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Definition



Approach to patients undergoing 
immunosuppressive therapy

Definitions
( HBV reactivation – flare )

Risk factors for HBV 
reactivation 

Agenda



Definition

Flare
vs

Reactivation



Immune suppresion Immune restoration

Increased viral replaction Rise in transaminases

Immune – mediated 
Liver injury

Immunosuppressive 
therapy

Immunosuppression 
withdrawn

Rise or reappearance 
Of HBV DNA from
baseline

Reactivation Complications of Reactivation



HBV Reactivation outcome

Flare -
Hepatitis

Acute 
liver 

failure

Death

Reactivation



Definition of Reactivation



AASLD APASL EASL



HBSAg - positive
EASL 2017APASL 2016AASLD 2018

Known DNA baseline – previosly detectable

-------------->= 100 fold increase>= 100 fold increase

Known DNA baseline -- previosly undetectable 

------------->= 100  IU/ml>= 1000 IU/ml

Unknown DNA baseline

------------->= 20000 IU/ml>= 10000 IU/ml



Anti- HBC positive
EASL 2017APASL 2016AASLD 2018

Development  of detectable HBV DNA /

OR Development of HBS Ag  positive 
---------------------



Definition of Flare



EASLAPASLAASLD

Not definedALT >= 5 ULN 

and >= 2 fold of 
baseline

ALT >= 3 ULN 

and > 100 U/L



Risk factors for HBV 
reactivation 

Agenda



Host
• Old age

• Male sex

• Cirrhosis

• Underlying disease 
requiring 
immunosuppressin
( Lymphoma-solid 
tumors-
hematopoietic 
stem cell or bone 
marrow 
transplantation )

virus

• High baseline 
HBV DNA

• HBeAg –positive

• HBV genotype c 

• Coinfection ( HCV 
– HDV )

Immunosuppressiv
e therapy

• High –risk

• Moderate – risk

• Low – risk



Immunosuppressive 
therapy

High risk :

> 10 %
Moderate risk :

1– 10 %
Low risk:

< 1 %



Approach to patients undergoing 
immunosuppressive therapy

Agenda



1. Who should be screened?
2. What will be screened ?
3. How to treat ?
4. How to monitor ?



EASL 2017 APASL 2016 AASLD 2018 

ALL candidate for chemotherapy and immunosuppressive 
therapy 

Should be screened for HBV markers prior to 
immunosuppression

 HBS Ag
 Anti-HBC 
 Anti-HBS



Patient- groups

HBs Ag –
Anti HBC-
Anti HBs-

(Seronegative )

HBS Ag positive
HBS Ag  -

Anti HBC +
Anti HBS +/-



1-HBV seronegative

APASLEASLAASLD

VaccinationVacccination-------------------------

 Higher doses may be required to achieve Anti HBS 
responce

HBS Ag - , Anti HBC - , Anti HBS -



2- HBS Ag positive
APASLEASLAASLD 

Management                                              Treatment ( Anti HBV prophylaxis )

---------------------------7 days before the 
onset of 
immunosuppressive 
therapy

When to
start

6 – 12 months12 months 
18 months ( Rituximab 
–based regimens )

6 – 12 months 
After discontinuaton
immunosuppression

When to 
finish

Lamivodin reduced 
HBVr – and mortality 
ETV – TF ( prolonged 
immunosuppression 

Enticavir – TenofovirEntecavir - TenofovirPreferable
drug 



3 –Anti HBC positive 

 Should HBV DNA be Tested 
before immunosuppression ?



3 –Anti HBC positive 
APASLEASLAASLD

HBS Ag - , Anti HBc +
patients  should be 
tested for HBV DNA 
before 
immunosuppression 

HBS Ag - , Anti HBC + 
patients can be tested 
for serum HBV DNA 
before 
immunosuppression 

----------------------------------

IF viremic (HBV DNA detectable )
should be treated as HBS Ag positive



3 –Anti HBC positive 
APASLEASLAASLD

On – Demand  stategy:
Monitoring HBV DNA /HBS Ag ,and ALT every 1- 3 months during 
immunosuppression

Exeption : High risk group (> 10 % ) :
 Anti- CD 20 antibody therapy ( Rituximab ) 
 Undergoing bone marrow or stem cell transplantation

Anti- HBV prophylaxis is recommended



Ustekinumab
What about it ?



ustekinumab
IL 1
IL 6
IL 8

TNF

HBV



What immunosupressions were 
mentioned in guidelines ?

APASLEASLAASLD

 Chemotherapy

Molecular target 
therapy  (cancer )

 immunosuppression

 Chemotherapy

 Immunosuppression

 Chemotherapy

 Immunosuppression

Ustekinumab was not mentioned in the guidelines



Immunomodulater

Biologics
Chemotherapy

Immunosuppression



UST & HBV

Evidence based 
Medicine


	Slide Number 1
	Slide Number 2
	Definition
	  Immune suppresion           Immune restoration
	HBV Reactivation outcome
	Slide Number 6
	Slide Number 7
	HBSAg - positive
	Anti- HBC positive
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	1-HBV seronegative
	2- HBS Ag positive
	3 –Anti HBC positive 
	3 –Anti HBC positive 
	3 –Anti HBC positive 
	Slide Number 24
	Slide Number 25
	 What immunosupressions were mentioned in guidelines ?
	Slide Number 27
	Slide Number 28

