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Evolution of LT for HBV in Europe
93,534 Adult Recipients May 1968 – December 2013 
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Proportion of LT for HBV Among Overall indications
63,897 Adult Recipients January 2000 – December 2013 

HBV



Etiology of liver diseases leading to liver transplantation
ISMETT experience – 1000 pts
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Patient Survival after LT for HBV Compared to the Others
63,737 Adult Recipients January 2000 – December 2013 
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5 yrs patient survival after LT in ISMETT 
HBV+ vs other etiologies 
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5 yrs survival for HBV+ pts after LT 
Change outcome over a decade



Katz et al. Transpl Infect Dis 2009

Overall mortality
Combination treatment vs HBIG alone



LAMIVUDINE + HBIGLAMIVUDINE + HBIG

Authors N° LAM     pre-
LT (months)

HBV DNA -
at LT (%)

HBIG route of 
administration

HBV 
recurrence

(%)

Markowitz (1998) 14 3 93 IV 0

Yao (1999) 10 8.6 80 IV then IM 10

Yoshida (1999) 7 NR 100 IM 0

Angus (2000) 37 3.2 NR IM 3

Marzano (2001) 33 4.6 100 IV 4

McCaughan (1999) 9 0 NR IM 0

Rosenau (2001) 21 4.6 77 IV 10

Roche (2003) 15 4.6 73 IV 7

Han (2000) 59 NR NR IV 0

Seehofer (2001) 17 106 71 IV 18



Lamivudine

Adefovir Telbivudine

Tenofovir

1990 1997 2002 2005 2006 2008

Entecavir

Prevention of HBV recurrence after LT 
The landscape 

HBIG



OLT

NUC(s)*
HBIG

4

HBsAg

No hepatitis B (HBsAg-)

Liver transplantation in HBV+ patients 
Combined prophylaxis (NUCs+HBIG)



HBsAg+ recipient

Anhepatic phase HBIG 10.000 U. i.v.
Daily from 2 to 7 day HBIG 5.000 U. i.v.

HBV-DNA neg.OLT

Since day 1 oral NA
Since day 90 HBIG 1.000 U. i.m./s.c. monthly

Long-term prophylaxis for HBV recurrence post-LT
ISMETT protocol

AntiHBs titer ≥100 UI



5 yrs patient survival after LT in ISMETT 
HBV+ vs other etiologies 
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HBV recurrence after LT in Italy
1983-2011 2011

2,260 128

HBV	recurrence	after	LT	 98	(4%) 0
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Long-term prophylaxis for HBV recurrence post-LT
ISMETT protocol

HBIG i.m.
HBIG s.c.

HBIG i.v.

201020061999

From day 1 oral NA
From day 90 long-term HBIG



Self administration of subcutaneous HBIG

Yahyazadeh et al Transplant Intern 2011



HBIG 1000 U monthly

90 daysOLT + 6 days

HBIG iv

“Early” conversion to HBIG
95 pts post-LT

Fix schedule !



Long-term prophylaxis for HBV recurrence post-OLT 

LONG-LIFE

EFFICACY 0% RECURRENCE

- NA + low-dose HBIG



Is	HBIG	still	needed?

Prophylaxis	for	HBV	recurrence	after	liver	transplantation



Costs of HBIg

Huy- Han, Liver Transplantation 2003



Long-term prophylaxis for HBV recurrence post-OLT 
The future

But…SAVE MONEY !!!

LONG-TERM NUCs +  low-dose HBIG 

EFFICACY 

0% RECURRENCE

- NA + low-dose HBIG

- NA only (no HBIG at all)

- NA + HBIG withdrawal



Cholongitas E, World Journal of Gastroenterology 2013

NA	+	HBIG	at	LT	and	then	HBIG	withdrawal



NA	only	(NO	HBIG	at	all)



NA	only	(NO	HBIG	at	all)
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NA	only	(NO	HBIG	at	all)









• Start	patient	on	NA	when	listed	for	LT
• Monitor	HBV-DNA	while	listed

Assess	risk	status

Low-risk	patient
•Undetectable	HBV-DNA	at	LT

•NO	HBIG
•High	potency	NA	(ETV	or	TFV)

High-risk	patient
•Detectable	HBV-DNA	at	LT
•Presence	of	drug-resistant	HBV
•HIV/HDV	coinfection
•HCC	at	LT

•HBIG
•High	potency	NA	(ETV	or	TFV)

Maiwall J Clin Transl Hepatol 2016; 4:54-65
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ELITA clinical practical guidelines 2017

Prevention of HBV reinfection after liver transplantation 
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