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Clinical features of ALF patients

Viral Autoimmune  Drug-induced  Indeterminate P
[Autoimmune vs
Indeterminate)

n 51 19 12 24
Sex (Male/Female) 30/21 5/14 3/9 12/12 0.11
Age (Mean # SD) 466+ 14.2 51.2+17.1 39.5 +20.2 46,1+ 16.9 0.33
Type of disease
Severe hepatitis (SH) 25 5 [ 17 0.0037
Fulminant hepatitis (FH) 26 14 [ 7
FH acute type 13 o] 4 3 0.0082
FH subacute type 13 14 2 4
Outcome
Recovery without LT 32 7 & 17 0.026
Death without LT 18 9 4 5
LT 1 3 Q 2

(Fujiwara et al. Hepatol Res 2015, revised)

Biochemical and immunological features of ALF
patients on admission

P
Viral Autoimmune Drug-induced Indeterminate (Autoimmune vs
Indeterminate

n 51 19 12 24
AST (U/1) 4454 £ 5911 571+591 4141 +5404 4506 +£5738 0.0027
ALT (U/1) 4158 £ 3810 573 +584 253713256 2820+ 2900 0.0011
LDH (U/1) 3097 £ 6005 427 +£229 2597 +£3460 2819 £ 3987 0.0075
T-BIL {mg/dl) 10.8+8.5 17.3+9.6 129+99 139+119 0.32
D-BIL (mg/dl) 7.4+65 119+6.9 95+83 9.8+94 0.42
PT (%) 2615 29+13 25+16 29+18 1.00
AFP (ng/ml) 185.5+£395.0138.7 £ 263.9 364+56.2 125212724 0.87
HGF (ng/ml) 492+681 343+442 495+356 3.3322.04 0.93
1gG (mg/dl) 1619 £633 2543 £924 1497 + 458 1312 + 446 <0.001
ANA

<1:40 9 1 9 12 <0.001

=1:80 38 18 3 10

(Fujiwara et al. Hepatol Res 2015, revised)

-159-



Histological findings of ALF patients with
indeterminate cause

Pt Age/Sex Type Outcome Method Histolegical finding
1 79/M  SH  Death Post mortem  Submassive necrosis
2  54/M  SH Recovery Percutaneous Acute hepatitis, centrilobular collapse, rosette formation
3 47/M  SH  Recovery Percutaneous Acute hepatitis, hepatocanalicular cholestatic hepatitis
4 20/M  SH  Recovery Percutanecus Acute hepatitis, hepatocanalicular cholestatic hepatitis
5 63/M SH Recovery Percutaneous Severe acute hepatitis, hepatocanalicular cholestatic hepatitis
6  29/F SH  Recowvery Percutaneous Acute hepatitis, hepatocyte ballooning, rosette formation
7 68/F SH Recovery Percutaneous Acute hepatitis
8  59/M SH Recovery Percutaneocus Acute hepatitis
5 29/M  SH Recovery Percutaneous Acute hepatitis
10 39/M  SH  Recovery Percutanecus Acute hepatitis, hepatocanalicular cholestasis
11 30/F FHa LT Explanted Massive necrosis, collapse, plasma cell accumulation
12 37/M  FHs LT Explanted Massive/submassive necrosis, coagulative central necrosis
13 47/F FHa Recovery Percutaneous Severe acute hepatitis, pericellular fibrosis, presence of Mallory body
14 30/M FHa Death Post mortem  Massive necrosis, central perivenulitis, plasma cell accumulation
15 51/F FHs Death Post mortermn  Massive necrosis
(Fujiwara et al. Hepatol Res 2015, revised)
X 1

AlH-like histological findings in indeterminate FHa

(Fujiwara et al. Hepatol Res 2015)
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X 2

Serial change of number of non-severe patients with
acute onset AlH in a community hospital (n=46)
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Dark bars indicate patients whose biochemical data were observed for equal to or more than 4 weeks

X 3

Serial changes of ALT levels of 21 patients during 4-8
weeks before the start of treatment.
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(Fujiwara et al. ] Hepatobhiliary Pancreat Sci 2016)
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X 4

High level of liver inflammation persisted for more than a
month in treatment-naive patients with acute onset AlH

(ratio)
A
*
35
” ** NS
3
2.5 EE3 ok
&
5 I *k
&
15 i
1 ————m—
l *
0.5
p=0.036
a
-0.5
-8 -7 -6 -5 -4 -3 -2 -1 0
(weeks before the start of treatment)
(Fujiwara et al. ] Hepatobiliary Pancreat Sci 2016)
5

CS use in nationwide survey
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| 6

Serum levels of pro-inflammatory cytokines in the course of acute liver failure

PE + HFCHDF + Steroid (n=3) PE + HFCHDF (n=7)
‘ PE + HFCHDF | - | PE + HECHDF |
e
(pg/ml) = .
ﬁ::'—“—m
. ‘ . : : : ' T : s . s p ; (days)
. -
TNF-ae -
{pg“rml} -: \/\ .
e~ —
’ " . ’ P ‘ (days)
IL-18 .
(pg/ml)
-'S
1 3 a 5 & ) ‘ 1 2 3 a 5 ] T :davs}
(unpublished data)
X 7

Pathophysiology of acute liver failure
—a systemic inflammatory disorder

) ) SIRS CARS
circulation
BCUVEON o Bay
ggc > 'J,"\"’GS P ot
monoaytes (AL

ggn ‘MM‘II

It is known that CSs influence
monocyte/macrophage
differentiation, by inducing anti-
inflammatory genes and suppressing
pro-inflammatory genes.

Therefore, CS treatment
might be beneficial
during the early phase *
of ALF.

initiation propagation resolution

(Antoniades et al. ] Hepatol 2008, Bernsmeier et al. Intensive Care Med 2014)
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