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2018 Korean Association for the Study of the Liver (KASL) Clinical Practice Guidelines of
Chronic Hepatitis B: What'’s Different?

JiHoon Kim

Department of Internal Medicine, Korea University Guro Hospital, Seoul, Korea

The clinical practice guideline for the management of chronic hepatitis B (CHB) was originally enacted in 2004 by the Korean
Association for the Study of the Liver in order to provide medical practitioners with specific medical information regarding CHB to
help them facilitate their understanding of the disease and treatment of the infected patients. Other than an update on the treatment
of antiviral resistance in 2014, which is a partial revision, the guidelines for the treatment of chronic hepatitis B have been revised
entirely three times in 2007, 2011, and 2015. Although several major international liver association have established and revised
clinical practice guidelines, since the medical environment in each country is somewhat different depending on race, region, in-
stitution, and economic conditions, it is necessary to revise the Korean guidelines to that reflect our medical environment and own
research results. In this review, major change and its background will be summarized about 2018 updated clinical practice guidelines
for the management of CHB. (Korean J Gastroenterol 2019;73:132-140)
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Table 1. Definition of Natural Phases of Chronic Hepatitis B in 2015 and 2018 Guideline

2015

2017

oty BT MR

(immune tolerant phase)
oh BYZIY RS

(immune active phase, HBeAg positive)
BLY BH7IE BIH| RS

(immune control phase, inactive phase)
ObA BH7IY HOELE |

(immune escape phase, HBeAg negative)
HBsAg AA7|

(HBsAg clearance phase)

OhA BHZH, AR 7|

(Bh =iy

(CHB, immune tolerant phase)
HBeAg 24 0HN BH7IY, HAE=7|°

{5, A
(HBeAg-positive CHB, |mmu_r|1e active phase)
BHY BHYI, PIoH|E S|
(CHB, immune inactive phase)
HBeAg S4 BHY BHZIY, HORST|
(HBeAg-negative CHB, immune active phase)
HBsAg A&17|
(HBsAg loss phase)

CHB, chronic hepatitis B; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; DNA, deoxyribonucleic acid.
“HBV DNA level was defined as “high level” in 2015 guideline, whereas “very high level (>10,000,000 IU/mL)” in 2018 guideline; PHBV DNA level
was defined as “lower level” in 2015 guideline, whereas “high level (>20,000 IU/mL)” in 2018 guideline.
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HBsAg+ > 6 months

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

+ Treatif immune active phase
* Monitor if immune tolerant or immune inactive phase

Immune tolerant

- HBeAg+

- Very high HBV DNA®

- ALT <ULN*

- No significant fibrosis or
inflammation on non-
invasive tests or liver
biopsy

Chronic hepatitis Decompen-
Compensated sated cirrhosis
cirrhosis
* Treatif serum
+ Treatif serum HBV HBV DNA is
Immune active Immune inactive DNA is elevated detected

- HBeAg+ or HBeAg- - HBeAg-/anti-HBe+
- Elevated HBV DNA#* - Low-level HBV DNA .
- ALT 2 2XULN or (<2,000 1U/mL)

significant fibrosis or - ALT <ULN

inflammation on non-
invasive tests or liver
biopsy

- No significant fibrosis or
inflammation on non-
invasive tests or liver
biopsy

(= 2,000 1U/ml)

Consider treatment
even if serum HBV
DNA shows low-
level viremia
{<2,000 1U/ml)

+ Consider liver
transplantation

Monitor

Monitor

Close monitoring

Grey area: patients who do not fulfill above category

+ 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.

Fig. 1. Algorithm for management of chronic hepatitis B virus infection. Patients under special population (e.g., pregnancy, patients receiving
cancer chemotherapy) may require treatment even if immune tolerant or inactive phase. See section on special population. HBsAg, hepatitis
B surface antigen; HBeAg, hepatitis B e antigen; anti-HBe, antibody to hepatitis B e antigen; HBV, hepatitis B virus; DNA, deoxyribonucleic acid;
AST, aspartate aminotransferase; ALT, alanine aminotransferase; ULN, upper limit of normal. “Serum HBV DNA =107 IU/mL; An upper limit
of normal (ULN) for ALT of 34 IU/L for males and 30 IU/L for females; Serum HBV DNA > 20,000 IU/mL for HBeAg positive patient and HBV
DNA =2,000 IU/mL for HBeAg negative patient.
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WHBsS 245to] HBsAg 44, 94, AP o8 B Uy @ 292 BuEork? AT ARl 2 Maks glo
T UHBYE F7Hte] Am 5 Fok o5 HAPE R U tenofovir tAde] oF2] Ershal okxlut iAol e A5
o2 9] Skt entecavirs: 71 AfEAl AasHlar, ofebAl WiAdel A=
735~ 7]1Z9] H|s}o] tenofovir?} entecavir B A5 E teno-

9. EHolZA e & oFH LHE K= fovir T X 29} ¥7|stE WA 7|%soct

ol Zigefl A @utelei s WA B ofAl W] AE= 2

Monitoring
Efficacy: include HBV DNA, LFT, HBeAg, anti-HBe, (q)HBsAg
Safety: include serum Cr, Ca, P, CK’, urine analysis, bone densitometry
HCC surveillance

no yes N Consider switch to

other drug
Virologic response?
no
yes
Stopping criteria?

yes

Virologic breakthrough?

Treatment can be stopped
with regular monitoring

no
Continue treatment

no yes yes See table 9 for rescue
treatment of antiviral
resistant HBV

No (‘partial)

yes F
> Resistance?

no

Switch to Continue treatment with

high barrier close monitoring. Switch
drug entecavir to tenofovir DF

Fig. 2. On treatment management of patients receiving oral antivirals. HBV, hepatitis B virus; DNA, deoxyribonucleic acid; LFT, liver function
test; HBeAg, hepatitis B e antigen; anti-HBe, antibody to hepatitis B e antigen; HBsAg, hepatitis B surface antigen; Cr, creatinine; Ca, calcium;
P, phosphate; CK, creatin kinase; HCC, hepatocellular carcinoma; tenofovir DF, tenofovir dipivoxil fumarate. “When using telbivudine or
clevudine; 'Assessed after least 6 months of treatment when using low barrier drug, at least 12 months of treatment when using high barrier
drug.
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Bone disease

 Chronic steroid use
» Use of medication that worsen bone

density
» Osteoporosis or osteopenia

A R BEEY o] 243 2 4 vk BALEd} o] 5ol
gHfolg| A A gs A A B43E Y 4 Qlthe B
TES AABHEA 2E HBV DNA FA(A1)®E ofugl &4
(Bl wH BEY A Sk Ak dHtole A A&t

Renal alteration

» Estimated Glomerular Filtration Rate
< 60 min/mL/1.73m?

* Dipstick proteinuria or
urine albumin/creatinine >30 mg/g

Fig. 3. A algorithm of selecting antivirals in bone and renal dysfunction. Tenofovir AF, Tenofovir alafenamide fumarate.

* Low serum phosphate (<2.5mg/dL)

v

Treatment Naive?

Yes No*

Entecavirt
Tenofovir AF*
Besifovir $

Tenofovir AF*

“In case of history o

antiviral resistance, refer to table 9; 'Entecavir needs dose adjustments if creatinine clearance <50 mL/min, refer to table 10; *Not indicatec
if creatinine clearance <15 mL/min; SNot indicated if creatinine clearance <50 mL/min.

Table 2. Risk of Hepatitis B Reactivation Associated with Immunosuppressive Therapies

Risk of reactivation

Immunosuppressive therapies

HBsAg-positive
High risk (>10%)

Moderate risk (1-10%)

Low risk (<1%)
HBsAg-negative/anti-HBc positive

High risk (>10%)
Moderate risk (1-10%)

Low risk (<1%)

B-cell depleting agent (e.g., rituximab)

High-dose corticosteroids (>20 mg/day, >4-week)
Anthracyclines (doxorubicin and epirubicin)

More potent TNFa inhibitors (infliximab, adalimumab)

Local therapy for HCC (transcatheter arterial chemoembolization)
Systemic chemotherapy

Moderate-dose corticosteroids (10-20 mg/day, >4-week)
Immunophilin inhibitors (cyclosporine)

Tyrosine-kinase inhibitors (imatinib and nilotinib)
Antimetabolites, azathioprine, 6-mercaptopurine, methotrexate
Short term low-dose corticosteroids (<10 mg/day)

B-cell depleting agent (e.g., rituximab)

High-dose corticosteroids (>20 mg/day, >4-week)

Anthracyclines (doxorubicin and epirubicin)

More potent TNFa inhibitors (infliximab, adalimumab)

Systemic chemotherapy

Immunophilin inhibitors (cyclosporine)

Tyrosine-kinase inhibitors (imatinib, nilotinib)

Antimetabolites, moderate-dose (10-20 mg/day) & low-dose (<10 mg/day) corticosteroids
Azathioprine, 6-mercaptopurine, methotrexate

HBsAg, hepatitis B surface antigen; TNFa, tumor necrosis factor alpha; HCC, hepatocellular carcinoma; anti-HBc, antibody to hepatitis B core antigen.
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