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Abstract

Autoimmune hepatitis (AIH) is a rare chronic liver disease characterized by liver inflammation resulting from an abnor-
mal immune response of the affected patients against their own liver cells. Due to its rarity and the presence of non-
pathognomonic clinical signs, the diagnosis remains a major challenge often resulting in delays in its identification and

in the implementation of appropriate treatment. We report here a clinical case underlying the complexity of AHI diagno-
sis. The patient, a 45-years-old male, was admitted in gastroenterology department with symptoms including asthenia,
splenomegaly and conjonctival subicteria, commonly associated with liver disorders, but also attributed to various other
diseases. All this makes the diagnosis of autoimmune hepatitis difficult, and given the immunological findings, its charac-

terization even more so.

_/

Introduction

Autoimmune hepatitis (AIH) is a rare chronic liver disease
characterized by liver inflammation resulting from an abnor-
mal immune response of the affected patients against their
own liver cells [1, 2]. This disease remains poorly understood,
and its diagnosis is challenging due to the presence of non-
specific clinical signs and its low prevalence (about 20/100
000) [3]. Early and accurate identification of autoimmune
hepatitis is essential for tailored therapeutic management to
prevent disease progression and potential complications. The
advancement of knowledge and the accumulation of succes-
sive clinical cases contribute to a better understanding of this
rare disease, AlH, and thus to more effective therapeutic man-
agement [4]. In this case report, we present a clinical case of a
45-year-old man suspected of having AlH despite the absence
of clear clinical signs. We highlight the diagnostic difficulties
encountered during the patient's management due to the rar-
ity of the disease and the non-specific nature of the observed
clinical signs. This clinical observation highlight the importance
of a thorough and methodical approach to achieve a precise
diagnosis and provide appropriate treatment for patients with
autoimmune hepatitis.

Case Presentation

A 45 year-old man with pancytopenia, elevated liver enzymes,
alkaline phosphatase and gamma-glutamyl Transferase was
referred to our university hospital. Clinically, the patient pre-
sented with asthenia, conjunctival subicterus and a 3 cm sple-
nomegaly. His past medical history included hepatitis A (cured

as a child), iron deficiency, Biermer's disease, and Hashimoto's
thyroiditis. Regarding his family history, there is a pronounced
autoimmune background since we note Biermer's disease in
his mother and Basedow's disease in his brother. The patient
has no clinical signs that might suggest autoimmune hepatitis,
but this does not rule out the diagnosis. He has no drug or al-
cohol intoxication.Given the absence of other obvious causes
of hepatitis (viruses, toxic substances, etc.), AlH is considered
and further biological tests were performed. The patient is
currently not receiving any specific treatment for their auto-
immune disease. Instead, they are on supplementation thera-

Figure 1: Indirect immunofluorescence on HEp-2 cells (x400).
Cytoplasmic linear fibrillar pattern typical of anti-actin auto
-antibody.
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Table 1: Laboratory data.

Blood test Value (reference range) | Blood test Value (reference range)
White blood cells | 3,28 G/L (4-10) PAL 151 UI/L (46-116)
Hemoblobin 122 g/L (130-170) CcK 98 UI/L (46-171)

MCV 83,6 L (80-100) Ferritin 14,1 pg/L (22-322)
Platelet count 87 G/L (150-450) Folate 19,02 ng/mL (>5,38)
AST 170 UI/L (13-40) B12 >2000* pg/mL (211-911)
ALT 168 UI/L (7-40) Hepatitis A Negative

INR 1,16 Hepatitis B Negative

CRP 3,2 mg/L (<5) Hepatitis C Negative

LDH 183 UI/L (120-246) CMV Negative

EBV Negative IgA 2.7g/L(1.0-3.2)

IgG 19,6 g/L (6,7-12,5) IgM 2g/L(0,5-1,6)

Figure 2: Indirect immunofluorescence on rat kidney tissue
(x400). Peritubular fluorescent spicules typical of anti-actin
auto-antibodies are visible.

Figure 4: Indirect immunofluorescence on rat stomach tissues
(x100). Appearance consistent with anti-gastric parietal cell
autoantibodies.

Figure 3: Indirect immunofluorescence on rat liver tissue
(x400) showing a cytoplasmic staining of hepatocytes with a
weakening of the stain around the centrilobular veins This pat-
tern is typical of anti-LC1 autoantibodies.

pies, which include levothyroxine, vitamin B12, and vitamin K.
The antinuclear auto-antibodies were negative on HEp-2 cells
but a positive cytoplasmic pattern compatible with anti-actin
auto-antibodies was observed (Figure 1).

Indirect immunofluorescence on rat LKS (liver-kidney-stom-
ach) tissues was also performed and showed the presence
of anti-actin autoantibodies at a titer of 1:400 (Figure 2) and
anti-LC1 autoantibodies at a titer of 1:800 (Figure 3). These
results were also confirmed by dot blot analysis. A staining
of the stomach tissue of the rat LKS was also observed and
revealed anti-gastric parietal cells autoantibodies compatible
with Biermer’s disease previously diagnosed in this patient
(Figure 4).

Discussion

The uniqueness of this case lies in the presence of two differ-
ent autoantibodies, which usually correspond to two different
types of AIH. In literature, AlH has been typically categorized
into type 1 and type 2 based on the presence of anti actin and
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anti LC1 autoantibodies, respectively [5, 6]. Our patient's case
thus adds to the complexity of AIH classification, suggesting
possible overlap or a spectrum of the disease rather than dis-
tinct categories. The AlH classification does not change with
the simplified autoimmune hepatitis score [7]. Such overlap
or coexistence of autoantibodies in AIH has been infrequently
reported. For instance, studies [8-11] have highlighted simi-
lar cases where patients presented with multiple autoanti-
bodies or multiple autoimmune syndromes, challenging the
conventional AlH categorization. Furthermore, these studies
proposed that the presence of multiple autoantibodies could
potentially indicate a more aggressive disease course, though
the exact implications remain ambiguous. In comparison to
our case, while our patient had a strong autoimmune back-
ground, his clinical presentation was relatively milder, em-
phasizing the variability in the disease presentation. Another
notable aspect in our case was the patient's pronounced auto-
immune background. Some studies suggested that individuals
with an autoimmune predisposition could be at a heightened
risk for AIH [12]. This reiterates the importance of a detailed
personal and family medical history in patients suspected of
AlH.

Conclusion

In conclusion, this case underscores the heterogeneity and
complexity of autoimmune hepatitis. The presence of both
anti actin and anti LC1 autoantibodies in our patient challeng-
es the traditional classification of AlH into type 1 and type 2.
It emphasizes the need for a more nuanced approach to AIH
diagnosis, which considers the potential for overlap or a spec-
trum of the disease. Moreover, it underscores the importance
of considering a patient's complete autoimmune background
when suspecting AIH. Such cases highlight the evolving na-
ture of our understanding of autoimmune diseases and call
for continuous research and updating of diagnostic and thera-
peutic protocols.
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