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Abstract

Introduction: Hepatitis B reactivation is a rare complication of hepatitis B
(HBV), which is often triggered by immunosuppressive therapy, however its
occurrence can be spontaneous. Its prognosis is often unfavorable due to com-
plications as of acute hepatitis, in particular fulminant hepatitis. Comments:
Case 1: A 49-year-old male followed for hepatitis B virus-induced cirrhosis
under Tenofovir 300 mg/d and, was admitted with cholestatic jaundice in
whom the diagnosis of severe acute hepatitis secondary to hepatitis B reacti-
vation was retained. However, apart from treatment interruption, there were
no other contributing factors. Evolution was unfavorable with the onset of he-
patic encephalopathy of which the patient succumbed. Case 2: A 40-year-old
male known diabetic patient, followed for chronic inactive hepatitis B virus
(HBV) carriage, was hospitalized for exploration of jaundice associated to
physical asthenia, in whom the diagnosis of acute hepatitis secondary to viral
reactivation B was retained; the etiological factors found in this patient were
unmonitored diabetes and HIV infection. Evolution was favorable after
tenofovir intake. Case 3. A 44-year-old male followed for HBV cirrhosis under
no treatment, was admitted with ascites and jaundice in whom diagnosis of
severe acute hepatitis secondary to viral reactivation B was retained. No con-
tributing factor was found in the patient. He benefited from treatment based
on Tenofovir 300 mg/day, but the evolution was unfavorable due to the onset
of hepatic encephalopathy of which the patient succumbed. Conclusion: Hep-
atitis B reactivation is a rare and dreaded complication of HBV infection. It is
often triggered by immunosuppressive therapy or acquired immunosuppres-
sion. However, it is important to consider that its occurrence can be sponta-
neous even in the absence of a contributing factor.
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1. Introduction

Hepatitis B is an inflammatory disease of the liver caused by the HBV. HBV is an
enveloped virus containing partially double-stranded circular DNA from the
Hepadnaviridae family [1]. Hepatitis B reactivation is characterized by a sudden
increase of HBV replication in a patient with a chronic inactive carriage or who
has achieved seroconversion. Although HBV reactivation can occur spontane-
ously, it usually occurs after chemotherapy, immunosuppression, or impaired im-
mune function [(human immunodeficiency virus infection) (HIV)] [2]. Clinical
presentation can vary, ranging from an asymptomatic clinical presentation to se-
vere acute hepatitis or even fulminant hepatitis leading to death. We report 3 cases
of acute hepatitis B reactivation unrelated to immunosuppressants intake, the out-

come of which was unfavorable in 02 cases.

2. Comments

CASE 1

Mr. M.D.D., was a patient of 49 years, with follow-up of 3 years in the hepato-
gastroenterology department of the Aristide le Dantec hospital for 03 years for
hepatitis B virus-induced cirrhosis B with a Child-Pugh score of A5 under Tenofo-
vir 300 mg/d. Initial viral load was of 2430 IU/ml before treatment, then undetect-
able at twelve months after starting Tenofovir 300 mg/d.

He was admitted for non-febrile cholestatic jaundice with acute evolution asso-
ciated to physical asthenia.

Physical examination showed moderate ascites in which exploratory paracen-
tesis brought back a citrine yellow liquid, poor in protein (20 g/1) and paucicellular
(102 el/m?) after cytochemical analysis.

Biological tests found strong liver cytolysis with AST level of 1010 U/I (29 N)
and ALT level of 1090 U/I (28 N), cholestasis with predominantly conjugated hy-
perbilirubinemia with level of 226 mg/l, elevation of PAL with level of 972 U/I
(7.77 N) and gammaglutamyl transferase level of 228 U/I (6 N), liver failure with
incoagulable PT and hypoalbuminemia at 28 g/I1.

Abdominal ultrasound revealed a dysmorphic liver with irregular contours
with no focal lesions suspicious of malignancy nor dilatation of the intra and extra
hepatic bile ducts therefore eliminating an extra hepatic obstructive origin of cho-
lestasis. The diagnosis of acute hepatitis was confirmed. Concerning etiology, toxic
and drug causes were eliminated during assessment, a secondary infection with
other hepatotropic viruses (HAV, HEV, HDV, HCV) was also eliminated (nega-
tive serologies). Hepatitis B reactivation was confirmed before positivity of IgM-
type anti Hbc antibodies, and novo detection of HBV DNA which was of 28,800
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UI/L. There were no contributing factors found in the patient (negative HIV se-
rology, no diabetes, serum protein electrophoresis was normal).

Therapeutically, Tenofovir 300 mg/d was restored associated to vitamin K sup-
plementation. The evolution on D3 of hospitalization was marked by the occur-
rence of fulminate hepatitis with onset of hepatic encephalopathy to which the pa-
tient succumbed on day 5 of hospitalization.

CASE 2

We report the case of Mr. S.D, 40 years old male, with high blood pressure for
03 years under Losartan100/Hydrochlorothiazide 25 (1 tab/d), known diabetic for
more than 13 years under Metformin 850/ Vildagliptin 50 (1 tab/d) with chronic
carriage of HBV for 01 years with no treatment whose last viral load carried out 5
months before hospitalization was of 1780 IU/ml with normal liver function
panel. He was admitted for pruritus associated to jaundice.

On physical examination at admission, cholestatic-like jaundice, hyperglycemia
of 2.3 g/l and intense physical asthenia were noted.

Biological findings showed strong liver cytolysis with ALT level of 1810 U/I (51
N) and AST level of 1350 U/I (33 N), biological cholestasis with total hyperbiliru-
binemia of 98 mg/l predominantly conjugated and an elevation of GGT of 608 U/l
(12 N) and PAL 0f 299 (1.7 N).

There was no liver failure, PT was normal with 77% and the albuminemia was
normal with level of 36 g/

Abdominal ultrasound was normal. Diagnosis of acute cytolytic and cholestatic
hepatitis was upheld. Concerning etiology of acute hepatitis, toxic, alcoholic and
drug origin was eliminated as there was no notion of alcohol consumption or hepa-
totoxic drug intake. Secondary infection caused by hepatotropic viruses (A, E, C,
D) was also eliminated (the viral serologies were negative).

Hepatitis B reactivation was upheld before the positivity of IgM type anti Hbc
antibodies associated to a high viral DNA load of 795,000/ml, Hbe antigen was
negative and anti Hbe antibodies were positive.

Searching for triggering factors of hepatitis B reactivation, retroviral serology
was performed and was positive for type 1 anti-HIV antibodies. The patient un-
derwent Tenofovir 300 mg/d treatment, and all potentially hepatoxic drugs were
interrupted. Evolution under treatment was marked by a regression of jaundice
and physical asthenia, biologically there was a regression of cytolysis and choles-
tasis on the fourteenth day of hospitalization.

CASE 3

We report the case of Mr. MD, a 44-year-old male, followed for hepatitis B in-
duced cirrhosis for 3 months with undetectable viral load (<26 IU/ml) at the time
of diagnosis under no treatment.

He was admitted with jaundice and abdominal swelling. On clinical examina-
tion at admission, the patient presented with moderate free ascites, cholestatic jaun-
dice and hepatomegaly.

Biological tests found liver cytolysis with AST level of 1870 U/I (47 N) and ALT
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level of 1020 U/I (25.5 N), biological cholestasis with predominantly conjugated
hyperbilirubinemia of 212 mg/l, elevated GGT of 179 U/I (3 N) associated to liver
failure with PT of 31% and hypoalbuminemia of 24 g/l. The cytochemical study
of ascitic fluid showed, it was poor in protein (13 g/1) and paucicellular (56 el/m?).
Abdominal ultrasound was in favor of a dysmorphic liver with irregular contours
and a heteromultinodular echostructure.

Abdominal CT did not show signs of degeneration into hepatocellular carci-
noma.

Diagnosis of acute hepatitis on cirrhosis was upheld. Concerning the cause,
medical assessment enabled to eliminate toxic, drug induced and alcoholic etiol-
ogies. Viral secondary infection linked to other hepatotropic viruses (HAV, HEV,
HCV, HDV) was also eliminated (negative serology).

Hepatitis B reactivation etiology was most likely before the positivity of anti
Hbc antibodies of IgM type and the high viral replication with a HBV DNA load
of 628,000 IU/ml. There were no contributing factors found in the patient (nega-
tive HIV serology, no diabetes, serum protein electrophoresis was normal). The
patient received Tenofovir 300 mg/d, an antipruritic treatment (Hydroxyzine 25
mg/d) and vitamin K supplementation. The evolution under treatment was marked
by the onset of stage 4 hepatic encephalopathy on the sixth day of hospitalization,
leading to death on the tenth day of hospitalization.

3. Discussion

HBV reactivation occurs in many situations in which a person with mild or inac-
tive hepatitis B is exposed to immunosuppressive agents or during immune defi-
ciency [2]. Apart from epidemiological variables such as young age and male gen-
der, which could favor the occurrence of viral reactivation, the main factors asso-
ciated with this risk are chemotherapy, corticosteroid therapy, immunosuppres-
sants and pregnancy.

Patients with a hematologic malignancy and receiving a chemotherapy regimen
including high doses of corticosteroids have a higher risk (67%) of viral reactiva-
tion than those with a malignant solid tumor, particularly digestive, treated by a
chemotherapy protocol deemed less aggressive and not including corticosteroids
(40%) [3].

In our patients, Treatment interruption was noted in case 1, HIV infection and
unmonitored diabetes were noted in case 2. There were no contributing factors in
case number 3.

None of our patients were exposed to immunosuppressive therapy, corticoster-
oids, or chemotherapy. The initial serological profile of infection and viral load
also determine the risk of viral reactivation. Patients who are chronic carriers of
HbsAg are at higher risk than patients with seroconversion with an anti-HBs Ab
level > 10 IU/L (2% to 3%). Viral reactivation seems to be earlier in HBsAg carriers
than in patients with seroconversion (mean 2 - 3 months vs. 19 months) [4] [5] as

well. Concerning serological profiles, HbsAg and anti Hbc antibodies of IgM type

DOI: 10.4236/0jgas.2025.1512066

719 Open Journal of Gastroenterology


https://doi.org/10.4236/ojgas.2025.1512066

A.B. Fall et al.

were positive, on the other hand, anti Hbs Abs were negative in all patients. Recent
studies suggest a direct correlation between the pre-treatment serum concentra-
tion of HBV DNA and the risk of viral reactivation. Indeed, a viral load greater
than 50,000 IU/ml would be associated with a high risk of reactivation [6]. In our
patients, the pre-therapeutic viral DNA was less than 50,000 in all patients. The
clinico-biological spectrum of reactivation is variable, ranging from an isolated
increase in viremia and/or transaminases to fatal fulminant forms. These severe
forms are most often encountered in the immuno-restoration phase following the
discontinuation of immunosuppressive treatment. Viral reactivation can also lead
to aggravation of fibrotic lesions which can thus decompensate underlying cirrho-
sis [7] [8]. In our observations, an array of acute hepatitis was noted in all patients,
it was severe with the onset of hepatic encephalopathy determining fulminant
hepatitis in cases 1 and 3. Reactivation also favored decompensation of cirrhosis
with asitic manifestation in cases 1 and 3.

In case of symptoms linked to hepatitis, death occurs in 5% to 40% of subjects
carrying HBsAg. Patients with underlying cirrhosis are at risk of acute complica-
tions of cirrhosis [8]. In our observation, death occurred in cases number 1 and 3
with the following factors associated with death: cirrhosis, hepatic encephalopa-
thy, low PT and hyperbilirubinemia greater than 200 mg/l. Concerning therapy,
the management of viral reactivation is mainly based on prophylaxis by the intro-
duction of a pre-emptive treatment as soon as an immunosuppressive therapy is
started [9]. Delayed antiviral therapy started after HBV reactivation may not be
able to prevent worsening of hepatitis. This is because antiviral treatment takes a
few weeks to reduce viral load levels, time during which there is progression of
inflammation and hepatic necrosis [10]. Studies have shown that prophylactic an-
tiviral treatment is more effective than delayed therapy [11]. Delayed therapy was

carried out in all our patients, and the evolution was favorable in only one case.

4. Conclusion

Viral B reactivation is a rare complication of hepatitis B, which is often triggered
by immunosuppressive therapy; however, its occurrence can be spontaneous even
in the absence of predisposing factors. It can be revealed by an array of acute hep-
atitis that can progress to fulminant acute hepatitis leading to death. Its manage-
ment is mainly based on prevention by the establishment of a pre-emptive treat-
ment as soon as an immunosuppressive treatment or a deferred therapy is started

as soon as the reactivation is diagnosed.
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