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We report in this article a girl with an initial diagnosis of autoimmune hepatitis who 
developed full-blown systemic lupus erythematosus (SLE) at her two-years follow­
up. She was formerly considered as HBV-related chronic active hepatitis but due to 
the persistence of elevated liver enzymes, the reversal of the albumin and globulin 
ratio and abnormal HBV serology, she was later diagnosed as autoimmune hepatitis. 
With the clinical findings of arthritis, arthralgia and malar rash and supported by results 
of laboratory tests, she was diagnosed as a case of unusual SLE presenting with 
autoimmune hepatitis. We conclude, therefore, that each patient with a diagnosis of 
autoimmune hepatitis In childhood who exhibits abnormal HBV serology must be 
evaluated for a possible diagnosis of SLE. Key words: systemic lupus erythematosus, 
autoimmune hepatitis, hepatitis B virus.

Systemic lupus erythematosus (SLE) is a multisystem disease with a wide range 
of symptoms resulting from different antinuclear antibodies directed against one 
or more components of the cell nuclei. In these patients certain genetic markers 
are associated with distinct clinical manifestations1.

Although 15 to 30 percent of patients have elevated liver enzymes during the 
course of the disease, hepatic involvement as the first manifestation is very rare 
in SLE2. More severe liver disease may also be associated, but it is almost 
always of infectious origin, due to misdiagnosed autoimmune hepatitis or primary 
biliary cirrhosis3.

We report a girl diagnosed as autoimmune hepatitis with an abnormal hepatitis 
B virus serology who developed clinically full-blown SLE within three years.
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Case Report

A nine-year-old girl was admitted with a one-month history of fever, malar rash, 
and redness, swelling and pain on her finger joints, elbows and knees.

She was otherwise healthy until the age of six when she developed anorexia, 
fatigue and jaundice, and was diagnosed as hepatitis. Physical examination 
findings at that time revealed her height as 112 cm (25th centile), weight as 
20 kg (25th centile), and blood pressure 120/70 mmHg. She had jaundice and 
hepatomegaly. The remainder of the examination was normal. On laboratory 
evaluation, hemoglobin was 6.5 g/dl, hematocrit was 22 percent, and white blood 
cell count was 4,500/mm3 with normal differential and normochrome microcytic 
erythrocyte morphology. Urinalysis was unremarkable. Direct Coombs' test was 
negative. Serum AST and ALT levels were 773 IU/L and 486 IU/L, respectively. 
Serum total and direct bilirubin levels were 2.2 mg/dl and 1.4 mg/dl, total protein 
level was 8.6 g/dl and albumin level was 4.1 g/dl. Hepatitis A virus antibody 
(anti HAV Ab), hepatitis B virus surface antigen (HBs Ag), HBV enzyme antigen 
(HBe Ag) and antibody (anti HBe Ab), HBV core IgM and IgG antibodies (anti 
HBc IgM and IgG) and hepatitis C virus (HCV) antibody (anti HCV) were all 
negative. One month later, her complaints and physical findings had not changed 
but AST, ALT and total protein levels rose and HBs Ag and Anti HBc IgG became 
positive. Two months later, her liver enzyme levels dropped about 50 percent 
and only HBs Ag remained positive as a serological marker. Within one year 
of follow-up, AST and ALT levels fluctuated between 164 and 239 IU/L. Bilirubin 
levels remained within normal limits. Total protein level was always high despite 
a normal serum globulin level. All serological markers related to HBV, including 
HBc IgG, became negative during the consecutive three months.

On her first year of admission, a percutaneous fine needle liver biopsy was 
performed due to her persistently elevated liver enzymes. Histological 
examination revealed disorganized hepatic architecture exhibiting portoportal 
bridging and increased fibrous tissue invading the liver parenchyma with 
mononuclear cell infiltration in portal areas. There was also evidence of suspicious 
nodule formation. However, these changes were not associated with a specific 
clinical condition.

She remained stable clinically for two years without any treatment; however, 
during this period her liver enzymes were persistently elevated (two-fold). At the 
end of second year, she started complaining of fever over 38.5°, pain, swelling 
and redness on her finger joints, elbows and knees. On physical examination, 
she had a striking malar rash, livedo reticularis, hepatosplenomegaly and fusiform 
swelling on her proximal interphalangeal joints. On laboratory examination, 
hematocrit was 32.9 percent, white blood cell cound 7,300/mm3 with normal
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differential, thrombocyte count 380,000/mm3, and sedimentation rate 88 mm/ 
hour. Direct Coombs' test and C reactive protein tests were positive. Anti DNA 
antibody level was 145 IU/L (Normal: 0-7 IU/L), complement 3 and complement 
4 levels were 35.4 mg/dl (Normal: 60-120 mg/dl) and 5 mg/dl (Normal: 30-60 
mg/dl), respectively. With these clinical and laboratory findings, she was 
diagnosed as having SLE and corticosteroid treatment was initiated. Following 
her first month of therapy, her complaints subsided, hepatomegaly disappeared 
and liver enzyme levels dropped within normal limits.

Discussion

A hepatitis-lupus connection has been recognized in adults for more than 30 
years. It has not previously been considered a significant problem and is thought 
to be surprisingly rare4. However, later reports state that subclinical liver disease 
may be a manifestation of SLE5. Harvey et al.6 reported that 35 percent of patients 
with SLE had palpable livers. In another report by Kofman et al.7, 52 percent 
of patients with SLE had hepatomegaly, 12 percent had jaundice and 31 percent 
had elevated liver enzymes.

In our case, determining the etiology of chronic hepatitis was more of a problem. 
The patient was not taking drugs which were potentially hepatotoxic and she 
had negative HCV serology. Similarly, cytomegalovirus. Epstein-Barr virus and 
toxoplasmosis, although not directly tested in her, do not usually produce chronic 
hepatitis; the biopsy did not present the typical histological picture of these 
infections. Initial clinical presentation with abnormal transaminases levels, positive 
HBs Ag and anti-HBc Ab, with the support of liver histology, suggested HBV 
related chronic active hepatitis. On the other hand, we considered the diagnosis 
of autoimmune hepatitis in view of the spontaneous serologic remission following 
an abnormal HBV serology, the increased globulin concentration and the reversal 
of the albumin/globulin ratio during her follow-up. The diagnosis of SLE was 
established after her 1.5 year follow-up when the joint complaints appeared. 
The question remains whether this patient with liver disease had a coincidental 
serious liver disease and SLE, serious liver disease as an initial manifestation 
of SLE, or autoimmune liver disease with associated autoimmune phenomena 
suggesting the diagnosis of SLE. Our patient fulfills the ARA criteria for the correct 
diagnosis of SLE. Previous reports state that 10 to 20 percent of patients 
diagnosed as autoimmune hepatitis fulfill the ARA criteria for SLE3. In addition, 
hepatic manifestations of SLE have been considered as a significant problem 
in the adult population as early as four years prior to the diagnosis of SLE9. 
These data show that the former clinical presentation in our patient was the 
presenting symptom of an existing SLE.
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However, serological markers that would have supported the diagnosis of 
autoimmune hepatitis were not available at that time. In fact, in a recent report 
by Satoh et al.10, two cases with SLE-associated autoimmune hepatitis were 
found to have negative serological markers. Novel antibodies which react with 
transfer RNA related antigens (anti-ribosomal P antibodies) are found to be more 
specific for the diagnosis of SLE-associated autoimmune hepatitis11. Therefore, 
an initial positive HBV serology) recalls false-positivity resulting from an 
autoimmune phenomena. False-positive HCV serology in patients with 
autoimmune hepatitis has been reported, but this is the first case exhibiting 
false-positive HBV serology with autoimmune hepatitis12.

We conclude, therefore, that in children, liver disease as manifested by 
autoimmune hepatitis and liver cirrhosis, even with the presence of an abnormal 
HBV serology, may develop in the course of SLE, and that each patient with 
autoimmune hepatitis in childhood must be evaluated for a possible diagnosis 
of SLE.
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