of FOXO1. Besides, the systemic activation of Mas by AVE0991 showed unbelievably ideal
effects to protect mice from APAP challenge, along with the remarkably enhanced lipophagy and
subsequent FAO which were dependent on suppression of AKT and activation of FOXOL1.
Moreover, the protective effects of AVE0991 could be substantially diminished by blocking either
lipophagy or FAO.

Conclusion The activation of Mas on hepatocytes enhances the AKT-FOXO1l dependent
lipophagy and downstream FAQO to protect mice against APAP-induced hepatotoxicity, thus
suggesting hepatocyte-specific Mas as a novel therapeutic target of drug-induced ALF.
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Fik BEiE b s g5 R EEA 2014 4F 11 A 1 HAE 2016 4 10 A 31 H, 2 £, ZFRAMER
W e HAB SRR BRI IR T 120 SRCETE, FrEiei 120 S2EITIRS WG, M Egs, Sk
R K A SR R B RO IR R 0T, R A R ROA AR

SRR SRS R L A S BT 120 MEROE N 15.6%. SRR TR 120 22 EITIR
FHERANNARZE, N 87.1%, SRk PRA REFRRTRE, mH 120 22EIT RS
BT IR BB, WA SR CAET:, IR EI A . SRS A B N R I 3 I AR
AL iR EE, BEEN. Bk, SMEEMIE. S, BTSALIA, 7 himh, SR EE AN
72.7%; SRR PR BRI A — BEWGRR S, PREEAIEEM . M. R A RHE
i, 5 24%.

A B Reih B TR Hh A S A S E 1A R BB T B RE 92%,  100% (1099 A\ R I A2 3 Ak
L, Al SRR R ERm N OB, SN .

G50 AW RS ERE R R AN 120 S22 EITRS BT, EIRGHH RIS R 2w
NERRIEZIGARRR S, ST EE, HEb. Bk, BEEgE. . BT5ALg, 1Th75
M 2RO TR ERVE N E WL, JRRBCA RN BB, (HH B, KKBRE T R AR A
R, MEABRENRR LSRG SR, AT 7 7 R AR, SCRPE AT vE S
PR PR B ERECRIH & X2 Em A, MiZABEEmhGT; JRnseERAE,
FE A6 2™ 5 AN BRI N R .

PU-23
Emergency medical service at a first aid station by
emergency call120 for acute alcohol poisoning
and other kinds of poisoning

Hanyou Xu
Department of Internal Medicine, INTERNATIONAL LIASOM Hospital in Anji , Huzhou city, Zhejiang Province,
China.

Objective In order to promote and enhance the clinical outcome for acute alcohol poisoning and
other kinds of poisoning by emergency medical service, so as to promote the public health,
Chinese quality of life, the well-being, and better social behavior and image, the emergency
medical service at our first aid station by emergency call120 for patients of acute alcohol
poisoning and other kinds of poisoning were summarized and analysed.

Methods By retrospective analysis, from 2014-11-1 to 2016-10-31, all the patients of acute
alcohol poisoning and other kinds of poisoning called for 120 emergency medical service at our
first aid station were enrolled for this research. The new data, new special clinical syndromes,
medical treatment and the prognosis or clinical results were summarized and calculated.

Results The per cent of patients of acute alcohol poisoning and other kinds of poisoning is 15.6%
among the patients of all 120 emergency calls to our first aid station in the research period. And
the per cent of patients of acute alcohol poisoning is 87.1% among all the patients of poisoning.
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There have been 6 dead patients of acute alcohol poisoning when the 120 emergency calls were
done. The most new special clinical syndrome of acute alcohol poisoning is that about 72.7%
suffered patients are lying on the public places with astonished bad behaviors and images, mostly
on the road, inns, or streets. Which the normal public order were disturbed. Another special
clinical syndrome of acute alcohol poisoning is that about one quarter patients are suffering from
traumas and injuries in different degrees by their poisonings induced.

Our research has indicated that our treatments and emergency medical service for the acute
alcohol poisoning and other kinds of poisoning are satisfied by all the patients and their
accompanying relatives. And the patients with only acute alcohol poisoning are not needed
inward treatment as inpatients. And the strategy methods for treatment acute alcohol
poisoning are outlined. Which is different from some habit treatment of acute alcohol poisoning.
Conclusion Our research firstly reported the data of 120 emergency medical service for
poisoning including acute alcohol poisoning and other kinds of poisoning, firstly reported that
about 72.7% acute alcohol poisoning suffered patients are lying on the public places with
astonished bad behaviors and images, mostly on the road, inns, or streets. Which the public
normal order were disturbed. The new finding further displays that the acute alcohol poisoning is
not simply as eating food. Which has not been paid attention to by related workers. But it is a
severe disease which destroys the public health, the well-being, quality of life and strong, and
the social behavior, image and spirit. The research calls for treating it as carefully as possible to
enhance and recover the harming of acute alcohol poisoning, national policy must be created as
soon as possible to prevent and mend the sufferings, and international cooperation is needed as
well as possible to cure the world wide enlarged alcohol poisoning.

PU-24
DPMAS+PE can improve long-term survival in patients with
early and middle stage liver failure

Yanteng Wang?. Hong Li'. Feiyan Wei?, Tian Chang?. Chunging Deng?
1. Shunde Hospital of Southern Medical University (The First People's Hospital of Shunde District, Foshan City)
2. First Hospital of Shanxi Medical University

Objective Objective: The purpose of this study was to compare the short-term efficacy and long-
term survival of plasma exchange (PE) and Dual plasma molecular adsorption system followed
by half dose plasma exchange(DPMAS+PE) in the treatment of early-to-middle stage liver failure .
Methods Methods:A retrospective analysis of 67 patients with early and middle stage liver failure
treated with PE or DPMAS+PE was performed. According to the model of artificial liver, the
patients were divided into PE group (n=42) and DPMAS+PE group (n=25). The main evaluation
indexes were the changes of liver function and coagulation indexes after treatment and the
survival rate of 4 weeks and 48 weeks without liver transplantation.

Results Results:After treatment, the overall decrease rate of TBIL and DBIL in DPMAS+PE
group was significantly higher than that in PE group (62.8+15.9%vs38.2+36.4% .
65.9+16.5%vs45.0+29.6%, P<0.05). The overall decrease rate of pt-s and INR in PE group was
significantly  higher than that in DPMAS+PE group (34.1+35.4%vs12.1+13.5% .
32.7£22.7%vs16.3£18.2%, P<0.05). The rebound rates of TBIL, pt-s and INR in PE group were
higher than those in DPMAS+PE group (44.2+40.7%vs23.5+27.5% . 27.0+29.5%vs3.0£14.6.
31.0+35.9%vs2.5+14.5%, P<0.05). The difference was statistically significant. In addition, the
survival rate without liver transplantation was 52.4% (22/42) and 88.0% (22/25) in PE group and
DPMAS+PE group at 4 weeks after treatment, respectively, P=0.024; The survival rate without
liver transplantation at 48 weeks after treatment was 37.5% (12/32) in PE group and 66.7%
(14/21) in DPMAS+PE group, respectively, P<0.05, the difference was statistically significant.
Conclusion Conclusion:Compared with PE alone, DPMAS+PE can improve the long-term

30



AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG

survival rate of patients with early-to-middle stage liver failure, and it is likely to be an effective
treatment for patients with early-to-middle stage liver failure.

PU-25
EFXFLHAEATLFATNHREGESE
FFIhRESRHR U= B R SR 52

A
A NREER

B B 80 E 7 SCRRIG T AT N AT IR 5858 55 HF Th RS I R2 A

FiE iEEL 2021 4F 12 H-2022 4F 2 A ARVEAT N THHGITI0 60 A FF 35 B3 A7 %, BEAL
WSRO HRA, 2% 30 . WERATEAT N THHAIT BRI 45 F FHR 8 77 S0 Fria T . WD RS 9%
W CCRER IR AV E A EAYCR: SrAaHD Bk E R T B R R SR (20AA) Al 20% A IfiL
B AR TR LS TIE IR AR BN B G

SR MR IT D REAS A 45 R AF e B A T X IR, ZRA G223 L (P<0.05) .

0 R A e N TG RN 0 LS 7R 3697 Re T ThRe FR A 18 2 0 B ks, B AP dkm 7 &
FHHVE TR, BMI AR ABCRTEETE, MIHesia 7 RO . L e & A AR REHER I —P
eSS HHREFRA R EEEH

PU-26
WE M 3% 53 F W% Bt A e Fr R AR B I 3R B #Ria 7T AT X R a
AT =68 & R RTAE I BASURA 33

EBE RS VEOCHE. MREFT. B, kT, DB mER. B 2R
LR S B 55 = R Bt

B 15 70 0UE 112382 5> 7 & Si(dual plasma molecular adsorption system, DMPAS) ¢ H {7 &
I3 & 4 (low-dose plasma exchange, LPE)ifJ7 51 2 JHAH 18 Iin St I 32 35 (hepatitis B virus-
related acute-on-chronic liver failure, HBV-ACLF) H3 1) 2 4 1 A0 251tk

ik ATAEPEIN 2020 4 12 A 1 H#E 2021 4F 12 A 1 H{ERti2Wi N HBV-ACLF &4, Sl fii
PEVEYILEL(L:1) )5, 735 DPMAS 551 LPE 4H(n=48) A1 N R4 & 1497 (standard medical treatment,
SMT)4(n=48); MEPALEH KA TR 4 . 12 FIRAERSN, FEPFRLSE 12 4
BE LT BRI R A%, Wit £ FE logistic AV HT A% 4 A 12 A B 45 KA
M SE IR 2R o

g8 SMT 41F1 DPMAS 751 LPE 77 A B A ML IR R br B A 7 L% (P>0.05). FHiFZE 2 F
i, DPMAS /¥ LPE HEFRIMMHA R, BRNKA. JREFUKFA E EE BT R 050N
(Chinese Group on the Study of Severe Hepatitis B, COSSH) IT ¥/ i 54k i N e B g & T
SMT 41(P<<0.05); FVi % 4 JAK, WHEEMAEIIRIRIEASLT, 2 DPMAS J¥15i LPE 401
COSSH I #4312 A HIiT i #%A (Model for End-Stage Liver Disease, MELD) W43 T SMT Z1(P
>0.05). 5 SMT 4itHtk, DPMAS 31 LPE E#EM 4 FICT-e T kK A F H K (4.2% vs.
16.7%, P=0.045); 7 12 LT B AE KR -, DPMAS J¥ 5 LPE HJREAK, (HZES LS
¥R (14.6% vs. 18.8%, P=0. 584). i#id % K% logistic 73#7, 2 JAKS HBV-ACLF &3 i ki
AN 5 EEAT MELD 373 B R 2k 1A AR 2 2 52 L 4712 J8 T r AL f 6 R 3R (P<<0.05). 4ot 3
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X DPMAS 751 LPE ¥877 J5, HBV-ACLF & MME R T HBLEE N, H 12 BAEHEE 1R
R FACHRAET B R 2 B 1) R Rt R .

458 DPMAS J¥ i LPE 897 %3 HBV-ACLF & 222N, SGEEREM 4/12 FAA%, Btk
RIETHEERER, T LWEANFE Y HBV-ACLF S8 BRI AN TG 70

PU-27
HBV ZL i A E BRI RB B E AN FANE

MEWE et BILPE. TR, ot skaE, EYRIE
FRZIE SN

BE o oREZOTE S EEE (gAnti-HBe) 5 Z R A8 2k i 3% (HBV-ACLF)
BEAELEIA N, 5T gAnti-HBC % HBV-ACLF 55 (P14 «

JrE Bl HT 2017 45 7 A 1 H & 2020 4E 12 A 30 HF L85 R ERB AR 91 5] HBV-
ACLF B IR BRL,  DUS O A2 HBV #E A7 IR % 50 Hil1E Axt BR, Aol 45 2H JL 28 1 1 #L
AL ThRE. BEMINAE. HBsAg. HBeAg. HBVDNA. I FLEZ% SRR, WEAT R4 EE 90d
PAAAED. TR ERHEECRA t AR L THECR R ECR R 7RISR Cox [H1E i
Wi B AR R 2 A7 H KA Kaplan-Meier .

GEE NP fEWEE 90d, ATsEimdl i AEqF 46 9] (50.55%) , JET- 45 4] (49.45%) . Af74i%k4k
gAnt-HBc K P B F ®m T W 10 4 (  4.9440.22log10IU/mL  vs
4.71+0.52l0og10I1U/mL,t=2.838,P<0.01) . AfFH KIET-HEELEMER . R, TBil. SCr. ALB.
WBC. AFP. HBsAg /& HBVDNA Ef&. &fha Mk AmEZER; ALT. AST. INR. PT.
Pr&timmEs n yEtE. PLT. Sk ARR . MELD ¥¥4r. 2/ &3 A f B E 5.
ACLF & % #t 28 gAnti-HBc /K “F 4.83+0.42 logl0IU/mL, & ¥ & T CHB 41 (4.59+0.54
log10IU/mL, t=2.588, P<0.05) A2 HBV # iR & 4 (3.86+0.74 loglOlU/mL, t=8.563,
P<0.01) . Cox [ A3 #ridmIEL gAnti-HBc A 5 Wi & 90d A= 77 1 il it Jh 57 5% i [ 3=
(OR=0.027, 95%CI 0.001~0.696, P<0.01) . #tZk gAnti-HBc il 90d 447451 ROC
i £& 1 AN 0.607 (95% Cl 0.001~0.618) ,IIfi Ft {5~ 4.89 loglOIU/mL . &4k gAnti-
HBc24.89log10IU/mL 1) i 3 R AR A7 & & T 5 46 gAnti-HBc<4.89log101U/mL ] i 2 (X2
=4.655,P<0.05).

g v 52k gAnti-HBC 235 = T18 O K481 HBV #40iREs, %4k gAnti-HBC /& HBV-
ACLF B WG phor e K &, 24 gAnti-HBc<4.89log101U/mL, HBERILREL .

PU-28
Clinical value of liver stiffness measurement combined
with spleen stiffness measurement for predicting
esophageal-gastric varices in patients with cirrhosis

Peng Zhu. LiliWu. Gang Qin
Department of Gastroenterology, Suining First People's Hospital, Suining City, Sichuan Province, China

Objective To investigate the clinical value of liver stiffness measurement (LSM) combined with
spleen stiffness measurement(SSM) for predicting esophageal-gastric varices (EGV) in patients
with cirrhosis.

Methods A total of 98 patients with cirrhosis from October 2018 to May 2020 were enrolled.
According to gastroscopy, all patients were divided into EGV group (n=55) and EGV-free group
(n=43). The general information and laboratory parameter were collected. The LSM and SSM
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value were teseted with FibroTouch®. ROC curve was used to analyze the clinical value of LSM
combined with SSM in predicting EGV in patients with cirrhosis.

Results Compared with EGV-free group, LSM and SSM values in EGV group were both higher
significantly. In EGV group, SSM was positively correlated with LSM (R=0.506, P<0.001), EGV
severity (Rs=0.566, P<0.001), portal vein width (R=0.485, P<0.001), spleen thickness (R=0.562,
P<0.001), and negatively correlated with PLT (R=-0.503, P<0.001). When used to predict the
EGV, the AUC of LSM was 0.748 (95%Cl: 0.602-0.895), the AUC of SSM was 0.798 (95%ClI:
0.666-0.929) and the AUC of LSM combined with SSM was 0.895 (95CI: 0.801-0.989). When
used to distinguish the moderate EGV from severe EGV, the AUC of LSM was 0.756 (95%CI:
0.701-0.831), the AUC of SSM was 0.785 (95%CI: 0.712-0.821) , and the AUC of LSM combined
with SSM was 0.887 (95%CI: 0.824-0.921) for LSM combined with SSM.

Conclusion There was a potential value of LSM combined with SSM uesd for prediction of EGV
in patients with cirrhosis as a non-invasive evaluation method.

PU-29
PEARFEXT B RRTIRRE S ERFFHES

XEREC L, AR L M 2 SRHE L. ARkt SRR FEE L B ERL EFH!
1 B FE RS EERE (R EERD
2. BEMERRHR A2 — MY s R e R e

B B BRI T B 28 38 HIURAT R0 S PRARFALE -

JiiE 0T 2010 £ 1 H 1 H A 2020 £ 12 H 31 H i %5 28 5 K2 74 B 2 e S UL w i 78 i HBsAg B
P 832 144 4,317 HDV-Ag Fl(8k)HDV-IgG £l 3 13 585 i HZ&ULEE 157 # T BRI % &
HI TR AR 22~ 85(53+13) % Horh B 122 fil, etk 35 Bl X T BUAF R FIIRATIRGL I PRAFAE
J BT 28 RKIE A K ILFEma R &R #4747

GEEL T 10 4FEE], T MAF R T4 1. 6% (13 585/ 832 144),2011 4Effitr %y ik 4. 13%(962/
23 289); i AR T 1. 17%(157/ 13 346),2012 4§ A BH 1 e fx 5, 1% 3. 56%(58/ 1 627). %
PR A FE K 66. 24%(104/ 157). PY)1] 22. 93%(36/ 157). i/ 8. 28%(13/ 157). = 1. 27%(2/
157). JLIGAIPEE & 0. 64%(1/ 157). JRTEFLE:18. 47%(29/ 157) 18 LR AT 4 . 23. 57%(37/
157)M2 M EHERTF 4 . 28. 66% (45/ 157) 1@ atEF3E. 27, 39% (42/ 157) AUZEBURAREEITEEAL
1. 91%(3/ 157) Ji Jx VE BF 40 B e o 3 18 a2k J 1 O AR 2 W BMIRAR IR R 1 N Stk I 3R 0 48.
89%(22/48)> 5 K ME 4t MusE 33. 33%(1/ 3)>fHtfk 25. 58%(11/ 43)>12 M E /% 18. 92%(7/
37)>E AR TR AT % 6. 90%(2/ 29)(P<0. 05). H:H1,7. 64%(12/ 157)& 3-AHPEK%;3. 82%(6/ 157)
A HAB G # e AU HCV. EBV. CMV. Logistic [E[H5H7, Eie . &I FERR . milHZ0 2K
i 4 I i P T S K A TR % R R VA ST S R TR 2

S5V I 10 4F, T FFAOR A 54K, PH I SR 5. HDV B 2 I AT 28 30 0 & 2B FFAER R 40 KU,
EAFEM

PU-30
ThEe R R B AIMIR S ERREABE

ARG TLEE S PREEGE. SEWrdh. G4, Ean]. AR, 28
WHL KB MR SE — R R, QM E X E SR E, ERURGEEAOm IR E 0 O, [ 5% GemBe
Holy, SRRSO S I6 PR B RO

HH SR AL I AR S35 e — A R T 7 ik . SRS B ™ AT SRR 1 TR I 32 2
NS, DURENESHT &5 B R MR D BT Rk I PR 77 o HE P 200 0 52 258 4 R BRI 73, [
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IR B e U AR A R RS« RE e VA MO A o S vV PER 7, R4i BBt AAam A
IIREAERFIR AR SRR . AT FLI H (102 1 O S5 U Aot 200 P = 2040 2 3 & A AR I Dh RE MR 2R 48
B, WD RE ST 2% B AR TC IR B P SR RS A () T AT PR RNV AE VR TTVE s D Rt P i sk e
FEptrTRE.

JriE BT FKEETE Triton-X-100 Fl1 SDS e 771 ] £ 56 5 O Bl JH U i 248 B S 28 I3 ik 4H 2457 e
DNA EfE. CT Fl SEM Mg 5577k % e . I KR 58 %8 I e 400 o =2 20 R0 N B 5 ik v Bz 200 it
(Human umbilical vein endothelial cells, HUVECs) . A& %A 785 T4 Chuman bone
marrow mesenchymal stem cells, hBMSCs) F1 AML12 4 il i) & H AT 58 B T 45 14 (1 Th e 2R AT
AE . I RSN MR VPN SRS B S Y R BERR D RE s 8 ELISA RLIIVE AL RS B = AR
BRI 2 A T RE . I 52 AR B A A AH L I3 vty - M B 1) O 0K T REPE R I S B IR A &
TERFRBARPY, VPl ThRE SR 48 B P E VR T 1R

GEEL SB[ IE KAEE 2 Wk HUVECS. hBMSCs F1 AML12 20 B S2HL 1 FFFE fid 48 Pt <2 42 i) o
BRI AR, ME T BEANEBEEDIRE. KR A ED SRR .. Bl
R A5 G L Sty - Bty W) A5 S B T Th R P I 2% B 72 TC I R B N IR SR A, P AS AR s B2 T RE PRI 2%
BRI AEAE I 32 R K B AT /738 100 20%f, XTREZHAY 25 0% (P<0.001) .

g AW T DhRe I R AT R B Y B SR A R . TR A R AR 1) Th e 1 SR AR A AL
PEK T R R AEAFR (R . AHE AN ThREVE S48 B RO AR PR AE T B, o i oAk A s
] AL T AT RE .

PU-31
ETHREASTBREERENERBMAREFEILE HBV-
ACLF EAEMFEYAHRIHLFI

eV L. AL 2 ULER 2. MERER 2. IR 2. mARME 2. BRE S, BR 2
1. GMATLEERE (BN EE RSB » FERR Sl
2. WHT KRB FBE MR 2 — BEB, A RuRisin B X E s, EREGAERRIRREZT b O, EEkRnE
Sty GRS 26 U F) QR O
3. WL R, BR2ARe 25 E BRI TE P

HE ARSI EYERT 323 (HBV-ACLF) J& £ FFAH S8 1 s FE At b H B0 A S T Th e Sk
FEAF: B8 AT B/ A0 2% B 308 I R R AL R R RS AAE, HORIBHLEIATG, oA MR TT . AT
I B AR HE T S 4 2 T F 98 HBV-ACLF AS 8] F A0 26 1 5 2 1 43 1 Bl

FE BT Zd0. BibEtE. FFRF9TH) HBV-ACLF KEAFI, 49N 188 HItEARIFWHIG, 4N
ACLF %t1-41 (ACLF-D, n=50) . ACLF f7i&4l (ACLF-S, n=103) . Hftb4d (LC, n=10) .
B 2 MAT %4 (CHB, n=10) FIIEH A4 (NC, n=15) , H 55 fik:A (ACLF-D, 8;
ACLF-S, 12; LC, 10; CHB, 10; NC, 15) 74N M HAZ AR M T, 53 P AS R 3 )A 3
)RR -

g8 Flratriis, KZ4 ACLF-D & REA—, 5 ACLF-S. LC. CHB EHEHE ST
hResHriEoR, ACLF-D 5 ACLF-S MEEZREEEES 5 R, IERAM. BS54y~
heE. EAM St Eos, SRR, BRI, BARRGR. T RSM S L ACLF
ANEEIA B E PR AR ZEARN . SRR R 2L R W LRGSR IAHE B 7R ACLF-D 5L At FEARA]
(R 223 PE B W B K T R A AT EE B, K WITE ACLF-D K4 B E MR et . RUHRRIGsh A &
B, ZIERRAH. KIS, meEA . IRSRACUTSEIEEE(E ACLF-D yG 30 8H S m, 1 BHARI 2%
WifE ACLF #9rF RIEEEAEH . BT ERoN. XD kR, 23R8 E TIERFE
(ROC) Hh£k /i, KRIUFER VSIGS Rell m X 4 ACLF-D 1 ACLF-S, mI{EN ACLF AN[H#%
VAR T T bR B . (R 2 B RS M N (QRT-PCR) Xt VSIG4 IAMBEIES mRNA
FPaE R, UESE T B S M g R T AR
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g5 5 ACLF-S #Lt, ACLF-D [F#e AR R AR B2 R . 2 F iR 17 Rt ki /e ACLF
AEEE AL /AR 2R O IER, X AE . HBV-ACLF R [A)y6 7 TS mg SR 4t 1 5t WAg . [FIt,
RINVSIGA B T 1E R ACLE TR (14 5Pk 4 F A5 EW

PU-32
THBS1 fZEZFFHEXBMAatRE L KPP BER

Hozeifa Mohamed Hassan!. 9 1. SEfif 12, JT#E L2, &M L2, (FA]A] 2, Phond 2. BkiE 2, 258 12
1. BN (BN =R E R ) i I 2
2. WL R 22 2 B B 8 28 — B A% Jeimisvh B K E st 00 = . B SRR G MR 5075 I PR 125 2% R 0

HE 12nakiF s (ACLF) & —Fhe 18 i 2 ali_b b & Rh e 15 I8 2555 K ™ S IR R SR A 1E
WA Z AT = R E, & ISR & RS (HBV) H#EuS. HBV AH¢
ACLF (HBV-ACLF) Syt ilVil, Ry dEs T, MR EME (50%-90%) , HH K
AL AR B, HSkZ B RCEYRRED . /RN EH 1 (THBS1) #& HBV-ACLF [ {EA
YikrEY), B1E ACLF HHIf e /EH MAE 2. AW B S THBSL 78 ACLF A% HH IRAEH &
bR EVITERE

FiE MR E R ORI RHF T4 (COSSH) RS2 A FF A F B LIEEL 330 ] HBV 1844
JRGLF AN E N4 (PBMC) FEA, 438 HBV-ACLF. AFHE{L (LC). 12 LA % (CHB)
AER SR (NC)4L, FHHEAT#: 4L F 041 (ACLF = 20; LC = 10; CHB = 10; NC = 15), ¥ 5
ZERATEN. ACLF KRBERIAT THBSL ik BB Y rh 4R M AE A HEAT I8 2R AR B 0 #T
HAR A H LA T HL R B 22 s H UL 220 t0 (IHC) Ao T3 Mir i A7 38 IE

28 PBMCs #3J7 Eor, THBS1 Nig iR #MERKIEER (DEGs) , HFIXEE ACLF B
TE iR H 580%™ B EAM, gPCR (ACLF = 110; LC = 60; CHB = 60; NC = 45) if—
WIRIF Tix—45 5. b4k, THBSL Filll ACLF 28 KA1 90 KJjiFEZK [HEREE 437y 0.8438 F
0.7778 (p < 0.05) . THBS1 FXH R G RAEAMP T CILF 2 53 FA%. ACLF kI Al
R AN EAEIER] T THBS1 54058 I AT E - 2 [0 i Bh R e ik . THBS1 ik Jadem 1
INRBITEIER, BT RYEMEE T (CCI2. IFNy. IL-1B 25) KRS, B8 TH AN (L-
10. IL-4. IL-13%%) MIFRIE (p<0.01) , FFFHIET FF4mpd .

518 THBSL ]t 480k e S AT T, rIAE N T ACLF F5s = B AR BE KB 8 0 T S A
FREWD, NI IR S A B2 W AR 7 SRS SR AL 1 B A

PU-33
BETR HBV X8 MB 4 RIBARIESE
5 1B M 4% 3R 4R A Th sE R R M

i et
R PR 2K IR R B

H i W50 iRy HBV #H5S8 &tk i35 (HBV related acute-on-chronic liver failure, HBV-
ACLF) BHEEUE B35 41 A A SR 41 (Dendritic cells, DC) ZhREMIFZM, AR F HAIR IR S 2
PESLIGAR TR .

FiE oL 8 4] HBV-ACLF BH R B2 R FEX A2, OB R S g Ront e = oh il it afe, 4
P ik 53 1k CD1A+ iz 40 L, S R4 i - 5 Wk 40 B 48 7% i B8l ¥ (Human granulocyte-
macrophage colony stimulating factor, GM-CSF) BX& hiL-4 (Human Interleukin-4, IL-4) {&4MF
FEFERSEA) DCs, FFi#t4r DCs i\ faifg . A R REZ: GRIAGELRTT) 84
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M3 A 2Rk CRAMELIR T . AR) SZ MG T A4 (HBV-ACLF BHEEIEE#E)
DCs, /4 DCs #f CD80, CD86, CD83, HLA-DR ik K F¥)7¢ tumEE, ELISA kil DCs
SR T IL-12, IL-6. IL-10 /K7, JRAWREGIM N (MLR) il DCs XF T bk B 40 18 4
iaf=A

ZE38 NiF CD11c Al HLA-DR 14 DCs IR HiAric, Mz DCs 4ifEik 96.4%; SIEHA (g
BEXTHRE ) He#E, A4 DCs %1 CD80, CD86, CD83, HLA-DR #i K V347 Y o i B 2 P&AIG,
DCs 74 7 IL-12. IL-10 EZEW/, IL-6 W%, & T MEgEEIIGE % (P<0.01) ;
A e, AT Ti4L DCs % 1fii CD80, CD86, CD83, HLA-DR ik M -1 5 i fiF . & T,
DCs 7p 4R 1 IL-12. IL-10 B %, 1L-6 b, & T kgt ohRsst s (P<0.01)
FRVET T4l DCs CD80, CD86, CD83 Fik K T Hwe Yo st AR AU Ft i, IL-12. 1L-10 2344
Z, HEHESIMEESR (P>0.05) , & TikEgEEGE ) L2424 (P>0.05) .

g5 LT PR W5 S HBV-ACLF FHEEIE B3 4 A I DCs 4ifuzhae, AFT HBV W15k
MR T D RE ALK

PU-34
E 4R ETS2 R MB M RET M ERNHIMSR

fU3EEE L BCRE L. MR 2. EORMR L. OULER N RORAE DOAERIE L R L BREEGE L. Tt BEE L BN
FAa!
1 WHE KRB RS — Bl AL iz in B 5 s s, [ SR BRI IR RS 220 oL, AL QY B
Sty YRR 26 U F) QU O
2. GMTHFLEEE (GMEEEIEERD R G

B AR BRI N 2L 40 386 22 i 5 B B0 5L K Rl JER 2 (ETS proto-oncogene 2, ETS2) fF
18I0 S T 3 v R AR R TV TS 1 0 AR EMIANE, KIHAE D-GalN/LPS 75 T 1) I 32 v 8 A xf
53k 241 L & )4 FH R

FE (L AREEIE 50 B ACLF £, 19 FISEHRH B E A 14 FI{g R B9 40E L sAZ 4.,
#47 RNA-seq M7 537, FHXF ACLF BE TG HATHE - ¥ ACLF 35708 ETS2 kil ffk®k
B, MAZ A ZERRER TR M. (2) RUEEEN K AAVI-ETS2-shRNA /)N 2 5
FkiES % ETS2, 2RJEHIE D-GalN/LPS /NR ST 3=y, i S AT & D REAH A1 484
FFHZH Q-PCR Faill % 9E R 7 mRNA /K F-%i%, ELISA WA 2% 5% F & A/K TR #RE, HE 4
B TUNEL %o 08 52 B 40 23 58 RE iR I A A i 43475, e A Ab Al s il B R 85 1 1 (high
mobility group box 1, HMGB1)& F/K %K iE. (3) ARURBKINFIH Crispr-Cas9 A ¥y
ETS2 mil&H) RAW264.7 HTaEAMkE, 45T HMGB1 f LPS T-HiJa #: i 4R K 1 M AH 515 5
PR TA, BATH ETS2 78 FT 5 AR 7Y o ok (5 0 40 B 28 RE iR 3208 F & 0 L

L5 (1) ACLF 41 51 R4l faextBalmtt, 4MEIM ETS2 ) mRNA Rik B &, 28 K.
90 RAET- B FH AL EEMEL, ~MEM ETS2 £ mRNA Rk EEWIN. ETS2 mRIAH SKEFE
HARLE, B RERE, EREREIEH . (2) PSR R TR, MifF ETS2 Jo b i T s
T 2H 5 0o} R A A S () I S s S R A A L, R S RESS TR AR T v, AR AL SURN I 14 JORE Rl 1 R0 2
ZH0n, R SORE IR TE AT RS E B N, HMGBL 7E TSI RIA B E 8.  (3) R4k
SIS AE R B oR, D-GalN ff % S 4R HMGB1, 7E RAW264.7 Filils ETS2 A &% i
HMGB1 1 LPS 5 S IL-1B. IL-6 55 44 K13k, i NF-kB LK FF- (2t P65 A% .
g ETS2 2B na kit 2l b 5 WG M ThrEd, HAERS B3 B % ius %
ETS2 @il j/> NF-kB iiHEZZfE HMGB1 75 S0 BG4 I 20 . AR N P ETS2 AT AYE 38 J8E ) M,
it — DI E AR . AHIE TN I 3 08 A R I S AR A TR R B AR, O
oy (G R TEIT B4 1 HT i J7 I
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PU-35
ETRSIREhASE SRR Al R MBI R

JAlE S AR T PRIERE L BRfE L BEVE 2 SRIRMR L. fREe L (ERTA L R L TR R
1R EE B R e —BEfe, AL isin B E s s, B SR BRI IR RS 22 el A YN B
Serhty, JRYAES ISR P F QUE O
2. gMTFLEE (SN BB, R G

B A AE R W W e — A 0T T B, (HZ R T EE S . TR A sZ42 (DLS) 1)
ThRE ML ST RE T2 I O FFUR, 1T 078 10 2 ThRE M AL 2 0 R S A 2 11— AN S B H LBk s 1 1)
W) o I A I R A B A A R S AR AR Ak . ARHIE ST H R R R ON TR K Y R 4
(HUVECs) TE I3 it F2 B RAH 18428 4k, B o] T V70 I ARSI e A, N
Ja SR 3T DLS M REME AL 20 SR SR (R A

JriE 15 B BRI IE AR LS B AR &R R TEIE I HE PBS 2203, 1% Triton X-100 1 0.1%
SDS W7 ERHT 4 Bl b EE 3845 DLS. &1 1#likFAE 1.5x107 HUVECS, 3hasii7Esiiil DLS 1
B K m RO - 5 o FE i A S AT R 0,1,3,7,14 F1 21 R IREFR _HiE R ARE)
HEATHGIN . R E R e (PCA) e/ 3 ) 51 43 A1 (PLS-DA) A1 IE 32 i /) — 36 4 )
A AR 3 (OPLS-DA) IR B 43 HT 4 AR 0148tk . KA MetaboAnalyst 5.0 ${4 e i3k 474X i i i A
BT

&8 7f DLS MEA R BUEIAI 1698 FCHY, Hod 309 MRty 5 %50 i UL .
FF 309 AR A b R B, MEIRET 3 K LG R A RERN, T 3 K5 7
K EiFEHE 26 FhEREEREWY), 7 KRZJGZEFFEEREY LR EIN. PCA fl PLS-DA 4y
Mrist— LB ARSI AT 20 3 AN EL: AT 3 K; 3-7 K; 14-21 K. THAEEEMT A, MmE
E B ERFEEREYEES SN, T8, £ BN ES5NEEREER, $=
BWZ 5D Re & bR . BB LB RINA 2 M ESFEERIEY. Hd, beta-
Alanine 7RI 14 R¥FFPEERIA. ROC 7347 E7R beta-Alanine 7] F R X /7 MEW = B, =&
TH DLS I A0 FE B T TE LE b £

g5 DLS MmN 3 MEL: B 3 K (4NfEIEAE. I8 5 3-7 K (WEEEER ; 14-21
K (DhaeEBEEIERE) - beta-Alanine 7EME Y 14 KAFFEERG, & W0 DI Re M T B )i
TEEYIbRED

PU-36
FREUHRERRBKHIKER LM EE
HERRNERERS

HIBR RIS, e, S
BT NRERRE

B 00 R 5 B A i ik ot s e 288 0t 5 5 9 R TS PR A SR PR S 1 TR 2R B T A

FiE I\ 2018 4F 10 H & 2022 4F 2 FAAE B B FFREAL L5 B Rk i sk i 24 e 3% 89 44, M
P 5B AR AT B W A) 2 15 0 R NI (n=39) K BG4l (n=50) . idat i —MiE il &
WSS bR . P BE AR, BRG] Logistic [R1VH5)HT /B GeAH OC fE e A
E
gEB YL 5T EE, TBIL. HGB. WBC. PLT. ALT. ALB. PT. Cr. Child-Pugh ¥
g5~ WE/KE. MELD V14 SEfetrfifE R 2£R (P<0.05) . [MiEYd 5 oA mLt, i,
Ak ok E AR . AL LN BTIRTT T NSRS T At ¥ E S (P>0.05) o A Logistic [F1H4)
Mriss, BE/K (OR=2.507, 95%Cl: 1.025-4.256) . {t ALB (OR=1.265, 95%Cl: 1.021-
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1.681) . MELD 4> (OR=1.365, 95%CI: 1.102-1.893) &Yk MM G E. 2N
BN IEIMEI TS (n=54) W, fFIERULRIMER N 22 4 (40.7%) . HEFESIER, K
B T IRIT IS SN B=3 A R S AR AL YR IT A R AR B R B . i3E—2D Logistic [A] U5 ) &
TNy VRS R3S B SR A R AL AN 2 T U R A fE R R 2R

i MK, IREAMUE & & MELD V4 AL 838 70 R A2 B B IECR ok i ke i 24 )5 o8 ) e A Dk
e, WEIRIT IR SEURG ML FER R 2, BT R 2 SR YT B R B 1R .

PU-37
D —R{Fx ZRRF R ABXRNB RIS
BENISE &R H M E

UL IR 2. B2 Bt 2. A 2. RS I 20 R 2, Rt
1. WA SRR e G4 B 25T b )
2. WL R B e IR 2 — R Bt
3. GMTHHLERE (& M2ER Y EERD

BE RiTiMdE D SRR 4 BB ARSI I 2 323 (HBV-ACLF) 53512 W7 Al it
JaE A -
F7iE FIF HBV-ACLF 2 Wb [EFRHERT 5. (COSSH-ACLF) A%, FEHLAYA 376 5 HBV AHE 181
JH A R A FERN R, Hor ACLF 4H 142 i, 9F ACLF 4 234 5], 44\ 332 5] 3 A
WuEZd, HH ACLF 4 125 5], 9F ACLF 41 207 #i. th#: ACLF ZiA1dE ACLF 413, AN ACLF
S D RAIKE, FHrHILL 28 d Al 90 d N2 S EIRAEF A AURIEAH B E ) D BAKKT
WEFT D- SR AR At 5256 S H8 b LA TG V20 2 (B A s 8 320 TAERRAE M 28 N AR
(AUROC) ¥l D /KT ACLF 3 28/90 d JHALHEMTHMAE 17, I8 H 58 FHH G 0
COSSH-ACLFs. CLIF-C ACLFs. CLIF-OFs. MELDs #AT . I F M5B S IE 20 %) &5 SR 3k AT 56
15
gER Szl b ACLF 4% D B {A/KF[2588.5 (1142.8, 5472.8) ug/L]53F ACLF 4K
F[1385.5 (612.0, 3840.3) pg/L[fFfEREMZER (P<0.001) . ACLF-3 i E#1 D —5RMAKKF
B 5% & F ACLF-1/2 2% (ACLF-3 vs. ACLF-1, P<0.001; ACLF-3 vs. ACLF-2, P<0.05) . 28/90
dRIEEEN D “RBAOKTFEES TAFHNEE (P<0.001) . D ~HR4A/KT5 5k R A
(PT) . EFrbr#efbbf (INR) « B EREA C & 480 AL S TG 1F4 (COSSH-ACLFS.
CLIF-C ACLFs. CLIF-OFs. MELDs) ®RZFIEMHX. ROC Mt kil, D —RA&HMN ACLF
H3% 28 d 1 90 d FiJ5 ) AUROC 437~ 0.751 (95% CI: 0.649-0.852) #1 0.787 (95% Cl:
0.695-0.878) , HHAhPE B AE AL T B E M ER (P>0.05) . MR¥EL S48 B 2 st I
FHE, 4D ZFARHEL 2651.5ug/L NIl FAERT, FLI ACLF i35 28 d il (14 f5sk B AR S5 23 il
RT3 7%F 77.1%. HMEESUELH IS UE | IS5 R

20 D RMAMRIA/KFE ACLF B h R EH m, [FIFNZ52m ACLF &35 28 d F1 90 d i/ 1Ak
4?%51 =
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PU-38
EREMRRHER-3a £ RFFREX
BB EHREEEPHRERIEREX

PR L. R 2. T 0B 2 R 3 VIEF 2. AR 2, R
1. WA SRR B LA T B 25T b )
2. TR 57 B o e o Je B — = e
3. GMTHLERE (&M= JE R

H 1 it 2B BT 2 A S 18 i 2 T 5238 (HBV-ACLF) i 8 A AR S IR 1 Hilf R = .
¥ FIFH HBV-ACLF i [EZWibrHEI 5T (COSSH-ACLF) BAFI, I FH 2 i PRl 1 Bt v ok B
HBV-ACLF 3%, BB & (CHB) HMEMIEF@ELES (n=5/4D) WiiEEAd 274 A
YA DR A IR AB DO BEA T AN, 38 AR A S5 2 o A RT3 B % 4 B R AR S 3k
BEARERAT 0, FRERRAED, YIPHETH T2 HBV-ACLF I #hrE. I
M0 iE i B Se ER BHE (ELISAY | RS2 E B ERFIEMZE R A (AUROC) 7 #T DA i 2H 41
Yo B2 M 2T AT IRAE, R ILZ I HBV-ACLF B ErREY .

R E I A R U B AR TR R R B, 5 CHB ARIEH X IRAMLEL, H 6 MK 4
HBV-ACLF A RIEKTFEEF &, i vERMREER 3a (MIP-3a) « i AE KR
E-E# . BFED. AKOET 15 FEuEAH i 27 1. Hdr, MIP-3a [ERIAK
P42 132 1] HBV-ACLF &3 . 91 ] CHB &1 72 9 15 % {8 G R & 135 ELISA 364E, 7£ HBV-
ACLF AHrh B ZFmEiEX (45N CHB 41 99.6 5. IEHXTIE4 K 146.9 %, P<0.0001) .
AUROC il L7 MIP-3a 2 Wt HBV-ACLF [, 453878 MIP-3a £ HBV-ACLF &35 1)
RIS /E N X 4) HBV-ACLF fil CHB ks &%, AUROC y 0.995 (95% Cl: 0.990~1.000) .
RYELBFa B e i I AUl 24135 MIP-3a /KFEL 15.2 ng/ml il FE R, X 40 P92 A BER
RGP 7N 95.5%F1 98.9%. ik E R MIP-3a £ HBV-ACLF SKJE AT 21
rRRIANBHTE, 7E CHB SRIF 1 AT ZH VR IE 3 BT 2H 4Urh I8 35 A M

g8 ME MIP-3a /K75 HBV-ACLF REFFEZVIAHIE, MIP-3a 7% /1158 HBV-ACLF 271
MIE 2= bR D

PU-39
ZFF R AT RE P EARETRTS 2.0 lAEIE

EEHL L R 20 BRAHAT 3. LEEEE AL FAFES. RIKS. Bl . EAE L ULEE L. AR L. SSEEE S AT
LUOBRRAR 2, BECEYT. AL S, AL B L. PMRGE L. SOAEAE L RIATE L. BREEGN L. MUHREE L. AL B
WAL wEER O, &mefR O MEES. EFH S, M 101, 4R R
1 WHLRAE B MRS —BEfe, AL Qiisin B 5 st s . [ SRR AW I PR S 22 Je bl s [ AR 4 B2
Sl YRS ISR T E QUE O 2. SN TG BER (B N B R B BE), FEAERE A rhl
3. MR R BRI 5 LB rhty, FFREIRIZYT ST L 4. TR KA 55— B b
5. P RHOR 7 [ 2 27 e Y s B AT S B
6. WL L [FFEER BE (LA P B2 TTke), T PaBE S & IR FE T WL oh o4 B2 45 & R B 16 BORWE 7T i 58
B 7. MERFHE MR 8. LR EE BB 9. WALt )s b
10. WL K2, BR2ARe 25 A My BORBIE FE i A A IR 28— R e T80 Rt
11, WL K2 E-2 A8 2 Ko i8A% 5 R A S 2 0F 7T

HE LZATEmarEitagss (HBV-ACLF) R7EME MR 1 I S o petie, DIasE 3
5 M R A s R IR PR SR A AL STl IREALAIE TE & T LA ARER HBV-ACLF Wi [E
prifE (COSSH-ACLF) M¥iJEvFoy, fdfe H 8 R HERIR ML 20%. wT Ll Ws 02T
INRASE IRV, W& 14 DR R E R IR, AR TIRKN . A0TSR 5
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T B I B e B iU V2, FERH R AT RS a2, DUEIGIREE XS HBV-ACLF 31
PUR IR DAL, SR R02IT T R IE BRI .

FHE B, ATiEMHEAA COSSH 2ty FFRUHEAF R 8 hn Stk FF TR AR s, NI O T
A e PRAEFAE F 9206 28 45 B F T ik 5 HBV-ACLF 35 28 RALT A 5% (K 37 £ 6 IR 25 3 B a3 i s
PEors BRI, Ea X o BEANR E B SR A T VPN TS R HERA PE, X B AT R BT &
Je» BUREPECEE B AR PRAS BT3P 20 LA MR SGIE -

SRR RUIETEGIN 2409 FINE N2 IR kAL B, T COSSH-ACLF 2WitsifE, 74 HBV-
ACLF 41 (n=954) #1 non-ACLF 41 (n=1455) . Z[AZ& LASSO-PSH Z#71% B INR. FFH:HK 7 «

PRGN, SIHZI R MR R FER 6 N E L HBV-ACLF ¥ 28 RALT (IS G AT, ¥
@, COSSH-ACLF lls. —%t: C 8% (C-index) 7»#r &8, COSSH-ACLF lls il &
28/90 RALT:[) C-index (0.826/0.809) &% m T H AT/ (p<0.05) . WEREEMKEL (PDF) 4
Mrisn, 28/90 RAAFMBET B FvEr B HE S REUR /D (45.0%/47.7%) . WAL ST BN,

BT Bl HBV-ACLF &% 28 RIFAETMEZ AL bRk sE 2 i B, (26.0% vs 29.0%, p=0.093) .
X-tile plot 45 % 5 7~x, COSSH-ACLF lIs ##i 7.4 #1 8.4 73K HBV-ACLF & %143y 28/90 KAET:
MK (<7.493) « w1 (7.4-8.4 ) FIENGAL (28.4 7)) , #4lii 28/90 Kk HE BA B# %
5 (fik: 8.2%/18.7%; 1,49.7%/65.8%; 1,76.3%/87.7%, p<0.001) . I8 AH N 5256 45 5
HI6IEH —

i FIHZ H0 954 ] HBV-ACLF B35 G IRFRE, BIEE & 6 MIEIKTEFR COSSH-ACLF lls,
e 7.4 A1 8.4 3% HBV-ACLF Hig %4> 28/90 RAILT-HIML (<7.4 7)) .t (7.4-84 7)) . &
(28.4 7)) MG ABE, HIETEH BB INAEIEM ) COSSH-ACLFs fil CLIF-C ACLFs 5§ T~ J i
PREE VP, A BT TR AL T B2k -

PU-40
ZEZFBHANAESIREEWE RS

MR F=. XM, X, XEPRHE. B
BT 2 3% B ARG R BT H ol

HE ABEE S EE AR B NS IUR I T RS, i HEmE R, MR E LS
H RIS DL A 5 A 0 T Pl AL AR 4

FiE AWHFUEE 2019 4 7 H-2020 4 7 A fERBE AP 218 & BE 2 IR, R GH 1Ak
KGR GRE, ntEal. FERE. P HEBEpRN . SAR@ERE%, 20K mehig. &=
SRR, HEER. LZEMEREERNEZE O EFH A, 255, B SRR . KA
R AR P<0.05 AR RN Z o tEH, 2 B4 O B E PIARURES PR R %
GEEL 218 A ZAE LRI\ AIRERS43 5 1.55041.184 4, A \MIFERS B 162 A (74.312%),\
HIIEH B35 56 N (25.688%). E4 LM B INABEERSA 0 EER . SRR, R, Bk, H
WIBEPIROL SARERIRGL. RN BHE. 255, MEAA BEMZER (P <0.05) ; [FIHHT
TORSCWARE . HE. EFEEE OB ARG 5 R 2 .

g 2O BFE LR INRERS, S & B S AR BT EREE A REEE A
IR el 3 99 A FE A5 7 AE L2\ B A 1R R 2 o
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PU-41
MR AR E RETIARERFSEFREE
TSR IRR R RAMIT AR N RERR

T RET. M. B
JRAHR T 3t P A R BT ot

B BT AR 7 2 17 U T 5 e BT L) PN A e 5 A A 2K R A X el s 78 P JXRSE S R 175 28 o

Tii B R R AR R 127 BIEBORBENT 2083, T ABEIRR A —BBRh, Hod sets X
SRR . AT RN ST A, 6 ) 45 R T S5 h

SRR PN IR AE e SRR T 2 AR R R R AL g4 . SN PR A AT B 15
RA 5378 98.990%. 81.749%. 96.380%. 93.701%. KUMERHFIALT &5k, Rtk il L2
AT NIRRT FAH, DO ST KRR R A RS S RIS R, AL, B
PR ORI R AT MR, ARHRICIERE B 2P -

G5V W RS IR, S R T LA PO AT B BRI 9 AR e SR A W i A AR SCRIR, (HAER
Ady BT, BEAERKENENGE, nS T EREMERNEEZMERE, SMEfkFE,
S RO BORAR R ERE BRI 2 83, 51 BH IEHVGRBR, BRI 5B,

PU-42
@B E AR KSR ERFHIRZEBXERR

XM AEPRAE BRE T XU
AT AL BA IR BT vt

H B PRI TR A B8 2 A B K 50040 fa K o8 &R o

T KA K B R AR A SCRR B3 )5 A iRl 45 %) 2020.11--2021.2 FREEYSCIE i R 4k, i 2 i
TR . F:F Pearson A4 AT I 5 4H S5 1k .

GEEL AEAL R R0 5 K AE 4 (54.876+15.663) 4, FEAEWS. JEfEHh. SCALFREE. MEM. AT
AR RE L AR ER (P<0.05) ; AHEKFEIN (34.378+5.504) 45, TESCALFERE. A%,
Bk, WA, HEREH BB ST #E2ER (P<0.05) ; Pearson M0 HrEon: GG kK 5% 4
KBRS B it 2E & X (P<<0.05).

S0 L B A Bl R, O JE B Ry, B e AR AL A A K, DARFER
D7 iR A B 3 I A SR, AR S K

PU-43
ET Lasso-Cox B3N BTN PRI 4ReE 8 & 19512 F

EH
HAREE AL S R AL B 2 BE B

HE i) R S R Ia M eNE T B E RS R R, A E Kk RS AR Y X 4 T 14T AT
WAL -

FHE W 2012 £ 1 AZE 2016 F 12 AEiie THREFHATHENGITH 547 BlEE R, K
Lasso Bl AfF ks 8 R I fER R &, @2 Cox [RIARR, R T nT Ak, @57 512k

E

S55R Ytk 2012 4 1 A % 2016 4 12 A stz TREIFHEATIMENRIT I 547 Bl B 5Okl R
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Lasso [l E KKK R, @#E2H & Cox BIEA, FEX IR 3HT T iiL, EE7 512k
K. 2559 2 Lasso [IAGHLERFERE . M. AL, MR M8 R/, PALBL, iR
IABR (P<0.05) . IZREAIGUEARR C 8ECH 0.629 Fl 0.626, fELERILR LS, R
IR T BRI LT - R TIARYE Cox [RIERE AL T B 261, 25 SRk AT nT Ak .

g AW T lasso-cox [BI VAR 4 57 T e SR B 261 o 121 28 P 0] 0 25 e S R
JERfERERNBERE — e TR, B mT DURYE R 3 HAR B R KU il 2 AR IR Bl 17 5%
BT TR, DSGE A KIHUE .

PU-44
AMPK activation in response to HEV infection inhibited
viral replication by attenuating autophagy
and promoting innate immunity

o |
a5 BRSO

Other than hepatitis B or C virus infection, Hepatitis E virus (HEV) infection is asymptomatic
or leads to acute and self-limiting hepatitis. However, the mechanism of host-cell defence against
HEV is unclear. AMP-activated protein kinase (AMPK) activation is crucial for the regulation of
cellhomeostasis. We thus investigated the role of AMPK in HEV infection.

Huh-7 cells inoculated with infectious HEV viral particle or transfected with in vitro generated
HEVRNA were used to model HEV infection. Viral replication and gene expression were
quantified by quantitative real-time polymerase chain in reaction (qPCR). Activation of AMPK and
induction of autophagy were assessed by Western Blotting.

We found HEV infection can trigger AMPK activation by phosphorylation of AMPK at
threonine 172by transfecting HEV viral RNA into host cells or inoculating host cells with infectious
HEV viral particle.Meanwhile, HEV also induced autophagy. Inhibition of HEV induced AMPK
phosphorylation with specific AMPK inhibitor compound C dose-dependently enhanced HEV
replication. Conversely, treatment with AMPK pharmacological activator AICAR strongly inhibited
HEV replication. These results suggested that AMPK activation is a potent strategy of host cells
for HEV clearance. Interestingly, we found inhibition of AMPK efficiently augmented HEV induced
autophagy, evidenced by a marked increase in LC3Il/l via decreasing mTOR levels, indicating
AMPK activation upon HEV infection can increase mTOR level to supress HEV induced
autophagy. Our previous study showed that rapamycin, an activator of autophagy by inhibiting
MTOR, has a potent pro-HEV effect. Together, these results suggested that HEV induced AMPK
activation can serve to protect HEV infected cells from autophagy and inhibit HEV infection. We
also investigated whether HEV-induced AMPK activation affects innate immunity. Interestingly,
interference of AMPK activation significantly supressed the expression of a subset of interferon-
stimulated genes (ISGs), which are considered the ultimate antiviral effectors. These results
indicated that HEV induced AMPK activation also contributes to stimulation of innate immunity,
thereby facilitating cell-defence against HEV.

Here we show that HEV infection can activate AMPK phosphorylation, which attenuates
HEVinduced autophagy and increases innate immune signalling. Thus the AMPK activation in
response to HEV infection is critical in host cells for rapid viral clearance by coordinating
autophagic process and establishing persistent antiviral immunity.
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= H5%S ADARL B4 miR-122
1%l HBV DNA EHIHHLEITAF

WLLEE L PIVEMR L. BERE L. ARME L TR L B4k
1 ARA SRR
2. TR R B

HE JE RS I8 W5 PE T (non-alcoholic fatty liver disease, NAFLD) A&k Z BUHF % (chronic
hepatitis B, CHB) &3 [E % WIS AT . 2811, HBV LR I AT AR AR W DR 25 2 18] (i AH
HAERAS A . RNA IRTIE %A 1 (Adenosine deaminase acting on RNA1, ADAR1) 7£ 2%
JH 98 R Je R PR QB TR, CEsEn] 25 HBV K& Hl. {H ADARL f£ NAFLD &3f
CHB "HIEH MR B . A BN AT S HBYV BRI+, ADAR1 1i#E miR-
122 %t HBV DNA & il it ML .

FiiE FEAEER (palmitic acid, PA) AbHEf2ERIA HBV DNA [ ANFHE4IHE & HepG2.2.15 4,

Fy% NAFLD &7 CHB EYLMI4HHufAL, CCK8 Kl AR RIMKEEM) PA XF4RME i, JhL O
Yett S R R AE TS Kl ADAR1T mRNA A1 miR-122 LA & HBV DNA Al HBeAg HFE A Fik

Y ADARL 1875 # T3t ADAR1, Western Blot. RT-qPCR. #J& 5 BT Y iR ME ST, RT-
gPCR il miR-122 ik, # Il HBV DNA Al HBeAg HIZE{k: #%: miR-122 mimics, il
HBV DNA #1 HBeAg 1251k, .

LB PA [WESGEIREAN 0.5mM. PA WFEA 52 (6t RRZLAHEL, PA AbFEZL) ADARL I miR-122
MBI BEACT X4, HBV DNA F1 HBeAg RIEL & TXIEA (P<<0.05) . rfit ADARL,
PA Ab#EZH miR-122 FKikP#{K, HBV DNA 1 HBeAg FKiAHE N (P<0.05) . ¥ 4% miR-122 mimics
Ji,» HBV DNA Fll HBeAg & & E KX 4l (P<<0.05)

4 CHB &If NAFLD 3 FFrs 4k A0 e AR 38 0, (HHEHLHI WA 2. H A SRl 70 1
NAFLD %7 CHB B FUANBR I RIE 78, Sk Z 54 FHLRI R L. AR, AT TERR S
4R, ADARL A fE@E I IF A 8% miR-122 7£ PA 4LH () HepG2.2.15 HiE 240 HBV 5
MYER, v CHB & 3Jf NAFLD HIiGIT H#2 bR %, ADARL mnJRERH CHB & Jf NAFLD [1—/1NF
A& B A Pbs S A 2505 55

PU-46
PETEUEUHRARSRFRRITEH
EAEERITEITA, YUHAITEBURIA

R
TN T 22 7 [E br LIASOM =

B —. W15 1IE4REERSDIFRKREEN, RANED T AR S FIRFREH S TR A
8, REWILEATHEI, WEEAZH, 2020 FE 2021 F, SHFEANFAENTIL, H
WESERATECE . AUTEOR, HREe A T8, £ LJRE, RAERE, HEE T KER
Bl RO, 5TARSEHEBERAN TS MY F8EE, Fole THEHE, —BEURST
BUEHAT AEHER, HRUUhHE, BB AT BORA ZEACEE AR, TfE LR
N GHRFRE TR, #0M R 5053 EE, BIH AT IR, R TBUR SR T BOFIAE 2 17141,
{HH BE B R FUH RGE DA, FEE =4 T S SR B () A 2 iR R R R T A B R R gk,
RO RS, W R VIEAR S T R AR, NAZA 7 @ AT B R T BRI X R — AN EE
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FEFP A BEATAL B B, 4 AT S B ML BOR N RS T S BUE B 2, th AT &R 51
PR T 7 W AL BRI

T3k PR, TAE RSV EOR N G i 2 AR HARRPF o i T A H A R 9 LR N SRRV o
THARWCHIALEE, RS R8I AT BUR WAMT BORR XM — D al AR P A AR TR, A N 5B
FAEUERR, LAk, fEub BIRIONLS, RRRFITALS . RTE, AR RFIEER N G s IR VT A7
TR AR BTN EARN BFEPE ST, GIEEUT RS, SR, NAZA 2l AT B Y
AT BORVA IR — AR A RE AT AC ARt DR 5 AN BRI R -

SR . WE: T REIATVEARNR BN, SFSAT AR N FHRRE TR R AL R
AP AG B G, femd TARRRIRIEARIEOR RE, i 2 U R B < AT AT BURA AT U B
ITREGIEEEM T, KR PA TR N RGP Pr s S e BRI, #0E 780
PR VE 5 THE BRI UR S S5 AT, AIILSAE A R NG, X OMIRPRPF o 8 T+ 3 WAL B, A
BATHE AT EORAZE, BEMRKIRE, THEFAMBE R LW AR, —EHIFTIN N, BUTER
FRVP SR B R WA B, MAZRATBUE AT B A 2 26, R L it ikik s [ IR £ s &b,

gE NI, EZKLL. B, SR, AT EIR N G R ERRR U B R
KeRE, B NZRAT BUE AT BORIA VG, HABSAT Bk T R N SURFR I § S T B,
FATHAT N, FUUCH M E TAT R BATEORARZ S, AW FUNKIEREMEZREX, il

TUHR -
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RUWMNEER HIV §H HCV BE HCV ER R RIGEKRIFE D

ML, SRR L R L BEEL L. Pl b2 RN 3
1.8 B AR — NREEBEUR R H0
2. FERATH R N N R EEBE 2577 R
3. U BB bt s = e Jek e

HE Mo FE HIV &9F HCV B HCV LR R IR PREHE, it 24 HIV &3f HCV
G2 IR K AR AL BRI AR 4 A AR S

FriE KA RIBERF TS, WEEFFHHT 2021 4F 04 H % 2021 4 12 HAEDY 148 v Ll 5% H va ik g B
PURERAITHOBEI I 55 B HIV A 3F HCV B R s, B8, HCV ZFEAL, HCV
RNA & 45 A D he4h

58 55 i kgeEh, DLBMERGLE N (39/55, 70.91%) ; fFEREEME 21~40 % (39/55,
70.91%) ; YL R AR DL K SR A7 N (34/55, 61.82%) , H IR AERE (22/55,
36.36%) . 55 flkgeEd, H 32 HIsER T HCV EE A, FH 23 BILESR, 1E 32 Fl5Em T
HCV Z: 7 B ez A, ORI T 3R, 28R 18 CBHE 1b A | B[ 3 BRI
Rl 6 A, HAPIER 3 AAE (16 B « HCV B IERAITEARNFPER . FES KRG A5 1) o0 A
SIS E X (P=0.350; P=0.893; P=0.765) . 55 fil/&}s¥ g1, HCV K 6 HlKYLE
HCV RNA E &4 (5.79+1.60 log 1) & T HCV 3E[A 1 Y40 (HCV RNA 4.98+1.15 log fE)
HCV 2 [A 3 420 (HCV RNA 5.09+1.58 log {8) ik 22 (HCV RNA 4.35+1.17 log fH)
ESAREZE R TR TFERE X (P=0.111) . HIIREErfabs P A N EEAN . AELEAN. A%
HAUSAHL A HCV JER 1 R, [N 3 AL, JEIK 6 BUL ATk AL 2 [l i £ R B4 it 2
= Y (P=0.165; P=0.321; P=0.905; P=0.104) .

g8 AT IR HIV 438 HCV B4 HCV FE R L IGREFE, T 244 HIV &9 HCV 83
) E M BUR BRI TR, WINBUR SRR AU KIS 5 7 T B EE S MM
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PU-48
Irgm1 812 B S M4 S 1E R AR ALE

A
7N

AL BE RS2 5 = Be i

B Rk GTPase M 1 (immunity-related GTPase family M1,Irgm1) 7 D-% 3L 7L b
(D-GaIN) A g 2 HE(LPS)if T/ B S i I 32 v I AE FH S HLH

Fik ARSI N RISy, shSEE: ¥ C57BLI6 40 XTI, Sk AT EEs(ALF) 4, 4
8 H. i D-GaIN/LPS BEA G S A /N SRS VE I s R s 2H 205 B0 2 M % I 37 e BTG
PRI 7 W52 I A R A0 A (P AR B . A A e Ak . R B2k (Western Blot) BA K SE I & &
PCR(QRT-PCR) il irgm1 7 S T 3 vl it e ik #2 Hh I N S RIA A0 S AHZ o At s e i A FH 5
I € B PCR. [ EIZERI E W (ATG-5. ATG-7. LC3-Il). & &40 T (TNF-a. IL-6).
NLRP3 % 4/Mik (NLRP3. ASC. Caspaes-1) & [1F1 mRNA /KFIFRE; fsesg. hit—>
WEFC irgm1 76 SRR & B TR s ALE], @Rt LPS AbFE AML-12 7 5 HF 40 p i A A5 ) W 52
irgm1. BEWEAKFLLRAEK AR . RS Irgm-/- AML-12, LPS Ab#E Irgml-/- AML-12,£
MiE—30 AWK 2OREKFE NLRP3 R MH/MARIAR L, ME irgml BETI5 FAM AN, H0HR
RE N s A A BB M R (RAPA) ALFE Irgm1--AML-12, M52 & 75 30 #4541 4 R 7 Al
NLRP3 #1M:/MA (NLRP3. ASC. Caspase-1) MRk, #:— Dk irgm1 @i 4% E W Hn s 2
i o

2 NIy

JH v AR 2 KRR, IR ARES, JH/ANHEERTEIERRN, T8 X RIRFEIX A] WK & H
2 PR AN AR LS 20 i 5 G A IR . ALF A2 irgmd 1) mRNA FIE 3R IE KPR S R I S vk
9 0 R FE OB BRI . AT EESE 23R I EA SR LC3-Il. ATG-5. ATG-7 Rk, EWEHH];
NLRP3 % 14/ MAZRIE G

YRS BT AL Irgm1 FIA T AT, LPS B 4005 S AT AL, irgmd i mRNA
R ARIA KT BRAR AR B WK IR A KRR B34 n . @il LPS 403 Irgm1-/-AML-12,
RILE WK E— R, RUEARE T (TNF-a. IL-6) , NLRP3 #PE/ME (NLRP3. ASC.
Caspase-1) #t—51iln. Bid4F RAPA 4F LPS+Irgmi1-/-AML-12, AWK P30, @ T2 %
K1+ NLRP3 %/ Ma ) FRik

2598 rgm1 nE (RN B WEA ] NLRP3 48 1t /MR i 3 T8 Dl 8 48 9 S M
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N FILEPREX A HBY RBIER RHLEIRAZ

S RIEE. FPE. Bl BRIE
EUNS RPN ST S e R e s 7 s S R N A

HE HBV AR E — M FEH AR E R AL DA R, Jaflit, 2FRQHA 2.57 {2181% HBV
G, oo B I R AT R s A BT AR L . E RTRIHT HBV VRYT SRS T2 A8 T- T4
FAZHE (R KU, RAEPMT IR AR S8, EE (R REWIXHEERR cccDNA
FISEHL HBsAg ILiF A3 isAT LRAR I, TR E N A . Ik, it 254
MR IEAE AR . ESEENRE, EICHAYIRZI AT, HBsAg TEREELL. WEEH
RO RET 52 WG LGP 297 ROR TN B U b A 45 6 AR Y, TR 2 el by 2 LA
HBsAg I Z5W) 2R T 181k LR Geh — N BB AT RN 5 17 . AWTFUMEE R HBsAQ, fiF B
FDALEYIE, L2458 i M &k JoA 5T HBV fERIL &4

J5¥E LL HepG2.2.15 fE AR AR, /32 HBsAg E AL TE s, B TiL, Ea4E
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978 MLEWI FDA 254 thifiik t BT HBsAg W& k&Y. #—50HI7E HBV fag #ik
YA M % HepG2.2.15 Al HBV & YL 40 i 15 %) HepG2-NTCP 11§ 1 gRT-PCR, Western blot,
Southern blot Z5 5 AIGIF PR B AR . BB HBV SR/ RARR E3 M PR . o
181 FH XU G B B MR B8 A Real-time PCR gt 6 3 AT I E 4R & HAE L.

GEBL S S IR R IR UC B P BT (3T HBsAg VE I MR 4 3510 o 33— Byl Hopoi 2
ROR, g5 B IRIE SR PHER SN Y 35 0] DL 2B (K HBV RNA, HBsAg #il HBV DNA 7K.
R IR R AR FANLE R LTS Z P vl B HBV B8l FilitE, #0H] cccDNA $#43%, Z M F 55
W T4 3% K -7 C/EBPa.

G AW FAEAR PN AR5 78 IR T ILSORPHET HBV 2Re, WIPIRER T H ROk EE R
Ukl . 7EPT HBV IRIT R, 1F N FDA $LHE 259 B T S35 71 m] RE BN ¥ 1“3k 47

PU-50
Exhausted phenotype of circulating CD8+ T cell subsets
in hepatitis B virus carriers

Daixi Jiang. Shigui Yang
The First Affiliated Hospital, Zhejiang University School of Medicine

Objective Chronic hepatitis B virus (HBV) infection is characterized by the presence of
dysfunctional exhausted CD8* T cells that hamper viral control. The pool of exhausted CD8* T
cells consists of phenotypically and functionally distinct subsets with distinct levels of
responsiveness to intervention. In this study, we investigated the phenotypic heterogeneity of
exhausted CD8* T cells in HBV catrriers.

Methods We enrolled 31 HBV carriers and 23 healthy controls (HCs) in our study. Serum
biochemical markers such as alanine aminotransferase (ALT), aspartate aminotransferase (AST),
and alkaline phosphatase (ALP) were detected using an automated analyser. Peripheral blood
mononuclear cells (PBMCs) were isolated by using density gradient centrifugation. And the flow
cytometry was used to determine the phenotypic distribution of CD8* T cell subsets. Expression
of cytokines such as TNF-a and IFN-y and was detected by quantitative reverse transcription—
PCR, a fluorescence flow cytometry-based immunomicrobead assay and flow cytometry.

Results There were no significant differences in the baseline characteristics between the 31 HBV
carriers and the 23 sex- and age-matched healthy controls (HCs). The frequencies of
PD1*CD8* and TIM3*CD8* T cells were significantly increased in HBV carriers compared with
HCs; the mRNA expression of the specific transcription factors associated with exhaustion, such
as TOX, was higher in the PBMCs of HBV carriers than in those of HCs; in particular, Tfc cells
(CXCR5*CD25") expressed higher levels of TIM3 and PD1 than non-Tfc cells in the HBV carriers.
In addition, among the subsets of Tc cells, the Tc1l7 (CXCR5CD25 CCR6*) subset displayed
increased expression of TIM3 and LAG3 in the HBV carriers. Our findings further showed that
CD8+ T cells produced lower levels of IFN-y, TNF-a, and Granzyme B. Paired analysis of the Tfc
subset and the Tc subset indicated that higher levels of cytokines (IFN-y and TNF-a) were
produced by the Tfc subset in the HBV carriers. Among the Tc subsets, the Tcl7 subset
produced lower levels of cytokines.

Conclusion The Tfc subset exhibited an enhanced exhausted phenotype but possessed some
functional properties during chronic HBV infection, while the Tc subset showed a lower functional
level. The identification of these unique subsets may provide a potential immunotherapeutic
target in chronic HBV infection.
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PU-51
ERENREEREAHEXEREBNEESH

SRAE . XUTF. IFLIAR. BREESS . IPLOg
HAREE RS IR b B4 22 BE B

HE R SBBRERRC (TMT) BRI %A S e PR P B E AR b i Z R m, R
ARG B URE B AT 08T, RRILThRe AR A RE,  BRs ME I R 0t 90 B4 5 LAt

TiE WM G NI FIEEZE, ik B RS VPR AL R A 8 491, IR X RRZAFEAR 3 4,
KA TMT $R IRk 2 7 8 AT B 06 S ImB AW AR AR NS BEAE T, MRESH5NAEY
R EARAE S AR 2741 FZEREARFSEE L (P<0.05) , Ll P<
0.05 H. |log2(foldchange)| >1 [FAR#Ef % H 722 73 RIAH [ 106 F, SxFHRALAHLL, PRSP AHR 4 1
WHEA 12 F, TWHED 94 F. Hb, S5HREEHECH LRERESR 2/, THEREAA 14
Fio ARG B0 Hras R IIX LB AEMRRE R 28 S 5 T ifcis, BRI, RE
PR 4 6 DA S B [E B AR S5 A P2 b 7, IR S i A BB B D 0S S2 4k (PPAR) {5531, JH
[ A, e R A A R P 0 P A e A ) 845 S5 RE A A 505 5 I B B DT AR %

g0 AHEFURI 16 FBARITAH ¢ 22 F & A T R PR PR s R 1, Hoilk— B sk
T AL 25 5 At
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KR A Solamargine $[8 ZFF#Z 0 BEFHimE BT

TOWRN L MR L. g 2L KRR S WAL BBkt
1. RRIH R AN R B
2.8 2 bR WA N REERE
3. TR R A R B 2

HE BRI AR DNA(covalently closed circular DNA, cccDNA) I RFEAFTE A& £ 28k
P MR IE R )RR, HArhum sS4z E ( BR) K49 (NAs) 50 FHE (FN)  TLiEHE
YEF T cceDNA, X — B2 4HTEIT HBV MR IRATE, IRIRVIS = Bei6 & HBV IR LA 22
Yo AR, M2 A RSB R IR S IAE DTS S eSS 0 77 A4S 2 1T 2 AR, 2 KT
FIPUIREEE AL FE L ) e RAE VI BIE SR o AU BT 7T () R AR A ) Solamargine SKIE T &
PN EE R Solasodine HIATAY), & —FhRR BB WL, BAA 2 MAYETE, 7T LEE R

HBV Rz KA B3 1, AR FUHAUE XL HBV 732 1 138 i 8k .

Tk WS TN HBY R difi R, 5K RT-gPCR GNP HBY pgRNA (AR &
. LN EE PCR IEGIZIE % B HBV DNA, ¥IETHETURERRRLEY. RIGH]
H Northern-blot 3&iFE KA LAY Solamargine X HBV RNA 7/K-FII52M . R A% O i 37 Jir B 714
N HRARAEFEFTRL (Enhll BCP) , SR AT B 986 3R B o 2 R &l 2 Hoxd HBV R 811
PRS2 o B fa R AR SR 7 077, IRITR IR G W) Solamargine X T % 0 B 3+ BI1E
FH#E S

g8 SR REIN, B, 18 HBV RUE4HILRT, RIMEAY) solamargine AR IS0, ZHff
M pg RNA K41 LG+ HBV DNA RiAEHE N, HR, L5044 HBV RNA RIAKFHE T4,
T FIRSES, FENIRAMEEY) Solamargine #Ea L0 B8 F, 45 RS H %O 5 B IR
PR RARRKIEFRL (Enhll BCP) JAZ U Ja 8T AR DX AN RASR AL SV . B ia B4R
Ja BT Xk A S B S R T 55T Solamargine 38 i #4 5t KSR ) ZBFAZ O R E T .

G AT, FATRKIMR MG Solamargine 7£— @R L] HBV & i Jo e, ilid
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— RHNIS AL AL HBY AU NALR 31, FFRRFNNE 8 %0 5 3h 5 XS AR S sk A
T-BHWT HBV cccDNA #3%, A RUf )T LT R ITHUR R HE R AN %

PU-53
Etiology and clinical features of end-stage
liver disease of Central China

zhongyuan yang. Zhongwei Zhang. Qiuyu Cheng. Tao Chen. Qin Ning
Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology

Objective End-stage liver disease (ESLD) exhibits heterogeneous clinical phenotypes by
etiologies, which has not been fully elucidated. This current study aims to investigate profiles and
clinical manifestations of ESLD in a multicenter cohort from Central China.

Methods A total of 1425 cirrhotic patients diagnosed of ESLD from sixteen tertiary hospitals in
January 2013 to December 2018 were enrolled. The enrolled pateints included acute-on-chronic
liver failure (ACLF), acute decompensation of cirrhosis (ADC) and chronic liver failure (CLF). All
pateints recieved comparable internal medications. The etiology and clinical manifestations of
each phenotype were evaluated.

Results Of all 1425 patients, 328 were ACLF, 908 were ADC and 190 were CLF. Hepatitis B
virus infection was the most common etiology (51.52%, 49.89% and 38.95%, respectively) among
all the groups. Hepatitis C virus infection (8.54% and 8.23%) and alcohol assumption (10.57%
and 7.05%) were the second and third etiologies of ACLF and ADC, while alcohol assumption
(17.37%) was the second in CLF. A combined etiologies, HBV infection combined alcohol
assumption, were common in CLF (7.89%). Patients with ACLF were more likely to occur in male
individuals. Compared to the ADC and CLF, these pateints also possessed higher levels of ALT,
TBIL, Cr, INR, PCT, Ferritin and occurring of bacterial or fungal infection, hepatorenal syndrome,
hepatic encephalopathy, upper gastrointestinal bleeding, and MELD score, Child-Pugh score and
SOFA score, but with a lower serum sodium and PLT. Significant differences were observed in
the 28-day and 90-day transplant-free mortality rate (ACLF, 29.71%, 51.23%; ADC, 9.66%,
17.97%; CLF, 8.16%, 24.49%) among all entities (p< 0.0001). In addition, patients with CLF
showed a higher incidence of primary hepatic carcinoma compared to ACLF and ADC (24.21%
vs 15.24%/17.17%).

Conclusion ESLD exhibited heterogenous etiology profiles and clinical phenotypes, in which
ACLF manifested higher incidence of SIRS, complications or extrahepatic organ failures, and
lower transplant-free short term survival.

PU-54
#0[5) B-catenin/TCF7L2 R EEHRY SRR 2H BT T cccDNA
R PIEZRESHIBNNEIR

A L PMPEE 2. DI 3L AREE A B S
1. 38 2 £ e A N R B
2. A N REERE
3. FBHIR 2 N REE B
4. TR IR R BR 2 B

B SRR T 255 2 H B m HBV A= di USRI LR 2R RS2/, iR b 25 585

B R0 HBV Az i JE BASE (LT 1 218 R Al
JriE AkL 1. SRR 2. 8 pEB-HBV-puromycin f2 2 M0 R 3. UL FE. g
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v i e

J7ik AN SZGE I AR SE ] R 45 4 3 B-catenin 25 312 fiAE IR, MK T TCF7L2 #EAT T,
#3995 #“J3 3 F-pgRNA-HBV DNA. HBeAg S Hili& 2525, &AM HBY Ehlix—Hit. 1
St Se i BT T A RS HEAS I S, A RT-PCR, Northern-blot, ELISA & Western-blot F
BUSIRE A i e HiE s R, SR T RPURERUR . AT B-catenin BF AR AN
K312 5748 {k (B-catenin mut) ki, 7F HUH7 4, L% HBV promoter Al B-catenin mut J5i
B, SEEHEF TS, R HBV a3l Fiste, #fe S8 28 BAR R AL  HBV AL . 41T
RO, Wit4sET Wnt B-catenin/TCF7L2 [LEH 278 TR i&%, A HBV EHlHLH .
1.1 EIS KA R L 2 a4 s Ik B . KR = A pEB-HBV-puromycin fEdifii R, &
BRI BE R oA RA, LA T IO HH, SHEdyTids 3, 6, 9, 12,
15 RSB RIAH S REZH AN 2 1 2 2 B fe B3 35570, AL A RT-PCR e 20 P9 (1) HBV DNA (1]
&+; Northern-blot JlI5Z pgRNA [{%5; Western-blot, ELISA Kl (AMFRE, TPAHLE
A 0 B MR SOR

1.2 FIAH HUH7 4l &, 7£ HBV JAZIFREMMIE T, ST +3, 3 RaUdEdni, @it
U7 AT 5 A0 U S48 2 (A A 55

1.3 %k B-catenin B4 RN K312 fi7 R4 K (B-catenin mut) Fiski, FFH HUH7 408 %&, 2
MG R ST RIATAL, 3 RIGUCERANA, 8 i o ek 2 B0 R Sl 2 A ET BABT 78 i R 40 0 1 A5
R AAL 2R 8, e AL RE5H B-catenin/TCF7L2 (1) K312 fi fi4hi & e

SR TR WA [F IR LSS 2 d e s, R pEB-HBV-puromycin f2 e MR, #
B R A, BB R ANRA, AT AW, ey TiE 3, 6, 9, 12,
15 KJGUHUBRIZE . S HRZEL AN A [ L4t & i 3535, R B RT-PCR MISE 40N 1) HBV DNA T
& Northern-blot #ll5E pgRNA [f)5 & Western-blot. ELISA &illJs 55588 A MEL, L
A 0 B MR SR

g RAPALAYSEH BB K312 BiaiRe & T Wnt B-catenin/TCF7L2 Lk 4ify, T
T ¥ TCF7L2 XF HBV B3l 1EH, M FES cccDNA-pgRNA RS #e, 4l
HREEE S, EITIHOBF R R B EK,
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Ribosomal protein L23 drives the metastasis of
hepatocellular carcinoma via upregulating MMP9

Minli Yang. Juan Chen
Chongging Medical University

Objective Hepatocellular carcinoma (HCC) is one of the leading causes of cancer-related deaths
globally. Tumor metastasis is one of the major causes of high mortality of HCC. Identifying
underlying key factors contributing to invasion and metastasis is critical to understand the
molecular mechanisms of HCC metastasis.

Methods The expression of RPL23 in HCC was accessed by gRT-PCR, western blotting and
immunohistochemistry assays in HCC cancer tissues. CCK-8 assay, wound-healing assay and
Transwell assay were conducted to test the effects of RPL23 in proliferation, migration and
invasion of HCC cells in vitro. Western blot assays and qRT-PCR assay were performed to

detected the expression of EMT-related markers. RNA immunoprecipitation and pull-down assay

accessed the effect of RPL23 on one of its downstream genes. The orthotopic nude mouse HCC
model was established to explore the proliferation and metastasis of HCC cells in vivo.

Results RPL23 was elevated in HCC and closely related to poor clinical outcomes. Furthermore,
RPL23 depletion inhibited HCC cell proliferation, migration and invasion, while RPL23
overexpression promoted HCC cell metastasis. Mechanistically, RPL23 directly associated with
3'UTR of MMP9, therefore positively regulated MMP9 expression. And increased MMP9 is
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involved in RPL23-mediated HCC metastasis. Importantly, RPL23 silencing reduced tumor
growth and metastasis in vivo.

Conclusion we identified that RPL23 might play an important role in HCC metastasis in an
MMP9-dependent manner and be a potential therapeutic target for HCC tumorigenesis and
metastasis.

PU-56
HBx mediated increase of DDX17 contributes to HBV-
related hepatocellular carcinoma tumorigenesis

Meiling Dong. Xu Wen. JiHua Ren. ShengTao Cheng. Juan Chen
Chongging Medical University

Objective Hepatocellular carcinoma (HCC) remain one of the most important causes of cancer-
related deaths worldly, and chronic hepatitis B virus (HBV) infection is strongly associated with
HCC development, but the pathogenesis of HBV-related HCC still not clear. DEAD-box RNA
helicase 17 (DDX17) is an important member of the DEAD box family which was found play key
roles in HCC development by promoting cancer metastasis. In this study, we aim to investigate
the functional role of DDX17 on HBV and HBV-related HCC metastasis.

Methods The different expression genes (DEGs) in HBV-related HCCs were analyzed in
GSE83148 and GSE38941 datasets from the GEO database and further confirmed by real-time
PCR assay, Western blot assay and immunofluorescence in HBV-infected HepG2-NTCP cells.
Subsequently, the relationship between viral proteins and DDX17 expression were determined by
real-time PCR and Western blot assay. Furthermore, the effect of HBx-elevated DDX17 on HBV
RNAs and HBV DNA were determined in HBV-infected cells by using real-time PCR, Northern
blot and Southern blot analysis, respectively. Additionally, underlying molecular mechanism of its
effect on HBV infection were evaluated by RNA-seq and CO-IP assay. Meanwhile, the functional
roles of DDX17 in vivo were evaluated in a mouse model of HBV infection involving HBV
recombinant (r) cccDNA using site-specific DNA recombination. Moreover, the functional role of
DDX17 in HBx-mediated HBV-related HCC development by using transwell assay. Finally, the
clinical significance of DDX17 expression in HBV-related HCC were analyzed from patient
diagnosed with HBV-related HCC.

Results In this study, we investigated the potential role of DDX17 in the replication of HBV and
the development of HBV-associated HCC. Based on data from GEO database and HBV-infected
cells, we found that DDX17 was obviously upregulated by viral protein HBx. Mechanically,
increased DDX17 could promote HBV replication and transcription via upregulating ZWINT.
Further study showed that DDX17 could promote HBx-mediated HCC metastasis. Finally, the
promotion of DDX17 on HBV and HBV-related HCC were confirmed in vivo. In summary, the
results revealed a novel role of DDX17 in the replication of HBV and the metastasis of HBV-
associated HCC.

Conclusion Our findings uncovered the positive role of DDX17 in HBV replication and discover
DDX17 significantly promoted HBV replication via elevating the expression of ZWINT.
Furthermore, we find DDX17 can also affect the virus protein HBx to regulate the HBV-related
HCC metastasis, indicating that DDX17 has great potential as a therapeutic target for HBV and
HCC therapy.
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PU-57
Development and content validation of a new self-stigma
patient reported outcome instrument for chronic hepatitis
B: A concept elicitation and cognitive debriefing study in
Asia, Europe, and United States

Mondher Toumi!, Jack Wallace?. Chari Cohen®. Helen Kitchen*. Jake Macey*. Hannah Pegram®*. Ashley F
Slagle®. SuWang®’. Robert G Gish®. Qin Ning®. Hiroshi Yatsuhashi®°, Markus Cornberg!!. Maurizia
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1. Aix-Marseille University
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Objective An estimated 292 million people in the world live with chronic hepatitis B (CHB)
infection. Self-stigma, defined as self-induced, internalized negative belief which affects feelings
and function, may have negative impacts on the health-related quality of life and socioeconomic
circumstances of people with CHB. A qualitative study was conducted to develop and establish
the content validity of a new patient-reported outcome (PRO) instrument to measure self-stigma
in CHB.

Methods People diagnosed with CHB in China, Germany, ltaly, Japan, and the United States
were recruited. Each person participated individually in a 90-minute semi-structured interview
(face-to-face or remote) in local language. The interviews included 1) concept elicitation (CE) to
understand the experience of self-stigma to build a CHB-specific conceptual framework and 2)
cognitive debriefing (CD) of draft PRO items to evaluate content validity using methods in line
with the US Food and Drug Administration PRO Guidance and best practice
recommendations. The interviews also explored whether a curative CHB treatment would change
self-stigma related thoughts. Thematic and framework analyses facilitated by ATLAS.ti software
were used to analyze the data. Relevant ethics review board approvals were obtained.

Results Sixty-three people (12 each from China, Japan, Germany, and Italy, and 15 from the US)
diagnosed with CHB participated. Ages ranged 25-71, 39 were female. CE revealed that
concealment, devaluation, shame, marginalization, and social withdrawal were relevant aspects
for the conceptual framework for CHB self-stigma. Some PRO items were rephrased, combined
or removed for relevance or conceptual equivalence following pilot CD. Participants were able to
self-report the frequency (5-point scale) with which they had experienced each aspect of self-
stigma over the past four weeks (recall period). Participants also reported that a curative CHB
treatment would reduce their self-stigma.

Conclusion The results support the content validity of the new self-stigma PRO instrument
including its conceptual relevance, suitability of the items, response options, and recall period.
Psychometric validation is needed to demonstrate the reliability, validity, and responsiveness of
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the new PRO instrument for use in clinical studies to show the effect of CHB treatments on self-
stigma reduction.
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Objective Chronic hepatitis B (CHB) affects patients’ health-related quality of life (HRQoL). To
develop a patient-focused outcome assessment strategy, we conducted a qualitative study to 1)
explore and document the patient experience of CHB, including its impacts on how patients feel
and function, and 2) evaluate the content validity of the Hepatitis B Quality of Life instrument
(HBQOL), a CHB-specific patient reported outcome (PRO) tool designed to measure the HRQoL
of CHB patients.

Methods Patients with CHB were recruited within Barts Health NHS Trust in London, United
Kingdom (UK). Each participant participated in a 60— 90-minute semi-structured telephone
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interview in line with the US Food and Drug Administration PRO Guidance and best practice
recommendations. Specifically, the interviews included: 1) concept elicitation (CE) to explore the
patient experience of living with CHB and 2) cognitive debriefing (CD) of the HBQOL. Thematic
methods for CE data and framework coding for CD data facilitated by ATLAS.ti software were
used to analyze the interview transcripts.

Results Twenty-four patients with CHB (mean age 39 years [range 27-56 years]; n=11 [46%)]
females, n=13 [54%] males); 10 [42%]  Asian/Asian British; 8 [33%)]
Black/African/Caribbean/Black British) living in the UK participated in this qualitative
study. During CE, half of the sample had not experienced any physical symptoms (n=13, 54%).
The most commonly reported symptom was fatigue (n=16, 67%) (feeling tired, weak, and lacking
energy). The predominant impacts of CHB appeared to be on patients’ emotional/psychological
wellbeing; patients felt depressed/down and reported having low self-esteem/confidence. In
addition, self-stigmatization (n=18, 75%), including the need to conceal their CHB from others
(n=14, 58%), negative thoughts about themselves (n=8, 33%), and the expectation of social
avoidance from others (n=7, 29%) was reported. Patients described several impacts on their
social functioning, including having to take precautions to avoid transmission to others (n=13,
54%), having a reduced social life (n=6, 25%), and the impact of CHB on the attainment of life
goals (n=6, 25%). Patients also described impacts on their relationships including their role within
their family (n=6, 25%) and difficulty dating/starting relationships (n=5, 21%). During CD, the
conceptual relevance of the HBQOL items was confirmed; all items were endorsed as relevant by
at least a third of the sample and items that assessed worry about disease progression,
transmission, worsening health, flare ups, and life expectancy were endorsed as relevant by 85—
100% of the sample. The HBQOL lacks a recall period, but most patients expressed that recall
periods of seven days (n=21), two weeks (n=19), 24 hours (n=21), and one month (n=19) could
be easily used to report their experiences of hepatitis B. Overall, the item wording and response
scale/options were understood, and participants were able to use them appropriately to answer
the items.

Conclusion Patients with CHB experience emotional and psychological impacts, fatigue, social
relationship issues, and self-stigmatization. The results support the content validity of the
HBQOL for use with this population, including its conceptual relevance, item wording, and
response options. A clearly defined recall period should be added to the measure to enable
measurement of longitudinal change during clinical trials and participant recommendations can
inform this.
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Objective With the development of direct-acting antiviral agents (DAAs), The kidneys
transplantation from hepatitis C virus (HCV)-viremic donors into HCV negative recipients has
grown. The objective of this comprehensive analysis was to evaluate the efficacy and safety of
DAAs in kidney transplantation from HCV-viremic donors to negative recipients.
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Methods Multiple databases were searched for a systematic and comprehensive up to February
2022. The primary outcomes included the percentage of sustained virological response at week
12 after the end of treatment (SVR12), adverse events (AEs; any grade) and severe adverse
events (SAEs) as the endpoints. Publication bias was examined by using funnel plots and
Egger’s test.

Results Sixteen studies with 454 subjects were included in the study and the pooled estimate of
SVR12, AEs and SAEs rates were 100.0% (95%CI: 99.2-100.0), 1.9%(95%CI: 0.0-4.9) and 0.0%
(95%CI: 0.0-1.5). Subgroup analysis showed that pooled SVR12 rates were 100.0% (95%CI:
99.6-100.0) for genotype (GT)la and 96.3% (95%CI: 83.3-100.0) for GT2; 100.0% (95%CI: 98.9-
100.0) for DAAs treatments, 100.0% (95%CIl: 98.2—-100.0) for prophylaxis subgroup. Egger’s tests
showed that no publication bias was found in this study.

Conclusion This comprehensive analysis showed the high efficacy and safety of DAAs in kidney
transplantation from HCV-viremic donors to HCV-negative recipients.
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PU-69
Nomogram established on account of Lasso-Cox
regression for predicting recurrence in patients
with early-stage hepatocellular carcinoma

Qi Wang
Beijing Youan Hospital

Objective To investigate the risk factors for recurrence in patients with early-stage hepatocellular
carcinoma (HCC) after minimally invasive treatment with curative intent, then to construct a
prediction model based on Lasso-Cox regression and visualize the model built.

Methods Clinical data were collected from 547 patients that received minimally invasive
treatment in our hospital from January 1, 2012 to December 31, 2016. Lasso regression was
used to screen risk factors for recurrence. Then we established Cox proportional hazard
regression model and random survival forest model including several parameters screened by
Lasso regression. An optimal model is selected by comparing the values of C-index, and finally
visualized the model and plotted a nomogram.

Results The variables screened by Lasso regression including age, gender, cirrhosis, tumor
number, tumor size, PALBI score, and viral load were incorporated in the Cox model and random
survival forest model (P<0.05). The C-index of this two models in the training sets was 0.629 and
0.600, and was 0.626 and 0.608 in the validation sets, respectively. So we finally chose Lasso-
Cox regression model, and the calibration curve in validation set performed well, indicating that
the model built has a better predictive ability. And then a nomogram was plotted based on the
model chose to visualize the results.

Conclusion The present study established a nomogram for predicting recurrence in patients with
early-stage HCC based on the Lasso-Cox regression model. This nomogram was of some
guiding significance for screening populations at high risk of recurrence after treatment, by which
doctors can formulate individualized follow-up strategies or treatment protocols according to
predicted risk of relapse for patients to improve the long-term prognosis.
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PU-72
Impact of COVID-19 Pandemic on Mortality Rate of Liver
Disease in the United States: A Population-based
Study, 2010-2021

Xu Gaol. Fan Lv?. Xinyuan He!. Yunyu Zhao . YiLiul. Jian Zu?. Linda Henry3. Jinhai Wang!. Yee Hui
Yeo*. Fanpu Jit. Mindie H Nguyen?
1. the Second Affiliated Hospital of Xi’an Jiaotong University
2. VG250l R
3. Stanford University Medical Center
4. Cedars-Sinai Medical Center

Objective The pandemic has resulted in an increase of deaths not directly related to COVID-19
infection. We aimed to use a national death dataset to determine the impact of the pandemic on
people with liver disease in the U.S, focusing on alcohol-associated liver disease (ALD) and non-
alcoholic fatty liver disease (NAFLD).

Methods Using data from the CDC WONDER platform of the National Vital Statistic System, we
estimated the age-standardized mortality rates (ASMR) of liver disease between 2010 and 2021.
We used joinpoint regression to assess the trend of mortality. Leveraging prediction modeling
analysis based on trends from 2010-2019, and predicted mortality for 2020-2021. By calculating
the difference between observe and predicted mortality rates, we quantified the impact of the
pandemic on people with liver disease.

Results Among 624,693 chronic liver disease-related deaths between 2010 and 2021, ASMR for
ALD dramatically increased between 2010-2019 and 2020-2021 (annual percentage change
[APC] 3.5% to 16.6%, P<0.01), leading to a much higher observed ASMR (per 100,000 persons)
than predicted for 2020 (15.67 vs.13.04) and 2021 (17.08 vs.13.41). ASMR for NAFLD also
increased during the pandemic (APC:12.3%), the observed ASMR of 3.11 in 2020 to 3.31 in 2021
were both higher than the predicted rates of 2.64 in 2020 and 2.80 in 2021. While the rates for
hepatitis B and C decreased (APC:-2.0% and -4.1%). Notably, the ASMR rise for ALD was most
pronounced in non-Hispanic Whites, Blacks, and Alaska Indians/Native Americans (APC: 11.7%,
10.8%, 18.0%, all P<0.05). For NAFLD, the racial ethnic groups with the steepest ASMR rise
during pandemic with APCs of 11.9%,11.9%, 12.9%,13.1% and 10.9% in non-Hispanic Whites,
non-Hispanic Blacks, non-Hispanic Asians, Hispanics and American Indians/Alaska Natives,
respectively. The ASMR rise for ALD was particularly severe for the 25-44 age group (APC:
31.1%, versus 13.8% and 11.2% for 45-64 and 265, all P<0.05), which were also all higher than
pre-COVID-19 rates (all P<0.01). For NAFLD, while significant change in trend was observed
mainly for the youngest group (2018-2021 APC 13.5%), the older groups have had steady rise
since 2010 with the 265 group having the highest ASMR change (2010-2021 AAPC 15.9, 95%ClI
14.1-17.8, P<0.05). Additionally, we found the observed ASMR to be significantly higher than
predicted levels for all age groups for ALD. The sharp rise during the 2019 to 2021 period was
observed for both males and females for ALD (2019-2021 APC 15.7% for males, 18.2% for
females, both P<<0.01) while the ASMR increase was steady throughout the whole study period
2010-2021 for both sexes for NAFLD.

Conclusion ASMR for ALD and NAFLD increased at an alarming rate during the COVID-19
pandemic with the largest disparities among the young, non-Hispanic white, non-Hispanic black,
and Alaska Indian/Native American populations.
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PU-73
The molecular mechanism of ENPP1 upregulating LMNB1
acetylation modification in inhibiting the anterior genome
promoter transcriptional activity of HBV

Xinping Mal. suofeng sun'?. shuangyin han'?
1. zhengzhou university
2. A N REER

Objective Hepatitis B virus (HBV) infection is a major health problem affecting approximately
300 million people worldwide.Although prophylactic vaccine reduces new infections, there is still
no cure for chronic hepatitis B (CHB).As the first evil of primary liver cancer, at least 80% of liver
cancer in China is related to HBV infection. How to interfere with HBV virus genome transcription
is the key to overcome hepatitis B. At present, there are few studies targeting HBV PgRNA.
ENPP1 is able to hydrolyze cGAMP as a second messenger in the immune response, activating
interferon signaling, so ENPPI may be associated with native immunity triggered by HBV
infection.This project investigates the regulatory role of the host factor ENPP1 and the interacting
transcription factor LMNB1 in HBV replication and transcription and its molecular mechanisms,
enrich the regulatory network of HBV by host factors, and contribute to the development of new
antiviral drugs based on this mechanism.

Methods With ENPP1 overexpression and knockdown by transfection of pcDNA3.1-Flag-ENPP1
plasmid in Huh7 cells and siRNA targeting ENPP1, and pUC19-HB-Bj plasmid after 24h, western
blot verified the effect of ENPP1 overexpression and knockdown and the effect of ENPP1 on the
expression levels of HBsAg and HBcAg, the effects of overexpression and knockdown of ENPP1
on HBV pgRNA were determined by RT-gPCR. A series of HBV promoter and mutant plasmids
were constructed, and the effect of norkidney luciferase reporter on the expression of ENPP1 on
the activity of HBV promoter and HBV Enhll / BCP was determined by ENPP1. ZDOCK and
PyMOL software were used to predict the interaction between ENPP1 and LMNB1 and key amino
acid sites, pcDNA3.1-Flag-LMNB1 plasmid in Huh7 cells, and arrilla luciferase reporter assay
tested the effect of LMNB1 overexpression on the activity of HBV promoter and its mutants.
Acetylation omics analysis of differential changes in LMNB1 acetylation after HBV infection, then
mutants associated with LMNB1 acetylation sites were constructed, and kidney luciferase
reporter assay tested the effect of overexpressing LMNB1 and its mutants on the activity of the
Enhll / BCP promoter.

Results Overexpression of ENPP1 reduces the expression levels of pgRNA and HBCAGg;
knockdown of PRP19 promotes the expression level of pgRNA and HBcAg; ENPP1 suppresses
the activity of HBV Core promoter and Enhll / BCP, but ENPP1 does not directly target the
promoter Enhll / BCP region,There is an obvious interaction between LMNB1 and ENPP1, with
the key amino acid sites: Asn98, Argl106, Argl09 of ENPP1, and Glu446, Asp448, Asp450,
Arg455, Asp512, and Glu525 of LMNB1.LMNBL1 interacted with the promoter Enhll / BCP region
to inhibit the promoter activity, and the simultaneous overexpression of ENPP1 and LMNB1 was
more inhibitory to the promoter activity than single plasmids. Acetylation omics analysis showed
that the acetylation levels at 111K, 261K and 483K of LMNB1 were reduced compared with
controls, and the promoter activity in the LMNB1 and the 111Q and 532Q groups, and the 111R,
261Q, 483Q and 483R groups were restored compared with the LMNB1 overexpression group,
suggesting that the LMNB1 acetylation site may be the target of LMNB1 acting on the promoter.
Conclusion

By interacting with LMNB1, ENPP1 up-regulates the acetylation levels of LMNB1 protein at 111K,
261K, and 483K, promoting the recognition of LMNB1 and inhibiting the HBV promoter, and then
downregulates the expression of pregenomic RNA and HBcAg.
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Fiik WAL ERL KRS58 — R 2018-2021 iR Mg HCV BE ik R 7RI MER . Fl . X
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g5 . AST 7K. HCV RNA21061U/ml & CHC B35 &4k LC ek K2 HCV

63



AR R B IR A R R RAR AL . BRI R 5 I PRI TTE R AR 2 X WG
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Transcriptional regulation of GLIS2 in hepatic fibers

Zhenguo Liu. Huanyu Gong. PengCheng Zhou. HaoYe Zhang. LiMin Chen. YangMei Zhou
the Third Xiangya Hospital of Central South University

Objective The aim of this study is to investigate the biological function and regulatory mechanism
of Glis2 in hepatic fibrosis.

Methods Bile duct ligation (BDL) liver injury mice model and TGF-pB1-activated hepatic stellate
cells (HSCs) were used as in vivo and in vitro models of fibrogenesis, respectively. Histological
changes in human and mouse liver tissues were assessed by H&E, Masson and Sirius Red
staining. Fibrotic markers a-SMA, Desmin, P75NTR, and CoL1Al were detected by quantitative
real-time PCR (gRT-PCR), immunohistochemistry (IHC) or western blot. CCK-8 and EdU
incorporation assays were used to assess cell proliferation. Cell migration was monitored by
Transwell assay. Bisulphite sequences PCR (BSP), Chromatin immunoprecipitation (ChiP), RNA
Binding Protein Immunoprecipitation (RIP) and RNA pull-down assay were used to identify the
DNA methyltransferase and INCRNA responsible for Glis2 promoter methylation. fluorescence in
situ hybridization (FISH) and Immunofluorescence(IF) were used to detect the expression levels
and localizations of IncRNA MALAT1, Glis2, DNMT1, a-SMA, and Desmin.

Results Significantly decreased mRNA and protein expression levels of GLIS2 were found in
liver samples from patients with different degrees of HF or cirrhosis (n=6), mice models (n=5)
constructed by bile duct ligation (BDL), and the activated HSC cell line (JS-1), respectively.
Functional studies have shown that up-regulated GLIS2 significantly inhibited the activation of
HSC cells, and effectively alleviate BDL-induced HF in mice. Results of mechanism investigation
indicated that down-regulation of GLIS2 was related to the DNA methylation modification
mediated by DNMT1 in its promoter region, leading to the failure of HNF-1a, a liver-specific
transcription activator, to bind to activate GLIS2 transcription, which ultimately led to the decline
of GLIS2 expression. Further, IncRNA MALAT1 was screened and proved to be associated with
the enrichment of DNMT1 in GLIS2 promoter region, to which HNF1a could no longer bind and
play a transcriptional activation role. Over expression of MALAT1 significantly offset the inhibition
of JS-1 cell activation and BDL-induced HF caused by GLIS2.

Conclusion In conclusion, this study supports that GLIS2 is necessary to maintain the resting
state of HSCs. The decreased expression of GLS2 under pathological conditions may be the
cause of the occurrence and development of HF, of which the mechanism is related to MALAT1-
mediated DNA methylation modification.
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dB/m FRIR S Wi AT PR AR AR DS AR T T o S b PR PR I Ik 7= T 75 S 1 IR 26 A i 2 K o
LEEL 8 4 (13.3%) “METEIEgRE @ FibroScan il H MAFLD [EHE, BAREA St FF4r4E
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tho 16 (32%) ZPEE I GDM. UEURFH ARWGAH I i 17 93 18 28 15 oA AH DG 14 i i JHE i A8
AR IR PR R AR (50% vs. 29.5%, p=0.37) %A MR D ER. A5 R
FHE g, KA IR R R M CAP Y/ F X8 % (11.1423.3 dB / m vs. -
14.9+26.0 dB / m, p= 0.004) FERALHIEEEAREG I (0.6£0.2 kg /X 0.4£0.2 kg /)&, p=
0.04) .

GER U R A AR A F RS I 1) 4 g S AR R O 1 i i P75 5 S b PR 1) S R B G 2R
RESRAAR B I N o] B 5 MR 523 1) CAP VR4 AR LAG 5%, CAP VR4 BT BT A2

PU-82
BNEYHRBEENEFTELEF THMRHER

DA B, R, BEE. B, WEd-r
i 7 ZE B R 5 — M R R Be (PE R R e )

B RAERE: DR B IE RN, FralREAR. ERVCHFH %,

FiE VM IRV . EM AT (PG-SGA)  EFRENKTH A /15 (NRS-2002)
N2 S5 & AR AR I FR FR 5 7 VR VP A

R EFRTE: e, METRR. BNESR END) . BAVER (PN | ERIEES.
2 THRENSMERE, NIRKIRESE.

PU-83
METTL3 Increases Expression of HK2 to Induce Glycolysis
of Hepatic Stellate Cells and Promote Liver Fibrosis

Guangcong Zhang. Xiangnan Yu. jimin zhu. taotao liu. ling dong. xizhong shen
Zhongshan Hospital, Fudan University

Objective In the present study, we investigated the potential mechanisms of hepatic stellate cell
(HSC) activation, which enhances liver fibrogenesis. We aimed to identify whether activated
HSCs increase glycolysis, which is regulated by hexokinase 2 (HK2), and whether this signaling
could serve as a therapeutic target.

Methods We conducted studies with primary human LX2 HSCs, mouse HSCs, human cirrhotic
liver tissues, rats and mice with liver fibrosis (due to bile duct ligation [BDL] or administration of
carbon tetrachloride [CCI4]). Glycolysis was suppressed in cells and mice by administration of a
small molecule antagonist of HK2 (2-Deoxy-D-glucose 6-phosphate disodium [2DP]). Cells were
transfected with small interfering RNAs that knock down HK2 or methyltransferase-like 3
(METTL3), a N6-methyladenosine methyltransferase.

Results Upregulation of HK2 protein and enhanced glycolysis were early and sustained events
during HSC activation and accompanied by enhanced expression of fibrogenesis-related genes;
incubation of HSCs with 2DP or knockdown of HK2 inhibited their activation and proliferation.
Mice with liver fibrosis after BDL had enhanced hepatic HK2; injection of 2DP immediately after
the surgery prevented HSC activation and suppressed the severity of liver fibrosis compared with
mice given vehicle. HK2 expression was enhanced in fibrotic liver tissues from patients compared
with non-fibrotic liver. Mechanistically, METTL3 directly interacted with the 5/3'UTR regions of
HK2, then further stabilized HK2 and promoted the glycolysis signaling. METTL3-mediated HK2
stabilization relied on the m6A reader, insulin-like growth factor 2 mRNA-binding protein 2
(IGF2BP2). Knockdown of METTL3 in LX2 cells rescued the upregulation of HK2 level and cell
activation. Livers transfected with AAV6-shMETTL3 had suppressed HK2 and fibrosis after BDL
or administration of CCl4 compared with mice injected with AAV6-shNC.
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Conclusion Fibrotic liver tissues from patients and rodents (mice and rats) have enhanced levels
of HK2 and glycolysis, which are crucial for HSCs activation. METTL3 enhanced HK2 expression
by stabilizing its mRNA. Inhibition or knockdown of METTL3 or HK2 suppresses HSC activation
and fibrogenesis in livers of mice.
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