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ABSTRACT

Cholestatic hepatitis is an uncommon but clinically significant manifestation of acute hepatitis B virus (HBV) infection,
characterized by prolonged jaundice, impaired bile flow, and severe pruritus. The role of corticosteroids in HBV-related
cholestasis remains controversial due to concerns about immunosuppression and viral reactivation. We report a 52-year-old
hypertensive man with acute HBV infection who developed persistent cholestasis with a peak bilirubin of 32.1 mg/dL. Despite
treatment with tenofovir alafenamide, ursodeoxycholic acid, and cholestyramine, no improvement was observed. Initiation of
oral prednisolone (40 mg daily) led to rapid resolution of pruritus within one week and significant bilirubin reduction to 5.8
mg/dL in two weeks. Steroids were tapered over five weeks, with complete biochemical recovery. At 12-weeks follow-up, the
patient achieved HBsAg seroconversion and undetectable HBV DNA. This case suggests corticosteroids may benefit selected
patients with refractory cholestatic hepatitis B.
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1. INTRODUCTION largely due to long-term complications like cirrhosis and
hepatocellular carcinoma?.

Acute viral hepatitis is a widespread liver HBV is highly prevalent in regions including
condition caused by hepatotropic viruses such as sub-Saharan Africa, Southeast Asia, and parts of the
hepatitis A (HAV), B (HBV), C (HCV), D (HDV), and Western Pacific, where infection rates exceed 8%. An
E (HEV). HAV and HEV are primarily transmitted estimated 254 million individuals worldwide live with
through the fecal-oral route, while HBV, HCV, and chronic HBV infection®*. Most acute HBV cases are
HDV spread via blood and body fluids, with the asymptomatic or present without jaundice, while others
potential to cause both acute and chronic liver disease'. develop symptoms such as fatigue, nausea, jaundice, and
Globally, viral hepatitis remains a major health concern, elevated liver enzymes. Although rare, acute liver failure
accounting for approximately 1.1 million deaths in 2022, can occur and carries significant mortality risk”.
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Cholestatic  hepatitis is an uncommon
complication of acute Hepatitis B infection,
characterized by impaired intrahepatic bile flow that
results in progressive hyperbilirubinemia, pruritus, and
prolonged jaundice disproportionate to the extent of
hepatocellular injury.® Although corticosteroids have
been shown to shorten the course of prolonged
cholestasis associated with Hepatitis A infection, their
role in HBV-related cholestasis remains considerably
less well defined and is further complicated by the
theoretical ~ risks of  wviral reactivation  and
immunosuppression.” This balance between achieving
symptomatic relief through immunomodulation and
preserving virological control constitutes the central
clinical challenge in the management of cholestatic HBV
infection. Here, we report a case of acute HBV-
associated intrahepatic  cholestasis refractory to
conventional therapy that demonstrated a rapid clinical
response  to  oral  prednisolone  administered
concomitantly with antiviral treatment, thereby adding to
the limited evidence supporting this therapeutic strategy.

II. CASE REPORT

A 52-year-old hypertensive, non-diabetic man
presented with an 8-weeks history of progressively
worsening jaundice associated with severe pruritus. He
had initially been evaluated at a tertiary care center,
where acute hepatitis B virus (HBV) infection was
diagnosed on the basis of markedly elevated liver
enzymes and positive serological markers (Table 1). He
had no prior history of liver disease and denied
recognized risk factors, including intravenous drug use,
blood transfusion, recent invasive procedures, or
unprotected sexual exposure. Despite the absence of
identifiable risk factors, the clinical presentation and
laboratory findings were consistent with newly acquired
acute HBV infection, although the precise source of
transmission remained uncertain.

On physical examination, the patient had
marked icterus involving both the sclera and skin, along
with mild hepatosplenomegaly. There were no stigmata
of chronic liver disease, such as spider angiomas,
lymphadenopathy, or  hepatic  encephalopathy.
Laboratory  investigations = demonstrated  severe
conjugated hyperbilirubinemia, with a total bilirubin
level of 29.9 mg/dL, significantly elevated alanine
aminotransferase (ALT) of 770 IU/L and aspartate
aminotransferase (AST) of 267 IU/L, and mildly
elevated alkaline phosphatase (ALP) and gamma-
glutamyl transferase (GGT). Serum albumin and
international normalized ratio (INR) were within normal
limits, indicating preserved hepatic synthetic function.
Abdominal ultrasonography revealed a hypoechoic liver
without evidence of biliary obstruction.

Although liver biopsy was considered, it was
ultimately deferred because of the markedly elevated
bilirubin level and the associated risk of coagulopathy-
related complications, the clear serological diagnosis of
acute HBV infection, the characteristic clinical and
biochemical profile of intrahepatic cholestasis, and the
absence of features suggestive of an alternative diagnosis
requiring histological confirmation. This decision was
reviewed and endorsed by the treating hepatology team.

Initial management consisted of tenofovir
alafenamide (TAF) 25 mg once daily, ursodeoxycholic
acid (UDCA) 300 mg twice daily, and cholestyramine 4
g twice daily. Antiviral therapy with TAF was initiated
in view of the markedly elevated bilirubin level (>10
mg/dL) and high HBV DNA viral load (7.73 x 10°
IU/mL), in accordance with current guidance
recommending antiviral therapy in severe acute HBV
infection characterized by significant
hyperbilirubinemia, even in the absence of overt
synthetic dysfunction.® UDCA was prescribed to
enhance bile acid secretion and mitigate cholestatic
injury, while cholestyramine was added for symptomatic
relief of pruritus.

After two weeks of treatment, the patient
showed no clinical improvement. Repeat laboratory
testing demonstrated a further rise in total bilirubin to
32.1 mg/dL, with persistent severe pruritus significantly
impairing quality of life (Table 2). In view of the failure
of conventional cholestatic therapy, the absence of an
alternative diagnosis, and previously documented use of
corticosteroids in HAV-related prolonged cholestasis,
oral prednisolone 40 mg/day was added to the ongoing
antiviral regimen. Blood glucose monitoring was
initiated because of the patient’s hypertensive status and
corticosteroid exposure.

Within one week of initiating prednisolone, the
patient experienced marked symptomatic improvement,
particularly in pruritus. Serum bilirubin declined rapidly
to 5.8 mg/dL within two weeks, at which point the
prednisolone dose was reduced to 20 mg/day. Gradual
tapering was continued over the following weeks, and
prednisolone was discontinued after a total treatment
duration of five weeks. At the completion of steroid
therapy, total bilirubin had normalized to 1.8 mg/dL,
ALT had decreased to 40 IU/L, and ALP to 68 IU/L
(Table 2). No corticosteroid-related adverse effects—
including hyperglycemia, blood pressure instability, or
clinical deterioration—were observed during the
treatment period.

At 12-weeks follow-up, the patient remained
completely asymptomatic, with sustained loss of
HBsAg, undetectable HBV DNA (<10 IU/mL by real-
time PCR), and no biochemical evidence of hepatitis
relapse. HBsAg seroconversion in the setting of acute
HBV infection represents a favorable immunological
outcome and is consistent with effective viral clearance.
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Table 1: Viral markers of iatient.

HBsAg

Positive

Anti-HBc IgM

Positive

HBV DNA (real-time PCR)

7.73 x 10° IU/mL

Anti-HEV IgM Negative
Anti-HAV IgM Negative
Anti-HCV Negative

HBYV = hepatitis B virus; PCR = polymerase chain reaction.

Table 2: Liver function tests of patient.

Parameters 23 0ct2025 | 31 Oct 2025 13 Nov 2025 29 Nov 2025 19 Dec 2025
S. Bilirubin (mg/dL) 13.5 29.9 32.1 5.8 1.8
ALT/SGPT (IU/L) 710 770 684 238 40
AST/SGOT (IU/L) — 267 — — —
ALP (IU/L) 185 187 158 137 68
GGT (IU/L) — 78 — — —
PT (seconds) 12 13.6 12.9 13 12
Albumin (g/dL) 3.7 3.8 3.6 3.8 3.9

ALT = alanine aminotransferase; AST = aspartate aminotransferase; ALP = alkaline phosphatase; GGT = gamma-

glutamyl transferase; PT = prothrombin time.
III.  DISCUSSIONS

This case report describes an uncommon
presentation of intrahepatic cholestasis complicating
acute hepatitis B virus (HBV) infection, which showed
rapid resolution after the addition of oral prednisolone to
ongoing antiviral therapy. Several important clinical
issues emerge from this case, including the
epidemiology and pathophysiology of cholestatic HBV,
the potential risks and benefits of corticosteroid therapy,
evidence from similar published cases, and the clinical
significance of subsequent HBsAg seroconversion.

HBYV infection continues to represent a major
global health burden, with an estimated 254 million
people living with chronic infection and approximately
1.2 million new infections occurring annually.? The
burden is particularly high in low- and middle-income
countries, especially across sub-Saharan Africa and
Asia.  Cholestatic  hepatitis is an uncommon
manifestation of acute HBV infection, reported in
approximately 5-10% of symptomatic cases.®.® It is
typically characterized by marked hyperbilirubinemia,
bilirubinuria, severe pruritus, and prolonged jaundice
despite preserved extrahepatic biliary flow. This clinical
course often results in prolonged hospitalization,

significant patient discomfort, and increased healthcare
costs.

The pathogenesis of intrahepatic cholestasis in
acute HBV is thought to be predominantly immune
mediated. Cytotoxic T-cell-driven hepatocyte injury
leads to the release of inflammatory cytokines, which
suppress critical bile acid transporters, including NTCP,
BSEP, and MRP2.!° !! 12 The resulting impairment of
bile excretion causes intracellular accumulation of bile
acids, which may further aggravate hepatocellular injury.
In addition, bile acids themselves can influence immune
signaling pathways, suggesting a  bidirectional
interaction  between  cholestasis and  immune
dysregulation.

The use of corticosteroids in active HBV
infection remains controversial because of the potential
risks of immunosuppression, including enhanced viral
replication and disease flare."® In the present case, these
risks were likely mitigated by several favorable factors,
namely concurrent antiviral therapy with tenofovir
alafenamide, preserved hepatic synthetic function, and
the use of a short tapered course of prednisolone. The
absence of clinical deterioration and the eventual
achievement of HBsAg seroconversion support effective
viral control and subsequent immune recovery.'*
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Although evidence supporting corticosteroid
therapy in HBV-related cholestasis remains limited,
available case reports suggest that selected patients may
experience rapid clinical improvement when adequate
antiviral coverage is provided. Tanaka et al. described a
similar case of cholestatic acute HBV infection in which
bilirubin levels declined rapidly after short-course
prednisolone, followed by HBsAg clearance, findings
that closely parallel our case.!”” Likewise, Coppola et al.
reported favorable outcomes in a small series of severe
acute HBV cases treated with corticosteroids,
emphasizing the importance of simultaneous antiviral
therapy.'®

In contrast, the evidence base for corticosteroid
use in hepatitis A virus (HAV)-related prolonged
cholestasis is more substantial. A systematic review by
Alebaji et al. demonstrated consistent clinical and
biochemical improvement with prednisolone or
methylprednisolone across multiple case reports, with
normalization of bilirubin generally occurring within
four to eight weeks.” While the mechanisms of
cholestasis in HAV and HBV share similarities, a crucial
distinction lies in the absence of ongoing viral
replication in HAV, which is typically a self-limited
infection. This makes corticosteroid therapy inherently
safer in HAV than in HBV and underscores why
concurrent antiviral therapy is essential when
corticosteroids are considered in HBV-associated
cholestasis.

Ursodeoxycholic acid (UDCA) has also been
explored as a therapeutic option in cholestatic hepatitis.
Although some studies suggest modest biochemical
benefits through hydrophilic bile acid replacement and
hepatoprotective effects,'” its efficacy in severe acute
HBV-related cholestasis remains uncertain. This was
reflected in our patient, who showed no meaningful
clinical or biochemical response after two weeks of
UDCA therapy.

Finally, the sustained HBsAg seroconversion
observed in this patient strongly indicates successful
viral clearance. The rapid symptomatic and biochemical
response following corticosteroid therapy further
supports an immune-mediated mechanism of cholestasis
and highlights the potential role of carefully selected
immunomodulatory therapy in specific cases.

IV.  CONCLUSION

Acute HBV with intrahepatic cholestasis is
challenging when standard therapy fails. A short
corticosteroid course under antiviral cover may be
effective, reflecting immune-mediated disease. Use
potent antivirals like tenofovir alafenamide to prevent
reactivation. Recommend careful selection, close
monitoring, and further research to define optimal
dosing, duration, and clear treatment guidelines.
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