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7%

f Lungs
{ Acute lung injury

Acute respiratory distress syndrome

Liver
l Loss of metabolic function

Decreased:
Gluconeogenesis—+hypoglycemia
Lactate clearance-»lactic acidosis

Ammonia clearance »hyperammonemia
Synthetic capacity—>coagulopathy

Bone marrow

Frequent suppression, particularly
inviral and seronegative disease

( Circulating leukocytes ]

Impaired function, with immunoparesis
contributing to high risk of sepsis

[ Brain ]

Hepatic encephalopathy
Cerebral edema

Intracranial hypertension

Heart

High output state
| Frequent subclinical myocardial injury )

' N\
Pancreas

Pancreatitis, particularly in
acetaminophen-related disease

Adrenal gland

Inadequate glucocorticoid production
contributing to hypotension

Kidney

Frequent dysfunction or failure

Portal hypertension

May be prominent in subacute disease
\and confused with chronic liver disease}

Systemic inflammatory response

High energy expenditure or
rate of catabolism

Bernal W, Wendon J. N Engl J Med 2013;369:2525-2534.



ENREEIS-EX FHHER

JFEIE (TBIL, mg/dl) >12.0

BEIf (PT-INR) 1.5 (PTA<40%) >2.5

PN FFEAE 0995 (1) FEAE R (101)
fEK 3K (o 9 B AN B3RO AER

B HIE (sCR, mg/dl) ANER >2.0

#5152 (PaO/Fi02) ANELR <200

OIIE (T3 K E) ANEER L 775 1 2 4

1.Sarin SK, at al. APSAL 2009 ACLF guideline
2.Moreau R, et al. Gastroenterology, 2013
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1455
Hospitalized patients with acute excerbation (AE)
or acute decompensation (AD) at admission
2012.1-2017.2

277 Patients were excluded :
176 with previous decompensation.
68 were diagnosed with HCC or other malignancy.
33 for others reasons (severe chronic extra-
hepatic disease, pregnancy, organ transplantation,
readmission, dead within 24 hours,etc.).

892 286
Non-ACLF ACLF

3 without any abdominal 8 without any abdominal

radiological examination radiological examination

before or after admission before or after admission

I ] | ]
492 397 164 114
non-cirrhosis with AE cirrhosis with AD non-cirrhosis with AE cirrhosis with AD
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Location Distribution of 14 Research Centers
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AE/AD

Mortality Rate(%)

pre_ACLF

ACLF-1 : ACLF-2 : ACLF-3
Derivatiorﬁ cohort (n%1 178)

28-DAY MORTALITY

563

329

90-DAY MORTALITY

286

B

Mortality Rate(%)

N

120

110+
100+
90+
80+
701
60+
50+
40+
30+
20+
104

0

AE/AD

Validation

pre_ACLF

cohort (n=

ACLF-1 : ACLF-2 : ACLF-3

2402)

28-DAY MORTALITY

831

pre-ACLF i 5E#7#E: TBIL>5mg/dl & INR>1.5.

pre-ACLF &5 3 B¢ B AE i A 1923.9-27.9%.

336

90-DAY MORTALITY

241
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FEAELL, oK H96h, HiF

oAk
Proven ffiiZ LiEa =L °BAT_%F%-)(+) H 2R T 22 (+)
T WE L ECT - YL (+)

N N *BALF/Ifl: GM>0.5
SR fECT /

ProbableflliZ <+ +

PossibleftiZ 4+ +




SOFAi{F4r: FyEf#is

SE/ Y 0 1 2 3 4
PR 2400 300-399 200-299 100-199 <100
PaO2/Fio2 mmHg
AR, M0/)\iR*109/L 2150 100-149 50-101 20-49 <20
FFRE, RBLIZFpmol/L <20 20-32 33-101 102-204 >204

% Bj%5.1-158 Z ERZ>155

. ZERE<5 i ,
PBE MAP270mmHg MAP<70 mmHg % £ BT (fﬁﬂ)soﬁtﬂﬁi (é;loﬁt
%, Glasgow&*iEsH 15 13-14 10-12 6-9 <6

'BhiE, HlEFumol/L <110 110-170 171-299 300-440 >440



ACLFSHIPA: REFHERH

m ACLF# (n) | IPA*(%) | Mortality® “

FALERIKE =L 798 43 (5.4%)  100% EJMC2011
ERASTPAFL 967 39 (4.0%)  79.5% AR 2011
IPLVANS 80.0% = PrEE 52012
302[% B¢ 79.0% If% R HEL2009
b H A Z =R 463 20 (4.3%)  66.7% JR L% (E)2013
WL KFE—Re 470 JIMR2012
7 ER 565 Sci Rep 2018

#. ZWhrHECSIDCSH or APASL; *: Z NifKZWHEE; ®: If[EE A —
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ACLF-IPARRTiZltEE: RE1EE=300

EarRC O] BT 53

Patients diagnosed with liver failure
from 2011-07-01 to 2016-04-01
(n=790)

57 were diagnosed with cancer before
or during hospitalization; 8 were
pregnant; 160 did not meet the APASL

2009 diagnostic criteria for ACLF

ACLF patients enrolled for analysis
(n=565)

Patient who underwent pulmonary
CT and diagnosed with pulmonary
infection (n=101)

(n=62)

Patients without IPA

Patients diagnosed with
IPA (n=39)

Patients with probable IPA

Patients with possible IPA
diagnosis (n=20)

diagnosis (n=19)

&, %. SciReport (2018) 8:876 | DOI:10.1038/s41598-018-19320-2
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>

Lung scores according to CLIF-SOFA

@)

IPA associated death (%)

5561 — CLIF-SOFA lung score < 2 (n=13)
i —- CLIF-SOFA lung score > 1 (n=7)
|
4~ ° 10
F 9
E 8
34 oo E 7
- 6l
24 eeee _g B
3 40 | p=0.0001
E 9
g |
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1
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01— ssvemese v
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— CLIF-SOFA lung score < 2 (n=13)
== CLIF-SOFA lung score > 1 (n=7)
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23.0%

50
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70 90

- Sci Report 2018
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...
APASLE X FJACLFR N APERT[E]: 2011.1-2018.1

N\ Bre B4 B 1A 18] 0] SE1PA
l 1. JfcTH4#
2. IEGMIRLE
3. JRIEFE
Probable IPA
l 1. BRI ST
2. @ERBITRE

ACLF-IPAZ Wt 2 7 K Bt

ACLF-IPAS T S BF  ACLF-IPAIZ T ZE
SOFA-lung score<2 SOFA-lung score>1

28/90R4AETE  IPAFHIRIET
R FRMEAE T R R AMBWRE
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lung score>1: iZHiARA

>40% (56/139) [FJACLF-IPAZWIA &I
28 RIRSERI =

100%
80%
60%
40%
20%

0%

SOFA-lung=1 SOFA-lung=2 SOFA-lung>2

W survival% ™ non-survival%
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P <0.0001
—— no IPA

e . _ . —— SOFA-lung=>1
- + SOFA-lung<2

—
=]
1

o
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4-week survival rate (100%)

=
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ACLF-IPAJERBEHEIR (case)
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ACLF-IPA: IMEEZGIRITHSE
(n=143)
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® AL
1. 980 S T 22 5
2.CYP2C195 it

® Zi¥)iH H./ER (p450)
1. BREhr

® WIS
1. BRIRE: 1-5ug/ml
2. N RN 5 IE L

ZHYREREREN, SUERREARRNE! ! !



ACLF-IPAKIZ R BT RISERIS
(% — XM=, n=95)

W 0.8g ™ 0.4g ™ 0.3g " 0.2g W 0.1g



ACLF-IPAIRZEEMESTT R HES =
(B XM=, n=95)

0.8g
1%

M 0.8g ™ 04g 1 0.2g8 0.3gM0.12g W 0.1g W™ 0.0g



R RMESPIREREN: MPMLRES

® JFREACH]
1. 18N 2 22 v
2.CYP2C195 it

® ZYIHH HAEH (p450)
1. B SC i

® ZyVNIKRE
1. 880K E . 1-5ug/ml
2. RN SRS IE

AYIREZEEN, SNERREARRNME! | |
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Time (day) Time (day)

ACLF-IPARAL IR SL M 5 R

o fiFiFIE: 0.2, OfR, 1R/M2/MEF
o E: 01, Ok, 1/H

5%, %. SciReport (2018) 8:876 | DOI:10.1038/s41598-018-19320-2
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Cumulative survival (%)
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—  Without IPA (n=62)

== |PA with optimal voriconazole (n=8)
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HHIEEACLF-IPARSEE

p=0.017
50- 3004 p=0.011
40-
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Total bilirubin (mg/dL)
Lesion area on CT (mm?
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70

20 At IPA diagnosis  On treatment At IPA diagnosis On treatment

ACLF-IPARAL IR S R 5 R
o MAE: 0.2, TR, 1KIM2/]NE}
o4 IEE: 0.1, Ok, 1/H

=%, . SciReport (2018) 8:876 | DOI:10.1038/s41598-018-19320-2
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F2NA S R
ACLFZ B ir A R — EATREHRGEERETEN B,

ACLF-IPA 87 B A R & 1 FHGMiX %, ZXEHEANGSAN,
ACLF-IPAZ %55 ? Fs% (ACLFFIPAR A %5%) .

.,4\ rogno, CMRIEAEH & HIMCTFGE LR %
ACLF-IPAZBI R RI>40% s Actptin (RHAZ) .

RZged, AL RAFHE@D.2,q12) =

ACLF-IPAY &7 Bi#it® 0 2’ (0.1 qd).
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