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[Abstract] Chronic hepatitis B virus infection is prevalent worldwide, and can progress to liver cirrhosis and even
hepatocellular carcinoma if left untreated. Over the past 20 years, due to the approval and upgrading of nucleoside/nucleotide
analogues, a qualitative leap has been made in inhibiting HBV replication. Most chronic hepatitis B (CHB) patients can achieve
relief of hepatocellular inflammation, regression of hepatic fibrosis, improvement of life quality and survival time. With the extension
of treatment time and the enrichment of treatment experience, new hot clinical issues gradually emerge, including the clinical
application of new serum markers, the expansion of indicators for CHB antiviral treatment, the formation of CHB treatment plan
and the improvement of long-term prognosis, which derserve further clinical attention.
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1.1 HBV#Z U 4 X L& (HBV core related antigen, HBcrAg) HBcrAg# i HBeAg. HBcAgX F [A 7= 4722 kD
MRS EE, X3NEAH EPre-C/CHBEBEEMERD, A —BI4ONAKEBRE T, 1 HA4H B 05 Ee
H o HBcrAglH M 5 # < 300" & 497 # I 40 i W A9 HBV DNA K 7T 2 K 41 RNA (pre-genomic RNA, pgRNA)
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5.4 HCCHW o EBE#%¥ HtHCCHN, TRXAXTIFoo NN F &, EFRGIFETEELSRH
P4, wLSM-HCCM™ . cU-HCC™, REACH-B"", PAGE-BiF 4%, (KX [6 &4 7 4 1 F Z &y b,

EE M EEFEZE, NEWAIAHCC, ATMFEZEZEN T, XU ITFpERAF-—HERE, BT
%ﬁu‘t?ﬁHCCK%m‘A LA T A8 B9 AT & 4 (W HBsAgAKF . HBVE B A R LR F 9B A |
BT L RERZETNES, MREFATRIAYHRERE, ANTERIHHEIHHCCH LR E., 5 ihat
THCCH B thiffh, T — FH & 2 Bty 7 25, W2 RMHA A,

6 L;‘—-l:l lﬁ@lx

BAARO O R G HEMHTHTHBVE %, MARERRD FAEH ., T EL2ELHBVHE B3,
EARBLAABRNTRELT, BEASQMEREFNTR, BMm 2 AAHMR, AL HNIRE
AT, A TFERAR, WA TREMZH. FHIHUNKLLVEE N ET RN EEZENTE., 2
THEAFRNK, HCCEERRREHAEY, FE4STERNER, NTEH LI, EHEELTF
Z, RAXFH - PRFETHARE, AELERE. ZKEFH S EHT,

1\

[ &% 30k |

[1] LinJH, Chen LX, Lan LQ, et al. Construction of a predictive model for the risk of new-onset overt hepatic encephalopathy after admission
in patients with hepatitis B-related acute-on-chronic liver failure[J]. Med J Chin PLA, 2022, 47(12): 1232-1240. [MRANE, FRINES, W00 2E,
S5, SR AR NI A2 T e 38 A5 e 3T TR 25 S T s DU TS By e [ ). R 42 PR o 2k, 2022, 47(12): 1232-
1240.]

[2] ChenRJ, LiuY, Luo D, et al. Identification of a novel multidrug-resistance mutation in reverse transcription region of hepatitis B virus[ J]. Med
J Chin PLA, 2020, 45(6): 633-638. [FRZSUB, XIWF, & ¥, 5. BN 5890 15 S I Syt g DB Y 22 T id 24 98 78 1Y) M [ )], M ZE s 2 4,
2020, 45(6): 633-638.]

[3] FanR, Zhou B, Xu M, et al. Association between negative results from tests for HBV DNA and RNA and durability of response after
discontinuation of nucles(t)ide analogue therapy[ J]. Clin Gastroenterol Hepatol, 2020, 18(3): 719-727. e7.

[4] Wang W, Tian SL, Wang H, et al. Association of hepatitis B virus DNA level and follow up interval with hepatocellular carcinoma
recurrence[J]. JAMA Netw Open, 2020, 3(4): e203707.

[S] Rybicka M, Bielawski KP. Recent advances in understanding, diagnosing, and treating hepatitis B virus infection[ J]. Microorganisms, 2020,
8(9): 1416.

[6] Kéck], Theilmann L, Galle P, et al. Hepatitis B virus nucleic acids associated with human peripheral blood mononuclear cells do not originate
from replicating virus[ J]. Hepatology, 1996, 23(3): 405-413.

[7]  Wang]J, Shen T, Huang X, ef al. Serum hepatitis B virus RNA is encapsidated pregenome RNA that may be associated with persistence of viral
infection and rebound[J]. J Hepatol, 2016, 65(4): 700-710.

[8] LiL, Liao H, Si LL, et al. Detection characteristics of new serum biomarkers in patients with different types of HBV infection[]J]. Med J Chin
PLA, 2023, 48(2): 163-167. [Z245, B2, [T 25 2% A5 B RN 1 A A5 G W 7EAS [R S0 2 B 9 3 2 B e v (RS H R AE 43T [ 7. f T4
P2t 2023, 48(2): 163-167.]

[9] Van Campenhout MJ, van Bémmel F, Pfefferkorn M, et al. Serum hepatitis B virus RNA predicts response to peginterferon treatment in
HBeAg-positive chronic hepatitis B[ J]. J Viral Hepat, 2020, 27(6): 610-619.

[10] Philips CA, Ahamed R, Abduljaleel JK, et al. Critical updates on chronic hepatitis B virus infection in 2021[J]. Cureus, 2021, 13(10): e19152.

[11] European Association for the Study of the Liver. EASL 2017 clinical practice guidelines on the management of hepatitis B virus infection[]J]. ]
Hepatol, 2017, 67(2): 370-398.

[12] Wang GQ, Wang FS, Zhuang H, et al. Guidelines for the prevention and treatment of chronic hepatitis B (version 2019)[J]. J Clin Hepatol,
2019, 35(12): 2648-2669. [ L5k, T, HEHE, 5. 18 VE R 2 B iR 48 FE (20194 1) [J1. I R AT A% 24 &, 2019, 35(12): 2648-
2669.]

[13] Gobel T, Erhardt A, Herwig M, et al. High prevalence of significant liver fibrosis and cirrhosis in chronic hepatitis B patients with normal ALT
in central Europe[J]. ] Med Virol, 2011, 83(6): 968-973.

[14] Bertoletti A, Kennedy PT. The immune tolerant phase of chronic HBV infection: new perspectives on an old concept[J]. Cell Mol Immunol,
2015, 12(3): 258-263.

[15] Liaw YF, Chu CM. Immune tolerance phase of chronic hepatitis B[ J]. Gastroenterology, 2017, 152(5): 1245-1246.

[16] Wang CY, Yang WC, Tan WH, et al. Value of nomogram model in predicting significant liver injury in patients with immune-tolerant phase
chronic hepatitis B[J]. J Clin Hepatol, 2021, 37(7): 1529-1533. [ EF i, # R A", 1 30W, 55, 18k 2 T 58 et 52 191 8 4 I S -4 47
FY B Lk IR K T A (200 (7). IR R AT 255, 2021, 37(7): 1529-1533.]



fRILE 2S5 20234F2 28 H 5488 M2

[17]

(18]

[19]

(20]

(21]

[22]

(23]

[26]

[27]

(28]

[29]

(30]

(31]

(32]

(37]

(38]
[39]

Zhuang H. Should patients in the immune tolerance stage of chronic hepatitis B virus infection be treated?[J]. J Clin Hepatol, 2021, 37(2):
272-277. [FENE. M PEHBVIE S G2 il 52 WML 751677 2 (1], IR RATARRG 2% s, 2021, 37(2): 272-277.]

Kim GA, Lim YS, Han S, ef al. High risk of hepatocellular carcinoma and death in patients with immune-tolerant-phase chronic hepatitis B[ J].
Gut, 2018, 67(5): 945-952.

Wong GL. Management of chronic hepatitis B patients in immunetolerant phase: what latest guidelines recommend[J]. Clin Mol Hepatol,
2018, 24(2): 108-113.

Kim HL, Kim GA, Park JA, et al. Cost-effectiveness of antiviral treatment in adult patients with immune-tolerant phase chronic hepatitis B[ J].
Gut, 2021, 70(11): 2172-2182.

Huang DQ, Li X, Le MH, et al. Natural history and hepatocellular carcinoma risk in untreated chronic hepatitis B patients with indeterminate
phase[J]. Clin Gastroenterol Hepatol, 2022, 20(8): 1803-1812. eS.

Yao K, Liu J, Wang J, et al. Distribution and clinical characteristics of patients with chronic hepatitis B virus infection in the grey zone[]]. J
Viral Hepat, 2021, 28(7):1025-1033.

Yoon EL, Jun DW. Precision medicine in the era of potent antiviral therapy for chronic hepatitis B[J]. ] Gastroenterol Hepatol, 2022,
37(7):1191-1196.

Chinese Society of Hepatology, Chinese Medical Association. Expert opinion on expanding anti-HBV treatment for chronic hepatitis B[J].
Chin J Hepatol, 2022, 30(2): 131-136. [ PRI 2= S0 2450 2. 97 KB M LB RPN THAR YT 1% K& IL[T]. AR 2% i, 2022,
30(2): 131-136.].

Liu YN, Li MW, Wang L], et al. HBeAg-negative chronic HBV-infected individuals with normal alanine aminotransferase and an age of <30
years should be taken seriously when expanding anti-HBV treatment for chronic hepatitis B[J].J Clin Hepatol, 2022, 38(7): 1477-1481. [ XIJ3
i, ZE B, T, 2. KB SR RPUR R IR T EALTIE® | 4R <302 (WHBeAgFAPE I HBVER YL [ J]. I FRITFAESG
J47k, 2022, 38(7): 1477-1481.]

Terrault NA, Lok ASF, McMahon BJ, et al. Update on prevention, diagnosis, and treatment of chronic hepatitis B: AASLD 2018 hepatitis B
guidance[ J]. Hepatology, 2018, 67(4):1560-1599.

Deng Y, Zhang S, Ji D. Research progress on low-level viremia in chronic hepatitis B[ J]. Infect Dis Info, 2021, 34(4): 342-346. XS, 5k 3, 22
2 8 2R RAR KT 75 IME OB SE 0E 2 ()] A5 59915 8, 2021, 34(4): 342-346.]

Li ZB, Li L, Niu XX, et al. Switching from entecavir to tenofovir alafenamide for chronic hepatitis B patients with low-level viraemia[J]. Liver
Int, 2021, 41(6): 1254-1264.

Ogawa E, Nomura H, Nakamuta M, et al. Tenofovir alafenamide after switching from entecavir or nucleos(t)ide combination therapy for
patients with chronic hepatitis B[ J]. Liver Int, 2020, 40(7): 1578-1589.

Wang JJ, Ji D, Li L, et al. Characteristics of resistance-associated mutation in treatment-experienced chronic hepatitis B patients with low-level
viremia[J]. Med J Chin PLA, 2023, 48(2): 138-142. [ FH%, 204, 220K, 45, 29K -9 B AT 18 1 £ 50 98 £ i 24 98 28 1) SE R
FURFAE[J/OL). i R4 4% 75, 2023, 48(2): 138-142.]

European Association for the Study of the Liver. EASL Clinical Practice Guidelines on non-invasive tests for evaluation of liver disease severity
and prognosis - 2021 update[ J]. ] Hepatol, 2021, 75(3): 659-689.

Ma L], Ji D, Wang CY, et al. A noninvasive diagnosis model for chronic hepatitis B patient based on conventional parameters[J]. Med J Chin
PLA, 2019, 44(10): 857-861. [T A, 404¢, L&+, 45, ZLT % FFE bR 57 FIE RAE S 21 e AL T AN Wit B [ 7], M 0 7 R 2 24,
2019, 44(10): 857-861.]

Chon YE, Park JY, Myoung SM, et al. Improvement of liver fibrosis after long-term antiviral therapy assessed by fibroscan in chronic hepatitis B
patients with advanced fibrosis[ J]. Am J Gastroenterol, 2017, 112(6): 882-891.

Ji D, Chen Y, Shang Q, et al. Unreliable estimation of fibrosis regression during treatment by liver stiffness measurement in patients with
chronic hepatitis B[ J]. Am ] Gastroenterol, 2021, 116(8): 1676-1685.

Wang CY, Ji D, Chen Y, et al. A nomogram model for evaluating significant histological response in chronic hepatitis B patients receiving
entecavir treatment[ J]. Med J Chin PLA, 2023, 48(2): 143-150. [ EA i, 404, WRHa, 5. 18 P ORI 98 B E S BB REIR)T 5 kA8 W 3%
L L2 2 IR S PR 2 R 9 2R I B R R ). A ZE R 2 4% 7, 2023, 48(2): 143-150.]

Du YM, Kang N, Zhao LL, et al. High-risk factors of esophago-gastric fundal varices in patients with HBV-related compensated cirrhosis and
diagnostic value of multiple models[J]. Med J Chin PLA, 2023, 48(2): 151-156. [#FAf i, e, X BEA, 45, LRI RIFIE AL A
- R IR 5k p s PR R R Z R B S W (BRI S ()], A i A2 R 2 2%, 2023, 48(2): 151-156.]

Stockdale AJ, Kreuels B, Henrion MYR, et al. The global prevalence of hepatitis D virus infection: Systematic review and meta-analysis[J]. ]
Hepatol, 2020, 73(3): 523-532.

Rizzetto M, Hamid S, Negro F. The changing context of hepatitis D[J]. ] Hepatol, 2021, 74(S): 1200-1211.

Rong G, Chen Y, Yu Z, et al. Synergistic effect of Biejia-Ruangan on fibrosis regression in patients with chronic hepatitis B treated with
entecavir: A multicenter, randomized, double-blinded, placebo-Controlled Trial[ J]. J Infect Dis, 2022, 225(6): 1091-1099.

Wang T, Zhou X, Liu H, et al. Fuzheng Huayu capsule as an adjuvant treatment for HBV-related cirrhosis: A systematic review and Meta-
analysis[ J]. Phytother Res, 2018, 32(5): 757-768.

Miao L, Yang WN, Dong XQ, et al. Combined Anluohuaxianwan and entecavir treatment significantly improve the improvement rate of liver
fibrosis in patients with chronic hepatitis B virus infection[ J]. Chin J Hepatol, 2019, 27(7): 521-526. [[i4&, W Wilh, #HeSE, 55, 4L LF
FUH A B AT T I A £ i BT 9 7R T AT AR AL B ks [ 7). AR ATIER A4, 2019(7): 521-526.]

Chen X, Wang W, Gao JW, et al. Impact of antiviral therapy efficacy of entecavir in patients with chronic hepatitis B and concomitant



[43]

[44]

[45]

[46]

[47]

(48]

[49]

[s0]

[s1]

[s2]

[s3]

[54]

Med J Chin PLA, Vol. 48, No. 2, February 28, 2023

nonalcoholic fatty liver diseases[J]. J Pract Hepatol, 2021, 24(3): 343-346. [FRIE, ¥, @mifdefh, 55, A IR0k 08 05 1 9 6 U+
Ff &Nk LT E PO BRI T AL 20 [ 7], SCRIIFRE 2458, 2021, 24(3): 343-346.]

Ahn SY, Kim SB, Song IH. Clinical patterns and outcome of hepatocellular carcinoma in patients with nonalcoholic fatty liver disease[J]. CanJ
Gastroenterol Hepatol, 2020, 2020: 4873875.

Lin BZ, Lin TJ, Lin CL, et al. Differentiation of clinical patterns and survival outcomes of hepatocellular carcinoma on hepatitis B and
nonalcoholic fatty liver disease[ J]. J Chin Med Assoc, 2021, 84(6): 606-613.

You J, Huang S, Huang GQ, et al. Nonalcoholic fatty liver disease: a negative risk factor for colorectal cancer prognosis[ J]. Medicine (Baltimore),
2015,94(5): e479.

Yin Y, Li YL, Shao LC, et al. Effect of body mass index on the prognosis of liver cirrhosis[ J]. Front Nutr, 2021, 8: 700132.

Zhang S, Chen SH, Liu Y, et al. Impact of non-alcoholic fatty liver disease on overall survival in hepatitis B virus-related hepatocellular
carcinoma[J]. Med J Chin PLA, 2023, 48(2): 157-162. [k}, WRAinifs, XUWF, 55, AETORGPENR W7 PE 0 XF 2008 75 A0 5G40 it Je s 2k
TERE [ 7). R4 2 245, 2023, 48(2): 157-162.]

Wong GL, Chan HL, Wong CK, et al. Liver stiffness-based optimization of hepatocellular carcinoma risk score in patients with chronic
hepatitis B[J]. ] Hepatol, 2014, 60(2): 339-345.

Wong VW, Chan SL, Mo F, et al. Clinical scoring system to predict hepatocellular carcinoma in chronic hepatitis B carriers[J]. J Clin Oncol,
2010, 28(10): 1660-1665.

Yang HI, Yuen MF, Chan HL, ef al. Risk estimation for hepatocellular carcinoma in chronic hepatitis B (REACH-B): development and
validation of a predictive score[ J]. Lancet Oncol, 2011, 12(6): S68-574.

Papatheodoridis G, Dalekos G, Sypsa V, et al. PAGE-B predicts the risk of developing hepatocellular carcinoma in Caucasians with chronic
hepatitis B on S-year antiviral therapy[ J]. ] Hepatol, 2016, 64(4): 800-806.

Chen SH, Wang CY, Guo C, et al. Nomogram for survival in hepatitis B virus-related hepatocellular carcinoma[J]. J Clin Hepatol, 2022,
38(7): 1566-1571. [WRbAiRE, T A7, 580, S5, TN HBVAH G -4 I A A7 10 51 26 RSB () 257 [ 7. I R IR 2%, 2022, 38(7):
1566-1571.]

Torre P, Aglitti A, Masarone M, et al. Viral hepatitis: Milestones, unresolved issues, and future goals[J]. World J Gastroenterol, 2021, 27(28):
4603-4638.

Nguyen MH, Wong G, Gane E, et al. Hepatitis B virus: advances in prevention, diagnosis, and therapy[]J]. Clin Microbiol Rev, 2020, 33(2):
€00046-19.

(PTG ARIEAR)





