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Abstract  Autoimmune hepatitis (AIH) is progressive, chronic immunologically mediated inflammatory liver 
disorder that occurs in children and adults of all ages, predominantly in women. AIH can be combined with other 
autoimmune and non-autoimmune conditions. We present a case of a 32 year-old female with three relatively 
uncommon diseases - two autoimmune diseases and one inherited, making their combination even more rare. 
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1. Introduction 
Autoimmune hepatitis (AIH) is a chronic immune-

mediated liver disorder characterised by female preponderance, 
elevated transaminases and immunoglobulin G levels, 
seropositivity for autoantibodies and interface hepatitis 
[1,2,3]. AIH can be combined with other autoimmune and 
non-autoimmune conditions [2,3,4]. Most frequently AIH 
overlapps with primary biliary cirrhosis (PBC) or primary 
sclerosing cholangitis (PSC) [3,4]. Associations between 
AIH and Grave’s disease [6], celiac disease [6], multiple 
sclerosis [7], juvenile idiopathic arthritis [8], alopecia [9] 
are described in the literature mostly as single case reports 
or short series. 

We present a 32 year-old female with a rare 
combination of two autoimmune diseases and congenital 
deficiency of Factor VII. 

2. Case Presentation 

A 32 year-old female was referred to our Clinic with 2 
months history of anterior neck swelling, low grade fever, 
palpitations, diarrhea, progressive weight loss (up to 20 kg) 
and fatigue. During the last week jaundice appeared. She 
had no previous history of any diseases and alcohol intake. 
The patient had a history of heavy menorrhagia and 
frequent bleeding from nose and gums. She did not report 
bleeding disorders in her family. 

Physical examination at admission revealed a toxic-
looking woman, wasted, icteric, dehydrated with a slightly 
enlarged liver and spleen. Her height was 163 cm, body 
weight - 52 kg, pulse rate - 150/min and blood pressure - 
130/50 mm Hg. 

Table 1. Laboratory Data on Admission 
Liver function tests Results Reference 
AST 869 0-41U/L 
ALT 850 0-42 U/L 
Total bilirubin 110 0-21 μmol/L 
Direct bilirubin 54 0-8 μmol/L 
GGT 28 8-35 mg/dL 
ALP 40 40-150 IU 
Total protein 81 63-84 g/L 
Albumin 38 35-50 g/L 
INR 3.08 0.85-1.25 s 
APTT 24.2 22.1 -28.1 sec 
IgG 28.6 7-16 g/l 
IgA 2.1 0.7-4.5g/l 
IgM 1.4 0.6-2.5 
Viral markers Results Reference 
IgM anti-HAV negative negative 
HBsAg negative negative 
Anti-HBs negative negative 
Anti-HCV negative negative 
EBV IgM, IgG negative negative 
Cytomegaloviris IgM, IgG negative negative 
Thyroid function test Results Reference 
TSH 0.027 0.49-4.67 uIU/mL 
fT4 2.47 0.71-1.85 ng/dL 
fT3 7.24 1.45-3.48 pg/mL 
Anti-TPO 39.3 0.00-115.0 IU/ml 
Anti-TG 32.09 0.00-115.0 IU/ml 
Autoantibodies Results Reference 
ANA negative  
AMA negative  
Anti LKM positive 1:160  
Anti-smooth muscle antibody negative  
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Laboratory tests of hepatic function showed elevated 
aminotransferases (ALAT 850U/L, ASAT 869 U/L), 
bilirubin total/dir 110/54.6 μmol/L, Immunoglobulin G 
(IgG) 28.6 g/L, total protein 81 mg/dl. Alkaline 
phosphatase (40 IU/l) and glutamyl transpeptidase were in 
referent ranges. Coagulation studies showed low 
protrombin time (PT) - 20%, high INR of 3.08, normal 
activated partial thromboplastin time (APTT) and normal 
platelet count of 412. Direct Coomb’s test was negative. 
Serology for hepatitis A, B, C, Epstein-Barr virus (EBV) 
and cytomegalovirus were negative. Test for 
autoimmunity showed the presence of antiliver/kidney 
microsomal antibodies type 1 (LKM 1) - 1:160; negative 
anti-mitochondrial (AMA), negative anti-nuclear (ANA) 
and anti-smooth muscle (ASM) activity. Thyroid function 
tests were consistent with hyperthyroidism: FT3 7.24 
pg/mL, TF4 2.47 ng/dL, thyroid stimulating hormone 
(TSH) 0.027 uIU/mL, Anti-TG 32.09 IU/ml, Anti-TPO 
39.3 IU/ml. The laboratory results were consistent with 
the diagnosis of AIH type II and Grave’s disease. The 
baseline investigations of the patient are shown in Table 1. 

Abdominal ultrasound showed slight enlargement of 
liver and spleen, without evidence of portal hypertension 
or ascites and normal Doppler investigation. There were 
no esophageal varices in gastroscopy. High INR was 
contraindication for liver biopsy. The patient’s pre-
treatment score according to the Revised scoring system 
for diagnosis of AIH was 17, indicating ‘definite’ AIH 
with 95% sensitivity, 97% specificity and 94% diagnostic 
accuracy [10].  

Treatment was initiated with Methimazole (MMI) 
10mg daily, Prednisolone 30 mg/day and Azathioprine (50 
mg/day). Aminotransferases and bilirubin values returned 
to normal range after 2 weeks of treatment (ALAT 38U/L, 
ASAT 32 U/L, bilirubin total/dir 21/7.5 μmol/L). 
Prednisolone was gradually decreased and after 3 months 
of therapy was switched to the local steroid – Budesonide 
9mg/per day. The last medicine was stopped after 
gradually tapering during 6 months and the patient was 
treated with Azathioprine alone.  

The patient was under regular follow-up during which 
liver function tests were kept in normal range except 
persistence of high level of INR, inadequate to the degree 
of liver damage. She was referred to Department of 
Haematology and diagnosed with congenital factor VII 
deficiency with 5% level of normal factor VII.  

The patient was kept euthyroid and at the end of 12 
months of treatment, MMI was discontinued. After 4 
years of treatment, the patient continues to have normal 
liver tests as well as normal thyroid function. 

3. Discussion 
AIH is progressive, chronic immunologically mediated 

inflammatory liver disorder that occurs in children and 
adults of all ages, predominantly in women [1,2,3]. The 
disease is subclassified into two major types: AIH type 1 
(AIH-1) positive for anti-nuclear (ANA) and/or anti-
smooth muscle antibodies (SMAs) and AIH type 2 (AIH-
2) defined by the presence of anti-liver kidney microsomal 
antibody type 1 (LKM-1) and/or anti-liver cytosol type 1 
(LC-1) autoantibodies [1,3,5]. AIH-2 more frequently 
presents at a younger age, and commonly with IgA 

deficiency, has an acute or severe course and advanced 
histological lesions at presentation; however, duration of 
symptoms before diagnosis, clinical signs, family history 
of autoimmunity, presence of associated autoimmune 
disorders, response to treatment, and long-term prognosis 
are similar in the two group [2]. Autoimmune hepatitis 
responds to immunosuppressive treatment, and treatment 
should be initiated promptly to avoid progression of 
disease [1,11,12]. 

The diagnosis of AIH in our patient is made on the 
basis of the clinical, biochemical and immunological 
studies, after exclusion of other liver diseases -viral, toxic, 
metabolic and PBC. The presence of positive LKM-1 
antibodies together with negative AMA, ANA and SMA 
excludes PBC and supports the diagnosis of AIH type 2. 

The interface hepatitis is characteristic histologic 
finding in AIH [1,2,10]. However, liver biopsy was not 
performed in this patient due to persistent high levels of 
INR most probably not related to the liver damages. As a 
cause of the coagulation disorder was found Factor VII 
deficiency, a rare congenital coagulopathy. Factor VII is 
one of the vitamin K-dependent coagulation factors 
synthesized in the liver [13]. There are more than 100 
mutations in factor VII gene, located on 13th chromosome 
mostly missense mutations [13,14]. Most likely, Factor 
VII deficiency in our patient is congenital and pre-existing 
liver disease, because of the presence of history of 
frequent bleeding from nose and gums since childhood, 
and later history of severe menorrhagia. 

AIH can be associated with various autoimmune 
diseases - hepatic (PBC, PSC) or extrahepatic. The 
autoimmune thyroid disease most commonly combines 
with AIH. In our patient AIH is combined with Grave’s 
disease. Graves' disease is an autoimmune disease 
characterized by the presence of activating autoantibodies 
against thyroid stimulating hormone (TSH) receptor that 
results in the overproduction of thyroid hormones 
(hyperthyroidism). The disease may affect anyone and is 
more frequent among women below the age of 40. The 
clinical features are largely diverse and in most of the 
cases liver function abnormalities are included [15]. The 
thyroid disease of our patient was confirmed on the basis 
of clinical and laboratory data for hyperthyroidism. 

The associated autoimmune disease may precede the 
appearance of AIH or occur after the diagnosis of the liver 
disease is confirmed. In our patient the two autoimmune 
diseases are diagnosed at the same time after a period of 
probably subclinical course. More pronounced, however, 
were the clinical signs of hyperthyroidism. Both diseases 
coexist; thyroid disease does not worsen the clinical 
course of AIH and vice versa. Both, AIH and Grave’s 
disease have responded well to treatment with no evidence 
of side effects, laboratory parameters for liver and thyroid 
functions have been within normal range. For the reason 
that our patient feels well, she refused a liver biopsy after 
pre-treatment with recombinant factor and fresh frozen 
plasma substitution. 

4. Conclusion 
We present a case with three relatively uncommon 

diseases - two autoimmune diseases and one inherited, 
making their combination even rarer. The findings of this 
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case indicate that simultaneously appeared autoimmune 
diseases do not alter their clinical course or severity. Due 
to the possible combination routine screening for 
autoimmune thyroid disease in patients with AIH is 
reasonable. 
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