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What can I say to George and other friends 
on this topic ?

What’s is really new ?



EASL 2025 Clinical Practice Guidelines on HBV management 

To be published in J Hepatol 2025 soon…
To be presented at EASL 2025 on Saturday May 10th, 9:45 AM

Under embargo until EASL 2025!!

EASL. J Hepatol 2025 in press



When to start therapy (NUC)



PHASE 1 2 3 4

New
terminology

HBeAg positive
Chronic infection

HBeAg positive
Chronic hepatitis

HBeAg negative
Chronic infection

HBeAg negative
Chronic hepatitis

Old 
terminology Immune tolerant HBeAg-positive 

CHB Inactive carrier HBeAg-negative 
CHB

HBsAg High High/Intermediate Low Intermediate

HBeAg Positive Positive Negative Negative

HBV DNA >107 IU/mL 104–107 IU/mL  <2,000 IU/mL* >2,000 IU/mL 

ALT Normal Elevated Normal Elevated**

Liver disease None/minimal Moderate/severe None Moderate/severe

Disease 
progression Low Moderate to high None Moderate to high

Treatment Not indicated*** Indicated Not indicated Indicated

EASL 2017 Guidelines - indications for HBV treatment 

EASL. J Hepatol 2017;67:370–98 *HBV DNA levels can be between 2,000 and 20,000 IU/mL in some patients without signs of chronic hepatitis; 
**Persistently or intermittently; ***Treatment is indicated in some patients



EASL 2017 Guidelines - Algorithm for the management of HBV

EASL. J Hepatol 2017;67:370–98

NB most of my CHB patients in phase 1, 2 and 4 are on long-term NUC therapy !



EASL 2025 Guidelines - Natural history and Clinical phases of HBV

No «grey zone» or «intermediate phase» patients !

EASL 2025 HBV guidelines, J Hepatol 2025 in press



EASL 2025 Guidelines – HBV phases for research purposes

Table S1

EASL 2025 HBV guidelines, J Hepatol 2025 in press

Phase 1

Phase 1

Phase 3

Phase 4

Phase 2

9 HBsAg positive phases and 2 HBsAg negative phases
(and No Occult Infection)



EASL 2025 guidelines -Treatment indication for chronic HBV infection

EASL 2025 HBV guidelines, J Hepatol 2025 in press

(F0-2 or <8 kPa)(F3-4 or ≥8 kPa)



EASL 2025 guidelines-Treatment indication for chronic HBV

EASL 2025 HBV guidelines, J Hepatol 2025 in press

HBeAg-pos infection
(phase 1)

HBeAg-neg infection
(phase 3)



EASL 2025 Guidelines -Treatment indication for chronic HBV infection

EASL 2025 HBV guidelines, J Hepatol 2025 in press

Decomp and ACLF patients HCC patients HBV/HIV patients



EASL 2025 Guidelines -Treatment indication for chronic HBV infection

EASL 2025 HBV guidelines, J Hepatol 2025 in press

HBV and HCV patients HBV and HDV patients



EASL 2025 Guidelines – how to treat CHB

EASL 2025 HBV guidelines, J Hepatol 2025 in press



When to Stop therapy (NUC)



Discontinuation of long-term NUC therapy

 After HBsAg loss/anti-HBs seroconversion

      - Safe and effective even in cirrhotics, low risk of seroreversion, antiHBs titers?

 Before HBsAg loss

      - to be discussed………but not in patients with cirrhosis at NUC start !!

P. Lampertico, Kalamata May 2025



Stopping NA therapy before HBsAg loss in HBeAg-negative CHB

Lampertico P and Berg T, Hepatology 2018

TIME

Risk of   
severe flare? 

ALT

Nucleos(t)ide analog (NA)

Lag-phase
(<1-12 

months)

HBV DNA

Reactivation phase 
(∼ 3 months)

Limit of HBV DNA detection

Consolidation phase
(∼ 12 months)

Long-term outcome Treatment phase
(> 3 years)

B) Sustained virologic response 
(true ‘healthy carrier‘ state) ±
HBsAg level decline ∼ 20–30%

A) HBsAg loss (∼ 20% after 2–3 years
of follow-up)

C) Indeterminate state not fulfilling 
immediate re-treatment criteria 
(∼ 10–20%)  

D) Chronic hepatitis B requiring 
re-treatment (∼ 40%)

Potential outcome predictors
Age, time to undetectable HBV DNA, and duration of viral suppression under NA, HBsAg levels at NA 
baseline and NA cessation, type of NA (TDF vs. ETV), HBV DNA levels during reactivation phase, re-

treament strategy, and HBV genotype



A case of HBV-induced liver failure in the REEF-2 phase II trial: 
Implications for finite treatment strategies in HBV cure

Agarwal K et al, J Hepatol 2022

Patient profile
• 54 yrs, male (UK)
• HBeAg-neg CHB
• on TDF from 2009
• Fibroscan: 3.6 to 6.1 kPa
• HBV DNA undetectable
• HBsAg: 900 to 3600 IU
• Enrolled in REEF 2 study
• Control group (no active therapy)
• NUC discontinuation group 

Conclusions
• Potential risk of NUC stop before HBsAg loss
• NUC rescue therapy protocol modified (HBV DNA >5 log IU/ml)

TDF TDF

531

60

1900



TESTING/VISITS CONTINUE NUC
(on-therapy)

STOP NUC
(off-therapy)

HBsAg/HBV DNA (HBeAg) Every 24-48 weeks Every 4 weeks up to week 24
Every 8-12 weeks after week 24

Liver tests (Bil, AST, ALT….) Every 24-48 weeks Every 4 weeks up to week 24
Every 8-12 weeks after week 24

Liver Ultrasound Every 48 weeks Every 24-48 weeks

Fibroscan Every 48-96 weeks Every 48-96 weeks

Outpatient visits Every 24-48 weeks Every 4 weeks up to week 24
Every 8-12 weeks after week 24

Patient compliance Low High

Doctor compliance Low High

Doctor experience Low High

Overall cost Low High

Overall committment/time Low High

Management during and after NUC discontinuation: 1-year simulation

48 weeks simulation: on- vs off-NUC therapy
P. Lampertico, Toronto HBV Cure meeting, Nov 2022



• Systematic review and meta-analysis of 24 articles, 7 non-Asian
• 3,732 patients followed for 9.8-111.6 months off NA
• Race, follow up duration, EOT HBsAg only explained 43% and 63% of 

variability in virological relapse and biochemical relapse, respectively
• 36 (1%) had hepatic decompensation of whom 19 did not have cirrhosis

Lim SG, Clin Gastroenterol Hepatol 2024; 22: 2403

Stopping NUC in Chronic Hepatitis B Using HBsAg Thresholds 
A Meta-Analysis and Meta Regression



EASL 2025 Guidelines – NUC discontinuation in CHB

EASL 2025 HBV guidelines, J Hepatol 2025 in press

*Low HBsAg:
<1000 IU in Caucasian
<100 IU in Asian



Stopping NA before HBsAg loss

HBeAg-, no cirrhosis, ≥3 yr NA, 
≥1 yr undetectable HBV DNA, 

agree to close monitoring
Test qHBsAg 

qHBsAg <1000 IU/mL for Caucasian 
or <100 IU/mL for Asian

Test HBcrAg and/or HBV RNA

HBcrAg and/or                  
HBV RNA low/neg 
Can try to stop NA

HBcrAg and/or             
HBV RNA pos/high
DO NOT STOP NA

qHBsAg >1000 IU/mL for Caucasian 
or >100 IU/mL for Asian

DO NOT 
STOP NA

~30% Caucasian             
~10% Asian

~70% Caucasian 
~90% Asian Modified from Anna Lok, GHS Los Angeles March 2025



When to start/stop HBV therapy - Take home messages

When to start antiHBV therapy ?
 The only individuals I DO NOT TREAT are F0-2 patients with HBV DNA <2000 IU 

and persistently normal ALT levels

NUC discontinuation before HBsAg loss in HBeAg neg CHB (in clinical practice):
 I usually DO NOT STOP NUC before HBsAg loss…. but its possible and effective in 

selected patients….
 But management is complicated/demanding/expensive….
 And probability to clear HBsAg is limited to a subset…..
 And predictors of HBsAg loss are not well defined (qHBsAg <1000/100 IU?)…..
 And safety could be a problem (only if HBcrAg/HBV RNA negative ?…)…..
 And current NUC therapy is very effective/cheap/safe/easy to manage….
 And new therapeutics under development may clear HBsAg…..

Lampertico P, Kalamata May 2025



Thank You for Your Attention!
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