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ABSTRACT
Overlap of systemic lupus erythematosus and autoimmune 
hepatitis is a rare condition, occasionally described.
Both autoimmune diseases can share common autoimmune 
features such as polyartralgia, hypergammaglobulinemia and 
positive antinuclear antibody, but they have been considered 
as two different entities.
We report a 14 year old female patient with systemic lupus 
erythematosus who developed autoimmune hepatitis two 
years later.
She had jaundice with no history of viral infections, drug 
intake, alcohol abuses or exposition to blood products. She 
was positive for antinuclear antibody, double stranded DNA 
antibody and LKM 1 antibody.
Histological examination of the liver showed interface hepatitis 
with lymphoplasmacytic cell infiltration. 
The patient satisfied the international criteria for both systemic 
lupus erythematosus and Type 2 autoimmune hepatitis.
Clinical symptoms and laboratory findings improved under 
treatment with steroids and mycophenolate mofetil.
Conclusion. Autoimmune hepatitis may occur during the 
course of systemic lupus erythematosus and an early diagnosis 
is important for preventing advanced liver disease.
Definitive diagnosis of autoimmune hepatitis requires 
confirmation by means of a liver biopsy.
Key words: autoimmune hepatitis, connective tissue diseases, 
systemic lupus erythematosus.
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INTRODUCTION 
Systemic Lupus Erythematosus (SLE) is a 

systemic, autoimmue cronic disease, that can 
affect multiple organs including the liver.1,2 The 
frequency of liver compromise is low and ranges 
from 8 to 23% in different series.3-5

An Overlap Syndrome involving systemic lupus erythematosus 
and autoimmune hepatitis in an adolescent girl

Autoimmune hepatitis (AIH) is a chronic 
progress ive  d isease  of  unknown cause , 
characterized by elevated levels of hepatic 
enzymes, hypergammaglobulinemia with 
presence of auto antibodies, and characteristic 
histological findings.6

The two diseases differ mainly in their 
physiopathology. SLE is a disease caused by 
autoimmune complexes, in which nuclear 
antigens,  antinuclear antibodies and the 
complement system are involved (non-organ 
specific), whereas autoimmune hepatitis is 
characterized by prominent inflammatory 
infiltrate of lymphoplasmacytic type, (cell 
mediated damage) directed to a liver autoantigen 
(organ specific).2

Although rare ,  cases  of  SLE and AIH 
simultaneous occurrence has been occasionally 
reported, and well documented.7,8

We present a 14 year-old SLE patient who 
developed Type 2 AIH two years later.

We emphasize the diagnosis difficulties 
presented in the coexistence of these two entities.

CLINICAL CASE
A 16 year-old Caucasian female patient was 

diagnosed SLE with nephropathy class IV. 
(Diffuse Proliferative)

She had weight loss, fatigue, anemia, alopecia, 
butterfly rash, bilateral symetric articular 
compromise, and pitting edema. 

The patient showed 6 of 11 American College 
of Rheumatology (ACR) criteria for SLE.

She was initially treated with intravenous 
cyclophosphamide and corticosteroids for the first 
six months, followed by mycophenolatemofetil 
1g/d and hydroxychloroquine to maintain 
remission during tapering of steroids. Elevated 
liver enzymes (AST 97 UI/L -ALT 301 UI/L) 
with no associated clinical signs were observed 
four months later, and subsequently normalized. 
During the following months the patient 
remained in stable clinical condition with 
normalization of biochemical tests.

After two years, she developed jaundice with 
elevated liver enzymes (AST 1480 UI/L; ALT 
1320 UI/L; Gamma GT 214 UI/L; total Bilirubin 
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6,29 mg/dl (direct 5.47 mgmg/dl), with positive 
result for double stranded DNA antibodies, low 
C4 levels and presence of anti LKM antibody. 
(Table 1) She denied alcohol or drug intake, or 
of previous blood transfusions. Serologic tests 
for hepatotropic virus including CMV and EBV 
resulted negative.

Liver biopsy showed chronic hepatitis 
with periportal inflammatory infiltrate of 
lymphoplasmacytic type with interface hepatitis, 
but no fibrosis (Figure 1).

Since the patient met type 2 AIH diagnosis criteria, 
prednisone dose was increased to 60 mg/day for four 
weeks, and tapered according to the result of liver 
tests. Mycophenolate mofetil was continued. 

The patient showed satisfactory clinical 
remission and normalization of biochemical 
tests over the following weeks, remaining stable 
during the last two years of follow-up. 

DISCUSSION
Overlapping AIH and SLE, as these two 

entites can occur together, is a rare observation.2-8

High transaminase levels are a frequent 
finding in SLE, affecting 23 to 55% of the 
patients.4-6

T h i s  i s  t y p i c a l l y  m i l d  a n d  p r o b a b l y 
multifactorial, related to drug toxicity, metabolic 
disorders, intercurrent viral illnesses, disease 
activity of LES itself, or hepatic steatosis resulting 
from corticosteroid treatment, among others.5,6

Vascular thrombosis, particularly Budd-
Chiari´s syndrome, should also be considered 
owing to the risk of thrombophilia associated 
with the presence of antiphospholipid antibodies 
observed in these patients.4,9

Despite the high incidence of enzymatic 
abnormalities, development of a true AIH is a 
rare event.2 Hepatomegaly might occur in 30 to 
50% of patients with SLE, while jaundice is rarely 
observed, occasionally associated to hemolysis or 
overlapping infections.2,4

Patients diagnosed with SLE at a young age 
have been related to severe damage to specific 
organs, like kidneys or brain, which results in 
a more aggressive clinical course compared to 
adults, although chronic liver disease is a rare 
condition.7

Despite the fact that real immune-mediated 
histological hepatic injury is relatively rare 
in SLE, there are well documented cases in 
literature. Runyon et al.,4 reported 4 out of 
238 (1,7%) patients with SLE having “active” 
chronic hepatitis or hepatic cirrhosis. Series of 
autopsies10,12 of patients with SLE show injuries 
ranging from steatosis to periportal hepatitis, 
even to cirrhosis in 2% of the cases.

Figure 1: Expanded portal space with lymphoplasmacytic 
infiltrate and spill-over into the lobule “interface hepatitis”. 
H&E 40x

Table 1: Laboratory findings at diagnosis of SLE and AIH

	 SLE diagnosis	 AIH diagnosis

AST (0-32UI/L)	 40UI/L	 1,480UI/L
ALT(0-31UI/L)	 29 UI/L	 1,320 UI/L
Total bilirrubin (0-1.10 mg%)	 0.56 mg/dl	 6,29mg/dl
Direct bilirrubin (0-0.3mg%)	 0.26 mg/dl	 5.47 mg/dl
Gamma GT	 72 UI/L	 214 UI/L
IgG	 1.368 mg/dl	 1.500mg/dl
C3	 14 mg/dl	 97 mg/dl
C4	 2 mg/dl	 6 mg/dl
ANA	 + 1/5.120	 + 1/100
Anti DNA	 + 1/640	 + 1/564
ANA screening	 +	 +
Anti Ro/SSA	 -	 +
Anti La/SSB	 +	 -
Anti Sm	 -	 -
Anti RNP	 -	 -
 ASMA		  -
SLA		  -
LKM1		  +
LC1		  -

ANA: antinuclear antibody. ANAS  antinuclear screening. 
Anti Ro/SSA protin nuclear. Anti La /SSB anti protein nuclear. 
Anti Sm anti protein nuclear Smith.
Anti RN:anti ribonucleoprotein.
ASMA:  antismooth muscle antibody.
SLA: antisoluble liver proteins antibody.
LKM1 anti-liver-kidney microsoma antibody.
LC1anti-:liver-cytosol antibody.
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adults and children with SLE in a UK population, 
finding greater prevalence of AIH disease among 
SLE patients with childhood onset, even before 
lupus development.

Regarding treatment, the number of cases 
filed by Beisel C et al.,15 SLE patients and HAI 
superimposed, five of them had a good response 
to immunosuppressive therapy presented 
remission. Only one patient whose first biopsy 
showed cirrhosis developed hepatocellular 
carcinoma six years after diagnosis of AIH.

Our patient responded adequately to the 
increase in immunosuppression with rapid 
improvement of clinical and biochemical 
parameters, remaining in remission during the 
last two years.

CONCLUSION
Children with liver-dysfunction and SLE 

should be investigated for AIH as these two 
entites can occur together. All SLE patients 
presenting with chronic rising of liver enzymes 
and positivity of serum auto-antibodies (ANA, 
SMA, LKM) should be suspected of having SLE-
HAI overlapping, and liver biopsy should become 
mandatory in such patients.

Early diagnosis is important for adjust 
treatment and avoid progression of hepatic 
disease. n
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Liver damage caused by AIH, originally 
called “lupoid hepatitis”, should be distinguished 
from the hepatitis associated to SLE or “lupus 
hepatitis”, since they are probably two different 
entities although they can both present with 
polyartralgia, hypergammaglobulinemia and 
positive result for anti-nuclear antibodies (ANA).7 
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