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Επανενεργοποίηση HBV λοίµωξης - Ορισµοί

• Επανεµφάνιση ή αύξηση του DNA του ιού HBV στον ορό ασθενών µε 

προηγηθείσα ή χρόνια HBV λοίµωξη

• Ανοσοκατεσταλµένα άτοµα, ανοσοκατασταλτικές θεραπείες

• Επιπολασµός: 2% στην Ευρώπη, > 10% στην Αν. Ασία

Wang B et al. Haematologica 2019; 104(3): 435- 443



Χρόνια HBV λοίµωξη- Ορισµός
• Η παραµονή του HBsAg στον ορό µε την παρουσία ποικίλων επιπέδων του HBV 

DNA

• EASL 2017: διακρίνει τους ασθενείς ανάλογα µε την παρουσία HbeAg

Wang B et al. Haematologica 2019; 104(3): 435- 443



Hoofnagle et al. Hepatology; 2011

Hwang et al. Nat Rev Gastroenterol Hepatol; 2014

Reactivation-related hepatitis: increase in ALT or AST ≥3 x baseline)

Επανενεργοποίηση HBV λοίµωξης - Ορισµοί



Torres et al. Nat Rev Clin Oncol; 2012

- Reactivation typically starts with 

an increase in viral replication 

caused by chemotherapy-induced 

immune suppression (stage 1)

- After chemotherapy is 

discontinued, the function of the 

immune system is restored, and 

hepatocytes infected with HBV 

are destroyed (stage 2).

- In the recovery stage, clinical 

hepatitis (indicated by an increase 

in ALT levels) resolves and 

markers of HBV infections return 

to baseline levels (stage 3).

Παθογένεια



Loomba et al. Gastroenterology; 2017

HBV replication and propagation is controlled by 

various innate and adaptive immune mechanisms.

- The epigenetic regulation of HBV                                                                                 

transcription can be altered by the HDIs.

- The innate immune control mechanisms such 

as IFNA and TNF-like molecules (TNFL) and 

their signaling pathways can be blocked by 

various immunosuppressive therapies such as 

TNFA and kinase inhibitors.

- The adaptive immunity controlling HBV 

including antigen-presenting cells (dendritic 

cells and macrophages), T and B cells can be 

inhibited by various immunosuppressive 

therapies targeting at different steps of immune 

response.

Παθογένεια



Wang et al. Haematologica; 2019

Bessone F et al. World J Hepatol; 2016

Risk factors of HBV reactivation



Risk factors- Host

� Male sex

� Older age

� Presence of cirrhosis

� Type of underling disease needing immunosuppression



Risk factors- Virus

� High baseline HBV DNA

� Absence of anti-HBs

� HBeAg positivity

� Chronic hepatitis B

� Co-infection with HCV, HDV or HIV



Cholongitas E et al. Ann Gastroenterol; 2018

Risk factors- HBV DNA



Risk factors- Anti-HBs

Cholongitas E et al. Ann Gastroenterol; 2018



Wang et al. Haematologica; 2019

Bessone F et al. World J Hepatol; 2016

Risk factors- Drugs



Risk factors- Drugs

Perrillo et al. Gastroenterology; 2015



Perrillo et al. Gastroenterology; 2015

Risk factors- Drugs



Perrillo et al. Gastroenterology; 2015

Risk factors- Drugs



Evens et al. Ann Oncol; 2011

HBV reactivation after Rituximab



Pooled baseline risk estimate without prophylaxis of HBVr

with rituximab in pts who have recovered from hepatitis B

infection (HBsAg-negative, anti-HBc-positive).

Perrillo et al. Gastroenterology; 2015



Rates of HBV reactivation between HBsAg-neg, anti-HBc-pos 

pts treated with and without rituximab-containing regimens

Cholongitas E et al. Ann Gastroenterol; 2018

Rituximab-containing   

(6.6% vs. 19.8%; RR 0.32, 

95%CI 0.15-0.69, P=0.003) 

Rituximab-free regimens 

(3.3% vs. 9.2%; RR 0.36, 

95%CI 0.14-0.96, P=0.042)



Kusumoto et al. Blood; 2019

Risk of HBV reactivation in HBV- pts with 

anti-CD20 mAbs



HBV reactivation & allo-HSCT

• Καλά αναγνωρισµένη επιπλοκή: 

– 40% στα 2 έτη για ασθενείς µε παρελθούσα λοίµωξη 

– 70-86% στα 5 έτη για HBsAg+ λήπτες

• Παράγοντες κινδύνου: 

– ηλικία (> 50 έτη) 

– ανιχνεύσιµο HBV DNA πριν την µεταµόσχευση 

– GvHD (79.5% vs 21% σε 85 anti-HBc ασθενείς)

• HBV status του δότη
Seto WK, et al. Hepatology 2017

Jun CH, et al Hepatol Int 2017 



Keam et al. J Natl Compr Canc Netw; 2011

Mortality:

30% untreated vs. 12% treated

Lamivudine 17% vs. 3.5% 

entecavir

Κλινική πορεία



Singh et al. Cleve Clin J Med; 2016

Ορισµός



HBV reactivation- Treatment

• Prophylactic

– Antiviral treatment to all patients considered at moderate or high risk 

prior to commencing immunosuppression

• Pre-emptive therapy

– Regular monitoring of ALT, HBsAg and HBV DNA during treatment, 

with antiviral therapy started when HBV DNA and/or ALT levels rise

• Prophylactic treatment is more effective in preventing reactivation

– 11.5% vs 56% in HBsAg + patients 

– 4.3% vs 23.9% in anti-HBc + patients Huang YH, et al. JCO 2013

Hsu C, et al. hepatology 2008 



Loomba et al. Gastroenterology; 2017 

τροποποιημένο

Έναρξη:

2-4 εβδοµάδες πριν την 

έναρξη της θεραπείας

∆ιάρκεια προφύλαξης

> 6 µήνες µετά το τέλος 

της θεραπείας

> 12 µήνες στην 

περίπτωση του Rituximab

Κατευθυντήριες οδηγίες



Yang et al. Ann Hepatol; 2016

Entecavir vs Lamivudine



Zhang et al. Expert Rev Anti Infect Ther; 2017

HBV reactivation

HBV-related hepatitis

HBV-related death

88%.           90%

100%

61%

Επιλογή θεραπείας



Key points

Wang B, et al Haematologica 2019
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