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Abstract: AIM: To compare the clinical features of autoimmune hepatitis (AIH) in elderly
and nonelderly patients at our hospital.

METHODS: We investigated 58 consecutive patients diagnosed with AIH based on results
of liver biopsies and admitted to our hospital between January 2007 and December 2016.
Twenty-eight elderly (=65 years) and 30 nonelderly (< 65 years) patients were included.
Clinical features, laboratory data, histological stage, response to prednisolone (PSL) therapy
(the cumulative rates of normalization of serum ALT levels within 2 months, period until nor-
malization, the cumulative rates of achieving PSL maintenance dose of <5 mg/day within 12
months, or frequency to reactivation during treatment), development of hepatocellular carci-
noma (HCC), and prognosis were evaluated.

RESULTS: Elderly patients had statistically lower serum albumin levels (p = 0.013). The
proportions of advanced fibrosis (stage 3 or 4) tended to be higher in the elderly patients. The
response to PSL therapy were almost similar or slightly better in the elderly patients. HCC
development was only observed in the elderly patients. Four patients died by liver failure, and
1 patients died by infectious disease.

CONCLUSION: Certain characteristics of elderly patients are more likely to have a high
risk for advanced asymptomatic liver fibrosis and developing HCC.
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Introduction

Autoimmune hepatitis (AIH) is a progressive liver disease of unknown etiology. It generally manifests
in middle-aged women, resulting in increased aspartate and alanine aminotransferase (AST and ALT),

Y2 Histological characteristics include interface hepati-

autoantibody, and immunoglobulin G (IgG) levels
tis, plasma-cell infiltration, and lobular hepatitis. Clinical presentations of this disease are variable, ranging
from abnormal liver enzyme levels seen in asymptomatic patients to acute, severe manifestations, such as
fulminant hepatitis or advanced decompensated cirrhosis*”. Moreover, although AIH is known to com-
monly occur in middle-aged women, recent epidemiological studies suggest that it might be more pre-
dominant in older women®?. In this study, we investigated the clinical characteristics of AIH in 28 elderly
(=65 years) and 30 nonelderly (< 65 years) patients at our hospital. We focused mainly on the clinical

presentation of elderly AIH patients in this comparative study.

Materials and Methods

Patients

We investigated 58 consecutive patients, with a median age of 64.5 years (range, 24-87 years) at diag-
nosis, admitted to the Japanese Red Cross Kyoto Daiichi Hospital between January 2007 and December
2016. Study protocols were approved by the ethics committee of the Japanese Red Cross Kyoto Daiichi
Hospital and conformed to the tenets of the Declaration of Helsinki. Patients enrolled in this study were
diagnosed and treated by board-certified hepatologists. Patients with coinfection with chronic hepatitis B,
chronic hepatitis C, human immunodeficiency virus, primary biliary cirrhosis, hemochromatosis, or
Wilson's disease were excluded from the study. Patients with excessive alcohol intake (= 60g/day) or the
use of known hepatotoxic drugs were also excluded. All patients enrolled in this study underwent liver biop-
sy. Patients with definitive diagnoses of concomitant PBC and AIH", based on the liver biopsy, were exclud-
ed. A definite diagnosis of AIH was based on the liver biopsy and clinical course of disease.
Clinical, laboratory, and histological assessments

The laboratory assessment included assessments of the levels of serum ALT, alkaline phosphatase
(ALP), total bilirubin (T-Bil), albumin (Alb), IgG, antinuclear antibody (ANA) levels, and platelet count.

Fibrosis was staged as follows: F1, fibrous portal expansion; F2, bridging fibrosis; F3, bridging fibro-

W Advanced fibrosis was classified as stage-3 or stage-4

sis with architectural distortion; and F4, cirrhosis
disease (bridging fibrosis with architectural distortion or cirrhosis). All patients were graded according to
the revised scoring system proposed by the International Autoimmune Hepatitis Group*. In principle, we
evaluated pre-treatment scores using scoring system and definite AIH (> 15) cases or probable AIH (10-
15) cases were diagnosed as AIH. As criteria for the type of clinical onset, patients with acute-onset liver
dysfunction (ALT levels > 10 times the upper limit of normal or T-Bil levels > 3 times the upper limit of
normal) without a history of prior liver disease were diagnosed as acute-onset AIH. The remaining patients
were diagnosed as non-acute-onset AIH. Reactivation was defined as serum ALT levels elevations above
normal and a requirement for prednisolone (PSL) or ursodeoxycholic acid (UDCA) treatment.
Treatment

In this study, the standard initial treatment was PSL monotherapy (15-40 mg/day). In patients with his-
tologically low-grade inflammatory activity, the initial treatment was low-dose PSL (<10 mg/day) or UDCA
(600 mg/day). Patients who refused treatment with PSL were treated with UDCA. PSL was continued until
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normalization of serum ALT levels and was tapered to maintain remission. PSL titration was carefully done
by decreasing the dose by 5 mg every week or every 2 weeks until a dose of 5 mg/day was achieved. A fur-
ther reduction to 2.5 mg/day or drug-free treatment has been considered for maintaining stable ALT lev-
els in AIH patients. The maintenance regimen was then continued until disease resolution, treatment fail-
ure, or drug intolerance.
Statistical analysis

Statistical analysis was performed using the SPSS statistical program (release 22, SPSS Inc., Chicago,
IL). Continuous variables were expressed as medians and interquartile ranges. Categorical variables were
expressed as numbers and percentages. The Mann-Whitney U-test was used to evaluate differences in the
continuous variables. Dichotomous variables were compared using the x ?test. p values of < 0.05 were
considered statistically significant.

Results

Clinical features of patients

The median observation period was 41.5 months. Twenty eight patients (48.3 %) were =65 years of
age at the time of diagnosis (Table 1). The median age at diagnosis was 64.5 (range, 24-87) years. The peak
incidence of AIH occurred between 60 and 69 years of age. The clinical profiles of all 58 patients, divided
into elderly (=65 years) and nonelderly (< 65 years) patient groups, are shown in Table 2. There were no
differences in ALT, ALP, or ANA levels between the elderly and nonelderly patients. Serum Alb levels were
significantly lower in the elderly patients than in the nonelderly patients. Serum T-Bil levels tended to be
higher, and platelet counts tended to be lower in the elderly patients, respectively. Serum IgG levels tend-
ed to be higher in the nonelderly patients. Histological examination showed that elderly patients had a high-
er frequency of advanced fibrosis (stage F3 or F4) than nonelderly patients.
Clinical course

The clinical courses of disease in the elderly and nonelderly patients are shown in Table 3. For the ini-
tial medical treatment, 39 of the 58 patients (67.2%) were treated with PSL (=15 mg/day), whereas 19
patients were treated with UDCA (300-600 mg/day) or a combination of low-dose PSL (< 15 mg/day) and
UDCA. ALT levels were normalized spontaneously in two patients within a relatively short period.

Table 1 Baseline patient characteristics

Number of patients n=>58

Age (years) 64.5 (55.0-69.3)

Gender (male/female) 11/47

Observation period (months) 415 (19.5-68.3)

Laboratory data
ALT (IU/L) 215 (93-634)
ALP (IU/L) 443 (320-666)
T-Bil (mg/dL) 13 (0.7-5.3)
Albumin (g/dL) 37 (3.3-4.0)
Platelet count (x104/mm3) 18.0 (12.7-227)
IgG (mg/dL) 2320 (1700-3010)

Data are presented as numbers or medians with interquartile ranges in parentheses.
ALT, alanine aminotransferase; ALP, alkaline phosphatase; T-Bil, total bilirubin; IgG, immunoglobulin G
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Table 2 Clinical profiles of elderly (=65 years) and nonelderly (< 65 years) patients

Elderly Nonelderly
Number of patients n=28 n=30 pvalue
Gender (male/female) 4/24 7/23 0.38
Observation period (months) 33 (14-58) 50 (29-89) 0.199
Concurrent autoimmune disease 2 4
Onset (acute/non-acute) 12/16 10/20 0.455
Laboratory data
ALT (IU/L) 242 (77-799) 191 (110-463) 0.823
ALP (IU/L) 423 (339-566) 433 (300-714) 0.943
T-Bil (mg/dL) 15 (0.8-6.6) 09 (0.6-3.9) 0.193
Albumin (g/dL) 35 (3.2-3.8) 4.0 (3.4-4.1) 0.013
Platelet count (x104/mm3) 16.1 (12.2-22.0) 185 (13.9-25.9) 0.137
IgG (mg/dL) 2040 (1600-2740) 2420 (1705-3270) 0.155
ANA titers 160 (80-320) 160 (80-345) 0.843
IAHG score 160  (15-17) 16.0 (13-17) 0.576
Fibrosis grade(F1,F2,F3,F4) 6/7/13/2 11/10/6/3
Advanced fibrosis patients 15 9 0.069

Data are presented as numbers or medians with interquartile ranges in parentheses.ALT, alanine aminotransferase;
ALP, alkaline phosphatase; T-Bil, total bilirubin; IgG, immunoglobulin G; ANA antinuclear antibody; IAHG score,
International Autoimmune Hepatitis Group score. Concurrent autoimmune disease: One elderly patient had thyroid
disease and one elderly patient had systemic lupus erythematosus. Two nonelderly patients had thyroid disease, one
nonelderly patient had idiopathic thrombocytopenic purpura, and one nonelderly patient had ulcerative colitis.

p values were calculated using the x ? or Mann-Whitney U test for continuous variables.

Table3 Clinical courses of elderly (=65 years) and nonelderly (< 65 years) patients

Elderly Nonelderly
Number of patients n=28 n =230 P value
PSL treatment 18 21
Observation over 12 months 174# 21
Normalized ALT within 2 months 15 (88.2%) 16 (76.2%) 0.302
Period until normalization (months) 0.7 (0.5-1.4) 1.0 (0.6-2.0) 0.090
Achieving under <5mg/ day within 12 months 15 (88.2%) 18 (85.7%) 0.604
Reactivation 7 (41.2%) 12 (57.1%) 0328
Malignancy
HCC 2 0
Cause of death
Fulminant hepatitis 1
Liver failure 2% 1
Infection 1 0

#: One elderly patient developed fulminant hepatitis and subsequently died within 2 months of starting the treatment.
*: Two elderly patients had comorbid HCC.

Data are presented as numbers with percentage in parentheses or medians with interquartile ranges in parenthe-
ses.

PSL, prednisolone; ALT, alanine aminotransferase; HCC, hepatocellular carcinoma

P values were calculated using the x ? or Mann-Whitney U test for continuous variables.
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Unfortunately, one elderly patient developed fulminant hepatitis and subsequently died within 2 months
of starting the treatment. Except this patient, 17 elderly patients and 21 nonelderly patients were observed
for > 12 months of PSL treatment. The cumulative incidence of normalization of serum ALT levels within
2 months after PSL introduction were similar in the elderly and nonelderly patients (88.2% vs. 76.2%,
respectively; P = 0.302). Although period until normalization were shorter in elderly patients, the difference
between the two groups was not statistically significant (p =0.09). The cumulative incidence of achieving
a maintenance dose of PSL under <5 mg/day within 12 months and reactivation rates were also similar
between the elderly and nonelderly patients, respectively.

Five patients died in observation period. HCC occurred in two elderly female patients (86 years, F3
stage; 69 years, F3 stage), and they died. One elderly female patient died of fulminant hepatitis. One elder-
ly female patient died of infection. One nonelderly female patient died of liver failure. (Table 3).

Discussion

In the present study, we evaluated and compared the clinical features of elderly and nonelderly AIH
patients. AIH in the elderly is more common than previously thought. The proportions of advanced fibro-
sis (stage F3 or F4) tended to be higher in the elderly patients than in the nonelderly patients. Liver relat-
ed deaths were more frequently occurred only in elderly patients.

The first point to be discussed is that the age of peak incidence. Although AIH is commonly known to
present in middle-aged women, some recent epidemiological studies showed that age at diagnosis of AIH
is more common in elderly women® . Limited population-based epidemiological studies confirmed that AIH

Y1319 Tt is unclear

are predominantly made diagnoses in older women, peaking during the sixth decade of life
why AIH incidence is higher among the elderly. One possible explanation for increasing elderly AIH is that
the clinical criteria for AIH have been more clearly established, and more atypical cases might now be diag-
nosed as AIH'®'", The other explanation is that differences in human leukocyte antigen DR (HLA-DR) sta-
tus may affect the age distribution of patients with AIH. Among Japanese patients with AIH, 72 % were pos-
itive for HLA-DR4, and studies have suggested that HLA-DR4 is more frequent in elderly patients®”.
However, 30 %-40 % of Caucasian patients are positive for HLA-DR3, which is associated with a younger
age of AIH onset'”"®. The advances of epidemiological databases might offer more accurate age of onset
in the future.

The second point to be discussed is that the histological examination of elderly AIH patients. According
to the histological examination, stage F3 or F4 disease were more common in the elderly patients than in
the nonelderly patients at diagnosis (15 patients in elderly group; 53.6 % vs. 9 patients in nonelderly group;
30.0 %), respectively, which is consistent with data from a previous report”. The higher advanced fibrosis
stage in elderly patients may be help to explain that some elderly patients may be asymptomatic for many
years and diagnosed AIH at an old age. Histological examination is considered important to distinguish
acute-onset AIH from the acute exacerbation of chronic AIH, and therefore more accurately predict the
prognosis®.

The clinical presentation of AIH onset is variable. One elderly patient presented with fulminant hepati-
tis, and 21 patients had acute-onset AIH in the present study. Meanwhile, other cases presented with vague
clinical symptoms. As laboratory results, no significant differences were observed between the two groups
with regard to serum ALT, ALP, ANA, IAHG score at onset. Elderly patients had significantly lower serum

Alb levels, which have been shown to further decline with age'. Serum T-Bil levels were higher, and platelet
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count was lower in the elderly patients, respectively. These laboratory data might reflect a decreased phys-
iological liver function associated with aging or high frequency of advanced liver fibrosis in the elderly
patients.

As the treatment response of AIH, the cumulative rates of normalization of serum ALT levels within 2
months of initial treatment, period until normalization, and frequency of reactivation during treatment were
almost the same or slightly better in the elderly patients. Two patients refuse to be treated with PSL, and
one patient was not treated by medical issue, respectively in each group. We advise that initial treatment
should include PSL if not contraindicated, even in elderly patients. Except for one elderly patient who devel-
oped fulminant hepatitis, patients were treated with PSL or UDCA,; fortunately, non-standard pharmaco-

?V were not used for treatment.

logical treatments

Although the observation period was limited, two patients developed HCC and one patient died of infec-
tion in the elderly group. The increased HCC development in elderly patients may result from the high fre-
quency of advanced fibrosis. Because of improvements in the prediction of the prognosis and increases in
the number of elderly patients with AIH, complications from malignancies and monitoring for side effects
of PSL may become important considerations. Screening for malignancies is thus particularly important in
elderly patients.

One limitation of this study was that HLA-DR was not evaluated because a commercial database was
unavailable. HLA status likely affects clinical manifestation, behavior, and treatment outcomes® . Another
limitation of the present study was the relatively small number of patients assessed. A study including more
patients could clearly reveal if elderly patients show a statistically higher risk of progression of liver fibro-
sis. Further studies are necessary to evaluate the characteristics of elderly patients with ATH.

In conclusion, AIH in the elderly is more common than previously thought. Elderly patients experi-
enced a higher frequency of progressive liver fibrosis and HCC development, both of which are of con-
siderable clinical importance.
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