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1 - Patients with biopsy-proven NASH were consecutively enrolled 0oL
from a tertiary referral medical center in Southern Taiwan. O ==t
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- Patients yv_ith CHB, C_?HC, HIV .infection, alu_toimmune' he_patitis, m o
3 primary b|||ary CII’I’hOlSIS, sclerosing cholang|t|§, Wilson's .dlsease, 00t
al-antitrypsin deficiency, current alcohol misuse or history of O 254
alcohol misuse ()20 g/day), previous liver transplantation, or ==
evidence of HCC were excluded from the study.
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- WFA+-M2BP was quantified using a lectin—antibody sandwich immunoassay with a fully automatic
HISCL-5000 immune analyzer (Sysmex Co., Hyogo, Japan).
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- The area under the curve was compared using receiver operating
characteristic analysis to determine the cut-off value of the
WFA+-M2BP level in predicting the liver fibrosis stage.
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biopsy samples were stained with hematoxylin-eosin.

For each recruited NASH patient, a liver biopsy specimen was collected via the percutaneous route
using a 16-G biopsy needle. At least 2 cm length was taken and fixed in 10% formalin buffer, and
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- The results were reported by an experienced pathologist and O
2 concurred with a peer review of the slides. oL
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- The laboratory tests were performed at the time of liver biopsy. BEEN
o
2 EE XSS HUHE AME =R oL
O ==
o
3 FAE2 Yo HIUEE AAE 2U=7R oL
O ==
o
4 D= XL EM0| 2L A=TF? Oote
O 2=
NN s
ATLEIRY IPHOIM HIER0| Z2HE 5= U=TF? O=2
=




H(Ref ID) 2(#29)

1XXH(EHALT) Tangvoraphonkchai(2022)

m|1= e
A% 1: BHxpME
HIE IS
SEAL MEH B S T1S0MAQ:
2 SIEA BE E= 249 BE0IA=71?
- 100 subjects with HCV were recruited for this study between O o
1 June 2017 and December 2019. These patients have mixed liver oL
fibrosis stages based on METAVIR scores. This study is a ==
prospective, single center diagnostic study.
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- The list of exclusion criteria are shown in Fig. 1 0] 25tAl
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- Comparative analysis among healthy controls and diseased O o
2 patients was computed using Receiver operating characteristics HOofL2
(ROC) curves and plotted to determine the area under ROC O ==
(AUROC) curves.
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Liver biopsy was performed on patients who did not have contraindication for the procedure. () All
liver histology interpretations were performed by two pathologists independently (K. Churairat and S.
Prakasit) who had extensive experience in reading biopsied liver samples.
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1 - Liver biopsy data provided definitive assessment of patient’s 0ot
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- Patients were recruited from the pediatric hepatology outpatient clinic between January 2018 and
December 2019, along with 50 age/sex-matched healthy children as the control group. Control subjects
were children attending outpatient clinic for routine checkup for the purpose of sports training or school
routine examination.
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3 - Any CLD patient with co-morbidity (renal, cardiovascular system or oL
central nervous system affection) was excluded. O ==
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- Receiver Operating Characteristic (ROC) curve analysis was used
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to detect cutoff values of serum M2BPGI with optimum sensitivity O =siA
and specificity in diagnosis of early and advanced fibrosis. =5=
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An ultrasound-guided liver biopsy was performed for chronic liver disease group using Menghini
aspiration needle (52}) to assess the histological activity and staging of liver fibrosis using Ishak scoring
system.
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- A retrospective observation study that enrolled a single—center O o
1 cohort comprising 392 patients with PBC was conducted W oL
between January 2000 and December 2019 at Nara Medical O ==
University Hospital.
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- Exclusion criteria were autoimmune overlap syndrome, use of H 0
3 immunosuppressive agents, and clinical findings suggestive of O 0otL
concomitant liver disease (i.e., hepatitis B virus and hepatitis C O

virus infection, and alcoholic liver disease) (n=38).
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2 - cut-off values of fibrosis indices were estimated from the ROC H oL
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- Liver specimens were obtained from all patients using an 18-G needle under ultrasound guidance.
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- We included 113 patients who had undergone liver biopsy and oo
1 were diagnosed as having NAFLD between March 2015 and W OfL2
March 2018 at Kyungpook National University Hospital, Daegu, O =4
Korea in this retrospective study.
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- We excluded patients who consumed significant amounts of
> Hme _ ot
alcohol or had coexisting chronic liver diseases caused by S5 Al
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hepatitis viruses.
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- Peripheral blood was collected during liver biopsy. Serum was separated by centrifuging 5 mL of blood
at 1,800xg for 10 minutes at 4°C and then stored at -80°C for 3-34 months. The serum M2BPGi level
was measured using a Wisteria floribunda agglutinin antibody immunoassay, with a chemiluminescence
enzyme immunoassay system (HISCL-2000i; Sysmex, Kobe, Japan), as previously reported.
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- The diagnostic performances of all markers were expressed as OIS
diagnostic specificity, sensitivity, and area under the ROC curve aA
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(AUC).
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- Each NAFLD patient underwent ultrasonography—guided liver biopsy for diagnosis.
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- We collected the clinicopathological data of 233 patients who
1 . . L . QoL
underwent liver biopsy at Kyoto University Hospital after an LT =
between August 2015 and June 2019. ==
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- The predictive values of liver fibrosis were assessed by receiver
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operating characteristic (ROC) analysis, and the area under the 0] 25k
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receiver operating characteristic curve (AUROC) was calculated.
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All histological assessments were performed by expert pathologists at Kyoto University Hospital, and
we referred to the histopathological reports.
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- We enrolled 254 consecutive patients with chronic HCV infection scheduled for liver biopsy from
October 2014 to January 2019 at the Aomori Prefectural Central Hospital.

- Third, we carried out our analysis in one hospital with a relatively small number of patients. A larger,
multicenter prospective analysis is required to validate the results of this study.

- Fifth, our study has all limitations and potential for biases inherent to its retrospective design.
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- We excluded patients with bleeding risks [bleeding time »5 min, m o
prothrombin time (PT) <50%, PLT (50 000/ul] or comorbid 0ot
chronic liver diseases other than nonalcoholic liver disease. 0 2514

- Second, we excluded 114 (44.5%) patients from this study, =0=
mostly because of MRI ineligibility due to body metals.
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- Two experienced histopathologists (H.K. and A.K.) assessed the liver histology staining samples by
hematoxylin and eosin and silver stainings.
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- We ordered biochemical tests and complete blood counts on the M O
1 day of liver biopsy. Biochemical tests included total bilirubin, 0oL
albumin (Alb), AST, alanine aminotransferase (ALT), PT and 0O ==
M2BPGi.
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- From August 1997 to March 2017, 236 patients who received 1o
1 LDLT at the Nagasaki University Hospital, including 140 patients W oL
who underwent liver biopsy between January 2015 and July O ==
2016, were enrolled in this retrospective study.
O
2 SA-UAT EAHE Lloti=1? Oorie
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- The exclusion criteria for this study were as follows: (a) age less m o
than 20 years old (n = 3), (b) absence of properly examined
3 s ol _ _ | oope
samples or insufficient archival material (n = 32), (c) a shorter 0=
interval between liver biopsy and measurement of M2BPGi ({2 =5=
months, n = 9), and (d) unreliable Fibroscan (n = 2).
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- The diagnostic value of liver stiffness to predict significant liver
fibrosis was assessed by receiver operating characteristic (ROC) 1o
2 curves and the area under receiver-operator curve (AUROC). The WO e
optimal cutoff M2BPGi values were determined based on the O ==
optimal sensitivity, specificity, positive predictive value (PPV),
and negative predictive value (NPV).
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- Liver biopsies were performed via ultrasound—-guided fine—needle aspiration (£2f) The histological

assessment was made by a small group of expert pathologists.

W o
1 FUEE dAs U 2EYHE Y| 128 XA 227 OOt
O=2
HTNEZ HAF ZTH= STHAL ZTH0) T3 M2 gl0| SHAIEI=7F? WO
2 - Blind O{S0] T3t 2152 YU SHHAL 2/t HUEEHAL 200 OOt
SIS D|X|X| S 202 Wi O 2s
ds mSe
HTBZE ZAIRL ZAL] £8 T ZNSHA0IN HIEZO| Z2HE 4 Q=T)? O=e
O=s
HEYoil gt 24
) ) =210 5 . o o WS
ETEZR0) O HOIH Ol TAE S3NEO| SATDO| KB %S 2 Oas
247} UETI? o5
! O E_g_})kl

Fo| 4: ATWT A1

HIS29S

S HIEE M UX| B2 %X t= E (ES=0M
SHEAMS)2t FIHEZE HALA[] AIZHZFAT T ALO|Of] AlbE SHEY

AZ=) 2><2 HOA HQE SRS
S 71852

SMBAS)2t HIEE AL A0 X*I*B._f AIZE ZHH0] QU=71?

- On the same day as the liver biopsy, the following parameters W O
1 were determined using blood samples in the same laboratory: oo
aspartate aminotransferase (AST) level, ALT level, total bilirubin O=g
level, platelet count, M2BPGi, and Fib—4 index.
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1~ This study retrospectively enrolled consecutive patients who B OIS
underwent hepatectomy with preoperative measurement of LS 0 2544l
at the authors’ institution between March 2017 and April 2019. ===
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- The concordance index (C index) for each NIA was calculated OIS
using the receiver operator curve (ROC) analysis or univariable 0] 25k
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logistic regression analysis,
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2 - All specimens were analyzed by pathologists who were blind to O o4y
the LS values determined by MRE and to the clinical data. 0=t
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- LS measurement by MRE imaging was performed within two
! I H O
1 months before hepatectomy. Demographics, comorbidities, and 0] 0HQ
laboratory data were collected for all patients. Preoperative O 254
serum fibrosis markers, namely WM2BP, HA, and T4C were ===
measured in all subjects.
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- The present study enrolled 96 treatment-naive patients who
: . . . . 0o
1 were diagnosed with CHB serologically and histologically B OIS
between September 2005 and May 2017. ] 284
= =

- The present study has several limitations. First, this was a
retrospective study.
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- The exclusion criteria were clinical findings suggestive of H O
3 concomitant liver diseases (including CHC), autoimmune OOt
hepatitis, primary biliary cholangitis, alcoholic liver disease, O =4

non-alcoholic fatty liver disease and hepatocellular carcinoma.
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- The sensitivities, spe0|f|0|t|es, positive-predictive values (PPVs), O o
2 negative-predictive values (NPVs), diagnostic accuracies and W oL
cut-off values of the fibrosis biomarkers were calculated from O ==t
the ROC curves.
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- Percutaneous liver biopsy was performed before the initiation of therapy, using ultrasound localization.
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- We recruited 94 adult patients with chronic hepatitis C who underwent surgery for HCC at our hospital
between March 2011 and November 2017. Eleven of the patients had been treated by transcatheter
arterial chemoembolization as neoadjuvant treatment prior to surgical resection. In addition, patients
with liver metastasis were recruited as controls.
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HCC. Therefore, patients with liver metastasis were included in all O 254Al
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- Correlations were calculated between METAVIR scores and each 0ol
2 of these ultrasound tests as well as two hematological OIS
marker-based methods: the FIB-4 index and M2BPGi level. ROC N
. e e ==
curves were generated to determine the sensitivity, specificity,
and cutoff values of the tests.
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- Liver specimens were obtained by resection of nontumor tissues at a site away from the tumor because
non-tumor tissue adjacent to the tumor is largely compressed and cannot be accurately examined.
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2 - All surgical specimens were analyzed independently by two OOt
experienced pathologists who were blinded to the clinical data O ==
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- The M2BPGi level and FIB-4 index were measured in blood O
1 samples obtained before surgery. Two ultrasound elastography 0oL
and blood examinations were performed within 1 month before O ==t
surgery.
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- The present study was a retrospective cross-sectional study. BEEN
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- A receiver operating characteristic (ROC) curve analysis, which 0ol
2 was performed by plotting sensitivity against 1-specificity, and OIS
the highest Youden index (the highest sensitivity + specificity) O =siA
were used to determine the optimal cutoff values for MRE ===
average and WFA+M2BP level.
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- For each patient, five different sections of non-tumoral tissue from the resected specimen were used

for histologic examination.
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- This was a retrospective cross—sectional study. aof
1 - Between April 2016 and April 2017, 108 patients with hepatic W oL
tumors underwent hepatectomy in our institute (Changhua O ==
Christian Hospital).
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- A receiver operatmg characteristic (ROC) curve analysis and the
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ighest Youden index were applied to assess the optimal cutoff O 2514
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- The results of histopathological analysis of hepatectomy specimens was used to confirm a diagnosis of
hepatic fibrosis.
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2 - All specimens were reviewed by an experienced hepatic O 0otL
pathologist blinded to clinical data. O ==
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1 - the time interval between measurement (ARFlI and serum oie
WFA+-M2BP levels) and hepatectomy was less than 1 week. O =g
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- In total, 115 patients with liver tumors admitted to the Division of W O
1 Hepato—biliary—pancreatic Surgery at the University of Miyazaki oo
Faculty of Medicine between September 2015 and March 2018 O==
were consecutively examined.
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2 EA-UAZ HAE LSKA=71? gome
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02 HOHEEZA Z00)| 0Het FHE GlO| sHAEIUCH D 758t O ==
AR ARBEIUZ B2, Ol= ARHO| HA|ZA=7F? e
2 - The index of accuracy was calculated by the area under the ROC WO e
curve (AUROC), O =4
A O RS
SMBAS] =3 L= oHMIPHOIM HIER0| Z2iE 5= U=7P? ==
O ==
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- Non-tumorous regions in the resected specimens that included liver tumors were used for assessment
of histological findings, which were determined using Azan—Mallory and Elastica van Gieson stains by
pathologists.
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1~ Peripheral blood samples were collected from each patient in the 0] 0fQ
early morning before surgery, when the patient was in a stable O 25l
condition. =u=
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SHAL MEH B S TIE0HAL:

- Of 370 patients followed up after pediatric LT at Jichi Medical University in Tochigi, Japan, 113
patients, who underwent 116 LBs with measurement of M2BPGi on the same day between April 2015
and March 2016, were included in this study.
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- We performed receiver operating characteristic analysis to
2 - ; . . ) WO
evaluate the ability of each fibrosis marker to predict the liver 0 254Al
fibrosis status > F1, > F2, and > F3 (Fig. 2). ==
AR OIS
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HEHo gt *4
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Briefly, we perform LB for all patients at 2, 5, 10, and 15 years after LT. Routine LB was performed for
95 patients, and 21 patients were investigated to ascertain the cause of abnormal liver function tests
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1~ Blood examinations, including M2BPGi, hyaluronic acid (HA), and 0] 0tQ

a standard liver function test, were performed on the same day o=
O =4
of LB.
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- CHB patients who received a liver biopsy prior to antiviral therapy during 2000 and 2015, were
recruited in the present study.

a2 AEM 52 e A B20|U=71 W O
1 - A total of 160 CHB patients (123 males, median age 40 years) oo
were consecutively recruited. O =2

O
2 SA-UAT EAHE Lloti=1? Oorie
O =2

oflgi~le RAE HiMIE Osti=71?

- The exclusion criteria included the followings: hepatitis C virus or H 0
3 human immunodeficiency virus co-infection; evidence of other O OfL|L
liver diseases such as a-1 anti-trypsin  deficiency, O ==

hemochromatosis, Wilson’s disease, etc.
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- Area under the receiver operating characteristics curve (AUROC) 00
2 analysis was done to evaluate the diagnostic accuracy of OIS

WFA+-M2BP, APRI| and FIB-4 index for liver fibrosis. The

i ; : - O ==
optimal cutoff value for fibrosis stage was determined by the
Youden's index.
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- All enrolled patients received ultrasound-guided liver core biopsy using a 16— or 18-gauge biopsy
and determined

necroinflammation (A0-3) and stage of fibrosis (FO-4) for each specimen according to the METAVIR

needle. Two experienced hepato—pathologists reviewed

scoring system.
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1 - Stored serum obtained at the same time of liver biopsy was used QoL
for WFA+-M2BP measurement. O =2
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1M XHETAT) Alkhouri(2018)
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S 1: EXRAE
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HIZ3 ¢

SHAL MEH B S TIE0MA Q!
- Patients undergoing liver biopsy for clinical suspicion of NAFLD and healthy controls (age and
gender-matched lean individuals with no components of the metabolic syndrome) were included.

O o
1 02 S5 BE L= FA9 B20(U=71 QoL
==
SX-CIER S LSIRHETP a0
9 NAFL, Early NASH, Fibrotic NASH, NASH Cirrhosis 1§2 0|8, & B OIS
St517 BRIIRRS Li-0f 2X| QIQfOLE 7P & E“EHOH (2} kXt O =5
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- Lastly, Receiver Operatmg Characteristics (ROC) analysis was
performed to assess the accuracy of WFA+ -M2BP in the O o
2 diagnosis of fibrotic NASH. HOoLe
~ Finally, this study lacks an external validation group to confirm the O ==t

accuracy of the proposed cutoff values in differentiating different
disease stages.
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- The histological diagnosis was established using m o
hematoxylin—-eosin  and Masson trichrome stains of
2 o . : Ooie
formalin—fixed paraffin—embedded liver and graded by an 0 2514
experienced hepatopathologist who was blinded to the clinical =0=
characteristics of the patients.
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1~ Blood samples obtained from patients at the time of their liver E%—IQ
biopsies were initially processed to serum then stored frozen at+ O 254
80°C in our bio—bank =0
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- In this retrospective study, we investigated 213 patients who had
undergone liver biopsy at Nippon Medical School Chiba Hokusoh
Hospital (Chiba, Japan), Shinmatsudo Central General Hospital O o
1 (Chiba, Japan), Jikei University School of Medicine Main Hospital WO
(Tokyo, Japan), and Ehime University Hospital (Matsuyama, Japan) O s
between August 2013 and May 2016 and had been
histopathologically diagnosed with NAFLD using liver biopsy
(Table S1).
[ o]
2 EX-CARF HAE L5IR=71 oL
O ==
offgi~le RAE HIME Tsti=7t1?
- The exclusion criteria were as follows: (i) alcohol abuse (quantity
of ethanol intake )20 g/day for women and »30 g/day for men); (ii) mo
type 1 diabetes; (iii) positivity of hepatitis B virus surface antigen
3 . s . . , oL
or HCV antibody; (iv) other liver diseases such as autoimmune 0254
hepatitis (AIH), primary biliary cholangitis (PBC), or drug-induced =%
liver disorder; and (v) treatment with oral vitamin E preparation
and thiazolidinediones for NAFLD or other disorders.
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- A receiver operating characteristic (ROC) curve was generated to O o
2 analyze the optimal cutoff values of each variable that maximized WO
the sum of sensitivity and specificity for most rationally O ==t
distinguishing two groups.
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- All histopathological assessments were independently carried out O
2 by three experienced liver pathologists (T.H., H.H., and M.K) 0oL
blinded to the clinical and laboratory data of the patients; these O ==t
assessments were determined through a discussion.
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1 ” In the morning after overnight fasting on the day of liver biopsy, Eg:qg
hematological and biochemical tests including the inspection 0254
items shown in Table S1, were carried out. =5
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Hov|1E Btz
F 1: 2AXRAEH
EELE
SHAF ME 2 S 7|S6IA 2!
A2 A4S BE B 249 B20|/=7F? 0o
1 Japanese patients with HCV infection, who underwent O ope
percutaneous liver biopsy examinations in a clinical setting m=s
between May 1991 and July 1998, were enrolled. ==
o
2 SO HAE LBIR=E71 oL
O ==
ofigi~le RAE HIME Dlsti=7t1?
- Patients who underwent interferon (IFN) therapy after liver biopsy H O
3 examination were included, but patients who had hepatocellular OOt
carcinoma when the liver biopsy examination was performed O ==
were excluded.
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- For the four flbr03|s biomarkers, the sensitivity, specificity, and
! oIS blom] ne _ Citic _ 0] 0f
positive and negative likelihood ratios in the differential diagnosis
2 . . . ) ; W OfL2
of advanced liver fibrosis were also calculated using the median 0 25HA
values and 75 percentile values of fibrosis biomarkers in the ==
cohort as cut-off values (Table 2).
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- Staging fibrosis and grading activity were performed by an experienced pathologist who specialized in
liver pathology (S.W.).
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- This was a single—center retrospective study. (£&) A sorted 00
1 sample of 151 patients (older than 18 years) diagnosed with OIS
chronic hepatitis B and who had a liver biopsy and Fibroscan test O 25Al
performed were enrolled from January 2011 to December 2013 =u=
after providing informed consent.
WO
2 SA-UAT GAHE Llotd=1? 0oL
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oflgCi~le RAE HiMIE Osti=7t1?
- Patients were excluded if they had any of the following m o
3 conditions: previous history of administration of antiviral agents, 010t
evidence of an immunocompromised state (e.g., malignancy), O 25
liver disease other than chronic hepatitis B, and a previous =5=
diagnosis of decompensated cirrhosis
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5~ As cut-off values, the maximum area under the ROC curve OIS
(AUC) was selected and estimated with the SE of the AUC 025
value. ===
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- An ultrasound-guided parenchymal liver biopsy was performed for all enrolled patients by a clinician or
radiologist at the time of collecting serum samples.
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- The precision of WFA-M2BP was assessed using CLSI EP0O5- A03. High- and low-level control
samples provided by the manufacturer were measured in duplicate, twice a day, in analytical runs for
20 working days according to the manufacturer’s instructions.
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- An ultrasound-guided parenchymal liver biopsy was performed m ol

) o Y . o
1 for all enrolled patients by a clinician or radiologist at the time of g .:.!w
collecting serum samples ===
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- Three hundred and twenty-seven patients who participated in
various antiviral drug clinical trials (including lamivudine,
entecavir, telbivudine, clevudine) and underwent baseline liver O o
1 biopsy were identified. WO e
- This was a retrospective study, thus a prospective validation O ==
study should be undertaken, as well as to assess the long—term
outcomes such as HBsAg loss, cirrhotic complications and HCC
with regard to the M2BPGi levels.
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- Diagnostic accuracy was expressed as the specificity, sensitivity, 00
2 positive predictive value (PPV), negative predictive value (NPV) mOiL|®
and area under the ROC cuve (AUROC). The optimal cutoff O =8A
values were obtained by maximising the Youden's index ==
(sensitivity + specificity—1).
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- Percutaneous liver biopsy was performed under local anaesthesia using liver biopsy set according to
Menghini technique using Hepafix®, B.Braun.
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- Liver samples were formalin—fixed and paraffin-embedded for ol oie
histological analysis and interpretation by single pathologists in 025
respective trials who were blinded to the patients’ results. =5=
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1 Among these 554 serum samples, 423 (76.3%), 114 (20.6%) and D oo
17 (3.1%) were taken within 30 days, 31-60 days and 61-90 days O=s
from liver biopsy, respectively. ===
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1 - In this retrospective study, the characteristics of the enrolled WO
subjects are shown in Table 1. O =
o
2 SO HAE Dot O ofe
O ==
ofigi~le RAE HIME Dlsti=7t1?
- Subjects with a history of excessive alcohol consumption (weekly m o
3 consumption of > 140 g for men or > 70 g for women), other 0ol
liver diseases such as chronic hepatitis, or use of drugs known to 025k
==

be associated with the development of fatty liver, body weight
reduction, or thyroid disorders were excluded.
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- To investigate the diagnostic accuracy of using the serum COI 0ol
values of WFA+-M2BP and the serum levels of type IV collagen
2 . . . . W OfL 2
7S for assessing the fibrosis stage of liver, we plotted the 0 254Al
receiver operating characteristic (ROC) curve and potential cutoff ==
values for the diagnosis of liver fibrosis in NAFLD patients.
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- For histopathologic analysis, fasting blood samples were collected
b

iopsy—confirmed diagnosis of NAFLD.

from 165 patients with liver
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1 AHETHAHT) Ueno(2018)

"viE

- A total of 37 patients diagnosed with BA who were not liver transplant candidates because of good liver
function and followed at our hospital between January 2015 and February 2018 were included in this

study.
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- Serum M2BPGi levels were measured by SRL (Tokyo, Japan). Blood was taken regardless of time.
Quantification of M2BPGi was based on a lectin-antibody sandwich immunoassay using a fully

automatic immune analyzer.
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- Receiver operating characteristic (ROC) curve analysis was
performed to calculate the area under the curve (AUC) for serum 00
2 M2BPGi level, platelet count, APRI, FIB-4 index, and type IV mOHLS
collagen 7s domain, and select the optimal cutoff value that 0 25HA
maximized the sum of sensitivity and specificity for the presence ==
of liver cirrhosis (F4), advanced fibrosis (> F3), and significant
fibrosis (= F2) on histological examination.
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- Liver biopsies were taken percutaneously with a 16—gauge biopsy needle from avascular area under
ultrasound.
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1XMXH(EHAT) Huang(2017)
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a2 HEN BE Ee 249 B20(/U=7F Y]
1 - CHC patients were consecutively enrolled from a Medical Center O oty
in Taiwan. O==4
H 0
2 SA-UAF A DRIRA=/1 ot
O ==
oflgi~le RAE HiMIE Osti=7t1?
- Patients with hepatitis B virus or HIV infection, autoimmune
hepatitis, primary biliary cirrhosis, sclerosing cholangitis, | Nyl
3 Wilson's disease, al-antitrypsin deficiency, current alcohol O oty
misuse or history of alcohol misuse ()20 g/day), previous liver O
transplantation, or evidence of hepatocellular carcinoma were
excluded from the study
P WS
SRk MEHO|IM HIER0] = E 4= U=71 O=8
O ==
HEHo gt «3
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- The area under the curve (AUC) was compared using receiver
. > C \ . WOl
operating characteristic (ROC) analysis to determine the cut-off 0 2514
value of WFA b -M2BP level in predicting liver fibrosis stage. ===
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- For each CHC patient, a liver biopsy specimen of at least 2 cm in length was taken and fixed in 10%

formalin buffer. Biopsy samples were stained with hematoxylin—eosin.
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2 - The results were reported by one pathologist who was blinded to O oty
the profiles of patients. O ==

CEN s

FTHZT ZARE ZAS| 23l = ZUISHAOA BIZR0| = E 5= U=71 O=2
O ==

2 B R=
O=3

REER

SMEAML HIHE HAS HX| (2 S E= (SEXNA AFE) 2X2 BOM XQlE BASS 7I&0 2!
SMEAES)2t HIEZE AL AO|2] AIZH ZHA1t T AO[of| AlE SAHHS 7|&0tA <L

HA
g

SHAMS)2t FIHEZE HAF A0 HESHAIZE 0] UR=7F?

- Eligible CHC patients were previously untreated Taiwanese 5 g:ug
patients, aged 18-65 years, who (52 (2) had undergone a liver O =5
biopsy within 6-12 months before entry. ===
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- Serum WFA+-M2BP values were retrospectively evaluated in 112
1 . , . . " WOl
treatment-naive patients with HBV-related chronic hepatitis and O 2514
cirrhosis who had undergone liver biopsy at our hospital. ==
O
2 EX-COARF HAE L5IR=71 dofe
O =2
offgi~le RAE HIME Tsti=7t1?
- Individuals with a history of organ transplantation or concurrent
use of immunomodulatory drugs or corticosteroids were
excluded from the analysis, as were those co-infected with the
hepatitis C virus (HCV) or HIV type 1 or who showed evidence of | Jul
3 other liver disease, such as PBC, AlH, alcoholic liver disease, or O ot
non-alcoholic fatty liver disease. Thirty=five patients were O==4
removed due an unavailability of histological findings or
insufficient serum or laboratory data. Ten patients who had
already received treatment with IFN or nucleos(t)ide analogues
(NAs) at the time of liver biopsy were also excluded.
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- Diagnostic accuracy was evaluated using the area under the 0ol
receiver-operating characteristic (ROC) curve (AUROC). Cut-off
2 . - ) W OiL|2
valueswere identified by the Youden index, and the nearest O 2514
clinically applicable value to the cut-off was considered as the ==
optimal cut-off value for clinical convenience.
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- Liver biopsies were carried out on all patients by percutaneous sampling of the right lobe with a
14-gauge needle as reported previously.

| Jul
1 HIBE ZAs Y HEMEE Fo6| 128 A 2271 o
O ==
AT A 2= SIHAAL Z00)| tiet E GOl sie = A= | Jul
2 - All liver biopsy samples were independently evaluated by two O oL
investigators who were blinded to the clinical data. O ==
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- Between September 2005 and May 2015, a total of 189 treatment—naive patients diagnosed with CHB
with available stored sera were admitted at the Division of Hepatobiliary and Pancreatic Disease,
Department of Internal Medicine, Hyogo College of Medicine (Hyogo, Japan) and analyzed in the
current study.
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- First, this is a retrospective study 0 25
I
2 SR HAE DoiRert gore
O =3t
e o ao
o B~= FXEet HHMIE LiotRA=71?
3 olZgx| S dore
[y =] S0 . %f;__‘}g
A OIS
SRR MEHOIM HISEHO| =aE &= U= =2
0=

AL B, SMEAL A=A J2|10 ME)S 7IE5HA L

23 0%S
QA AR WS
REER

L

t0| 2 TEO| SHAIRID0|| XSI5HK|

52
o

A% 2: FAYHAL

HIZE 2

SHZALH THaH 71=0kl, 10| | =21 SHME|RA=R] 7S5 L:

SHEA 21t= B EE HAF 200 tet ZE2 glo| s EA=71 W O
1 - ZHIE Soll 20t0] ALE|0] FUESHA 20t 2A 0| 2Vt LI 0oL
0= HoEaEgAr Zno| et FE G10] oM RACHT 258 0=
o

AR ARBEIUZ B2, Ol= AFHO| HAIZA=7F?
- Receiver operating characteristic curve (ROC) analysis was
performed for calculating the area under the ROC (AUROC) for

serum WFA+-M2BP level, platelet count, APRI, FIB-4 index, O
2 AST to ALT ratio, and hyaluronic acid selecting the optimal WO
cut-off value that maximized the sum of sensitivity and 0=

specificity for the presence of liver cirrhosis (F4), advanced
fibrosis (=F3), and significant fibrosis (>F2) in histological

findings;
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- Liver biopsy specimens were obtained using standard methods, and well experienced pathologists in
our hospital evaluated the samples.
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- From 2002 to 2013, 510 patients (200 with NAFL and 310 with NASH) with biopsy-confirmed NAFLD
who were treated at one of five hepatology centers in Japan (Osaka University Hospital, Kochi Medical
School Hospital, Hiroshima University Hospital, Osaka City University Hospital, and Nara City Hospital)
were enrolled in the study.
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- The exclusion criteria included a history of other hepatic disease,

3 ; O . [0t
a substance abuse-induced hepatic disorder, and a history of O 2514
alcohol abuse ()20 g of alcohol daily). =5
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- The probabilities of true positive (sensitivity) and true negative 0o

2 (specificity) results were determined for selected cutoff values, mOiLIS
and the area under the ROC curve (AUROC) was calculated for 025
each index. The Youden index was used to identify the optimal ===
cutoff points.
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- Each patient with biopsy—proven NAFLD had received a percutaneous liver needle biopsy.

_55_



W o

1 FIEE ZAE e HEAEE ot 128 A &2271 ot
O ==
TUHZE A Zil= SHAL Z200] thet ZE2 Glo| sME A= | O
2 - All biopsy specimens were centrally evaluated by two hepatic ot
pathologists (Y.K. and H.F.) who were blinded to the clinical data. O
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1 - Consecutive adult NAFLD patients who had a liver biopsy were OOt
included. O ==
SA-CH AT AAE T5IRA=71
- Controls were recruited from persons attending the Endoscopy OO
2 Unit, University of Malaya Medical Centre for investigation of HOlL2
dyspepsia or screening colonoscopy. 025k
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- The performance of the COI for the diagnosis of NASH, the 0ol

different grades of steatosis, lobular inflammation and
2 . . . . W OfL 2
hepatocyte ballooning, and the different stages of fibrosis were 0 2544
determined using area under receiver—operating characteristics ===
curve (AUROC).
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Ultrasonography—guided percutaneous liver biopsy was performed by either one of two experienced
operators (WKC, SM) using 18G Temno1 Il semi-automatic biopsy needle (Cardinal Health, Dublin,
Ohio, USA).
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2 - Liver biopsy slides were examined by an experienced oL
histopathologist (NRNM) who was blinded to clinical data. O ==
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- Venous blood was drawn after an overnight fast on the day of the O
1 liver biopsy procedure for complete blood count, blood glucose, 0oL
glycated haemoglobin (HbA1c), lipid profile, liver profile, and tests 0=
for viral hepatitis B and C infection.
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- Ninety—one patients with chronic HBV infection and 108 patients m o
1 with chronic HCV infection, who received liver biopsy between 0ol
January 1996 and November 2012 at the Department of O 254
Gastroenterology, Chiba University Medical School Hospital, ===
Chiba, Japan were consecutively enrolled in this study.
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- The receiver operating characteristic (ROC) curve analysis was
2 . oe . WOl
performed to assess the diagnostic ability of serum miR-122 and 0 254Al
serum WFA(+)-M2BP for the presence of severe fibrosis. ==
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- Liver tissues were obtained using a 14-gauge Tru—cut biopsy needle (Baxter, Deerfield, IL, USA), or 16
or 18-gauge BARD Max-Core (Tempe, AZ, USA).
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- Staging of liver fibrosis and grading of the activity of liver
inflammation were independently assessed by at least three
experienced hepatologists
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- The ROC analysis was carried out for calculating the AUROC and O o
2 for selecting the optimal cut-off value that maximized the sum of WO
sensitivity and specificity for the presence of advanced fibrosis in O ==t
the training set.
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- All subjects underwent liver biopsy.
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- In total, 100 patients who were diagnosed with serologically and
histologically confirmed CHB at Nara Medical University between O o
1 2013 and 2015 were enrolled. M O{L|2
- Our data have some limitations such as the lack of O ==
clinicopathological and prognostic data and a small sample size.
Moreover, our study was not performed prospectively.
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- Patients were excluded if they had other concomitant chronic
liver diseases, including chronic hepatitis C (CHC), autoimmune
hepatitis (AIH), PBC, PSC, hemochromatosis, or Wilson’s disease m o
as well as cancer, severe cardiopulmonary or renal diseases,

3 _ _ ardic O _ o
diabetes mellitus (DM), sarcoidosis, dysthyroidism, or a previous O 2314
history of liver transplantation. 10 patients treated with ==
antihypertensive agents were also excluded regardless of the
type of drug because high blood pressure was considered to
affect serum ACE levels (Figure 1).

AR OIS
SRt MEHO|IM HIEE0] = E = U=71? H==2
O ==
M40l 3t 22
HelE SR AR AL B, AR ARB=A 2|1 ME)SE 7IE0iAR!
e ORS
TOlE SRR UAE0| 2 1A MEE0| MelolK| 42 R84Vt UsiP? =2
O ==
Ho| 2: STZA
ECLE
SMAAL CHoH 71=ota, 0] HEA b0 siHEUI=R] 7IS0AL:
SMBAL Zit= RATHE ZAF 200 ot ZE ¢lo| shME U=t M O

1 - FHIS Sof ZR0 AME0| HTIERZN ZH BAY Zt UL Coe

52 FUHEAHAF Z0) Chet B GOl SISt 2155 BECT
YAXZE MEBEAS B2, Ol= AT BAIERA=7F? O of
9 Area under the receiver operating characteristic (AUROC) curves OIS
and other statistical analyses were performed using R software Y
. . O E%‘I'E
as described previously.
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- All the patients who fulfilled these criteria underwent routine liver biopsies before therapeutic
intervention. All pathological specimens were evaluated by at least two experienced pathologists.
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1 - Serum samples from all patients were collected when liver biopsy O ot
was performed and were stored and used for the present study. O ==
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- We performed 272 pediatric living donor liver transplantations (LDLTs) between May 2001 and August
2015 at Jichi Medical University, in Tochigi, Japan. (&) This study included 64 patients with BA who
underwent pediatric LDLT at our institute for whom we could collect the frozen plasma during LDLT
procedures performed between 2009 and 2015.
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- For patients who underwent LDLT, blood examinations were routinely performed and the remainder of
the plasma was stored at -85 C. M2BPGi was measured from the frozen plasma.

STZIAL ZTH= BTEE 2AL 20 st s Q0| HEIR=TF? m o
1 - SIS S5 20| ANTIOf FTHAZIAL 2R BAGIO0| ZIP} U 0 ofe
52 FTUHAHA ZI0 Chet 8 G0| HMEIITtT 2153 O 2ah

YAXZt MEEUE B, Ol= ARH0| BAI=HI=71

- To evaluate the ability to detect METAVIR fibrosis score F4, E%—IQ
receiver operating characteristics (ROC) curve analysis was O 2514
performed. ===
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- Histological evaluation of fibrosis was performed from the whole liver, which was excised during LDLT.
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- M2BPGi levels in serum obtained the day before LDLT, and we W 0
1 compared the value of the preoperative M2BPGi levels with the oo
histological evaluation of fibrosis using the METAVIR fibrosis 0=
score.
M O
2 BE NS HUHEE JAE HU=ETR dote
O =2
M O
3 SAER2 SYUSH HUHE ZAIE Bi=71? dote
O =2
M O
4 D= XL EM0| 2L A=TF? dote
O =2
A WIS
ClotRIe DPHOA HIZE0| = E 4= U=TH? O=8
O ==t

_66_

AEE ISR



¢itH(Ref ID) 34(#175)

1MXHSTAT) Yamazaki(2017)

"E e
Hol 1: R
HIE2RIE
SEX} ME S T S0tA 2!
hatdS ASA BE T 22 H20|UA=71?
- total of 593 patients chronically infected with HCV, all of whom 0ol
1 having received liver biopsy at Shinshu University Hospital in oo
Matsumoto, Japan, between 1982 and 2015, were enrolled in H ==

this cross—sectional study.
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- Patients who were diagnosed as having alcoholic liver disease,
. . . | Jul
defined as an average daily consumption of ) 60 g of ethanol,
: L X . O ot
were excluded. Patients who exhibited evidence of other liver 0 25k
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disease, such as non-alcoholic liver disease, primary biliary
cholangitis, or autoimmune hepatitis, were excluded as well.

xoa
SRIZ MEOA HISZO| Z2HE 4+ USTR O&S
m =s
MY i3t 23
EBHE SRRMY ZM, B4, SUZM ASSX 1211 HE)S 71502

23 093
TEE HARY YAAR0| ST HMTL0) HHR| QIS 2} UETP O&S
W Esy

39 2: IMAA

EECE

SMBA thal 7|&otal, 220] 0EA &1 SHAEA=A| 7|S0IAL:

)

SMAA Zik= FOHEE A Z20] thet MY Gl0] oA = A=1? W ol
1 - ZHIE Solf 2U240] AlLE BUEZFHAL Zotet 2A 80| 2t Le ot
B2 FIHEZA Z00) tiet 2 GlO| sHME AT 7H3t O =24
LAXI7E MBEUZ B2, Ol= A0 HAIZRA=7F? oo
2 - Diagnostic accuracy was evaluated using the area under the WO
receiver operating characteristic (ROC) curve (AUC). O =gt
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- Liver biopsies were performed on all patients by percutaneous sampling of the right lobe
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2 - All liver biopsy samples were independently evaluated by 2 O ot
investigators (AM and ET) who were blinded to the clinical data. ==

A mES

ATHZT ZARE AAtS] 28 = AoHA 0 HIZR0] = E 4= U7t O=2
O ==

P WS
2471 9I=T? =5
Ak 0 2aiy

O SIS FE= (SEXOIM AFE) 2x2 HOIM HQlE 2SS 7|20t 2:

[ | ST
51H7*A (E)Qf HUHEE ZAFAO|Q AJZFZHADE T AO|Of AJSE SIHE S 7|&0fA Q!
SLAS)A FIBEE DAL ALO|0]] ZETHAIZE 7HH0] AU=71 M O
1 - All laboratory data were obtained on the same day or within 14 oo
days after liver biopsy. O =2
M O
2 DE SNE2 FUHE ZAE B=71 dote
O =2
M O
3 EXE2 Yt HUHE HAE 2UEIR dofe
O =2
M O
4 B 2P EM0| ZE A= dofe
O =2
Y mMEZ
ClotRIe DPHOA HIZE0| = E 4= U=TH? O=8
O ==t
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HH(Ref ID) 35(#184)

1M XHSTAE) Zou(2017)

Y7v|1E R
ooy 1: SHXIMEY
HIEZSIH
StA} MBS S 7| S0IA 2!
RS Q4% B2 EE 2N BE0IETN o
- We retrospectively enrolled 1002 patients with chronic HBV Lol
1 . . ; Hetit WOl
infection from Ruijin Hospital (Shanghai, China) between January O 25Al
2008 and April 2014. =u=
W O
2 SA-UAT EAHE Lloti=1? Oorie
O =2
offFA= FXHot HiKE LlotR=71?
- Seven hundred and seventy—four patients remained after
excluding patients who had (i) no liver histology data nor | Nyl
3 transient elastography data; (i) co-infection with another [0t
hepatitis virus or HIV; (iii) a history of other liver diseases, such O ==
as autoimmune hepatitis and PBC; (iv) HCC and (v) excessive
alcohol intake ()20 g/day).
AR OIS
SRt MEROIIM HISE0| =28 == U=71? =2
O ==
M0l U3t 22
ToHE SRR A ZAL B, SHAAL AFBSH 12|11 ME)S 7|&5tA 2!
A 0OR2
LS SR QIAAE0| 2R DE S| HIMEZ0| MefotK| 42 227t U=7P? =2
O ==t
39 2: SXHAEM
HISE S
SHMBAO CHall 7|=0td, J230] OEAH 45|11 SHAEUE=X| 7 =0t L!
SN ZTHe HDEZ ZAL 20 03t BE 80| SHA=IH=TF m o
1 - DHIS Sof ZW0| A0 ADEZHAF ZYLY BAY0| ZW LR DOILL
52 FTEFHA Z20) Chet HE GOl HMEIRICD 2155 BECT
YHXZE MEZBEAS B2, Ol= AT BAIERA=71?
- In addition to evaluating the diagnostic performance of 0o
WFA+-M2BP in assessing liver fibrosis, receiver-operating
2 <D . . WOl
characteristic (ROC) curve analysis was carried out. O 25Al
- The optimal cut-off values were obtained from Youden's index ==
from the training set and confirmed in the validation set.
A ORS
SMEAS] =3 L= ohMIPHOIM HIER0| Z2iE 5= U=7P? =2
|:| %_é_l—)kl
HEHo st *4
] _ 210! 2 . L EOue
SR ZALS] =3, A1} oflA0] ZAEC| MR 40l L7t U= m=o
I
7t? 0] 254

EATHZO| T3 712551 20| OfEH| AE|T HMEIUSK| 7S5t

- Liver specimens were obtained by surgical resection using a 16—gauge needle.
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i
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- For all patients, serum samples were collected at the time of
1 . . : dofe
liver biopsy or transient elastography measurement and stored at O 25l
80°C until analysis. ===
O
2 EESNER2 HIHEE AME WUEIR Oorie
O =2
O
3 BKE2 SYSH HUHE ZAE 2= QoL
O =2
O
4 BE B EAN0 ZYEU=I gome
O =2
A WIS
AT PO HIZEHO| el E 4= UsTF? O==2
0 ==t
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HH(Ref ID) 36(#653)
1XMXH(ELAT) Heo(2016)
"WE R
A 1: EXIMEY
HIZZSIH
SEA B SIS J|S0IA 2!
OIARS G B T DX BE0IRE=IP
- In a b-year period (2009 2013), a total of 95 CHB patients with O o
1 available serum WFAb-M2BP assay and transient elastography WOl
assessment [to assess liver stiffness (LS)] who had undergone O =2
liver biopsy were recruited for retrospective analysis.
O
2 XA HAE LotR=7F? Ooe
O ==
offF %= F& st tiHZE LlotR=71?
- Exclusion criteria were as follows: LS measurement failure (valid
shot=0); invalid LS value; existing HCC at enrollment (or history
thereof); HCC development within 6 months after enrollment; O
3 history of antiviral therapy, decompensated cirrhosis, or ot
past/present cancers other than HCC; Child-Pugh class B or C at O ==
enrollment; LB unsuitable for proper interpretation; stored serum
sample unsatisfactory for WFAb-M2BP assay: and coinfection
with hepatitis C virus (HCV) or HIV.
Y ORS
SRt MEHOIM HIEE0] = E &= U=71? =2
O =4
HEHo| gt 3
ISHE SIRRHAR ZAL B4, SMAAL SN 2|1 ME)S 7[&5HA2!
. ORS
LALE SR A AE0| 2 DA HMEZ0| MBloHK| gig 287t U7 =2
0=
oA 2: EXHAAL
HI=2QH
SO ol 710k, 20| O1EAH| i1l sHAEUE=A] 7|S0 2!
SMAAL Aok ROHEE A Z00) et HE GlO| oAM= U= mo
1 - ZHIE Soll 20| ARtE0] FUIEZZAL 2Rt #AGIO0| Aot L O ofL
O HoEEHA 200 CHet FE glo| siAEIUCH D 78t O ==
AR ABEIAZS B2, Ol ARKO| HAIZRA=7F?
- The accuracy of determmants (WFA™= M2BP or LS) in depicting
degree of liver fibrosis was indicated by the area under receiver 0ol
operating characteristics curve (AUC), coupled with a 95%
2 . : / . 9 WOl
confidence interval (Cl). Cutpoints were determined to maximize s
it o - : O =4
the sum of sensitivity and specificity from receiver operating
characteristic curve analyses and corresponding diagnostic
indices were calculated.
A OIS
SMAAS| =3 = oMM HIZEZ0| = E 5= U=7F? =2
I:I §§|-Al
MY st 2
= A5 gl = (= X 5 xl= S © o= _?_E':IDL?—E"Q
SMAAR ZALS| =3, A} oliA0| Zol 0z A EE H0lg 2347t U= m=o
7t? O ==t
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9 3: FUEE HA
HIZE

O HEZ0| CHoll 7|0kl 20| 0{EA =310 SHMEU=X] 7|=0A|L:
The biopsies were done to assess severity of hepatic fibrosis

Ui
1 HOEE A= Oy HHYEE Hebo| F2g A 22717 O 0:'—|9
O 2=
FUHE A s SMAAL Z0]| thet ZE Glo| M EA=T1? O
2 - All liver tissue samples were evaluated by an experienced 0O oL
pathologist blinded to patient clinical data, 0=
SN s
ATHZE ZAIRE DA 28 = ZoHA0lA HIER0] = E 5= U7t O=2
O ==

* WS

HOHEF0l oo HolE thy AHYET 2 IHO| SHYHE0 MoK g R T N=o
27t A=71 ey
0 =2t
I 4 SiwEia Al
HIZ3 9
SHAML FUEE HAIS 2X| 32 S E= (SEX0M 25 H) 2X2 BOM HIQIE 2SS 7|&oth L
SHAME)2 HIEE HAF MOI AlZH ZEAI} 11 AMOI0| AlE SHES 71S0IAR:
SHAMS) HIEE HAF MO0l HESHAIZE 40| UA=7F mo
- In a b-year period (2009-2013), 95 CHB patients with available
1 : av Jope
stored serum sample at the time of LB and TE were eligible for 025
this study. ==
W o
2 R2E NS HUHE GAE YA 0ot
O ==
W o
3 S2 S HLUEE GME YU 0ot
O ==
W o
4 2= =40 ZYER= 0 ofH<
O ==
Y mMEZ
ALY IFOfA HISHO| ZefE = U= O=3
O ==

_72_



tHH(Ref ID) 37(#245)

1XMIH(ESTHAT) Nishikawa(2016a)

Hov|1E Horant
H 1: SXMEY
HIZ I3
SEAL MEH B S 7|S0HA Q!
A2 GEX B2 Ee= A9 BE0IU=71 O o
1 - We acknowledge several limitations to the present analysis. First, M OfL|2
this is a retrospective study O =4
Y]
2 SR GAHE Olotd=o1? oL
O ==t
BTl SR RIS TislHTh EN
3 _ LN oro Oofe
[ | LS . %—5_-!'%'
A O RS
SR MBI HISEO| ZeiE &= U=71 =3
0 ==

SE SR AL S, SMPAR A=A J2|1 ME)S 7IE5Hh L

e ORS
SEEHE SRR QIAAE0| 2o A IMERE0| MelolK| 42 2247t U=7F? H=2
|:| %_é_l—)kl
9 2: XA
EECE
SHMBAO CHall 7|=0td, J230] O{EH 45|11 SHAEUE=X| 7 =0t L!
SMAL Zik= FOEZE ZA 220 tiet HE Glo| oA =A=IF? H 0
1 - ZHIE Sofl Z0tf0] AlLtz|0f O EEHAL Z1ef HA Q0] 2ot LI oL
8= FIHEZA Z00)| tHot FE Gl0| oM ZACt D 7H=at O ==
ARt ABEUS BLR, Ol= ARNO| HA|EA=7F?
- Receiver-operator curve (ROC) analysis was performed for
calculating the area under the ROC (AUROC) for WFA+- M2BP, o
2 IP-10, platelet count, APRI, FIB-4 index and HA level selecting H OL|2
the optimal cut-off value that maximized the sum of sensitivity O ==

and specificity for the presence of liver cirrhosis (F4) and
advanced fibrosis (F3 or F4) in histological findings

oz O %S

.
STIRAIS] 48 T SAIEOIN BISO| Z24E 4 AIR WS
025

HEH0| Chat 2
st 20t S0l B0l 8 . TR
STAS 2AIS] 4, 21 S40] SHTHO| ST Yojg L2t T 2T
e
" BEER

EOEZO0| ol 7ot 20| 0{EA =35 17 ShMEQU=X| 7[=0tA|L:
- Liver biopsy specimens were obtained using standard methods, and well-experienced pathologists in
our hospital evaluated the samples.

W O
1 YUIEE dAE Uy ZEYHE ol F28 A 22717 aoe
O==d
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¢itH(Ref ID) 38(#242)

1XMIH(ESTHAT) Nishikawa(2016b)

BPIE o

A 1: EHXHMEY

<1

HISE

SEAF MEH IS 7|S6IA 2!

- Between August 2005 and May 2015, a total of 134 patients diagnosed with NASH were admitted at
the Division of Hepatobiliary and Pancreatic Disease, Department of Internal Medicine, Hyogo College
of Medicine, Hyogo, Japan, and they were analyzed in the current study.

RS 4% BE T S0 HR0II=7P o

- We retrospectively examined the effect of WFA+-M2BP level on mOiLIS
histological findings of liver fibrosis with other laboratory fibrotic 0254
markers. ===

W O
2 SA-UEF HAE LoiRiET oot
O =g

SR BASHHIRIE L5IA=T|? Lol
3 iA1= TS HAIZE Lot =71 Cope

— —1 [e]X=]

ﬁl:iE|X| LS o .%—é_—!')él
Y ORS
SRR MEOA HISRO| F2HE 4 UTP mss
O =g
g0 chst f
IEHE SIRAE AL B4, SHZAL AFB=A J12[1 ME)S 7IE6tAL:
A ORS
SoHE iR QAAE0| 2E T EC| IMAR0| MefotX| (g 7t U= m==
(=24
Y 2: SIHAAL
HIZSIH
S CH3H 71&5t0], 20| O{EA |1 SHAE|RA=X] 7|&0HA 2!
SMEAL Zit= FOEE A 200 tiet ZE Gl0| oM =A==+ W0
1 - ZHIE Solf Zo2(0] A0 FOBZEHAL Z0eE ZAGI0] 22t L OoHe
82 YOEZAA Z00| tiet HE glo] oM E|UCH T 7t O
UAXIZE AFBEUE E2, Ol= AFHO| HAHA=IF? 0o
- Receiver-operator curve (ROC) analysis was performed for mOiLIS
calculating the area under the ROC (AUROC) for serum O =351
WFA+-M2BP level ==
A OES
SMAAS] 3 = ol HoM HIERI0| =HE 5= U7 H=S
0=
g0 st L
= ABl 471 = o5 10| 5 = 5t © ol —(ID—E:IDIE':"%
SR ZALS 3, A1} 5ilA10] 2 IEC| MAZE N MO L7t U= o
o |
gl O =sm
ool 3: HTBE AA
HIEZS
FLTHZO] Dol 7|=oti! J240] O{EAH 3= 1 SHAEU=K] 7|SotA 2!
- For all analyzed subjects, percutaneous liver needle biopsywas performed.
W O
1 ZFIOHZE ZAE Oy 2EYEIE Hob6| 128 A 22717 oot
O =&
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¢tH(Ref ID) 39(#216)

1XMXHETAHT) Nishikawa(2016¢)

BvIE orz2n

Hol 1: ERME

EECE

SR B 2PHES 7|S0IA 2!

- A total of 249 HBV-related chronic liver disease patients, for whom stored sera were available, were
admitted to the Division of Hepatobiliary and Pancreatic disease, Department of Internal Medicine,
Hyogo College of Medicine, Hyogo, Japan, between September 2005 and May 2015, and they were
analyzed.

A2 ASA HE T 249 BEO0|IR=71? o
1 - We retrospectively examined clinical data in the training and H 0|2
validation groups. O ==
Y]
2 SA-UIR HAHE DoiR=1? o
O ==
o= 2AESt HiME ToIR=71?

- They had no evidence of drug-induced, .a_utoimmun_e, or a_lcoholic g g:ug
liver disease, and no concurrent hepatitis C virus infection was =
found. o=

A OIS
SHAR MEHOIIM HISZO| = E &~ U= H=2

0=

EatE SR AR AL B, SMPAR A=A J2(1 ME)S 7IE5t L

fe ORS
E7FUAETR m=S
O E&

0] SHDHO| TS| HBtoHR| o)

mjo

A% 2: FMZAL

HIZ3 ¢

SMBAMO tiaH 71&otal, 2710] fEA A1 SHMEA=R] 7|SotAlL:

SAEA 2t HOEE ZAF 2001 et Z=2 0] sHe=A=7? I O
1 - ZHIE Sdll Z2U040] ALE0 HOEZHA 209 2ASGI0| 2/t LI O ote
0= FuasEgAr Z00] tiet F= GI0| s AT 7 O==

LARIZt AFBEUS B2, Ol= ARNOI| HA|=|RA=7F?
- We conducted receiver operating characteristic (ROC) curve

analysis in order to calculate the AUROC and to select the 0ol
optimal cutoff value associated with maximal total value of
2 i o i WOl
sensitivity and specificity for the presence of advanced fibrosis 025
in the training group. In the validation group, we examined the ==
diagnostic accuracy of the formula that was derived from the
training group.
OS2
SMBAS] =3l = oM uP0A HIZE0| =2 E 4= /U=7F? ==
0O ==
M| Cf3t 23
- - im0l = = A OR2
SMHAAIRE ZALQ| 4=3l, A} oiA0| ZA T SR A0l R27t U= mL-o
al [ 25
Ho 3 HUHEE A
HEE
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- All subjects underwent liver biopsy.

H 0
1 HIEF ZA= O HEMEE Faks| 128 A 2271 Oote
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EDHS HA A0HE SHZAAL Z0tof thet HE Q10| sMERA=7F? H O
2 - Blind O{50]| Lt HF2 QUOL SXZHAL 217t AU EZZHAL 2o F Oote
SIS DIX|X| 42 O 2 mtE O=a4
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¢t (Ref 1D) 40(#226)
1XXHEHAT) Ura(2016)
1= R
S 1: SHXRAE
EEGE
StA} MBS S 7| S0IA 2!
et &N BE Ee 2R BH20(/U=71 o
1 - This retrospective, multicentre study included 159 patients who W oL
received DAA-based triple therapy. =
O
2 SX-OiAL A Doi¥=71 O oL
O =2
oflgi~le RAE HiMIE Osti=7t1?
- The exclusion criteria were: (i) positivity for antibody to human
immunodeficiency virus or positivity for hepatitis B surface
antigen:; (i) other causes of liver diseases (autoimmune hepatitis, | O
3 primary biliary cirrhosis, haemochromatosis); (iii) clinical or ooty
biochemical evidence of hepatic decompensation (ascites, O==

bleeding varices or encephalopathy); (iv) suspected HCC or other
cancers at entry; or (v) excessive alcohol consumption (%40
g/day) or intravenous drug abuse.

Ye %S

SRt MEROIIM HISE0| =2E == U=71? =3
O ==
HBMO| T3t S
ZohE SR (AR ZAL B, SAHEAR| A=A 2|10 ME)S 7S5 L!
A 0OR2
TEHE SR e AS0| 2R IE| MEZ0| MEotK| g 2847t U7t =3
O ==t
39 2: IXHAEM
HEERE
SMAA CHall 7|&0l, J240] 0EA i 6H’HEIS’*AE?(I UELI
SMAAL Zih= U HEE ZAF 2o thet ZE 0] s A=71? o
1 - ZHIE Sofl Zaf0] AN FHoHEE 7“\# et HAGLO| Bt LR gome
02 FOEEZA 2o chet FHE S10] siEUCHT 7Hst 0=
YHXZE MEBEAS B2, Ol= AT BAIERA=71? 0o
- Area under the receiver operating characteristic curve analysis OIS
was done to evaluate the correlation between the serum 0] 25k
==

WFA+-M2BP level and liver fibrosis.

SHAALS] &l = S -Y0A HIEFO0| ZatE & U7t

oI3: 0 %S
mss

BEED

fel ORs
=S

0=

HTHZO| sl 71£51 2740] 0{EH 43E| 1 SHMEIAEX] 7|&5HA 2!

Liver biopsy was done within the 2 weeks before the initiation of therapy
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tHH(Ref ID) 41(#237)

1XXH(EHAT) Abe(2015)

Hov|1E Ttz
F 1: 2AXRAEH
HIEZSIH
SEAL MEH B S J1S0HAR
T2 GIEA BE E= 2AQ BE0I=71 Oo
1 - We retrospectively reviewed 325 NAFLD patients who underwent H 02
liver biopsy O ==
o
2 SO HAE LBIR=E71 oL
O ==
offgi~le RAE HIME Tsti=7t1?
- The exclusion criteria were as follows: a history of other liver m o
diseases, including hepatitis B virus or HCV infection;

3 ASES, , - _ oo
administration of drugs that influence the activity of the disease, 025
such as tamoxifen or a glucocorticoid; or a history of alcohol =5
abuse (defined as C20 g of alcohol daily).

A OR3
EtRE MBI HISEHO| ZeiE &= U=71 =3

0=

SFE SR AR AL B, SMPA A=A J2|10 ME)S 7IE5HL:

23 O%S

LS SR QAAE0| 2R DE S| IMEZ0| MefotK| gi2 227t U=7F? =2
O ==t
39 2: IXHAEM
HEERE
SMAA Chall 71&01, 40| 0EA bt 0 sHMEU=R] 7IE0MA 2!
SMAL Zik= HOEE ZAF A0 et FE Q0] shMEAU=7t? WO
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- Each cutoff value was determined from the receiver operating 0ol
2 characteristic (ROC) curve analyses. The diagnostic performances OIS
of the markers were expressed as the diagnostic specificity, 0 254Al
sensitivity, positive predictive value, negative predictive value, ==
and area under the ROC (AUROC) curve.
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and September 2013.

AFLD patient received a liver biopsy under laparoscopy or ultrasonography between July 2003

_8’|_



o

1 HUEZF dA= O HEHEE B35 128 A 227P OofHe
O ==
HOBEE AA Zots SAHEAL A0 thet HE §10] shA (=71
- All liver samples were independently evaluated by three O
2 experienced liverspecialized pathologists (M.S., G.Y., and M.K.) 0oL
who were blinded to the clinical data, and all evaluations were O ==
validated through discussion.
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1~ Venous blood samples were obtained in the morning after E%—IQ
overnight fasting, either immediately before or no more than 2 O 254Al
months after liver biopsy. ==
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- We retrospectively analyzed the clinicopathology data, including O ol
1 serum WFA'™-M2BP levels, of 376 HCC patients who underwent W OL|2
primary hepatectomy at Hokkaido University Hospital between 0=y
May 2001 and February 2012.
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O ==
offgi~le RAE HIME Tsti=7t1? o
3 - patients with a preoperative diagnosis of distal metastasis were 0ot
excluded from this study. O =4
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2 - Diagnostic accuracies were evaluated using the areas under the WO
curve O ==
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Pathological stages of liver fibrosis were diagnosed in surgical specimens according to the new Inuyama
classification of chronic hepatitis
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1 - WFA™-M2BP was quantified in frozen serum samples collected at 0oL
the time of surgery using the FastLec-Hepa method. O ==
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SHAL MEH B S T1E0MAL:

- Between April 2005 and April 2015, a total of 84 corticosteroid therapy—naive patients diagnosed with
AIH were admitted at the Division of Hepatobiliary and Pancreatic disease, Department of Internal
Medicine, Hyogo College of Medicine, Hyogo, Japan, and they were analysed in the current study.

| YRS o B x| BRI B OIS
- this is a retrospective study O =54
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- Receiver-operator curve (ROC) analysis was performed for
calculating the area under the ROC (AUROC) for serum 0o

WFA+-M2BP level, platelet count, APRI, FIB-4 index, AST to OIS

2 ALT ratio and hyaluronic acid selecting the optimal cutoff value O 2514
that maximized the sum of sensitivity and specificity for the ==
presence of liver cirrhosis (F4) and advanced fibrosis (F3 or F4) in
histological findings
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- Liver biopsy specimens were obtained using standard methods, and well-experienced pathologists in
our hospital evaluated the samples
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- The study cohort consisted of 200 adults, including 40 healthy 00
1 volunteers and 160 patients with or without hepatitis, who O ol
underwent hepatectomy or living donor liver transplantation, and B =5
whose serum WFA*™-M2BP values and liver stiffness by VTTQ =5
were measured at Kyushu University Hospital.
O
2 SA-UAT GAHE Lloti=1? QoL
O =2
oflgi~le RAE HiMIE Tsti=7t1? m o
- Serum samples of inferior quality, which had the potential of ol oie
measurement errors, such as those with hemolysis, milky fluid, O 2s
or protein aggregation, were excluded. =5=
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02 HOHEEZA Z00]| 0Het FHE GlO| sHAEIUCH D 758t O =2
YHXZE MEBEAS B2, Ol= AT BAIERA=71? 0o
9 In addition, the dlagnostlc value of liver stiffness for predicting OIS
significant liver fibrosis (F1-F3) and cirrhosis (F4) was assessed 025
by calculating the areas under the ROC curves. ==
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- All liver specimens were obtained by surgical resection
H 0
1 FIEE A= Y HEMEE B 128 A 22717 oL
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- The fibrosis staging in all surgical specimens was determined 010t
independently by two pathologists who did not know the VTTQ O 25
values. ===
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HEHol it 94
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(VITQ and ARFIO| 25t LHEWAM,) For each patient, seven
successful measurements were performed several days before
surgical operations during which histological specimens were m o
1 obtained 0] 0fQ
- For all patients, blood samples were obtained on the same day O 25l
that the VITQ examination was performed, and they were =u=
examined in the same laboratory.
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- A total of 303 patients were diagnosed as having PBC between
January 1981 and June 2014 at the Shinshu University Hospital O o
1 or its affiliated institutions. Among them, 166 patients were W oL
excluded from this retrospective analysis for the following O ==t
reasons: (£2) The remaining 137 uniformly Japanese patients
were enrolled in the present study.
SRt AT HAE OotA=7t m o
9 20| UCLKForty five healthy subjects with normal liver 0ore
function tests served as controls.”) REHNEME S SER LHOIA] HIA] A
5 O E%l'e
oflgCi~le RAE HiMIE Osti=7t1?
- Among them, 166 patients were excluded from this retrospective
analysis for the following reasons: (i) no liver histology data (n H O
3 =84); (i) no stored serum from before ursodeoxycholic acid 0ot
(UDCA) administration (n =62); (iii) other chronic liver diseases, O =4

such as hepatitis B, hepatitis C, or nonalcoholic steatohepatitis (n
=15); and (iv) follow-up{6 months (n =5).
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- The diagnostic performance of WFA + -M2BP was determined in 00
terms of sensitivity, specifi city, positive, and negative predictive OIS
values, and area under the receiver operating characteristic curve O 2514
(AUC). Optimal cutoff values were determined using the Youden =5
index.
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- Liver biopsies were performed by percutaneous sampling of the right lobe with a 14-gauge needle in all
patients
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2 -The |nvest|gators (AM, ET) involved in this part of the study were 0ot
blinded to the results of other portions. ==
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1 - All laboratory data were obtained on the same day as the liver O o4y
biopsy. 0=t
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