PEEZFRE+—REERSIE x'IE"TEﬂS
SECERSIHKHARERFAS

11" National Symposium for Chronicity & Severity of Liver Disease

W 48— R Tl R (R i Ph 164 &

183

D E
20215F488=

EDEN: PERS
$ME¥%@%ﬁH“A

BDEN: BEFEEXRZE-WEEE
R AFZIEA D KR

il ."..'.:3'_"}’]1?‘ IT} l I "I,-=,. i . o
, LMMW: 7" Hat s




BRI ZE

INFECTION ONLINE

- BT A A M
- R E 2%

G BRI 7,0 EEERK
RAR mRMEETERNS TaIN/E L EE 1 H s tETHLNEEER
$ =X
Y manemsamnssss HisREN

—| B BA R AR AIDS,

HEAE. RS AN

== HiR5iEmE
_—) RS R SR TR

PR

“

H R HEA I




H x

BXRE
OR-001
OR-002
OR-003
OR-004
OR-005
OR-006

OR-007
OR-008

BRI
PO-001
PO-002
PO-003
PO-004
PO-005

PO-006

PO-007
PO-008

PO-009
PO-010

PO-011

PO-012

PO-013

PO-014

JEFASEA SR AR S0 R8O R I IRE P i PRARFAGE Mg
Histopathological improvement and application of P-I-R score in hepatitis C virus patients after
successful therapy of direct-acting antivirals. R R YIS

Dicoumarol, an inhibitor of NAD(P)H:quinone oxidoreductase 1 (NQOZ1), blocks cccDNA
transcription by promoting degradation of the hepatitis B virus X protein ----------------- Py WORIE]

Transcriptomic analysis of a porcine serum-based model of acute-on-chronic liver failure in rats-

Hozeifa Mohamed Hassan,Qun Cai,Xi Liang %
Antibiotics exposure in acute-on-chronic liver failure disrupted gut microbiota, induced hepatitis

inflammation and reduced survival rate Wi, 5 Bk 4e 55
TR T 96 o 480 13 1 2 0o i S S 4 K 5 M smeta, 43 A7 My i, 7k SCE A IS
ZRTHASSVERTREAL £ 3 k28 HBV FRBE T 8 38T KU LI
NA 23018 L 8 NK-Treg 4 A i 538 2% ¥4 52 K H 51 PRIT RO

LRI PR T JEA, Bk, AR A

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

MELD-Na score as a predictor of 90-day readmission in HBV-related decompensated

cirrhosis A, AN, 5 7 A 2
PICT1 FE[A X 2 U 46 9 55 52 1] B I 3 5 PR AT T2 RE
L TJIT 4% 975 3500 5 JFTF JIRE 2095 F4) T P 228 IR 3R B S B AN IR AR AE. - ik B EA KK

PolyG i@ id FWE4N 32 14 MARCO /15 TLR3-TRIF-NF « B S22 [ B Gl ML T 9 S0 - 4207 =
Renal safety in HCV infected patients treated with sofosbuvir-based

regimens: a 144-week follow-up (SR PR YW ST
The role of BRD4 and its potential mechanism in mouse liver fibrosis--- Z5i,Da Cheng,Lei Fu %
$£T PCR-CRISPR/Cas13 i AK £ AT 5 o # 3L

HIE IR DNA J73 ¥ 2 S AP TR ), RS 4
A 775 52 K M A N £ T RE DR800 Sk FE S 38 T 14 T 4 A FIVET T X [ 2%

Comprehensive transcriptome profiling of PBMCs identifies host immune

dysfunction involved in HBV-ACLF outcomes 22 Jiang Li,Xin Chen 2§
Hepatitis B Virus PreS1 Promotes Hepatocellular Carcinoma Development

by Activating GP73 to Repress the Innate Immune Response I X1 BT
Topology analysis reveals hsa-miR-20a-5p and hsa-miR-340-5p as hub nodes of fibrogenesis
regulatory network in hepatitis B virus related liver cirrhosis -------- Pk1E,Jing Jiang,Jiaojiao Xin £
Genetic variants in KIR/HLA-I genes are associated with the susceptibility to HCV infection in a
high-risk Chinese population BRI i, E A
Significant histologic changes are not rare in treatment-naive hepatitis B patients

with normal ALT: A Meta-analysis 7k4h,Hong Zhao,Gui-Qiang Wang

10
10
11

12
12

13
14

15

16

17

18

19



PO-015  [E/™ AR A R HiR77 v B AR 4R T 28 8 BRI T 2%

Bz A VAL R, R, 5 HE 20
PO-016 —BITCREIRTE 4 B3 1) B R A S R = S R B L E (11298 R JEL 21
PO-017 DA AEAT 5 9 5Ll DAA IR IT A A TR I I AN )97 288 B e A e - KCE I g 21
PO-018  MIMRANEE (IPA) XTPUSILER (CCI4) 53 HI/INRITFET4E

1E F BRI 5T KIFE VI PR 5755 22
FH 3R
PU-001 Alterations of hepatitis B virus load in hepatocellular carcinoma patients treated with

anti-programmed cell death-1 immunotherapy FRATAE T XS 23
PU-002 TMEM2 binds to CSK23 to inhibit HBV infection via activation

of the JAK/STAT pathway R AR 24
PU-003  MEVRFLAT BT LIOL Tl K B St 4 O A8 20 e Bk B T2 R AR IR 5 - oe- R L, S RS 25
PU-004 HERUFT B CGMCC 15058 il FH4H kP8 T2 K A BN FE - itz %, BER 25
PU-005 A PSR AR R SRR 1 iwcidiia R XTI 26
PU-006 Title: Multiplex Immunoassay of Cytokines for the Short-Term Prognosis Predictive Value of Patients

with Acute-on-Chronic Liver Failure #B7k be,Genglin Zhang,Lina Wu % 27
PU-007 AN S T v A LI T e ) 55 1) 785 4 L P SR A ) T e

R4 R A RR K Ak, AT A 28
PU-008 S GRS S 3 o 8 3 1) SRR O LR S D) R AL - FRNGE S, Tmd 28
PU-009  JEFIEKIGRZINE LPS 5 ¥/ B A 7 3 MU P 29
PU-010 Ra] 5 22 ) AR B DL AR A B P S5 /0 B A BT A g i M PP 1 Ty 8 97 VR R 9 - WEHA, 220 29
PU-011 RN LR R 20 35 b QTe (AT K (¥R A= % R 5 i [K] 2R -------- KR ATEIR ZIE% 30
PU-012  JEURVERARZE A 23U R 12 NN BE R 1 11 Ef 31
PU-013  18F-FDG PET/CT %2 W i S - GL A AL 1k S 7 s 51 7 52 S B 2% A 32
PU-014  $RIHTIa il 98 AH 8 1 I 5473 0 975 ¥ SR T 32
PU-015 ARG P G 7 P 25 13 B 2 Bk B A 5 R PR = X Wi, RAHL ENISE 33
PU-016  FF£F4Eftrh FBXO3L @ id i Smad7 2 &AL 4% TGF- B {55l B (¥ 437 LI B ¢ -------- HeH 34
PU-017 BRI 1R TT BT 9 T AR 4EA T AR I IR ST 280 &% Fibro Scan ZBA6 M Il R AL ER ----------- Zkte 34
PU-018  HBx EITi{% SIRTL {3k 2 FFHI G I i Rk A= ERE MR RIS 35
PU-019 BT A ME BHARRE MALFEZ6 7 RS M A 3 -9 1) P 24 904 DA R A FR BRI - HGH 36
PU-020 Liver volume based prediction model for patients with hepatitis

B virus - related acute - on - chronic liver failurg---------------- #H#1¢,Na Jiang,Huihong Huang % 36
PU-021 Fli 2009-2016 444 Far 2 i 17 T 58993 3R AR AK, 22 S 0 R 38 23 (T = oo UL BRIK AL, FE B sE 38
PU-022 Kinetic Pattern of HBsAg in Patients with Chronic Hepatitis B under Different

Disease States Treated with Long-acting Pegylated Interferon:

A Hospital-based Real-world Data Analysis WU 38
PU-023 PRI EE 115 AN N St 22 ok i N LG T 85 RAE R T A ------- [ S SE e o K G
PU-024 Short-term and long-term safety and efficacy of tenofovir alafenamide, tenofovir

disoproxil fumarate and entecavir treatment of acute - on - chronic

liver failure associated with hepatitis B 2R, AR A% 40



PU-025

PU-026
PU-027
PU-028
PU-029

PU-030
PU-031
PU-032

PU-033
PU-034
PU-035
PU-036
PU-037
PU-038
PU-039

PU-040

PU-041
PU-042
PU-043
PU-044

PU-045
PU-046
PU-047

PU-048
PU-049
PU-050

PU-051

PU-052

PU-053
PU-054

LncRNA HOTAIR modulates hepatitis B virus transcription and replication by enhancing SP1

transcription factor R R, = — % 41
SBT3 2 FFFREAL W RS R0 Meta 527 —-eeeemee Ve R S A 42
1Y HBV e BT DS TR 45 1 0 5 FEFHR, B 6 MRS 42
TR FLAFF T Al 5 R AR T A 977 /1 B A 0 B8R R 6] BRI - - SRR, B RS RE 43
/INF B BT st BN RO T N AT B

JFF 28 A T 4 ANk 5 23 A AL, PR RS 44
o ] 2 i 0 A R i P T R G MLV VR AT R R A 2 DA oo MRov S Brl s 44
ST JAGAN S T 3 05 i PRARFALE B 7 B4 Tt A 2 2 FARAEL --- - em HES K KA 45
Investigation of hepatitis B virus infection with viral particles produced

from an optimized transient transfection system FkA XELE 46
AEAPAE 1R R 07 FHE B AR AR AR S W 9 2k FR 55k wKEL R 47
— B A T 451 S SCRR A > Fadg 47
FibroScan 7£ J5 & VT i (112 Wk s 23 i B, EFH] 48
MU FH 20 B A2 AR A S ) N U /) BRUASE 2R o] BT L B R B TLA - AR G TLR A 48
Breg #iifu vl IL-35 Mg At 18 L/ T 40 g X 58, 200 KA 49
L S 1 DA AT SO AR A IR 07 4 A9 AL AT 4 1 S IR R 3R AT - R 50
GDH1 3 HI4 Z B 7 AL BRI 264 T

Y4 -8 20 0 PO 1 AN 2B F R AR MBS 50

FAA IR 5 M (GLU) . SAEERN(TG). HM=E(TC). =% s 5 A E[E ¥ (HDL-C).
{2 B2 i 2R 14 I T B (LD L-C) et F2 B W B AR TR 7 1, 22 7R 4i i 2% 2 L (P0.05);
HMELH B EIBITIE GLU. TG, TC. HDL-C. LDL-C B3 B0 T % IR,

ZAA G55 X (P0.05). AN EFEM 51
CXCLL FEM i etk 2 3B Sl P AL v (R B 7 JEREE 52
T CRISPR/Casl3a Hii AN £ B 5 pgRNA L& 51 ------ ¥ HE T 5% 53
MIRNAS 5 A1 0 2 1 352 3 L T V8 7E A AR A RN BE 5 == YU 58, TR IR, HH S 53
£ T RAA-CRISPR/Casl13a #Hi A HBV DNA

R AR DB 772 SR EAN M ARFE BT 55 54
W VR I3 A 12 2 T il 98 o T AT B F AR B 25 AL 2 B4R o RN RS 55

BT W R PCR BAREE N ZRUIF 4075 B340 4 PR DNA AT 7 i--—m- Wi LR UL R0 55
Development and validation of a new prognostic score for hepatitis B virus-related acute-on-chronic

liver failure 53 Xi Liang, Shaoli You & 56
o P 2H 0 A 2R TR I Dy e i A SRRERE RS ILERSE 57
LncRNA 7E 444k A AL 72 RIEWE A= 58
Matrine exerts anti-virus and anti-tumor molecular effects by down regulating PKC and PKA protein
kinase family activities IV 2R E S 58
T CRISPR HARBCA EARKAMEFRT MR (RPA)

Kl HBV cccDNA J5 v (# 5r 5 vri WLFe 5K RS 59
LR A DNA FENE 1 - A LA o 11 P FR I 780t TSI, PSS 60
AN IR ZHL GRS ) 78 J5 4 A P2 o S R AL A B FE 61
HBV #H I8 I st i 52 0 2258 (f19F sCD40L K3k K H & X JALLE 5k 61



PU-055

PU-056
PU-057
PU-058

PU-059

PU-060
PU-061
PU-062
PU-063

PU-064
PU-065

PU-066
PU-067
PU-068
PU-069
PU-070
PU-071
PU-072
PU-073
PU-074
PU-075

PU-076

PU-077

PU-078

I T AE MADCAM-1 2 FHE AL Stk AT Y B ZhRe i 1 )

— R AR ) BRIV &
V6] 78 57 T 4R AR ST R AR 7 R S LT 7 KT 22 A 5
WELI N T ARIGTT R A G B B K il SRR i A BOR PP Al - - S, R Rt

Effects of Pediococcus pentosaceus LIO5 on immunity

and metabolism in germ-free rats VR

Optimization and Application of GPR Score for the Prediction of Advanced Liver Fibrosis

and Cirrhosis in patients with CHB e, VR R AR
AR TT I8V L TYNT 5 KA 3 22 R TR R & GRZD) oo i IS R AW N
R PIBYIF R I REAL & JF POEMS Z580E 1 41 )

ROTIETIER o -2a &M LB HBsAg B 97 R i KT 3R 20 #r-------- AU T SR 2L
G YT 13 ATCC 8483wl it i o4 i & i e B BE 25 /N BRUXT

TP T FFE 5 11 5 e TR, 2= 22 0
15 TFR2 JE R 9848 H % if €457 XNTEFRRE, &5 4
HBV 8k G o 13 2 i 22 I S0 FH ' 5 R A 1 IR AT R 2 LT 1R 2L

RS2 I 1 22 4 R s R AT 9 RSE RN /b
18 973 B 1 JHF 98 5 R AR B 1 22 . 8 491 451 4 T R, T e
HSD17B13 rs72613567: TA %Ak K48 7 5 196 & 1 meta 44T ------ B R S
QT [AIHAZE KX ACLF 535 TS s i (B 52 T4 TR
18I0 S T 3 0 35 AR 485 11 5 B A 45 I SR 3 TR AR A7 T TR, RS
TP T I 7 e P 2 it v A A 2% S R R A B SR, TR, 7K A5
T PG B 45 A TR T IR 1 22 4 BT 28000 i 15 GG, X R, S
LIRS o C AN B o e ] R B R AN
181 2 B JFF 9 N [R5 VR 77 36 I IE Ao 1 G 3 LL B2 R 3 A NS
FET NLR @7 A A I I i 58 2 358 T2 R A A TIOMIARE Y - Wizt 75 , X1 3, 5 I 45
B A I1618 2T B E F 5 Peg-IFN A7 I FE Fow 25 2 55 R 1)

G SENLHIR TS A, A, A A
ST SR T AH S I s 1 FHF 2o ) £ 38w A A S i A T

AR (¥ 7 N7 5 B IE ik K0 R R A A
MELD&gt;20 S& Z A0 S8 N Stk JF 22308 £ 3 R T 22 e 36 o7

P REIE 5% A T e TR 3 A 3R IR, X Ak
JRIE b B A% L5 P R 98 A M L RO = 9 B4 B SCRR BT 2 = mmmmmmmeemmmeeee Joid A iy 5

62
62
63

64

65
65
66
67

67
68

69
69
70
70
71
72
72
73
73
74

75

75

76
77






PREEFSFTIREERSIEMRIENH M. BEMEMSIGRARHRZEASIN B3R

OR-001
FHE R R R H & RS I E RV I PR AE S 4

ARG
BT ANRER GET WA+ 7ER

B PRI R A 2R AR 30 R0 3 B3 I R Mg INLEE (1) PR AR AAE B 0/ 17 O

JiiE 44\ 2018 4F 10 H % 2020 4F 10 H7EFKBeAEBE s AL AL 5 120 44, AR BE
WA 15 5 R e 55 M 20 Nk EE MUEAL (n=56) KM IMAELA (n=64) . PIALEBEER . 5.
RN Z BEg 2R, BAHE. IWEEE - BIEN. L= W MRS, Irf S8 I
RE 7R B 245 0 M. BRFE IURE £8 5 RN I M P AE 90T 54 AR SIMPUAE RGBT S &, W
BT 1B

SR HLEEERERN L. SBP s, 30 KNHIAFZFE. Child-Pugh 43¢, MELD #4;. 30
RN RAEBEHE R L. HGB. PCT &fabr i St % % . Logistic [FlH5-#7 7R, MELD V¥4
(OR=2.310, 95%CIl: 1.586-5.145) . Child-Pugh 4}%% (OR=3.217, 95%CI: 1.236-7.159) .
30 RN KRAMIERIL (OR=5.596, 95%CIl: 1.798-17.322) 30 KAN¥#i4 %% (OR=3.358,
95%Cl: 2.519-11.198) s KA MEE MSE RS G R 25 . MR ES IMUAE B3 Hh s 7R a3 23 44
(41.1%) , /&R EE 23 #k, HAPE 2 KEHMERE 18 # (78.2%) , H X [KMHMERE 5
(21.8%) . EZIRHAMEEERN: KBBEAE (n=12, 66.7%) . HFLHEERE (n=4,
22.2%) R THMAE (n=2, 11.1%) . FX[RHEMEEEN: &EOFEERE (n=3,
60.0%) . FEEEEKE (n=1, 20.0%) . FLEOHEIRE (n=1, 20.0%) .

L ZFER R R AT S EUH AL AR BB R IR T URE, 0 BV A1 HE i fe oA R R BE ]
RESR N A3 1 5 B o =2 DB A TR A7 PR 2 A2 30 R0 38 R R e 3 IR 1 e 5 LSO v, A B
R R AL AU INA Y L

OR-002

Histopathological improvement and application of P-I-R
score in hepatitis C virus patients after successful
therapy of direct-acting antivirals.

BOEL BRI B2 mEST L ESIL &9 DRI L Bk 2
14BN IR EE B
2. VR MY IR AL st K PR B

Objective Histological change after direct-acting antivirals (DAAs) therapy in hepatitis C virus
(HCV) patients has not been deeply stated. Whether predominantly progressive, indeterminate
and predominately regressive (P-I-R) score, evaluating fibrosis activity in hepatitis B virus patients
keeps predictive value in HCV patients has not been explored. We aimed to indicate histological
change after DAAs therapy and to evaluate predictive value of P-I-R score in HCV patients.

Methods Chronic HCV patients with paired liver biopsy before and after DAAs treatment were
included. SVR was defined as an undetectable serum HCV RNA level 24 weeks after treatment
cessation. Ishak system and P-I-R score were assessed. Inflammation improvement was defined
as = 2-points decrease in the histology activity index (HAI) score. Fibrosis regression was defined
as = 1-point decrease in the Ishak fibrosis score, whereas = 1-point increase was considered as
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fibrosis progression. Histologic improvement was defined as a reduction in HAI score of = 2-
points without worsening of the Ishak fibrosis score after SVR. P-I-R score was also assessed.
“Absolutely reversing or advancing” was defined as same directionality implied by both change of
Ishak score and posttreatment P-I- R score; and “probably reversing or advancing” was defined
as only one parameter showed directionality.

Results 38 chronic HCV patients with paired liver biopsy before and after DAAs treatment were
included. The mean age was 40.9+14.6 years with 53% (20/38) males. 34% (13/38) patients were
cirrhotic. 82%(31/38) patients achieved inflammation improvement. Medians of HAI score
decreased significantly after SVR (pretreatment 7.0 & posttreatment 2.0, Z = -5.146, P = 0.000).
37% (14/38) patients achieved fibrosis improvement. Medians of Ishak score decreased
significantly after SVR (pretreatment 4.0 & posttreatment 3.0, Z = -2.354, P = 0.019). 82% (31/38)
patients reached histological improvement. P-I-R score were evaluated in 61% (23/38) patients.
The progressive group showed the lower platelet (P = 0.024) and higher HAI scores (P = 0.070)
before treatment. The comparison of posttreatment P-I-R fibrosis quality with changes in Ishak
fibrosis stage between pretreatment and posttreatment are shown in table 1. In the 4 of 23 (17%)
patients whose Ishak score decreased by 1 stage, none showed progressive injury after
treatment, with 25% (1/4) and 75% (3/4) showing regressive and indeterminate, respectively. In
those with stable Ishak stages, progressive injury after treatment was seen in 22% (4/18) patients,
33% (6/18) were classified as indeterminate and regressive changes were seen in 44% (8/18)
patients who are judged as probably reversing by Ishak and P-I-R systems. Only one patient with
an increased Ishak stage in the posttreatment biopsy also showed progressive changes. 8
“probably reversing” cases were shown in table 2. The fibrosis staging of these patients were all
stable after SVR. Histology of 2 “probably reversing” cases before and after SVR with DAA was
shown in figure 1.

Conclusion Significant improvement of necroinflammation and partial remission of fibrosis in
HCYV patients occurred shortly after DAAs therapy. Usage of P-I-R score for prediction of fibrosis
in HCV patients was potential.

OR-003

Dicoumarol, an inhibitor of NAD(P)H:quinone
oxidoreductase 1 (NQOL), blocks cccDNA transcription
by promoting degradation of the hepatitis B virus X protein

FEMERE . FRAH
HREERR

Objective Current antiviral therapies help keep hepatitis B virus (HBV) under control, but they are
not curative. A cure for chronic hepatitis B (CHB) is lacking due to the inability of current therapies
to eliminate the intracellular viral replication intermediate termed covalently closed-circular DNA
(cccDNA). Therefore, there is an urgent need to develop strategies to cure CHB. Functional
silencing of cccDNA is a crucial curative strategy that may be achieved by targeting the viral
protein HBX.

Methods Here, we screened 2000 small-molecule compounds for their ability to inhibit HiBIiT-
tagged HBx (HiBiT-HBX) expression by using a HiBIT lytic detection system. Briefly, cytotoxicity of
the 2000 compounds were first evaluated by MTT assay in HepG2-NTCP cells. The working
concentration was determined based on MTT results, and inhibitory effect of those compounds on
HiBiT-HBx were determined by using a HiBiT lytic detection system. Next, the antiviral activity of
dicoumarol on HBV RNAs, HBV DNA, HBsAg and HBc protein was determined in HBV-infected
cells by using real time PCR, gRT-PCR and western blot, respectively. Further, underlying
mechanism of its effect on cccDNA transcription were evaluated by ChIP assay. Finally, the
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antiviral activity of dicoumarol and underlying mechanism of its effect on cccDNA transcription
were evaluated in humanized liver mouse model.

Results Dicoumarol, an inhibitor of NAD(P)H:quinone oxidoreductase (NQOZ1), significantly
reduced HBx expression in a dose dependent manner. Moreover, dicoumarol showed potent
antiviral activity against HBV RNAs, HBV DNA, HBsAg and HBc protein in HBV-infected HepG2-
NTCP and PHH cells. Mechanistic study found that endogenous NQO1 binds to and protects HBx
protein from 20S proteasome-mediated degradation. NQO1 knockdown or dicoumarol treatment
significantly reduced the recruitment of HBx to cccDNA and inhibited cccDNA transcription activity,
which was correlated with establishment of a repressive chromatin state. While, NQO1
overexpression significantly increased the recruitment of HBx to cccDNA and inhibited cccDNA
transcription activity. Moreover, the absence of HBx markedly blocked the antiviral effect induced
by NQO1 knockdown or dicoumarol treatment in HBV-infected cells. Finally, the antiviral activity
of dicoumarol against HBV RNAs, HBV DNA, HBsAg and HBc protein were further confirmed in
humanized liver mouse model.

Conclusion Current antiviral therapies are not curative due to their inability to eliminate cccDNA.
Understanding HBx and advancing small molecules that target HBx is an important curative
strategy to silence cccDNA transcription. Herein, we identified that the small molecule dicoumarol,
a competitive NADPH quinone oxidoreductase (NQO1) inhibitor, could block cccDNA
transcription by promoting HBx degradation in HBV-infected cells and a humanized liver mouse
model.

OR-004

Transcriptomic analysis of a porcine serum-based model of
acute-on-chronic liver failure in rats

Hozeifa Mohamed Hassan!. Qun Cai'. Xi Liang?. Jiaojiao Xin'. Sihan Ruan?. Keke Ren'. Jing Jiang?.
Dongyan Shit, Yingyan Lu3, Tan Li'. Yuxin Shang*. Lulu He!. Suwan Sun!. Peng Li'. Beibei Guo!. Jiaxian
Chen'. HuiYang'. Wen Hu!. Zhanglu An®. Xin Chen?!. Jun Li*

1. The First Affiliated Hospital, Zhejiang University School of Medicine
2. Taizhou Central Hospital (Taizhou University Hospital)

3. Tongde Hospital of Zhejiang Province
4. Imperial College London, South Kensington Campus
5. Hebei North University

Objective Acute-on-chronic liver failure (ACLF) is a rapidly deteriorating syndrome associated
with a high mortality rate and lacking of effective and specific treatment, requiring developing a
reliable ACLF animal model to capture the full detailed features of disease pathogenesis. At
present, available animal models that accurately mimic ACLF are rare, and the currently available
models are inconsistent with ACLF pathophysiology. Hence, in the present study, our goal was to
establish an ACLF rat model on the basis of chronic liver cirrhosis (LC) that would replicate the
pathological process of ACLF in humans. Following model establishment, a transcriptomic-based
dataset from ACLF liver tissues collected at different disease stages was used to provide in-depth
insights to reveal the biological pathways and molecular mechanisms that underlie ACLF
development and progression.

Methods An ACLF rat model was developed in two steps: intraperitoneal injection of porcine
serum to induce LC and subsequent acute insult with D-galactosamine and lipopolysaccharide
administration. Twenty-four and 72 hrs after D-gal/LPS administration, the rats were sacrificed
under anaesthesia, and blood samples were collected for serum isolation. Liver samples were
removed, snap-frozen in liquid nitrogen, and then stored for additional experiments. The
generated ACLF rats were assessed for biochemistry, histopathology and transcriptomic
analyses.
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Results Histochemical and biochemical analyses indicated that the LC rats developed significant
cirrhotic nodules surrounded by fibrotic septa 12 weeks after porcine serum injection. The
pathophysiological characteristics of ACLF including liver dysfunction, cytokine storm (IL-6, IL-1p3,
IL-10, etc.), hepatocyte damage, massive necrosis and cellular apoptosis, were typically
observed after 24-72 hrs of acute insult with D-galactosamine and lipopolysaccharide
administration. The functional synergy analysis based on liver tissue transcriptomics revealed that
immune dysregulation was the most prominent change at the initial stage of ACLF-24h with
significant upregulation of mast cell activation and myeloid leukocyte-mediated immunity related
to the immuno-inflammatory response. A signature revealing metabolic disruption was observed,
with components of proliferator-activated receptor signaling pathway and citrate cycle linked to
lipid and glucose metabolisms significantly downregulated in ACLF-72h; these findings closely
related and share the same known clinical findings of ACLF that highlighted by the two major
prospective multicentre reports of ACLF to date, the chronic liver failure (CLIF) Consortium Acute-
On-Chronic Liver Failure in Cirrhosis (CANONIC) study, and our recent large prospective
multicentre study (Chinese Group on the Study of Severe Hepatitis B, COSSH) on hepatitis B
virus-related ACLF (HBV-ACLF). Western blot and qPCR validation with typical targets confirmed
the above findings, as validation of the expression profiles of randomly selected immune-related
hepatic genes revealed significant overexpression of most abundant cytokines in the
inflammatory microenvironment. In addition, analysis of hepatocyte death parameters revealed
that apoptosis-related proteins were significantly overexpressed; these findings were further
supported by the TUNEL assay in which significant massive cellular apoptosis and hepatic tissue
damage were manifested in the ACLF-24h and ACLF-72h groups.

Conclusion Overall, we generated stable ACLF rat model that confirmed immune-metabolism
disorder is indispensable in ACLF pathogenesis, which will be of great interest for hepatologists in
providing approaches for understanding ACLF pathophysiology and improving intervention
strategies.

OR-005

Antibiotics exposure in acute-on-chronic liver failure
disrupted gut microbiota, induced hepatitis
inflammation and reduced survival rate

Wifa 134, Ei 240 Bhids 214, 08 2140 5K 3. EEA 3L BRORHE 214, IR 24, (TR 214
1. VY2 AE KA R T
2. PO AR IR R B
3. P B \ERE (P92 EE )
A, Bk EGEPES I PRAE FE 0

Objective The correlation between antibiotic exposure and the adverse outcome in the acute-on-
chronic liver failure (ACLF) patients is still controversial.In this study, a prospective and
retrospective study was conducted on the rat model of ACLF and patients with ACLF to further
explore the relationship between antibiotic exposure and the prognosis of patients with ACLF as
well as the underling mechanism.

Methods The effect of antibiotics exposure on hepatic inflammation was evaluated using the D-
galN/LPS induced ACLF rat model. The adverse outcome due to antibiotics exposure was
assessed by a retrospective matched study of ACLF patients. T he gut microbiota diversity and
composition were sequenced by lllumina Miseq platform.

Results The correlation between antibiotic exposure and the adverse outcome in the acute-on-
chronic liver failure (ACLF) patients is still controversial. The underling mechanism is
elusive.Methods: The effect of antibiotics exposure on hepatic inflammation was evaluated using
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the D-galN/LPS induced ACLF rat model. The adverse outcome due to antibiotics exposure was
assessed by a retrospective matched study of ACLF patients. T he gut microbiota diversity and
composition were sequenced by lllumina Miseq platform. Results: In the ACLF rat model, the
hepatic flare in the antibiotics exposure group became severe in comparison with no exposure
group, the histological inflammation scores were much higher in exposure group (d0: 4.6 + 3.8 vs.
3.2+3.1,t=0.639,P=0.541;d2: 4.0+ 1.6vs. 1.4 +1.1,t=2.982, P=0.018; and d7: 6.3 £ 1.2
vs. 2.0 £ 2.2,t=3.313, P = 0.021, respectively),as well the high level of ALT(dO: 110.2 + 124.5 vs.
39.0+ 145 U/L, t=1.270, P =0.240; d2: 67.4 + 36.4 vs. 33.0 £ 9.4 U/L, t = 2.047, P = 0.102; and
d7:64.6 £8.2vs. 26.3 5.4 U/L, t=7.995, P < 0.001, respectively). The microbial richness and
diversity after antibiotic exposure significantly decreased, the OTU and Shannon value were both
lower compared with the no exposure group at baseline (OTU: 195.6 £ 106.4 vs. 376.5+ 21.9,t
=-3.705, P = 0.017; Shannon value: 2.2 £+ 0.8 vs. 3.8+ 0.9,t=-2.751, P = 0.028), and further
lower at d7 (OTU: 144.8 + 76.2 vs. 280.8 + 86.2, t = -2.896, P = 0.016; Shannon value: 0.7
+ 0.4vs. 35+ 0.8,t=-7.633, P <0.001).The antibiotics exposure induced Gram-positive and
Gram-negative bacteria eradicated; Pathogens, Klebsiella, became to be the dominant microbiota.
Consistently, in matched ACLF patients, 23 of them with antibiotics exposure and the 46 age-,
gender- and MELD score-matched patients without exposure were enrolled. Compared to the no
exposure group, the survival rates for 4 weeks, 12 weeks and 24 weeks were significantly lower
in the exposure group(P = 0.037 for 4W, P = 0.029 for 12W and P = 0.017 for 24W, respectively).
With respect to the reduced gut microbiota richness and diversity(OTU: 109.7 £ 30.9 vs. 71.7 £
24.2, t = 2,559, P = 0.025; Shannon value: 2.4 + 0.5 vs. 1.3 = 0.6, t = 3.638, P = 0.003), the
proportions of Enterococcaceae and peptostreptococcaceae increased in company with descend
of Lachnospiraceae, Bifidobacteriaceae and Bacteroidaceae.

Conclusion The antibiotics exposure aggravated hepatic flare and had no survival benefit in
ACLF. The underling mechanism may relate to the gut microbiota dysbiosis.
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FEREAG T RIS IR UG O, 45 AR WY R B0 DAAS JRYT IFF 8 B8 M 51697 45 R
ol =BG, SRR, KB ERES A AL Hil = (SMD=0.298, 95% CI=0.106-
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EHENEEH (SMD=-0.237, 95% CI=-0.373t0 -0.101, p=0.001) fK#*FFNEEH (SMD=-0.621,
95% Cl=-0.760 t0 -0.482, p=0) ; KKILIEKEMmME.

58 meta AT RIS E T BURT 4 B T DAAS 1R IRRFSLI 85 N2 5 TR T 45 RN H Ih = RE PRI,
SBE R, RS EARE AT, WRITEAHE 12 i R 24 RS RE R mE R KRS EREED
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Fig R BRI K R A B I SR AR R B AR Sk @ 5L 1) CATCH-LIFE A BEPERT 7T AF#E47 i ik »
CATCH-LIFE BAFIgH A 2015 4 1 H-2016 4 12 A, PN 2018 49 H-194F 1 A H&E AN ORF%E
PER) 14 R =FKEBEAR S WO MR S i 1) B, IR IR I PUR SR A LT
AT R SN E HE, IFRYE 2018 AASLD Z BT RiZVRTRH ¥ C A S RIS M T 4 &
PN = B 4> 9 HBV nonreactivation 412 HBV reactivation 0. X % 2H B I R AE 34T 49 #r
[ HBV FEGEE ARG 2, R HBV BB A2 75 5200 £ AR S A8 1 i 28 Subk n 28 i
28 KA 90 KT RAEACT G . 1EZS 20 A0 (v TOR AL 1] LU ECR AT AR A t 4556, JEIEZS 7
A5 BT B RN AR LR Mann—Whitney U #5536, 228 & LLECRA, K5 & Fisher ki
5. faR R R HT R AR R &2 K& Cox FlIHSHT.

B Gty N 1020 flE# (HBV nonreactivation #4H: 491 {5} HBV reactivation 41: 529
. ) , HBV reactivation Z1 28 KAl 90 KM HEILT % 5 HBV nonreactivation 414, %57
TGt X (7.8% vs.5.9%, P =0.244; 12.2% vs.13.6% P =0.509). {H& 4 Mgk,
HBV reactivation 41 90 K JC iF # #8 %E 10 % (23.3%) && ¥ & T HBV nonreactivation 4
(12.4%)(HR=2.143; P<0.001); A&IFHatL G+, WAEE 90 R B BEM TR IR, £7
TGt 2w L (4.4%vs.10.4%, HR= 0.389, P=0.081),  Jf T fk Ak & I AT A 4k $ HBV
nonreactivation #l 2 HBV reactivation 415 90 KICHFHEIET X R 2 57 . % (Pinteration<0.001) .
HBV FHE0E & A H A4 18 1 28 St in 88 B MO fa B R (HR = 1.669, 95%CI1:1.034 —
2.628, P = 0.036), fEAFREILAIEE T, HBV FEUEHR HBY REBISHMEETE RS RN
ACLF(34.1% vs.22.3%, P<0.001), HJRIL% T 5(48.9% vs.32.3%,P=0.021).

£ HBV BRSBTS E ST R ML B R R, HEFFA LR 2
D B A T G S R 2R
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AR UIKE . A IRREEE ST KB, NA 295 CHB B3 NK 41Xt T Treg 4HAEHIHNHIGE /15
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AT RZF AL, HBsAg TF#>0.5 Ig IU/mL B FH RN EH (Sl HBeAg i 5 1% # A/ sk
HBsAg BH#%) H NK 4] Treg 40 HE F10H B8 &

G5 AWFFEN N NA £96 CHB Bg 75 7 NK ZHfiE it 203 IFN-y #0] Treg 40 S8 56 A1 4L 1
HUHLE . NA 296 CHB HE S Peg-IFN VAT IR FE AR, 12 60 1 15388 4% 110 55 55 A2 B 2 i
PRIT ROANPIR AR 2= 22—
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PO-001

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

et |
P R

Objective Other than hepatitis B or C virus infection,Hepatitis E virus (HEV) infection in different
populations have distinct outcomes, highlighting the importance of studying viral-host interactions.
HEYV infection is usually 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) is
an important cellular metabolic checkpoint, a sensor of energy status, thus it would be expected
to be activated in response to virus infection that leads to cellular stress.We thus investigated the
role of AMPK in HEV infection.

Methods Huh-7 cells inoculated with infectious HEV viral particle or transfected with in vitro
generated HEV RNA 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.

Results We first assessed AMPK activity in Huh-7 cells upon HEV infection at different time
point. We found HEV infection can trigger AMPK activation by phosphorylation of AMPK at
threonine 172 by 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/I 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.

Conclusion Here we show that HEV infection can activate AMPK phosphorylation, which
attenuates HEV-induced 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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MELD-Na score as a predictor of 90-day readmission in
HBV-related decompensated cirrhosis

AR A, SEML FRIKAR . ZREISC. BRI, e, i
FLER A B 5 =R B

Objective Hospital readmission for hepatitis B virus (HBV)-related decompensated liver cirrhosis
is one of the indicators of medical quality and a perplexing problem for patients. This
retrospective study was conducted to find the risk factors of 90-day non-elective readmission for
HBV-related decompensated liver cirrhosis.

Methods A total of 6054 medical records of patients with HBV-related decompensated cirrhosis
as the main diagnosis were reviewed, of which 2,627 patients had re-admission records and 523
patients were selected for further analysis. Finally, 253 patients discharging from our hospital
between January 2010 and December 2019 were included in the study with HBV-related
decompensated liver cirrhosis, with one of the following complications of cirrhosis: variceal
hemorrhage, hepatic encephalopathy, ascites, spontaneous bacterial peritonitis or sepsis, renal
dysfunction, hepatocellular carcinoma. We collected the demographic data and medication
records including age, gender, duration of hospitalization, exposure of antibiotics, and laboratory
results and Model for End stage Liver Disease-Sodium (MELD-Na) score. The primary outcome
was 90-day non-elective readmission. Demographic, laboratory and disease variables were
compared between patients who were readmitted within 90 days of index hospitalization and
those without readmission. Multivariate Cox regression analysis was used to determine the risk
factors for readmission in 90 days.

Results The average age of the study population was 52 years old (range 45-59). The majority of
patients were male (201/253, 79.45%). The 90-day readmission rate in this study was 68.77%.
The most common decompensated events leading to 90-day index readmission were upper
gastrointestinal hemorrhage (UGB) (31.62%), followed by infection, hepatic dysfunction, volume
overload, hepatic encephalopathy, and liver cancer. The duration of hospitalization was longer in
the 90-day readmission group along with higher medical costs, white blood cell (WBC), neutrophil
value (both p < 0.05) and MELD-Na score (p = 0.05). More patients in the readmission group had
taken antibiotics and nucleoside therapy (77.59% vs. 59.49%, p = 0.003; 97.13% vs. 87.34%, p =
0.006). Univariate and multivariate Cox regression analyses indicated that MELD-Na score at the
time of admission (HR = 1.025, 95% CI: 1.003-1.049, p = 0.029; HR = 1.027, 95% CI: 1.001-
1.053, p = 0.044) was a risk factor for 90-day readmission in HBV-related decompensated
cirrhosis patients while the other parameters were not good predictors.

Conclusion MELD-Na score at the time of admission could be applied as a good predictor of 90-
day readmission in HBV-related decompensated liver cirrhosis. Clinicians should remain vigilant
about non-elective hospital readmission in patients with HBV-related decompensated liver
cirrhosis with poor MELD-Na score.
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E% 1,3,5‘ EEE 2,4
1 AERCR MR R B LR Bt 2. AE Rt K2 IR BR Be B2 DR e 3. v AR EE B K22 I AL st S e A% Gt 7 T
4. EAHREERER MR AL TR R B 5. 387 A TR AR BT FUAL 5 T E S =

B R0 PICTL X 224 28 995 8 5 1) S 4 s T R4

F¥E AR FEIZH T WMRE RSB REE (HBV) WIS AR: HepG2.2.15 4iiffl &
K HepAD38 4l &, & FHMAIE K PICTL BT T PICTL Fiki, SRIG1EMFRANA R b4
AP R FRIE PICTL RRH G, &l HBV — RFfehr. EH Hirt SRIRBOFRENAA HBV
cccDNA HIFHXT& & Elisa 6l 400 55 7% Ei% HBsAg Al HBeAg. SEi 5t E B PCR 5464
fid% 7% EiE HBV DNA. SYBR Green A4 HBV pgRNA. totalRNA KA & &, H
Western blot &1l 41 i P8 £ O BT R 7K

R AR, PICTL 5B ZMEREMNER . PICTL BEEEH 25 RNA &S
CHE RS . ML YME RS R AT D R, lERES) « SR RREREE AR
3.2Kb IR IR . 2> XUEE DNA (reDNA) o FRATIIF R 45 R EoR, 78 HepG2.2.15 4iiffs &+,
T4 PICT1 R[5, 40fukis: LiEH i HBsAg & HBeAg FH, 4% .0E ARIRIEE I EF
=, 4HMAN pgRNA AT total RNA 7KF-BH 475, cccDNA . — @ f2 BE [ I+ . AN it 3Rk
PICT1 # 5, 40fkEsE LIl T HBsAg & HBeAg FEG/KF AR, (HA N OE AN ERILE
AR, 40P pgRNA Fil total RNA 7K £k, cccDNA th—EfEE K. S5IkER,
TATH A —Fh i R HepAD38 HEE | LiAsLE, 45H—2. KULIATHEN PICTL ZREHIH] HBV
(1) 52 1) B i 3%

25 PICTL MENAEUEE— EFEE L] HBV 6 Kk, AIAEXT cccDNA 5 — & iR fE
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HE 12T MK -F s g R E A#E  C(healthy control, HC)  Z B4 9 &40 5 ML 52
vi ¥  (HBV-associated acute liver failure, HBV-ALF) . 1814 Z B FF &5 5% 4% (chronic
hepatitis B, CHB) H1Z A4 it %8 i 8 4H 4t e iF9&  (HBV-associated hepatocellular carcinoma,
HBV-HCC) B N R R IE oy 25 i,  PRAE HBV JE YL f5 A [R5 05 12 2 Hh 528 DRI 3Rk % A 2 4
iz AR

FHiE R4S B% 98 HC. HBV-ALF. CHB F1 HBV-HCC FFlE 423 B R8s F I aa 80, &
BIRALE HC i, i RRiIAHEK M KEGG iElg, FIH CIBERSORT #EFES MITHF I
VU ZH AR e A IR E e 2, JFiEE R R Cox [FIH & Kaplan-Meier 27773 MR 1T 5
HBV-HCC A= {7 AH G/ S 4H i 2 2L .

R KRNI FHFEAE S %A HC (n=34) . HBV-ALF (n=38) . CHB (n=340) #I
HBV-HC (n=134) . 5 HC #itt, HBV-ALF 23 MRy KRT19. MMP7. C9. CFHR4
S EMONE IR T A WHE R SKI. FETUB. SPINK1. CRP Z£7E CHB W% &%, &
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Yelh o S A SR s BB S Sl M, 1 AKR1B10. GPC3. HAMP. OIT3 %7E HBV-HCC
o R Rk, IR A S SR T RS . HBV-ALF A B A oA it 345 i 200 i R 2 A 23 40
ElEZnf. NK 40i8. CHB A HBV-HCC HFIFZLZ ) S B Am B sl o AL, ZERE 4L rh DL N 40 B B A1
U HAS B SR &g T 40, KA. P24, BErgiie; WoORMENAE HBV-HCC At
HAFHEIIN. 5 HC #HLk, 7£ HBV-ALF. CHB  HBV-HCC =4+ B A5 #H [F] AL a3 1 [ 4 5
PEAMRO N AE R AHH . TR B AN RS ER YRR 4B . Kaplan-Meier 4247 #i 26 $27R7E HBV-HCC S35 i
e U R N Eg MO Y 0 4 A R SR SOIR 4H e TT e R PR S AE AR N fERG R &R
(HR=1.0360, P=0.0013; HR=1.0584, P=0.0175) .

i AW FIRANERGT T =Fh HBV FH2CHFAEZH B HBV-ALF. CHB 1 HBV-HCC (1) 2 73 2[4
Fikil, RMEEAREMIEEEFLRE; CHB M HBV-HCC H3 JHNF2H 27 b G 28 20 o 4 i 3 4504
8L, T HBV-ALF 2023 A G e 4 P AR G e S, 8o B B L DR I A B4 5 17 ik
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PolyG i EMEZRBESE & MARCO I+&
TLR3-TRIF-NFkB $#14& % B B o i M FF R R FE

TR
TN BERF R B 5 — BE e

BE B SRV R (AIH) 2 — P v st s, 5l R —RVER, e, s,
MARCO & H A 5 J5 4 ¥4 1) 5 s 200 G 1 3R T A2 44, 70 A 23 498 i A e s MR b R I EEE A .
PolyG i Z IR IR B AL A B, EIFIE K2k MARCO HIRCHE, #EHEHT MARCO 21k
ER . 2R, PolyG XFH & G AT 2 HLEIF LR D . Rk, Xis X HEEBERE PolyG Al
MARCO 7t H & G e 2 7E .

ik BFPUR S100 %5/ R B S g AT AR, LPS 55 RAW264.7 Aok 3 R FERAL, 78
PRI IG S A A J5, 3 Al4s T EE ST PolyG. MARCO ¥4 5 4 1 /N 4k
RNA-siRNA kF# MARCO [F3Rik. H&E 4t B 7R L& X JORE 4 Mo i, 4 i B 2k e il
MARCO. TLR3. TRIF. NF-kB fl Ik-B, LI 7% E B RT-PCR il 2 SEAH AN ¥ R4
SRAS I Mg AH ) MAM2 437

R 1E S100 FSH/NR H SR A R, MARCO IR SR, FFIE 28 0 S N L FE D
Jil. 2 PolyG 6975, AL/ B 5 s T 2 /N R RA N Y MARCO 3Rk & LK 8 i HiE
(R E N, I H PolyG Tl 7 TLR3. TRIF Al NF-kB fIEAXKIEE, HinT k-BMEARLE,
AR 7 ARAEA M T IL-1B. IL-6 A1 TNF-a ] mRNA /KF. tah, R 4iE E/R7E PolyG At
BRI E SRR, FRE EREgIE M2 B4R in, [ ML 229 ) 20 At b 45 AH S Fr
Wb . fE LPS %S5 RAW264.7 4iiffit, 4 PolyG 4 )5, TLR3. TRIF A% A 1) NF-kB (& H
FKIXER D, Ik-B FERARIEENM, REAMET IL-1B. IL-6 A1 TNF-a ) mRNA /KFiEb.
TEXF MARCO HEATHE S HEIIHIPER sSIRNA FJeAb3 5, MARCO FKIAKFF_EIR % EFR IR T .
2w BRINE, SRS EA TR T A SRR MARCO FH i fItE L. PolyG ¥
27 AG SIS /N LPS i S RAW264.7 4RI &0E. FINRATAKI PolyG iEid /b
MARCO [ IER T TLR3-TRIF-NF-kKB %18 1% M 1 FRAG 7 S50 0470 47 P AT D 1) 98 R S5 o
IR A R AR MARCO W] BB IGYT B & S R i e, B B MG IR 2 .
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Renal safety in HCV infected patients treated with
sofosbuvir-based regimens: a 144-week follow-up

I 125, (EFHR 123, SRIE 123, fokl 123, XIGEE 123, HiBR 120, BRCHE 123, Y 123, fyif) 123
1. P2 AM A4 — R EE e AR} 2. 76 2 A8 K B — I W 5 7 9
3. e T e T I AT S

Objective Sofosbuvir (SOF) is widely used for treating HCV infection. Renal safety associated
with SOF is the major concern in clinical practice. Long-term observation about the renal safety of
sofosbuvir is lack.

Methods Patients with chronic hepatitis C virus (HCV) infection treated with sofosbuvir-based
antiviral regimens were included in this retrospective study. These patients were followed up for
120 weeks after the end of treatment (EOT). Renal function was tested and analysis of estimated
glomerular filtration rate (eGFR) evolution was done.

Results A total of 102 HCV infected patients treated with SOF-based regimens were enrolled.
These patients treated by sofosbuvir-based regimens presented significantly decrease in eGFR
during the follow-up. Compared with the baseline eGFR, the mean changes of eGFR on-
treatment, at EOT, EOT-24W, EOT-72W and EOT-120W were -2.36, -4.05, -3.76, -4.36 and -4.78
mL/min/1.73m2, respectively. At the end of the follow-up period, 70 (68.6%) patients were
observed a decline in eGFR > 3mL/min/1.73m2. Compared to the patients with eGFR decrease <
3mL/min/1.73m2, patients with eGFR decrease > 3mL/min/1.73m2 had the significantly higher
percentages of those with age = 60 years old (31.2% (10/32) vs 61.4% (43/70), P = 0.005), the
underlying diseases of hypertension (6.3% (2/32) vs 25.7% (18/70), P = 0.022) or diabetes (6.3%
(2/32) vs 22.9% (16/70), P = 0.041), liver cirrhosis (40.6% (13/32) vs 71.4% (50/70), P = 0.003).
For exploring the risk factors of eGFR decline in SOF-treated patients, we further performed the
univariate and multivariate logistic regression analysis of the prediction for the eGFR decrease,
age 2 60 years old and Child-Turcotte-Pugh grade B or C (CTP-B/C) were independent predictors
of eGFR decline > 3mL/min/1.73m2 in patients received SOF-based regimens (Age: OR: 2.814,
95% CI: (1.082 — 7.314), P = 0.034; CTP-B/C: OR: 3.298, 95% CI: (1.231 — 8.834), P = 0.018).
Furthermore, we divided these patients into four groups based on the level of age and CTP grade
(Group 1: patients with < 60 years old and CTP-A; Group 2: patients with < 60 years old and
CTP-B/C; Group 3: patients with = 60 years old and CTP-A; Group 4: patients with = 60 years old
and CTP-B/C). Among the patients in Group 1, 2, 3 and 4, 46.7% (14/30), 68.4% (13/19), 72.4%
(21/29) and 91.7% (22/24) were observed eGFR decrement more than 3mL/min/1.73m2 in the
follow-up.

Conclusion Long-term monitoring on the renal safety is necessary for patients over 60 years old
and with liver cirrhosis of CTP-B or C grade when they received SOF-based regimens.

PO-007

The role of BRD4 and its potential mechanism
in mouse liver fibrosis
Z=%i 1. Da Cheng!. Lei Ful. Xin Ni2. Shifang Peng!
1. Department of Infectious Diseases, Xiangya Hospital, Central South University

2. National International Joint Research Center for Medical Metabolomics, Xiangya Hospital, Central South
University

Objective Liver fibrosis is an intermediate stage in the progression of hepatitis to liver
cirrhosis.Many causes can lead to liver fibrosis, including hepatitis B, hepatitis C, drugs, alcohol,
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etc.Although some anti-fibrosis methods have existed, their effects are limited. Previous studies
have demonstrated that bromodomain-contain protein 4 (BRD4) plays a role in liver fibrosis,
however, its mechanism was not fully elucidated. Thus, there is an urgent need to clarify the
potential mechanism for better understanding the development of liver fibrosis,and find an
effective way to reverse the liver fibrosis.

Methods The current study utilized a total number of 24 wild type male C57BL/6 mice (10-12
weeks of age,28-30g) . They were divided into 3 groups : sham vehicle group, bile duct ligation
(BDL) + vehicle group, BDL+NHWD870 (a kind of BRD4 inhibitor, 0.3mg/kg .qd.ip> group.
Mice were accepted a sham or BDL operation at the first day, then they were injected with vehicle
or NHWD870 in the following 10 days. At the 12th day, they were sacrificed, with serum
obtained for ALT, AST test, liver tissue obtained for Hematoxylin and Eosin (H&E) and sirius red
staining as well as gRT-PCR. Finally, we performed an RNA-seq technology for further
mechanism detection on the mouse liver tissue from the 3 groups (n=5, respectively) . Based
on a comprehensive bioinformatic analysis, we selected 4 significant differentially expressed
genes for further validation using the gRT-PCR.GraphPad Prism 7.0 was used for data analysis.
One-way ANOVA method was used to evaluate differences in expression levels among the 3
groups. A P value of << 0.05 was considered statistically significant.

Results H&E and sirius red staining results revealed that compared to the sham vehicle group, it
showed obvious liver fibrosis in the BDL vehicle group as well as BDL NHWD870 group.
Remarkably, the degree of liver fibrosis was mitigated after receiving a NHWD870
injection(Fig.1A) . The gRT-PCR results of liver fibrosis indicators showed a consistent
trend(Fig.1B). Also, We found that liver injury was alleviated in the BDL-NHWD 870 group
compared to the BDL vehicle group(Fig.1B). RNA-seq analysis revealed that multiple genes were
altered in the 3 groups(Fig.2) . Combined with the conclusions of previous studies and a
comprehensive bioinformatic analysis, 4 differently expressed mRNAs (Anxa2, CXCR4, CXCL10,
Lum ) were selected for further validation. gqRT-PCR results of the 4 mRNAs were consistent with
the sequencing data(Fig.3).

Conclusion Consist with the previous studies,BRD4 plays an important role in accelerating the
progression of liver fibrosis.NHWD870 can improve the liver fibrosis in a degree, and it may
works through the BRD4-Anxa2, CXCR4, CXCL10 or Lum axis. These results enriched the liver
fibrosis mechanism research, providing a new treatment idea for further liver fibrosis study.

PO-008

£-F PCR-CRISPR/Cas13 HAR#&MN Z BYRF 3¢
HELN SR DNA /3% BRI FEM

KL B R . s, HR. BREE Bir. (B8
AR RS I R AL U 22 R B

BE AN AR DNA (cccDNA) IR ZBIRF 28 (HBV) Fr8d e 32 2R A
cccDNA B i R 75 VA A7 1E RS FRE S T AS A, A0 575 3 — i (T 458 R I 3 2L R
AR PER cccDNA Rl J7vk. fEIXHE, FRATES T —Fi2ET CRISPR-Casl3 A i B sk
FRE S M I 7 VR A cccDNA.

HiE H, BT reDNA F1 cceDNA FIZERI R, iRk 78 msh 0 X3 5 m crRNA,
FF cccDNA #5 SvE SR A BURG I, T @S TR SR EL . TRAREE . I 3 A0AG I 78 PN (9 3 T
CRISPR-Cas13 £ AR HBV cccDNA Kl Jidk. B G K HBV BH 5 HE R 37 5 v 5 B
BT PCR S W E & PCR FEBHTELN!, BJGUEE HBV MRIIATA A, M, 4 mAl
AP A ML EAAZ LML (PBMC) WHZ 5 ik HEAT 33— 25 (IR AR B8 AIE o
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L8 1% HBV cccDNA B N X AE N 887 51, B4 1% PCR 514, %62 & PCR R4l
PLJ S 17 crRNA, H TR iR 5] PCR ¥ =M Wi i Casl3 & AR Y RNA B G(E
S, ARSI S SRR AR S T HBV cccDNA HIFELE, #5713 T CRISPR-Cas13 A/
HBV cccDNA il 7772, LA HBV 25 KRR N BHMEXS B, Hoh BERR R I K FH 3 2 5 Tl 20
PCR (ddPCR) . %JtEsE PCR JiikEIN AN, #EATI7AAILEXS . ddPCR Aol 4 5 5 BibE —
#;, POtERE PCR KM TRy 100 copies/ul, PCR-CRISPR/Cas13 J5 = FIRA 1 copy/ul.
INFEARIGIRIGIEF, ddPCR 1E A& E R, KA PCR-CRISPR/Casl13 &l HBV cccDNA,
Horb PR A R SRR 8 100%.

2 AWTFES TR T CRISPR/Casl3 K BN /7%, mIX; HBV cccDNA HEA7 iy 7R 55 Fl
SRR, AUERREI HBV B, PURTRIRIT IR . AT A S UL AT T R TR
JIIHEEAR S ¥

PO-009
I 7% =8 & i — B (E 0 Z RF R X R S AT R e TR K UM YR

IMEF T XBEZ
Bli % ZE DR K5 — MR R (PERIER )

B PRI S AHINS 0 G 3 v B8 7 =2 16 (TT) S — 1% (E2) /KP4, 7 eA 5t
RAERE WEMRER, HE—AU KPR TEbR P8BS PR A A

7% 1 ATHETENZH 300 BiE It 2R R B, Hordt 108 AABERZ WA ACLF, 20 AR i 1H]
& 1t ACLF;

2 ARG RS 15 Child-Pugh. MELD. iMELD. SOFA. CLIF-SOFA fil CLIF-C 257 ¥
ok

3 W HE 2 137 2 W AN ME BT, e ]S A AR IE 2. ACLF 28 RIET-%. 90 KAt
TN B AL R R R 1)K &R

4 HATIWIEAS /N —FiE RS (OPLS-DA) MZ[HZE logistics [FIUH44T, ik M FI 2, TR
JE VAR FE IR o

GEEL 1 BAHIEEAR TR T 1 (85% vs15%), SEUEASLAITER 2R, B LGN 52.8%,
HBeAg FHE LI N 49.0%, 75 KAl VU 42 40 B . 95 85 PRSI AT 22 P 259

2 ACLF & TT /K53 %K (1.59+1.69 vs 4.32+3.58, unit:ng/ml, p<0.001), E2 /K&
(144.22+76.82 vs 73.15+73.60, unit:pg/ml, p<0.001), KP4k (A) SHfs ™ EfEE (FEEH
. WEES) BEMHEX.

3K TT /KFJg ACLF i 28 RKAET:HIM AL A F % (p<0.001), Tl AUROC=0.726, FH1H
=1.16ng/ml, KM #h£& L #5 log-rank P<0.0001;

e E2 ZKPRAERE 8 & ACLF AL XU K 3% (p<0.05), Titill AUROC=0.695, #+{E=59.8 pg/ml,
KM gl 2k b % log-rank P=0.0032.

4 %74 OPLS-DA MZ 7t logistics [EIHA M5 R, MG SEE (TT)  Fif FE bR kA s a) Lo
(INR) . F# (Age) FULIEEHAZE (TBID X ACLF FEIAZET R R, baE sy 1T
TS AS TATI, X ACLF 1) 28 RAET:Z A Bl il 2 s (AUROC=0.790) , 5 CLIF-C
ACLF V¥ A, JFHASZ M, RACEER ), & T %28 ACLF W& (A, BAICHY) .

g ACLF BEENIMEMEAK T RAERESE, HSWEEREE VMK, MiFS2EM TATI
R AT FH T ACLF FEHIAE T3, M id b — /vl T it 17 ACLF 3 & (1) R Tl .
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Comprehensive transcriptome profiling of PBMCs
identifies host immune dysfunction involved
in HBV-ACLF outcomes

Z=F 1, Jiang Li?. Xin Chen3, Xi Liang*. Jing Jiang?. Lingling Yang?. Jiaojiao Xin?. Dongyan Shi?. Yingyan
Lu®. Keke Ren?. Hozeifa Mohamed Hassan?. Jiangning Zhang®. Heng Yao?. Jiagi Li’>. Suwan Sun?. Beibei
Guo?. Xingping Zhou?. Qun Cai?. Jiaxian Chen?

1. The First Affiliated Hospital, Zhejiang University School of Medicine
2. The First Affiliated Hospital, Zhejiang University School of Medicine
3. Institute of Pharmaceutical Biotechnology, Zhejiang University School of Medicine
4. Precision Medicine Center, Taizhou Central Hospital (Taizhou University Hospital)

5. Key laboratory of cancer prevention and therapy combining traditional Chinese and Western Medicine, Tongde
Hospital of Zhejiang Province
6. The State Key Laboratory of Ophthalmology, Zhongshan Ophthalmic Center, Sun Yat-sen University

Objective Hepatitis B virus-related acute-on-chronic liver failure (HBV-ACLF) is a complex
syndrome that causes acute liver injury and extra-hepatic organ failure with a great high short-
term mortality. This study aims to identify the molecular basis underlying ACLF short-term (28
days) outcomes. basis underlying ACLF short-term (28 days) outcomes.

Methods A total of 330 subjects with HBV-ACLF (n=130), liver cirrhosis (LC, n=70), or chronic
hepatitis B (CHB, n=70) and normal controls (NC, n=60) from a prospective multicenter cohort
were studied, and 55 subjects (ACLF, n=20; LC, n=10; CHB, n=10; NC, n=15) were sequenced
using peripheral blood mononuclear cells (PBMCs). Multi-omics cross-validation network analysis
of function synergy (MOCNAS) was used to elucidate the pathophysiology associated with short-
term outcomes, and identify specific biomarkers.

Results Principal component analysis (PCA) of sample gene expression revealed that most of
the ACLF-deceased (ACLF-D) patients clustered together and clearly separated from the ACLF-
survived (ACLF-S), LC and CHB patients. Pairwise differential expression analysis (DEA) showed
that compared to the LC and CHB groups, the ACLF-S group had 894 and 91 differential
expressed genes (DEGS), respectively. And the numbers of DEGs were significantly increased
when the ACLF-D group was compared to the LC (2,262 DEGs) and CHB (1,262 DEGs) groups.
Most of the DEGs in ACLF-S were consistently differentially expressed in ACLF-D (77/91,
84.62%, when CHB as the control; 734/894, 82.10%, when LC as the control). The top 500 DEGs
based on sliding window analysis showed that the level of biological process disruption in ACLF-
D was much higher than that in ACLF-S, which was consistent with the end-stage clinical
outcome of multiple organ failures. For example, the “2-oxoglutarate metabolic process” was
shown in ACLF-D, which plays a role in detoxification of ammonia in the brain. And viral
processes could be observed in the ACLF-D patients but not in the ACLF-S patients. Forty-nine
candidate genes were identified by using DEA between ACLF-S and ACLF-D, which could be
predictive of ACLF-D patients. External validation of the top four DEGs using quantitative real-
time polymerase chain reaction (QRT-PCR) was consistent with the results of mMRNA sequencing,
confirming the results of transcriptomic analysis and suggesting that the above DEGs may be
further explored as potential biomarkers for ACLF prognosis.

Conclusion The transcriptome characteristics of PBMCs were significantly altered in ACLF-D
patients compared ACLF-S patients. This study reveals significant host immune responses
against the acute exacerbation of HBV may be linked to ACLF short-term outcomes, which
provides a novel insight into HBV-ACLF pathogenesis and treatment target to reduce the high
mortality.
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Hepatitis B Virus PreS1 Promotes Hepatocellular
Carcinoma Development by Activating GP73
to Repress the Innate Immune Response

XL XEH 2
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2. WEE 2552 B

Objective About 350 million people worldwide are suffering from chronic hepatitis B virus
infection and are at high risk of developing into fibrosis, cirrhosis and liver cancer (World Health
Organization. Global Hepatitis Report, 2017). Chronic HBV infection can easily lead to the
occurrence of HCC (Arzumanyan et al. 2013), but the molecular mechanism of HBV infection-
induced HCC is still not fully understood.

The occurrence of hepatocellular carcinoma is closely related to hepatitis B virus infection. During
HBYV infection or hepatocarcinogenesis, the concentration of serum Golgi protein 73 rises. Thus,
the abnormal expression of GP73 protein in hepatocytes probably plays an important role in the
development of HBV-related HCC

Methods Here, we identified that GP73 plays a role in promoting HCC development by
repressing the host innate immune response, including examination of the clinical tissue by IHC,
WB, and verified by in vivo determination.

In this study, we characterized the underlying role of HBV-induced GP73 in the regulation of
HCC development.

Results We found that HBV-positive HCC tissues had higher levels of GP73 than control tissues.
The forced expression of preS1 activated GP73 in primary human hepatocytes (PHHs) and
hepatoma cells. More importantly, genetic overexpression of GP73 promoted the appearance and
self-renewal in liver cancer stem cells (CSCs) and enhanced HepG2 and Huh7 cell tumorigenesis
in nude mice. We further found that GP73 repressed the expression of NK-kB, IFN-A1, IFN-f,
TNF-aand IL-6. Accordingly, hepatitis B virus preS1 facilitates HCC development by activating
GP73 to repress the host innate immune response.

Initially, we found that HBV-positive HCC tissues exhibited a significantly increased GP73
expression level. HBV surface antigen preS1 was sufficient to drive primary human hepatocytes
and hepatoma cells to express GP73. Moreover, we found that GP73 facilitates HCC
development in normal liver cells and hepatoma cells. We also found that the overexpression of
preSl increases GP73 expression to repress the host innate immune response in hepatocytes.
Conclusion Taken together, our results reveal that HBV surface antigen preS1 facilitates
hepatocellular carcinoma development by activating GP73 to repress the host innate immune
response. Initially, preS1 induces GP73 expression. Then, GP73 promotes HCC development by
inhibiting the innate immune response through the NF-kB signalling pathway. Accordingly, HBV
may co-opt GP73 to maintain persistent infection by repressing cellular innate immunity through
attenuating NF-kB activity, leading to the occurrence of HCC. This study provides a new
perspective for exploring the pathogenesis of HBV-related HCC. The results also provide
preclinical support for PreS1 and GP73 as potential targets for HCC prevention or treatment.
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Topology analysis reveals hsa-miR-20a-5p and hsa-miR-
340-5p as hub nodes of fibrogenesis regulatory network
In hepatitis B virus related liver cirrhosis

PkiE 1. Jing Jiang'. Jiaojiao Xin'. Dongyan Shil. Hozeifa M. Hassan. Xi Liang?. Xin Chen®. Jun Li*
1. The First Affiliated Hospital, Zhejiang University School of Medicine
2. Taizhou Central Hospital (Taizhou University Hospital)
3. Institute of Pharmaceutical Biotechnology, Faculty of Medicine, Zhejiang University

Objective Hepatitis B virus (HBV) is one of the major risk factors of liver cirrhosis (LC). The
pathophysiology of hepatitis B virus-related Liver Cirrhosis (HBV-LC) remains unclear and
increasing evidence indicates that microRNA (miRNA)-mRNA regulation is involved in the
disease progression of LC developed from patients with chronic hepatitis B (CHB). However, a
comprehensive understanding of the miRNA-mRNA regulatory network in HBV-related LC is still
absent. This study aims to elucidate potential mMiRNA—MRNA regulatory networks contributing to
disease progression of HBV-related LC and identify critical molecules from the network.

Methods Thirty-four subjects (LC, n=9; chronic hepatitis B, n=13; normal controls, n=12) were
enrolled prospectively from multiple centers. RNA sequencing and small-RNA sequencing of the
peripheral blood mononuclear cells from all subjects were performed. Differential analysis was
performed to identify the differentially expressed (DE) mRNAs and miRNAs. The known
molecular interactions involving these mMIRNAs/mMRNAs based on their mRNA/mMIiRNA sites
sequences matching scores were collected to construct a potential regulatory network of these
DE-mRNAs/miRNAs. The most influencing mRNA/mMIRNA pairs were selected as hub nodes
based on their topological attributes among the DE-mRNA/MIRNA network. Then the hub nodes
and their topological structures were analyzed to elucidate the key mMRNA/miRNA interactions
contributing to the disease progression. A synergetic functional analysis was then performed to
elucidate the potential biological functions of these mMRNA/mMiRNA interaction hubs. RNA-seq and
RT-gPCR of the hub nodes miRNA and their targets mMRNAs were performed for validation on
macrophages and hepatic stellate cells in both control group cell lines and the cell lines treated
with miRNA mimics and inhibitors of hsa-miR-20a-5p and hsa-miR-340-5p.

Results 3121 potential MRNA/mMIRNA targeting pairs were identified by targets matching
between 442 DE-mRNAs and 158 DE-miRNAs from pair-wise comparisons of three clinical
groups. 2076 liver-specific DE-mRNA/mIRNA pairs were filtrated out by liver tissue atlas
screening. The top 101 most influencing MRNA/MIRNA pairs consisting of 4 miRNAs and 75
MRNAs were identified by network topology analysis. hsa-miR-20a-5p and has-miR-340-5p are
the hub nodes of this core mMRNA/mMIRNA regulatory network. Biological processes including
cellular apoptosis, regulation of epithelia to mesenchymal transition (EMT), and regulation of
immune response are shown associated with these two miRNAs and their potential targets in
synergy functional analysis.

Conclusion This study highlights a novel mMRNA/mMiRNA network topology analysis revealing
hsa-miR-20a-5p and hsa-miR-340-5p as hub nodes in a mMRNA/MIRNA regulatory network
participating in fibrogenesis in the disease progression of HBV-related liver cirrhosis collectively
by regulating cellular apoptosis, EMT and immune reposes.
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Genetic variants in KIR/HLA-I genes are associated with the
susceptibility to HCV infection in a high-risk
Chinese population
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Objective KIR/HLA-I signaling pathway influences innate immune response which is the first
defense to hepatitis C virus (HCV) infection. The objective of this research was to explore
whether genetic polymorphisms within the KIR/HLA-I signaling pathway genes were associated
with outcomes of HCV infection in a high-risk Chinese population.

Methods In this case-control study, a total of 1902 subjects were consecutively recruited from
2008 to 2018, including 1153 drug users from two compulsory detoxification centers (Nanjing and
Yixing) and 749 hemodialysis patients from nine hospital-based hemodialysis centers (Jiangsu).
Candidate Tag SNPs of the KIR / HLA signaling pathway genes were selected by searching the
NCBI dbSNP database (https://www.ncbi.nlm.nih.gov/snp/) and the HaploReg database Version
4.1. Four single nucleotide polymorphisms (SNPs) of KIR/HLA-I signaling pathway genes
(rs35440472, rs1130838, rs2524094 and rs2308557) were genotyped by TagMan assay
among drug users and hemodialysis (HD) patients including 1378 uninfected control cases, 307
subjects with spontaneous viral clearance and 217 patients with persistent HCV infection. The
functions of SNPs in genes were predicted using the HaploReg database Version 4.1 and the
SNPinfo Web Server. The RNAfold Web Server was applied to detect mRNA secondary
structures. Moreover, the expression quantitative trait loci analysis was also explored through the
Genotype-Tissue Expression database. The UCSC Genome Browser was used to assess the
potential biological function. The data of the H3K4Mel histone marker in 7 cell lines as well as
HepG2 liver cell line from the Encyclopedia of DNA Elements.

Results After adjusting for gender, age, ALT, AST, 1L28B-rs12979860, IL28B-rs8099917 and
route of infection, the results of logistic regression analysis revealed that two two SNPs
(KIR2DS4-rs35440472 and HLA-C-rs1130838) were associated with susceptibility to HCV
infection. Rs35440472-A mutant had an increased frequency in infected cases compared with G
wild type (dominant model: adjusted OR = 1.562, 95% CI = 1.229-1.987, P<<0.001; recessive
model: adjusted OR = 1.460, 95% CI = 1.108-1.924, P = 0.007; additive model: adjusted OR =
1.361, 95% CI = 1.165-1.589, P<<0.001). Compared with the subjects carrying rs1130838-GG
genotype, the carriage of the AA genotype had a significantly increased risk of HCV infection (co-
dominant model: adjusted OR = 2.134, 95% CI = 1.180-3.858, P = 0.012). The results remained
significant after Bonferroni correction (0.05/4). The combined effects of KIR2DS4 rs35440472 and
HLA-C rs1130838 on susceptibility to HCV infection were calculated by counting the number of
their risk alleles (rs35440472-A and rs1130838-A) and risk genotypes (rs35440472-AA and
rs1130838-AA), respectively. The combined effect of their risk alleles and risk
genotypes (rs35440472-AA and rs1130838-AA) were linked to the increased risk of HCV infection
in a locus-dosage manner (all Ptrend <0.001). The RNAfold web server showed the influence of
this polymorphism site on the mRNA secondary structure. There was a difference in the lowest
free energy between rs35440472-A and -G alleles (-10.70 vs. =11.70 kcal/mol). Furthermore, the
eQTL analysis in the GTEx database manifested that gene expression of rs35440472-AA was
lower than rs35440472-AG and GG in the liver tissue (P <<0.001). Based on the HaploReg
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database, rs1130838 overlaps enhancer histone marks, DNase and PLZF Motifs. Besides, there
are ten SNPs in linkage disequilibrium (r2 = 1.0) with rs1130838 in the Asian population and the
detailed information was presented in Table S3. According to the SNPinfo web server and UCSC,
rs1130838 was predicted to have a splicing (ESE or ESS) function and located on the high peak
of the histone H3 at lysine 4 (H3K4Mel) marker in 7 cell lines as well as HepG2 liver cell line
from Encyclopedia of DNA Elements.

Conclusion In summary, our results revealed that polymorphisms within the KIR/HLA-I pathway
genes are associated with HCV susceptibility in a high-risk Chinese population. KIR2DS4
rs35440472 and HLA-C rs1130838 might serve as potential biomarkers and own potential
functions in the progression of HCV infection.

PO-014

Significant histologic changes are not rare in treatment-
naive hepatitis B patients with normal ALT: A Meta-analysis

ik, Hong Zhao. Gui-Qiang Wang
Peking University First Hospital

Objective Chronic hepatitis B (CHB) was the main cause of liver cancer. However, the most
neglected group was treatment-naive chronic hepatitis B patients with normal ALT. People tended
to subjectively assume that the liver lesions of these patients were not serious and did not need
antiviral treatment. However, the truth was not as optimistic as we thought. We aimed to analyze
the proportion of significant inflammation or fibrosis in aforementioned patients.

Methods Medline, Embase, and Cochrane Library were searched until January 10th 2020, to
identify studies of these patients with liver biopsy. Double arcsine method was used to combine
the proportion of significant inflammation or fibrosis. The I-squared was calculated to describe the
percent of observed variation across studies caused by heterogeneity, with an I-squared of more
than 75%, 25%-75%, less than 25% considered as high, moderate, and low heterogeneity,
respectively. Heterogeneity was expected, so all analyses were performed with a random-effects
model. Potential heterogeneity was explored by subgroup analysis and meta-regression.
Outcome of interests included the proportion of significant inflammation or fibrosis and cirrhosis.
The secondary outcome was to find the risk factors of significant histological changes.

Results Nineteen eligible studies, with 2771 participants, were included. The pooled proportion of
moderate to severe inflammation was 35% (95% CI 27-43). In HBeAg positive group and HBeAg
negative group was 34% (95% CI 19-50) and 32% (95% CI 21-43) respectively, the difference
was not significant(p=0.806). The pooled proportion of significant fibrosis was 30% (95% CI 25-
36), 27% (95% CI 18-36) in HBeAg positive group and 34% (95% CI 26-42) in HBeAg negative
group, without statistically difference (p=0.255). The proportion of liver cirrhosis accounted for 3%
(95% CI 1-5), and there was no significant difference between HBeAg positive and negative
groups (2% [95% CI 1-4] vs. 3% [95% CI 0-8], P=0.571). In subgroup analysis, old age (vs. young
[<40 years old], 44% vs. 26%, p=0.012) were significantly associated with higher fibrosis stage as
well as cirrhosis (vs. young [<40 years old], 4.8% vs. 1.8%, p<0.001).

Conclusion In summary, significant histologic changes present in approximately one third of
treatment-naive CHB patients with normal ALT levels, and about 3% patients even progressed to
cirrhosis. It is worth noting that the proportion of significant fibrosis and cirrhosis in people over 40
years old are more than twice as high as those in younger people. The management of treatment
naive CHB patients with normal ALT remained a challenge and required an individualized
approach in addition to standardized paradigms recommended by current guidelines.
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HE 2 If b | = MR BT B E £ F (Entacvir, ETV) 697 1 H A PE 20 8995 3 L JF &
(Chronic Hepatitis B, CHB) &3 FIFHAIGIRIT 20f1 %24, S CHB EFIEFIUm i 4R 4t
B2 I R AR o

FiE WE 2017 4F 1 A& 2020 4F 1 H 1G-S A B 2 a5 RS 55 00 E S IEYE HBV & Sy
F, B BEILLL . BIT 24 FULKIGYT 48 & HBV-DNA K. ZHFbrEY. FFETh. ATRAE T 4
febr, PUREHRIT 48 JERFEEFEE HBVDNA K], 584 EsNE A HBVDNA<2x101IU/ml.
IR SRR R FAFR LG = 58, SR ORMAN LA t /55, 24P BRI %250
HrEk Kruskal Wallis #RFIRLES ;s 2 M SERMEIA A S5 B 40 b, IR HeBCR A -R 5 R 5081 Fisher
AL o

G5 I 405 Bl EE 2 ETV PumssiayT, HA M EM ETV 21541, J5HF ETV 190 #1740
JRERVRTT, T PURTEIAIT 48 JH, 3t 12.8% (52/405) & A R = ks 2 HBVDNA TND  CRAG I 9%
), HoE~MEH ETV 4155 TND &S5 10.29%(22/215) 1 15.8% (30/190), J5iff
ETV A& TEF” ETV 41, ZRLSiH#E L (p=0.095); jGJ7 48 J& )53t 82.29%(333/405)ik % 5¢
IREE NS, B AEE ETV 56 800 85 M. 2850 78 84.7%(182/215)F1 79.5%(151/190), Ji
W ETV AR ENERMRTE” ETV 4, ZR LS %E L (p=0.174). H4F, HBeAg
FEYE B PUREEIATT 24 . 48 JAEF” ETV 414 HBeAg HIBHHE R 7

WA 17.3% K% 27.6%; JEHF ETV HPUREEIHIT 24 A, 48 AK HBeAg B4 23.1% K
34.6%, WALEZER LG ITHE L. L ALT FEEE, buRdnIr 48 &, Ef* ETV 4
ALT EH %N 84.0% (137/163) ; JEHWE ETV 4 ALT &7 % 85.9% (140/163) . PUREEIATT 48
J&, E 7 ETV 4H T )5 68 B 9l %2 Cliver stiffness measurement, LSM) H 7.13+3.23 % &
5.65+2.13, p<0.01, JE#Hf ETV 41 LSM {H H 7.66+3.49 [%% 5.92+2.47, p<0.01; MM 4LIATTHI-
1BIT 48 F LSM MH K IAITRIJG I LSM ZEEXTEL, Z RG24 L. ETV & WA R N E
PAFEZJ7, B0 K. KB IR BESE, MU R IR BRI R, KA,
HAATREATY . WEAE . WA RAERA RN SR ™ EARREM JErsh a7 . o
BIELI P R I AT G LR BN ERIER R . VAT, s MBS S8 s, 2R BTES
2w EFRERFHMETRE RIS PRSI (48 B IRIRIT AL, TR N R
ALT EH 2., HBeAg P2 LSM ZAE 71, 7Rl E= B &R AR RS < Fhumsn
SR A R .
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FiE KA TR (PEG)TIE I BEA TR .
gER BN A FATIE T I AST At 10 1) 37 B HFFE T . B LR EmE,
%R EHERR T B AR A S AW, IS B4 2 2 B R T E A 2R G5 W R AR TR, T L <5%
PIRITAE, AR A4, BEAMARRAEEEN 1 (GOTL) FERFTIHEx) AST ik
SN, (HIRATHHE AN GOTL FELRI P A& WRHMERAA . FATE— P RA T R 4 —FE(PEG)IIT
VEARIG TR . 7E5R 4 T RE S & DI 5 B 1 AST /KM 364.7 U/L RI%%] 282 UL, MIER
L FEDURETETE (PPA) 4 84.56% (FHTE PPA BRI N 73%) . BRAEAWFAKIN 4 B
AST RrlE AT BE T B, (H AR T 4 BEAATIG B3 [ 6 DA AST ZKFHIGT EFEASE AST (1)
FOTE 1 B AR DR AR . IR i FFREZH S R 4 BT e iR IS I 25 5 b, Bk
HE 2 W Macro-AST.
2 45t WK TAER WA B AST FHaf i, EHbR MRS, NS Macro-AST 1
AlRE, FFdE— DT PEG YiiEia LLEI 2 W, @k IR Macro-AST, A DL ) R R A
PERIRG R, WD IRS R,

PO-017

URIEREAEAME DAA BT RREHIRAF
FEURTEER 2N

KICE . Bt MR, XIHESL, TR, TR
AR RS Y AL U 2 R B

HE  7EMPE R 28 B s A A A AL 3, R TR AR (Sofosbuvir) 111k Bt
JREEZIY) (DAA) BT 2N, (ERI7 80 2 MG L IRATIAT 72308, PP
FOH JAR LI T B R AL T 3800 22 Ak

J7¥% tuZ MEDLINE. PubMed. EMBASE ##& /%, &I (]9 2010 4F 10 H %] 2020 4F 10 H,

EFE LR AEAT T35 (SOF) A ELAl Y DAA 250697 A A B TR I FH-RE A4 £8 38 RO A 9, T S A R [ o 2
WEFIIREAN T, FEXPIT R A R0 fe e AT 70 dr s A R #r i & 96/ SVR12/24, 424
P T EFEAN R FEAAE). ™ EARFMH(SAE). HCC FIFET R A%,

GER WRATRAILGIN T 33 T, A4S 5302 Il AV AR AT AFIEL B3, H A JF SVR12/24
N 85.1% (95%Cl: 82.8%-87.3%) ; JyRME A M Bns SOF B& T DAA 2541077 =
SOF/LDV+RBV(86.3%,95%C| 84.6%-87.8%) . SOF/DCV+RBV(82.4% ,95%C| 78.2%-86.2%)

I, BEAIRIT % SOF/VEL+RBV(91.0%,95%CI 87.7%-93.9%) JAIr RURE, =H 2 MZER
FHEarrE X (p=0.0023) ; Z4&WoiiniET SOF 1) DAA G T RHEEHH AE FIRAERN
69.0% (95%Cl 48.6%-86.2%) . &If SAE M KAEXRN 16.2% (95%Cl K 10.8%-22.4%) ,
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HCC FIZET: & HREZRSMNF 3.1% (95%Cl: 1.5%-5.0%) fl 46% (95%Cl: 3.1%-
6.3%) .

g s LR, FET SOF 1) DAA JGIT J7 XT84 7 BT 2 FH S i AR B2 HA AT Al AL S 3, Rl &
SOF / VEL+RBV HIVAI7 7 R ER B IT R, (H AE R AR S, THEEZEZIET SOF 1
DAA GIT T B INAAIEFR, X507 58 2 0T Ak S H .

PO-018

BERAEE (IPA) XUSELEE (CCl4) HFFH
INR P A RER R ALEIFR SR

FKFE L, MK 123, Ty L ALE L M EE L RN 128
1. VERIBERER A B B2 e ik et
2. VU BRI MY I = e 4 A%
3. TUHEERER A MY R R e i e 5 S Sl &

B FFeF4eth 258 ERR (CLD) MFLRHIRE, wldt—P K B NIl 2 E, 2k
TR TG I CEMER R BIVRNER (IPA) 2 S AE =4 1 — R A, #ik
HMABPRL. Pik. PURMYERERENIEN. SR ERE, IPA o] NIRRT 4L IE A,
BRI =R RE (HFD) R HEWFE AR (NAFLD) KR BIRF£F4Eth . B H mr AR 7EH
MFFAT AL RS EIGAE IPA XL 40 IVE T . ASHF9ELE B IRAE DU SEALE (CCl4) 135 S 474
/N R RS EERT IPA IR R BbLi, AMUBEEE IPA EY2EThRe, ERe AN A 41k
TR B U AF AT T 75 THHR AT IR B8 2 S8 Ak B o

Jri DUiEYE C57BL/ 6 /NEBUNBEFUN %, FFeF4efu i ALi@ iE ik 4t CCla /. IPA T-TiRH
IPA A W(20mg/kg/ H)FEE o BENLKE NN IEFXTHRAL, IPA XTHRZL, CCl4 BALLAT IPA T
H. WBRME ALT. AST. HAHZLER (TBIL)  HAHITEE (TBA) /KPR, K IRAKS-
F (H&E) Fl Masson Geti i1t FF2H 23 (1) 993 B4 R FAF b 1 0l . K ELISA ¥4 J g & SE
BOBE /RN (QPCR) FMAFALA T TNF-a. IL-1B+ IL-6. IL-8. 1L-10 7K P34l AT AE H i) 48 i e
M. KA MDA, GSH, GSH-PX, SOD Al CAT i &Aa I FF4L 4L bk N 85 1) 2615 B 1F AL BT
(AL S OK T . TUNEL 23 He kil iFge i . it gPCR A F414H a-SMA. Collagenl.
TIMP1. MMP2. TGF-1. Smad3 mRNA EiA/KF. EEFEZ (WB) Fl b 4 A0 Gy s il i
HAH TIMPL, MMP2, TGF-B1. P-Smad2/3 [ HRIAKF-. KA 16sRNA /77 41 17 18 1 1
ik, H SPSS25.0 A Bt AT G it dlr, et iR A t R IR AN T ZE a0 HT .

GER 1. 8 )G i NRBTEFEL RS, IPA TS THELiE ALT. AST. TBA. TBIL K,
DEE A IR AL s T (ECMD TR, AT RL IPA FE B 545 S 4T 4EAG TR BOG RE R, X
B IPA R 81, (HSNE CCl4 75 T 1)/ RT3 LA 4EE . 2. IPA Tl nE CCl4
FHFMIAE RN . 3. IPA THiXT CCl4 i T (AR &AL MR G T B . 4.1PA 2= CCl4
BRET. 5.0PA Bk R (HSCs) MIiEALINE CCl4 SR/ RATL 41k . 6.1PA
TN CCl4 i S /N RFLT 44k 5 TGF-B1/Smads 15 Sl K KIIE A . 7. IPA T4 50 iz i
AR o

Z£%  IPAEIEE HSCs fl TGF-B1/ Smads 15 S BEINEI T CCl4 i SRR AL 4E4L. IPA
JNE T CCl4 & SH/NRIT I JEF AT T, B8RRI IPA X CCl4 51 MR FT &AL
VRS, AL, IPA TS R s b R T S5
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PU-001

Alterations of hepatitis B virus load in hepatocellular
carcinoma patients treated with anti-programmed
cell death-1 immunotherapy

AR BHE 2 KL BSR4 RAIGE L GREISC Y. BRAEE L RN S, ot . Mt
1. Al RSB 4 = BR e
2. JTRE R EERE
3. IR BRI R AR BR B
4. BRI R AR — BE B
5. J7IHBERER 2 MY 5 — e e

Objective Immunotherapy with anti-programmed cell death-1 (anti-PD-1) immune checkpoint
inhibitors (ICIs) has been efficacious for the treatment of advanced hepatocellular carcinomas
(@HCC). However, the dynamic changes in hepatitis B virus (HBV) load and the potential risk
factor of HBV reactivation (HBVr) with anti-PD-1 therapy in HCC patients still need to be
deciphered.

Methods This retrospective, multicenter cohort study evaluated 683 cancer patients undergoing
anti-PD-1 treatment between July 2018 to September 2020, of which, 265 HBV-related HCC
patients were finally enrolled who had detailed demographic and laboratory results before and
after immunotherapy. Data for HBV viral load and HBVr as the primary endpoint were
documented. Clinical data including age, gender, antiviral therapy, history of alcoholism, liver
cirrhosis, HBeAg status, baseline HBVDNA levels, and anti-PD-1 therapy course were analyzed
to determine the potential risk factors for HBVr.

Results In total, 265 eligible HBV-related HCC patients were enrolled in this study, of which, 237
(89.4%) were males. The median age of the study participants was 50 years (50.87+11.82). Fifty-
one patients (19.2%) had HBVDNA flares, of which, 48 patients (94.1%) were treated with
nucleos(t)ide analogs (NUCs). The remaining patients had undetectable or decreased HBVDNA
levels during anti-PD-1 therapy. Sixteen patients (6.0%) ,of which, eight patients had a baseline
HBVDNA level above 1000 IU/ml developed HBVr, which manifested 85 days after treatment
commencement. The median HBV DNA levels were 2.56 x 10* IlU/mL (range, 2.04 x 102 - 3.28 x
10° IU/mL) for patients who had reactivated virus. Fourteen patients were administered NUCs
during anti-PD-1 treatment, while two patients did not. Six patients saw a reduction in HBVDNA
levels within months after constant surveillance, while the other patients were not regularly
monitored for HBVDNA levels. One patient experienced immune-related hepatitis as well as HBVT,
and six patients died due to tumor progression without HBVr-related adverse events. Age (< 50
years) was the only significant risk factor for HBVr (odds ratio, 3.02; 95% CI, 1.02-8.94; p =
0.038). In addition, younger patients tended to have higher rates of HBVDNA flares, seropositive
hepatitis e antigen (HBeAg), high levels of baseline alpha-fetoprotein (AFP), vascular invasion,
and advanced tumor stage.

Conclusion Alternations in HBV viral load were diverse and HBVr could manifest in a subgroup
of HBV-related HCC patients even when administered NUCs during anti-PD-1 treatment. Age
was a potential predictor for HBVr. Close monitoring of HBV viral load and diligent follow-ups are
strongly recommended for the early detection of elevation in HBVDNA.
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TMEM2 binds to CSK23 to inhibit HBV infection via
activation of the JAK/STAT pathway

Fpe. KA. B
FLER A B 5 =R B

Objective HBV infection represents a global public health challenge, especially in Southeast Asia
where HBV infections are prevalent and the public health system is heavily burdened. We have
previously demonstrated that TMEM2 inhibits HBV infection in HepG2 cells, but the exact
mechanism is not clear. This study aims to explore the cellular mechanism of TMEM2 activating
JAK-STAT pathway to inhibit HBV infection of HepG2.

Methods TMEM2-interacting proteins in HepG2 cells were collected by Co-Immunoprecipitation
(Co-IP) and identified by Liquid chromatography-tandem mass spectrometry (LC-MS/MS). By
analyzing the location and function of the collected protein, explore the target protein that may be
combined with TMEMZ2 to inhibit the process of HBV infection. Levels of casein kinase 2 subunit
a3 (CSK23) in HepG2 cells were found to be inhibited or overexpressed using siRNAs and
pcDNA3.1-CSK23, respectively. The effect of CSK23 expression on cell proliferation was
analyzed using MTS, and the indexes related to HBV infection, cccDNA and HBcAg, were
measured using ddPCR analysis and IHC detection. Western blotting was also used to determine
whether TMEM2-regulated CSK23 expression and HBV infection were affected by JAK-STAT
signaling.

Results Co-IP and mass spectrometry results showed that CSK23 interacts with TMEM2.
Moreover, overexpression of CSK23 significantly inhibited cell proliferation, while inhibition of
CSK23 promoted proliferation of HepG2 cells. In addition, overexpression of CSK23 was
observed to significantly enhance HBV infection, while siRNA knockdown of CSK23 inhibited
HBV infection. Notably, overexpression of TMEM2 could reverse the inhibitory effect of
overexpression of CSK23 on the JAK-STAT signaling pathway, while IHC detection and ddPCR
analysis showed that overexpression of TMEM2 could reverse the increase of HBcAg and
cccDNA after overexpression of CSK23. What&#39;s more, Ruxolitinib, an inhibitor of JAK-STAT
signaling pathway, could reverse the antagonistic effect of TMEM2 on CSK23 promoting HBV
infection in HepG2 cells.Further mechanistic analyses have revealed that TMEM2 could
antagonize the effects of CSK23 on cell proliferation and HBV infection via JAK-STAT pathway
activation.

Conclusion In this study, we, for the first time, report that CSK23 is a regulatory protein of
TMEM2 function. We also clarified that CSK23 interacted with TMEM2 and has opposite effects
on HBYV infection and the inhibition of JAK-STAT pathway, which are rescued by overexpression
of TMEM2. CSK23 represents one mechanism by which TMEM2 functions in antiviral processes.
Our results provide a possible explanation for the antiviral effect of TMEM2. TMEM2 has been
determined to bind to CSK23 to inhibit HBV infection via activation of the JAK-STAT pathway.
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MERFLATE L101 B KR S MR GRS 4
$RIE TR 4 FIFR

N TN 1 € RN N Sy C R
1. LR BR A e Y J 28— R e A% G 1296 1R K B S =
2. 5 HUR 7 MY i R = g (L i 4R B e )

B B 5T M FLAT B LIOL %o KBRS I 3 A B 28 FR R BE T i A I TR B A FH S WL T 2

FHEE HEME SD OKREENL D A=, RN HMES A (n=6) . FHTEXIRA (n=6) FiGITH
(n=6) , [k % B 2B A0 FH Pk 5 BR2H 45 K 7 Iml A SR KEE S , WIT HE K TR I
LI01 2*108 CFU # 8, Tl 7 K. TEZ 8 RIS BHMXT R FRYT K RIE R EST D-2FURE &
(1100mg/kg) i T SR IR, B PR RE AV S A5 B AR B AR K . IR AR E AR, 258 K R
WFIhREAAL . FFZHZR N TNF-a. IL-10. M-CSF 25 % 5 [ 17K & SLC7TAL11. GPX4 S5k T4
KB A KT AL U5 FLR G2 9 iR B T A AU A 308 16 I3 W0 82 K B 7 18 B BE AR AL o

GEEL HEAERTIBALEL, VX IR ANGI T4 ALT. AST. TB 25 thRtfets B35 EIF, E¥RIT4
JHhae EAREEERN, SRR RAME R A REZER; HIE HE a8 R EIR, I R4 A
U] WA PR IR, FFZY TNF-a. IL-10. M-CSF 25 2R /K-~ 535 7h i, H B T g
H IR IT H KRR ZH N A DL 5 R AR iR, HLE R 7K PR R 5401k shal, BHMEXS R
KEFHZH SLCTALL, GPX4 FFHAT R ERREH &, HITHIFEC FF 16s P4 R
TN, ARG AT S K R i B R, MRV FLAT R LI0L TR X M i iE AR A R TR
e TG

g8 MERILTE LIOL RefEH TImE s i, BRI SORER T RISFH R N R AR, o
EpE AR, IWMIEEITIEG . ST ek sE - e .

PU-004

B &M HFFE CGMCC 15058 %I FF 4k
FTRERNHEIFHAR

fimit, w2, BER?
1. B ERAB g i 2R s e (g T iR 2R = )
2. WL K 57 B 2 Bt i e B — BE e A% i 1276 [ X B SR =6

B W78 5 HF XA i CGMCC 15058 X T4 Ak A8 T2 & 2B 0 /E F R AL B 75

FiE HEME SD O KBRBENL D A=, 2RI (n=6) . A (n=6) FIVGEIT4l (n=6) . %t
MAMBARGRE T Iml AHEILKES, WITHSRTHE WM K CGMCC
15058 2*108 CFU #H, Tl 7 K. E5 8 RIS HBAHFGIT 4R RIS ST Erastin 1755 24
YRR AE T AR Y, [RGB 2 2 B AR B AR K . R AC SR AR AR 258k BRIV T Th AR
. HFHZAN TNF-a. IL-10. M-CSF &5 5 RE R 1 7KF-3F Hll € FF4H 2N SLC7ALL. GPX4 54k5k
T AH SR ER KT 2 2L BRI G 2 2 ey R L 200 A8 s 348 16 1l W 82k B 18 i AE AR AL
g BRI RRITAN ALT. AST. TB 5/ Dhaeiatn i T, (HiRyT AP Shae L AR BN,
SR A B 2R, BAAKXRTFHLH TNF-a. IL-10. M-CSF 25 % 5E R /K7 83 T+
s AR HE A J VR T AR BRI 2P R DL B B 9 R R 1 s R AL KRR 414 SLCT7ALL .

25


javascript:;

PREEFSFTIREERSIEMRIENH M. BEMEMSIGRARHRZEASIN B3R

GPX4 SEHILTMRE AR ET w, 6T R e KRR, BT H I 85 5
HEM K ROS R, LR R A, 0 165 MFP& R BoR, SUERHR DA 755 KR
JiE TR A, T A XU B CGMCC 15058 1 ixX B iz 1 b T 2R 145 3 17 55 2 05

2 FHHESUBATE CGMCC 15058 BEfEH T i, BeEEMAR, BB THRERR
i, TSNS S i A AERAET B E R

PU-005
B AR R MRERTT R

gk L XIAEHT 2
1. BRI — N REERE H SRR Fe
2. RHITER — NIRER B

B WERE, JE M RAASEES FRKE, R BRI R ™08 20 s 9% A [ B f e 11 2K 1)
Al Mo, MR R AOR AR LA BN, R8I 2 B U A R T AR A T T
H AT e A2 =AUPUR BRIl CRBEGH/4ERfh=5 7 400mg/100mg, A&
FIBEHIHIFRD 7, BI NS5A i 25 4L {351 NS5B i) 24 2B A 45 4L (1072 S R B (2 A 771,
RS, “HPUA GRS, SEARMEFD WaESE— D8 b, AR SCE &R 8w e
FHRICHR, Blin CNKI, 4%, pubmed 2%, XH&TERNRIT RMGURTFHITH 288, SHEN K
P55 N G SR (LI R R I (K036 7 U gt Jig,  [RII thAiy B 5K A TR s PR R I E AL,
FIACES, 47 i A e B o

T5iE ASCUERAE R B2 S M R RV I R B IR IR BEORE, HEAT B 247, 4R B 10
TAT AR A ImARSRBL. WisE. AR, BT ad. ARNGIT RN, BH. BlE5.
SR AWTIURIRIT SRR VR N R R ST ST R A DG EE e, UL DAAs 25 . M
FERBEATF (sofosbuvir, SOF) /& NS5B X HERISIUN) R & M7, EAERZ I oReh 12
PR 7RI, 15 HCV EALH 1 SVR FRIEIRME, 484 1 EJTHE, RN, SEERESSE
A, e ARG R TT 7 B 2, A R TR 32 PR A1 R AR M B AR
ARG R PR J7RUTEHED . IS GRESH, SEABHNEIFD "R 25N kK,
PRI A AL CRFRER ) BT R S AL (K B AR 1-6 1) 7R Bl R

gk RVEN AT RPUR R ANIDTAR I I TP Z6 T % BT PR AR L AR A
Ji%, 2| DAAs IIT-IERBCEFEFEMIT SR, e BIBER 2 Ok DAAs IR, 21 17— MRK
Wit fe. XS, WIFRRFSR RN E R ERIR KNI . DAAs AR &N/, ZERIED,
M HITRE R, BRGNS (SVR) 4L 100%, XLt A 45 P #0vE s o
FIRE. PIFAN R 4R Ay PRARZEIS SRR AR . 5 RA A S iy [ X L ) 55
71, £ 2030 FEH BRI R PERT 20X — A3 AR .
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Title: Multiplex Immunoassay of Cytokines for the Short-
Term Prognosis Predictive Value of Patients
with Acute-on-Chronic Liver Failure

FB7klE 1. Genglin Zhang!. Lina Wu?l. Jing Xiong?. Lu Wang?. Xuejun Li2. Jianguo Li?. Chan Xie?. Liang
Peng?
1. The Third Affiliated Hospital of Sun Yat-sen University
2. Third Affiliated Hospital of Sun Yat-sen University

Objective Acute-on-chronic liver failure (ACLF) is a distinct clinical syndrome characterized by
liver failure due to acute hepatic injury and underlying chronic liver disease with high 28-day
mortality. Since the systemic inflammation response (SIRS) has been found to be associated with
disease progression and mortality in patients with hepatitis B virus (HBV)-related acute-on-
chronic liver failure (HBV-ACLF), the objective of this study was to detect inflammatory factors in
ACLF patients by a Luminex-based multiplex immunoassay system for high throughput screening
of the cytokine with the most prognostic value.

Methods 40 patients with HBV-ACLF were enrolled, while 30 patients with chronic hepatitis B
(CHB) and 25 healthy volunteers as normal controls (NC) during the same period were recruited
as controls. Luminex-based multiplex immunoassay technology was used to determine the
concentrations of 48 cytokines in total at once in serum samples from three groups. Then,
specific inflammatory factors of ACLF were determined compared with CHB group and HC group
and were further analyzed with the prognostic outcome. After that, the receiver operating
characteristic (ROC) curve analysis was applied to evaluate the prognostic prediction accuracy.
Besides, Kaplan—Meier curves was used to analyze survival, while the Cox regression analysis to
determine the mortality predictors.

Results The level of IL-6, IL-10, IL-15, IL-18, M-CSF, IP-10 and CXCL9 were significantly higher
in patients with HBV-ACLF than in either patients with CHB or NC subjects, while the level of
EGF, PDGF-AA, PDGF-AB/BB, MDC and sCD40L were significantly lower (Figure 1). The
concentrations of IL-6, CXCL9, and IL-15 was higher in non-surviving patients with HBV-ACLF
than in surviving patients while MDC was lower. Increased serum IL-6 was positively correlated
with disease severity (Figure 2). The ROC curve analysis showed that IL-6 and CXCL9 accurately
predicted 90-day survival in patients with HBV-ACLF, with an accuracy equivalent to those of the
Model for End-Stage Liver Disease (MELD), MELD-Na (Table 1). Kaplan—Meier analysis showed
an association between the increase in serum concentration of IL-6 as well as CXCL9 and poor
overall survival in patients with HBV-ACLF (Figure 3). Moreover, the multivariate Cox regression
analysis showed that only serum IL-6 was an independent predictor of overall survival in patients
with HBV-ACLF (Table 2).

Conclusion Although HBV-related ACLF patients have significantly increased serum levels of
multiple cytokines, only IL-6 is preferentially enriched in patients with HBV-ACLF and that this
increase positively correlates with disease severity. An increased serum level of IL-6 could be an
independent predictor of mortality in patients with HBV-ACLF.
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RN RIBEE M T seEd R 558 FE R
FaRRa R &I ThEE R AR B E R

AR Rk AR WFCHE. PR, FEE. mER. Wi, 25
Ll R R e 2 = R B

HE WA T40 (MSCs) I8 inatE /s (ACLF) 124t A it C 44t 2 D) sE 56
Rl RO AP A BES o SRTM, 180 S FF 5 vl BRI B 06) (8] 7 R T () s & D . AR
B H 2R 70 18] 78 50 40 B Ak T-18 0 St JHE 2 v I35 PR T DhRe e i A 4k S L AH DG o

Jrik 76 ACLF R AV e 8 3 IS IR B 3708 10%, 30% F 50% HIfE It F 157 MSCs. 2
Je, FRAE R S W% MSCs M4IuEAS, FRR0MHRAY, 5, FT R a1 ohae g .
B, FATRH mRNA MR AR5 5 MSCs Ihfg i 48 (4% 0 4 F AP LHE I .

g 1F ACLF MM T, MSCs &R RERE, (HRMEE L (Figurel). LA, MR
- T T IR TS, AN TR B (Figure2).  F B E(JE, MSCs [k ThREE 10%
(IR R B I 375 P 85 v 79 2 3 5, (HLAE 50% 1Y) i VR B I 7 3 858 v 0 6 A8 SR 412 46 = B (Figure3)
MRNA I 7 25 KB 10% 1) ACLF IMiERE/NF PI3K-Akt i&4245% MSCs Ht £ 1/EH
(Figure4 A), T 50% ] ACLF Ly B 3 s 52 mm 40 & 2 i3t MSC 340 e %6/ H (Figure4 B).
58 50 % M IR R 5 AR IS, X B R B4 A I ER ke MSCs ] fg 2 [ 40 A
FERERR . BEA I3 B s U I 7 TR 248 (DPMAS)  PLS/b IfiL i Hh (94 22 i vl fig g gk
MSCs K5 sm It R AEH -

PU-008

CERFRBAXRMEENRBEENERRG
TR INEE K

AL TR 2. EARA 2
1. b K =0 ZIRR BE 24 B
2. AT R EE B R L 2 P VB Ge [BR 2 3

HE W R R ARSI a5 (HBV-ACLF) BEHMERZGAME (NK) WREAThRE T
MR, LSRR ERILR.

Fiik A4 28 15l HBV-ACLF &3, 28 filfgFe /E X . Wt 3t ACLF AN M50kt sk
BEfabr. WKRIFAAE. TE45R. MELD VF0%5 5 . EGER KT AUk, 2 R 07k
AN I A AZ AR AL (PBMC) , A 4l AR I 40 if NK 4l g% (CD3/ CD16/
CD56) , PBMC #fiffiZ: PHA il 20h JaAaili4h i K1 (IFN-y/ GM-CSF) /Ko Guit2# kM
PR FEARFRAIAE LS, FHIE /MR H spearman #H5¢ 7347 .

g5 ACLF 415 {d et MM EL, NK 41 R 2R A 4855 THEUR E PR K. R4l CD56 Rik /KT
NK 43>~ bright 1 dim BN E#E, ACLF ZH NK 408 fl CD569m0% Lk xif Hi 40 & 25 B Ik, 1M
CD56P"9M0s i 25 T} 15 .

i 28 RIET-H ¥ ACLF A NAET-AH A AEH, Hrh ACLF JET-41 CD569M06th Lt /7 3G 4 2.2
[, {H CD56Prienos i & FH . ACLF HE MELD 1F4r5 NK 40Kt 5 Bos A A e,
MELD ¥4+ 5 NK 4iffi b g5l . HoE A CD569Mob Y fikH %, 5 CD56P9M0g % 1F AH5C
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ExHRAAML, ACLF 4 NK 4Hi 53 IFN-y [REJIEZ R, 1H ACLF 44 CD56™ #7534 IFN-y 1]
Ae 1R PR, T CD56Piont By b B 5. % ACLF it — 30 e g, Jur fiigdl
Ja, HEBTEESR.

ACLF 411 NK 4Hff 50 GM-CSFY%LL X IR 2H 2 338, (HII A CD569™ 4 wh Lot FE2H 15 3% T F%,
1M CD56Prent FE /b i ZE N % . ¥ ACLF 453 ARG ARIKGLA, ST FIEH S, GM-CSF%TERK
Yool RAET- P RIEH F . HIERG4 GM-CSF%5 MELD 43 IEAH 9%, ACLF ZH fy Fh ki 41 i B0
MES AT AR RIAE S, P HoS GM-CSF%IEMK.

2% ACLF L3810 NK i ALy, Hrp DU CD56dim YRR e, R 240 A
I THRE T 2 A, H GM-CSF 23l 5 b Mok gl il f1 MELD 43 T A 5%

PU-009
EREFERZMNE LPS FSH/NRASRIE

AR
WA 36—

HE WERIMELSE THEBRIGH KBNS REME, A K E NSRS 4T 5K —
Flom B AE BRI, W SEEIEE BT 2R T IIRERER . SRS M B AT, AT R
B, IXESIERIATT R T A A KBk . IEFEsk, IEMEARH S 2, BV 2ot R
O MG« A RGP S A . AU FC IR H R AR 298 2 B R = 1)/ BRUIEERE 2 Cob/ob)
W LPS i S0 B R 2 S 2 A IS e R BARL] .

FiE K 24 26 ARG oblob K 24 KA B K 6 Bk wt X HE/NBRBENL A 4 41, 4394 oblob+1E
W20 ob/ob+LPS A4, wt+IE LA wi+LPS izl . 458 1 &N MR R, LPS iy
IE# A5 5F 15mglkg F& LPS W& iek & 8 B HUKIERIESS, 6 /NI U /N R PR
[l iy RO A I VPAl AT SR FE S, RIETE DL, Mg bRy, A i e v Al A R 4

8] 5 wt/NRAHE, ob/ob /NRH LPS ERE/NR IIMTE ALT. AST JHa, HAFIE Az IE 4
SURLTHE M E, KA T IFN-g. IL-1b. IL-5. IL-10. IL-17a /K-FHISE T, JmiE S g i mK
PR, BEAk, oblob FEFISINE T LPS SRS AR, RIUNGIE T 25 8 D,
AEREFEEM, BB Thagdt— LK.

G WA RR U RERGRZ (ob/ob) By EE s b IEThAE, INE JOE M AT R 6T LPS
SR AN B R MAE A N EAE A, XS AR AT BE A2 th T8 2 L DR B = 51k () B v A 45 4 B AR
WIIREM AR, B FU4h FEE A IR 1 s oA S5 AERERC R, AT N R 25 S (1 SR B S 4L 17 37 1 I
fif o

PU-010

B 52 5% B 70 28 DURBER B FA >of /s BR AR TE A 14 B R
FH= B R aTTE R #TR

WRHH. 22205
WL R 2 IS 2 e B s 25— B e

HH W 7Ch 7 2 % ATCC BAA-835 FIHIT RS2 AR sh 71 INT-747 Foe FH 5o =l VRS 14 g s 1 - K B,
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TR 697 1E F B A L

FiE 6 B HEE C57BLI6 /NRBENL A AR ST RA (WD 41) « BSR4l (ND 41) .
WD+AKK 4 (WA ) . WD+AKK+OCA #4 (WAO 4> , 44 10 H. WD 4. WD+AKK.
WD+AKK+OCA ZH5 HME & m e mE kL, KR EINZIRE N 429/ IR, £ 4 F,
MR AR RS HE TR . CD A HIRE IEHIRE . WD+AKK 1Al WD+AKK+OCA 204 H 1% AKK
3 * 10" CFU¥H (200l AEFE/KEE) , A WD+AKK+OCA 4T 6 g/L i) INT-747 H#EH
(0.5% % LA RMER) , R4 T 200l A KEEE, T 4 &, idx68 Rk ELL
HREWNE; AL E/N R AN MR X R B R HPUEN; RT-gPCR AN, 45 R
tFOIL-1B. TNF-o 25 KRER P AIIH VT ERIE B A% FXR & SHP JEH &AM Western-blot 144
GPR41. GPR43 Z&feMifR 2R Mk 5 0; Elisa V& B MK FFA. GLP-1 Z5 i gk 54545 A
LBP S A M &R IR VEAN T S 25 B 235475 S AT AEAC RS s AR 22 o0 b /DN BR S R AR
WP LR o

L8 5 CD 41AHt, WD 4/ A EAEME . BMI. SN S8, FFohasfars ALT.
AST JHi, RS ERPUEI, (2R HF TNF-a. IL-1B £ikTHe,: JENERZ A& GPR41. GPR43 %
KFEAG, FXR K& SHP HiAFK, M+ FFA. GLP-1. LBP &&Fm: MIF HE Qe R g iAs
PERGIN, R MIRE, AR . AHEE WD 4, WA /N BRARE B B EK, FTRETE bR S
BERAPURRE, FET TNF-a 5 IL-1B 5 4RE R TRk b, i+ FFA. GLP-1 & &K, HE
Pt oG BRI TR SE I, FTRRMIASYE. ARt 5 JOREmb, AU =4 b J % s B R e ) 2
TEREERIN, ZRYEAS %R . WAO A WA 47K E AR BRI e B %5,
B EREAR T RS HICPT, oG8 TR R IhRe, My LBP &k, RIEHEE 7 IR BR1E
W, PR B R m T R

58 [ 2 1 ATCC BAA-835 S5 HYTERZ AR INT-747 HIICH GEA R JE00RS 1 AR i VE T
93 /0N BRI R 5 AR M AR RS I T 2%, SEZR AT AT 2 Ab st Fg , 3l ok 18 1 P T Al A 6 ) S5 e e R T TR
(7= AR S AMPK iy, 81 TR H A 7 1 AR DT e SRRk 2 A M P s 11 A e

PU-011

RRBMBE BT XARBEE T QTc [EHA
EKHNZERREWER

KR ATERL I WIRAE. BRYA. KK, IR
VU 22 A2 T K 7 5 — P R B e

BE RE AN RIS 2T =% (HBV-ACLF) H b QTe [t K 1) & A= K
S (R 25 .

FiE BIEWEHT 2016 45 1 H-2019 4 12 H 7 7 2 388 K 5 — B & B2 B R 2 1 116 1
HBV-ACLF 35 ) [F BR{@ e xr B2 94 B Is IR BTk, WEEEHF ARG 12 SECOHEERO
(HR) . QT A, KM EPr_E&HH 1 Bazett A0S AL IE G QT [, 5 QTc Hili>
440ms 4 NIEKHF1<440ms IAELEKZH . Ui4E HBV-ACLF 38— B ook B JUh AL 38 5 b
KH SPSS 23.0 M- E A IEAT 4, SR RITRRXT HBV-ACLF 35 ST 4]l QTc
[ AE K & AR R EL B AR5 HBV-ACLF SB35 b BN R FR 35 QTe Al K40 AR s K40
MR R R AT, K 2RISR R 47 ¢ logistic BV 54T, B HA S 52 K & .

L5 116 1l HBV-ACLF B 40 1] (34.48%) 3% I QTc [AIMIEK:, Befdix s 3 4
(3.19%) ZRHEAGIH#E X (P<0.001) ; £HRESHTAD: f/itE (PLT) o S E[E
i (CHOD . MJHVFE (TBA) . HEH (ALB) . @A MYELEF (SOD) . HtILEG R IEE) &
(PTA) . Child-Pugh #&¥9H Siit% 2 L (P<0.1) , WP E G A gt %5 X 7
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MEHEBEHNNLZ KK T logistic BT+ AH: PLT. CHOI. SOD (P<0.05) , PLT
(P=0.048 OR=0.980) . CHOI (P=0.03 OR=0.156) . SOD (P=0.018 OR=0.991) ¥ HBV-
ACLF ## QTc [T K Kt r 747 K&, PLT. CHOI. SOD &, ARG LI QTc a4t
K.

g5 HBV-ACLF £# %5 5 kA QTc M4 K; PLT. CHOI. SOD A HBV-ACLF £3# QTc [f]
HAZE K A b ST AR AR 1 R 2%

PU-012
RRMERFHER TR HEERRE 1 6

EH
RIELERF R R 2R — BB

B @it 1 GIRETHSHONIRE BN, 2T RUIBRES G B AR SE A S5 R PR IR 28 3 4 ik
JEIVRRE S SRR R SR IS WA T AT, BN R R SRR R A 4 e ) 4 )
R LIRS -

HiE BEL, 24 %, NRIFEMN 2 AR AFFABL. ABEEAEISK: FFEMN. mAEAR A
FIME. PEERIGSE CT n: FFAEM 2 BEseibikt, % NS BIEIRE, S9N &0 IH 1 i
AlRE. MEHBIGE MRI 7. BREm 2 prdgscte i, HREONIBE EAE v RE, Mo RN S IHEFRIHH
Mmrfge. BEMAEE RS, 1THEHMIE5E CT Kok MRI 45 R38R BB TR nT 68, 5 amig K
BEREIRAR, ABRAMNEYEEA AT RE. MY R BIgiE, SIEREAEER, fFEFARTEMLE, 4T EET
IR AR

GEEL ORrp WA M E K, 4 16*15%12cm K/, REZ RS TEAS, BT RE, WY
KEMNAF, FEE &+ ZlHER. B, My R EBHSRLHERE. &, BENT
PG B S R e e R I . VIR 2 A G R B R D) 16K P44 19*%14%9em,  # ik 5T
B, o W—EKMY, K/ 15*12.5%9cm, GEERE, VImEsct:, BEZ M, HAE 1-6cm, %
BEJRK EOGH, W KEE, MRE, AR, SCEEE KA IKAL, oA, B i
VIFER B &0l 1.2em, RV, Fid. wEESk: RNy MosEaneoR N5, 5y
Y REDORE, K BRI BISURHES, R Rt R, a3 <1 AN/10HP; s
SAL G RAE, B FAHSUKE N AT LR aniE; R Gk IR A, st B CgA
(+) , Syn (+) , CD56 (+) , AE1/AE2 (+) , CK7 (+) , CK20 (JI/M+) , JH4M (- ,
p63(+),B-Catenin(fi+), CD10 (-) , Vimentin (-) , PR (-) , Villin (+) , CDX2 (-) , Ki-67
(5-10%) . FRERYLER: AB-PAS (-) o WREZW: JE RSN SR (NET, G2) .
g APIERFNTRLN, 5UAZRNERERAR, MR R R, Rz
CHAMERE. MEZEZNRE, 5T EEREHTHEN W MERER2E . 111In,
1231 1 99Tc “5#% Zhric i) SPECT/CT 4%} 18F-FDG. 68Ga-DOTA PET/CT ZAZIC 12N
FH TR 43 b g 12 W B 4 B ke A i 5 IRIE, X T B2 AR A TE VRS W AR 22 N 43
R, R TR AR A I LS5
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PU-013

18F-FDG PET/CT 4BhiS B IR A AT SRR S5 L1
HBWRGSERRBE

B
RIEBERFR I 5 — PR

HE T 18F-FDG PET/CT &t kAR UHME B, BB it ix s, it
N EIE AR S 5 EERIEE, KA 18F-FDG PET/CT 42w A S MR 54 6 A
W RGALYT G EERE T 24 9 N H Rifae R EITIRY, BN ICER 2RI
PRAKHE o

FiE EE L, 43%, WEEARJG 54, i 10N H, RMERaS 6 M. B 5 ERTHZUY
B, ATEMEAE T EHUN MR KNI AR, RERE:  CHUE) R JCRERE 2
KBS, FEREEE, KME. RERAES, ARHonE RSN ESRE. RE%K2
FE+ AT 8 ANMEME, RIKMWITHIEA 2014 4 9 H. 10 MHETHBUERE, MRIHEREE S B
BUBE ). IR R AR R I K N 2 TR B Bl sti2 . CA125 29.73 U/ml (0-30.2) . L~ CT:

A AL A, 2 MR T8 U UIBR AR G E 2 Bk, HENMRER.

L] @ MDT e R, B HERR e, FEIN AR R TR K. i
B CT AT A A A5 ht . O S B B L FERE 0 Rr A, XEDLS A R A1 %500,
1T PET-CT fi& . PET-CT 45 e/~ B - B W 18] B 33 18 5% ity 2% 5 712 v A 3 ek B £F 45 4k

SUVmax6.2, #EMIs R AT a5 R, SUVmax6.7, #EiR 7.2, %
JEREREFERS

258 18F-FDG PET/CT n] JC UM A ke b i AR v 1, @ An vESR B ( standardized
uptake value , SUV) il nli2 W 2 Fh g %0 . 18F-FDG PET/CT it PET 24t Thaee %,
T FENL CT Fla [N SRIFHESIAS . PETICT X1 51 550 60 A Ak 6 4% 50 25 (KA B0 35 R I
(/) 975 A8 B0 B R 3G 0, AR PR e L, YR 9T T RO R TR A B AR B % ) . 18F-FDG
PET/CT & —fh4 5 g, Bilhn FDG L, $Rm sk it . XA sm ok ok 20t B B M
CT X KB PEE5 0 4 2 W7 S B4 1 55 RS VA T ISP A 58 B E

PU-014
R VT 3T Bl S8 48 5K AR 14 BT 35240 RO Bl 7 SR G

5
RHEBRRL R 27 fiY I 5 — = e

B B 1E R e il 28 51 & 18 Ve A A SR AR rT AT R B ¥ SRS

T 2%-11%035r e il ¢ £ AT AT AR SR, 14%-53% 1033k i T et fit 4 25 3 T IR 4 R
(ALT) R X R IR ABF(AST) KT e P2 BB et i 48 28 2 B D S R AR 2 00 iy o I PRARRAIE %2
E R F I ReAR A AN &, B E DL ALT. AST. LDH BETFE N, #ED 0, RAKAIM
MR %, BfEA PT K, (NAEFET[/ 30200 B vh m DLBE . 753 e il 98 28 2 o IS 1 4 A
VI PEEFR G (ALP) . v-B R B B G (GGT) FhmifEm A Ko X T3 e fifi 48 B FF s s ™, —
J7 TH 75 B T X T Re AR T e B AN S IR IO, RN, AT HRER . O, ImiE%
ZAEREHEL, POl A H GO e B S — T, TR TR SR TT
R, ARRARZARZ, W eee i FE st s, RIZGEaif. b, w1
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RSB 4 5 JORE RS L5E fE(SIRS) BRI BRAR S B . BB AT SR AT AR . — MRl SRR
Wi, GORERRIE S YRR SR, O MR AR COVID-19 B B4 5 KA i, HEREAL.
g B R E RS S TR EA AR A S5 A, 25 % B HAth DRI 2055 it — 20 iF i
15, FrLAASGE 2R FEAt T ) COVID-19 B3 . XTIXISEE, Mgk 88t 2991 K7 ek
BN H, AR AR IIRE, BRI . BARIA YT 5 R AT, B PRI 28 A
WHRAEIRTT, AR IFIN 2 pm R Ol AR IR, B4 TARITHIRIGTT .

g R GREE R, TUVERAHAY T, HRFHRE TSR, XN TR
R/ D AR TR ZY) . R G R 2, PR RS . 25 I B Dhae 8, IR b
AIARAEE L AT IR YT 5 I 3] SARS-CoV-2 Al i@t I ACE2 B4 fn Ak, w15 fefd A AE 2 4UH
fR(UDCA); #/& SIRS. SRS 5 E 5, BRI R4, W RG] 25 84
PERF03, B e A 20, Rl ECE R VR 2, IR RIL. BRI R,

FEY WM AT ThRE, [FIRZS THUR AT 25PN

PU-015
BRI AT & MUV B2 MEkEANE RimKE X

. RFEHF . FERL KM
B — NREER

HE BRI TORE IR, i B B s SE A PR 1 B 5 0 38 (NAFLD)HUANZ 1fiiF B2 ek
FEAF SRR E M B MERE O 5B NHEN (ALT). AEEEE (AST) MAHEXM.
JiE AN 2018 4F 10 A & 2020 4 10 H7EFR LA Bt 0 ARk A 107 0 53 250 44, Hoh Ak
11 BRI AEREF, ] 239 AEFH W —RTE, AR, Fi. KR, BT, &%
Al W TS, BA . Il B E AR S B2 fkEH, BWHEN (ALT).
BEEEE (AST) « SHHAER (TBA) . SMHZAR(TBIL) . HEMHAHK (DBIL) . [Al#EHA R
(TB) . BREAMHILEG (GGT). WIEREmEE (ALP) . IMALEF (Cr) . IMIEWNREZ (BUN)FLER
iElE (LDH) s, Guitilid B2 ki A, JR B2 k& X . ififE SCr. BUN. LDH FH
PENEL, tFEFRTEZ. T SPSS 24.0 A4 M B WA e i I 238 i B2 k& E, IR B2 il
BREH, MiEARER (BUN)FLEZUERE (LDH) K406 Mg e bridt 7 A oot

LR 1E 239 ARSI R A, By 95 B, M 144 B, Bkl 1. 1.5, 1R
239 @, Hrh 101 H B FEIME B2 MEKEH & T IERE, BHIMEZRN 42%, JR B2 k& HMH
PEZ, I SCr. BUN. LDH FHYEANEIYMWAL, M5 B2 fEkE A5 SRR (TA) RL4MIE
FIRK R (r=0.45, p<<0.05) , IiF B2 WIkEH SR AN (AST)RLME MK R (r=0.43,
p<<0.05) , & B2 MEREA S HNHER (ALT)E4&MIEMIERK AR (r=0.50, p<<0.05) , il
& B2 WFRE A S GGT. ALP. TBIL. DBIL. TB M= MR % (p>0.05) . |fif BUN 5 TBA.
AST. ALT. GGT. ALP. TBIL. DBIL. TB ¥ /KKK (p>0.05) , IfiF SCr 5 TBA. AST.
ALT. GGT. ALP. TBIL. DBIL. TB ¥JJAHXK %K (p>0.05) , LDH 5 TBA. AST. ALT,
GGT. ALP. TBIL. DBIL. TB¥TLMFKKAR (p>0.05) .

G5 35 B2 ERER A T i o] BE-5 ARVEORS Y e 107 10 i B R AR R B I PR =R 0%, R ATRE 5 R
B A K
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PU-016

FrerdEft FBXO31 B E# Smad7 ZRUIBHE
TGF-B (S SEBEH 5 FHLHIFR

Rt
HRYIT LT IX N BB B

B @A FBXO3L1 i@t {Eit Smad7 72 Z1L % TGF-B 15 5 @I FHLl, ANAFA4Etkis
W YA T SRR BT R A

FriE IS B SR U AT 4EA I T REMLA -

1TGF-B 4z 41 40 K R (A5 5 i -5 AL

2FBXO031 w] gl if4E TGF-B {5 Tl Bg (et T B AR i vE AL AT IG B, e &R B A 44L&
&

3FBXO31 i i 142 1% LLH 2 11172 RAL P2 5 DNA B8 R I . 4725 DR 2 e M A
IR B Mt iR

2R TGF-B H M4k fEd, TGF-B 5HZA TGFRR 454G, Wyl Smad2/3 Al Smad1/5/8.
Smad7 & Smad2/8 Al Smad1/5/8 it i+, #H] Smad2/8 Fl Smad1/5/8 VLK H T il aN A
F. FBXO31 5 Smad7 HE4L A HE NPT M ETEY Smad7 52 K iEHM Smurl 5
SCFFBX031 HE&1k4:54, Smad7 # Smurl o SCFFBXO031 & &1kZ R A&, Hitk S
Smad7 Fi& T, HX Smad2/8 fil Smad1/5/8 (4l {f %55, Smad2/8 1 Smadl/5/8 43l
W NUPRN A PLO7. E2F. Miz-1 %%, (Rt AR it Fas g, e &Rt P 4F4Efb itk
g8 FFer4ifbh FBXO31 @il et Smad7 iz #4biiTE TGF-B 15 5 @B A B F NZRN T
FBXO31 7EFAA4E b BURMLERFI RN R ER, W SFA4itb i), KHS5HEMXES
Rl F 2[5 F, AR E R R BUGIT AR 44k BT 8 R AT 5 . 1X2% TGF-B i SHF4F 41k
(5> AL ER R #h 78, T DU T AR R0 2 W FTE I 7 SR G587 I 701 #E SRR T SR .

PU-017
BRI Ei%iaTT & BURT ST 414 (L BT BB B FEETT 3
X Fibro Scan T4 HIGKRN
e

L 22 H 5 — N R ER B

B RIS BT ZI6 9T BT 98 BRE 25 4E A0 RTAR BB IR ST 240 % Fibro Scan ZR4L 1K IR R AL

Fik BB B =N TR NIRRT R JHAER 2017 4F 11 H—2019 4 11 H HAaE B it Az
I TZE0E ) 70 6 LB R I 4id, HERBHE SRR R ) B . RABENL S E3R%9 8 AL B
H, FH% 35 B, WAL TG, A dO8EMET LG R LT 7. B o8RG W
HIBELLIRIT 24 8. 4350 E 4G 7 BT JE 1) HBV-DNA. RFIhREFE AR IMLE AT 41 4E4L FE 455
Fibro Scan & & ELE(E: St W4IAYT 5 HBV-DNA. ALT. HEM. MLIEH£T4E 40 DY 1 jz
PRAEAR . B RN R A A L

SR 2 HBH IR TR AR IEIRRHEARRL, ZE RS EE L

(P>0.05). 2.2 2 ZHFT). FFARMERE LU A A — GG IR =R, Gt 2567 s kil oy
BE-RHMWZ, WA, t L R ¥6I7 12 BJ5, HBV-DNA. ALB. ALT. TBIL %
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H7E S TEG 2 S ERERE A I 5 R 23697 T L8, #P<<0.05 A4t & X SX AR
WItLE:, *(P<<0.05), HEiit2E L. 2.3 2 HEHAHEMIFRIATRT R L. A HE—plHEE
L F I R, A 2 AN RS RN, SMAIBRAT . SR adminiTiE, A4
5 B 4L A DU T BATF T R %, HAL LA. PCHI B FEEAE T3 B4, 2.4 2 4l BEgE s
thie: A A5 AT, AP<<0.05; S5XMEAiRIT AL, AP<0.01. S5XIRAIRTRTILRA
P<0.05. &HFFimitITE, A 45 B AL bk b B8k, EikE. =
Ji~ % BRAEEERT X B 4.

258 BT 4768 0 35 O LR 98 47 4 A0 RIS HBL R AE 26 35 1) B 4 4 A I 35 48 D T ) 7K %
Fibro Scan $&8%. A ZMHIBH L AF4Etb gt e, FHXHRIT . PURERIRTT 1083 5l R Y7 AR AE,
TiE BEoNFe e, (EFIRRHE R .

PU-018
HBx B A% SIRTL (R ZAF XA BN A%

FHE. FERERE. BRA
HREERR

HE WA SIRTL X HBV 88 (1 M LA SR 152, #8955 SIRTL 78 L FH e 1R 97
N o

ik

1. ]RFC SIRTL 5 Z MR IR e 10 6] 2 FH VR B8 38 0 ogg 221, AR i
EEHA Mg N4 . Real-time PCR. Western blot {4 IIZH4H 4 SIRTL ) mRNA & 4
Ji/KF; Western blot 246 I 20 2H v b 57 - 8] 78 i 4% AL AH S hx &4 (E-cadherin. N-cadherin .
Vimentin) 2 A FKF.

2. 8R7T SIRT1 5 HBV MK FR: ¥iaE Ris LB RIE HBV FIHE41H(HepG2.2.15. HepAD38
(tet-) . Huh-7 BEEf#64 pCHY/3091) 57C HBV FiAHINTEAIM (HepG2. HepAD38 (tet+) .
Huh-7) 1EXIH, Real-time PCR. Western blot ER M4 H SIRTL ) mRNA F1& H R K F.

3. 1% SIRTL 5iR&FHEAZEMER: ¥ HBx. HBc. HBs Al HBp ik gy 2 e 4
Real-time PCR. Western blot a4 4 SIRTL () mRNA f1E A H K. 7£ HBX i S S
Y T ik S UTER SIRTL, Western blot v 20 oh HBxX 1) 85 19 5 K

4. 5% SIRTL FIYIRE/ER: 78 HBx i S 4 it 08 LTk SIRTL, 4 aEsess. 0
AL, 42285206 A1 Western blot 24611 HBx 755 (T U O B0 . iE R AR 2868 /7.
5. #R 70 SIRTL 400 MR EE e (e Ho b /E . MTT J:A8 ARk i /E HepAD38. HepG2 Jz Huh-7 4
Morb B R E s MR A S0 . 1 1 S 20 BT MH G i HBx 1755 1A FHT- e 200 P 4 e AT A2 1Y)
AR

8 1.SIRTL "RefE AR R PR ARAE . SR BAMIL, R4 n g 2121
i SIRTL fFiR B S8, R AR EY E-cadherin (11348201 18] 78 AR E4 N-cadherin £l
Vimentin &0,

2.HBV A] il SIRT1 fEik: SxBAME, HBV FikMFELMM AT SIRTL ) mRNA FlEH
K3 B BT

3.SIRT1 5 HBx fRIERZIEFIE: EFIZE HBx rTLAE N SIRTL ) mRNA Ffl1&E A /K dRIE
SIRT1 A LA HBX [ & [ /K

4 HBx @AY SIRTL it i k4. SIRTL it FRIAH B85 HBxX 15 SRR EIGEE . iTf
M2 2R 17, SIRTL UTERIIAE K -
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5.SIRTL fMHIFMHME L AE 16mM 35 A = Fh il g o W R B4R T, EL I AT B 50 B Mg e 41
HBX 75 ) e 4 484 50 S e 72

ik Zi bPTR, HBx ALl Bif SIRTL f2#f HBx /v 3 MG 5E . TR AR SRR ST, AT
et e A A SIRTL S SR AIE I AE 2R S e i 7 vh B B E T -

PU-019

ETEYEREAI EMURERTTIEERHYE
RE R FEm B R 29 AL R LA AR AL B 5

%3
PRV PN

B PRI A6 T RS Y R 5 9 1R Ak J7 P 245 £ DA R AR

Fr IR, U7 4R R I HL S TS AL R IR T AR PR AR I AT 1 A Sciik, @it 4
RS ET ZiE S, H Excel, S MARHSRIATT SEWRS AR 7 s A 25 50 e, 34T S0k
VA2 L S RGBT A6 T ORI i i 1 A1 24 PF S — 28— V5 AT 253 200 i, W AEIRRS YR AR
9% 5 250 /e SR S B S BUS 42, (] Cytoscape #E4T 3 8 5 () 28 (A J5i [a) A0 TAE A 4, @il
STRING H#fz e #e) i 5 8 A AH FAE DG R 0 SCEE AR ) GO Zrffr. KEGG E% = 5 1B 17
M, 3020 B4k 35 N Cytoscape #4347 Al AR Ak Ab 3

8] Y9I\ 30 N, S 84 BRZ, HHZMIEN 309 Wk, RS =5 IRINZY) 18 #k, TS
. FERNE; EBELWRSIONE . BNE; REILRMTCONTE . BRhE. HEHGYEENF. B

#E A, fEH STRING 11.0 #1 Cytoscape #FATH:A 41 S 85 1 5T [RIAH BLATE FH 0 A i e S B 48 AT
3N, BB AR R PSSR TS =R A 24 5 B Y 2R A T B R A B AR (5 3t — 2D X AR T
K 1 i 7 s TR 42

W RRTT R PSS LSS A AR YT AR TR YRR W 0 IR OB OB 2 —

PU-020

Liver volume based prediction model for patients with
hepatitis B virus - related acute - on - chronic liver failure

#H#FAE L. Na Jiang*. Huihong Huang®. Juan Li®, Hongbing Li’. Qi Xi®, Zitong Liu®. Kemeng Rao?. Yingren
Zhao 3. Yingli He®
1. First Affiliated Teaching Hospital, School of Medicine (SOM), Xi&#039;an Jiaotong University
2. No.3201 Hospital, Hanzhong District
3. First Affiliated Teaching Hospital, School of Medicine (SOM), Xi&#039;an Jiaotong University
4. Xi'an Eighth Hospital, School of Medicine (SOM), Xi&#039;an Jiaotong University

5. Ankang Central Hospital, Ankang District

6. First Affiliated Teaching Hospital, School of Medicine (SOM), Xi&#039;an Jiaotong University
7. Weinan Central Hospital, Weinan District

8. Affiliated Hospital of Shaanxi University of Traditional Chinese Medicine, Xianyang District
9. Hanzhong Central Hospital, Hanzhong District

Objective Hepatitis B virus-related acute - on - chronic liver failure (HBV - ACLF) is
characterised by massive/submassive necrosis and shrinkage of liver tissue. Early and accurate
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prognosis is significant for clinical decision-making. However, liver morphology has not been
considered in current prognostic models. This study sought to determine whether liver volume
(LV) derived from computed tomography (CT) was a predictor for HBV-ACLF and develop a LV
based prognostic model.

Methods 323 patients from 2 liver centres were recruited to the deriving cohort, and 163
patients from 5 external centres were enrolled to validation cohort. The primary end-point was
death or liver transplant within 28 days since diagnosis. Logistic regression was used to identify
the prognostic indicators and develop a prediction model. Receiver operating characteristic (ROC)
curves were analysed to evaluate the accuracy of prediction models.

We acquired LV from CT images within 3 days of diagnosis using the automated software

Volume Viewer (General Electric Medical Systems, Milwaukee, WI, USA) in 5 mm axial images.
Ratio of LV to estimated liver volume (LV/ELV%) was used to eliminate various individual
differences for liver atrophy, and estimated liver volume (ELV) was calculated by the formula:
ELV = 203.3 — (3.61 x age) + (58.7 x thoracic width (cm)) - (463.7 xrace [l=Asian,
0=Caucasian)).
Results  In the deriving cohort, data of 323 patients were collected from 2 liver centres between
January 1, 2015 to December 31, 2019. According to the primary end-point, 258 patients (79.87%)
survived more than 28 days without liver transplantation, while 65 patients (20.12%) died or
underwent liver transplantation within 28 days.

There was no significant difference in ELVs between non-survivors and survivors in both
deriving cohort and validation cohort (1113.32 + 15.74 cm3 vs 1102.59 + 8.95 cm3, P = 0.583;
982.54 + 35.38 cm3 vs 963.74 £ 13.40 cm3, P = 0.580). However, measured LV was significantly
lower in non-survivors than survivors in deriving cohort [806.59 (578.38-1019.00) cm3 vs 1137.34
(901.60-1371.27) cm3, P < 0.001]. Consistently, LV/ELV% was significantly lower in non-
survivors in both deriving cohort and validation cohort [71.73 (55.07-90.87) % vs 100.72 (89.62-
120.18) %, P < 0.001; 95.20 (82.26-117.60) % vs 109.97 (92.56-133.77) %, P = 0.011].

In order to develop a better prognostic model with a higher accuracy, 26 parameters of clinical,
laboratory, and imaging characteristics were included in the logistic regression. LV/ELV% (OR,
0.934; 95% CI, 0.915-0.954; P < 0.001), Age (OR, 1.035; 95% CI, 1.004-1.067; P = 0.0273),
prothrombin time (PT) (OR, 1.039; 95% CI, 1.002-1.078; P = 0.0413), the grade of hepatic
encephalopathy (HE) [grade of HE2vsl (OR, 3.167; 95% CI, 1.197-8.375; P = 0.0202), grade of
HE3vsl (OR, 16.622; 95% CI, 4.108-67.257; P < 0.001)], In-transformed total bilirubin (InTBIl)
(OR, 1.895; 95% CI, 1.004-3.577; P = 0.0487), and Log-transformed viral load of HBV DNA
(Log10 HBV DNA) (OR, 0.772; 95% ClI, 0.642-0.929; P = 0.0062) were identified as independent
prognostic indicators to develop a LV based prognostic model: LEAP-HBV = -0.0679 x LV/ELV%
+ 0.0345 x Age + 0.0381 x PT+ HE +0.6390 x In[TBil (umol/L)] - 0.2583 x Log10 HBV DNA -
0.8680, where HE = 0 for patients without HE; HE = 1.1527 for mild HE, and HE = 2.8108 for
advanced HE.

The mean area under the ROC (AUC) was 0.906 (95% CI, 0.904-0.908) in the deriving cohort
and 0.820 (95% CI, 0.710-0.920) in the validation cohort. LEAP-HBV was preliminarily compared
with current prediction models by Z test using MedCalc. LEAP-HBV showed higher predictive
value for the short-term mortality of HBV-ACLF patients than Child - Pugh (0.743 (0.691-
0.789)) , MELD-Na (0.679 (0.625-0.729)) , CLIF - C ACLF (0.731 (0.679-0.779)) , CLIF -
SOFA (0.684 (0.631-0.735)) , and COSSH - ACLF (0.818 (0.772-0.859)) scores.
Conclusion  This study highlighted the significance of LV in predicting the outcome of HBV-
ACLF for the first time. Ratio of LV to ELV (LV/ELV%) derived from CT was an independent
predictor, and LEAP-HBV, a new prediction model based on LV was developed for the short-term
mortality in HBV-ACLF with high accuracy.
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Kinetic Pattern of HBsAg in Patients with Chronic Hepatitis
B under Different Disease States Treated with Long-acting
Pegylated Interferon: A Hospital-based
Real-world Data Analysis

WUF
WK AR 22 B B Ja 28 DY 2= B

Objective The sustained loss of HBsAg is an important sign of CHB functional cure, but the
dynamics of related infection indicators under long-term interferon treatment still remains unclear.
Retrospective data on CHB patients who were admitted to our institution from May 30, 2018 to
January 15, 2020 was collected. A total of 148 patients were treated with interferon alone or
combined/sequential nucleoside analogues for more than 48 weeks or at least once HBsAg
negative conversion that can be divided into three groups: 37 newly-treated inactive patients
(NIPs), 29 newly-treated active patients (NAPs) and 82 treated compensatory patients (TCPs).
Gender difference among the three groups was not statistically significant (P>.05), but the
difference in age and HBsAg negative conversion rate was obviously significant (P<.05).
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Methods The sustained loss of HBsAg is an important sign of CHB functional cure, but the
dynamics of related infection indicators under long-term interferon treatment still remains unclear.
Retrospective data on CHB patients who were admitted to our institution from May 30, 2018 to
January 15, 2020 was collected. A total of 148 patients were treated with interferon alone or
combined/sequential nucleoside analogues for more than 48 weeks or at least once HBsAg
negative conversion that can be divided into three groups: 37 newly-treated inactive patients
(NIPs), 29 newly-treated active patients (NAPs) and 82 treated compensatory patients (TCPs).
Gender difference among the three groups was not statistically significant (P>.05), but the
difference in age and HBsAg negative conversion rate was obviously significant (P<.05). Except
for HBsAb and neutrophil, there existed remarkable differences in other baseline infection
indexes, including HBsAg, HBeAg, HBV DNA and ALT (P<.05). The kinetic pattern of HBsAg and
ALT among the three groups were mainly manifested in the first 8 weeks after treatment (P<.05),
but no difference in the kinetic pattern of neutrophil among the three groups (P>.05). Gender
difference in the kinetic pattern was mainly reflected in NIPs (P<.05), while HBeAg
(negative/positive) differences existed in both NIPs and TCPs (P<.05). Thus, the kinetic pattern of
HBsAg, ALT and neutrophils during treatment may be closely related not only to disease status,
but also to gender and HBeAg in some disease states, which need to be focused on in clinically
personalized precision therapy.

Results The kinetic pattern of HBsAg and ALT among the three groups were mainly manifested
in the first 8 weeks after treatment (P<.05), but no difference in the kinetic pattern of neutrophil
among the three groups (P>.05). Gender difference in the kinetic pattern was mainly reflected in
NIPs (P<.05), while HBeAg (negative/positive) differences existed in both NIPs and TCPs
(P<.05).

Conclusion The sustained loss of HBsAg is an important sign of CHB functional cure, but the
dynamics of related infection indicators under long-term interferon treatment still remains unclear.
Retrospective data on CHB patients who were admitted to our institution from May 30, 2018 to
January 15, 2020 was collected. A total of 148 patients were treated with interferon alone or
combined/sequential nucleoside analogues for more than 48 weeks or at least once HBsAg
negative conversion that can be divided into three groups: 37 newly-treated inactive patients
(NIPs), 29 newly-treated active patients (NAPs) and 8
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Short-term and long-term safety and efficacy of tenofovir
alafenamide, tenofovir disoproxil fumarate and entecavir
treatment of acute - on - chronic liver failure
associated with hepatitis B

B, WIRIE. BRMA. FIBRBR, BASE(, fToeq)
First Affiliated Teaching Hospital, School of Medicine, Xi'an Jiaotong University

Objective HBV-related acute-on-chronic liver failure (ACLF) is a severe clinical syndrome
remaining an extremely high mortality rate with limited effective medical intervention. HBV
replication is one of the key risk factors leading to progression from liver damage to liver failure.
However, there is limited evidence on the efficacy and safety of nucleos(t)ide analogues (NASs) in
the treatment of HBV-ACLF.

Although current clinical guidelines recommend early intervention using oral antiviral treatment in
HBV-related ACLF, the specific strategy of antiviral treatment is still unclear in newly approved
TAF and some details of TDF in hepatorenal syndrome conditions. Our objective was to evaluate
the outcomes among TAF, TDF and ETV, three first-line antivirals against chronic hepatitis B, in
patients with HBV-ACLF.

Methods Patients with HBV-related ACLF were recruited and received daily TAF (25mg/d), TDF
(300 mg/d) and ETV (0.5 mg/d). They were prospectively followed-up. The primary endpoints
were liver transplant-free survival at week 12 and week 48. The secondary endpoints were
virologic response, biochemical response, and adverse events during the study.

Results We screened 125 ACLF patients during this period, and 88 HBV-related ACLF people
were identified. Finally, forty gender and age matched eligible subjects were recruited and divided
into three groups: TAF group, TDF group and ETV group. There were no significant differences
among three groups in the baseline characteristics of age, gender, serum ALT, AST, WBC, PLT,
albumin, urea, creatinine, sodium, eGFR, HBV DNA viral load, CTP score, MELD score, and
complications. By week 48, 8 (80%) patients in TAF group, 6 (60%) patients in TDF group and 17
(85%) patients in ETV group survived without liver transplantation (P =0.251). After 4 weeks of
NAs treatment, each group displayed significant reduction of HBV DNA loads, which were
reduced from baseline 4.80+0.73 to 3.05+0.43 (t=2.245, P =0.046) in TAF group, from 5.81+0.71
to 3.47+0.33 (t=3.679, P =0.005) in TDF group, and from 5.13+0.80 to 2.27+0.49 (t=4.330, P
=0.02) in ETV group. Virus load reduction resulted in no statistical significance among three
groups, however, ETV group displayed the fastest decline rate. All three groups presented similar
biochemical responses at week 4, patients treated with TAF showed a priority in total bilirubin
reduction [TAF: -136.75 (IQR -251.23, -61.65) vs. TDF: -84.10 (IQR -241.15, 55.90) vs. ETV.: -
36.25 (IQR -77.38, -5.68) umol/L, respectively (P = 0.057)]. Albumin and cholesterol were
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exclusively synthesized by hepatocytes. At week 4, the average albumin in the TAF group, TDF
group and ETV group were 40.44+1.84, 37.03+1.84, 35.00+0.93 g/L (P =0.043), TAF group
presented the highest albumin level among three groups. Further analysis showed that patients
with TAF treatment showed a significantly higher albumin level than ETV group (TAF vs. TDF, P
=0.258; TDF vs. ETV, P =0.293; TAF vs. ETV, P=0.027, respectively). Consistently, TAF group
also showed the highest cholesterol level among three groups. After 4 weeks treatment, total
cholesterol in the TAF group, TDF group and ETV group were 3.18+0.25, 2.59+0.41, 2.25+0.39
mmol/L, respectively (P =0.165). Although there was no statistical difference, the total cholesterol
of the TAF group was slightly higher than the other two groups. It indicated that TAF might be
better for the restoration of hepatic synthesis function. Additionally, although there was no
significant difference in changes of serum urea(TAF: -0.41 vs. TDF: 1.46 vs. ETV: 2.73 mmol/L, P
=0.635), serum creatinine(TAF: 0.20 vs. TDF: 9.33 vs. ETV: -2.60 pymol/L, P =0.909), serum
cystatin C (TAF: -0.16 vs. TDF: 0.48 vs. ETV: 0.15 mg/L, P =0.719) and estimated GFR(TAF:
4.35 vs. TDF: -5.83 vs. ETV: 4.75 mL/min/1.73m2, P =0.921) among the three groups by
treatment week 4, TDF showed unfavorable renal safety even in short term treatment. The
treatment using NAs was well-tolerated and there was no serious drug-related adverse event
reported.

Conclusion TAF, TDF and ETV are of similar efficacy and safety in short-term and long-term
treatment of HBV-ACLF. Our findings provided new evidence for antiviral treatment options for
HBV-related ACLF.
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LncRNA HOTAIR modulates hepatitis B virus transcription
and replication by enhancing SP1 transcription factor
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g1 AR PEE G IT S, M/MRAEFEE 78x109/L, KRFE MR, RITEEHE SEAER
67.7umol/L,, PTa35.4%, thRki™/iEE &, M/ 105x109/L, & JHZ % 52.2umol/L,
PTa50.8%. ¥547 HAEJCH MAFA R BV R4 .

0 /NIRRT PEE N TG R T Pusa T A ROt %A 1.

PU-030

& AR R AR A BV R B M AT 2 R eV L
FAITRFRE: SHORAR

BioP L. SRR 2, Bk 8. ZE224G2
1. WL K S R S B I B o — R e A% YR 2 TR 1 % 3 st i &
2. T K225 22 B B 8 2 — BE i A% e 12 v [ 3R 8 i SEh =
3. K2

HE R0 E R e /M REE AF R A RR BT 26 (HCV) B RAT i IR .

FiE BT 2017 4F 5 HE 7 HREA R 18 el B B Bt AR B # AN M 18 K
ANFERTT R EERE ) 78484 4 4MEHR A REMBAEA . 9T T MiE HCV HiikBHE. HCV RNA it
fifv HCV JERR AR R A2, DL N 2R SR 58 o SR 22 G086 5 BEAT LA (1 J7 7200 B4 ik
1772, B HdiE#dm A\ 2] Microsoft Excel FL7RA&H, JTH SPSS 20.0 Gt A1t 47 44k
ST NAGETH SR B R R AT IR Stk . SRR RS, #iE A RIAHE HCV IR 2
Sto F Fisher 5560 & A I AU BEAR HCV RNA (12 5% . P<0.05, HA 40 E L.

g8 HERMBAFEHRNR HCV JriEFHMEZR N 0.15%(95% A1 {5 X [H(Cl: 0.12%-0.18%). H:
FRUR R IR A AN E] . TR . S 0ERIL A HLX 25 0.19%(95%Cl: 0.14%-0.24%) .
0.18%(95%Cl: 0.13%-0.23%)#1 0.06%(95%Cl: 0.03%-0.09%) Z73H Siit# & (X2 =16.72, P
< 0.001). P HCV J%J4(0.19%, 95%CIl: 0.14%-0.24%)H & & T 21 (0.13%, 95%CI: 0.10%-
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0.16%) ERAE G2 X (X2 =4.534, P =0.033). HCV #RH AL, 1b BN+ 5 55.74%. 7EiA#A
LB ABEZ R HCV YR A 32 A W 3G i 38 i, 7E 16-20. 41-50 F1 61-65 & fFiSZHIA
BTl . A % I st AN T B AR 1 B 5T HCV RNA ZK°F48 % (AOR=11.24 1 6.20, P<0.05).
G WK P HCV ek AEE T E R R 0.17%0) 838 A BT, X — B RIKT 2006 14 H
WE. EAFFNRET, B HCV R B & T Ltk Ak, AR X HCV R GL 1%
AHE, “PEAEEX ) HCV B R E T IS X . R HCV ZEHR 1 Bk, HyoyFER A
6. il LA T E K& B HCV RNA JKFRIER R . P ZY I 2 00 35 B G 1) ek 7 45 A L 3 J L+
FESR BT 20 T I QLIBT3 AR S SRR LA 5 A SRR . TR S EE AT
SRR R A R Rl A2 B B AT B 2 A AR DU S A — IR S A AT A Sk T
HCV. EEAERPUR#HZY(DAAS)KIHLHER HCV JRIT N TTRE, DAAs 2k E HCV Fk
UKz IS

PU-031
Z BURT S AR I SV R =B s PR FFE R AT B UM AR B R A B

BES IR, KEN. HEERE. T, #TT. AR
BB RR RS2 5 = BB

HE WU BRI & (HBV-ACLF) . St B a2, 5 a5 M wim s
A, BRI A .

JiE YN HBV-ACLF B3 123 6, 0 Hr HARIFR . FERRFIER A RESE, 2 Bxt b4 i 28 K
Al 90 RATFH ST AIRREFE. 2 K2 Logistic 174347 570 52 46 3 F5US (1) & 16 PR & 35 T
BT, N 2R TAERFAE i 280l B A 2 (e TR0 AN 1L

8 HBV-ACLF BHIGIKEI LR, DIFE. g2, Z hiE . BRUERZE (BR) R
(NAs) (30.89%) A FITEIEZY) (21.95%) £ W, AFEtE2aWadsd ks, JEs8EEpiL
2. PLEZAY). TR E RARAY . PRI, 14.63% B8 57 R TR BG4S SR
Ko EHRMEANEMEMEE S . FFERGR . LyEAE i, FFE S8 B IEES I AORE I 38 48 i 28 8 4 R0 T
% (P<0.05) . ZHRERRHESTERRA4EEAE (FIB, F) . HEA (ALB, A) . [HFrkrifE
B (INR, DD . R4 S E b (NLR, N) Zfmidg 28 RIET-HoLGR R &,
ST I fr 42 9 FAIN TR, HEfE HBV-ACLF 3% 28 K. 90 K51 ROC 2k TR
43514 0.904. 0.850, %= T MELD. CLIF SOFA. CLIF-C ACLF 43

258 HBV-ACLF i [ L5 F NAs FI T s 25 2 0L, IR ROE CH RN R 28 . FF 1
Wi FYEAIE R L. FFELEEE) Wk AL BEE N M ISR T A . FIB. ALB. INR. NLR
FEFZI HBV-ACLF JH TS A fE R R 2R, Rk 7 FAIN B GEHERAG TN 38 28 K. 90 KT
I
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PU-032

Investigation of hepatitis B virus infection with viral
particles produced from an optimized
transient transfection system

A L, XL 2
1. B AER A MY R sk B
2. BRI R S PR e

Objective High level of sequence variability is a feature of hepatitis B virus (HBV). The influences
of sequence variation on viral replication and treatment response have been extensively explored
by the transfection of hepatoma cells with replication-competent HBVY DNA, which mimics the
later stage of viral life cycle. However, little is known about the impact of HBV genetic variability
on the early event of viral infection, mainly due to the difficulty in producing sufficient infectious
particles for in vitro HBV infection assays. Thus, in order to study the infectivity phenotype of HBV
variants and test their susceptibility to the drugs targeting the early stage of viral life cycle,
optimization of the transient transfection system to obtaining a high-titer HBV inoculum for
infection assays is particularly important.

Methods A high-titer HBV inoculum can be obtained from transient transfection experiments by
optimizing the transfection conditions and modifying the HBV-expression constructs.

Results By optimizing transfection conditions, we showed that viral particles derived from the
culture supernatant of HepG2 cells transfected with the 1.3mer HBV-DNA construct can be
applied in infection assays. However, the HBV DNA titer is still low, resulting in less efficient
infection. Therefore, we further modified the 1.3mer HBV-DNA construct by utilizing
cytomegalovirus (CMV) immediate-early promoter to drive the expression of the viral pregenomic
RNA . Besides CMV promoter, we also found that HBV production was enhanced by over two
folds with the bovine growth hormone (BGH) polyadenylation signal at the downstream of the
polyadenylation site in HBV. Indeed, by combination of the CMV promoter and the BGH
polyadenylation signal, HBV titer in the culture supernatant of the transfected cells can reach
around 5 x 107 IU/mL (about 3x 108 copies/mL). With high production of HBV particles, collected
culture medium can be directly used for infection assays without concentration procedure, which
facilitates the investigations of a wide range of HBV variants.

By using the optimized transient transfection system, we investigated several HBV clinical

isolates on the complete viral life cycle and observed striking difference in viral infectivity. Among
the clinical isolates, the replication and infectivity of isolate C-3 is much higher than other HBV
isolates, while infectivity of isolate C-2 is the lowest among all the HBV isolates. We therefore
were interested to investigate the underlying mechanism and found that the increased replication
and infectivity of isolate C-3 was due to 18-nucleotide deletion in the 5&#39; preS1 region and
reduced infectivity of isolate C-3 was due to the mutation sL21S in the small hepatitis B surface
antigen (sHBsAQ).
Conclusion In summary, we report that high-titer HBV virions for infection assays can be
generated by optimizing the transient transfection system. This work provides an efficient tool for
investigation of a wide range of HBV variants on the complete HBV life cycle, which is very
helpful not only for basic HBV research but also for development of novel therapeutic drugs.
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PU-033
JEEREE R R TR ER A IS EH I R R GRid

KEE BRI
J7 PG BE RO B T g I e

HE XA MR IETRS S I (NAFLD) [EER AT, M5 NAFLD 2 Wit fi
NAFLD FF£F 440 () 3FAl o PRl AT IENE B A8 M RE E Fe $h: MR AT 48 %0 CFLD o JIR 5 P AR PE 45 %L
(HSD . JEWiFT¥E4r. SteatoTest. NAFLD WR43%0, S IFAL A O FRRIRRAG . Too 3 i
%. TEVFE NAFLD AFer4iefh B aiEAEMbr Y. TCOIRTLF Aot . A SN A A -T2 3t 5
TGRSR AU TR Eh, SR Bhilf PRI A= 58 451 FH AR R N2 W7 77 15 2 NAFLD .

F¥E X Pubmed (2000-2021) [WiATHE R, 18RI T ARSI NG D7 M5 A5 4 “MRI™ B2
FE AR AR NS W S A% 2 SR AT A

R ARR ARG EOR K ERE, MRI-PDFF H Hi A 0% i 4 25 HFIE i 7 28 14 1K) 43 2k A1 AR AL,
EMAS IR R RS AN . T NAFLD £F4Etbiz W 2% Pro-C3 AN br & ml LAt T2
NAFLD J&F- 4™ 8 2 B e A 38 D debn, (B0 75 Z K E AT IE Y 198 70k —BESE . NFS,
FIB-4 5 EO0IRFEF4E4b VP B2 T HEBR 3E R HARF AR 4 IR m I T, (R RiE S IR RIS 17
TG o

£ MRI-PDFF H A RES HER L 7 IR AR PE I 70 A5 4k . 55T NAFLD £F4E{Li2 W ifi
¥ Pro-C3 H/ AR T LI F T2 W NAFLD T2 4™ 5 F2 B i A3 78 /11048 5. NFS, FIB-4 2578
B FF LR 4 VT o BT 1 HE R 3t 2 B 4 4 A5 1R e 1 B 1 O

PU-034
— B2 AT 35 F i 5 B Sk >

F oL
Herh BRI AR YIS

B 38 I — 5 25 4 1 P40 550 481 1) A 45 T A DG SCHR B ) AR IR AV SR 25 A 4iF (Vanishing Bile
Duct Syndrome,VBDS) Il 214 -

FE —HERM, KRR A ISR I R DU B YR, SR Z I ESE; B IRE
ALT/AST. ALP/GGT B TF, FramHL K (305-460umol/D KikAMH, REZ KAk
MINREIES, MEEF2NE, B SRR AR R B I [ 1, 4 J5k DR D B 8 A5 AR U M e
Y] MRCP 1E%, =HEEE MRCP WFHA/NMNBEEREY . AR —F NG 75N
SR, JRER AN S S WIHAF S, BEERAE; 5k WM, IR R,
IR M E B IR SR SRR K DIRAE AR K 2 ki B
i 1 U 2 56 35 28 DU FFE A B . 290 PR, /NI IG A

SR ZmtliE 2 SR R A N AIS 2 230 VBDS, JFEMA R R TREEE
JFF T ARG LB 2B /NI

g0 AR IR M T e E AR R (67.0%) , R4 ERE4IME CRFEE
ERMEEMR) 4 23.9%, PAHEESIIFAZ A, VBDS & Ly 50% EIEE X (211
A D HBUIHETE S, FERERRVHRA IR W, BRI [ ) s AL R E (1-6 HD o
ARG 241, R IR LR G e 5 5w %5, b 20 S EUIMR Z N 2 HE IR
M kLE4E (DVBDS Drug-induced Vanishing Bile Duct Syndrome) , 3l#2 DVBDS % W.254
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PO ZG . PUER. HL SRR PO S AR IAE A PL R 25 ImPR LIB 2 AT 254 1L
KIRFERIAE RT3 5% 8 DVBDS FIRE, S B HE R0 B 7= R (1 BEAT M1 SR ARSI P Bl It
RESEMZ I CHE; Han T B s LRGBS & M AR . AR AR 5 SUIH R I A
RS A . A TORIE A S 5T T2 T G AT RS AL I S

PU-035
FibroScan # R % P4 & P ATISETRE ST 4

HAEiE L, £ 2
1. TR B b e 2 e A 88 1
2. PURE RS A TR B

B RITBEET 3% AL AR ( FibroScan) 7E12 Mg M 22885 B PR T 28 A0 1 e B8 35 38 R o
B, DA 4571 % FibroScan 45 S it FIA 25 (R B

FiE ARTH R FibroScan Xt 48 {184 2, 0551 T 9 M0 5% 1 e £ 04T F0 IR 58 (iAo
RTINS E o vinl G IO o) |2 W R (1) [ RS B T =R M K N 2 S 2 | PN R R ey R ==K [
FIE < 60%-5 VU437 (A1 FE( IQR) 230% H AL E 3 =Fh. KA SPSS ¥ f4-LL K Graph Prism # {4t
MR . P<0.05 REASITFER,

GEE ONAN 48 i (i 424, Ltte6f)) i N 53.3x11.6 %, {AEIEH N 22.843.8, i
HBH AR S NEL R IERJEE . —35E3ET T 240 Ik FibroScan ##, 743 141 Ik
AR, BARRMER 41.3% (FIFFREL 0 IRE 5 IRE MR EZ 55 2 6. 6 #1741,
8. 15 BILLK 10 6> o FHAFFIEREEME I A2EE (AQR) >30%FAifH A 59 Hil, o RM A%
1] 59.6%; MINHE<60%H 37 %1, 5 37.4%; TCIEMASHEEESS A 19 61, &5 19.2%. ik
AR g, HFEEE AN 27.7 (14.1-75.0) kPa, S&E&E TR ML B E .

G50 RN B AR R R T AR 4R DL AL BB . BFE 451 S BUR 3 T B AN
By—, FFOEEEAE VY 37 50 Rl PR A oK, FibroScan Rl e &, 2 SR I R FE A mT Re Bh T 1T
I FR A TR RS W

PU-036
FI AT apaB A e R/ R AR B ERA T 4R % T L5

FZRFE L, R 2, VLY. ROE S EIATR L FhORME L. RASRE L. AR L. BREEE L. TR S, FRE L. H AR
3\ %E‘ 1
1. WK 2 R 2 e b 3 — D= e
2. QML EERE
3. HITR

HE) FAisnN R EEI M ANE R . AR T N E8ER 725 T40 (hBMSC) #4E
A 3 PR N /) GRS o] B JHF 240 B A I R S R4z

ik FIH hBMSC IR T 8 K M 80 e dh /N R, M AR G/ D RUBEAL . ARG 26 1. 2.
3. 7+ 14 Koy /N R REGHM, AR R S 8 HUNR, FERIA HLA HUaRiigE i N Ja e,
I3 AT LN T o hBMSC AN JEAR -4 M 23 79 48 S B PR AT BH 1 6 R . R 22 20 2258 SCBRHIE Y
23 M BR (Multi-omics cross-validation network analysis of function synergy, MOCNAS)5-#& T
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YHH R B IR B 5 AL R OB A

R BB ANEEA LRI R 2k, RAEREMEN. #BiEE 3 Ko s g cor
IE26 15 N 40 s S 5K (B ALB, AAT, NTCP, CYP3A4, HNF4A %5) , #it)E 14 R4ufurh I
IR R IA KT B NFEACHF 4, H#Ei& HLA. hALB. hNTCP. hFAH. hCK18 Z& A T4l
TERMEE . EERANFESET, N4 R EREREE 1 R Skl 2], B2
MG 1 R/DNRFES SRS . a0 iER, hBMSC WG 1 K C s 4>
th, 3 RIGEARTEMTN, 14 K5 hBMSC # 4 KI5 0 40 i Dt o N A4 . FIH
MOCNAS £ AR 5145k 18] i ()45 5 M 22 7 R IA ) 2385 NEEH, KBLA 71 %55 EHK TS5
A . dE—20ix 71 Zag SHEDhae Cngtii . 2998 REHR AT MG
REMTERR)E, L$ESH 24 4558 (4% IL-6. Notch. Insulin {5 5845 Al 6 MER
PR IEIEE (JUN, ICAM1, NEDD4L, DNMBP, IRS2, SPRY2) Z 545 FT-4H Mo 7 A4 A1 T e ik
o FEARAMNIT S SR hBMSC BHEIRYT FHF AV SLIGH, ik 6 MIERIE T2
BURR S B FE S 0S40 B R B A DG I K

g5 AT ORI YRR /IS BRAR R ) B T BF AR ) kB I RE A TR . 48 B (S S
BN 6 AR S 2R R TR R A PR YA T T S v B B R (1) R R 4 (AL LB R A

PU-037
Breg 4HREAET IL-35 IK#URZAISR BT T ZHRETHEE

APEA . B, R HEE. HIRE, EELE. RER
WEFELRRERRERE (LR RAEER)

B B E Y B 488 (regulatory B cells, Bregs) 7E HBV 181 & Gt R o (9 /E FH J2 B .

F¥E 2017.07 & 2019.11 A KRB GRS 68 4180 28 EF % (chronic hepatitis B,
CHB) ¥, 26 & {#FEx % (Healthy controls, HCs) #AANAETFT. KA MAP 371 & kel 4
JA I 1L-35 Fik /K. SRR G  ARAS I AH R M5 1L-35 1 B 4ifl (IL-35 secreting B cells
IL-35+B 4L tufl, RIEAENZEHFTE B 400 (Breg) 4HAENEHER] CD19+CD24hiCD38hi F
CD19+CD24hiCD27+H1 15347 o W A4 SN g L 8% 57 A S F0 40 i (R 1~ BT SR i6:, #R% Bregs 4l
XPRUSIPE T 0B A v 1 AL, R BEER G2 vk (ELISA)RLIN Breg 4 i A [ 258 K 77K ~F
giit2£ % H Man-Whitney U 1 Kruskal-Wallis ANOVA #6:l] .

GEE NI SR IRZE (HCs) #HEL, CHB 4N I 1IL-35 40 11 & & T HCs 40, 1
T 1L-35 7K-F-5 FFAT 28 RERE FE Aos 25 E VG A R IEAHC . CHB B3 #M A If IL-35+B 4 bl i,
HAEL H Breg 4B HE (CD19+CD24hiCD38hi) & ££. IL-35+B 41 th 1 5 45 14 % = i
(alanine aminotransferas, ALT) /K-F2H EAH K (Spearman r = 0.401), 5 HBV DNA /K2 [H]
EREEMISE(Spearman r = 0.314). IL-35+B 4Lt 5 /24T E-y (interferon-y, IFN-y) [1]
CD4+#ll CD8+T 4ifii £k, S22k IL-4 1 T 40 2 1EA%. Bregs ZHfiE e B EEREAbiA Y T
iR IIRE, 4 IL -35 HKEEIE. IL-35 Prikn] LAlid: IL-35+B 4R NitE T 400 (effector
cells, ECs) A ¥ /b8, IL-35 PridAi IL-10 Hifdxt ECs il 14AEH TG FIVEA o

L9 1F HBV Frgugient fivh, 1IL-35+B 4iHi7E Breg 4 #F (CD19+CD24hiCD38hi) &4,
Bregs ilit 5 T i [a] B8, £ IL -35 KRR IHTY T 40 ThEE.
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PU-038

AL N S X A4 A\ B R A AEEIE M AR B 1 T Y
RITHRRERERS M

8 R
WL R 2 B 2 e i s 365 DY = e

B 7 fRL S DR B AR N AR RN IRV PR AR 7 1411 (N onalcoholic fatty liver disease,
NAFLD)MIATHR i, KRG, NAHIX NAFLD B &4 G i et 2% .
FvE UL 2020 F 6 A TERRBEAA M AR T 5, N RPER . BE. R
JE 55 BARTRIR AR s BEAE O s L R A2 54, SRR (Fasting blood glucose,
FBG) . JKMR (Uric acid, UA) . IfiLfi5. HFIZhaesEdats, ST HIEESR A, fHkk 18 X LT
NBE, RUURIEOL: AR, T2 A, Om st AH#F.

gER LN 925 AWFST, Hp B 550 N, M 375 N, B/NMERY 19 %, KR 80 &, P
W% 42.3+11.30 ¥ . NAFLD BRI 40.22%. H 51 50.36%, otk 25.33%, KiRER
Bt 2 7(P=0.000). XFERIEITTE, NT 30 5 ANEE. 30-39 & ABE. 40-49 & ABE. 40-59
ZN#EL 60 % KULEANBEH NAFLD K% %43 5~ 20.61%(27/131) . 30.63%( 91/297) .
52.14%(122/234). 51.49%( 104/202). 45.90%( 28/61), /T 30 % A#E. 30~39 % A5 H
EAHNBLR, ZRBASIFEN (B P<0.05) . NAFLD ABEU4i & (Systolic blood
pressure, SBP) . %75k [k (Diastolic blood pressure, DBP) 31 =, & &8 b o B 14K J5i & 5 5
(Body mass index, BMI) FIEE K, Rfabsd FBG. UA . Hil =E& (Triglyceride ,
TG) . & fH[EEE (Total cholesterol, TC) . K% &R S A AHEEE (Low density lipoprotein
cholesterol, LDL-C) ¥Jfhirr, % G2 HH[EEE (High density lipoprotein cholesterol, HDL-C)
W%, FFohaeiebrh & B KB (Glutamyl transpeptidase, GGT) . Bl iR & (Alkaline
phosphatase , ALP) . A& MEAIEEFEF (Alanine aminotransferase , ALT) . KR & & RE KR
WM (Aspartate aminotransferase , AST) fhif, FidfabrZE R A G52 X (P<0.05) .
PESI. BMI. EH. FBG. UA. ALT. AST iXt35Fr2 NAFLD (G 2.

W Wi S X AR ABEH NAFLD KR, HoA B N & & T A, 40~60
% 5% NAFLD B K AERe, MR AR iy, e L XU B, FBG. UA. MW, 177E
R L, PESI. BMIL JEH. FBG. UA. ALT. AST iXEE4RkR2 AR IT I fER A & .

PU-039

GDH1 T+ 3 & KBRS R PERIZF R T HESs
FH 2 4R RO BB FN E €

FIEL L AR R b TRk L AR L UL BRI L. K 2
1. ERERER A RGN 0 TR 208 B RS =
PR HESUNGN ) & R VSp N o )

B PRI e A0 AR AN R 6 B 25 1 S A B AR IS Rr s, SR AT 20 T4 S AR

JT o
Ttk 1. G A A7 SO0 R I I e 40 O AE A8 R R <5 5 75 25 T A A 1L 5
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2. HIE = RERE IR L (25mM &R AMRHEE R (1.0mM F &R i A4S &R B i
(GOTL) MBI R (GDHL) i, ANAELNIE SK-Hep-1 il PLC/PRF/5 [ 5E Al
FATEM

3. LR GOT1 Ml GDH1 (RIAJGIEIE CCK-8. PR 77 b S 56 SR AS I e 240 it 16 AN ) 78 265 K /K - o
(I3 B 1% T

4. BT R BE AT VA GDHL 7 40 RIZF 244 N 4k HCC g /738 AL o

5. W52 e 4L 2R B ATRE KT, WB A I E AT 41 21 FF GDH1 1 GOTL R IE /K.

GER 1 AR R R I TR AH B TR AT

2. R AEIPEF MR, 0 GOTL MG o e 4 i i A= K W B 32 20 4md ), T8 n, E4mH
GDH1 HiEE)E, FFm i B KA T e W ARk . T A R FE 46 E R, 40) GDH1 1y
TS PR AT B R AR K I S A2 B, TSR, W H] GOTL TS I AT 40 i i) A= K A YE T

B
3. ERIRE A EARAT T, UUER GOTL wI L& 25 M FH 4 M 3 0 . AR & i 26 1F . DUk

GDH1 A i &2 H b AR AR A . IR EE A4 B 5 4 T LU GDH1 mRNA AR (4 ik
KT

4. FRVESHRITEMCHI A0 R, DA . FrEmeh. IR ke, S 2R = (TCA) fRHH
R KT, TI7EDER GDHL Z60kJ5, LM BER s M) fAH) A o B 2.

5. 75 12 XA AR T TR 55 MO A b R S5 SR B GOTL i Ml i T a6, 1
GDH1 76 M i T %

G AERTEIRRIBIOAIE T, GDHL A SO/ SR A 2 A TR 1745 e R e
SR, HUEIRHET GDHL MIi#iAxt TCA IREREGRIENER . RATETIoE a3 7 b
BRI R UL, UL RITF Rl GDH AHE & (0 HT M HF R S 7 7 AR T — s
R iL 1R .

PU-040

FAEATTRIAE(GLY). SBEE(TG). Him=E5(TC).
EEEEELBEEREHDL-C), KEEEEZEHBEREE(LDL-C)
HMEREEREMRTRITILERESITERN(P0.05); B LA
BHA7TR GLU. TG, TC. HDL-C, LDL-C EE
T RE ERBSHITERN(P0.05).

L. BEEM
WM T rhC B2 B

B BRI SRR y6 7w 25 R SRR 1 o i AR A R0 PR YR 7 28R

JvE JEEL 2020 4F 1 H~2020 4= 12 AN i s BB T T2 WGE 0 2 R A M s Al 1 g 1y P
(WICKT A AR . Wi s e 5D 38 96 BIE It 7o 5 5, BE M LA 23 i 7 2L ARG R 4H, 7% 48 41,
B R T IERGYT . I S TR IR SRR 4k, haEEA RIS, YIERRAE
W RFUT R, g 6 ANH BT ALE A ARG T FEat B2A TR R 1 4% H =R Ok, J7HE
6 ™H, L FALEE FIEAER (8. B8 AR =% R4 KPR Shiabnts
P HEUFE A AR 7 PR BE AR /I BT s s A5 107 2 = 5 (A8 4k o

R AR IR EA R MR DL D8 b o 1 10 55 LU A VA T 4 RE 38 e ont R
Mg BAWERA EZRASGI R, (P<0.01); W4IEIT )5 MIEGLY). SIHEEF(TG). Hi
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ZHR(TC)~ % 5 i 25 1 JH [ B2 (HDL-C) %5 52 H5 2 (1 JH [ B (LD L-C) o 35 F2 2 B e AL TR 97 i,
ZRB YT E L (P<0.05); i HE#IEIT /S GLU. TG. TC. HDL-C. LDL-C &M BT
XA, 72 A Giih M X (P<0.05) . 45 Gl s A s e sltg, WA ARG s & & e i AR T
Iy FFNE RS R HER A W 0, iR A BRI R PE, Z5a 585, (P<0.01). ¥4
I 2 BIRZ) G KAEAS Y, HERITIF, RRIVHEAN R KM .

g5 IR XS Hh EE R RS 1 Al R I (RO PR YR T R A N3 A TR K I PR N A
A — BT 2.

PU-041
CXCL1 FE18 At =B ah R A AL IR 53

i
WRIT A R 35— e

B a2 (Acute-on-chronic liver failure, ACLF)Efs &F otk it R EIER T, HI)
A AFDO Ao E 02 M 78 B 3 VU AL IO B IR 25 B A, BRI AR AN C AR 806 T ik, B
N

7E ACLF Wi K a8 i i s DL S E A B 48 HBY G W EUGH A2t 645, HiEZ
ik 213 1) ACLF 3 Hr il B A B 2 gy, H-ECA R IIIRIREE 3. (B4 Y2 ACLF (M4 Rid 2
ik K%, /MG RrInE. ACLF MG T REHRUR TR ERER: 2/ ERGNIRE
TH LRI B G 4 I RR R o (H H BTAAAE IR 304 S B0 A B V8 A B4, ACLIF (1) 40 B Sk it 72 .
bEEBAT ACLF MERMA RGN, FEEWER SR 2 8, LSRR S i T 25 Js AV 97 %0
. HEr, JADEREE T HT2W ACLF I s S . AR G 75 TR AEs 7 I AR 40
ACLF [ sesiiil . $R90 ACLF R T-HLHI, 87T CXCLL 7E ACLF ¥9 & & A Bk ffr i
EVER], B CXCLL 215 AT AMEN ACLF & T Hbs E4.

ik LoEsk 8 RIS VU SALIR 1) 551 B2 VE I A e, 05 25 7 50 B (AT e B4 4t
OLH SR, MEE ACLF [/ RO AE T,

2. RS IR, WU LA St RIA CXCLL A OGHEH

3. AR . ACLF A, AR RIS/ RIAE. BT, AME I, 3 B FEHCL itk
(a1 o s we ok U SR % v 2ial o e e 78

4. PP GIREAR G SAT G2 AL VRN T IE 28 P 45347

5. JFBATAEMN Z R TR & ELISA S5AH AT, W80 LB 1 5 0 BR A ) CXCLL RIA K
28 1. ACLF /MR 24h RTHEREIRA /N R (20%VS100%)

2. ACLF 4H/NRUMiE ALT/AST FIIHZ 2K, a3 R R4l B Tt &

3. ACLF 4] HE Yt m¥fat. RIESEE BTG, TUNEL Y 2omfHiE, RREaRGE
W,

4. J5 S BKE T TR B I IR excll AHOCIE K B R IATE L, #RFT CXCLL 7F ACLF &
iR R TR R IEE R, S0 LUEN ACLF B35 TS bR £ .

g8 Wik CXCLL Al g > ACLF ¥ A R Moz i An 45, 1 CXCLL i 3R = | ACLF.
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PU-042

ET CRISPR/Cas13a Fii AR M Z BFF 2R
PgRNA 753k &M 51

¥, M. s, WWR. HREE. KA. BT, (B8
HAREE ARSI Ab B 2 BE B

HE A% (Hepatitis B virus, HBV) FiZE[F41 RNA (perigennomic RNA, pgRNA) &
A AR DNA (Covalently closed circular DNA, cccDNA) R4, )& HBV & H 5#
PR 1) OB, R A P B3R T 208, TN R BB AR AR . (2, B TBUA MRl ik R %
ANE, FrmtEA R, BRE T HAEN HBV B EMMIGIKS A . CRISPR/Casl3a flldi Res&
HAM KA ARG A, EEWR, REE SRS, EARMRS, RAELTHET
CRISPR/Cas13a I 7 % mifr - PE ) HBV pgRNA PRk il 7535, 3 FLIG R FR A AT I80AME o
g ES%, FIMEREAIREG: AMEA qgPCR 5 ddPCR J7i2:% mdi iR 3 B I R AR A HEA T 9075, 3k
PR A HIK, CRISPR/Casl3a il 7ikMd . 1%F HBV pgRNA [)—BR~F I FIENT
R, 45t PCR )G, ¥4 CRISPR/Casl3a & & iHHAT [N, 626 A5 5 5
TEBOE NSk S8 JE, CRISPR/Casl3a il 7vk R ek, #esett, e teirh: ¥ R
FHPEFEAN IS CRISPR/Cas13a fuill fafif e H R fitdk, HAthi A Al CRISPR/Casl3a faill 5
e HAs T, B RPIFREREA 2 34T 10 WA LB R, e et &a, IRRAEAR
WiE: EWXHAYS HBV ARMBHFREMLA® 20 M FAEA, RIBUEHZEKR, 4 H
CRISPR/Cas13a full ¢ Jefl, faill4iiR5 gPCR #1 ddPCR Faill 77 V2 AHXT L

&8  fiiH gPCR 5 ddPCR J7 k01159 2 BH PEFE A E v 104copies/ul; FHYEFEAZ PCR ¥ 15,
% CRISPR/Casl3a k RiAT R N, fiiik i ixi& crRNA 7415 & H o AR, SERET
CRISPR/Cas13a il 7L R RN ABET CRISPR/Casl3a Jikfaill, REFEIKE
1 copy/ul, AFRFHEFFEABEL CRISPR/Casl13a J7ikf&dlfG, HBV pgRNA BHIEEEATT LS HAd R
BAEAMRCEBIHEZER, RIIGERFEATTZIREST LR, HAHN TR EEER;
CRISPR/Cas13a I RFEA AT R, AT 25 R i 5 ddPCR AL, LT qPCR.

2w A5 T 3T CRISPR/Casl3a kil HBV pgRNA 7Ry, %5k BA R E i derite,
REE, ik, FaEtk, NIEK HBV pgRNA ISR AE T3R5, % HBV EALHIT S0P,
WA K, TiE AW B A KR

PU-043
miRNAs €518 NSRS FIFMESEEYREYNHR

WY, kB HE, R, W, BREE, BEr. (1%
HAREE ALK S R AL B 2 BE B

HE RIS Es (ACLF) s&— MUk 2t Reiiud . Fs AN R AR RN SR 2% i S A AT
R, Hr, BRI (HBV) 2 K4E ACLF S E R, WAt E, &l 7 = ER
B, Ik, Bk R (CHB) HURE Ak - 0 T 2 7 i H T 5 T 3 3 Jl 0 1 O
microRNA (miRNA) & — U BA TF A8 BB 12 W W0 bs S B m FE AR E R [FD I,
HAPR IR TE R R et . AREFCEE X miRNA BEAT I iE S 3] — 20 miRNAs 1By Z R R
REAGTIE AR TE A br S, LR IGIK ACLF FE& U RIE YT I K, A ZLFHA CHB [
R RAT S IE FL AL A HERE o
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FiE BEEEERRZEM R G 2R #RE N . CHB &3 . ACLF BF MK rA . % CHB &
FH ACLF 35 MK microRNA S 28380 78,  MR¥EGE it 22 Atk 0 M 01k T ACLF B35 I ¢ 22 7
Fik 1) microRNAs. £ Sz ¢ % € & PCR 1 QuantiGene miRNA Singleplex Assay [ /715147
IAIE

R IRGERER, SEEEAM CHB B A KA, ikt ACLF B miRNA m#iA%E
SHREFENR 10 4 microRNA (miR-190b, miR-520c¢-3p, miR-875-5p, miR-216a, miR-516b,
miR-758, miR-186, miR-486-5p, miR-130a, miR-21) ; FiFhIGIFE J5 %% R, miR-520c.
miR-216a. miR-516b. miR-758. miR-130a #£ ACLF 41/K F-#fd Fixt l4Lf CHB 4 B2 7%
ik HEAF G R L.

2 B miRNAs #HTIHi%E38E, miR-520c. miR-216a. miR-516b. miR-758. miR-130a 7
ACLF RIS 2R, BRA RGO OB 98 BREAL T TR briB 2 AL W hr 540

PU-044

ET RAA-CRISPR/Cas13a HiHARAH HBV DNA fRiE
R BTN

HR. (¥, TR, WR, BB Krs. Bbi-r, (£
HARBE RS R b R 2 BE B

HE BT (HBV) EYYE H TR E AR A L DA E 2 —. FREE H A 2 9000
Jilt] HBsAg #ir#, ettt RASRZWESRK, Hiigtt B % 852 2000 1N, BELH
30 Ji NFET HBV AR TS, L CoN fE 3R E A R S 8. AW 7T 5 75 F)
HEMHARAHY I (RAA) FARFEAE Bk A fe fE [ SCE R 77 AL E [ (CRISPR/Cas) HiAR
Ghgy, ST RhbE . E R EUE A SR R HBY DNA N 72

FiE 1 HBV 8 b REARRF G P IXF A, 8T A bR BR S ( 2E R A B, IR R
A I RAA SI40F0 crRNA 51 % pUCS7-HBV J5i kI By 5 5 #5042 DU, SRS BEAT IR
Mok, FIH RAA BIP0 16 FERMRBERIABGHAT Y 1S T T7 3B DNA ¥ v 4k RNA, FFH]
F crRNA $ 5 PEf4s & B FE R B 85d Casl13a RIS YNETEBT I A 7015 SRR % RNA,
Xf HBV DNA JFUkit A7l . FIHHADL 4 FOAE )99 5 A% RPA-CRISPR-Casl13a faill 7715317
RESEPEVEAN

ZER ik HAE) RAA BIPAT orRNA, BT HBV Bk AT, FATEY. T RAA-
CRISPR-Cas13a #ill k. A 7% 1x104, 1x103, 1x102. 1x10. 1x10 copies/uL ] HBV
JFORLEAT AR, BEWSAEINE] 10 copies/ul; IR Z¢ G E & PCR X#t47#ad, Hagklz 10
copies/uL, fH RAA-CRISPR-Casl13a il 77y #E] Ay 40-50 704F, 8628 PCR J5ikA 1.5 /M.
I RAA-CRISPR-Cas13a £ il J5 ¥4y 5l %F HBV . DL4h FA 7 8 AR (Cb) 3% 18 i 5 2
(EBOV) . MK RIHTE (TBEV) FIAKBEHIEIHTE (HIV) K% EAARER TR, 2R
10 7% 5, HBV [R5 FAE 2 B XS B DL R At R A4 (1) 150 %, B LU 1 4Rs S

2w FA1E T T CRISPR/Cas13a MIHusE . 5 R B Al m ke 7 L1 HBY DNA Al 7732,
9 HBV 2% G sk 07 A ARG Rt 1 3 i 5 1 T Bk
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PU-045
BRASHREZMEMX BB RMESE 2 flRE

RALL LM 2, PRIERE 2 A ERST 2
1. IEXMEERBe R IR A =
2. I BB G m F

HE il 28 0 B0 BRI PR WA X SR A I B () A, S TR e B e . T AEoR, E A
SRHIE il 28 50 TR A B SR IR M #iE 2, SR B K W32 45 18 RN 5 IO B 1 e e 1) 3= 22
R EFRE, BEIRIE I B RB T, IR A IR 2R VRN 98 v B A B R e 5 A E A
ARG R W& IEZ —; NIREIRREATZR NN,  ARE . BUBRATE IR 2
K% R A FEAR 22 PRI 28 ve B 0 B AR M 25 S AR R

JrvE [ 2 B A5 PRI - A2 28 1 i 98 7 e A1 1 I ki (Klebsiella pneumoniae « KP) ZE4-1iE
G REFIE, Afb2e. AR, REaR4s

SRR MR T I I R RN /8 It R 43 25 H i /7 KP(Hypervirulent Klebsiella pneumoniae -
HVKP) , il 5 A I PR B I RSEIR . A8 e v £ 2 B 1) HVKP B i BE AR 28 1 1 I
PRAFAE . BN XSRS, (Rt A BRI EAY, ImIR LRI H. JE8L, HArEEm,
LR BRI, ME AN, PR, CRP. PCT BRI, 82 0Fa2, K
YePE AR T I IR B Mo B 5 5 55 1 KPP A msem kv &, ANmAaE ek, H
RIS 2R AR M, B 5 S MM sl mA . wir A E, RS .
g FERREE WA R B ZREERE, A EIERRE, RUEfERTE, RS FAT R
T8 2 B R 75 B IR CT A, BRI, — BIR%E IKLAS 2, NRFS T8
PUERIGIT, MRS BRI P B, WGk, AT E, W5 IKLAS R R B
LRGSR s, REHRTT

PU-046

EFREHF PCR FAREIM ZBEFRHFRHEN
H& 4K DNA #3075 3%

PREE. B, RFe. BT WIEFR. skmdl BE-F. X, (B8
HAREE AR S R AL B 22 BE B

HE AN A PRI DNA (cceDNA) [AFETER U R FiEE (HBV) FREd e = BRI
SR H AT cccDNA BIAS I 7 VA AT SAAELE R AR SR D7 T AN 2, I IR b o 55 37— Fh {5 T 454
[ B e L 7 R BBORN s s S E Y cceDNA A v, FEIX L, FRATTEESL T — R FRE S0y PCR
(ddPCR) &I 777k, FFRM L BAF 22058 (HBV) A &K DNA (cccDNA) , PLH
N HBV AN 7 VRS A B (0 7 17
FiE T HBV cccDNA FIFABBERR DNA (rcDNA) TESE M) FAEAE 28 X —Big JEal, M it
HBV cccDNA 5| #fiEREr, @ity 3% HBV Jiififs 2] HBV cccDNA FrifEdh, ##37 ddPCR Faill 7772
FEAH B B S5 (AR AE T AE 2 HBV cccDNA R FRIEAR , 734t ddPCR Al 7 25 ek H PR AN 28 53 12k 5
FEHUIG IR I HBV L HFZH 231 DNA FEAS, RISk 22 41 ATP #KG6i1) DNA B§iE1T (PSAD)
], 193] HBV cccDNA B, *F ddPCR #7347 I R AEAS (OB
2R @ THT ddPCR ) HBV cccDNA Kl 7k, seisah RAEm 1x104, 1x10%, 1x102,
1x10%, 1x10 copies/uL [¥] HBV cccDNA Frifk it 5 ReEmafe i, 6 H RN 1 copies/uL; & 20 1
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i PR T 280 35 BB B FEACHY) HBV cceDNA, JE 55z %t E = PCR (gPCR) HUKIN 5 i34
SHEE, ddPCR K7 vGefa 17 1, gqPCR M 5kRef 11 61, L8005t x2=4.286,
P=0.038.

2w TR ET PCR BARES ATRF R 55 A0 S IR DNA R 7735 B 5 e A R
B, NS mARSI AL T AR T A,

PU-047

Development and validation of a new prognostic score for
hepatitis B virus-related acute-on-chronic liver failure

ZofEHL 1. Xi Liang®. Shaoli You?. Tingting Feng®. Xin Zhou®. Bing Zhu*. Jinjin Luo'. Jiaojiao Xin!. Jing
Jiang®. Dongyan Shil. Yingyan Lu’. Keke Ren!. Tianzhou Wu?. Lingling Yang®. Jiang Li°. Tan Li*. Qun
Cai'. Suwan Sun'. Beibei Guo!. Xingping Zhou'. Jiaxian Chen!. Lulu He!. Peng Li'. Hui Yang!. Wen Hu',
Zhanglu An?, Xiaojun Jin?. Jin Tian®. Baoju Wang®. Xin Chen'. Shaojie Xin*. Jun Li*

1. The First Affiliated Hospital, Zhejiang University School of Medicine
2. Hebei North University
3. Taizhou Central Hospital (Taizhou University Hospital)

4. Fifth Medical Center of Chinese PLA General Hospital
5. The First Affiliated Hospital of Suzhou University
6. Union Hospital, Tongji Medical College, Huazhong University of Science and Technology
7. Tongde Hospital of Zhejiang Province
8. The Second Affiliated Hospital of Nanchang University
9. The First Affiliated Hospital of Anhui Medical University

Objective Hepatitis B virus-related acute-on-chronic liver failure (HBV-ACLF) has been
recognized as a complex syndrome with a high short-term mortality rate. Early diagnosis and
prognosis for the effective treatment of HBV-ACLF is very important to decrease the high
mortality rate. This study aims to develop a new simplified prognostic score to accurately predict
the outcome of these patients.

Methods The prospective clinical data of 2409 hospitalized patients with acute deterioration of
HBV-related chronic liver disease were used to develop a new prognostic score that was
validated by an external group. Based on the clinical data and outcome of patients with HBV-
ACLF, univariate Cox regression analysis was used to preliminarily screen for predictive factors
related to prognosis based on survival time and the logistic regression model fitted to constitute
the final prognostic model. The performance of the new prognostic model in predicting the
outcomes was assessed by examining the discrimination, calibration and overall performance
and compared with that of four other generic scores: COSSH-ACLF score, CLIF-C ACLF score,
MELD score and MELD-Na score. The optimal cut-off value of the new prognostic score was
identified based on the selection of the largest x2 value by X-tile software to separate patients
into low-risk, intermediate-risk and high-risk groups of dying.

Results A total of 954 enrolled patients with HBV-ACLF were diagnosed based on the Chinese
Group on the Study of Severe Hepatitis B-ACLF (COSSH-ACLF) criteria. The liver transplant-free
mortality (28/90 days) rates were significantly higher in the HBV-ACLF group than in the non-
ACLF group (26.3%/38.2% vs 3.6%/7.6%, p<0.001). The most frequent organ failures of patients
with HBV-ACLF were liver failure (97.7%) and coagulation failure (30.3%), followed by renal
failure (6.0%) and brain failure (3.1%). Six predictive factors were significantly related to 28-day
mortality and constituted a new prognostic score (=1.016xinternational normalized
ratio+0.500xhepatic encephalopathy grade+0.099xneutrophil+0.002xtotal bilirubin+0.086xserum
urea+0.051xage). The C-indices of the new score for 28-/90-day mortality (0.821/0.805) were
significantly higher than those of four other scores (COSSH-ACLF score 0.793/0.784; CLIF-C
ACLF score, 0.792/0.770; MELD score, 0.731/0.727; MELD-Na score, 0.730/0.726; all p<0.001).
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The area under the receiver operating characteristic curve (auROC) of the new score indicated its
significantly higher predictive value than the four other scores. The prediction error rates of the
new score for 28-day mortality were significantly lower than those of the COSSH-ACLF score
(13.5%), CLIF-C ACLF score (13.9%), MELD score (33.5%) and MELD-Na score (33.7%) (all
p<0.001). PDF analysis showed that the overlapping coefficients of the new score for 28-/90-day
mortality (46.5%/49.1%) were significantly decreased compared with those of the COSSH-ACLF
score (53.6%/54.0%) and CLIF-C ACLF score (53.9%/57.2%) (all p<0.001). The calibration
performance across the full range of the new score showed the observed mortality and predicted
probability of death at 28 days. In the derivation group, the observed mortality and predicted
probabilities of death were similar across the deciles of the new score at 28 days (overall
observed 0.26 vs. overall predicted 0.28; R2=0.386; Brier=0.133; Hosmer-Lemeshow x2=7.763,
p=0.051). The risk stratification of the COSSH-ACLF Il score with an X-tile plot showed that
patients with HBV-ACLF were separated into three risk strata of death at 28 days based on two
optimal cut-off values (7 and 8.5): low-risk (<7), intermediate-risk (7-8.5) and high-risk (>8.5). The
external group further validated these results.

Conclusion In summary, integrated with PDF and X-tile plot analyses, our newly developed
COSSH-ACLF 1l score simply based on six predictor factors could accurately predict and easily
stratify the short-term mortality of patients with HBV-ACLF than the organ failure-based grade
classification of the previous COSSH-ACLF score and CLIF-C ACLF score, so it might be used
for accurate prognosis to decrease the high mortality.

PU-048
EORAFEEAATIEFBEMNIIAEE DE

HEEAE L MG 2. TLER 2. RN 2. RS, FERF 2. ARM 2 AT 2, AR R FE?2
1 WL R R B Jm s — =B, R umisin B X E AL =, HiM, 310003.
2. WHT K¥EZRRE —ER, EYnishE R E SRR E, b, 310003.
3. G LER (BINERHBER  FElEEZES L, &1, 318000,

BE R E TR A ) TAR AR = BBk FRATM B AR R A=) ARk 9 A4 i D e
A I A S5, R B 1o 4 R S e AN (R B T) st ) LA 65 40 ) B R AIE 487 T4k B2 28 ) P RE AL
il o

i ERE T KGESSREE PBS, Triton, SDS %3515 SD KR GE AT AN i S0 228 . # A ik i
Al (HUVECS) 383 [7) % bk 25 57 Pl 20 A R A i S 28, FUF B 200 R G A RE 2% B Al
H HUVECs IR A M S BEE N ERL R 77, DASEEUHIE N IS RS . TEARAME FRER
1, 3, 7, 14 Fl 21 RUCEE M EIIRTIESZ 48, AN [R] I a] 4 ) F i A AR B A T A A A R A 2
SR YE VAN

GEEL I A S R e o R BRI S 4R B S 2R 97% LA E ) DNA FHAB YRR 0 A 2 s i
SO IR E A, YR AFRER OO 5 IR AR Ll e P 2 OR B se 8 . P I 7 10 U ot
YIS B AMETE R 21 K H HUVECS 7E8) 7585 75 F2 b FE G R 40 i 7 48 oA Or B 104 0 3 28 i
JEHE ML PN B B s R SZ 40 N B IR0 5 B IR W s> . S AdA S e s R HimsE
e JE RAME RIS RE R, ASRIRIAI AN E R B i E s S 1 RIS HREE, Mgk 3 KM 7
RIFHIE AR EES SHMBH 5 AR & R A QM AW E 2, o b BRI 4L
14 KIGHESZ A0, HIUVLRUSEE BV SIAE O AP 220 R8s U0 (IHC)
ESE T AU GE RO IB SR R E A AE 14 KA 21 REZF KX a-SMA. TGM2,VE-cadherin.
ICAM-1 1] IHC 45 5 B rFE i B 32 s, HUVECS R R] Y8 K 40 ffa 1] (1) 5 354 R T Th REAK I 5
SEHITE R
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g AP ANEI 1] S A R R R T AR R I I A5 R ) B RAE LA
HhEEFR A/ 14d 4 BETE BRED BEAL VS 450 o AT 0 Bl T S8 A o BE A a9 AL RO PL AR, DR g vl 2
LR A TRE TSR SR

PU-049
LncRNA FERF A4 L RO BIRASE

FRIEVE . 205

WL RS2 R 2 B B I 26— BR B

HE L4 I SR FFEF4E1b B 05 10 2 A SR8 IR R 33, BG4
B, SIORBIESR . 2990, JHITIRA. SRR ELE . B A 4E T B A AR
SEREVE R TN AR, JFAF4EnTi, BOFAERIEUE, A4EinT Dok s oo B A Bt
(P ET LA 2 41 4 25 5 20 SR AN P /1 28 R 1 S i B AR 1 — PO BDIR S, 208 S 85U I 45 M iR
AT EBMBAME TR AU S SEUF IS A EL, A gg Ak, RN, &5
KIERNRIELL . BRI Z FEIE R, KEEIE%% RNA(Long non-coding RNA, IncRNA)Z 5 T4
YA KR, I BARTT RE R P 4L ey B . HET INCRNA 18 ZF 44k b T AE LR AN 48
JiE i s R E N AT AT 4EAL S IncRNA (IR 9% SCHR, T 40 545 IncRNA TE T 27 4E Ak A 5% 48
A5 5 s 1

gER AT TH S INCRNA TEBCHE S il i 47 446 7 B BB A, #7287 IncRNA 7]
e 2 T AT 4L 0 A= W br BB SR T TR

S0 FHIR A4 RTINS RE, KR e e 4itb k2. InNcRNA 25 T I £F 4ifbidk
T, AEBCONFF A4 E R TR

PU-050

Matrine exerts anti-virus and anti-tumor molecular effects
by down regulating PKC and PKA protein
kinase family activities

IMIUEE. %, . BBk
TR A N R BB

Objective Long term clinical practice has proved that many Chinese herbal medicines and their
active ingredients have extensive antiviral effects without drug resistance. Although many clinical
efficacy analysis shows that patients with chronic hepatitis B can benefit from traditional Chinese
medicine treatment and adjuvant therapy, and many experiments show that traditional Chinese
medicine has anti hepatitis B virus activity, we know little about its mechanism of action. We
identified a series of active components of traditional Chinese medicine which can inhibit HBV
replication through cell experiments. In this paper, we analyzed the phosphorylated proteome of
matrine treated HepG2.215 cells to explore the mechanism of inhibiting HBV replication. We
found that many members of PKC kinase family play a key role in HBV infection. In the case of
HBYV infection, PKC kinase can mediate the activation of MAPK signaling pathway independent of
SOS activation, thus promoting the progress of hepatitis and liver cancer. We also found that
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PKC kinase can inhibit the expression of CXCL8 by inhibiting the activity of ATF-2 / CREB, and
this effect is independent of its activated MAPK signaling pathway. We not only found potential
strategies to treat HBV infection, but also revealed the complex mechanism of PKC kinase in
HBYV replication.

In conclusion, we have constructed a method of phosphorylation proteomics analysis combined
with the identification of potentially important protein kinases to help study the mechanism of drug
action. This method confirmed that matrine inactivated MAPK signaling pathway by down
regulating PKC and PKA protein kinase family activities. Matrine can also up regulate the
expression of CXCL8, a chemokine independent of MAPK signaling pathway, to play an antiviral
role.This provides a potential therapeutic drug for patients with chronic hepatitis B.

Methods We identified a series of active components of traditional Chinese medicine which can
inhibit HBV replication through cell experiments. In this paper, we analyzed the phosphorylated
proteome of matrine treated HepG2.215 cells to explore the mechanism of inhibiting HBV
replication.

Results We found that many members of PKC kinase family play a key role in HBV infection. In
the case of HBV infection, PKC kinase can mediate the activation of MAPK signaling pathway
independent of SOS activation, thus promoting the progress of hepatitis and liver cancer. We also
found that PKC kinase can inhibit the expression of CXCL8 by inhibiting the activity of ATF-2 /
CREB, and this effect is independent of its activated MAPK signaling pathway.

Conclusion This method confirmed that matrine inactivated MAPK signaling pathway by down
regulating PKC and PKA protein kinase family activities. Matrine can also up regulate the
expression of CXCL8, a chemokine independent of MAPK signaling pathway, to play an antiviral
role. This provides a potential therapeutic drug for patients with chronic hepatitis B.

PU-051

T CRISPR B RS EHBESEHMFRT EHEAR (RPA) &l
HBV cccDNA F53% BIE s 534

HALFe. ki@, WL R s, REEL BT, [
T AHRBE LR 2 I R b w22 BE B

HE A% (Hepatitis B virus,HBV)IEA0 14 0k DNA (cccDNA) & 27 T 58 9 5 K 1l
(R GRREAR ,  FLAE R P KRR 8 AP AR 2 R HBV RRSR M IR S B SR IR o K] L 2 ST M g
HARER HBV cccDNA FIREI 5 0 T 18 1 2 BT R PUREEIRITIT 2 RE G, DL
B HBV JEYL2 W45 )7 BoA 4> 5 ) & X ,CRISPR-casl13a R 4i4s & B4 B Al iRy M
K (recombinase polymerase amplification, RPA) &M J5 ik A FERS D, HAKH Y 194 1) fi
FHEAR 55 o DRIRAE ARV 78 JA 1K @ 57— M 3E T CRISPR-Casl3a £#4i45 & RPA Mt LA
KIEE (HBV) JEA AR DNA (cccDNA) A 7772

JiE B4, CRISPR-Casl3a fill i@ r: FATE bXF cccDNA R FA, SRAGMR S X 45
A, BATHECRSF XA et FEifi i H AT iy 80kl HBV cccDNA 1) crRNA,  FIAH R RPA S84
BaE1Y), FATEDT RPA ¥ IEIIBN, ¥4~ CRISPR-Casl3a Z4idt T Mi; Hik, &
& HBV PR 2L 2R B R S5 4% S 3 189 cccDNA, 373672408 F o X80 PCR (ddPCR) &
BIGENBHERT R, LR G RH iR RPA-CRISPR Rl 7 vEdb T4 14, 43 M%7 i R ek |
RS BE, BT/AMEARTIYEPIGIRIGIE, UEEIRIK HBV B LUK E HBV B 5 I AHZURE A
% 10 B, 4>HIRHP6E R PCR. Mil%F PCR. RPA-CRISPR 7L TAG I, %o 7 4T
WD IGIRVEAR

G5 Hik U R RPA IG5 LL K45 HBV cccDNA K crRNA FE41), 37 75T RPA-
CRISPR ] HBV cccDNA il 777k, FH M X HE i BEF BE S5 BEAT VPR, A 00 7 VR A I T BR A
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1x10° copies/pL; —=FvEatIEARBEIEATRI, PLECT PCR 45 3R & briE, RPA-CRISPR Jiik
5y E R PCR 7R B M54 %9 100%, RPA-CRISPR J7 k6 PR & 2% 8 90%, %
€ 7 PCR 7 iERTMFHYESRF &2 70% o

i AR RPA 553 H R 5 CRISPR-cas13a fiAM4 &, @57 13T RPA-CRISPR
() T BT SR B AN B30Ik DNA 7. &7 i B B e t:, 1e3emtim) -, HIGH M
PCR ¥ #8443, =iRMEE FRIATRET, Al ARRD B RS2 6t 7 30 T .

PU-052
2Rk DNA fE18 MR & RIEI R EANTRRER

KM BT PG AR
BB RR RS2 5 = BB

B Rk DNA B85 SR B BUR LA ThRE RS EZR I, SHIERm R L. KIEEY)
FIKE. L Toll FEAZ4R 9. JOREMAIT IR R B R E A%RE, LS SEM NS T %
FEAT3 -

1. ZRUREMENT £ LKA DNA &8 HBV Y5 ARIGKRM B AL . PURTIRITR
(X CHB B4 M A4 rh Zekifk DNA 18 &, Zkifk DNA &85 HBsAg 4 /K1 iAok,
HBV J& s SEUTEfL . HCC B MG kA DNA & & BAE T IRtk & HCC H3%, AHELZk
& DNA & B =g KA. HCC XS, HCC AR h 4 kifk DNA #2 ILE R/ 5 ke kK
INFUFREAL IR R A D% 482 K-M AfF 2R VP4, IRZRRI/R DNA /KB 5 AR T Zhifk
DNA &K P .

2. RS PERTIR 5 BN A A 1 A A2 8 3 O T L SR AS I B 2 AN LRI AR DNA SRk, b 2k fh
TR A BRI £k AR DNA $50%5 AT DR 2 R R P IR o IL-6 AIS Zhkifk DNA B2,
EHN STAT3 Rk, (EAUMEIAMHIAN SR [ p21 FRIEI N, M S 2o i & s i, R iRs
FF4545 Je 2R ki DNA IR $EAETE] . BhAb, ZRkifh B Mk B i 7S BRI S B bk 3545, Ik
D TIEMEE A R, BEZE ALD HERE .

3. AEEREPER AT 46 7E NASH /NS A, i 2Rtk DNA KPS0, 390 KCs # NF-kB
3G, A TNF-a F1 IL-6 mRNA FIRiE. FFgifuiitEZefifk DNA aJ{fE8 KCs H TLR [IRCAE,
et KCs 20t IL-1B, 35S AT g SRR G0 AAE T, AR HERT HSC A4 gL IR 13RIk .
I EZRA DNA BEE AT H ) HSC HrERE(R A 4E4b R R R, & nT LLdE S i ROS 1Y
BEICEOE HSC IE1 I TGF-B AIET R R a1 mRNA KKk .

4, MR GRS (APAP) i30S IFI05 /N BT, Z8kifk DNA mJ 5 i pigh
M) TLRO &5, (adh b P Rn 4 i RI2 i A0 98 R DR 7 O RE i . 28044 DNA-cGAS-STING Ji B 7E
APAP 53 [ S vl h R I E EEAEA . SR EoR, IRSEAT AR DNA FURTESRIE
XAFSERN, A AEREESL BT 40 ) DNA JESZ2 48 cGASISTING ik Fif, 8 iR SR SE 41 i
B2k iR DNA, Bl | BT, A SHFEses .

gi b, Zekifk DNA 1EA—FA G0 TS 5 2RI . DRk DNA i/ $m
2R DNA & 5 BRSO R H T 3697 A [R5 R 543 I A R4 s
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PU-053
T RIALAKIFE 7t BT R B & P RERNLEIE

1

WL RS2 R 2 B B I 26— BR B

HE —Lem HE R DhRe R s, RS M2 A AU —Fiia 7 F B, 0 mT DLkt s A
BEMPUGE, AFREEA SRR, wFERIERS = BSiiasT M. IR F & 2h
REEL, AP RN WS, RIS A oy S 70 B A0 M A i B,
WA PUETS. PLeFdidb. PUMUBESEZMIhEE, BUONRIRIT IR R BTN IR A, X E ) 78 i
TSRV FGEBE . . Bei. BCE . BTPHE. FEwB. simss. RATR AL AT
FC AN [ A AR P 1) 78 5 40 B R [ 09 20 A B 1, AT 3 — 25 2 [0 7 J5 400 PR Y 1 R AL
FiE (L MR, EAANE T4, /R RER 700 T /N BUST S I e 78 0 40 e 55 3
Fhamp, $EEIMBEIEAT GC-MS 43#r, ik hAHFE AR, #e SR i e tEmE S, I
ST 4E AR P AR R 2 b, BF SRR AR SRR AL . (2) Bhpseas, fd AT
Sprague-Dawley K&, 7N VIBRA 15 R, F o VIBR+T40iEI7 A 45 X, BFARH 15
R, BFEAR+TUMIEITH 45 X, FUIMATT A0 A E 408, B 8E 78 m T408. 5y e
R TR 15 R WITHEEDIRRE 24h B aE sk, 2% F 1d. 2d. 3d Ja4b
A6 5 HOKRIFIUFAHL, R EENE, 70 ALT. AST Kll, WEFHSEAR 21,
W-B 73 H T 48 5 AH 5% 28 1 BRI R IE Ko SR AL B & AR [RL s 18] BT 4340 AN P AR (R . IR R
GC-MS ik H AR 2 B 5 A A DG, FERAH AR 11 FE i

GEEL 70% )RR ZE S Th B B AR sE ME R AT R, A4 R A A B R R SR T
JEEURE, KEATMAEE . M5 ALT. AST SRRl & . St 4 Ab S sen 45 B2 7% .
S50 =) o T4 A A A 2H 2 m G AR R A, B =R AR B AR R IR OK
BB YR I7 Seae 5% R AHAR LU A (e g I AR PR F o J S 3t — 20 JE A DR AE I IR (1 5
ISR TC, e AN R ) 70 o T4 M ) S RV E @RS, FEsTh S g AT IR

PU-054
HBV X EMAMHFBEEME sCD40L JiXAREEN

JALE. wkibib
HIREE T A i < e

HE 0 HBV A8 N S 5205 3 13 sCDA40L 7KF A il PR X

Jiik AR 2017 4F 12 H & 2019 4 12 A{EREEE 137 1, Hrh HBV A58 hn Suit AF 5245 48 1,
1214 20T 58 . FFfb RACEEIA B 31 s B0 73 B, Lk 64 fl; FiEd 18~65 %, “FIFRE
35.23+7.55 % . kR HAA B fd ARk 15 AAE X IRA . KA ELASA J7v%Aail s sCD40L /K
g8 ORIGARBERINEARIGRIEA HBV EYL# i sCD40L /KT Z#i &, HBV IS
S IS sCDA0OL /K P E, ZRAS%E L (P<0.05) . @IfiF sCD40L /K F5 ALT.
AST. TB. INR. PTA. Cr J HBVDNA #&ELHEAHXM (P>0.05) . @HBV 12NN
Tk B s sCD40L /K F5 MELD V143 TEHH EAHME (P>0.05) o« @HBV A 2180 Stk T 32 05
FETAIMYE sCDAOL /KPEAFIEA R, 2 A St 5= L (P<0.05) . ©HBV FHIE N EVE 32 v
H R Y5 sCDAOL /KPR, EF AR ¥E X (P<0.05) .
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g OIiE sCDA0L /K HBV FHICHE T B Z i N 2 LT, HBV NS
WRIE I E, $En sCDA0L 7E1e: L BB % ERE R iR EEEH . @QHBV HXIEn&tE
JiF 3R i i sCD40L /K5 ALT. AST. INR. TB. HBVDNA /K% MELD 43768 B AE5%,
ST A LG sCDA0OL /K-FRAF I A i, $27R 2 0 R 2 n] 5 35018 Pk 2 B4 & R R s I =,
SCD40L Jfg 2 HBV FHIIE ISP E 5ol 38 TS M T FR bR 2 — . @HBV FHE ISP i 52
FLoh 8 2% 115 sCD4O0L /K P45 1 5 2 1175 sCD40L /KF &, &7~ sCD40L 1] LIE N HBV A%
8N S 3 v T 1) 7 B P B A

PU-055

MERAYE MAICAM-1 BIFEH R LR EH
RIBZ T RE 35449 B — R BYAR 542

A3 R RSS2, BRI, o, X
VU 22 A2 T K 27 5 — MY IR B e

HE ZOEHbE R RE T4 -1 (MAACAM-1) 2 —Fh 3 IA T il F HAR Sk B 41 400 A P 17 4 g
FM ) IR E L F RN AR 1, B NEMAM AN RIE, AL T 52 P 5 48
M b HDVrRIE. GFARKRNA, EREEBFIRIT BE, WS rE%ERN MAJCAM-
1(SMAdCAM-1) /K- 5 Il R 3 1 2% fift 2% UIAH ¢ » AR AR SRBR R BHfE & K+ TNF-a A1 IL-1 Reifs &
MAdACAM-1 [f1RIA, 1 —A M EINHIT 52N K40 B MADCAM-1 [ERIA . AT, fE—X R4
J R Dy Re A B 1, SMAACAM-1 RIS R R A . 1398 B EER L SMADCAM-1 7£ 2
PR AR HT RS A0 R0 i S JFF 2 o v 1 R A A

FiE ATAETE N BT N B AL S e AR 3 20 6 (AD, n=20) , MEinctk g &
# 14 #f) (ACLF ,n=11) , @t diss 3 ) (CLF, n=3) , fEEXHRE 4 4] (HC, n=4) .

WD — R MG A, KA B e (ELISA) X sSMAACAM-1 #HTE&. 1E&45)
AT ETORMLE A tAG 06, AR IEZ A T2 POk 4L R RTRG 56 o

R S{gERxT A, A S R A ST T ) SMADCAM-1 2 2 [ (X (71658 vs
47096pg/ml, p<0.05), &G 3255 B MG+ sSMAJCAM-1 22 [ZK(71658 vs 46812pg/ml,
p<0.05). 4R, 7EMSMEATEEEA T, sSMAACAM-1 S{EEXHRA LT B %% 5. T Sk
FRAZHHANG N 2 ik BT 5538 B % 2 (7], sMAACAM-1 [{Zik% A %5 (47096 pg/ml vs 46812pg/ml,

P>0.05) .

Gk TEITIL SR SR A A D Sk s 0 8 I 1 SMADCAM-1 B35 A%, Tt T 52 v &6
F i SMAACAM-1 B R . YLIIEFREAL SRR SMACAM-1 Fik g, wIfERy
JF P9 B2 T g s PR RG IR — Rl AR B . SRTTT, MAACAM-1 Xf 14 Bz Th &g e s i K ML £k — 2
5T

PU-056
|8 58 B T 40 AR 7T S M R s BT S R AL IR 5T

HKIF. M=, EEE. F2E

WL R 2 2 2 e B s 25— B e

B B TREER R AR BRI S SRV R SR DU S T P e BRI R A G . X T
I 5 G AR S B I RS, B S WA e ), R B, 1 H AT IR
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BHAT FEEE R TUMER . REIHIR], HZAR R, BEREBKR, S8 K. e 76140
VER—F R I0AIE HAA S R /R FH a7 i, H RT7E B B G 0 I LBk = .
FiE ARSEEHEESL ) S EA A (ConA) 551/ RS e 1 5473 B 28 DURSLADL 6 28 M I 42
WS M 7 T4 (MenSCs) X G i & f el i ERH, FFRFTIHAERNR . FRATHE
Fi C57BL/6 HEPE/NER, BEAL > B X I ZH . AR ZH AN fR) 7 o F4m iR T 41, B4 10 K/, il
Sk 240 Jo 1 AWN/NBRIETE N, FET4AZ 24h Ja kBN RGBT, P, BRATAAG L. A
M3H A E R B A N R B KT, AR -4 e ik (hematoxylin and eosin,HE) WL 42 T i 41
2L (147975 PR AR A RS WU FE P 28 SR 4 B IR Vi 1 10

281 (L JRyTH 240 K 1 E/NRAEEREE R THREEHA. (20 S RAM, BB/ N R
I35 i Z WK A= B S (P<0.05) 3 SHERVA A b, V697 41 M i i &l K 53 B
(P<0.05) . (3) HfRIUBRIA S50 ARG T AL, 4RI L. (4) @ik 12h i
() S PRT T PN S e A MR AR I, RIS T 4R M e A R ANy T Al b o be s TR IR, A TE SR
HEER.

£ Ei ConA Rk RIAT 5 S/ B IS e e R, ARAE /N R iS4 1k, FFH 2
thgs R EoRIER A RE T EZM . YDA R IS B N e 4y T 5 ey, R8s
20 I 18] 78 0T 40 P A T HORE 25 A 2 2 B R 1 S s TR T VR o

PU-057

RRNTAFRIBTHBERERE BRREKEK
R 1 Y SBUR EAS

VA R, BRibRE
BRI & o BB

HE AR AR B ER T AL —, ERERT R, o BE RS TR 7T 5E
R BLT e Tt B bk gk, R B ALIE B AT S B R DhRER BB E LT NBLIA
JTRIA NTF AR BE B K KR e T ie s, By ORISR V5N . BT I S £ AT T
MAEA G FE B B bk h B AR AE, IR PP N BRI NIRTTRIRR

JrvE BT R HT 2011 4F 2 A % 2018 4F 9 A AP A G B B # ik ih ka4 i B
MR, FEREVF MBS NVEITJE PR L AR T RS A R AR R AEIE DL AT, PRl R
I NIETT RS MR B A7 26 BRI

SR LN 13 HIEE, HRETARSBEEE REE B ikt ka2 i & A5 i Az ] Bg i 6]y
78.43 (IQR 49.20-111.05) MH. FrAEE#Z TWNESN NGIT, GFF 8 e N &kl
sk B IR H SRS AR 1 BN SN B8 kI B LR LR A . 4 FIAAN
B IR ki ZER BB kAR FER . fEALREVT I E] 33.23 AN HEL, 3L 10 #lEE KA T R,
WAL TG LT[ 4.08 AN H s 2 Gl Y LT ReRRG, b 1 6k A RS B R R 9
B ML, 832 T RN TR, 1 G E DhRedi AT A S g M I vl & JF IF B 45 1k,
B T TR 1 BIRAE R IR T R RSB T, BRI R AR AE RS RN 76.92%
92.31%.

g X THBEAE BRI E &SR (L, BRI NIGYT T DAE N Bk 7%, E
MRS, 7 BRI BT I
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PU-058

Effects of Pediococcus pentosaceus LIO5 on immunity
and metabolism in germ-free rats

i

WL RS2 R 2 e B I 26— BR B

Objective In recent years, a variety of exploratory experiments of Pediococcus pentosaceus
have confirmed that the strain has the benefits of promoting health, and can be further used as
food additives, animal and plant storage agents, probiotics, etc. Pediococcus pentosaceus LIO5 is
one of the potential probiotics that our team has shown in a series of previous studies. Our
research aimed to determine the immune and metabolic effects of P. pentosaceus LI05 on germ-
free rats, especially its liver improvement.

Methods Sixteen germ-free rats were randomly divided into two groups, one group of 8 as the
experimental group, the other group of 8 as the control group, male and female were half and half.
Germ-free rats in the experimental group were gavaged with 1 ml of freshly prepared P.
pentosaceus LI05 saline suspensions (1x109 CFU/mI) daily for total 2 weeks. And meanwhile, the
germ-free rats in the control group were intragastrically given 1ml of saline solution daily.
Throughout the period, urine and feces samples were collected weekly, and fecal colonization
number was measured. Three weeks later, Blood, spleen, liver and intestinal samples were
collected after the rats were sacrificed under anesthesia and analyzed for intestinal morphology,
metabolomics, immunology and transcriptomics.

Results The colonization of P. pentosaceus LIO5 in the intestine can reduce the weight of the rats
and cecums, improve the intestinal villus arrangement, muscle thickness and other intestinal
histological characteristics. P. pentosaceus LIO5 can further reduce the fat content and reduce
body weight by promoting the increase of fecal carbohydrate concentration, the decrease of
intestinal fat intake, the decrease of liver fat synthesis gene expression and the acceleration of fat
to glycogen conversion. In addition, P. pentosaceus LI05 also exhibited anti-inflammatory ability,
which can reduce the level of pro-inflammatory cytokines in serum, increase the intestinal
subepidermal CD4+T cells, and improve the body&#39;s immunity. Furthermore, P. pentosaceus
LI05 increased antimicrobial activity and enhanced liver detoxification.

Conclusion This study revealed that P. pentosaceus LI05 can improve the body&#39;s immune
response by reducing the production of pro-inflammatory factors and promoting the production of
immune cells, and also improve the metabolism of fat and toxic substances through intestinal and
liver transport and metabolism. The above conclusions can be applied as a strong support for P.
pentosaceus LI05 as a candidate of probiotics in the future. In the liver, enhanced metabolic
processes of acyl-CoA, carnitine, copper ion, toxins, fatty acids, and steroids and subdued
biosynthetic processes of monounsaturated acids, lipids, and fatty acids demonstrated an
improved liver detoxification function and an ability to convert fat into glycogen. Furthermore, both
the transcriptomics results and metabolic changes in feces reflected an enhanced detoxification
ability of the liver. In addition, this experiment can also be used as a strong case of sterile animal
research. In a word, the research on the preparation of P. pentosaceus LI05 is also being carried
out gradually, and its other characteristics and disadvantages will be further effectively explored
in the basic experiments before entering the clinical stage.
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PU-059

Optimization and Application of GPR Score for the
Prediction of Advanced Liver Fibrosis
and Cirrhosis in patients with CHB

R, VMR, WECOR. P BURBE. R KR
LT AL AR

Objective The y-glutamyl transpeptidase to platelet ratio (GPR) has been proposed as a new
noninvasive fibrosis model, allegedly more accurate than classical biomarkers like the aspartate
aminotransferase to platelet ratio index (APRI) and FIB-4 in patients with chronic hepatitis B
(CHB). We aimed to optimize the GPR score.

Methods A total of 1432 treatment-naive patients with CHB were enrolled, and divided into two
cohorts: the training cohort (n=927) and validation cohort (n=505). In the training cohort, logistic
regression analysis was performed to identify independent predictors of advance liver fibrosis.
The type IV collagen (CIV) was added to the GPR score to form novel CIV-GPR score. Using
liver biopsy as the gold standard, the diagnostic accuracy of CIV-GPR was validated.

Results Multivariable analysis identified platelet count (OR=0.990, 95%CI, 0.987-0.993, p <
0.001), GGT (OR=1.004, 95%Cl, 1.000-1.008, p=0.023), and CIV (OR=1.022, 95%CI, 1.015-
1.029, p < 0.001) as the independent predictors of advanced liver fibrosis. The CIV was added to
the GPR score to form novel CIV-GPR score: (GGT(IU/L)/ULN) x CIV (ng/mL)/platelet (109/L) x
10. In the training cohort, the area under the ROC curve (AUROC) of CIV-GPR was significantly
higher than that of GPR, APRI, and FIB-4 for the diagnosis of advance liver fibrosis (0.82, 0.79,
0.75, and 0.77, respectively; all p < 0.05) and cirrhosis (0.87, 0.81, 0.77, and 0.74, respectively;
all p < 0.05). In the validation cohort, the AUROC of CIV-GPR was also significantly higher than
that of GPR, APRI, and FIB-4 for the diagnosis of advance liver fibrosis (0.82, 0.78, 0.77, and
0.71, respectively; all p < 0.05), and cirrhosis (0.87, 0.81, 0.75, and 0.77, respectively; all p <
0.05).

After maximizing the Youden index, the optimal cutoff value of IVC-GPR was 1.19 for the
diagnosis of advanced liver fibrosis (the corresponding sensitivity, specificity, positive predictive
value (PPV), and negative predictive value (NPV) was 79%, 71%, 47%, and 91%, respectively);
and 2.53 for the diagnosis of cirrhosis (the corresponding sensitivity, specificity, PPV, and NPV
was 72%, 81%, 35%, and 96%, respectively) in the training cohort.

Conclusion In summary, for the identification of CHB patients with advance liver fibrosis or
cirrhosis, non-invasive markers (GPR, APRI, and FIB-4) are not accurate enough to be used in
routine practice. Our study suggests that the accuracy of CIV-GPR to diagnose advance liver
fibrosis and cirrhosis was higher than that of GPR, APRI, and FIB-4. Thus, we believe that CIV-
GPR score should be considered as a suitable, simple, non-invasive marker for the diagnosis of
advance fibrosis and cirrhosis in Chinese patients with chronic HBV infection, and deserves to be
further validated in prospective studies.

PU-060
BEHEXVIETBYECERRAXERBEFRENTAVEERE BE)

i) I SN AR NN R
1. AEBE R A5 =R B 2. ORAE T3 — R B

HE ER e e T, YRR QR EE R (B R IT R R RO R A,
TR, DU () SR T S .
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FiE WX RN 2010 4F 2 H & 2019 4F 12 A 112 R EBi i) CHB 3 233 . HH HBeAg FHPE
139 19, PIPEESE 94 4, R NAs JURERIGITIE 34FLL E. Hg LMV 41 87 A, LMV+ADV 41
40 N. ADV 4 41 A. LDT 4 17 A ETV 4 48 A\. WEFRLR K Hiw s A 7 il fE v A AL TR b
HBV #5E%. HBV DNA #H&E. AFP /K1, JEH6 B a8 h. Hrb 41 Bldum sl 5 7 HF4l
SURIS W, DUR A 8 R N BE U8

L5 1. NAs JRIT SR iR ARl It 190 B # SR e e Ng, HAsE 12, 24, 48,
72. 96 J, SEATREFNERNAN 42.9%. 65.7%. 77.7%. 81.5%. 81.5%. HH 62 f
(18.5%) KAJHEFZFIRM, 2 1. 2. 3. 5. 8 FRIMREEHRBED N 4.7%, 13.7%, 22.6%,
29.5% A1 32.6%. LMV 4. ADV #41. LDT 4. LMV+ADVz 4. ETV A5 5HN 69.4%, 22.7%,
33.3%, 5.6%, 0%. 2. EFEMKMME: ANEFFAH 57 ] (23.1%) KMHEZE, Ho 30 fFilHEz 1
LA, FEFERANEE (62% ) , SHrWMERMZGYIA RN E A E 19%F 10%, K 1E 20
INATE TR EEIRTT LA R R 0 5 9%. 3 .NAS VAT IR & 2F BTN R R0 b SRR L %
K& Logistic [A1)H, X} EA5E4MEEMNEN 190 F B & #1708 KB, J7i%k (OR=0.358,
P<0.001) , #4; HBV DNA & #i& (>107, copies/ml, OR=2.356, P=0.036) , &5 ka5
% (OR=4.173, P=0.001) KikMPEZ (OR=2.740, P=0.039) & NAs JiiEiiaI7 KAERETEAER
RIS 2. K 40 BiI%E2k HBsAQ & B 45 BAIN T, 45 R EIRIELL HBsSAQ /K159 85 4 58
IR FME TGt L (P>0.05) . K 37 4 12 FI HBsAg E B4 BRAIN T, S5RER: JTiE
(OR=0.108, P=0.045) . LH-HWPHEF¥MZ (OR=9.312, P=0.062) & 12 JHi} I HBSAg &
7K (>1500 1U/ml, OR=9.990, P=0.045) &% 280 iS00 R 2 .

L0 NAS IHIT BE R T FRIEZITIE. 4k HBV DNA #H & . F IR AN AL MM
12 FR M5 HBSAQ 7K FIRFEMA o AR M 22 /& 52 M BT 297 AU BB BT iR R R, $e s B i
R R I TR

PU-061
BUREF KRS H POEMS LREE 1

BT, A
AL B RS2 5 = BB

HE HTAWKNZ RGENEF WA, IGREEAEX AR Z BEZ RN, B2 W — e N
IR AR 2 UG L2 R R A AR e, A A L RGO A R . A SCIRIE
DL BRI 28 R4 512 T AL R R R 2256 = R B, T &2 POEMS ZR&1E B 1.
HiE H—HrE:

XX, L, 46 %, R £ RILHCV iR 6 4, XUF R4, EKME 10 X
T 2015-2-4 NFFRN2ih. BRASE: 20 FRTHEAIMA G 2T AR ZUE AR, R i . 7
f&: T 36.4 °C P 88 {k/5r R 22 {k/4r Bp 164/96 mmHg, #itE, Bl G RYE, WA, AT
B, BT WS, IRECEH R AERE, R OLE MR s, MR, o, Rl A,
WEAKAEREYE, SR M . X E . NN 2R FHFE A, PR, UFENE, EMI
WF R REE IR « VUL . WK JIE® . R IER . SRR, #MEE . RIRIEIEK.
B RFRGGRITE . BEEAMAKED 2RI, T—RIENEE. BKIER. BKHE
BB A i B R A B
BB ER:
FH: SMNEIC ST BB, nENH T 2016-5-26 ANFKBEENIAE. Bk #iEE
Fl, iR E LR . Mg RN 5 2, XCFEGEmAL) 3+4%, BRff 2 9%, 72 ik
34, AMBETSIE 0 . WK AR . SRR FEH. SURCL IR, R R LT
W o XU Babinski fE. kernig fiE. Hoffman fEX) A& 51 Hi . AbI&H6 A IS i .
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R FA&LH: 1L.POEMS ZiA1E; 2. B9 AL IF & FFiE{k 3.2 ZURE IR 4. ORI REIR
B SFBEMEANAR f5. BEHM O RD AR CRIER .. HFEKK) FIUT MY, — i
AT, N TG ) B A U, RN BT 8 B ATAT E

2 POEMS ZAMER KRG Z, RIVEAE L, REXZHL, MoEsiimnaeRmT
LR 2 T HAL RGR AR, BUE TR AL TR AR B, AR R I BH A 2 &5 R i R 12 B
Wiz, Bk, IRKRTES, STEENZRGFEN IZEMMUTEE. X POEMS ZEA1EM LI,
B BN L B = B S R. HEEE T POEMS S5 MEMIIG RS £, DA [l s 44
K, BETEXTIERIRGEE, POEMS 254 Ak HiSz B A AL Wi o

PU-062

RZBWTIE a-2a X@IEZHFEE HBsAg
BA%E 97T N0 B 3R 53 4

ATHST 1. SRALW] L. VER 2
1. b BE 2K 27 MY I B D B e
2. LT 20 X R R R B

HE W ERZ BETIE a-2a (PEG-IFN-a-2a) X181t 2 R 251 T 28 % HBsAg M1 1977 3%
SRR

FiE [l HT 2016 45 1 H-2018 4 9 A 1 HT Rilg B 25 K% B L R e v Be st 2, WA,
HBsAg<5000IU/mL 3 HULR Z BT E a-2a Gy EMH: 28RS & (CHB) &3, ¥k
#31F HBsAg Ml HBV DNA WERE CNRZ, KHFESEGT . x2 ke o b RE 415 R N5 20 B
H ISR ORI AR YT 12 JEI HBsAQ 1T F#1iE BEXT HBSAg BR#E 52 K a7 it A2 P R R
R A 89 HENEIT BE T, BT IEBEUIR N 15 ], RiEE N 16.85%, RiEH 5 RN
ZAEIVES . ERY . 148 HBeAg IR, HBV DNA /KF. B4l (WBC) . M/MR (PLT) « &
HEERE (ALT) . BEEERE (AST) ¥WESit¥2E5R%. mMmdEE 3L HBsAg /KF
(P=0.001) A7 12 K HBsAg FF&IEE (P<<0.001) ZRAGit24E N, NEHEHIEL
HBsAQ /K P AN Z 4L (FPAz%k 26.3 IU/mML vs 1029 IU/mL) , 12 i HBsAg K F4>1iglu/mL
() B B N P <dglU/mL & BN A R T (88.9%vs8.8%) . FEXTX 15 fi] HBsAg A% Hr i) Jm 48
BEVGF, 5 2 IHI HBsAg BFH. 1GIT i 69 6 (77.5%) H& HIUEEEIMHIEIS, FLn
MBI A RIATE S 40 Tl MRS O IRZPIRPER ST 5, R 4k 4L 58 s 2L )+
IWRIGIT . 4 BIEFE R FRIRThRE TCR M 10367, BE U AR IR Th BB TR 25 ) K R IE

25 KT I HBsAg & EAGYT 12 FR HBsAg R >1Iglu/mL N2 —EE T & a-2a 677
18Pk T 3R 13 HBSAQ B #E 97 3 i R 2%

PU-063

BRIEIFUAFTE ATCC 8483 i@ i E MiE FFRETh RER &= /N X T
BT R 5 B

EHR. 220
WL R 22 IS 2 e B s 26— B e

B RO AT I ATCC 8483 3 /)N BRIE R I s 2l (1 5 A A FEmL o
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FiE 36 H C57BL /N RAGFEHL /2 X B2, BH A4 % HE LRGP [ FUAT 5 ATCC 8483 T Hidlit =
ASIG R, AR AS A 12 HU/NR . RPE 10 K184 Lieber-DeCarli A5tk - — ik &k
PREHE B I NIAAA RGP M 20 AN 25 A2 B T TR AT I . JF P ai A2 8 T 7L 0.2ml i 2% 11
BRI FLAF B ATCC 8483 =ii(5 x 109 CFU/mI). [RIR, At 2H /) BB 37 AH R 55 22 10 26 3 2k /K
B o TERREE T 22 SRAE/NER, WAR IR, FFRE, BIGMISESEREA. FEXNR IR E R, %
REAE L, JATE BERE RS, I g A A R A S AU 2 25 AT R LA VRAl BR [E P B ATCC 8483 1)
JH I CRA R F B AL

g1 UNEAHTE ATCC 8483 W3 ks 1T FE /N R IIRe A R AW EE (ALT) , K
R (AST) [WFhm DA IR R R B 2240075 . babh, BREfATFE ATCC 8483 il NifFIE
HZHN TLR (toll-like receptor) SZARZ R, MEASEHF a (TNF-a) FIiZHEF kb (NF-kb) )%
PRI 55 S g/ DA IR AR 28 A XL B KPR HE T IR AE . BRIEHUAT IR ATCC 8483 Iz liAs ML
95 (AR R I AR TS S U iE B, R EZH 2N claudin2 FT mucind 28 K ) 4% 3 5 )
TEURE 1) J 5 ) B A 44 93/ D 24 1 IR 22 W S5 1 T R S50 o ) JEE O 1) S S L S 3T

it SR ATCC 8483 HEid i 3t 5 [t 7 R A0 il FHF ik 2 i >R ARV AR 5 S0 /)N BRI O 457
o RN, ABFFENGERER, miENAREE, b bR Ih e s 2 (R ¢ R PE 6t T8
(UL Ao

PU-064
15 TFR2 £EEZRTHXME R

ML R 2, w2 KGR
1 I PEERER S —BE b
2. HARBERER MY E AL s i 2 R B

HE DEIRE: 14 TER2 R 248 F 5% ML (5

XML FBERE 2 | R 2 ks

(Ll P ZERFR 25— E R R IR A, KJE 030000;2. 1 #6 2 BF A 22 B8 Jb 3G 2 E e, db 5t
100069)

HIMEE: k%, Email:zlysgzy@163.com; %%, Email:zhengsujun003@126.com

OG22 Y 384 1 A €5 2 — PP ERA I B i PR, FRIEBCN T . OMIM  Zidfs o 8 25 [R] 58 AR Rl
HH 43y 4 25: HFE (1 ) . HIV (2A %) . HAMP (2B ) . TFR2 ( 3 /1) #ll SLC40A1( 4 ) .

FIHFONIE, fEAMANEEF S e 20 4 8R4, HEL HFE 2 F R4 (C282Y. H63D.

S65C )N E. M EARRADHIRIE, LAAE HFE RERLEL, HRBASEHLZRE. A0
FARIE ) B3N 3 B, #E57 TFR2 ZEF 2 MBS . HIRKRRIN R R IIE . HIRIE
JHaELL, MG E (8548.9 ng/mb) | HFEREAMAME (116.77%) MHEH &, MiEKER AL
TERFREAL, AT RIS MEER TR (EEE IV 20, WIS A AT 4 4 74l SR il o e

H2 Sanger MJFLHIE, 2554F TFR2 2K 10 51 7 S4ME 7 _EAI R AN 2 AR (¢.1288G>
A, p.G430R 1 c.960T>A, p.Y320X) . R &4 XRAE, H G RN AFHEE 430 SHfL%E
7 H 2R R R R, AR E R, SHERIHHERER, %R EAR
Thaesem il . Je38 R MRBHRIE R TC LA, 0 T RABK A, FEEE 320 5 5 46 %00 1B 2R
R IEERS T, SEUKEEL L.

Fiik A5 TFR2 3 K 5848 M (a5 2

SR SERNT, ZEFEER ARG P R R AR T A (¢.960T>A, p.Y320X) .
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PU-065

HBV B SHREBHEZ AN EDMEEESTEEET I 2EE
T EMEAENR 2 HIRKRIS

FRA IMEI7 2 e T L ML &kt
1. WA R A e R AT T 2 — N RSEE B
2. BN T BHEE R

HE MEESDREEMRT N (Tenofovir Disoproxil Fumarate, TDF) FH T 22 BT ()RR M 2 4
PE, LB JE SL EIE 24 Je e a 12 s 255 R JE ALT FHE ST R R AERIRS T, S35 ALT FF
1 S 9 RAE A B SO T R 1

Frik ESLATRETEIG RS, e N4H B ik 67 B B ML o R Ja S RS A7 5 12 A2, 33
T2 24~28 A 4EIRA TDF J697, (E¥RITRI V697 4 B VAT 8 . At 725 4 . FElE
12 J&. 725 24 A EINEE ) ALT. 2= %M HBV DNA E&ZIGKIE R, LRI AL R4 3
Pa. IR AIE 250 HBV DNA BLE Ja IR Sfh Ol. iRAE -G G HIL ALT R iirfh B
FHON ALT IEHAAT ALT S dl, Rl ek3idi =5, Bt L KKK Logistic [FH5HT
XPE g ALT F i T Fa 4 o

SR WA IR R F 250 HBV DNA SRR T 1%, ZREgr%E X (P < 0.05) ;

BET 5 12 8, FEfarAVEZGA I ALT 5% 9 (25.71%) #, 77)5 12 F1EZ441 8 (25.81%)
i, WL ESG %2R (c2 =0.0001 P=0.99) ; [FHI;ZE 24 J&, rojastBEZ4HHI ALT &
W9 (25.71%) ], s 12 JEIEZ4 12 (38.71%) ], MALHE ST ¥ E R (c2
=1.28 P=0.26) . ;)5 ALT S 2HBE28 ALT KPR & T ALT IEWAH, 4050570y 23 (17-3D)
U/L A1 18 (14-26) U/L, ZRHAEGIT¥E L (P =0.048) ; 77j5 ALT S5 2223 ALT 54 K0
SET ALT IE% 4, 20N 521 (23.81%) F11/45 (2.22%) , ZRBEAF G2 (c2 = 8.07.
P =0.01) . =432 Logistic [FlJH3 Mg nZ I ALT 55 5775 HBL ALT 505 Bl 7 AH 5
(OR=10.51, 95%Cl: 1.086~101.660; Wald c2 =4.127, P=0. 042).

28 TDF HTRHERHW R AR RO M e e, 1 BREEBH W e 7 Ja ST B 245 2
ALT S G HBL ALT 59 (S TR 1, &F0 228 B ALT S iR, 72 0a NS )
WA I RE -

PU-066
BMERBEMFRFXBERBER D 8 fIRAIS

RFER L2, Tt
1. P E N R AR BRI B LRI BA S 940 BRFE (J 22 H 221X 22 ] e BE e )
2. H R RS 5 — IR R 2

HE 1SR atE T 22 v RSN R — R E SRR, 458, IR RS BAKIS,

FA RhS v 2R A RIS s B AT R I RREZ —, AT W. HIFFRER, ZIHRAER B IRIR
KU, WITCRRE. G2, HEUEMIKEIRSE. ZF 75 8w 5] 2 I8 2 P T 4
B 5 R ARSI LR EA T R R S AR

JriE WEETREE 2018 4F 1 A 1 H & 2021 4F 3 H 1 HFTE B TR ERE & 0 & A B re e 2 i g,
B RALRRIG AL 8 B, W IRALM LS IPUR & PLergiib. fRAT. WHE L RBIT 55800
P %, RIS T RAAES AT 7 2GR MR8 SI697 2 s B 3 s . dpms
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WA RIS, T B ERT I, R PTARERER . L R SR BT
HOR. TG BEVTI R AE3EAT SE it 20 Hr .

ZR WRARER DT IRRH, FEEPETE, MRARWREE TR, BUEL, BT
R, PAVER IR R FERIAETE, HIRER R, MRS RI T M., Hin, &
g HHEFTRERTH, RALSEKIRT ISR, JORRE, FEEREMK, ByNEET 6 ~H. A
e ARG 2H A B S R ) 2

50 RVERTR IR SOF R B AR RSV S M A TR D4R, AR MR RV I R RE . A ER
Dl WBITRCRS BUR. BEVI (A AR R A TR g2, 1y — 3 o d 2 (AR 2 7

PU-067

HSD17B13 rs72613567: TA ZEMEFT R
5w X AR meta 5347

DI MR SKROCE . MIRSL. KA. TR
HAREE AR S IR A B 22 BR B

HE 7% HSD17B13 rs7261356: TA %53 AR 7 5 FF kA2 KU 2 T IOk &R o

ik AWK Z CNKI, CBM, MEDLINE, PubMed, EMBASE H1 CENTRAL #4875 . 52 I []
Yo N EER] 2020 5 4 H . RIEHNFHBRARHE, EREVEAS HSD17B13 rs7261356: TA {5
DR A 5 5 9 22 1) 5 2R R e BRAF 7 o Sl SCHRIB 7 V5% HSDA7B13 = Ehf 78 & ke Al
SELERIE DB AT SR HE T A E I B S BOE O SR UL B S S . Meta 4y
BT gs N RS LUE L (OR) F1 95% BASIX[H] (Cls) VAL TA 1 T 25MS5HHRX R,
YN NSCRRAIT 7T 45 50 22 TAIAH B S B MR Q M aG geit i 12 A6, 12 PN RS KN
K F T 2 2050 A5 8 I L 205 A8 TR 47 5 9 o FRATTIE AT T B0 20 AT B R R A A o b,
Stata 12.0 K AF3E47 0 73 #r -

G ORZERGHTILGIN 5 R CE . BEE 1384 B fTHE, 2990 FIMSPERTH B, 4621 Il {dFEXT I,
563 il NAFLD &35 1 4654 {576 NAFLD B3 . Git i, HSD17B13 rs7261356: TA &
RIERAE R 5 HCC RAASE, 5 NAFLD A%, AT B 518 TR 20 B35 1 meta 20 Hr4h 1
N: TAvs T OR=0.766, 95% CI=0.682-0.860, P=0.000; AT & ¥ 518 TR B 5 1 meta 73
MraiBN: TAvs T OR=0.649, 95% CI=0.431-0.977, P=0.038; HSD17B13 rs7261356: TA Z&fii
HE DA AR S a] BH b 9 K A2, NAFLD 3 56 NAFLD &3 1 meta 4 R N: TAvs
T OR=0.749, 95% CI=0.517-1.804, P=0.126;HSD17B13 rs7261356: TA %:f7 X435 5% 5 NAFLD
RAERE TR A KRB 1R R wm

2w HATRBLEY, R ARET, HSD17B13 rs7261356: TA 27 3L [K4% 5 ] B 15 A
K4, 5 NAFLD KA R Tk .

PU-068
QT |BIHAE K ¥t ACLF BE MR aaFsT

(7
VU 22 SR AR R 2 e B — MY I R

HE0 O QT I 20 o 3 U O B S ATBFIL I, TP A
FEMF LR LLIRE , CIER L G00 0 SR 155, ETFREAL GG (COMD . I FREFAE 0
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WENCAE DhRESZ P, FTKDhREA 4, O QT [, HNMAR D LKL OHERESERI. 7+
ACLF &3, ARG IEPE FRiE . A7 H P2 T/ ACLF B QT IMHAZEK A A% K
HEWERXR, WAL QT ALK K % .

Frik RN HEBRARE, P 2016 FEE 2019 5T 75 240 K5 — W B R B fE i 1697 ACLF &
F 151 1], USRI, I, . BTheg, BefTheg, 28 KRALERMESE, £ SPSS T H
7t logistic [A1 V37775504

g 1.7f 151 # ACLF &, QT MIHZEKR (ZEKArME: B QTc>450ms, &t QTe>
460ms) N 25.8%. 2.%[K & It logistic -4, 28 KA BE AT B FHHMLEL, QT A
ZEK (95%CI 1.056-74.239, P=0.044) Fifiz i (95%CI 1.001-1.045, P=0.040) <3Nk
oK. 3.QT [AIMIEK i SR KB E ML, ALBI $£4> (ALBI=0.66 * log10 (bilirubin)-0.085
*albumin  PF il ¢ K JH 0 B8 1O Dh e i % K I e BE ) B AR (95%CI 1.181-12.065,
P=0.025) .

i ACLF B3+ QT A K R AR F, QT [MIMAZEK I ae 3B E s XK. ACLF
QT MK 5K ThaefE s A%, FraleAEA GRS HaRzRE. E2 kMR, 4K
B 7 B PRI VR A R E RN, A ARIRIEAAE QT MIHAEKI SR, JHH QT Mt
BEIEH M

PU-069
BB REE ARG IESBRAESILRENEFOH

FEEF. ERE
HSEEERLR VU R B BE CRraBEE R 5 IR ER 2 Be « BraBEE BRI m T BB Bt . BrsstdE /R AR X P
BEfe. WraEdEE /R Bia X BRI FIRE . BraE b B4 B A T RO A )

HE  # ACLF & AN IR ER MK K. HRRENIRLIE SEMNESIERY] ACLF BE 4
N [) 1) 22 S S P AE 52 e TR 2R

Jrik BB ICEE 2012 4E 1 H E 2020 4 12 A EHEYEE R H A X R E R B a2 W g
IEE 22 H i B IR R RE, KHE (B il P EIGRIZIT e ) $2 H M HHIEbR ik
I ARG UE SIE S A UE ) BB N, SRR 156 . Guit—MAc Bkl fiE A =5 rH
K, FXTIXEERIZE BT logistic BIEAHT, T B RHIE RS TS OS2 FF R R 52 ACLF A A7 IAIE
R AT RS SR R R

R 1. T AHBEE SAEFHEETELE = BEg R R E PR bRl U A I R A7 2%
7 (P<0.05) . HA&REFMAEFE M. HERRAAEZER (P<0.05) 2.4 %7 EEEE
BEAT 7T logistic [91)H, A% logistic TR, REmm RN E, FEErbrdEb e, ma, M.
I i 9 ACLE ZET (BT T 25 (OR>1, P<0.005) . 3.5 #Wik4EiiF 415 15 #A28 S5 F 20 78 5
EfbR: A4, PEERE. MAFAEESITER (P<0.05) o FHAREFHAE S . i
CEBIEFEZESR (P<0.05) . 4.5 AXTUER M A &3 Z R AR IT =T logistic [FI)H, KILE
UfE. PRI, M. RS, EEER R T ERYREEIE (P<0.05) o JHALE I, FFSEA
1IE I KRR R AT 7T B I TE B R 45 E BB P (OR>1,P<0.05) 5.2 cox [HlJA4M 4, iF % g 5
ACLF AEfFHIMALRE, BRItz 4h, IHMSEAAE, M, HHoRiam i, & i i 5 () 2 phor
K&, FBHUREEIERFE LTS & TR A 4IER (HR=1.782) (95%Cl: 1.029-1.846) .
258 1.ACLF B HIRESIE B E TG o 25, 2.4 BT P B 38 AR R A 1 Ao s 1) 56 3 A0 1 JXURS: o s
SEOG S Fe b Rk A R ], PRAR AL bR, MRS, B AT 3. E4HE, PR,
MEBAE SR, B E T AR R ISR, WAE I TE 25 5 kAT 3 A0
SRR o A PR B B B ARG IR R A AR D
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PU-070
JEEE SRR R R MR PR EERERRN S

(S UEAENS 5N SN S
1. R E LR BR B
2. ALt R 7T e

B g RS 1 7 1 B B R R AN R 2 R B A, TR AT T RS ARk B DU 4K
FETPRE 14 i 107 B 26 B TE Q2 WA 540

FiE RIS IR 2 T e, CURBECNE &2 WibsiE, NAAEREERRI YT % 3 1], 1E
TR 341, R DU S OISR /AR, I HEfRIC( Label- free) 5 & 2R i 4H 253 AR
2R AN B AT S e R B 0T, BEIRIEE 1. GO K. KEGG K PPl i),
R ARTRE TE AR bR PR B E R E A, HoPr IR &AE NFALD [t g b2 53
.

GER Rk 34 M ERRIAEA, HAb LIFHEA 25 M. FIEEA 9M. ThfE o KB IX s 2 7
EASHEAMRB. RBEME RN BRARESRE. FREREANHEESED (RBP4
SR AR R, T B B RACHT(R) A AR B 0 AR v, M BE A 1 CVTN) BT DA 2R 4 i
(HSC) , FEUFN£4Etk; FHMEREATEIEED A-1(APOAL), HEh= 2 (it H il —EafE
AR RIDTR, SRR TR A% . X2 BB A NAFLD IRIIAS . A0E R EF4efbid fE &
A EEAEA .

W MK SN RZE R, BFTERIZE NAFLD AN [RIE0 53 B T35 5205 4 .

PU-071
FRESSATIHERFRNREMRITHS

R KRN JHT
KA R4 IR

HE @d Meta 7-H RGEVEN PG R S5 G 1697 FFERGR 09720, RIGIRIGIT et — @ M S E M E.
Tk DA BRSSOk, TR AU R b E R SR P 4R VIP) BdEEE, T
THHEE. CBM HafE, R AT HIESARITFERR TR RFRy 2017 4F 1 H—
2020 4F 12 A, WEHTEELS GG T NP ST ALY ] SL5E (RCT), M Cochrane fii
o RS PPAl THAT TR PR, SR BCERE —RR A R . BN M (ALT) DA A B
HHME(AST), KXH Revman5.3 #AFXT I N RIBF L 34T ik Z R E PR, KA Revman5.3 Al
statals.l BAFHEAT ST, R ABURNE 3 Pl A5 R a0FR e, PR S BIVEAS SCBR IR R 3 D a5
LR SR P OO 35 5, IRIEINFIHERRARAE, AR RILGIN 7 55 RCT 3Gk, 3t 522 fil &
o AR, AU TR TR A R B, SR ] 5E R ASE AL E AT S AN & T
£ Meta 7 #r B ox : 5 oA MK, B H KT ®EF RS
[RR=1.25,95%CI(1.14,1.36),Z=4.85,P<0.05]; il % & 3% [MD=-27.45,95%CI(-30.17,-
24.73),Z=19.8,P<0.05]; & N # & B (ALT) & # X ¥ [MD=-18.58,95%CI(-21.13,-
15.85),Z=13.34,P<0.05]; & ¥ # & [ (AST) & # X ¥ [MD=-18.70,95%CI(-22.23,-
15.16),2=10.36,P<0.05]; Z #HH it 7 = Lo N T i Fe s SR mT SE S Aa e v, SO Halk 4T
UMM, AR R BABIR BT E, S EIE 95%CI LA, IN5E 7 meta 437 45 SR
AIEEME . R SF B A AR il begg (eG4 R p>0.05 B, SRR ANELE R R i o
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g RS ST RAiTEERIRYT, ER RSB ARE. 4r 2T SO 2Rt RN R, HLAT g
AL TS P OB IR L S SR B TE B Y I R E VSR T RS B E A, (RS )
AT REAFAEIRE T e, WO FR it — D A A 5 I PR S8 o

PU-072
e ZHIE M Z BT R B R E IR R RE S

WIRR . R ANE RIER, B
R AR TR BB CTT 2R R fE)

HE ofreizmsz i A7) 2 OBFR5E (HBV) B4 A 2R 1 BRARAE S IR PR = o
FiE Y9N 2015 4F 1 H % 2019 4F 12 H 273 fil#52 A 5 R AR B HBY DNA> 2 x 107 1U/m
(1T B2 HBV B3 I PR TR, 43 e 93 B 25 403 K 550 RARRAGE 1) A D1k

gEEL 273 4] IT $2 1 HBV ez, P42 G2. = S2 RIS 1ITIRME (G2 fi/sk= S2) #
Al 43 # (15.75%) . 30 5l (10.99%) % 55 il (20.15%) . 17.95% & F A7 1E M Fa Az,
98.17% T4 HBsAg YefafHte, TMAT4Z HBcAg YetaBHiti N 79.49%. AN [E) M 54 HT4H 239
HESEGIMFRE L. Y HBsAg ARG AR G Al S fathZ R Eg i #m X, miFHE
HBcAg NAIFLEEFEER] G 1 S MR ZER B GIEE L. BRELZRE SRR, HHFE G,
S LR VRTT FRAE A SR AT fE G IR R A FE AT 2H 4 HBCAQ et i Al HBeAg /K, 1EAHSRHMT &
& R R AR WY LIF-5. 4E#. ALT KA1 ALP /KF; {H< 30 415> 30 $41. <40 45>
40 ZHRINFHL G Al S ERYLGITH4E L. BARZWIEA LIF-5 W {E 18 T APRI X FIB-4,
{H=35FIWFHZ> G2, = S2 FAYTIELEM) AUC ¥AE (< 0.8) , HIHBUKE 545 %A &,
WA LIF-5 Hllbr> G2. RITFRAEMIF: 77 FEAE 80% LA L.

g8 21 20% 1T Hi181H: HBV [EYLE 177F I BT SUIOETE sh sk 4F b it g, 414 HBCcAg %
R HBeAg /KF5H ™ HARE UG, 12 Wi BB 2 Hulm R Fa bn v 2 B PRl (B 3 A

5]

PU-073
1814 ZBIFT A Fl i3 A 7T & RLERY Il R R R FL 3

WIRR L R AN RIER T BRIL 2 RERAE 2. skt 2
1. ERERE R TR R (T R
2. TP RFEFF

B LB PTEME LR (CHB) ANEUHE BRI & NE I R BERRE & L 3.

Tk AN 2014 4F 1 H % 2019 4F 12 H 861 FlHE:Z Ak % fliG# AR . HBV DNA B (> 30 1U/mD
B EPURTIRITENIER CHB B IIRIRTORE, B oA H JF A3 2 2 o 38 K 55116 PRARFAIE TR A
KPS

LR 861 BIEFH KM OAIEAFFEE MR R0, HAPRFEmEnITRIE (2 G2 Mz S2) #
622 Bl (72.24%) . BARWNEBERAN (ALT) 1% R B HEBE TR IEE S E ST ALT
SHHERE, HERLS¥E Y (P =0.058) . 1M ALT IE % 5 B8 20 53 10 AT A R i
T ALT B dlm, ZRE4i%E Y (P < 0.001) ; WA AR Dife E o R, FFohRge
FE S k. 17.54% (151 %)) fE/ERFARIAS, 4K 5> (838 fil, 97.33%) H#H AL LA
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TR FH PR (HBsSAQ) JetaBit:, AT ZBIRTFRAZOPUR (HBCAg) SetaBHEA N 50.87%
(438 1) . Logistic [F1JH5#1 Eonta i CHB i3 T DhRe ™ B2 1 R R A F6 441 HBcAg 4+ th
FEPE R BB E (FAHSE) « RAERRBEE/KT (AST) (IEAZR) . ALT /KF CIEFHZR) . /MR
(PLT) /KF CIEFHZE) 5 4 F 420 3 ™ AR R 10 R 2 N ATFZH 2 HBCAQ JetaBH M L (i
KD .« AEEA (ALB) KV (FAHK)  BREBIREE (ALP) /K7 (IEAHZR) o PLT /KF (fiAf
K WA FIB-4 /K (IEFSD , BIER“2EiiE APRIL FIB-4 & LIF-5"H &5, HAhar
FERE R MR —E. MR F. CRHR E PrsEEME. FFARA . FF4HZ1 HBsAg BH: I AR
SRR BEBEBE. A4, YRRk {E. HBV DNA. ZHiiAl APRI K2
W2 LIF-5 AN B i ™ B AR P I fal R 5 .

% CHB A AN FYUREHAIT G RAE 2 [ G R RHEA R 25, FFThAE ALT. AST KF5IF
7 B AR A3, HF4HZ HBCAg JetaBH M Kok g . ALB 7K K& PLT K-V 555505 ™ s FE S
BAH G

PU-074

ET NLR BT &H AT kfs B & G 1A
R TRYMUTRARE

MRz o5, XIFE. SREE. PMKIE. RN
VU i R AR S PR S R B

B IRk, 25 KGRI R AR R b A B A, rh Pk 20 ALk 2 2 A bl A
(Neutrophil/lymphocyte ratio, NLR) {ENJGAI. BN SRERRICI 2 —, & H Ty & /i
FACLERARI TG « 11 FPERG R (Hepatic encephalopathy, HE) 1E J9FAEALE A FET 8 L 5 R %
HRIE, HRIT T RER, i WRISEERIT . NI ES. Wik, A0S E0 T
& AT O B TG G R &, JET NLR Zr WA s TR e Au iy . T8 Sk
PRESHTFT,  Js b B Be e SRR, $e s B AR TS

g R T R ERER R R 2016 4F 1 H-2019 4F 11 A Bk & HE (R E# A 0
PR ER A TR JFREUT B B> A H TSSO, 2B R A 9 PR B R A T i
R . 18 logistic #K & &2 KR E#E 30-d WAET-HIER N R, #t— DA ZHRENE
TRIAERL, @i eh) 2R E TIEREZ (ROC) #iE iz R (AUC) , AL S CTP
43%. MELD %3 30F1 MELD-Na 4 £l 535 75 5 (1 1 g

28 1499\ 2016 4 01 H-2019 4 11 A3t 214 BIFFEE(LA IR B . HpsET-d 72 %1, 3E
2% N 33.6%, “F¥HER 55.50+10.45 % . HE HIiERR L, DURENE, 4.5 65.42%.
2.logistics Z R & [A1 443 #1753 H % NLR (OR= 1.062, 95%CI= 1.006-1.122). ik GLB (OR= 0.933,
95%CI= 0.894-0.973). {% HDL (OR= 0.346, 95%CI=0.127-0.941). ik Na+ (OR= 0.346, 95%Cl=
0.893-0.985). & INR (OR= 2.728, 95%CI|=1.801-4.132) & i1k & L s s e AAE T %
s fERr R & . 3.2 T NLR 2Rl 174 NINGH = 8.417 + 0.06* NLR +(-0.070)*
GLB(g/L)+ (-1.062)* HDL-L(mmol/L)+ (-0.064) * Na+ (mmol/L) + 1.004 * INR. T FiifTagitk
T FF 1 i 7 £ A HASE T R 1) ROC #i £k R iAY (AUC) A 0.855 (95%CI: 0.803 -0.907) , R
PR 77.8%, FiFtEA 76.1%. LT CTP 43%( (0.780, 95%CI: 0.718-0.833) . MELD /33
(0.768, 95%CIl: 0.705-0.823) (P<0.05) , 5 MELD-Na%-#{ (0.798, 95%Cl: 0.735-0.850)
ErkgiitEE X (P=0.0517) .

298 LA I HE JET-% 5, 208 33.6%, AR IR DL £ 0998 8514 BT 28 T 98 s P4k A 3=,
KEBA B HE s LR IR Gy @l gt g s A I HE ZET-41 NLR FH&, & NLR. ik
GLB. ik HDL-L. f& Na+. & INR & A0 F v s 25 30-d JET: M fa s A &R . 24T NLR
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HESL RGBT NINGH 5 CTP 40, MELD 5y HOHIEG, RHFFRB £ I FIERI# 64 W ML T 0]
LA B T 01 .

PU-075

BEZRBIAFBEFR Peg-IFN T g
HEFRE R FIHERT

FOE. L R BRERL Rl T
A RO 22 R B B 2 B B [R5 B B

HE  Peg-IFN J¥51AT 7 Il B 1R Mm% AIR18 O B IR RIA BR300 8 Ik A% 5
J& R AR B A S I S BUT AMERI R . AR B IR 2018 R T 5 Peg-IFN ¥4
7 IR S B R G e S REAE , e DAL PR SRS 7 127 RAC T I A A i (R At A AR F
TiE 166 LIZFH LIRS T B E 4k 4E Peg-IFN-a VA7 48 A Bk 96 & (i 48 FABEF ETVIAIT)
TR AR 2 5% 6 e (sl A AW A1 R R SR AL B A% BN i R TR TLR2. PDL1 [k,
CD8+T 421 PD1 (%is. HILLLEAF HBeAg IRASHANE HBerAg # & 1 B ¥4 PBMC,
AN IFN-a fil 345 Eb s Az 400 TLR2. PDL1 A1 CD8+T 4Hfifi | PD1 F X =R, % TLR2
BEhFIA (5D PDLL M FITRALEE K PBMC 5 HepAD38 4l & A& 4M3t85%, PP ik b i
FANI N T ERIAKF & HBV DNA K& Hl 7K,

GEEL 33 4 B T F B Peg-IFN-a JAJT 24 & 48 B FE h R AR T4 5. 5 AR
AL, R B m 34k HBeAg BHIE A1 HBerAg . B REZ I EH )G 12 FANE %
A TLR2 2R 0 BARKIE, 12 £ 24 4N CD8+T 4l PD1 fURIA % i, HAFIFHRIEM
PDL1+EREAuF PD1+CD8+T iU 7R BB 3G N, TLR2+EWg4H A Bl s/l &4k IFN-a Hl¥
Ji,» HBeAg FHYEEL HBcrAg>5log10U/mL 735 A% 41l PDL1 A1 CD8+T 4iiffl PD1 FRikHHE
Fi: HBeAg FATEEL HBcrAg<5logloU/mL ) &35 H iz 40 il TLR2 Rk &G m. TLR2 #z)
Al B E 4R m PBMC 1 IL-1B. IL-2. IL-4. IL-6. IL-10. IL-12p70. IL-13. TNF-a Al IFNy KR
KT, HBeAg FHPEEE IL-10 EFHIEE S &, 1 HBeAg P E#F N IL-6 EJHH S HBeAg B
LS CD8+T 41l CD107a. #FfLZ. MUkiFEF IFN-y RiA/KIH & 5T HBeAg BH% &%, PDL1
BT 71 AT B B2 iE CD8+T 4iijfi A CD107a. #FfLz . FURilEH IFNy, HYE HBeAg MItEE#HTH
NEZF. TLR2 354 PDLL FHT S HepAD38 41 HBV DNA )5 il /K V- K iE T F.

G50 2k HBeAg FHPEEL E#E HBCrAg A IR1E LT 7 5 Peg-IFN JA77 i fE v R A9
FHHRWHGRAE. LR EWAN TLR2 MKERIE, S EVEYIfF CD8+T 4 A
PDL1/PDL {5 5@ B MG nT RE N T T B E B HBV % NAZ RE TS & S0 8 24 Rk I R A

PU-076

CEFRREEXEMSMEFRBEE PAERR
& TR R S S I0E

BB MR K. . TR
Mo RHROR 2 R B 27 B B Jes [ 5 1 e

HIE R BN & T 3535 (acute on chronic liver failure, ACLF) # WA I & 5E, 8 1%
RIFERGRE . S LA A0 THATE IS G B IF RO, 1 SEEmEE. HAT ST ALCF &6
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T B G e R ATE FC AR R A S W R BT y y7 J7 THD 170 T 440 1 % % o A (P A I 9 ) L
A . EE ACLF 18 2 MAT 9% 7 (hepatitis B virus, HBV) & S8 AW 7T 5 £ 2
37 HBV-ACLF 23 (40 e i A= TR AR RS, R 5 v XU AR, Ak B 39 T80 AN 97 S ms AR v
BEE.
JiE Y9N 2018 4 6 H £ 2020 4F 10 A BB FE HBV-ACLF A& 41 B B Y 1) Ji g @ v — TR e
PR MR SN, BT PR ST, FRLL 2017 4 1 H & 2018 4E 5 A R A FE HBV-ACLF
KA A B 1) B EAE N IGIE S, F T AR (50 AE . NP 5 — ) PN R A 2 R TR 1Y) R 4
NN e R A, AR B AR R R AR R I B N Tl TR I 2l . SRAH logistic [H] U LR =12
PRI 28 29 A 34 ) 200 B JR e R A PR ST T (8] 25 S ST IO A TR, 7 501 A 71w S0 E A AR (14 [X 43 B A
WEUESE
L]t 382 il HBV-ACLF SBEYINIERAS], Hrdg 93 ] (24.3%) 3 — W R A 4 B K
Yo 234 5] HBV-ACLF BENNIUEIN, Hif 41 5] (26.0%) B3 — &N K ARG, @
it logistic [A] U9 5 PRl 2 A 2 R 2R 4 A 0 0k i A BR B B K ( OR=0.808, 95%CI: 0.830-
0.908,P<0.001) . FI 4 % -6 ( OR=1.002, 95%CI: 1.00-1.004,P=0.035) 1 C Jx M K [
(OR=1.121, 95%Cl: 1.082-1.161,P<0.001) j& HBV-ACLF ¥ &A= 40 1 gL i) 4 S Tl 5 2%,
[F IR B AT AT A B R G TR B 4L, 15 2 T A GIC=1.214+0.002% [ 41 % -6+0.114xC
N H-0.142x Bk 8 1 . AEIEBRAFIH, GIC T4 i sk g & A (1) AUC 2 0.847(0.804-0.890).
TERSUERAFIH, GIC Tl 4 g B de & £ 1) AUC A 0.819 (0.757-0.882).
W MIGEKEN. B FR-6 1 C VL R BB R AR ML TR 22, B GIC 7RG AR
AR 56 AIE A B FE B M R 4 R 00 %5 R, W TR HBV-ACLF 835 TG Ay ¥ SR s LASE =

PU-077

MELD&gt; 20 & Z FF X 18 I 2 i AT 528 8 & R T 3R #1571
ATPERMEEREXZENERER

KA AR XUBR. TS BrP R, FEAKEL. XEEEE. RISERE. TR BREE. RRIE
e R S R I 2 e B [R5 15 e

HE HRMEEBEL (spontaneous bacterial peritonitis, SBP) & Z JFFAH S8 Nt I 58 6 i &
WL RIEZ — . E RN 5 BE 525 BN 2 AH S8 hn 2t I 3 08 BB E R AR . H AR 2R
Hl57 5 B R R 4 kA 2 (B8 R AT SR . A FUMER T Z AR IS hn 2 JT 3 36 25 3166 o
TIEAHIF G B R 2 R A NGB, VPl B 2 B 5R67 Hh CFFERE DN I S i 0 R R
A R M B 4 () RV R 2%

FiE EEE BT ERE 2014 4F 1 H & 2019 4F 12 AH{21 680 i £ FFAH S I Stk I 32 v 2 I
IRERL, KRR Fisher BRI SESEURL. £ R R IEEENE /58 753 A7 50E 7 i
o

53 680 i LTSS N S AT EEE g vl PPI AT (PPI 4D 541 N (79.56%) , A fiif
PPl 597 (A PPI41) 139 A (20.44%) . PPl HH KM A RAEZFREZE S TIE PPI 41 (39.19%
vs. 25.18%, P=0.002) . F#. A IFE. MBS BIELRAKE. BT 22 ) 50048 LA
Jo MELD V43 A2 A DG IE hn 2ube i 22 v 28 2 kAR B R I IS 28 IR Bl fe [ R 26 . MELD $F4 43
ZE0 8T, &I 20<MELD<30 1 MELD230 i 22476 3 i B R YERE I % R AR B & T
MELD=<20 &% (41.03%, 79.07% vs. 28.37%, P=0.012, P<0.001) . J5i %7 Fh 2k (B 3%
e, ZERPIME, PEFERIM) AR 2 B R PRI S R AR (P E>0.05) o MELD PF4r 2 H R
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TR PN 2 BT AH 508 0 20 T 5 ot 58 8 R AR E R M IR 28 Bk ST fe e Rl 28 2 — (OR=1.08,

95%CI(1.01, 1.154), P=0.024) .

G0 T IR 0 O A DS N S v B R AR B R PERE R 2 K, H MELD 4y
SEVPAN J5T - 224 7 2 A B R T I 6 RS YA 8 A5 2 —, MELD>20 1) ZJHAH A8 cutk
JHT 3% v A o R VR TR T 2R A 7

PU-078
FRAE bR R I B A R AR 1 IR s : R RIE R SOk & )

T BRSBTS
HE RO 2 7] B PR 2 e B [ 5 B

BE RIS DA N R (HEHE) MIlRIR. 4% WEAFIE. WBIT AR TGS, $EmxhiZk
WRIEIR .

Fik B 1B HEHE B WOER . RIE. FRERRr A S AR IE B ViS5 R, FERI A pubmed £
% 2000-2019 Sk 2 I B SRR I A 9 R IR a5 86 191l (ST ik 67 4%), BRI A SIAH OGSk, A
EHE #1297 LA o

R AW iRIE HEHE W1 56 % B, SRR, AR ZWAMEER, Mg CT
PERA MBS R FEREREIEHRAS & R I P (5 LR AR, R DA X 43 IR e M5 22 5 e 1
AR, G REART, BEAT 0 B A A DA E AT b R I N R (HEHED |, R

MAE+) FINIL (+) o ABFFTELE 86 BIFFEWI ~: Bty 1: 1.5, ‘FIFR 44 % (11~83
L) o HE IR EEAE 63.9% (55/86) , TSR 20.9% (18/86) , 1AE F% 16.3%
(14/86) , =17 11.6% (10/86) , B> 10.4% (9/86) , R 5.8% (5/86) . W WAKMEA A,
K, ALT. AST BEFmE. AR E: BETR Y 8.1% (6/74) , 245145 87.8%
(65/74) , WRIBH 4.0% (3/74) , T 44.6% (25/56) , sty 28.5% (16/56) , Wi
12.5% (7/56) , B 10.7% (6/56) . BT EIEMFEME 31.6% (24/76) , FARVIFR 22.4%
(17/76) , 0I5 17.1% (13/76) , L FEINIKNITIEZE TAE6.6% (5/76) , T 2.6% (2/76) .
8 NEF AT AR 5 4, 21 & HBE AR AR 34E, 35 & B AN HE 4,

g8 HEHE & —Fi/b WK S M VR EMR, ZW0 0, R TrhELh, SAERAmA,
DRI L U e AR A, R I AR R BT I 2 o R A, 2 20 2 A s 4L AL e 2 2 A 1)
K. NARTEH I RECEFE MR VIR BBBUT MR T RN SR BTRIT « TR .
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