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3 (10%); 5 (@A7%)
AlH 10 : 87%
ALF-AIH
Keto-AlH
ALF-AIH
135
1
2
61
3
(T-Bil) PT% MELD score
AST

ALT
PT% (cut-off 27)
T-Bil (cut-off 10.8) MELD (cut-off

27) 4
4
MELD
Keio-AlH
ALF-AIH
5

PT% (

PT-INR) MELD

6
7 1
AST
ALT 2001U/L 5
mg/dl PT% 60%
PT%
ALF-AIH
AST ALT
2001U/L
limitation
PT% AST ALT
cut-off
ALF-AIH Keio-AlH
1.
2.
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(AIH)

2010
2015 LOHF AlH 152
mPSL 70%
mPSL
AIH
2010 2015
LOHF AlH 152
83 14
43 LOHF 12
LOHF AlH
AIH 97.4%(148/152 )
mPSL
72.5%(100/138 )
mPSL 73.1%
63.6% 74.4% LOHF
70.0%
(2016) mPSL (100 ) 38
ALT
AIH
mPSL
AIH mPSL mPSL 57
51 (89.5%) 5
1 mPSL 21
16 (76.2%) 5
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mPSL
6
LOHF
AlH
mPSL
mPSL
40% INN 1.5
mPSL
AlH
AlH
1

1) Koizumi Y, Hirooka M, Abe M, Tokumoto
Y, Yoshida O, Watanabe T, Nakamura Y,
Imai Y, Yukimoto A, Kumagi T, Takeshita
E, lkeda Y, Hiasa Y. Comparison between
real-time elastography and
vibration-controlled transient
elastography for the assessment of
liver fibrosis and disease progression
in patients with primary biliary
cholangitis. Hepatol Res, 47:
1252-1259, 2017.
2) up to date

Modern
Physician 37: 235-237, 2017.
3)

AlH

35

74: 885-890, 2017.

2.

1) Yoshida O, Abe M, Yukimoto A, Imai Y,
Nakamura Y, Watanabe T, Hirooka M, Hiasa
Y. Validation of the GLOBE Score and
UK-PBC Risk Score in Japanese patients.
AASLD Liver Meeting 2017.(Washington

DC, 2017 10 20 )
)
UK-PBC GLOBE
53
2017 6 9
3)
LL-37 . 53
2017 6 8
4) . PBC
Elastography
42
2017 11 30
1.
2.
3.



21 1 25 12 31 15
35
2
20 57 8
23 4 1
IL-2
3
HLA-DR4 23 12
DR-2
20 1
372 PSC
PSC
21 1 1 4 32
25 12 31 91
15 AlH 25 29
83%
32 27 84
7 A
4
54 14.5%
z
35 14 21 12 z
10 3
15 AlH 1
1 10 AlH PSC
(p=0.034)
13 (37%) 20
15 43 5(14%)
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AlH

IL-2 T

AlH
AlH

1.

Sogo T, Takahashi A, Inui A, Fujisawa
T, Ohira H, Takikawa H; Japan AIH Study
Group (JAIHSG).Clinical features of
pediatric autoimmune hepatitis in
Japan: A nationwide survey.

Hepatol Res. 48(4) 2018:286-294,2018

2.
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PBC
PBC 2015 12
16 PBC 9919 8242
a-PBC s-PBC 1989
(P-1) 1990 1999 (P-2) 2000 (P-3)
a-PBC 78.7
99.2%
1135:7107
56.8 88.2
1989
(P-1) 1990
1999 (P-2) 2000
(P-3) 3
Kaplan-Meier
primary biliary cholangitis, PBC SAS JMP Ver.10
1980 p 0.05
2
PBC 13 15
2015 12 2 14 6 17
16 PBC
: 16 12
1. 24
16 PBC
9919
16
1 8242 27 4 1
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=0

2005

aPBC

2000
74.4

sPBC

2

37.3% 4

16 PBC

1 Bil
Bil

1990
1 74%
46 232-233

asymptomatic PBC
1989
(P-1) 57.5 aPBC
1990 1999
(P-2) 73.9
(P-3)

aPBC
PBC symptomatic PBC
1989
(P-1) 1990 1999 PBC
(P-2) 2000 79
(P-3)

PBC
PBC
3 aPBC

78.7%

99.2% 21

sPBC 21.3

10 85.7 20
67.5 30 36.2%

PBC PBC 16 PBC
10 17.4 20 8242
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s-PBC 1989
(P-1) 1990
(P-2) 2000
(P-3)

a-PBC 78.7

623-627

w NPT

1999

a-PBC

99.2%

2017 1

59
2017
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aPBC (n=5916)

sPBC (n=2326)

P3(2000s: n=3303)

P2(1990s: n=1915)
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PBC

primary biliary cholangitis; PBC

PBC Q0L PBC-40 FFSS
PBC 496 PBC
Al 57 - B R X

BAE) ERBRWEEREL ., ZNENEE L TWD Z en

Ko TR - BEHRFE & AR R I 30

primary biliary
cholangitis; PBC

PBC 70
4
PBC *
QoL *
4
PBC-40 PBC KGR @
QoL
4
PBC-40 PBC *
PBC *
QoL *
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49 (11.8%)

UDCA
* 384
PBC (88.3%) 100  (23.0%)
HRQOL
2
PBC-
40
AST
ALT ALP
UDCA
16 PBC
16
PBC
(<3.5 gzdl)
FTo. RERFEIZOWTIIRMIE AR
(10 ) (<3.5
g/dl) 1
Mann-Whitney
Spearman
SPSS 22.0 Statistics (IBM Inc.)
PBC QoL
496
10.7% 66.0
6.2
PBC

PBC
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496
PBC

MfiE, B RERRFEIC SV TR OB

PBC

PBC

W57« BRHREE & AR IR T e ik 2k

(KfE) &RV EFEEE L. ThTh

1.
Yagi M, Tanaka A, Abe M, Namisaki T,
Yoshiji H, Takahashi A, Ohira H,
Komori K, Yamagiwa S, Kikuchi K,
Yasunaka T, Takaki A, Ueno Y, Honda

46

A, Matsuzaki Y, Takikawa H; Tokyo
Hepatitis Association and Japan PBC
Study Group (JPBCSG). Symptoms and
health-related quality of life in
Japanese patients with primary
biliary cholangitis. (submitted)

2.
Yagi M, Tanaka A, Abe M, Namisaki T,
Yoshiji H, Takahashi A, Ohira H,
Komori A, Yamagiwa S, Kikuchi K,
Yasunaka T, Takaki A, Ueno Y, Honda
A, Matsuzaki Y, Takikawa H. Pruritus,
dryness, fatigue and health-related
quality of life in Japanese patients
with primary biliary cholangitis.
AASLD (2017.10.20, Washington DC).
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B (SE) Adjusted OR (95% Cl) =
1.42 (0.59) 4.13 (1.31-13.0) 0.016
x10 -0.40 (0.13) 0.67 (0.52-0.87) 0.002
(<35g/dL) 1.50 (0.54) 4.48 (1.57-12.8) 0.005
B R
(>10 ) 0.34 (0.15) 1.41 (1.04-1.90) 0.025
(<35g/dL) 0.88 (0.42) 2.41 (1.05-5.53) 0.037
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40
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male

P<0.001
M 1

<10 11-20 >20
285 104 37

female

50

40

30

P<0.001

48

41-50 51-60

>60
(yrs)
137 67

F
15

P<0.001

T

<30
n= 30

31-40 41-50 51-60
66

>60
(yrs)

147 137 67



PBC

PBC
PBC PBC
PBC
1 65 99 79
69 (65-82) 65 260 234 52 (28-64)
ALP y -GT Alb.
65 2 UDCA
BF 11 11.1 vs. 71 27.3
3 UDCA UDCA + BF
UK-PBC risk score PBC 65 BF
65
65
1 65 99
79 69 (65-82)
PBC 65 260 234
52 (28-64) 16
PBC PBC vs. 20 1 ALP 456
(196-2738) vs. 487 (169-3446) 1U/1
y -GT
PBC Alb. 20.1
(7.3-43.6) vs. 23.0 (2.5-49.6) x104/
V| 65
2
2
4 4 vs. 17 6.5 UDCA
2015 81 81.8 vs. 171
65.7
PBC 359 65 UDCA BF
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11 11.1 vs. 71 27.3
3
1
Factors (Median) (range) (n) <65y.0. 265y.0. p value
n 260 99 -
Gender (Male / Female) 26/ 234 (90%) 20/79 (79.8%) 0.013
Age (years) 52 (28-64) 69 (65-92)
Male (years) 55 (38-64) 69 (65-92)

Female (years) 52 (35-64) 70 (65-79) -
Family history of PBC (+/ - / unknown) 7(26%)/235/18  4(4.0%)/87/8 0.678
mother, daughter / sister, brother / father 41211 2/2/0 -
Symptoms (+/-) 52 (20%) / 208 16 (16%) / 83 0.453

itching / jaundice / ascites / edema / EV 4515171712 15/1/5/9/7

s1-PBC / s2-PBC

Other autoimmune diseases (+/-)

SjS / Thyroiditis / RA / SLE

AlH / CREST / PSS / Myositis / Others

Malignancies (+/-)

4715 (19%)
89 (34.2%) / 171

15/1(1.0%)  1.000
29 (29.2%) /70 0.450

40 (15.3%)/20/12/3 15 (15.1%)/3/3/0

8(3%)/5/7/3/11
24 (9.2%)/ 236

3(3%)/4/0/1/3 -
14 (14.1%)/ 85 0.187

HCC / Colon / Gastric / MMK / Lung / Others 2/6/3/6/2/5 1/5/3/3/0/3
Factors (Median) (range) <65y.0. 265y.0. p value
TP (g/dl) 7.7 (6.0-9.8) 7.6 (5.8-9.0) 0.210
Alb (g/dl) 4.3 (2.5-5.1) 4.2 (2.3-4.9) <0.001
AST (1Un) 45 (13-367) 40 (20-883) 0.636
ALT (IU/L) 49 (8-589) 32 (11-1058) 0.308
LDH (1U/1) 208 (104-596) 220 (127-486) 0.522
ALP (1U/N) 487 (169-3446) 456 (196-2738) 0.762
y-GTP (1UN) 191 (11-2842) 145 (10-2040) 0.416
T.Bil (mg/dl) 0.6 (0.2-8.2) 0.7 (0.2-3.6) 1.000
Cre (mg/dl) 0.60 (0.11-2.61) 0.67 (0.45-1.43) 0.008
19G (mg/dl) 1714 (840-3806) 1625 (837-3035) 0.331
IgM (mg/dl) 334 (40-1468) 283 (46-1355) 0.133
WBC (/ul) 5300 (2200-18300) 5200 (2500-15000) 0.885
PLT (x104 /pl) 23.0 (2.5-49.6) 20.1 (7.3-43.6) 0.002
PT (%) 97.0 (47.0-149.2) 91.0 (74.0-127.0) 0.039
<65 y.0. 265 y.o. p value
n 260 99
Treatment (-) 17 (6.5%) 4 (4.0%) 0.457
UDCA alone 171 (65.7%) 81 (81.8%)
900mg/day 1(0.3%) 3(3.0%) 0.065
600mg/day 130 (50%) 60 (60.7%) 0.076
450mg/day 8 (3.0%) 2 (2.0%) 0.737
400mg/day 1 (0.3%) 1 (1.0%) 0.476
300mg/day 29 (11.1%) 14 (14.1%) 0.468
150mg/day 2 (0.7%) 1(1.0%) 1.000
UDCA +BF 71 (27.3%) 11 (11.1%) 0.001
BF alone 0 3 (3.0%) 0.020
+ BF 1

Alb. ALP y -GT

BF
BF

50

PBC 65 BF

65

PBC

1.

1) Kimura N, Yamagiwa S, Sugano T, Setsu
T, Tominaga K, Kamimura H, Takamura M,
Terai S. Possible involvement of
chemokine C-C receptor 7- programmed
cell death-1" follicular helper T-cell
subset in the pathogenesis of
autoimmune hepatitis. J.
Gastroenterol. Hepatol. 33(1):
298-306, 2018.
2) Setsu T, Yamagiwa S, Tominaga K,
Kimura N, Honda H, Kamimura H, Tsuchiya
A, Takamura M, Terai S. Persistent
reduction of mucosal-associated
invariant T cells in primary biliary
cholangitis. J. Gastroenterol.
Hepatol. 2017 Dec 21. [Epub ahead of
print]
4) Yamagiwa S, Ishikawa T, Waguri N,
Sugitani S, Kamimura K, Tsuchiya A,
Takamura M, Kawai H, Terai S. Increase
of Soluble Programmed Cell Death Ligand
1 in Patients with Chronic Hepatitis C.
Int. J. Med. Sci. 14(5): 403-411, 2017.

2.

1) Kimura N, Yamagiwa S, Horigome R,
Kamimura H, Takamura M, Terai S.
Usefulness of follicular helper T cell
subset frequencies in the diagnosis of
autoimmune hepatitis. The 68th Annual
Meeting of AASLD. Washington DC. 2017

10 22

2) Setsu T, Yamagiwa S, Tominaga K,
Kimura N, Honda H, Kamimura H, Takamura
M, Terai S. Persistent reduction of



mucosal-associated invariant T cells in
primary biliary cholangitis. The 68th
Annual Meeting of AASLD. Washington DC.
2017 10 20

3) . ,
Programmed cell death 1 PD-1
. 53
2017 6
9
4) .,

Mucosal-associated invariant T
103
2017 4 20
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PBC

GLOBE, UK-PBC

1 UDCA+
GLOBE UK-PBC UDCA+BE
UDCA+BF UDCA+BF
BF UDCA
PBC 2
GLOBE
UK-PBC Risk
3, 5, 10, 15
BF
Kaplan-Meier
GLOBE UK-PBC Risk
PBC
(BF) 10
UDCA
15-104
GLOBE Score UK-PBC Risk
Score
BF
1) UDCA, BF
UDCA UDCA
10 30 O ubca
Z 08 _ % MUDCA
PBC \S:, 06 gj: W UDCA+BF
873 1985 2014 0 P00l
e nlE o vA T nrs Flie=T
UDCA+BF g : gLs ;D_E, i g:;
120 o I * I iR N
BF UDCA uan uak gk oz,
BF U DCA+BF UDCA, BF (n=120)




BF BF
UDCA+BF
+
Wilcoxon signed-ranks
test UDCA
3.6 1~20
UDCA
BF
UDCA
BF
2) GLOBE
BF UDCA
BF UDCA+BF
GLOBE
(Gastroenterology 2015; 149:
1804-1812) GLOBE
ALP
UDCA 1
3 5 10 15
GLOBE 0.3
UDCA
UDCA
UDCA+BF

W UDCAR BRI 5 B UDCA+BFi R 14 **+P<0.0001

Fik

35 i 105 %

2 BFEME5HI% TOGLOBERIT LU #HiEiree L HEE D E{E(n=120)

GLOBE 3 5
10 15
UDCA 60%
UDCA GLOBE
0.3 UDCA+BF
38%
BF UDCA
GLOBE

BF

Kaplan-Meier

free
GLOBE
Pearson’s X °test

1.0t

0.8+
0.6

0.4

B hEfree 75

0.2+

0.0

BFFAICLHRAE

P<0.0001

e, P<0.0001
R

UDCAB 1% 5 HMDGLOBERTI= k5 FMIE

0

3

2 4 6 8 10 12 14 16
BF BB ORI (years)

Kaplan-Meier.E 72 —GLOBERITIZ&AFREDLE— (n=120)

3) UK-PBC Risk

2) GLOBE
120 UK-PBC Risk
(Hepatology 2016; 63: 930-950)
BF
UK-PBC Risk
ALP
ALT
UK-PBC Risk 5 10
15
UDCA UDCA+BF
UDCA
UDCA+BF
w B UDCARIE 5%
ﬁ 025 W UDCA+BF R 14
g 0.2 & ***P<0.0001
& !
i sk -
'E!E 0.15 |
juct
-}-‘E 0.1 s — — .
% 0.05 D» - 4
= Amn ol
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BF
UDCA BF
GLOBE
UK-PBC Risk
UDCA GLOBE
UK-PBC Risk
BF
BF
1.
2

Honda A, Tanaka A, Komori A, Abe M,
Inao M, Mochida S, Namisaki T, Yoshiji
H, Hashimoto N, Kawata K, Takahashi
A, Ohira H, Kang J-H, Yamagiwa S.
Joshita S, Umemura T, Sato K, Itakura
J, Kaneko A, Kakisaka K, Takikawa Y,
Kikuchi K, Takikawa H, Matsuzaki Y,
Japan PBC Study Group (JPBCSG).
Bezafibrate improves GLOBE and
UK-PBC scores and long-term
outcomes in patients with primary
biliary cholangitis. AASLD The Liver
Meeting 2017. Washington, DC Oct 22,
2017.



UDCA

UDCA

y -GTP
(Nara )

1991 1
PBC

UDCA
UDCA

(SC)
(F) Score
Score

35 UDCA

SC (stagel/2/3/4:6/11/17/0

14

(PBC)
(UCA) 1
UDCA

UDCA

2014 12
287
35

Nara

Scheuer
(NC) NC

(®)

21

) NC (stage 1/2/3/4:0/7/23/4 )
SC
NC F Score B Score / /
2/21/12 4/23/8
13/21/1 3/23/9 UDCA

14 / / SC
[7.1 (1)/78.6 %(11)/14.3%(2)] NC
[28.6% (4)/57.1%(8)/14.3%(2) ] F Score
[0%(0)/64.3%(9)/35.7% (5) ] B Score
[7.2% (1)/71.4%(10)/21.4%(3) ]

UDCA 21 / /

SC [4.8%(1)/47.6% (10)/47.6%
(10) 7 NC [9.5%(2)/71.5%(15)/19.0%(4)]
F Score [4.8%(1)/57.1%(12)/38.1%(8) ]
B Score [9.5%(2)/61.9%(13)/28.6%(6)]
UDCA

UDCA

(p 0.01)

SC
NC
UDCA

(p 0.01)

UDCA

PBC Nara UDCA
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1.

1: Namisaki T, Yoshiji H. Liver
fibrosis progression predicts survival
in patients with primary biliary
cirrhosis. Hepatol Res.
47(3):E178-E186. 2017
2: Namisaki T, Yoshiji H. Clinical
significance of the Scheuer
histological staging system for primary
biliary cholangitis in Japanese
patients. Eur J Gastroenterol Hepatol.
29(1):23-30. 2017

2.
1: Namisaki T, Yoshiji H. Biochemical
response to ursodeoxycholic acid
predicts histologic primary biliary
cholangitis progression. AASLD The
Liver Meeting Washington convention
center, October 20.2017
2:
UDCA
25

H29 10 14

(PBC)
Enhanced Liver Fibrosis (ELF)

53
H29 6 8
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(Cohort)

Delphi

GRADE
Delphi
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Delphi
cQ

PubMed, Cochrane

library

sclerosing cholangitis

CQ

12 31

retrospective study

CT MRI

High volume center

1

58

annual review

PSC
High volume center

PSC

1.
1_Tanaka A, Tazuma S, Nakazawa T,
Isayama H, Tsuyuguchi T, Inui K,
Takikawa H. No negative impact of
serum 1gG4 levels on clinical outcome
in 435 patients with primary
sclerosing cholangitis from Japan. J



Hepatobiliary Pancreat Sci.
2017;24(4):217-225.

2.Tazuma S, Unno M, lgarashi Y, Inui
K, Uchiyama K, Kai M, Tsuyuguchi T,
Maguchi H, Mori T, Yamaguchi K,
Ryozawa S, Nimura Y, Fujita N, Kubota
K, Shoda J, Tabata M, Mine T, Sugano
K, Watanabe M, Shimosegawa T.
Evidence-based clinical practice
guidelines for cholelithiasis 2016. J
Gastroenterol. 2017;52(3):276-300.

3.Shoda J, Matsuda A, Shida T,
Yamamoto M, Nagino M, Tsuyuguchi T,
Yasaka T,

Tazuma S, Uchiyama K, Unno M,
Ohkohchi N, Nakanuma Y, Kuno A,
Narimatsu H.

Wisteria floribunda agglutinin-
sialylated mucin core polypeptide 1
is a sensitive biomarker for biliary
tract carcinoma and intrahepatic
cholangiocarcinoma: a multicenter
study. J Gastroenterol.
2017;52(2):218-228.

4.Tanaka A, Tazuma S, Okazaki K,
Nakazawa T, Inui K, Chiba T, Takikawa
H.

Clinical Features, Response to
Treatment, and Outcomes of 1gG4-
Related Sclerosing Cholangitis. Clin
Gastroenterol Hepatol. 2017 20. pii:
$1542-3565(17)30055-1.

5.Yokobayashi K, Kawachi I, Kondo K,
Kondo N, Nagamine Y, Tani Y, Shirai
K,

Tazuma S; JAGES group.. Association
between Social Relationship and
Glycemic Control among Older
Japanese: JAGES Cross-Sectional
Study. PLoS One. 2017
6;12(1):e0169904.

6. Tazuma S. Bile acid and
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gallstones: Epidemiology,
Pathogenesi, diagnosis, and
management. In Tazuma S and Takikawa
H (ed). Bile acid in
gastroenterology. Springer, Tokyo,
2017.

7. Tazuma S: Bile acid and gallstone.
In Wang DQ (ed) Gallstones: Recent
advance in epidemiology,
pathogenesis, diagnosis and
management. NOVA, 2016 (In press)

2.

1. Sugiyama A, Mino M, Kanno K, Ono
J, Kishikawa N, Kobayashi T,
Kobayashi T, Ohdan H, Tazuma S.
Periostin promotes malignant
potential by induction of epithelial-
mesenchymal transition in
intrahepatic cholangiocarcinoma. The
118th AGA meeting (May 6-9, 2017,
Chicago, Illinois)Gastroenterology,
Vol. 152, Issue 5, S803.

2. Kodama M, Kanno K, Tazuma S.
Altered Bile Acid Synthesis Pathway
in Hypertentionassociated Non-
Alcoholic Steatohepatitis Animal
Model. The 118th AGA meeting (May 6-
9, 2017, Chicago, Illinois)
Gastroenterology, Vol. 152, lssue 5,
S686.

3.Sugiyama A, Kanno K, Kishikawa N,
Nishimichi N, Yakosaki Y, Tazuma S.
Periostin promotes liver fibrosis by
activating hepatic stellate cell via
interacting integrins. The 25th
conference of the Asian
PacificAssociation for the Study of
the Liver (Feb 20-24,

2016, Tokyo)Hepatol Int. 2016:10
(Suppl 1):S81.
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Arizumi Toshihiko, Atsushi tanaka,



Susumu Tazuma, Takahiro Nakawaza,

Hiroyuki lsayama, Yoshio Tsuyuguchi,

Kazuo Inui, Hajime Takikawa, Japan 15

PSC Study Group. (2017.9.15, )
The occurrence rate of clinical

events in Japanese PSC cohort -a

potential role as surrogate endpoints

for clinical trials- AASLD2017(Oct

20-24, 2017, Washington,DC) 357. 16
HEPATOROGY , Vol. 66, Issue S1. (2018.3.2, )
5

Akiko Suaivama, Keishi Kanno, Susumu
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Ludwig grading
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PSC 1986 2017
PSC39 / 22/17 9
3 20 5.5 [1-20.8] IBD 36/ (94.7%)
PSC/AIH 13 (33.3%) LudwigStaging2 13
3 1 4 3 18
16 small duct PSC 3 UDCA
21 (58.3%) 16
9
PSC
C
PSC39 22/17
ALP 9 [3-20]
5.5 [1-20.8]
AST 1091U/mL ALT 1501U/mL
PSC ALP 1,7601U/mL GGT 2481U/mL T.bil
0.6mg/dL Alb 4mg/dL PIt33.5 104/uL
I1BD
38 36 (94.7%])
1986 4 2017 23 IBD-unclassifiedl3
3 PSC 39 0
AlH 13 (33.3%)
( ) Ludwig
1BD PSC Staging0 2 1
9 2 13 3 1 4 3
Ludwig staging, Gradingd 3 1 15

2 7 3 8 4 4
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PSC

small duct PSC

3 Grading0/1/2/3/4/
=3/15/7/8/4/1] UDCA
20

16
4
(10.3%) 8  (20.5%)
5 (12.8%) 9
73%
T.bil3.0 AIH

AlH

PSC
0S

PSC
0S

PSC IAIHG
revised scoring system

ALP GGT

probable

PSC
AlH
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protein in children with primary
sclerosing cholangitis. Hepatol.
Res.2017 (in Press).

2) lwasawa K, Suda W, Tsunoda T,
Oikawa-Kawamoto M, Umetsu S, Inui A,
Fujisawa T, Morita H, Sogo T, Hattori M.
Characterisation of the faecal
mictobiota in Japanese patients with
paediatric-onset primary sclerosing
cholangitis. Gut. 66(7): 1344-1346. 2017

1. Umetsu S, Inui A, Sogo T, Komatsu
H, Fujisawa T. Usefulness of
serum Wisteria floribunda
agglutinin positive Mac-2
binding protein in children with
primary sclerosing cholangitis.
2017 TSPGHAN. Taipei.2017.12.2

2. .
Mac-2 Binding
Protein Glycosylation Isomer
53
10. .2017.6.9
1.
2.
3.



PSC

PSC
PSC PSC
595
PSC 30 5
&) 30
31(19-61)
l. PSC 22 (73%)
11(1-19) MELD
21(12-37) Mayo PSC risk score  3.3(1.8-
( PSC) PSC 4.2) 30 13 (43%)
10
32 10 32 3
9 3 9
4 73
PSC LDLT 30
10.1(0.9-
(LDLT) 114 26 (27%) 16) 5 920 10 58%
69 PSC
(Egawa 2011) PSC
PSC Graziadei Hepatology 1999
5 45%
10  45% 30 14 (45%)
4.4
(1)1996 2016 12 PSC  (1.1-6.1) 14
10 ( 2
) 4 a
) 1 )
PSC
2007 PSC
PSC LOLT
Tamura 2007
(1) 1996 2016 (Egawa 2011)
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37 ) :16 150
: 91 (55 ) MELD
5 37( 118 18) 1BD
39 (36 )
28 19 25
17 11
72
:0 260
( 172 ) PSC : 44
(27 ) PSC 122
(G0 ) 4 2 )
5 3 ) 5 10 15
83 68 52 PSC
5 10 15 73 60
60
(p=0.099, Log-Rank) 2011
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IPH EHO  Budd-Chiari BCS
1999 2005 2015
1999 2005 2015
IPH (95% CI) 920 (710 - 1140) 850 640 1070 1000 (810-1300)
100 7.3 6.7 7.9
31% 21% 10%
(95% CI) 290 (220 - 350) 180 (130 - 220) 100 (80 - 130)
100 2.3 1.4 0.8
EHO (95% CI) 720 (540 - 1040) 450 340 560 770 (610-930)
100 5.7 3.5 6.1
38 28% 126
(95% CI) 270 (210 - 400) 130 (100 - 160) 90 (70 - 110)
100 2.1 1.0 0.7
BCS (95% CI) 280 (200 - 360) 270 190 360 410 (300-530)
100 2.2 2.1 3.2
28% 6% 21%
(95% CI) 80 (60-100) 16 (11-22) 90 (60 - 110)
100 0.6 0.1 0.7
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IPH

1999 2005 2015
(N=169) (\N=89) (N=279)
40/167 (24%) 24 (27%) 83 (30%)

120/166 (72%)  69/88 (78%)  203/275 (74%)

3/142 (2%) 0/69 (0%) 4/213 (2%)
27/162 (17%)  10/71 (14%)  36/246 (15%)
51/164 (31%)  17/73 (23%)  56/245 (23%)

0/92 (0%) 0/60 (0%) 0/228 (O%)

0/81 (0%) 1748 (2%) 0/198 (0%)

NA 4/69 (6%) 7/241 (3%)

187149 (12%) 7/78 (9%) 18/263 (7%)

NA 1/72 (1%) 14/243 (6%)

7 (4%) 2/84 (2%) 18/262 (7%)

2 (1%) 6/84 (7%) 25/263 (10%)

7 (4%) 7/85 (8%) 27/265 (10%)

24/167 (14%) NA 24/269 (9%)

( )* Meant SD 44.7+ 17.5 46.7+ 17.0 44.7+ 19.3
() Meant SD 49.5+ 16.4 48.6+ 16.7 47.0+ 19.1
( )° Meant SD 3.6+ 7.0 2.4+ 5.5 1.7+ 4.0

139/162 (86%)  73/84 (87%) 1847233 (79%)
73/152 (48%)  44/79 (56%)  95/229 (41%)
18/169 (11%)  12/78 (15%)  39/236 (17%)
133/169 (79%)  70/78 (90%)  202/228 (89%)
72/169 (43%)  40/74 (54%)  145/226 (64%)
57/153 (37%)  25/81 (31%)  85/247 (34%)

12/169 (7%) 1/79 (1%) 9/239 (4%)
<15.8x 10%/u | 123/154 (80%)  64/74 (86%)  189/228 (83%)
<4.1g/d| 62/149 (42%)  46/74 (62%) 1287219 (58%)
>1.6mg/dl  42/153 (27%) 6/73 (8%) 35/224 (16%)
( )" Meant SD 55.9+ 15.4 57.3+ 16.4 57.2+ 18.6
( )" Meant SD 5.9+ 6.6 8.0+ 8.7 10.2+ 9.0
10 (6%) 1 (1%) 5 2%
77 (46%) 37 (42%) 83 30%
64 (38%) 41 (46%) 159 58%
14 (8%) 9 (10%) 18 7%

79



2 (1%) 1 (1%) 11 4%

1 1 0
0 0 4
0 0 1
¢ 1 0 6

NA, not applicable

4108 1999 47 2005 171 2015

v 157 1999 71 2005 250 2015
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1 1 1
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Meanz SD
Meanz SD
Meanz SD

Meanz SD
Meanz SD

<15.8x 10°/p 1
<4.1g/dl
>1.6mg/dl
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1999 2005 2015

(N=97) (\N=70) (N=211)
52 (54%) 45 (51%) 113 (54%)
82 (85%) 67 (96%)  193/207 (93%)

3/88 (3%)
21/92 (23%)
35/92 (38%)

0/38 (0%)

1/54 (2%)

NA

10/88 (11%)

NA

1 (%)

4 (4%)

9 (9%)
12/92 (13%)
30.7+ 26.5
37.6+ 23.9

2.4+ 6.2
69792 (75%)
37/90 (41%)
18797 (19%)
56/97 (58%)
33/97 (34%)
42/87 (48%)

4/97 (4%)
48/91 (53%)
35/91 (38%)
28/91 (31%)
421+ 22.8

4.2+ 5.5

2 (2%)

40 (42%)

38 (40%)

4 (4%)

4/66 (6%)
11/66 (17%)
25/67 (37%)
0/63 (0%)
0/51 (0%)
10/64 (16%)
4/69 (6%)
2/58 (3%)
0/70 (0%)
6/70 (9%)
5/70 (7%)
NA
32.0+
32.7+ 26.2
1.4+ 3.0
43/65 (66%)
31/64 (48%)
17/67 (25%)
42/68 (62%)
37/62 (60%)
30/69 (43%)
2/67 (3%)
39/61 (64%)
35/52 (67%)
12/61 (20%)
38.7+ 24.3
6.2+ 7.2
1 (1%)
38 (57%)
21 (31%)
3 (4%)

27.4

3/193 (2%)
35/192 (18%)
58/193 (30%)

07188 (0%)

47162 (2%)
177194 (9%)
16/207 (8%)

5/191 (3%)

2/206 (1%)
13/207 (6%)
25/206 (12%)
12/205 (6%)

25.2+ 25.3

33.1+ 24.9

1.8+ 5.7
110/164 (67%)
78/155 (50%)
33/178 (19%)
107/170 (63%)
90/159 (57%)
67/191 (35%)

6/179 (3%)
92/160 (58%)
90/156 (58%)
26/158 (16%)

43.9+ 23.1

9.8+ 9.6

5 2%

60 (29%)

115 (55%)

19 (%)



12 (13%) 4 (6%) 11 (5%)

1 1 1
7 1 3
0 0 3
e 4 2 4
NA, not applicable
253 1999 55 2005 122 2015
92 1999 61 2005 189 2015
©52 1999 53 2005 114 2015
497 1999 65 2005 210 2015
€1999 1 1 2 2005 1
1 2015 2 1
1

82



Budd-Chiari BCS
1999 2005 2015
(N=44) (N=33) (N=112)
17 (39%) 19 (22%) 67 (60%)
44 (100%) 31 (94%)  96/111 (86%)
0740 (0%) 0/32 (0%) 0/94 (0%)
17/44 (39%)  6/31 (19%)  37/93 (40%)
16/44 (36%)  7/31 (23%)  42/91 (46%)
0/20 (0%) 1730 (3%) 2/88 (2%)
0/17 (O%) 0/24 (0%) 0/68 (0%)
NA 0/31 (O%) 2/88 (2%)
4/41 (10%)  1/32 (3%)  11/100 (11%)
NA 1/32 (3%)  14/92 (15%)
2 (5%) 0/32 (0%) 5/101 (5%)
1 (2%) 1731 (3%) 6/103 (6%)
5 (11%) 0/32 (0%) 9/101 (9%)
1 (2%) NA 17107 (1%)
( )? Meant SD 43.0+ 17.9  39.0+ 15.8 38.3+ 15.6
() Meant SD 48.6% 18.5 41.7+ 16.8 40.5+ 16.0
( )° Meant SD 2.0+ 3.6 1.6+ 2.6 1.5+ 3.9
36/41 (88%) 21729 (72%) 52/91 (57%)
9/40 (23%)  7/28 (25%)  21/90 (23%)
11743 (26%) 13/31 (42%) 41799 (41%)
22/43 (51%) 23/29 (79%) 59/93 (63%)
6/43 (14%)  4/30 (13%) 34/88 (39%)
4738 (11%)  2/29 (7%)  12/105 (11%)
0744 (0%) 3/30 (10%)  8/105 (8%)
<15.8x 10°/p | 31741 (76%) 22/30 (73%) 57/88 (65%)
<4_1g/dl 17/38 (45%) 19/28 (68%) 52/87 (60%)
>1.6mg/dl  21/40 (53%) 12/29 (41%) 34/88 (39%)
17/38 (45%)  7/29 (24%)  16/78 (21%)
1/38 (3%)  4/29 (14%) 17/78 (22%)
20/38 (53%) 18/29 (62%) 45/78 (58%)
( ) Meant SD 55.3+ 16.2  48.5+ 17.8  50.4+ 16.5
( )" Meant SD 5.8+ 5.7 6.7+ 5.1 9.5+ 8.8
2 (5%) 1 (3%) 2 2%
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23 (52%) 15 (45%) 34 (31%)
14 (32%) 10 (30%) 51 (46%)
2 (5%) 5 (15%) 14 (13%)
3 (%) 2 (6%) 10 (9%)
0 0 1
1 1 4
1 0 1
0 1 4
NA, not applicable
228 1999 21 2005 67 2015
v 41 1999 31 2005 99 2015
¢ 27 1999 21 2005 65 2015
444 1999 31 2005 111 2015
¢ 2005 2015 2 1 1
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LOHF 2016

- 29 -
2011 2016
LOHF 286 152
65 49 LOHF9 225
130 42 45  LOHF 8 70
42 23 4  LOHF1 2016
2010~2015 2009
2016
11.1% 2010~2010
26.4%
B
HBs 7 4 20 55%
HBs 2 2016 A 19
E 5 A 1
2015
2 2,3% 9 20.9% 15
333% LOHF 1  125% 7 10.0%
1] 1
2
3
A HBV
4
2011 2016
2011
[1,2] INRL.5
29 2016
LOHF
23-28
[3-6]
2010~2015
LOHF
1,554 LOHF 49 .
[5, 7-
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508
527
783 1,035
LOHF

47.6%

154 482
123

79.9% 26

72.6%

189 3
331
26 *

295

*B 1 C 4

1 1,2

295
LOHF9 3.1%
172 60.1%

286 96.9%
114 39.9%
65 57.0%
49  43.0%
1
75.9%

22.7%
17.1%

217
69 24.1%
130  59.9% 42
45 20.7%
42 60.9% 23
33.3% 4 5.8%
LOHF 9 8
1 11.1%

19.4%

88.9%

LOHF
58.3% 22.0% 16.6%
57.8% 18.7% 20.0%
60.0% 32.9%

3.1%
3.6%
57% 1.4% 2

LOHF 87  29.5%

42 44.2%

331

45 474% LOHF8 8.4%
2. 1

; +8D: 48.9+19.0

52.2+21.0 53.3421.2
LOHF 58.8+12.3

51.7+£23.0
53.8+26.2 59.0+£24.5
B
8.7% 2.7%
45% LOHF 25.0%
57.4%
53.7% 57.8% LOHF  75.0%
64.3% 71.4%
66.7% LOHF  100%
3 3,4

295 77
26.1% A 19 64%
B 49 166% C 1 03% E
5 1.7% 3 1.0%

35 11.9%

43 14.6% 67
22.7% 3 1.0%

70 23.7%

172

51  29.7% 18  10.5%
B 25 145% C 1 06% E
5 2.9% 2 1.2%

20 11.6%

25 14.5% 34
19.8% 42
24.4%

65 19
29.2% A 1 15% B 17



26.2% 1
7 10.8%
12

1.5%

2 31%
2 3.1%

18.5%

23
35.4%

49 5
10.2% B

8 16.3% 12 245%
19 38.8%

1 2.0% 4 8.2%

LOHF 9 2
B

22.2%

4 44.4%
2 22.2% 1
11.1%

225

4 34.2%

15.6% 19.1%
29.8%

130
39.2% 15.4%

26.2% 42
16.7% 4.8% 28.6%
11.1% 17.8% 26.7% 42.2%

8 25.0% 0% 50.0%

19.2%
45.2% 45
LOHF
25.07%

4, 2-5

2,3

4
12.0% 43.6%

63.9% LOHF 87.5%

7.2%

24.0%
45.5% 63.4%

78.6%

5
32.6%
10.5%
5.3%

LOHF
13.7%

41.1% DIC 37.9%

154% 1.5% 4.6% 16.9% 6.9% 0.8%

87

52.9% DIC 42.9% 38.6%
28.6% 17.1%
5.7%
6 0 1 168 74.7%
87.0%
2
23.5%
77.5% 7.7%
LOHF
0O 99% 1 66.7% 2 353% 3
53.8% 4 40%
S. 7
7
721% 76.7% 77.7% 73.3%
LOHF 50.0% 75.0%
14.6% 10.8%
58.1%
77.7% LOHF 87.5%
68.5%
16.9% 32.6%
11.1% LOHF 25.0%
16.9% 32.6%
35.6% LOHF 0%
A
9
20.9% 15 33.3% LOHF1
12.5% 3
2.3%
2 2
2 LOHF1 7 10.0%



8,9

89.8%
16.7% LOHF

54.5%
26.8%
8
100% 88.8%

93.2% LOHF 100% 92.9%
90.0%

61.9% 42.2% LOHF 37.5%

72.5%
28.6% 0%
LOHF
100% 50.0% 85.7%
30.4%

100%

73.8%

50.0% LOHF

9 90.2%

80.0% 95.8%
90.6%
50.0% 25.0%

A
41.7% 25.0%

62.5%

B
50.0%
LOHF

16.7%
16.7%
50.0%

80.0%
50.0%
LOHF 33.3%
14.3% LOHF50.0%
72.5%

0%
5
A

28.6%

7. A E

2016
E 5
LOHF

19
24

9.1% 8.1%

A

88

18 75.0%
6 25.0% A 13 6
E
25~70 60
14 58.3% 60~70 10 41.7%
A 25~70 E 35~68
23 95.8%
A 1 4.2%
7 29.2% 1 5
2 2
8 B 6,7
B 49 16.6%
21.8% 28
57.1% 20 41.8%
1 2.0%
6 12 42.9%
13 46.4% 3
10.7%
12 60.0% 4
20.0% 2 10.0% LOHF
2 10.0%
12
100%
13 5 38.5%
3 1 33.3%
5
3 1 1
60.0%
6
75.0%
12 9 75.0%
LOHF 8
20 16 80.0%
HBs 7
4 25.0% HBs
B
HBs 9 45.0%
HBs



7 35.0%
4  20.0% 11  55.0%
7
HBs
8 88.9% 1
11.1%
8 7
77.8%
HBs
3 42.9% 1
14.3% 1 14.3% LOHF 2
28.6%
3 42.9%
2 28.6%
2
28.6% 2
28.6% 5
1
25.0% 3 75.0%
100%
3 75.0%
1 25.0%
8
37 12.5%
35 94.6%
15.6%
20 57.1%
7 20.0% 8 22.9%
1 50.0%
10 28.6%
D-LST 15 42.9%
2 57%: 1 D-LST
1 2.9%
18 51.4%

89

37 26
74.3%
33 66.7%
4
81.0%
66.7% 16.7%
81.1% 75.0%
37.5%
10. 9
43 14.6%
19.1%
25 58.1% 2
4.7% 12 27.9% LOHF
4 9.3%
35 81.4%
10 4 9.3%
16 11 25.6%
1gG 1,119 mg/dL
6.795mg/dL 2,000 mg/dL 32
74.4% 1,870 mg/dL 10 23.3%
40 93.0%
40 160
18 41.9%
41 95.3%
1 2.3% 38
88.4% 43 29 67.4%
41
65.9%
2
95.8% 50.0% 16.7%
LOHF 33.3%
LOHF 1
96.00% 50.0%
11. 10
67 22.7%
29.8%
34 50.7% 12
17.9% 19 28.4% LOHF
2 3.0%
74.6%
51 70.6%
16 87.5%



90.6%
LOHF  50.0%
2 2

50.0%
14.3%
12

91.2%
LOHF

50.0%

63.2% 50.0%
N

70

12.

LOHF 23.7%

42 60.0%
23 32.9% 4
LOHF 1 1.4%

51.4% 34

5.7%
36
48.6%
47.6%
1-87
31~60
42.9%

42

57.1%
30
16 34.3%

61

22.9%
30

24

60.0%

VOD Budd-Chiari
13
18.6% 6 Wilson 3

2 oTC

5.7% 2
2 2.9%
7 Stll

2.9%

20 28.6%

25 35.7%

16.7% 14.3% 46.4% 67.9%

1 Wilson 5 7
10..0%
2 LOHF 1
Wilson
55.6%
72.5% 28.6%
0%

73.8% 30.4% 50.0% LOHF 100%
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D.
[1-6]
LOHF
2016 295
LOHF
87 42
45 8 130
70 2016
2015
12 2010~2015 6 1,603
LOHF
592 304
288 46 642
323 [11]
1998~2003 634 316
318 LOHF 64 [12]
2004~2009 460 227 233
28 [13]
2004~2009
2010
2016
2010~2015
LOHF
[11] 2016
2017
1998
[11-13] 2016
2015
[11]
2010
2016
1998~2009
67.4% [12, 13]
2010~2015 32.7%
43.8% [11] 2016
20.2%  45.2%
2009 30.9%[12, 13]



2010~2015 24.1%
26.4%
[11] 2016 10.2% 11.1%
2010 A
E
2016 A 1
B 2004
HBs
[13] 2015
13 [11]
2010 HBs
[9] 2015 6
B 117 64  50.4%;
HBs 33 31
[11] 2016
11 55.0%; 7
4
2010
2009
[12] 2010
18 28.1%; HBs
1 17
32 50.0%; 22 10
[9, 11] 2016
11 HBs
3
6 66.7% HBV
3 HBs
HBV
4
HBs 7 2
18.2%
2010
[11] 2016

2010~2015
10.0% 12.9%
[11] 2016 14.5%
19.2%
2010~2015
2016
2010~2015
13.7%  14.9% [11] 2016
245%  26.7%
2016 LOHF
2015
LOHF
DIC
2016
2015
25%
2.3%
20.9% 33.3% LOH 125%
1998~2003 53.7%
244% LOHF  11.5%[12]
2004~2009 48.7% 24.4% 13.0%
[13] 2010~2015
33.0% 26.9% 2.8%][11]
2016
545% 16.7% 28.6% LOHF
2010~2015
88.0% [11] 2016  89.8%
2016 A 1
A
A E
2015 A
[11] 2017
B
2015
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80.0% 50.0% 50.0%
10%
2015
LOHF
33.3% 50.0
2017
2016
Wilson
2010~2015 [11]
E.
2016 LOHF
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HBs
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1 LOHF 2016 295
LOHF
n=130 (n=42) n=45 n=
59: 71 26: 16 20: 25 4:4
( + D) 489t 190 522+ 210 53.3t 21.2 58.8+ 12.3
HBV carrier (%) 8.7 27 45 25.0
(%) 57.4 537 57.8 75.0
(%) 57.5 54.8 75.0 875
LOHF
n=42 (n=23) n=4 n=1
20: 22 14:9 2:2 0:1
( + SD) 517+ 23.0 53.8t 26.2 50.0+ 24.5 44
HBV carrier (%) 0 0 0 0
(%) 64.3 714 66.7 100
(%) 51.2 78.2 50.0 0]
LOHF
+LOHF LOHF
(n=95) (n=42) (n=45) (n=8)
(%) (%) (%) (%)
9/75 (12.0) 7/39 (17.9) 2/34 (5.9) 012 (0)
313 | 547 | v15 | 39 | | 313 | 547 | w15 | 39 | 313 | 5047
78/83 (88.6) 37/46 (80.4) 39/40 (97.5) 2/2 (100)
10/15 | 49/52 | 19/21 | 510 | | 1015 | 49/52 | 19/21 | 5/10 | 1015 | 49/52
45/79 (57.0) 17/41 (41.5) 27/36 (75.0) 1/2 (50.0)
2113 | 29/46 | 14/20 [ 19 | | 2113 | 29/46 | 1420 | 19 | 2113 | 29146
479 (5.1) 4/44(9.1) 0/33 (0) 012 (0)
2114 | 2/46 | 019 | 2/9 | | 2114 | 246 | 0119 | 29 | 214 | 246
33/78 (42.3) 22/41 (53.7) 11/35 (31.4) 012 (0)
613 | 1947 | 818 | 59 | | 6/13 | 1947 | 818 | 509 | 6/13 | 1947
23/33 (69.7) 17/21 (81.0) 6/12 (50.0)
78 [ 1218 [ 47 [ 66 | | 78 | 1218 | 47 | 6l6 | 78 | 12118
19/55 (34.5) 7/31 (22.6) 11/23 (47.8) 1/1 (100)
Vi1 | w3 | 712 | o7 | | v | wa | 712 | o7 | v | we
51/75 (68.0) 25/38 (65.8) 24/35 (68.6) 2/2 (100)
412 | 33145 | 14118 47 | | 412 | 3345 | 1418 47 | 412 | 3345
18/56 (32.1) 8/28 (28.6) 10/27 (37.0) 0/1(0)
211 | 10032 | 613 | 17 | | 211 | 10032 | 613 | w7 | 211 | 1032
36/72 (50.0) 16/38 (42.1) 20/33 (60.6) 0/1(0)
513 | 2341 | 818 | 49 | | 513 | 2341 | 818 | 49 | 513 | 2341
a 1 >38101 <3601,° > 90/min, ¢ :>20/min PaCO,:<32Torr
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3. LOHF

LOHF (n=94) (n=48) (n=43) LOHF
| | | | (n=3)
PT 35.4:34.0 424472 30.1+12.0 215414
(se0) 33.3:315 [ 30.0+41.0 [ 20.9+118 | 37.5¢37.6 [ 48.1+55.1 | 25.7+11.3 | 23.6+56 [30.4+13.0] 31.6+12.1 T
PT 26.4+13.7 26.1+15.9 26.7+11.1
(%) 32.6+18.9 [ 25.3+12.3 [ 25.4+12.1 | 31.2+22.2 [ 24.6£13.7 [ 25.8+17.2 | 35.1+12.4 [25.8+10.6 | 25.3+10.9 20.9:08
3.3£30 4.0+4.1 25+09
PI-INR 2037 [ 34+33 [ 28+16 4.1+4.4 [ 4043 [ 36£31 1.9+03 [27+10 [ 25+0.9 18=02
HPT 18.4+11.4 16.7+10.8 20.0+12.6
(%) 29.0+19.8 [ 16.7+11.3 [ 16.4+8.1 | 142+11.8 | 23.045.7 [ 29.0+19.8 | 23.0:9.9] 12.0:6.6
AT 49.1+26.6 45.7:27.2 55.24+27.0
(%) | 533:192 | 46.2:30.3 | 56.3:225 | 550109 | 40.2:333 | 525:155 | 50.0:382 [539:273] 595:281 | 00t 0
albumin 3.0:06 3.1x0.6 2.9+0.7
(o) [33:06 [ 29+06 [ 3.1+05 | 3.2+0.6 [ 30:06 [ 33:04 |[35:07 [27+07 [ 3.0+0.6 2.7 07
T.Bil 13.4+8.4 11.0+84 16.1+7.8
(mgdL) | 6664 | 155:89 | 135:50 | 59:7.6 [ 13.1:85 |94:55 | 82:34 [ 19.3:8.7] 14.9:56 158574
D.Bil 8.6+6.1 6.6£5.9 10.7+5.7 89185
(mg/dL) | 4.9+56 | 10.0:66 [ 7.9+45 4.8+6.7 [ 75459 [ 51+39 53+25 [ 13.6:5.9] 8.8+44 T
DI 0.7£0.7 0.8+1.0 0.7+0.1 0503
07+0.1 | 08+09 | 0601 [ 0.7+0.2 [08£12 [06£02 [07£11 [0.7+0.1 [ 0.6£0.1 T
AST 546 [35-17773 1314 [50-17773] 307 [35-6188]
ULy | 27%6[92-[ B46[41- [ 327[35 [ 3894 [361- 867[50- | s5540[93- | 708[92- | 307[4l-] 249 [35-| 78[78-79]
9787] 10755] 17773 9787] 10755 17773] 6188] 4474) 2513
ALT 674 [13-13163 1352 [50-13163] 400 [13-4999]
(UL 2418[50-| 666 [13-| 432[36- 2951 888[50- | 2951[370- | 596[50- | 317[13-] 348[36- | 85[80-90]
8781] 7532) 13163 [494+8781] 7532) 13163 4999] | 4358 4234
LDH 454[148-12297] 653 [215-12297] 292 [199-5199] 148 [148-
(uiL) |358LI224- [ 460[148- ] 257[203-| 3954 [224- 624 [215- | 2048 [257- | 554 [272- | 345[199-] 246 [203- 18]
12297] 7625] 10233] 12297] 7625] 10233)] 5199] 4313) 686]
CK 236.1+463.0 362.5:601.7 76.0+66.1 62,5041 7
(IU/L) | 105.2:74.3 | 211.9+388.2] 475.2+8435| 128.1+78.8 | 324.1+500.7] 1063+1164.4] 53.5+20.3 [79.5+70.9 | 83.3+80.1 T
BUN 14.0[0.8-100.0] 14.0[1.0-85.0] 13.6[0.8-100.0] 231[71-
(mgdl) | 402 15.6 10.0[08- | 165[32- | 137[3.7- | 10.3[1.0- | 140[40- [28.0[20-] 10.0[0.8- 39.0]
55.0] | [2.0-100.0] | 27.2] 55.0] 85.0] 27.2] 44.0] 100.0] 25.4] '
CRNN 15420 16420 15+2.1 11407
(mg/dL) [ 1.7+23 | 1.8+23 | 08+04 | 1.9+25 [ 17+20 [ 0401 0.7+0.1 [21x2.8 [ 0.9+04 T
CRP 1.8+3.0 19427 1.1£1.2 17293
(mg/dL) [ 21+29 | 1.8+21 | 0.6£0.7 | 2.7+33 | 19+25 ]03:03 09+11 [16+14 | 06+08 T
AFP 4.6[0-481.0] 3.0[0.8-379.8] 23.8[0-481.0]
(ngmL) | 1610825 | 78 [0- [134720- 16[0.8- 32[24 | .825[20- 250 [0] 13.4[3.0-
481.0] 163.0] 25] 379.8] 163.0] 481.0] 23.]
NH3 164+95 178+111 150+77 13047
(ng/dL) | 151x120 [ 162480 [ 176+114 | 155+118 | 172+84 [ 261+219 | 141+141 | 15080 | 152455
HGF 6.8£7.6 13.2+14.6 4.2+4.3
(ng/mL) | 77485 | 1120 | 13.2+146 | 5.0+45 | 1120
14.1+119 14.1+12.6 14.6+11.7
( /mm?) | 243:200 [ 128:11.3 | 126:51 | 19.8:140 | 1274133 | 130:45 | 42.3:37.8 [135:88 | 125:55 83121
10.7+6.6 10.3£7.6 11.0+4.5
( /mm?) | 11.5:10.1 | 10.8+6.0 102437 | 131115 9.6:6.5 |9.2+36 8.3+6.0 12.0+4.7 | 10.6£3.7 156£9.2
385.2+68.4 393.4+685 379.1+70.2
(/mmd) f22.6+65.8 | 374.0:74.5 B87.8+47.7 | 410.3+60.1 BB1.9+719 [418.8+42.7 | 447.2+57.3[3633:825 | 376.9:455 36504127
FDP 31.1+33.9 33.5:33.6 21.8+16.2 . 00
(kgmL) | 57.2¢490 [ 224201 | 265:17.3 | 57.2£49.0 [ 24.8:22.7 [27.04285 | 0 [19.9:181 | 26.2£10.8 188£ 0.
D-dimer 12.8+14.0 12.8+10.7 9.8+8.9
(ymb) | 17.1+100 | 87489 [ 13.0+10.7 | 20.6:9.8 [ 92+93 [135+125 [ 8.9+45 |7.9+88 | 12.7+103

- 1
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LOHF 2016 225
% LOHF
n=130 n=42 n=45 n=
12.0 43.6 63.9 875
(15/125) (17/39) (28/44) (7/8)
7.2 222 20.0 50.0
(8/111) (4/18) (1/5) (1/2)
455+ 4.7 66.7 100
(511) (5/12) (16/24) (5/5)
66.7* 88.9* 733 100
(23) (8/9) (1/15) (V1)
5. LOHF 2016 295
LOHF
n=130 n=42 n=45 n=8 n=70
154 357 2.2 75.0 386
15 16.7 133 0 5.7
46 95 1.1 125 171
16.9 50.0 289 63.5 529
DIC 6.9 429 37.8 125 429
08 24 89 0 286
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LOHF 2016 295

LOHF
n=130 n=42 n=45 n=8 n=70
% % % % %
100 100 775 90.9
8 leusg| T | em | ¥ | @y | O - 16| q0m1)
840 778 91 33 66.7
B oy ¥ | ay | ¥ |aw| 4 |ay | B | @
375 500 83 33 353
8 16 14 3 18
(3/8) (6/12) (1/12) (1/3)) (6/17)
250 0 0 0 538
Y lay | © log| 2 o] ¥ |oy]| B |@m
0 0 0 200
4 Y oy | Y oy | * | ony| © - 101 @10
LOHF 2016 225
LOHF
n=130 n=42 n=45 n=8
685 58.1 77 875
Gl 15 47 22 0
6.2 11.6 89 0
146 721 77 50,0
108 767 733 750
0 0 0 0
23 23 22 125
08 23 0 0
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8. LOHF 295
LOHF
n=130 (n=42) n=45 n=8
89.8 54.5 16.7 28.6
114/127 18/33 5/30 2.7
100 88.8 93.3 100
3/3 8/9 14/15 11
90.0 61.9 422 375
117/130 26/42 19/45 3/8
LOHF
n=42 (n=23) n= n=1
725 28.6 0
29/40 6/21 02
100 50.0 100 100
2/2 1/2 2/2 11
73.8 304 50.0 100
31/42 7/23 2/4 171
LOHF 2016 260
LOHF
90.2 46/51 50.0 714 250 v 4 0 oz
100 1818 100 v 1 - -
83.0 2225 417 512 250 v 4 0 oz
100 12112 625 5 8 500 v 2 -
Carrier 76.9 1013 0 o4 0 o2 0 o2
80.0 16/20 80.0 45 16.7 v e -
95.8 23124 500 v 2 16.7 212 333 13
90.6 2932 50.0 510 143 v 7 500 12
725 2940 28.6 621 0 o2 -
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Acute on Chronic Liver Failure ACLF

Acute-on-Chronic Liver Failure ACLF
8 9 APASL CMA
EASL-CIif Consortium grade1-3 ACLF
Child-Pugh
5~9
28
INR 15 40% 5.0 mg/dL
ACLF APASL
EASL-CIif
4
201
European Association for the Study of the

Liver: EASL the American
Association for the Study of Liver Diseases:
AASLD EASL-AASLD consen-
susdefinition [1]

A. EASL chronicliver failure: Clif

Acuteon Chronic Liver Failure ACLF

CANONIC study
ACLF [2]

the Asian Pacific Asso-
ciation for the Study of the Liver: APASL
ACLF Chinese Medical Association:
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CMA ACLF
[3-5] ACLF

27

ACLF
9 112

[6]

1 109 97.3% APSL
CMA
EASL-Clif Consortium
2

2 APASL

3 APASL
EASL-Clif Consortium
grading
ACLF
B.

Child-Pugh 5-9

28

INR

15 40%
5.0 mg/dL
ACLF

ACLF

109

59  54.1%
50
45.9% 26 23.9%
56.1%

24.1%

32.7% [2]

106

B 52.5%
37.1%
250% 17.4% 43.5%
[5] ACLF
ACLF
ACLF
2018

Jalan R, et al. Acute-on chronic liver fail-
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cirrhosis. Gastroenterology. 2013; 144:
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Sarin SK et al. Acute-on-chronic liver fail-
ure: consensus recommendations of the
Asian Pacific Association for the Study of
the Liver (APASL) 2014. Hepatal Int.
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Zheng SJ et al. Prognostic value of
M30/M65 for outcome of hepatitis B vi-
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Zhang Q et al. Comparison of current di-
agnodtic criteriafor acute-on-chronic liver
failure. PLoS One. 2015 18; 10: e0122158.
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1. acute-on chronicliver failure ACLF
a)
>12 g/dL
>2g/dL
M1
INR>25
< 20,000 /uL
PaO2 / FiO2 < 200
SpO2 /FiO2 < 200
b)
Grade
0 1.5mg/dL
1.5 mg/dL
1 1.5 mg/dL 2 mg/dL I
1.5 mg/dL 2
mg/dL
2 2
3 3
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PT
W6
90
PT PT
PT PT

PT

&M BEER
(N =90)
TR, n (%)
B 28 31.1%
itk 62 68.9%
54.6 + 18.0
b (58), F19+ SD, thRfE (Range) e aise
A&, n (%)
DAL
HAV 9 10.0%
HBV#) RS 8 8.9%
HBVFx U7 6 6.7%
HEV 1 1.1%
ZOMDYAILR 3 3.3%
BERELEF & 30 33.3%
e 22 24.4%
RS a 4.4%
Z Dtk 3 3.3%
FRE B 4 4.4%
FREL n (%)
2010 1 1 2015 RILFFE (40% < PT(%)) 55 61.1%
PSR AT 26 28.9%
31 BEE  2AMFFE (IR 2 2.2%
BEL  AtFFe EREIR 7 7.8%
EREHTR o [
BT HERRRE, n (%) 9 10.0%

FEIF, N (%)
NEORET 80 88.9%

ALT 300U/L i . 1004

-

PT
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PT

PT
PT
90
( (L) 31.1%
59 (11-86 )
30 (33.3%)
22(22.4%)
PT
26 (28.9%) 2
2.2% 7 (7.8%)
80 (88.9%)
1 (1.1%) 9
(10.0%) 7
PT% 60% PT-INR 1.3 1.
2 PT 1) Mochida S, et al. Proposed diagnostic
« O criteria for acute-on-chronic liver
failure in Japan. Hepatol Res.48.
B(1). PTIEDQ#EiA 219-224. 2018.

2) Nakayama N, et al. A multicenter
pilot survey to clarify the clinical
features of patients with
acute-on-chronic liver failure in
Japan. Hepatol Res.48. 303-312. 2018.
3) Nakao M, et al. Nationwide survey for
acute liver failure and late-onset
hepatic failure in Japan.

J Gastroenterol.doi:10.
1007/s00535-017-1394-2. 2017

PT 4) Mawatari S, et al. The recovery of the
PT-INR to less than 1.3 predicts
survival in patients with severe acute

PT liver injury. J Gastroenterol.
doi: 10.1007/s00535-017-1421-3. 2017
(2. RFOARMBE N B B BT £I<B 5 2.
[E PT-INRD#EiE 1) PT-INR

53
2017 6 8

2)
43
7@3 FESFREFEEERES S HE VRS FR S b E 2017 6 7

110



111



0.541-0.951]

p=0.0208)

93.8

LHL15

2011 1 2016 10

64
LHL15

(0dds ratio 0.717 [95% confidence interval:
Cut off 0.737 AUC 0.971

2011

1

1 2%

2016

10

70%

112

82

15
LHL15

16 64
57.0 +

16.5 (41-68) 29

48 5

2
(5716 [31.2%] vs.
0748 [0%])  T-Bil(17.6 [10.2-22.3]
mg/dL vs. 8.2 [2.6-16.4]) PT-INR (2.04
[1.64-3.20] vs. 1.56 [1.42-1.98])
HGF(3.65 [1.32-8.02] ng/mL vs. 086
[0.57-1.61]) MELD (12.6
[11.9-15.5] vs. 10.2 [8.5-11.3])
AST (210 [103-1281] U/mL vs.




995  [382-2036]) LHL15  (0.676
[0.620-0.726] vs. 0.851 [0.804-0.881])

2
LHL15
(Odds ratio 0.717
[95% confidence interval: 0.541-0.951]

p=0.0208).
ROC Youden index
Cut off 0.737
AUC 0.971
93.8
2 PT-INR
MELD
LHL15
PT-INR LHL15
1.

1. Suzuki Y, Kakisaka K, Kuroda H,
Sasaki T, Takikawa Y.

Sprenic infarction
associated with acute indections
mononuleosis. Korean J Intern Med.
2018;33(2):451-452

2. Yoshida Y, Okada Y, Suzuki A,
Kakisaka K, Miyamoto Y, Miyasaka A,
Takikawa Y, Nishizawa T, Okamoto H.

113

Fatal acute hepatic failure in
a family infected with the
hepatitis A virus subgenotype IB: A
case report. Medicine (Baltimore)

96 e7847 2017
Kakisaka K, Kataoka K, Suzuki Y,
Kuroda H, Takikawa Y. :
Appropriate timing to start and
optimal response evaluation of
high-dose corticosteroid therapy
for patients with acute liver
failure. J Gastroenterol. 52
977-985 2017
Kawaguchi T, Konishi M, Kato A,
Kato M, Kooka Y, Sawara K, Endo R,
Torimura T, Suzuki K, Takikawa Y.
Updating Neuropsychological Test
System for the Elderly and Modern
Touch Screen Tablet Society by
Resetting of the Cut-off Values.
Hepatol Res. 47 1335-1339.
2017
Suzuki K, Kumagai 1, Yoshida Y,
Miyasaka A, Takikawa Y, Kamiya R,
Kondo K, Kato A, Chiba T, Okamoto H.
Asymptomatic acute hepatitisE ina
female patient with ulcerative
colitis. Clin J Gastroenterol. 10
255-260 2017

21
10 13

2017

43

06 7 2017
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06 7 2017
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06 8 2017
. 953
06 8 2017
53
06 8 2017
53
2017
03 12
103
04 20 2017
114
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N=64

Age 57.0 + 16.5 (41-68)
Male (%) 29 (45.3%)
Etiology

Autoimmune 12

Drug 6

HBV 11

Other viruses 8

Unknown 19

Other 8
Survived without transplantation, n (%) 48(75.0%)
Received transplantation, n (%) 5(7.8%)
Deceased 11(17.2%)
AST(U/L) 810(234-2016)
ALT(U/L) 1076(396-2133)
Bilirubin(mg/dL) 10.7(3.4-18.0)
PT-INR 1.65(1.45-2.16)
HGF(ng/mL) 1.23(0.63-1.99)
MELD 10.9(8.9-12.6)
LHL15 0.826(0.725-0.876)
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N=16 N=48 P value
Age 60.5(50-68) 56.0(39-67) 0.4005
Male: Female 8:8 21:27 0.7744
Hepatic coma on 5/16(31.2%) 0/48(0%) 0.0006
admission
AST(U/L) 210(103-1281) 995(382-2036) 0.0105
ALT(U/L) 723(311-1163) 1449(550-2473) 0.0545
Bilirubin(mg/dL)  17.6(10.2-22.3) 8.2(2.6-16.4) 0.0065
PT-INR 2.04(1.64-3.20) 1.56(1.42-1.98) 0.0112
HGF(ng/mL) 3.65(1.32-8.02) 086(0.57-1.61) <0.0001
MELD 12.6(11.9-15.5) 10.2(8.5-11.3) <0.0001
LHL15 0.676(0.620-0.726) 0.851(0.804-0.881) <0.0001
.ROC LHL15
100
80-
2
> 60-
>
2 40
@
» Area under the curve: 0.971
20- (95% confidence interval 0.908-0.991)
O T T T T
0 20 40 60 80 100
100% - Specificity (%)
Cutt off line  Sensitivity  Specificity PPV NPV
LHL15 0.737 93.8% 93.8% 83.3% 97.8%

PPV, positive predictive value; NPV, negative predictive value.
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(A-AlH)
2001 A-AIH eligibility criteria

follow-up
30 45
55 8.1+ 5.3 (2.1-16.2) ALT 1gG
A-AIH
A-AIH
A-AIH 1995
Mayo Clinic 26 25
[1]
A-AIH
75 90
A-AIH
[2] 2000
A AlH
. (acute 3]
. L A-AlIH
onset autoimmune hepatitis, A-AIH)
gold standard 2001
A-AlH eligibility
criteria
follow-up
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B.
2001-2015
(PT  >40%,
INR<1.5)
(acute onset autoimmune hepatitis,

A-ATH) 30

AlH AlH 1999
revised original criteria A-AIH

" Acute onset”
eligibility criteria 2001
@
2 (3)HAV,
HBV, HCV, HEV, EBV, HSV, CMV

“)
(US or
Ch)

ALT, T-Bil, ALP, PT,
19G, IgM, ANA, ASMA, LKM-1, AMA
ALT, 1gG, ANA HCC

118

HE Azan
Mallory, Ag Victoria
blue ductular
reaction, CK-7 A-
AlH interface

hepatitis, lymphoplasmocytic
infiltration, rosette formation,
cobblestone appearance,
centrilobular necrosis/collapse,

emperipolesis [4]
C.
@
(n=30)
(n=16) (n=13)
(p=0.049) PT

(p=0.019) AIH score

(p=0.019, 0.0029)  ALT ALP T-Bil

ANA  1gG IgM
n=46
selection bias
[5]
(US and/or CT)
2
30 29
A-AlIH
13 (45%)
acute hepatitis acute severe
hepatitis acute severe



hepatitis with massive necrosis

Victoria blue-HE cytokeratin
7 centrilobular PSL 2.5-
necrosis/collapse 5mg/day
HCC
16 (55%)
F1, mild F1, moderate
F1, severe F2, moderate (6) ALT
F2, severe F3, severe ALT
centrilobular necrosis
zonal necrosis (7) 1gG
19G
intermediate hepatocyte (F2,
severe) 196G
33 11 Basedow
3
D.
A-AlH (acute
newly formed AlH)
©) AIH score (exacerbated pre-existent AlH)
Revised original score 41
definite diagnosis 38 probable
diagnosis 21 non-diagnostic
rolonged acute AlH
Simplified score 31 (prolong )
definite diagnosis 21 probable Desmet (Hepatology 1994)
diagnosis 48 non-diagnostic
4)
28 2
3 HE
)
8.1+ 5.3 (2.1-16.2) Disse framework
(20%)
framework
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[6]

Victoria blue

1 2p,
0.2 0.7p
[6]
1
collapse
[6]
A-AIH

[7]

A-AlH

A-AIH
[5]

A-AlH

(acute newly formed AlH)
(prolonged acute AlH)

exacerbated pre-existent AIH
prolonged acute AlH
A-AIH

A-AlIH
eligibility criteria

acute acute on

chronic

hepatologist
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AIH
heterogeneity

[8]

publications

exacerbated pre-existent

AlH A-AlH

A-AIH
AlH

F.
1) Burgart LJ, Batts KP, Ludwig J,

Nikias GA, Czaja AJ. Recent-onset
autoimmune hepatitis. Biopsy
findings and clinical
correlations. Am J Surg Pathol
19; 699-708, 1995.

Fujiwara K, Yasui S, Tawada A,
Fukuda Y, Nakano M, Yokosuka O.
Diagnostic value and utility of

2)

121

3)

4)

5)

6)

the simplified International
Autoimmune Hepatitis Group
criteria in acute onset
autoimmune hepatitis. Liver Int
31; 1013-1020, 2011.

Onji M, Autoimmune Hepatitis
Study Group. Proposal of
autoimmune hepatitis presenting
with acute hepatitis, severe
hepatitis and acute liver
failure. Hepatol Res 41; 497,
2011.

Fujiwara K, Fukuda Y, Seza K,
Saito M, Yasui S, Nakano M,
Yokosuka O, Kato N. Long-term
observation of acute onset
autoimmune hepatitis presenting
clinically and radiologically as
acute hepatitis. Hepatol Int 2018
Feb 15. doi: 10.1007/s12072-018-
9848-z. [Epub ahead of print]
Fujiwara K, Fukuda Y, Seza K,
Saito M, Yasui S, Nakano M,
Yokosuka O. High level of
persistent liver injury is one of
clinical characteristics in
treatment-naive acute onset
autoimmune hepatitis: experience
in a community hospital. J
Hepatobiliary Pancreat Sci 23;
174-180, 2016.

26; 1315-1323, 1985.

28
pp36-40.



8)

Fujiwara K, Yasui S, Yokosuka O.
Autoimmune acute liver failure:
The emerging etiology for acute
liver failure (review). Hepatol
Int 7; 335-346, 2013.

1) Fujiwara K, Fukuda Y, Seza K,

2)

3)

Saito M, Yasui S, Nakano M,
Yokosuka O, Kato N. Long-term

observation of acute onset
autoimmune hepatitis presenting
clinically and radiologically as
acute hepatitis. Hepatol Int 2018
Feb 15. doi:10.1007/s12072-018-
9848-z. [Epub ahead of print]
Fujiwara K, Yasui S, Haga Y,
Nakamura M, Yonemitsu Y, Arai M,
Kanda T, Oda S, Yokosuka 0, Kato

N. Early combination therapy with
corticosteroid and nucleoside
analogue induces rapid cessation
of inflammation in acute liver
failure due to transient
infection of hepatitis B virus.
Intern Med 2018 Jan 11. doi:
10.2169/internalmedicine.9670-17.
[Epub ahead of print]

Fujiwara K, Hida S, Yasui S,
Yokosuka O, Oda S. Corticosteroid
might reduce serum levels of pro-
inflammatory cytokines in
fulminant hepatitis: a case
series. Hepatol Res 48; 106-112,

122

4)

5)

2018.

Fujiwara K, Yasui S, Yokosuka O,
Oda S, Kato N. Diagnostic utility
of radiological heterogeneity in
acute severe (fulminant)
autoimmune hepatitis. J
Hepatobiliary Pancreat Sci 24;
485-491, 2017.

Nguyen Canh H, Harada K, Ouchi H,
Sato Y, Tsuneyama K, Kage M,
Nakano M, Yoshizawa K, Takahashi
A, Abe M, Kang JH, Koike K, Inui
A, Fujisawa T, Takaki A, Arinaga-
Hino T, Torimura T, Suzuki Y,
Fujiwara K, Zeniya M, Ohira,
Tanaka A, Takikawa H; Intractable
Liver and Biliary Diseases Study
Group of Japan. Acute
presentation of autoimmune
hepatitis: a multicentre study
with detailed histological
evaluation in a large cohort of
patients. J Clin Pathol 70; 961-
969, 2017.



Clinical, biochemical and immunological features of
patients at the start of treatment

n
Sex (Male/Female)
Age (years)
PT (%)
ALT (U/1)
ALP (U/I)
T-BIL (mg/dl)
ANA
<x40
x 40
x 80
>x 80
1gG (mg/dl)
1gM (mg/dl)
Revised original score before treat
Simplified score before treatment

Duration from onset to liver biopsy (days)

30
9/21

el ae il
il sl
825 + 486
504 + 167
4.2+4.2

5
4
5
16

2146 £ 720
203 £ 146
13.9+4.0
54+15
51.1+45.0

ment

(Fujiwara et al. Hepatol Int 2018 in press)

Comparison of findings of patients between histologically acute
and chronic hepatitis at the start of treatment

Histologically Histologically
acute hepatitis chronic hepatitis

n

Sex (Male/Female)
Age (years)

PT (%)
ALT (U/1)

ALP (U/I)

T-BIL (mg/dl)

ANA

<x40

x 40

x 80

>x 80

1gG (mg/dl)

1gM (mg/dl)

Revised original score (pre Tx)
Simplified score (pre Tx)

Days from onset to liver biopsy

13 (45%)
4/9
59.6 +13.1
98+ 14
992 + 561
542 + 166
525

w N W

5
1931 + 485
193+191
121+45

45+15
37.2+27.7

16 (55%)
4/12 0.53
50.3 £ 10.6 0.049
85+13 0.019
690 + 402 0.10
471+171 0.27
3.0£3.0 0.16
0.70
2
2
2
10
2322+ 871 0.16
217 £102 0.69
15.6+3.4 0.019
(Salszalz) 0.0029
62.3 +53.5 0.14

(Fujiwara et al. Hepatol Int 2018 in press)
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1

Histological findings
of A-AlH
(n=62)

ive necrosis (SMN)

te hepatitis (SAH)
Chronic h

Non-severe
(n=40)

/

ecrosis (MN)
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Histologically chronic hepatitis
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Serial changes of ALT
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Serial change of histological form (AH/CH)
(n=52, non-severe A-AIH)
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Histology of “clinically and radiologically ”
acute onset AlH

1. Histologically acute AlH
(acute newly formed AlH)

2. Histologically chronic AlH
1) CH with acute exacerbation (coarse fibrosis)
2) Prolonged AH (delicate fibrosis)

Some patients may exhibit histological features of transition to chronicity.
(Onji. Hepatol Res 2011)
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