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SMI (Superb Microflow Imaging)
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Evaluation of Early-stage Hepatocellular
Carcinoma by Magnetic Resonance Imaging with
Gadoxetic Acid Detects Additional Lesions

and Increases Overall Survival
(EOB-MRIZ LA RHAEICHE T HFREDRE
[T FRERICDGEMND)

Kim et al. Gastroenterology 2015



2,647 Patients were diagnosed as hepatocellular carcinoma (HCC)
by dynamic CT images between January 2009 and December2010
(Source Population)

1,511 Were excluded

+ 241 Previously treated

+ 822 Multiple intrahepatic HCCs
+ 117 Gross vascular invasion

» 331 Distant metastasis

1,136 Patients were assessed to have a single nodular HCC by dynamic CT

436 Were excluded
41 Age <20 years or >80 years
51 ECOG performance status scale >2
169 Child-Turcotte-Pugh Class C liver function
81 CT other than 4-phase dynamic protocol
48 Findings not typical for HCC on CT images
46 Interval between diagnosis and treatment >4 weeks

700 Patients were identified to have a single nodular HCC by 4-phase dynamic CT
images and were eligible for the study
(Study Population)

377 Had 4-phase dynamic CT images 323 Had 4-phase dynamic CT and MR
only images
(CT group) (CT+MR group)

285 Entered propensity score- 285 Entered propensity score-
matched cohort matched cohort

22 E DI /=T T200946 A M 520105128 £ TIZHCC
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B HHLE3cm RiEH3{EET) 700 AZdynamic CT=IFTD
377f5l&dynamic CTEEOB-MRIZ1T21=3236l2 &S &
IVF T S 1-2854F = TLh B i& ST

H




Overall survival rate (%)

No. at risk
CT+MR
CT
100
80
60

40

Recurrence-free survival rate (%)

No. at risk
CT+MR
CT

1 2 3
Years after diagnosis of HCC by CT

314 301
349 319

1 2 3
Years after diagnosis of HCC by CT

159 68
81
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No. at risk Years after diagnosis of HCC by CT
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CT+MR group with additional HCC nodules by MR imaging
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underwent dynamic CT analysis of a single-nodular HCC,
additional evaluation by MR imaging with gadoxetic acid
led to the detection of additional HCC nodules in 16% of
patients,reduced the risk of disease recurrence, and
decreased overall.
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Study or Subgrou
Ikeda et al.
Suou ef al.
Kubo ef al.
Shiratori et al.
Lin et al.
Sakaguchi et af.
Hung et af.
Mazzaferro et af.
Jeong et al.
Kudo ef af,

Total (85% Cl)
Total events

Heterogeneity: Tau® =
Test for overall effect: Z£2=4.8

IFNIZ & AHCCHRE;

Control
Evenis Tolal
7 10
18 22
13 15
23 25
5 6
25 33
27 33
70 74
32 42
84

Interferon

Evenls Total
1 10

4 18

g 15

40 49

5 8

6 24

11 16
57 76
28 42
24 43

344
185
0.27; Chi

P < 0. 0[)001}

0.11): 12 = 38%

2R OHCV-HCCHEENFIZIR meta-analysis

Odds ratio
M-H, Random,

Qdds ratio

iM-H, Random, 25%
‘—Ii

Weight
4 2%
B.6%
6.9%
8.2%
3.9%

11.8%
10.1%
12.8%
15.2%
18.3%

95% Cl| Year
2000
2001
2002
2003
2003
2005
2005
2006
2007
2007

Cl

0.05 [0.00, 0.56]
[0.01, 0.30]
0.23 [0.04,
0.39 [0.08,
0.33 [0.03,
0.11 [0.03,

[

[

[

[

0.06 [0.01
1.41]
1.94]
4.40]
0.36]
1.94]
0.53]
1.63]
1.09]

0.49 [0.12,
0.17 [0.08,
0.63 [0.24,

0.51 [0.23,

100.0% 0.26 [0.15, 0.45] <

0.01 0.1 1
Favours interferon

10 100
Favours control

Singal et al. Aliment Pharmacol Ther 2010



IFNIZ&AHCCHRBAEZDHCV-HCCTFREREINE meta-analysis

Interferon Control

Odds ratio Odds ratio

Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% ClI

Ikeda et al. 0

Suou et al.

Kubo et al. 15 15

Lin et al. 0 0

Shiratori et al. 49 25

Hung et al. 0 0
Sakaguchi et al. 0 0
Mazzaferro et al. 76 74  36.2%
Kudo et al. 43 84 22.6%
Jeong ef al. 42 42 3.5%

Total (95% Cl) 243 262 100.0%

Total events 58 106
Heterogeneity: Tau2 = 0.11; Chi2 = 6.46, df =5 (P = 0.26); /2 = 23%

Test for overall effect: Z= 3.25/(P = 0.001)

Not estimable
0.07 [0.00, 1.31]
0.57 [0.13, 2.50]

Not estimable
0.58 [0.22, 1.55]

Not estimable

Not estimable
0.52[0.27, 1.00]
0.29[0.11, 0.77]
0.03 [0.00, 0.57]

0.40[0.23, 0.70]

0.01 0.1 1 10 100
Favours interferon Favours control

Singal et al. Aliment Pharmacol Ther 2010
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DAABOFEREIZDINT

Unexpected high rate of early tumor recurrence in patients with
HCV-related HCC undergoing interferon-free therapy

(IFN-FreeZ ;A& L-HCV-HCCEEZE D FTHEHEHEH)

Reig M et al. Journal of Hepatology 2016
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Virological response ##ff85 (n=58)
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Hepatocellular carcinoma evolution
after starting DAA(n=58)
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= Untreated
— Treated

1

P=0.07

_____________

Cumulative incidence of HCC recurrence

Follow-up (years)

Number atrisk
Untreated
Treated

Lee et al. Hpapatology 2016



BZEE 704 MEZXLBHCCIR B E DHBV-HCCH FEHNHI%h
BLEFRERIE meta-analysis

A NA Control Hazard Ratio Hazard Ratio

r E Total Total Weigh \'/ ndom, 95% Cl Year IV, Random, 95% ClI
Kuzuya 2007 0.45 16 33 4.0% 0.80[0.33, 1.94] 2007 i
Kubo 2007 0.77 14 10 1.6% 0.13[0.03, 0.61] 2007 =
Koda 2009 0.38 22 14 5.1% 1.19[0.56, 2.50] 2009
Chuma 2009 0.35 20 30 5.7% 0.56 [0.28, 1.11] 2009
Hann 2011 0.84 8 5 1.3% 0.12[0.02, 0.65] 2011
Chan 2011 0.31 42 94 6.7% 0.57 [0.31, 1.04] 2011
Lee 2012 0.52 12 16 3.1% 0.20[0.07, 0.55] 2012
Wu 2012 0.09 518 4051 15.9% 0.73[0.61, 0.87] 2012
Nishikawa 2013 0.25 65 32 8.6% 0.88 [0.54, 1.43] 2013
Yin 2013 0.19 81 82 11.1% 0.44 [0.30, 0.64] 2013
Yin 2013 0.09 215 402 15.9% 0.80[0.67, 0.96] 2013
Su 2013 0.24 40 142 9.0% 0.68 [0.43, 1.09] 2013
Ke 2013 017 141 141 12.0% 0.89 [0.64, 1.24] 2013

Total (95% ClI) 1194 5052 100.0% 0.66 [0.54, 0.80] ¢
Py 2 § 2= = = - 12 = 58% t t l +
Heterogeneity: Tau? = 0.06; Chi? = 28.43, df = 12 (P = 0.005); I> = 58% 0.01 01 1 10 100

:Z=4.13{(P < 0.0001) ] :
Test for overall sffect: Z = 4.13(P <0.0001 Favours [experimental] Favours [control]

B NA Control Hazard Ratio Hazard Ratio
r i E T Total Weight V. Random, 95% Cl Year IV. Random. 95% CI
Kuzuya 2007 -1.62 0.87 16 33 2.2% 0.20[0.04,1.09] 2007 — -~ |
Yoshida 2008 0.32 0.48 33 71 6.0% 1.38 [0.54, 3.53] 2008 ==
Koda 2009 -1.18 0.59 22 14 4.3% 0.31[0.10, 0.98] 2009 ]
Chan 2011 -0.96 0.52 42 94 5.3% 0.38 [0.14, 1.06] 2011
Hann 2011 -1.01 0.84 8 5 2.3% 0.36 [0.07, 1.89] 2011
Wu 2012 -0.28 0.09 518 4051 21.6% 0.76 [0.63, 0.90] 2012
]
|
]
]
]

Yin 2013 -0.23 0.13 215 402 19.6% 0.79[0.62, 1.03] 2013
Yin 2013 -1.18 0.35 81 82 9.2% 0.31[0.15,0.61] 2013
Nishikawa 2013 -1.07 0.39 65 32  8.0% 0.34 [0.16, 0.74] 2013
Ke 2013 -042 032 141 141 10.2% 0.66 [0.35, 1.23] 2013
Su 2013 -0.86 0.29 40 142 11.4% 0.42[0.24, 0.75] 2013

Total (95% Cl) 1181 5067 100.0% 0.56 [0.43, 0.73]
[T 2 = . i2 = = = - |2 = 539 + t
Heterogeneity: Tau? = 0.08; Chi? = 21.48, df = 10 (P = 0.02); I = 53% i os : 5 &

Test for overall effect: Z = 4.30{(P < 0.0001) Favours [experimental] Favours [control]

1
T

Sun etal. PLOS ONE 2014




