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A Fatal Case of Autoimmune Hepatitis–Primary Biliary Cholangitis Overlap Syndrome in Lomé University Hospital, Togo

Abstract 
Autoimmune hepatitis (AIH) and primary biliary cholangitis (PBC) are two chronic liver diseases whose respective diagnoses are based on well-defined clinical, biological, immunological, and histological criteria. Sometimes, in the same individual, the characteristic signs of these two conditions overlap, either simultaneously in most cases or consecutively in rare cases, resulting in an overlap syndrome. We report a case of chronic cholestasis in a 38-year-old female patient living in Togo, evoking a probable PBC-AIH overlap syndrome complicated by cirrhosis classified as CHILD-PUGH C 12, decompensated in the ictero-edemato-ascitic mode, plus grade 3 esophageal varices with red signs. In the absence of liver transplantation, the evolution was towards death in the context of hepatic encephalopathy.
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Introduction
Cholestasis is a common clinical condition in daily practice [1]. It is defined by a defect in the transport of bile acids from the liver to the intestine [2]. It may evolve in an acute or chronic mode. In clinical practice, the diagnosis of chronic cholestasis is made when there is an increase in serum activity of g-glutamyl transferase (g-GT) and especially alkaline phosphatase (ALP) which has been developing, by convention, for more than six months. The threshold values ​​usually retained are 1.5 times the upper limit of normal (N) for ALP activity and three times N for that of g-GT [3]. This decrease in bile secretion may be related to a pathology of the hepatocyte or the intra- and/or extrahepatic bile ducts [4]. The causes of intrahepatic cholestasis may result from hepatocyte dysfunction or obstructive lesions of the intrahepatic bile ducts [5]. The primary cause of intrahepatic cholestasis is primary biliary cholangitis (PBC). It may be isolated or associated with another autoimmune pathology of the liver, the most common of which is autoimmune hepatitis (AIH), resulting in an overlap syndrome. We report a case of chronic cholestasis evoking a PBC-AIH overlap syndrome in the Hepato-Gastro-Enterology Department of the Campus University Hospital Lomé-Togo, following approval by the Ethics Committee of the Faculty of Health Sciences at the University of Lomé. Written informed consent for publication of patient information was obtained from the patient's husband.
[bookmark: _GoBack]Case Presentation
The patient was a 38-year-old nurse from Niger residing in Togo, admitted in the hepato-gastroenterology department of the Campus University Hospital of Lomé on January 27, 2025, for abdominal distension and jaundice. She was married, G4P3, with two living children, a spontaneous miscarriage in January 2020, and a stillbirth in November 2023. The patient was not enolic and there was no notion of taking medication. The actual onset of symptoms dates back to October 2015, marked by the onset of progressive jaundice, intense pruritus, dark urine, and no discolored stools. This prompted an initial consultation in the hepato-gastroenterology department in January 2016. Clinical examination was normal apart from jaundice and scratching lesions. The biochemical tests carried out in January 2016 showed: biological cholestasis with GGT at 929 IU/L, or 23 N, ALP at 1775 IU/L, or 14 N; total bilirubin (TB) at 130 mg/L, or 11 N, conjugated bilirubin (CB) at 115 mg/L. Cytolysis was also noted, with alanine aminotransferase (ALT) at 215 IU/L (6 N) and aspartate aminotransferases (AST) at 156 IU/L (4 N). The prothrombin time (PT) was 100% and the proteinogram showed normal albumin levels at 42.1 g/l with no beta-gamma block. The liver ultrasound was normal and there was no dilation of the intra- or extrahepatic bile ducts. The patient had not undergone computed tomography or magnetic resonance imaging. The search for viral markers for hepatitis A, B, C, and E was negative. The dosage of autoimmune markers (anti-mitochondrial antibodies, anti-nuclear antibodies, and anti-smooth muscle antibodies) was requested but not performed by the patient in 2016. Between 2016 and 2021, the patient was lost to follow-up and then seen again in July 2021 in an outpatient consultation. During this period, she returned to her native country, where she had her autoimmune markers tested in 2017. Anti-mitochondrial antibodies type M2 were positive at 640U (positivity threshold at 1/40); anti-nuclear antibodies were positive at 1280U (positivity threshold at 1/80) and anti-smooth muscle antibodies were negative. Following these results, her attending physician in Niger put her on prednisolone (30 mg) for three months in 2017, followed by azathioprine (50 mg/day) for four months and cholestyramine (8 g/day). The progression under this treatment was marked by regression of pruritus but persistent jaundice due to non-adherence to treatment, followed by voluntary interruption of treatment in 2021. In July 2021, the patient was seen again at our facility for outpatient consultation, more than five years after her first consultation, due to persistent jaundice. The clinical examination was still normal apart from the jaundice. The results of her biochemical tests are shown in Table 1. In view of these results showing evidence of AIH (positive antinuclear antibodies at 1280U and ALT>5 N) and PBC (positive anti-mitochondrial antibodies M2 at 640U, PAL >5 N and GGT>2 N), the diagnosis of PBC-AIH overlap syndrome was evoked and a liver biopsy was indicated but not performed due to the patient's refusal. The patient was put on ursodeoxycholic acid (UDCA) at a dose of 15 mg/kg/day, i.e 800 mg for a weight of 54 kg. The response to this treatment was marked by an improvement in pruritus but persistent jaundice. The patient was lost to follow-up again and seen again in January 2025. This time, she was admitted for abdominal distension associated with jaundice. Clinical examination revealed hepatocellular insufficiency syndrome (grade 3 ascites, jaundice, asterixis); global hepatomegaly with a firm consistency and a regular anterior surface, painless with a sharp lower edge. Biochemical tests showed a PT of 23.6%, and the proteinogram showed hypo albuminemia at 25.2 g/L with a beta-gamma block. Alpha-fetoprotein level was normal at 1.65 IU/ml. Renal and ionic balances were normal. Oesophagogastroduodenal endoscopy revealed grade 3 esophageal varices (OV) with red signs. Ascites fluid protide level was 18 g/l; Cytology showed no ascites fluid infection. Abdominal CT scan revealed a dysmorphic liver with no signs of carcinomatous degeneration. The diagnosis of a probable overlap syndrome complicated by cirrhosis classified as CHILD PUGH C12 decompensated in the ictero-edemato-ascitic mode with OV grade 3 with red signs and hepatic encephalopathy was made. She was put on beta-blocker, lactulose, and an elastic ligation of the OV was indicated but not performed. Death occurred on the tenth day (D10) of hospitalization in a context of hepatic encephalopathy.


Discussion 
Primary biliary cholangitis, the new name for primary biliary cirrhosis since 2015, is the most common autoimmune cholangiopathy and represents the leading cause of intrahepatic cholestasis. It is characterized by destruction of small bile ducts linked to lymphocytic infiltration. Its prevalence ranges from 10 to 40 per 100,000 inhabitants with a clear female predominance (90% of cases) [6]. The typical form often occurs between the ages of 30 and 65 [7]. Very few studies have been published in sub-Saharan Africa on PBC, where the lack of diagnostic resources may underestimate its frequency. The association of intrahepatic cholestasis and the positivity of specific autoantibodies (anti-mitochondria type 2, anti-gp210, or anti-sp100) is sufficient to diagnose PBC. Therefore, liver histology is not necessary [8]. The age and gender of our patient were consistent with the data in the literature on PBC [6,7]. The diagnosis was evoked by cholestasis and confirmed by positive anti-mitochondrial antibodies at 640U. Biopsy puncture was therefore not essential in this typical form but it would enable the degree of fibrosis and activity of the disease to be assessed [7]. Approximately 10% of patients with PBC also meet the criteria for AIH, resulting in an overlap syndrome [9]. The diagnosis is particularly difficult. In clinical practice, the Paris criteria are most often used to define the presence of PBC associated with AIH and have been approved by the European Association for the Study of the Liver (EASL) [9]. According to these criteria, a diagnosis of PBC-AIH overlap syndrome can be made in a patient with PBC who has at least two of the following: ALT > 5N, IgG > 2N, or the presence of anti-smooth muscle antibodies, and a liver biopsy showing interface hepatitis [10]. This last criterion is mandatory in clinical practice [11]. In our observation, the diagnosis was evoked by the elevation of ALT levels > 5 N and the presence of antinuclear antibodies at 1280U. The key arguments in favor of AIH in cases of increased transaminase activity are: the absence of any other cause, gamma globulins or IgG >1.5, interface hepatitis on liver biopsy, and the presence of autoantibodies at significant levels. For adults, these are mainly antinuclear antibodies (ANA), anti-smooth muscle antibodies (ASMAs) and less often anti-liver microsomal type 1 (anti-LKM1) and anti-liver cytosol (anti-LC) [12]. In our observation, only antinuclear antibodies were positive. However, these are not included in the Paris criteria for the diagnosis of overlap syndrome. However, the presence of a single element suggestive of AIH in our case is not sufficient to diagnose overlap syndrome. Moreover, anti-nuclear antibodies are the least specific of the AIH and can be present   in a wide range of situations: PBC, viral or drug-induced hepatitis, alcoholic liver disease, and NASH [12]. A liver biopsy, in the absence of contraindications, was necessary to confirm the diagnosis. This biopsy was indicated in our patient but not performed. According to the latest recommendations from the European Association for the Study of the Liver (EASL), treatment for PBC-AIH overlap syndrome is based on a combination of AIH treatment (corticosteroids and azathioprine) and PBC treatment (UDCA, obeticholic acid, bezafibrate) [9, 13]. The treatment objectives are the same as those defined for PBC (Paris II criteria at 12 months of treatment: PAL < 1.5 N, ASAT < 1.5 N and normal bilirubin) and AIH alone (at 6 months of treatment: ALAT, ASAT < N, IgG < N) [14, 15]. In our observation, the treatment did not comply with the various recommendations on the subject [9,10]. The patient was initially treated with prednisolone for three months, then azathioprine for four months without UDCA, due to non-compliance with treatment, followed by voluntary interruption of treatment in 2021. In 2021, she was put on UDCA, four years after being diagnosed with PBC. We were not really able to follow up the patient due to her poor compliance and her absence from the country for four years. All these factors combined probably explain the progression we observed, marked by the onset of cirrhosis and death in the context of hepatic encephalopathy. The only treatment for cirrhosis with severe liver function impairment is liver transplantation, which is not yet available in Togo. Compared to patients with only PBC or AIH, patients with PBC-IAH overlap syndrome have a higher incidence of decompensated cirrhosis [16]. In a Chinese study comparing 227 patients with PBC to 46 patients with PBC-AIH overlap, the 5-year complication-free survival rate was 81% in patients with PBC and 58% in patients with PBC-AIH overlap syndrome. BT > 2.7N was associated with a poor prognosis [17]. The patient also had a spontaneous miscarriage in 2020 after the onset of the disease in 2015 and delivered to a stillbirth in 2022. Autoimmune liver diseases are known to be associated with recurrent miscarriages. Furthermore, the unpredictable progression of these conditions during pregnancy, as well as the associated maternal and fetal complications, have led obstetricians and hepatologists to advise against pregnancy in these women [18]. Globally, controlled AIH is not a contraindication to pregnancy [19]. However, these pregnancies remain high-risk pregnancies for the fetus, with a live birth rate of approximately 75% and a prematurity rate of approximately 20% in large English series [20].
Conclusion 
When faced with intrahepatic cholestasis, after ruling out the most common causes in our context, namely viral and toxic hepatitis, PBC must be considered.  When associated with AIH, diagnosis is based on the Paris criteria, requiring liver biopsy. Treatment is based on a combination of UDCA and corticosteroids/immunosuppressants, and the prognosis appears to be more severe in patients with either of these pathologies. This fatal development observed in our patient can be explained by several factors, including poor compliance, poor follow-up, and the lack of technical facilities for liver transplantation in our country.
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Table 1: results of liver tests of the patient in January 2016 and July 2021
	
	January 2016
	July 2021

	Alkaline Phosphatase IU/l (ULN*)
	1775 (14 N)
	1380 (10 N)

	Gamma-Glutamyl Transferase IU/l (ULN*)
	929 (23 N)
	1155 (27 N)

	Aspartate Aminotransferase IU/l (ULN*)
	156 (4N)
	180 (5N)

	Alanine Aminotransferase  IU/l (ULN*)
	215 (6 N)
	238 (6.8 N)

	Total Bilirubin mg/l (ULN*)
	130 (11N)
	98 (8N)

	Direct Bilirubin mg/l (ULN*)
	115 (57N)
	85 (42.5N)

	Prothrombin Time %
	100
	53

	Albumin g/l
	42.1
	45

	Betagamma block
	no
	no

	Abdominal ultrasonography
	normal
	normal


*Upper Limit of Normal
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