ORIGINAL ARTICLES

OVERVIEW OF CLINICAL PRESENTATION AND
DIAGNOSIS OF AUTOIMMUNE HEPATITIS IN A SINGLE,
REFERRAL CENTER

Denitsa Dukova', Iskren Kotzev'?

!Clinic of hepatogastroenterology, Saint Marina university hospital of Varna,
*Medical university of Varna

ABSTRACT

BACKGROUND AND AIMS: The diagnosis of autoimmune hepatitis (AIH) is often difficult because of
the large heterogeneity of its clinical, laboratory and histological features and the absence of a specific di-
agnostic test. This study aims to determine the demographic, clinical, biochemical and serological charac-
teristics and histological findings of ATH and to what extent they correspond to the International Autoim-
mune Hepatitis Group (IATHG) diagnostic criteria.

METHODS: Retrospective analysis of the adult patients diagnosed as AIH at our clinic from January 2005
to December 2013 was performed. Demographic, laboratory, clinical and histological data of the patients
were collected and a score was calculated for each patient based on the IATHG revised and simplified scor-
ing system. Only pretreatment scores were analyzed.

RESULTS: 57 patients were diagnosed as AIH on clinical grounds (mean age: 50 years, range: 19-74), from
which 82.5% were women. 49.1% were asymptomatic, 10.5% had acute hepatitis, and 40.3% had chronic liv-
er disease. The most common symptoms at presentation were fatigue (24.6%), icterus (21.1%) and dark urine
(19.3%). 28.1% of patients had cirrhosis at presentation. Elevated IgG levels were detected in 75% of cases.
ANA, ASMA, ALKM and pANCA were positive in 75.0%, 54.5%, 6.5% and 25.0% of patients respectively.
Liver biopsy was performed in 42.1% of the patients. 84% of patients diagnosed with AIH according to clin-
ical judgment of the treating physician were also diagnosed with AIH according to the revised and simpli-
fied criteria.

CONCLUSIONS: The majority of patients satisfy the original or simplified criteria and these criteria are
useful in the diagnosis.
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INTRODUCTION

Autoimmune hepatitis (AIH) is a chronic in-
flammatory liver disease that is characterized by
hypergammaglobulinemia with selectively elevated
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al Autoimmune Hepatitis Group (IATHG) proposed
the diagnostic criteria for AIH and a diagnostic scor-
ing system in 1993, which were subsequently revised
in 1999. The revised 1999 criteria evaluated up to 12
parameters to classify patients as having “definite
ATH”, “probable AIH” or “not AIH” (4). Despite a
high degree of sensitivity and specificity, these crite-
ria are considered complicated and not useful in ev-
eryday practice. In 2008, the IATHG published a sim-
plified system for the diagnosis of ATH which is less
complex and easier to use in clinical practice. This
system takes into account only four parameters: au-
toantibodies, IgG concentration, exclusion of viral
hepatitis and histological criteria (5). The simplified
scoring system detects fewer cases of AIH than the
original system (lower sensitivity, 95% vs. 100%), but
it has higher speciticity (90% vs. 73%) and accuracy
(92% vs. 82%). The revised original scoring system
performs better in patients with few or atypical fea-
tures of AIH, and the simplified system is better at
excluding the diagnosis in diseases with concurrent
immune manifestations (6). The aim of this study
was to evaluate the clinical features of ATH and the

utility of IATHG scoring systems for its diagnosis.

PATIENTS AND METHODS

Study population and data collections

All patients diagnosed with AIH from 2005 to
2013 were evaluated for clinical and laboratory pa-
rameters and compared with the revised and simpli-
tied IAIHG diagnostic criteria. The medical records
of patients were reviewed using data at the time of
first admission of each patient in our center. The fol-
lowing information was recorded:

1. Demographic characteristics, onset type of
disease, symptoms at presentation, duration of
symptoms or other evidence of liver disease,
presence of concurrent autoimmune diseases.

2. Serologic and biochemical evaluation, including
aspartate aminotransferase (AST), alanine
aminotransferase (ALT), gamma-glutamyl
transferase (y-GT), alkaline phosphatase (ALP),
total protein, albumin, total and direct bilirubin,
erythrocyte sedimentation rate, prothrombin
time, platelet count, cholinesterase, total
cholesterol, serum immunoglobulins (IgA,
IgG, IgM). Antinuclear antibodies (ANA),
anti-smooth muscle antibodies (ASMA), anti-

liver kidney microsomal antibodies (ALKM),
perinuclear  anti-neutrophil  cytoplasmic
antibodies (pANCA) and antimitochondrial
antibodies (AMA) were evaluated using indirect
immunofluorescence. A titer of > 1:80 for ANA
and 1:20 for ASMA, ALKM, pANCA and AMA
was considered to be positive. All patients were
negative for HBsAg and anti-HCV and the
other known causes of chronic liver disease
were ruled out using appropriate tests.

3. Abdominal ultrasound findings: liver size,
spleen size and presence of ascites.

4. Findings at upper gastrointestinal endoscopy:
presence of esophageal or gastric varices and/or
portal hypertensive gastropathy.

5. Histological findings (if biopsy had been
performed).

Statistical analysis

Descriptive statistical analysis was made. Cat-
egorical data are expressed as frequencies and per-
centages and continuous data as medians and ranges
or mean + SD. Statistical analysis was performed us-
ing IBM SPSS, version 21.0.

RESULTS

Study population

A total of 57 patients, diagnosed and treated for
ATH in our center within the specified time period
were identified. The diagnosis was based on overall
assessment of clinical, biochemical, immunological
and histological parameters without using a scoring
system. Other possible causes of liver disease, such
as alcohol, drug induced liver injury, Wilson’s dis-
ease, al antitrypsin deficiency and hemochromato-
sis, had been carefully excluded by appropriate in-

=20 21-30 3140 4150 5160 =60
Age (years)

Mumber ot patients
-t - [ 5]
(=] i [=]

A

sMales = Females

Figure 1. Age distribution of patients
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Table 1. Baseline characteristics of patients

Characteristics AIH (n=57) Median (range)

Gender

Male, n (%) 10 (17.5)
Female, n (%) 47 (82.5)
M:F ratio 1:4.7

Revised AIH score

Definite, n (%) 7 (12.3)
Probable, n (%) 39 (68.4)
Less than probable, n (%) 11 (19.3)
Pretreatment score, mean = SD 124+ 3.3 13.0 (5.0-19.0)

Mean observation period (months) 24.0 +41.2 6.0 (0-175.0)

Cirrhosis at presentation, n (%) 16 (28.1)

Oesophageal varices, n (%) 5/21 (23.8)
Clinical decompensation at presentation,n (%) 400

Histological findings

Interface hepatitis, n (%) 12/23 (52.0)
Bridging necrosis, n (%) 3/23 (13.0)
Multilobular necrosis, n (%) 2/23 (8.0)
Mononuclear cell infiltrate, n (%) 15/23 (65.0)
Biliary changes, n (%) 8/23 (34.0)
Steatosis, n (%) 8/23 (34.0)
No Fibrosis 3/23 (13.0)
Portal Fibrosis 3/23 (13.0)
Periportal Fibrosis 4/23 (17.0)
Bridging Fibrosis 10/23 (43.0)
Cirrhosis 3/23 (13.0)

Hepatomegaly, n (%) 19 (33.3)

Time to diagnosis, months 243 +72.3 3.0 (0-457.0)
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vestigations. The mean age at diagnosis was 50+ 14
years (range, 19-74 years). 24.6% of patients were old-
er than 60 (Figure 1).

There was a female predominance (82.5%).
Overlap syndromes were present in 7 (12.3%) pa-
tients (6 AIH with primary biliary cirrhosis and 1
AIH with primary sclerosing cholangitis). Patient’s
characteristics are described in Table 1.

Clinical presentation

28 of 57 patients (49.1%) were asymptomatic at
initial presentation. At diagnosis, 16 patients (28.1%)
had cirrhosis and 4 (7.0%) had clinical decompensa-
tion. Acute presentation was observed in 6 (10.5%)
and was defined as the presence of recent onset (<
30 days) symptoms in conjunction with ALT levels
higher than 10 times the ULN.

The most common symptoms and signs at pre-
sentation were as follows: fatigue (24.6%), jaundice
(21.1%), dark urine (19.3%), right upper side pain and
discomfort (14.0%), pruritus (14%), abdominal dis-
comfort (12.3%), loss of appetite (10.5%), abdominal
distension (7.0%), edema (7.0%), nausea (5.3%), ar-
thralgia (3.5%), weight loss (3.5%) and fever (1.8%)
(Table 2).

Table 2. Clinical symptoms and signs at presentation

Symptoms n (%) ‘

Asymptomatic 28 (49.1)
Fatigue 14 (24.6)
Jaundice 12 (21.1)
Dark urine 11 (19.3)
Right upper side pain and 8(14.0)
discomfort

Pruritus 8 (14.0)
Abdominal discomfort 7 (12.3)
Loss of appetite 6 (10.5)
Abdominal distension 4 (7.0)
Edema 4 (7.0)
Nausea 3(5.3)
Weight loss 2 (3.5)
Arthralgia 2 (3.5)
Fever 1(1.8)

There was a mean delay of 24 months (range
0-457) from the first biochemical abnormalities or

symptoms to the diagnosis of ATH. Patients were fol-
lowed up for a mean of 24+ 41 months. The most
common complications during the follow-up period
are listed in Table 3.

Table 3. Complications of chronic liver disease in the ATH
cohort (n =57)

Complications n (%)
Coagulant function abnormality 9 (15.8)
Esophageal varices 8 (14.0)
Hypoalbuminemia 8 (14.0)
Hypersplenism 6 (10.5)
Ascites 5(8.8)
Variceal bleeding 0
Spontaneous bacterial peritonitis 0
HCC 1(1.8)
Liver transplantation 0
Death 4 (7.0)

Associated autoimmune diseases

15 (26.3%) were diagnosed with concurrent ex-
trahepatic autoimmune diseases. Among the 15 pa-
tients, autoimmune thyroiditis was the most com-
mon disorder - 7 patients (46.7%). Rheumatoid ar-
thritis was present in 3 patients (20.0%), celiac dis-
ease in 3 (20.0%), ulcerative colitis in 1 (6.7%) and
Raynaud’s syndrome in 1 (6.7%).

Biochemical and serological characteristics of
AIH

50% of patients had dominant cytolytic pat-
tern (ALAT / ALP ratio > 1 (both xXULN)) and 50%
of patients had dominant cholestatic pattern (ALAT
/ ALP ratio < 1 (both xXULN)). ANA, ASMA, ALKM
and pANCA were positive in 75.0%, 54.5%, 6.5% and
25.0% of patients, respectively, at some point during
the course of their disease. Simultaneous seropositiv-
ity for ASMA/ANA occurred in 16, ANA/pANCA in
5 and ALKM/ASMA and/or ANA in 3 patients. 15
(75.0%) of our patients demonstrated elevated IgG
levels. 37 patients didn’t have determinations of se-
rum levels of immunoglobulins. Further serological
and biochemical data are shown in Table 4.

Ultrasound

Abdominal ultrasound examination was per-
formed in all patients. Splenomegaly was found in 15
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Table 4. Serological, biochemical and histological findings in patients with AIH

Parameter

Serum globulin or IgG above normal, n (%)
IgA (g/1)
18G (g/1)
IgM (g/)

Mean + SD Median (range)

15 (75)
2.8+1.2 2.5 (0.98 - 6.37)
19.4 + 6.8 20 (7.5 - 33.2)

1.6+ 0.8 1.5 (0.43 - 3.1)

patients (26.3%), hepatomegaly in 19 patients (33.3%)
and ascites in 4 (7.0%).

Upper gastrointestinal endoscopy

Upper gastrointestinal endoscopy was performed
before the start of treatment in 21 patients (36.8%) -
esophageal varices were observed in 5 (23.8%) of them
and 6 (28.5%) had portal hypertensive gastropathy.

Histological findings

Liver biopsy was performed in 24 (42.1%) pa-
tients. Liver histology showed interface hepatitis in
52%, bridging necrosis in 13.0%, multilobular necro-
sis in 8%, mononuclear cell infiltration in 65.0%, bil-
iary changes (ductular proliferation or bile duct in-
jury and loss) in 34.0%. Bridging fibrosis and cirrho-
sis were present in liver biopsies of 43.0% and 13.0%
respectively.

Application of the scoring systems

48 (84%) of our patients satisfy either the orig-
inal or the simplified criteria. The remaining 16%
did not satisty these criteria, most likely due to in-
sufficient data recording at diagnosis (absence of se-
rum IgG assessments and/or lack of histological ex-
amination). According to the revised IAHG criteria,
12.3% of cases had a definite diagnosis of AIH, 68.4%
of cases had a probable diagnosis and 19.3% of cas-
es had no ATH. By the simplified scoring system, 2
(3.5%) were diagnosed as “definite” AIH, 20 (35.1%)
as “probable” and 35 (61.4%) as “non-diagnostic”.

DISCUSSION

Our study of all patients with AIH confirms
some of the previous findings on AIH, including
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peak incidence around the age of 50 years (7-11), fe-
male predominance (females 72.0 - 94.0 %) (7-21),
frequency of overlap syndromes (22). In agreement
with Chen et al. 24.6% were aged > 60 indicating that
ATH should be considered in the differential diag-
nosis also in the elderly (23). 10.5% of our patients
had acute hepatitis, which is lower than reported in
previous studies (27.0 — 46.4%) (9,12,16,18,19,21,24).
49.1% were asymptomatic at diagnosis. In recent
studies 30.6 — 52.6% were symptom free at presen-
tation (7,9,12,16,17). Fatigue and jaundice were most
common among the various manifesting symptoms.
It was consistent with the studies in other countries
(7,14,19,25). Our finding that 28.1% of the AIH pa-
tients had already developed cirrhosis at the time
of diagnosis is in agreement with previous reports
(12,14,20). It indicates that the disease usually has a
prolonged asymptomatic course and has gone un-
recognized for a considerable period of time prior to
diagnosis. In our study 26.3% were diagnosed with
concurrent extrahepatic autoimmune diseases and
they were all female. In earlier studies concomitant
autoimmune disorders were found in 21.0 - 57.1% (7-
9,11-19, 21,24,26-28) with the most prevalent disease
being autoimmune thyroiditis (9,15,19,27,28). ANA
was positive in 75% of the patients, SMA in 54.5%.
In similar studies the range of antibody positivity
was: ANA 54.5 - 94.2% (8,9,11,21,24,26), SMA 21.2
- 64.0% (9,21,26). Our findings are mostly in the re-
ported ranges. It has been reported that anti-SLA are
highly specific for the diagnosis of autoimmune hep-
atitis and their estimation may be useful in identify-
ing patients with ATH. pANCA are not specific, but
are commonly present.

AIH is a difficult clinical diagnosis, as there is
no pathognomonic clinical, laboratory or histologi-
cal features and the condition can mimic almost any
form of acute or chronic liver disease. Most patients
in the present study were accurately diagnosed ac-
cording to the IATHG revised and simplified scor-
ing systems. Thus, these criteria are useful tools that
facilitate diagnosis. Furthermore they can help as-
sure comparability of patient groups reported from
different study centers. In our study 16% of the pa-
tients failed to meet the diagnostic criteria of IATHG,
mainly due to lack of laboratory or histological data
at diagnosis required for calculating scores for both
diagnostic criteria. In recent studies 28.5% and 5.0%

of cases did not meet either diagnostic criteria of
ATH (9,25). We agree with the suggestion that due to
its convenience the simplified scoring system could
be used as the primary diagnostic tool in suspected
cases of ATH. The revised scoring system could be
applied to enhance the diagnosis of ATH in cases that
are unrecognized by the simplified criteria (with few
features of AIH) (8,29).

In conclusion, the clinical features of patients
with ATH are comparable to those described in the
literature. Our data are consistent with those previ-
ously reported, showing that international diagnos-
tic scoring systems are useful and should be used as
an adjunct to the clinical judgment to ensure a cor-
rect diagnosis of patients with ATH.
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