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Abstract

Introduction: Autoimmune hepatitis–primary biliary cholangitis (AIH–PBC) M overlap syndrome affects 10–20% of patients with either disease, 
blending features of both and complicating therapy. Long-term outcomes include cirrhosis, portal hypertension, and variceal bleeding.
Case report: A thirty-three-year-old female, not a known case of any chronic illness presented nine years back with abdominal pain which was 
symptomatically treated and ultrasonogram abdomen done at that point of time revealed mild splenomegaly, for which no definitive treatment 
was started. One year later, she again developed pain abdomen, generalized fatigue and abdominal distension. She was seen by local private 
practitioner, on whose advice, routine evaluation revealed anemia, thrombocytopenia, mildly raised transaminitis with ratio reversal, low serum 
albumin level. The ultrasound abdomen showed small coarse liver, splenomegaly and ascites. After stabilization, liver biopsy was done which 
confirmed the diagnosis of Primary Biliary Cirrhosis with stage-2, and on serology workup overlap syndrome with autoimmune hepatitis was 
confirmed (ANA 166.42, weakly positive AMA 1:20, IgG 2118 mg/dL). She was started on ursodeoxycholic acid, immunosuppressive therapy, 
diuretics, beta-blockers in addition to symptomatic therapy. She had two endoscopic variceal band ligations for large oesophageal varices. She 
remained stable for next nine years but stopped immunosuppressive treatment on her own for few months and later on again presented with 
increased decompensation in form of excessive fatigue, menorrhagia, ascites, and pedal edema. She was restarted on immunosuppressive 
therapy, in addition to rest previously going treatment. She got stabilized, pedal edema & ascites subsided and fatigue decreased and was 
discharged under haemodynamically stable condition on above therapy. This case illustrates need of regular long-term treatment, including 
immunosuppressive treatment, even in cirrhotic stage for preventing recurrent decompensation.  
Conclusion: AIH–PBC overlap syndrome requires lifelong, multimodal management. Despite initial control, recurrent varices and decompensation 
underscore the need for vigilant endoscopic surveillance, optimized beta-blockade, and consideration of adjunctive therapies (e.g., TIPS) in 
refractory portal hypertension.
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INTRODUCTION

Primary biliary cholangitis (PBC) and autoimmune hepatitis 
(AIH) are distinct diseases with their own characteristics. 
For most patients, distinguishing between the two entities 
is without issue. The presentations in clinical practice that 
raise the question of overlap are variable but may include, 
a biochemical overlap: patients with PBC manifesting a 
“hepatitic” laboratory profile (aspartate aminotransferase 
[AST] or alanine aminotransferase [ALT] values  greater than 
5x the upper limit of normal [ULN]); or patients with AIH who 
exhibit cholestatic liver biochemistry (alkaline phosphatase 
[ALP] greater than 3x ULN or gamma glutamyl transferase 
[GGT] greater than 5x ULN) or an immunologic overlap: patients 
who test positive for anti-mitochondrial anti- bodies (AMAs), 
alongside elevated immunoglobulin G (IgG) values and/or 

positive antinuclear antibodies (ANAs)/anti-smooth muscle 
antibodies (ASMAs); or patients with otherwise classical AIH 
albeit testing positive for AMA or a histologic overlap: florid 
bile duct lesions alongside a lymphoplasmacytic infiltrate 
with interface hepatitis. [1] Up to 25% of patients reported as 
having PBC/AIH overlap are ASMA positive; despite the fact 
that this antibody is found in over 40% of the general adult 
population. Similarly, ANAs can be found in 46% to 47% and 
68% to 100% of PBC patients who are AMA-positive and AMA-
negative PBC, respectively. However, these include antigen-
specific ANA subtypes (anti-gp210 and anti-sp100), [2] which 
are diagnostic of PBC rather than AIH, and stratify a group 
of patients at greater risk of liver disease progression. [3] By 
contrast, approximately 10% of AIH patients are AMA positive.  
Autoimmune hepatitis–primary biliary cholangitis (AIH–PBC) 
overlap syndrome affects 10–20% of patients with either 
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disease, blending features of both and complicating therapy. 
Long-term outcomes include cirrhosis, portal hypertension, 
and variceal bleeding. We present a nine-year course marked 
by initial response, recurrent varices requiring ligation, and 
decompensation—highlighting management challenges.

CASE REPORT

A thirty-three-year-old female, not a known case of any chronic 
illness presented nine years back with abdominal pain which 
was symptomatically treated and ultrasonogram abdomen 
done at that point of time revealed mild splenomegaly, for 
which no definitive treatment was started. One year later, 
she again developed pain abdomen, generalized fatigue 
and abdominal distension. She was seen by local private 
practitioner, on whose advice, routine evaluation revealed 
anemia (haemoglobin 8.8 g/dL), thrombocytopenia (platelet 
count 1 lakh/mm3), serum bilirubin (total bilirubin 1.26 mg/ 
dl), mildly raised transaminitis with ratio reversal (AST 56 U/L, 
ALT 51 U/L), ALP 100 U/L with low serum albumin level (2.4 
gm/dl). The ultrasound abdomen showed small coarse liver, 
splenomegaly and ascites. The viral screen was negative, 
renal function tests, blood sugar levels, thyroid profile, ECG 
and Chest- X-ray was normal. After stabilization, liver biopsy 
was done which confirmed the diagnosis of Primary Biliary 
Cirrhosis with stage-2, and on serology workup overlap 
syndrome with autoimmune hepatitis was confirmed (ANA 
166.42, weakly positive AMA 1:20, IgG 2118 mg/dL). Liver 
biopsy was done, which revealed features suggestive of 
Primary biliary cirrhosis (PBC) with Autoimmune hepatitis 
(AIH) overlap. It showed chronic nonsuppurative destructive 
cholangitis along with interface hepatitis She was started on 
ursodeoxycholic acid, immunosuppressive therapy, diuretics, 
beta-blockers in addition to symptomatic therapy. She had 
two endoscopic variceal band ligations for large oesophageal 
varices. She remained stable for next nine years but stopped 
immunosuppressive treatment on her own for few months 
and later on again presented with increased decompensation 
in form of excessive fatigue, menorrhagia, ascites, and pedal 
edema. She was restarted on immunosuppressive therapy, in 
addition to rest previously going treatment. She got stabilized, 
pedal edema & ascites subsided and fatigue decreased and 
was discharged under haemodynamically stable condition on 
above therapy. This case illustrates need of regular long-term 
treatment, including immunosuppressive treatment, even in 
cirrhotic stage for preventing recurrent decompensation.
 
DISCUSSION

The overlap syndromes occur in 3% -7% of patients with 
autoimmune liver disease.[4] Patients with overlap syndromes 
usually present with nonspecific symptoms, including fatigue, 

arthralgias and myalgias. A biochemical profile of hepatitis 
typically coexists with cholestatic laboratory changes. [5] It 
remains unclear whether these overlap syndromes form 
distinct disease entities or are only variants of the major 
immune hepatopathies. [6,7] PBC, also known as chronic 
nonsuppurative destructive cholangitis, is a disease mainly 
involving intrahepatic bile ducts. Its diagnosis is established 
on basis of cholestatic serum enzyme pattern, serum AMA and 
PBC-specific AMA- M2 and a compatible histology including bile 
duct lesions. Treatment of the patient with ursodeoxycholic 
acid (UDCA) can slow down the course of the disease, but till 
today, no drug is available which can stop the progression of 
PBC. [8] AIH is a chronic inflammatory disorder characterised 
by periportal inflammation, hypergammaglobulinemia, 
circulating autoantibodies and necrosis of the liver. It can 
affect any age group. In hypergammaglobulinemia, mainly 
IgG levels are raised. On histological examination, interface 
hepatitis is hallmark of the disease. These cases have a 
favourable response to steroid therapy. Patients with features 
of AIH and PBC who have a serum alkaline phosphatase level 
less than two-fold ULN respond well to corticosteroid therapy 
as patients with classical autoimmune hepatitis. [9] In contrast, 
patients with the AIH- PBC overlap syndrome patients 
having serum alkaline phosphatase levels ≥ 2-fold ULN are 
commonly treated with corticosteroids in combination with 
low-dose ursodeoxycholic acid. This treatment improves 
serum ALP, GGT and ALT levels and limits hepatic fibrosis. [10] 
In end-stage disease, liver transplantation is the treatment. 
This nine-year trajectory reflects the heterogeneous natural 
history of AIH–PBC overlap. Early biochemical stability on 
UDCA and immunosuppression was overshadowed by 
persistent portal hypertension, necessitating two EVLs. 
Recurrent large varices (despite ligation and beta-blocker 
therapy—suggests progressive fibrosis or inadequate portal 
pressure control. Carvedilol, chosen for its superior splanchnic 
vasodilation, did not prevent decompensation, possibly 
due to steroid withdrawal, menorrhagia-related anemia, 
or cirrhosis progression. This aligns with literature showing 
higher re-bleeding risk in overlap syndrome compared with 
isolated PBC or AIH. Early TIPS placement or non-selective 
beta-blocker titration might have altered the course, though 
evidence remains anecdotal. Long-term immunosuppression 
withdrawal remains controversial—some centers advocate 
low-dose continuation to suppress hepatocellular damage, 
while others prioritize liver fibrosis progression.

CONCLUSION

Patients with overlap syndromes mainly present with 
nonspecific symptoms, including fatigue, arthralgias and 
myalgias, thus meriting strict vigilance by treating team. 
Timely diagnosis has a significant impact on the treatment of 
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patients leading to decrease in the need of liver transplantation 
and improved survival. AIH–PBC overlap syndrome requires 
lifelong, multimodal management. Despite initial control, 
recurrent varices and decompensation underscore the need 
for vigilant endoscopic surveillance, optimized beta-blockade, 
and consideration of adjunctive therapies (e.g., TIPS) in 
refractory portal hypertension. This case supports close 
follow-up beyond biochemical remission.
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