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2017 Update 

HBV Clinical Practice Guidelines 

Why Is Cure Rare With Nucleos(t)ide Therapy? 

Grimm D, et al. Hepatol Int. 2011;5:644-653. 
Slide credit: clinicaloptions.com 

O- 

5 ’ Cap (A)n 3 ’ 

Translocation 

dAdAdG 

new (-) strand DNA  
synthesis 

pgRNA 

DNA synthesis 

Encapsidation 

of pg RNA 

 HBeAg 

Polymerase 

protein 

Core  

protein 

Envelope  

 proteins 
    S, M, L 

Golgi  

complex 

Release 
HBsAg 

HBeAg 

HBV  

virion 

HBV RNA 

transcripts  

 Pregenomic 

 RNA 

cccDNA 

DNA 

repair  

Transport to cell 

nucleus  

Attachment and  

penetration 

Uncoating 

http://www.clinicaloptions.com/


4/11/2021 

2 

Goals and endpoints in HBV management 

† Achieved in most patients with long-term suppression of HBV replication; 

* Often represents a partial immune control of the chronic HBV infection; 
‡ Indicates profound suppression of HBV replication and viral protein expression 

 

EASL CPG HBV. J Hepatol 2017;67:370–98 

Goals 

1. Prevent HBV infection transmission (HBV immunisation for HBs Ag-negative people) 

 

 

2. Preventing HBV infection reactivation (Suppression of HBV DNA for HBs Ag-positive people) 

3. Preventing HBV disease progression and fibrosis (Suppression of HBV DNA for HBs Ag-positive people) 

4. Preventing HBV related HCC mortality (Suppression of HBV DNA for HBs Ag-positive people) 

Endpoints 

Valuable endpoints 

• ALT normalization (biochemical response)† 

• Undetectable HBV-DNA PCR,  

• HBeAg loss (± anti-HBe seroconversion) in HBeAg-positive patients with CHB* 

Optimal endpoint  

• HBsAg loss (± anti-HBs seroconversion)‡ 

Endpoint 

• HBs Ab titer > 10 IU/ml 

HBeAg 

HBeAb 

Phases of chronic HBV infection1 

1. Lok A, et al. J Hepatol 2017;67:847–61; 

2. EASL CPG HBV. J Hepatol 2017;67:370–98  

Phase 2 Phase 3 Phase 1 Phase 4 

HBeAg-positive 

chronic hepatitis B 

HBeAg-negative 

chronic HBV infection 

HBeAg-positive 

chronic HBV infection 

HBeAg-negative 

chronic hepatitis B 

New  

nomenclature2 

Immunoclearnace 
Immune control 

(Non-replicative) 
Immunotolerance 

Immune scape  

(Immunomutant) 
Old 

nomenclature 

Age 
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 Elastography (>9 Kpa) 

(grade≥6/18, Stage≥2/6) 
Recommendation 3 : 

• Do [ AST, ALT ] tests 

 

 

Recommendation 4 : 

• Do [ Liver damage ] tests 
 

 

(Ultrasound, PLT, INR, Alb) 
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• Fibrosis-4 (FIB-4) Index for Liver Fibrosis (Age, AST, ALT, PLT) 

 

• AST to Platelet Ratio Index (APRI) (AST.PLT) 

 

 

 

• Fibrotest (7 blood markers PLT, Alpha-2-macroglobulin, ALT, AST, Urea, INR, GGT) 

 

 

 

Non-invasive markers as liver damage tests 



4/11/2021 

5 



4/11/2021 

6 

Co-factors in chronic HBV patients 
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(AIH) 

, HCV 
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Algorithm for the management of chronic HBV infection 

EASL CPG HBV. J Hepatol 2017;67:370–98 

Chronic HBV infection* 

 (no signs of chronic hepatitis) 

< Monitor > 

1. AST, ALT 

2. HBsAg, HBeAg, HBV DNA  

 3. Fibrosis assessment 

< Consider >  

 

Risk of HCC (age>30),  

risk of HBV reactivation (IST),  

 

extrahepatic manifestations,  

risk of HBV transmission 

 

HBsAg positive 

 

Suspected chronic HBV infection 

 

NO 

Persistent 

 AST < 40 IU/L 

 ALT < 40 IU/L 

 

Reliable 

 PLT > 150,000/mm3 

 INR < 1.3 

 Alb > 3.5 gr/dl 

 Bili normal 

 Ultrasound normal 
 No F.Hx of cirhosis or 

HCC 

 Fibroscan <6 Kpa 

 Normal liver tissue 

 

 Age < 30 Yrs. 
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HBeAg positive HBeAg negative 

Phase 1 Phase 2 Phase 3 Phase 4 Phase 5 

 Chronic HBV 

infection 

Chronic HBV 

disease 

 Chronic HBV 

infection 

Chronic HBV 

disease 

Resolved HBV 

infection 

HBsAg High 
High/ 

intermediate 
Low Intermediate Negative 

HBeAg Positive Positive Negative Negative Negative 

HBV DNA >107 IU/mL 104–107 IU/mL  <2,000 IU/mL* >2,000 IU/mL <10 IU/mL‡ 

ALT Normal Elevated Normal Elevated† Normal 

Liver disease None/minimal 
Moderate/ 

severe 
None 

Moderate/ 

severe 
None§ 

Old 

terminology 
Immune tolerant 

Immune reactive  

HBeAg positive 
Inactive carrier 

HBeAg negative 

chronic hepatitis 

HBsAg negative 

/anti-HBc 

positive  

New nomenclature for chronic phases 

*HBV DNA levels can be between 2,000 and 20,000 IU/mL in some patients without signs of chronic hepatitis; 
†Persisitently or intermittently, based on traditional ULN (~40 IU/L). ‡cccDNA can frequently be detected in the liver; 
§Residual HCC risk only if cirrhosis has developed before HBsAg loss.  

EASL CPG HBV. J Hepatol 2017;67:370–98 

• The natural history of chronic HBV infection has been schematically divided into five phases 

Chronic HBV 

infection 

Chronic HBV 

disease 

check ALT,AST  

Upto age 30,  

every 6 mo.  

check ALT,AST  

< 2000, every 6 mo. 

> 2000, every 3 mo.   

Algorithm for the management of chronic HBV infection 

 

EASL CPG HBV. J Hepatol 2017;67:370–98 

Chronic HBV infection* 

 (no signs of chronic hepatitis) 

< Monitor > 

1. AST, ALT 

2. HBsAg, HBeAg, HBV DNA 

3. Fibrosis assessment 

< Consider >  

 

Risk of HCC (age>30),  

risk of HBV reactivation (IST),  

 

extrahepatic manifestations,  

risk of HBV transmission 

 

HBsAg positive 

Chronic HBV disease 

± cirrhosis* 

Start antiviral treatment 

 

Suspected chronic HBV infection 

 

NO 

YES 

Persistent 

 AST > 40 IU/L 

 ALT > 40 IU/L 

 

Reliable 

 PLT < 150,000/mm3 

 INR > 1.3 

 Alb < 3.5 gr/dl 

 Bili high 

 Ultrasound small liver, splenomegaly, ascites 
 Liver biopsy grade>6/18, stage>2/6 

 F. Hx of cirrhosis or HCC 

 Fibroscan > 9-12 Kpa 

 

 Age > 30 Yrs 

Persistent 

 AST < 40 IU/L 

 ALT < 40 IU/L 

 

Reliable 

 PLT > 150,000/mm3 

 INR < 1.3 

 Alb > 3.5 gr/dl 

 Bili normal 

 Ultrasound normal 
 Normal liver tissue 

 No F.Hx of cirhosis or HCC 

 Fibroscan <6 Kpa 

 

 Age < 30 Yrs. 
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Indications for treatment 

EASL CPG HBV. J Hepatol 2017;67:370–98 

• Primarily based on the combination of 3 criteria HBV DNA and serum ALT and severity of liver disease 

Recommendations 

Should be treated  

• HBeAg-positive or -negative chronic hepatitis B with HBV DNA > 2,000, ALT > ULN and/or moderate liver 

necroinflammation or fibrosis 

• Cirrhosis, any detectable HBV DNA (regardless of ALT level) 

• HBV DNA > 20,000 IU/mL and ALT > 2 x ULN (regardless of severity of histological lesions) 

May be treated  

• HBeAg-positive chronic HBV infection >30 years old, regardless of severity of liver histology (HBV infection 

defined by persistently normal ALT and high HBV DNA levels) 

Can be treated  

• HBeAg-positive or -negative chronic HBV infection and family history of HCC or cirrhosis and extrahepatic 

manifestations, even if typical treatment indications are not fulfilled. 
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Algorithm for the management of chronic HBV infection 

 

EASL CPG HBV. J Hepatol 2017;67:370–98 

Chronic HBV infection* 

 (no signs of chronic hepatitis) 

< Monitor > 

(includes HBsAg, HBeAg, HBV 

DNA, ALT, fibrosis assessment) 

< Consider >  

Risk of HCC,  

risk of HBV reactivation, 

extrahepatic manifestations,  

risk of HBV transmission 

HBsAg positive 

Chronic HBV disease 

± cirrhosis* 

 

Start antiviral treatment 

 

HBsAg negative, HBsAb negative, 

anti-HBc positive 

(Isolated anti-HBc positive) 

One dose HBV Vaccine, 

Check HBsAb before week 4,  

No HBsAb titer > 10 IU/ml, 

Check HBV-DNA PCR, 

Negative HBV-DNA PCR, 

Complete three dose vaccination, 

Check HBsAb, 

No HBsAb titer > 10 IU/ml, 

inform patient and general practitioner 

about  

potential risk of HBV reactivation 

In case of : 

Immunosuppression 

start oral antiviral prophylaxis  

or monitor 

 

Suspected chronic HBV infection 

 

NO 

YES 
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Suggested strategy for all pregnant women 

Recommendation 2 : 

• Do [ HBV DNA qPCR ] test 

 

 

* 
* 
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Suggested strategy for HBsAg–positive pregnant women 

TDF or LAM at week 32 just 

Recommendation 2 : 

• Do [ HBV DNA qPCR ] test  

 

 

In pregnant women already on 

NA therapy, TDF should be 

continued while ETV or other NA 

should be switched to TDF.  

In pregnant women already on 

NA therapy, TDF should be 

continued while ETV or other NA 

should be switched to TDF.  

Suggested strategy for all pregnant women 
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HBsAg HBsAb HBcAb  HBV infection HBV ccc-DNA Immunity for HBV Goals title 

negative positive positive no yes Natural immunity 
2. Preventing HBV infection reactivation  

4. Preventing HBV related HCC mortality  

positive negative positive yes yes 
Would not have 

immunity 

2. Preventing HBV infection reactivation  

3. Preventing HBV disease progression and fibrosis  

4. Preventing HBV related HCC mortality  

1. Immunosuppressive therapy candidate  
 

(corticosteroid, MTX, Anti-TNF, Rituximab, Transplantation, Cellcept, Prograf, Neoral, Immuran, mTORs) 

 

2. Oncology patients  
 

(cancer systemic chemotherapy, TACE) 

Active HBV status surveillance candidate groups for Goal No. 2 or 4 

Hepatitis B Virus (HBV) status  Hepatitis B Virus markers Goals 
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Strategy for Prevention of HBV Reactivation in IST Patients 

HBsAg-, anti-HBc+ 

Start TDF or TAF 
 

Continue for 6 months 

after stopping IST 
 

Monitor all patients  

Monitor all patients  

Monitor all patients  

Strategy for Prevention of HBV Reactivation in IST Patients 

Start TDF or TAF 
 

Continue for 6 months 

after stopping IST 
 

Monitor all patients  

Monitor all patients  

Monitor all patients  
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PAGE-B score : ( based on age, gender and PLT) 

- low ≤ 9 

- intermediate 10–17 

- high ≥18 

Other HCC risk scores: GAG-HCC, CU-HCC, REACH-B  

HCC risk assessment in patients with chronic HBV 


