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Abstract
The myasthenia gravis is an autoimmune disease which can be associated frequently with a thymoma and also with autoimmune pathologies. We report the case of a 64-year-old man affected an
overlap syndrome corresponding to the association of autoimmune hepatitis (AIH) and primary
biliary cirrhosis (PBC). He also presented concomitant myasthenia gravis and thymoma. The
physical examination notes only a disturbed voice. The liver tests showed: alkaline phosphatase
600 U/l, alanine aminotransferase 1280 U/l, and aspartate aminotransferase 985 U/l. Viral serologies of hepatitis were all negative, as well as antinuclear, antimitochondrial and antismooth
muscle antibodies. The diagnosis of an overlap syndrome was posed according to the biological
and hepatic histhological results. An associated myasthenia was confirmed by the results of the
EMG and the positivity of the anti-acetylcholine receptor antibody. A chest CT revealed a thymoma.
The treatment consisted of ursodeoxycholic acid, prednisone, azathioprine and pyridostigmine.
And the patient improved his voice and the liver function. Thymectomy was practiced without incidents.
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1. Introduction
The myasthenia gravis is an autoimmune disease related to the production of anti-acetylcholine receptor antibodies leading to an excessive tiredness of skeletal muscle. A thymoma is frequently associated with myasthenia.
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Several autoimmune diseases can be concomitant to this pathology. Once the myasthenia gravis diagnosis is
posed, an exhaustive research of autoimmune associated diseases is compulsory to have complete follow up of
the patient [1]. We report the case of a 64-year-old man presenting an autoimmune hepatitis (AIH)—primary biliary cirrhosis (PBC) or an overlap syndrome concomitant with unexpected myasthenia gravis and thymoma. We
highlight the exceptional aspect of this association and the necessity of an exhaustive research of autoimmune
diseases in presence of a thymoma.

2. Case Presentation
We report the case of a 64-year-old man. He had no special pathological history. The physical examination
noted only a disturbed voice. There was no muscle deficiency. The abdominal examination didn’t reveal a hepathomegaly or a collateral circulation. He had no physical signs of a hepatic insufficiency or a portal hypertension. The cardiac, respiratory and neurological exams were without anomalies.
The liver tests showed: alkaline phosphatase: 600 U/l, bilirubin: 21 umol/l, alanine aminotransferase: 1280
U/l, and aspartate aminotransferase: 985 U/l. Viral serologies of hepatitis A, B, and C were all negative, as well
as antinuclear, antimitochondrial and antismooth muscle antibodies. A hepatic biopsy found a lymphocytic destructive cholongitis and a peri-portal and lobular inflammatory lesions. The Ig G level exceeded twice the normal level. The diagnosis of an overlap syndrome was posed. An associated myasthenia was confirmed by the
results of the EMG and the positivity of the anti-acetylcholine receptor antibody. A chest CT revealed a thymoma.
The treatment consisted of ursodeoxycholic acid, prednisone, azathioprine and Pyridostigmine, given orally.
And the patient improved his voice and the liver function. After a month of treatment, the liver enzymes became in the normal interval.
Thymectomy was practiced without incidents and anatomopathological examination didn’t mention signs of
malignancy.

3. Discussion
The myasthenia is an auto-immune disease which can present in atypical features especially in elderly patients
inducing a diagnostic lateness.
The diagnostic of myasthenia must be researched even in the absence of muscle weakness. Thus, our case
highlights the importance of investigating an isolated voice disturbance. The ORL examination completed by a
laryngoscopy can be normal, so an EMG and a research of anti-acetylcholine receptor antibody are indicated to
confirm an unexpected myasthenia.
An early diagnosis permits to avoid many severe complications especially acute respiratory failure [2].
An expected case was published at 2004 demonstrating the association of atypical myasthenia, manifesting by
a dysphagia, to a PBC, an ulcerative colitis and a vitiligo [1].
Once the diagnosis of a myasthenia is done, an exhaustive research of an autoimmune associated pathology
must be carried out. The presence of a thymoma is characterized by the association of three autoimmune diseases or more (Basedow disease, myositis, AIH, PBC…) [3] [4]. This is may be due a dysfunction of T lymphocytes. Anomalies of T regulators explaining the pathogeny of many autoimmune pathologies would be more
frequent in the presence of a thymoma.
The thymus is a member which is involved in the development of the immune system.The thymus is not always expanded in patients with myasthenia gravis but the microscopic examination often shows there are more
cells than normal (called hyperplasia), especially when myasthenia gravis is present for several years. Although
most thymomas are benign, they are usually surgically removed because of a possible risk of malignancy. If a
large portion of the thymus is removed surgically, the symptoms of myasthenia gravis usually decrease and in
some cases disappeare completely.
The myasthenia was rarely described in concomitance with auto-immune liver diseases. It can be associated
to an AIH [5] [6] or a PBC [7] [8].
The association of myasthenia and PBC was especially noted after the D penicillamine prescription in a case
of a PBC. This association was less rare in absence of this prescription [9].
Only one case of a myasthenia associated to a sclerosing cholangitis was published [10].
The practice of hepatic tests are compulsory during the follow up of a myasthenia in order to detect an au-
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toimmune hepatopathy; since except many no specific signs as asthenia, arthralgia, myalgia, there are any clinical manifestation that orientates to this diagnosis.
The association of the myasthenia to both the AIH and PBC known as “overlap syndrome” is extremely rare.
This syndrome has no specific signs. It can be asymptomatic or revealed by a fatigue or an arthralgia [11].
There are no standard criteria to confirm the overlap syndrome. The most adopted criteria are those of International AHI Group [12] and the simplified criteria for the AIH [13], consisting of biological, immunological
and histhological criteria. The criteria proposed by Chazouilleres et al. [14] are specific, but their sensitivity is
not demonstrated.
No standard treatment is available in case of an overlap syndrome (PBC and AIH). The clinical course of this
association and response to treatment is variable.
Oral corticosteroid therapy sometimes associated with azathioprine will be prescribed if the signs of AHI are
predominant [11].
However, patients having a predominant PBC feature respond to oral ursodeoxycholic acid in combination
with oral glucocorticoids [11].
In case of the association of this syndrome to a myasthenia, the glucocorticoid is efficient in each disease.
The outcome of this association depends on the response to coticotherapy, pyridostigmine, azathioprine and if
necessary ursodesoxycholic acid [7] [8].

4. Conclusion
The clinical presentation of the myasthenia is heterogeneous and is often atypical in elderly persons inducing a
lateness of the diagnostic delay. An autoimmune associated disease, such as autoimmune liver diseases, must be
researched even if the patient is asymptomatic.
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