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Liver 2017: Terminology and Approach to Hepatitis B Virus
Reactivation in Patients at High Risk
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Dear Editor,

Reactivation of hepatitis B virus (HBV) is a prevalent
and important problem in transplant recipients receiving
immunosuppressive treatment for prevention of organ rejection
or in those who receive chemotherapy for lymphoma or leukemia
(1). It is defined as a sudden increase in HBV replication in patients
with inactive or resolved hepatitis B, in hepatitis B surface antigen
(HBsAg) carriers and HBsAg-negative but anti-hepatitis B core
(HBc)-positive patients (2). The current guidelines recommend
HBV screening in patients who will receive cancer chemotherapy
or immunosuppressive therapy and in those who are candidate for
organ transplantation. All patients with active or inactive disease or
resolved HBV infection are at risk for HBV reactivation in different
degree depending on the type of immunosuppressive therapy.
Treatment recommendations are based on the patients’ risk group
(1,3,4). Reddy et al. (4) have described the recommendation of the
American Gastroenterological Association Institute systematically
about prevention and treatment of HBV reactivation during
immunosuppressive drug therapy in detail.

HBsAg, anti-HBs and anti-HBc total antibody should be screened
prior to initiation of immunosuppressive treatment (5,6,7). There
are some differences in the management of prevention of hepatitis
B reactivation in the literature. VWWe assume that these differences
result from the confusion in nomenclature. In this report, we
aimed to draw attention to the fact that there is a need for using
standardized nomenclature and definition about recommended
therapy for risky population.

In the literature, terms such as “prophylactic”, “pre-emptive”
and “therapeutic” antiviral therapy are used to describe
recommended treatment option for prevention of HBV reactivation
in patients infected with HBV who undergo immunosuppressive
treatment. There is no enough description about the use of
“prophylactic, pre-emptive and therapeutic antiviral therapy” terms
in the current clinical guidelines for hepatitis B, although they
contain recommendations for prevention of reactivation in this
patient populations (5,6,7). The distinction between “prophylactic”
and “pre-emptive” treatment has not been clearly understood in
the European Association for the Study of the Liver (EASL) 2012
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clinical practice guideline. "“Pre-emptive treatment” has been
recommended for HBsAg-positive patients during treatment and
12 months after discontinuation of therapy regardless of HBV
DNA levels (8). The last updated EASL 2017 guideline does not
use the term “pre-emptive treatment” in this patient population
and recommends the use of nucleos(t)ide analogues (NAs) for
prophylaxis and treatment. The guideline recommends pre-
emptive treatment in HBsAg-negative, anti-HBc-positive patients
with moderate or low-risk of HBV reactivation and describes the
meaning of pre-emptive treatment. Initiation of prophylactic NAs
in HBsAg-negative and anti-HBc-positive patients at high-risk
for HBV reactivation has been remarked as recommendation
of some experts in EASL 2012 guideline. EASL 2017 offers
anti-HBV prophylaxis in these patient populations as guideline
recommendation (6).

The Asian Pacific Association for the Study of the Liver (APASL)
guideline on the management of hepatitis B infection recommends
“prophylactic” antiviral therapy in HBsAg-positive cancer patients
and in those who undergo solid organ transplantation or receive
immunosuppressive agents for auto-immune and rheumatic
diseases. The guideline recommends prospective follow-up of
alanine aminotranspherase (ALT) and HBV DNA testing in HBsAg-
negative and anti-HBc-positive patients with undetectable serum
HBV DNA who receive chemotherapy and/or immunosuppression,
regardless of anti-HBs status and treatment with NA therapy
upon confirmation of HBV reactivation before ALT elevation (7).
This strategy was named as “pre-emptive” antiviral treatment
in a literature review by Hwang and Lok (1) in which the most
descriptive definition of recommended therapy for prevention
of HBV reactivation have been made. They have proposed use
of the term “preventive antiviral therapy” as antiviral therapy
started when ALT and/or HBV DNA levels increase and there
are no signs of jaundice or liver failure when antiviral therapy is
initiated in patients receiving immunosuppressive therapy. The
guideline of the American Society of Transplantation (AST) for
viral hepatitis in solid organ transplantation does not recommend
routine antiviral prophylaxis in patients with resolved hepatitis B
infection (HBsAg-negative, anti-HBc-positive + anti-HBs-positive)
who undergo immunosuppressive treatment. However, the AST
recommends initiating “prophylactic antiviral treatment” in patients
with increased risk for HBV reactivation (anti-HBc-positive alone or
intense immunosuppression) or alternately monitoring HBY DNA
and HBsAg level and initiating “pre-emptive antiviral treatment”
if HBsAg becomes positive or if HBV DNA progressively rises (9).
The meaning of the terms of “prophylactic” and “pre-emptive”
antiviral treatment in the AST guideline are similar to those defined
by Hwang and Lok (1). We think that it is better the current
guidelines use this nomenclature and explain the meaning of the
terms when they recommend an approach for the prevention of
HBV reactivation.

A similar confusion is also available in a review about antiviral
treatment in renal transplant patients written by Ridruejo (10).
In the review, “antiviral treatment” has been recommended in
patients with chronic hepatitis B and “prophylactic”, “pre-emptive”
or “salvage therapy” in inactive hepatitis B carriers based on HBV
DNA level and hepatocellular histology. The meaning of the terms

is poorly understood. The other topic we want to point out is the
contradictions in treatment recommendations in the review. Pre-
emptive therapy is recommended in patients with HBV DNA <2000
IU/mL, while prophylactic antiviral therapy is recommended in HBV
DNA-negative patients. We think that the recommendation on pre-
emptive therapy is an imprudent approach especially in HBV DNA-
positive organ transplant patients. The reviewer also recommends
starting treatment at least 2 weeks before renal transplantation
in those with HBV DNA <2000 IU/mL in the section of timing of
initiation of treatment. This suggestion is not compatible with the
definition of prophylactic and pre-emptive treatment.

The EASL 2017 guideline has corrected the terminology
confusion in the previous version. The recommendations of the
updated EASL 2017, AST guideline and the APASL guideline
are parallels to approach to HBV reactivation in high-risk patients
(6,7,9). In the light of the EASL 2017 guideline, prophylactic/pre-
emptive (on-demand) and therapeutic approaches are standardized
according to the patients’ hepatitis B status and the type of
immunosuppressive treatment (6). We think that this algorithm
becomes a reasonable and non-confusing approach to HBV
reactivation.
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