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=Abstract=

Clinical manifestations of autoimmune liver diseases in Korea

Seung 11 Pyo, M.D., Han Chu Lee, M.D., Dong Dae Seo, M.D.,
Jung Woo Shin, M.D., Soo Hyung Ryu, M.D., Young Hwan Park, M.D,,
Young-Hwa Chung, M.D., Yung Sang Lee, M.D,,

Eunsil Yu, M.D.” and Dong Jin Suh, M.D.

Departments of Internal Medicine and Pathology”, University of Ulsan College of Medicine,
Asan Medical Center, Seoul, Korea

Background : Autoimmune hepatitis (AIH), primary sclerosing cholangitis (PSC), primary biliary
cirrhosis (PBC), and autoimmune cholangiopathy (AIC) are major classes of liver diseases currently
considered autoimmune. We investigated the clinical, biochemical, and immunologic findings in
Korean patients with these disease entities.

Methods : We retrospectively analyzed 47 patients with AIH, 27 with PBC, 3 with Overlap
syndrome, 15 with AIC, and 5 with PSC.

Results : About 90% of the patients were women, while 40% in PSC. The mean age of onset
ranged from 47 to 57 years, while it was 28 years in PSC. Fatigue and jaundice were the most
frequent manifestations at diagnosis. In AIH, 13% of patients had an acute onset and 1 died of
fulminant hepatic failure. The serum level of IgG was elevated in 67.5%, and antinuclear antibody and
anti-smooth muscle antibody were detected in 95.7% and 43.2%. Fifty eight per cent of the patients
who received immunosuppressive therapy showed a complete response. In patients with PBC, the
level of IgM was elevated in 75% and all of the patients were positive for anti-mitochondrial
antibody. Biochemical remission was observed in 37% on ursodeoxycholic acid therapy. Except for
the negative anti-mitochondrial antibody, the clinical and biochemical features in AIC were not
different from those in PBC.

Conclusion : Autoimmune liver diseases are not rare in Korea. Considering that these entities are
potentially treatable diseases, a high index of suspicion is needed, especially in patients negative for
the serologic markers of viral hepatitis.(Korean ] Med 64:10-20, 2003)
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1990 195 2001 2€ 714 A -goahg Qo)A 2
el ATH 474, PBC 274, 5 S5 3¢, AIC 169,

PSC 5412 giato 2 &t9tl. BE 3xp7t @3 HBsAg,
anti-HCV &4019a, v+ SF2o] gl A= A9
Il

2. 9

ATHS] Ak TATHGOIA 1999 A AISE =4 2
Fog E Ak 7<4 7]. 107(4 o]ﬂ»g:l
g, RS A XA 9 ek i
st 7]1&3th ATHO A w4 EH e AHoje 11Hd3
o] HAYe] gla, ek FA] A aspartate amino-

transferase (AST), alanine aminotransferase (ALT)=]
7t g gaael 10uH o] 4H400 TU/L) 0.2 AF55]0] 9]
oA dH g P ]7} JAL,J AbslA o)Ay o m AF
SH AR Aottt 1] Aoe 2A Al A
ol el A5 ":VE}ZJ.P—E B, A A,
MRETF 5w FHF Lol Bl A9, EE
B2 AP FElE 2w Axe] Bel A
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& e e 2w o] el A, gamma-glutamyl trans-
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Table 1. Clinical features at presentation in patients with autoimmune hepatitis, primary biliary cirrhosis,
overlap syndrome, autoimmune cholangiopathy, primary sclerosing cholangitis

AIH PBC Overlap AIC PSC
(n=47) (n=27) (n=3) (n=15) (n=5)
Age (meanzSD) 47+14 52+12 4946 57+13 28+11"
Female (%) 89.4 96.3 100 73.3 40.0"
Symptoms & signs (%)
Fatigue 70.2 519 66.7 26.7 20.0
Jaundice 489 29.5 0 26.7 40.0
Pruritus 19.1 37.1 0 20.0 20.0
Abdominal pain 14.9 29.6 33.3 71 40.0
Bleeding 6.4 3.7 0 6.7 0
Asymptomatic 149 29.6 33.3 535 0
Associated disease (%) 21.7 3.7 33.3 33.3 20
AIH score (mean+SD) 15.5+3.1 79+1.9 11.3+0.6 11.7+£2.3 7.4+45
183 30"
Data are expressed as meantstandard deviation or %.
AIC, autoimmune cholangiopathy; AIH, autoimmune hepatitis; N, number of patients; Overlap, overlap

syndrome; PBC, primary biliary cirrhosis; PSC, primary sclerosing cholangitis; SD, standard deviation.
;Values significantly different from patients with AIH (p<0.05)
Values significantly different from patients with AIH, PBC, Overlap and AIC (p<0.05)
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Table 2. Associated disease in patients with autoimmune hepatitis, primary biliary cirrhosis, overlap syndrome,
autoimmune cholangiopathy, and primary sclerosing cholangitis

Disease Number of patients
AIH Systemic lupus erythematosus 3

Hashimoto’s thyroiditis 2

Sjogren syndrome 2

Glomerulonephritis 2

Sicca syndrome 1

Arthropathy 1

Thrombotic thrombocytopenic purpura 1

Antiphospholipid antibody syndrome 1
PBC Hashimoto’s thyroiditis 1
Overlap Sjogren syndrome 1
AIC Graves’ disease 4

Raynaud phenomenon 1
PSC Ulcerative colitis 1

W A sl S AFEe vEL 39, g7 ALTA= AIH 2645 IU/L, PBC 100.3 IU/L, &
2%F, B ol AR, 7 é‘;%ﬁ Hy= 544 & S5 2043 IU/L, AIC 80.8 TU/L, PSC 1476 TU/L
Ql A2 Itk ATH 3H#19] 14.9%, PBC 29.6%, &4 2 AH Y T8 57 =& IS 1oy 54
5 33.3%, AIC 32}9] 535% A= 3579 11H7] 2 zpol= gtk v IR 2, 83 ASTH = AIHO A
5 AAF oo 2 YHESIATHEE 1). A XSG HE = 3452 TU/LE PBC 138.1 IU/L, AIC 94.5 TU/Lel v]3}
shol WA Fal: Sllth ATH 34 F 128%% 34 of Bou BA Aol w54 2erh(p=006). &
el P E WA, o] F 1] A AN d alkaline phosphataseX|+= PBC 681 IU/L, AIC 595.2
o AbgErlon, 31.9%9] b Xk @Al 2 TU/LE AIH 2745 TU/LO) Hlgte] A4 o2 frolatAl
o o] U3 EATHP<0.0D). A Zu~HEX%E PBC 2265 mg/
ATH #-3}9] 27.7%, PBC 37%, &5 5% 33.3%, dL, AIC 236.7 mg/dL=Z AIH9] 159.3 mg/dLX.t} &7

AIC 33.3%, PSC ##}9] 20‘7011*1 e A7hEYAd 4 Ao frofatA =ATHE 3).
3to] FRkE o] UATHIE 1. Bk A7hH g dst & g3 A= AHONA 95.7%(45/47), PBC 77.8%

oAM= 7HA Ao ﬂﬂ Hoth(E 2).

ATH #Hatofl A TAHG e H4o] Ha-2 A& 3
1 1557, X8 Fo&= 18380tk 71EF Agho] A9
A IAIHG A A5e S8 S35 11.3%, AIC 117
 PBC 794, PSC 744282 FH Z573 AICA
= Fat 108 ool ATHIE 1.

1990338 19953704 AIH 44(85%), PBC 34
(11.1%) 2 PSC 14(20%)7} gl om, vmx] Zd=
B 1996 ool FgE k. 53], AIH 3140(66%),
PBC 114l(40.7%), & Z3 291(66.7%), AIC 94
(60%) 2 PSC 2¢1(40%)E 1999 o] Foll Rebs i},
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(21/27), & TSI 66.7%(2/3), AIC 100%(15/15),
PSC 40%(2/5)41 4 Fdoli e, Rk (speckled) ¥
o] 7bg @t &3 A9 Hri= AR Aolrt
ek @3 Aol 9717t 1:80 ol St A
AT 85.19%(40/47), PBC 26%(7/27), +& <
100%6(3/3), AIC 33.3%(5/15) PSC 20%(1/5) S tt. 3 &
= AIH 43.29(19/44), PBC 8%(2/25), AIC9]
71%(1/14) 004 AT A EZ=l A=
PBC #AFo] 100%14 #HEHANL, FEH FFT
100%26(5/5), ATH®] 12.8%(6/47) X = ZZE] A THE 4).
Antineutrophil cytoplasmic antibody (ANCA) AAM=
ATH #z}e] 44, PSC 32} 5 140l A AldstA =t 2
1e# FAdelArh

= A
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Table 3. Biochemical findings at presentation in patients with autoimmune hepatitis, primary biliary cirrhosis,
overlap syndrome, autoimmune cholangiopathy, and primary sclerosing cholangitis

AIH PBC Overlap AIC PSC
Albumin (mg/dL) 3.6+0.7 3.8+0.5 4.2+0.06 3.6%0.7 4005
AST (IU/L) 345.2+485.6 138.1+204.7 300.7£172.0 94.5+£385 100.8+64.9
ALT (IU/L) 264.5+401.5 100.3+152.4 294.3+£217.7 80.8+67.4 147.6+146.0
Alkaline Phosphatase (IU/L) 2745+173.2° 681.0+408.9 742.0+646.4 595.2+239.5 629.4+269.5
r-GT (IU/L) 129.4+129.9" 157.3+18.9 86.5+26.2 439.6+604.8 352.5+222.0
Bilirubin (mg/dL) 4.846.8 5.8+10.6 0.5+0.2 3.0£4.0 51%6.6
Cholesterol (mg/dL) 159.3+45.5" 226.5+82.6 205.3+35.0 236.7£145.0 229.6+110.2

Data are expressed as meantstandard deviation.

:Values significantly different from patients with PBC and AIC (p<0.05)
Values significantly different from patients with AIC (p<0.05)
Values significantly different from patients with AIC (p<0.05)

Table 4. Reactivity of autoantibody in patients with autoimmune hepatitis, primaty biliary cirrhosis, overlap
syndrome, autoimmune cholangiopathy, and primary sclerosing cholangitis

AIH PBC Overlap AIC PSC
(n=47) (n=27) (n=3) (n=15) (n=5)
ANA reactivity 45 (95.7) 21 (77.8) 2 (66.7) 15 (100) 2 (40)
SMA reactivity 19 (43.2) 2 (8.0) 0 (0) 1(7.1) 0 (0)
AMA reactivity 6 (12.8) 27 (100) 3 (100) 0 (0) 0 (0)

Data are expressed as number (%).

Table 5. Serum concentration of immunoglobulins in patients with autoimmune hepatitis, primaty biliary
cirrhosis, overlap syndrome, autoimmune cholangitis, and primary sclerosing cholangitis.

AIH PBC Overlap AIC PSC
Ig G (mg/dL) 2381.8+1174.5 1749.3+298.9 1923.3+271.5 1585.2+439.6 1130.0+141.4
Ig A (mg/dL) 402.1+228.6 324.0£1159 367.0£253.1 473.0£299.9 347.5+146.4
IgM (mg/dL) 232.7£173.9 401.6+134.2 152.0£9.9 487.2+254.6 167.5+375

Data are expressed as meanzstandard deviation.

g% IgG= AIH 2381.8 mg/dL, PBC 1749.3 mg/dL, (14/32) 0l A #ZE 5L, 156%(5/32)9] A A= =
FTH T3 19233 mg/dL, AIC 15852 mg/dL, PSC AeAor HFWMow zlguo] YAtk &, 188%
1130 mg/dLS 1, AIH $H24¢] 67.626(23/34)0l1 4 737 (6/32)2] At A= HHvla] ]' - E]?* t}. PBC &=t
gl ol e Aol ATk 84 IgM2 PBC $ 19¢], AIC 37} 1140l 4] 7F 22 AL Alskgled],
29 75%(12/16), AIC 32+2] 70%(7/10)0 4 23732 & EE deA 29zt %‘E(mterlobular bile duct)®] A4

S mﬁL

ghA o] o R o] AJTHEE ). 2D U AS HEY HES FEke 9 gt iy
ah ] = Al a1, 223 AE 26.3%(5/19)9F 27.3%(3/11)001 A 2= 91

Eﬁs b | %o .
8. o t}. Ludwig ¥ Scheuer?] #5749 4 PBColAl+= 2717}

AIH 32 RdoA 22 HAAE Ay s, 63.29%2 71 Wk, AICH A= 1717} 455% = 714 1
96.9%(31/32)2] FAtl A 22 HAb7F BEE A, P PTHE 6). PSC gatoll A= 3ol A 7k 22 AALS A
Al 82 344%(11/32)0A, 71 AdH3t= 43.8% e, BE oA A3 T4 @ Tl $44
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Table 6. Histologic stages in patients with PBC and
AIC

PBC AIC

(n=19) (n=11)
Stage [ 3 (15.8) 5 (455)
Stage 11 12 (63.1) 19.1)
Stage III 3 (15.8) 3(27.3)
Stage IV 1 (5.3) 2 (18.2)

Data are expressed as number (%).
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