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What's new?

Updated Treatment Guidelines for Chronic Hepatitis B

Jihyun An

Department of Gastroenterology and Hepatology, Hanyang University Guri Hospital,

Hanyang University College of Medicine, Guri, Korea

Chronic hepatitis B virus (HBV) infection is a major cause of liver cirrhosis and hepatocellular carcinoma in Korea. While the
prevalence of HBV infection is gradually declining in Korea, 3 of the population still suffers from HBV-related chronic liver
diseases. In this review, we summarize the updated clinical guidelines for management of chronic HBV, as revised by the Korean
Association for the Study of the Liver in 2022. (Korean J Med 2022;97:353-360)
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A& 7)Zko] theFalal gt dd&Ho|R] gkon, oL gt o
Aol Bes] HgotA] G A7 2T 4= k. o
= E1 HBeAg %4 34104l 3 HBV DNAZ} 107 IU/mL
njgto]EA] @4 ALT7} A3 ¢h7u HBeAg 34 $H4)
oAl &% HBV DNAZ} 2,000 IU/mL o]4}o]HA] &34 ALT
7b st e Ak ol A A3l E% HBV
DNAQ} ALTE 7]E 02 o] 3t T o Agls] F3tsiA|

o= AVEIE S A X di(grey zone) BHiL A 2] 4=
L

S LB [e)
A8k, BT Hholals E4 99| wo| 5 7hast K}
BrY BEZIS SN & Y B ATE F7H49l HVAAES Bulshe F7t ek
of¥l 2022\ =AY M= W BRTHL AA7 SPAA| o] At A Jtolel s & AlAF oS At
T ol 3 Aol s FeshA] = ]l A 7] 918l 7 Fa3 AL 193t} 710 EF Aes 4
o thelA Meom ATt WA BAZES] A4 At obA Wrleks Aol MG Wael 2 oo,
= HYHE7], hepatitis B e antigen (HBeAg) %/ HHE5 AST to Platelet Ratio Index (APRI), fibrosis-4 (FIB-4) index,
7], Heln|E57], HBeAg &4 WE-57], HBsAg 4417| Mac-2 binding protein glycosylation isomer (M2BPGi) 5-2] &%
2 o)W tKTable 1). o]83t AAA A1} THA| &L Sajulct FAAH6,7] T= 7HA-8-3kA7(fibroscan), two-dimensional
Table 1. Natural course of CHB
Phases” Serologic marker ALT HBV DNA Histologic ac‘[ivityb
CHB, immune tolerant phase HBeAg (+) Persistently normal Very high levels of viral None/minimal
Anti-HBe (-) replication (HBV DNA
levels > 10,000,000 IU/mL)
HBeAg-positive CHB, immune HBeAg (+); Elevated (persistently High levels of viral Moderate/severe
active phase may develop anti-HBe or intermittently) replication (HBV DNA
levels > 20,000 IU/mL)
CHB, immune inactive phase HBeAg (-) Persistently normal Low or undetectable HBV Minimal
Anti-HBe (+) DNA (HBV DNA levels <
2,000 IU/mL)
HBeAg-negative CHB, immune HBeAg (-) Elevated (persistently =~ Moderate to high levels of =~ Moderate/severe
active phase Anti-HBe (+/-) or intermittently) HBV replication
(HBV DNA levels > 2,000
IU/mL)
HBsAg loss phase HBsAg (-) Normal Not detected -
Anti-HBc (+)
Anti-HBs (+/-)

CHB, chronic hepatitis B; ALT, alanine aminotransferase; HBV, hepatitis B virus; HBeAg, hepatitis B e antigen; anti-HBe, antibody to
HBeAg; HBsAg, hepatitis B surface antigen; anti-HBc, antibody to HBcAg; anti-HBs, antibody to HBsAg.
“There can be areas of grey zone among the various phases of natural courses.

Fibrosis stage can progress during the natural course but may vary according to degree of accumulation of liver injury.
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T A3 2Rt Aol B2 Qeke] Z1EAE T8 kpaolgl & mansle] Wphg) sjMIn) el tigt ol47) 2
1‘4{10]. 7 EE L2 AES B wis @Y ALT/ 2 Hith meba o 20224 BEZHY ol =akelo e
-gzzqu RS BAlA 4% WA B olRE Slg ojihgy] 24 3 F A4 ALTE Holdels Aol
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ot UukE o & A2-A3 o|AFe] E HHl A| 2EE o4t 30-404] o]AFo] AL}, @3 HBV DNA < 107 TU/mL3] 35 ®=
91 FEom et = ALTZ} 84 AtA] 9] A0 = 7ol 183 B
HZE52 o s MRS A=E B7ske] on Q= 1t
HRZEZ| S/MAIC] 2AtS A2 AF3E AAbetE 2ol e A, ARE 2T 5 3
BRI Ad A F AFHQ 7o HAHETl= o AaLsklth(daL =< B2) (Fig ).
HBeAg F/do|al 3 HBV DNA ko] th7) 10" IU/mL o]A¢
o2 v AN ALTZE 24202 A4 W ool BYEIE| S/ 2ixtel X2
A= Fsol AW Wi st A3t e T BRI o) 5 Hiole] o] BgA] A3 A 5
ol/Fel AFat 2vtA o]Fe] 9w = HREE Hol

AE, o A7l AR glo] Bt HASelw st BE
F2 HITHILLL SHAR Welghgy|2 FAEE A4S b 49 WelBEy|E Jofsith ulolac] B FAL
FOIHE A OR o]/} Be 4%, dAel 4%, 4l HBV DNAE %7}5hu] HBeAg GF49] 20l 2000-20000

HBsAg+ >6 months

Assess
- Liver disease severity (include fibrosis assessment)
- Clinical phase (include HBeAg, HBY DNA, AST/ALT)

Chronic hepatitis Compensated Decompensated
- Treat ifimmune-active phase cirrhosis cirrhosis
- Monitor if immune-tolerant or immune-inactive phase - Treat if serum - Treat if serum HBV

HBV DNA is DNA is detected
Immune-tolerant J Immune-active Immune-inactive elevated

- HBeAg+ - HBeAg+ or HBeAg- § - HBeAg-/HBeAb+ (>2,000 1U/mL)
- Very high HBV DNA* [ - Elevated HBY DNA™ [§ - Low-level HBV DNA . Consider

- ALT <ULN“ - ALT =2xULN or (<2,000 IU/mL} treatment even

- No significant significant fibrosis  J§ - ALT <ULN if serum HBV
fibrosis or orinflammation on - No significant fibrosis DNA shows low-
inflammation on non-invasive tests or inflammation on level viremia
non-invasive tests or liver biopsy non- invasive tests or (2,000 1U/mL)
or liver biopsy liver biopsy

Grey area: patients who do not fulfill above category

Close monitoring

+ ALT and HBV DNA every 1-3 months, HBeAg/anti-HBe every 2—6 months to see if treatment criteria has developed.

- For patient in persistent grey area, active evaluation with non-invasive assessment of fibrosis (e.g., fibroscan) or liver
biopsy can be considered.

Figure 1. Algorithm for management of chronic hepatitis B virus infection. Reproduced from reference [3] with permission. HBsAg,
hepatitis B surface antigen; HBeAg, hepatitis B e antigen; anti-HBe, antibody to hepatitis B e antigen; HBV, hepatitis B virus, ULN, up-
per limit of normal.
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UL o4, HBeAg 24191 7-9-0l1= 2,000 1UAmL o]43e]
S5 gfoleln ARE LeHs vtolel s BEA 4O
& 7H5alh 7k9] %o] qli=x] BRlshs Hliz 8% ALT
7 ZHeAbS Wholshe (hAE AR de) 28] gt
2 15700) 52t9] vl sre} 4dvle) B ArE B
o R A eI = BelEhE 7] Sael o) ghubolel %)
2 7S] 91, Witk wste] Sl T1elm zkere)
1S Wl AOR UeherhIs]. whebd vrole s 3
54 2407} tio] AYE 4% % A9 Holi 290
L golela AR ARk FitkFig 1)

HBV DNAL= Z7}5]0] Qlouk ALT7F AAF Ak o] 1-21)

Aol = A& Eo] Mejgkgr|e] 7)ol HalehA] e B4
2] A9, 20224 A 7lol=atelo s =7 A
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B1) (Fig. 1).
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33%7} HBV DNA 2,000 UL o4 A% 478 231, o]
ZolA 71Fe] 9jgle] fxrhal Hashrh20]. E3t vl = wh
712 Y] 52 5o whol AR fA|ErAL siEjeke Hlo]
227} vEE AR fAE kel vlsted 1heke] 9%
&9tk wEbA W E% HBV DNA =3 Kol 7H
SRAtolA utole] s A BE AJHSHA = HBV DNAS| 5=
I WS A = 3l AT AL e WE ks
ol it o] 7Rt 2 A1 7ol =il A= 8% HBV
DNA < 2,000 [UmL2}= @3 HBV DNA7} A& tha4
gHEe] Z9-olls ALTel BAlo] FHlol2|s =g Al

2sh Ag Parstgr(dal == BI) (Fig. ).
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ARl A& F3E R A=A Qlek FutolH A X BE F5t
o] HBsAg 44 -2 Z%to] Yojif= Srjoll A dR7} YA
% ?1 HBsAg Aj&@d oLt HBV DNAS] HEo| & 4= glont
T 550] kA= HBsAg A7 HBV DNA B4 %S A3
tha B g9 71eke] Ml & HBsAg AAlS Holz] ok
ghato] mlsto] o ug, HBsAg &4 &2 AgkS A7 &
A& 2 whgols 7HE 2 AR A7 Bk § 4 9l
TH22-24]. webA], T4 BEH Alof| A= HBsAg AAlo]
o]Folx F H4g Fupo|Y A A7 FRE ALITHA
Il 3 Al

HBsAg XEtx/

HBVS] 53] T4 AR mRNAZHE 4] 74 The
=7]9] S (small), M (middle), L (large) HBs THao] AJAdo]
H=tl, HBsAg FFA = o] Al 7HA] JAF 55 Z3sto]
AEsH Hoh2s]. o8] dAtollA] Futeld A A7 F&
A7) s HBsAg RA7F 2|4 vho] el 2 -3} HBsAg
g3 242 dSshedl 8ol EaEITH26,27]. A&
22 AA0] 10200 [UmL A=) Lo HBsAg A2 =
79 oAl £8 SOl A% ulol2lA w9} HBsAg

“‘—:‘ o1 T
2A13h ABRLT FHA 9ol TG Fotolelan) A

Bone disease

- Chronic steroid use

- Use of medications that worsen bone
density

- Osteoporosis or osteopenia

% wuE Yol glolAE HBsAg A AR wgol Hrk
w2022 A4 7ol Sekelof Al g Futolel A
A7 Fe VeISHs 49, HBsAg JYHS Auste] St

H =

=

ﬂlh‘.

e 5 dwe im}ﬁmm Sz BI).

HBcrAg &Efx/

SanER e 39
Z(HBeAg, HBcAg, p22cr)S FAof S43= A T XA} 0|
oF. HBerAg: 7 ] Hfolelz: 54 AEE vehijs 1
cceDNA, 7HH HBV DNAS} 52 oA S Hol= Zlo®
A RATH25,28]. HBarAg A2 = gatol2| A 2= &
| $-gstel, 22 Qi sfo|=eislo]
’\1“ HBSAg 7 Ekxli]r HBerAg A2 E 23sto] A2-dst
ARl o] wh ofAl She Harskar AeH29].

HBcrAg2 precore/core

E& HBV RNA

% HBV RNAL cccDNAZEE 24207 HAME o
274 =, @7 HBV DNA, HBsAg} T =o] oA A4d=
= Hlo]# A F4] F7Ha(viral replicative intermediates)2 T
sk @3 A #o]th30]. HBV RNAE X Fhajo]a] A4
A2 25 2A3E= QAR AFEo] AL QJe7,31].

Renal alteration

- Estimated glomerular filtration rate
<60 mL/min/1.73 m’

- Dipstick proteinuria or urine aloumin/
creatinine >30 mg/g

- Low serum phosphate (<2.5 mg/dL)

Treatment naive?

Yes

Entecavir®
Tenofovir AF® <

No

> Tenofovir AF®

Besifovire

Figure 2. Indications for selecting entecavir, tenofovir alafenamide fumarate or besifovir over tenofovir disoproxil fumarate.

Reproduced from reference [3] with permission. AF, alafenamide fumarate. “Dose was adjusted if creatinine clearance was < 50 mL/min.

®Not indicated if creatinine clearance was < 15 mL/min without dialysis. “Not indicated if creatinine clearance was < 15 mL/min.
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Ao ElezH|o] DFE A% ol HlsiA Al7]e S8=
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RHEES % TR 5 UL Aol
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