





C

Direct acting antiviral(DAA)

DAA
C 9
9 8 sustained virological response (SVR)
C DAA
HBs HBc
HBV HBIG HBV
HBV
HBV
HBV
HBs
HBV

-21 -

HBV

G1896A



(HCV)

HCV

Direct
acting antiviral agents (DAA)
3

1-b.

-22-

2 B (HBV)
2
HBs
B HBc
B
B
HBs
(HBIG)
HBV HBIG
HBV
HBc
HBV
HBc
HBV
B.
1 C 9
3



2. HBc

de

HBV

12

HBV

novo B

HBV-DNA HBV
PCR

DAA

HBV

DNA

12

HBV

- 23-

IL28B

C
SVR
HCC
HCC
ISGs
Immune-related genes
T

IL28B

T Regulatory T cell

(Treg)

de
novo



DAA

DAA
DAA

SVR SVR

DAA

HBC

HBIG  HBV

HBV
HBV

HBV

G1896A

HBV

- 24-

HBs

HBV

DAA

HBV



Ikeda A, Shimizu T, Matsumoto Y,
Fujii Y, Eso Y, InuzukaT,
Muzuguchi A, Shimizu K, Hatano E,
Uemoto S, Chiba T, Marusawa H:

L eptin receptor somatic mutations
are frequent in HCV -infected
cirrhotic liver and associated with
hepatocellular carcinoma.
Gastroenterology 146:222-232:2014.
UedaY, Kaido T, Ito T, Ogawa K,
YoshizawaA, Fujimoto Y, Mori A,
Miyagawa-Hayashino A, Haga H,

MarusawaH, ChibaT, Uemoto S.

Chronic rejection associated with
antiviral therapy for recurrent
hepatitis C after living donor liver
transplantation. Transplantation.
2014; 97(3): 344-350.

Kikuchi M, Okuda, Ueda,
NishiokaY, Uesugi M, Hashimoto E,
Takahashi T, Kawai T, Hashi S,
Shinke H, OmuraT, YonezawaA, Ito
T, Fujimoto Y, Kaido T, ChibaT,
Uemoto S, Matsubara K, Masuda S.
Successful Telaprevir Treatment in
Combination of Cyclosporine against
Recurrence of Hepatitis C in the
Japanese Liver Transplant Patients.
Biol Pharm Bull. 2014;

37(3) :417-423.

UedaY, YoshizawaA, Y Ogura,

- 25-

Miyagawa-Hayashino A, Haga H,
ChibaT, Uemoto S. Plasma. cell
hepatitis induced by the termination

of antiviral therapy for recurrent
hepatitis C after living donor liver
transplantation. Hepatol Res. (in
press)

InuzukaT, UedaY, MorimuraH,
Fujii Y, Umeda M, Kou T, Osaki Y,
Uemoto S, ChibaT, Marusawa H.
Reactivation from Occult HBV
Carrier Status is Characterized by

Low Genetic Heterogeneity with the
Wild-type or G1896A Variant
Prevalence. JHepatol. (in press)
Ohtsuru S, Ueda Y, MarusawaH,
Inuzuka T, NishijimaN, NasuA,
Shimizu K, Koike K, Uemoto S,
ChibaT. Dynamics of defective
hepatitis C virus clonesin reinfected
liver graftsin liver transplant
recipients; ultra-deep sequencing
analysis. J Clin Microbiol. 2013;
51(11): 3645-3652.

UedaY, Kaido T, Ogura’Y, Ogawa
K, Yoshizawa A, HataK, Fujimoto
Y, Miyagawa-Hayashino A, Haga H,
MarusawaH, Teramukai S, Uemoto
S, ChibaT: Pretransplant serum
hepatitis C virus RNA levels predict
response to antiviral treatment after
living donor liver transplantation.
Plos One 8:e58380:2013.



8.

10.

11.

12.

Ueda Y, MarusawaH, Kaido T,
OguraY, OgawaK, Yoshizawa A,
Hata K, Fujimoto Y, NishijimaN,
Chiba T, Uemoto S: Efficacy and
safety of prophylaxis with entecavir

and hepatitis B immunoglobulinin
preventing hepatitis B recurrence
after living-donor liver
transplantation: Hepatol Res
43:67-71:2013.
TakadaY, Kaido T, AsonumaKk,
Sakurai H, Kubo S, Kiuchi T,
Inomata, Isgji S, TsuruyamaH,
Teramukal S, Matsubara,
Sakabayashi S, Uemoto S.
Randmized multicenter trial
comparing tacrolimus plus
mycophenolate mofetil with
tacrolimus plus steroids among
HCV-positive recipients of living
donor liver transplantation. Liver
Transpl 19: 896-906, 2013.
TakadaY, Uemoto S. Living donor
liver transplantation for hepatitis C.
Surg Today 43: 709-714. 2013.

: de novo B HBV

p118-126.2013 9 20

. vol.101-n0.9 2013.

- 26-

1357-1362

31

2013 7 4
3. C

31

2013 7 4

Yoshihide Ueda, Satohiro Masuda,

Toshimi Kaido, Takashi 1to, Kohei
Ogawa, Atsushi Yoshizawa, Yasuhiro

Fujimoto, Akira Mori, Hiroyuki
Marusawa, Mio Hosokawa, Miwa
Uesugi, Sachiyo Hashi, Tomoki
Kawai, Kazuo Matsubara, Tsutomu

Chiba, Shinji Uemoto. Telaprevir
with peginterferon and ribavirin for
recurrent hepatitis C after liver



transplantation. September 3, 2013.
Symposium Invited sesseion (SY 05):

Liver transplantation for HBV and/or
HCV infection. The 13" Congress of
the Asian Society of Transplantation

(CAST 2013). Kyoto, Japan.

49
2013 9 7
10
C
3 JDDW
2013 2013 10 10
7 C
17

-27-

6.

JDDW 2013
10 11

HCV

8 B8A 2014 3

2013
17

TKP

1






C IFN

3
C
C HCV
HCV IFN
13 C
IFN SVR 48% non SVR
10 40% SVR 82% SVR
IL28B (rs8099917)
/ IL28B
/ IL28B TT/TT
SVR 76% SVR
RBV
C
C
HCV
2 HCV
TVR PEG IFN-a -2b IFN RBV 3 HCV
1 SVR 1 VR
TVR
TVR
HCV Direct
IFN Acting Antivirals (DAA)

-29.-



TVR
3 HCV
B.
2000 2013 1 HCV
IFN 56
pre-emptive 2
(PEG-1FN/RBV) Genotype 1
HCV RNA 1
peglFNa +RBV
peglFNa RBV
200mg/ 800mg/
2 2
TVR 3
(PEG/RBV/TVR)
SNP
1.
56
50 SVR
48%(24/50) genotypel SVR

39.5%(17/43) genotype2 SVR

100%(7/7)

genotypel 27 SVR/nonSVR
13/14 16 SVR/nonSVR
4/12 Genotype2 7
SVR
1

[ WEmmcEIF B LIFNSE L0 (n=56) |
On going 661
[ sampspressese sop1 |

Genotype 1
431

saREPak-1681 Genotype 2
Ssurapl € SR typ:
Genotype 1 ITT100% (717 )
iy i ¥ Genotype 2
ITT40% (17/43 ) 2781 781

v v

SVR i non
1381 361 responder
FRE50R: ik

—I28BEIEREIEROMET

SHIBER
261

2.
SVR 5 10
95% 82% non SVR
61% 40%
SVR
Non SVR 9
5 HCV
2
1.0+
p=0.001
SVR 244
0.8 5% 95%
104E 82%
FET= 240 HCC 18,
0.6+

BiHEE 16

non SVR 2641
5% 61%
0.47 104F 40%
BT 9l HCVEREEICLIHFE 56

- HCC, B&3fE, DIC, MDS &< 14l

0.0+

0 1 2 3 4 5 6 7 8 9 10 11 12 (Y)

2

-30-



3. 1L28B SVR
Genotypel C
SVR13

1L28B
1T SVR
1L28B

1L28B
T
T SR
76%(10/13) TG+GG
any SVR 20%(1/5)
P=0.026 3

null responder 11

non responder

= I
SVR (n=13) (n=11) p value
A (i5)* 59 (44-69) 60 (45-69) 0.48
M3 (S 1 %) 10/3 6/5 0.3
D4V RE (LoglU/mL) * 6.3 (5.8-6.6) 6.6 (5.9-7.2) 0.52
ISDREZEH (0-1/2-5) 716 6/5 1.0
HCV core70 region (wild/ mutant ) 4/9 417 1.0
FJ—"IL28B genotype TT/ TG+GG /ND 12171 6/4/1 0.06
LT IL28B genotype TT/ TG+GG 10/3 714 0.6
Adherence to PEGIFN >70 / <70 (%) 9/4 3/8 0.3
Adherence to RBV >50 / <50 (%) 8/5 9/2 0.1
1 Genotypel SVR
(%) 100 -
p=0.026
90 1
80 A
S 70 -
o 60 1
s 50 -
g
o 40 1 76%
30 4 (10113
20 40%
0

TT:TT TT: TG+GG TG+GG : TT or TG+GG

IL28B genotype
(FF—s: LYEI U S)
3 / 1L28B

SVR

4. IEN

Virological

Response(VR) 16
SVR13 3

SVR
50%
46% 6/13
0% 0/3 IFN

RBV

SVR (n=13) A (n=3) pvalue
i (%) 59 (44-69) 63 (56-70) 0.3
MRS 1 &) 10/3 2/1 0.4
4L AE (LoglU/mL) * 6.3 (5.8-6.6) 6.6(5.9-7.2) 05
IFN; SVRETOHARE % 5(1-18) 4(6-9) 03
ISDRZ#3 (0-1 / 2-5) 716 2/1 0.9
HCV core70 region (wild/ mutant ) 419 112 0.6
FJ—"1L28B genotype TT/ TG+GG 1211 3/0 0.5
LIET/1 IL28B genotype TT/ TG+GG 10/3 3/0 03
Adherence to PEGIFN >70 / <70 (%) 9/4 3/0 0.9
Adherence to RBV >50 / <50 (%) 617 0/3 0.2

2 IFN

5. TVR

(PEG/RBV/TVR)
Hev
2
TVR 3
(PEG/RBV/TVR)

/ 1L28B
TT/TT 35
12
peglFNa +RBV 36
SVR
2 70
1L28B
73 3
11

-31-



TVR

TVR  AUC,,

RAGH 1500 mg/day

PEGIFN 100 pg/week 80 ug/week

£ RBV 200 mgiday 200 mg/2 day 200 mglday 400 mg/day
Ss
8 oy
z 4
< 2f
2o
16 2_
3 12+ 3
E 8 1?
2 4 8
ol Lo
ngmi Cyclosporine 2040 mg/day 75mg/day 105 mg/day
a0 TURRRUMARE
200 — IFN
100————=—=—==cz P Lol DS N e e ———
o "
0 2 4 6 8 10 12
BBAK
4 3 1
el somgeey |
PEGIFN 00 HgWBSK.
_ RBV 200 mg/day
E 8
3>
E§ T
< /
£ /

g 2
16 2
I N ———— 158
2 /\/\J = 1 B
£ 4 \ 05 8
0 0

ng//’mll‘ 10 mg/day 20 mg/day 40 mg/day
200 YHOAKYLMERE HCV
BN i
[ 1 2 3 4 5
BBAK
5 3 2
AUC24h
h/ml
(ugh/mi) |
A FE B
100 ® 1004
| T
hR{E
601 chafl 62.3
52.3
40 AN
20
LRt 2106 LBt X106
1500mg/H 2250mg/H

6 3 2
TVR

HCV

-32-

SVR

SVR
IFN
1L-28B
SVR

VR RBV

1L-28B
RBV
SVR

TVR 3

1 SVR

TVR

TVR

TVR



Transplant Proc. 45(5): 2045-50. 2013
5. Onoe T, Tanaka Y, Ide K, Ishiyama K,
Oshita A, Kobayashi T, Amano H, Tashiro
H,Ohdan H.  Attenuation of portal
IFN HCV hypertension by continuous portal infusion
of PGE1 and immunologic impact in
adult-to-adult living-donor liver
IL-288B RBV transplantation. Transplantation 95(12):
SVR IFN 1521-7. 2013
6. Morooka Y, Umeshita K, Taketomi A,
Shirabe K, Machara Y, Yamamoto M,
TVR Shimamura T, Oshita A, Kanno K, Ohdan H,
3 Kawagishi N, Satomi S, Ogawa K,
Hagiwara K, Nagano H.  Reliability and
validity of a new living liver donor quality
of life scale. Surg Today 43(7): 732-40.
2013
7. State of the Art
Liver Immunity and Surgery.
Frontiers in Gastroenterology. 18(3):
203-213. 2013

b b b

1. KawaokaT, Takahashi S, Tatsukawa, g
Hiramatsu A, Hiraga N, Miki D, Tsuge M,
Imamura M, Kawakami Y, AikataH, Ochi -
H, IshiyamaK, Ide K, Tashiro H, Ohdan H, .28(9): 1271-77. 2013
Chayama K. Two patients treated with
pegylated interferon/ribavirin/telaprevir
triple therapy for recurrent hepatitis C after 1.
living donor liver transplantation. Hepatol
Res. 2014 Jan 2. [Epub ahead of print]

2. EgawaH, Teramukai S, HagaH, Tanabe M, - 26
Mori A, Ikegami T, Kawagishi N, Ohdan H,
KasaharaM, Umeshita K. Impact of 2013.11.25
rituximab desensitization on 9
bl ood-type-incompatible adult living donor
liver transplantation: a Japanese multicenter C
study. Am J Transplant. 14(1): 102-14. 2014 -

3. OhdanH. Isliving donor liver 49
transplantation really equivalent to 2013.9.5
deceased donor liver transplantation? 3.
Transpl Int. 26(8): 778-9. 2013

4, OhiraM, Nishida S, MatsuuraT, Muraokal,
Tryphonopoulos P, Fan J, Tekin A, Sdvaggi G
Levi D, Ruiz P, Ricordi C, Ohdan H, Tzakis
AG. Comparétive analysis of T-cell depletion
method for clinical 31
immunotherapy-anti-hepatitis ¢ effects of 2013.7.4
natural killer cellsviainterferon-y production.

-33-



C IFN

3 10
. 31
, , 2013.7.4
6. ; ;
C IFN , , , ,
10 . 49
, , 113
2013.6.6 2013.4.12

-34-



IL28B

(SNP) (HCC)
C SVR 1L28B
HCC
1L28B HCC
1L28B I1SGs
Immune-related genes T
1L28B
T regulatory T cell
C
C 1L.28B (HCO)
(IFN)
C
C B.
HCC
(RFA)
C HCC
1L28B
C (rs8099917)
1L28B Interferon stimulated genes (1SGs)
1L28B

-35-



HCC

1SGs
IL28B
Immune-related genes
C T
SVR IL28B
HCC T Regulatory T cell
(Treg)
TTR (<1y) TTR (overall)
L"*--._ L _11
& ;--..4__\_'____ ® | ‘lL
o © T —~ © 1
. - & \
o 64
- =2 R — T § 87 \L -------- L
I — TG/GG s e — TG/GG
S 3 Sl L
Z 3 R
N N - i
o o e,
o o R T,
e T T | T T 2 T T T T T T T
0.0 0.2 0.4 0.6 0.8 1.0 0 1 2 3 - 5 6 7
Years Years
Patients Patients
at risk at risk
T 124 121 17 107 92 79 LI i 124 79 36 1 6 3 2
TG/GG 59 59 52 52 52 44 TG/GG 59 44 26 14 6 5 5 5

X3. CRFF (28115 11288 iEinF £ T LT MRS (HCC) MR O BBEREFHR OBR

TTR: Time to recurrence,
TT : IL28B major genotype (rs8099917) , TG/GG : IL28B minor genotype (rs8099917)

IL28B C
HCC

-36 -



IL28B

1L28B HCV
ISGs SVR
HCC

Immune- related genes

ISGs 1. Takamura H, Nakanuma S, Hayashi

HCC H, Tajima H, Kakinoki K, Sakai S,
Makino I, Nakagawara H, Miyashita
T, Okamoto K, Nakamura K, Oyama
K, Inokuchi M, Ninomiya I,
Kitagawa H, Fushida S, Fujimura T,
Ohnishi I, Kayahara M, Tani T, Arai
IL28B K, Yamashita T, Kitamura H, Ikeda H,
T Kaneko S, Nakanuma Y, Matsui O,

Ohta T. Evaluation of eligibility

criteria in living donor liver

HCC

Treg

transplantation for hepatocellular
1L28B carcinoma by a-SMA positive cancer
associated fibroblast. Oncology
Report 30(4) : 1561-1574, 2013
2. Hodo Y, Honda M, Tanaka A,
Nomura Y, Arai K, Yamashita T,
Sakai Y, Yamashita T, Mizukoshi E,
Sakai A, Sasaki M, Nakanuma Y,
Moriyama M, Kaneko S.
Association of interleukin-28B
genotype and hepatocellular
carcinoma recurrence in patients with
chronic hepatitis C. Clin Cancer
Res 19:1827-1837, 2013

-37-



-38 -

113

2013

4

12



HCV

preemptive
HCV HCV
preemptive + Low dose interferon ribavirin
(LDIR) therapy HCV
preemptive HCV
A. 85 HCV
HCV 31 ABO
HCV HBV
g 28
o -2b 0.5 g/kg/week+
preemptive + ribavirin 400mg/day
Low dose interferon ribavirin (LDIR) HCVRNA
therapy HCV 48
LDIR
HCV F n=17
3 S
n=11 HCV
B. HCVRNA
1999 2008 A2 F2

-39-



C.
LDIR 14
LDIR

50%

6 21.4%
4 14.3%
4 14.3%

70.6% S 18.2% F
HCV 8
SVR 9 33.3

P=0.001 S
P 0.001

P=0.026

D.
HCV
HCV

preemptive

IL28B SNIP
ITPA

preemptive
HCV

29.6

LDIR

HCV

LDIR

28

HCV

-40 -

]

Marubashi S, Mori M, et al.
Laparoscopy-assisted hybrid left-side donor
hepatectomy. World J Surg 37(9):2202-2210,
2013

Kobayashi S, Mori M, et al. Evaluation of
safety parameters and changes in serum
concentration in liver transplant recipients
treated with doxorubicin during the
anhepatic period. Cancer Chemother
Pharmacol 72(6):1325-1333, 2013
Marubashi S, Mori M, et al. Hepatic artery
reconstruction in living donor liver
transplantation: risk factor analysis of
complication and a role of MDCT scan for
detecting anastomotic stricture. World J Surg

37(11):2671-2677, 2013

Kobayashi S, Mori M, et al. Liver
transplantation for alcoholic liver cirrhosis.
13th Congress of Asian Society of
Transplantation. 2013/9, Kyoto, Japan.
Hama N, Mori M, et al. Protocol and
outcome of ABO incompatible living donor
liver transplantation. 13th Congress of Asian
Society of Transplantation. 2013/9, Kyoto,
Japan.

Wada H, Mori M, et al. Incidence and
management of cytomegarovirus infection

after living donor liver transplantation. 13th



Congress of Asian Society of
Transplantation. 2013/9, Kyoto, Japan.
Okubo K, Mori M et al. A case report of the
living donor liver transplantation with
difficulty in portal veins and hepatic arterial
reconstruction. 13th Congress of Asian
Society of Transplantation. 2013/9, Kyoto,
Japan.

Tsuda Y, Mori M, et al. Liver transplantation
with modified portal vein anastomosis for
the patients with portal vein stenosis (PVS)
or thrombosis(PVT). 13th Congress of Asian

Society of Transplantation. 2013/9, Kyoto,

Japan.
31
,2013/7,
31
,2013/7,
31 )
2013/7,
31 ,2013/7,

10

11

12

- 41 -

(CMV)
49 ,2013/9,
, ., .ABO
49 ,2013/9,
49
,2013/9,
49 ,2013/9,
113 :
2013/4,
113 , 2013/4,
68
,2013/7,
68
,2013/7,






-43 -

1833

34

0.5



2 Mascot Daemon
(version 2.3)
Mascot (version 2.4)

Proteome Discoverer

(version 1. 3)

1%

Phase

Transfer Surfactant

SYPRO Ruby

iTRAQ

1833

(ZORBAX 300SCX, Agilent) 20 2
C18 Stagetip 42

165

LC (AMR, Paradigm)-MS/MS (AB 223
Sciex, Qstar Elite)

-44 -



42
2.6%

]

Hideaki Kume, Satoshi Muraoka,
Takahisa Kuga, Jun Adachi, Ryohei
Narumi, Shio Watanabe, Masayoshi

Kuwano, Yoshio Kodera, Kazuyuki

- 45 -

Matsushita, Junya Fukuoka, Takeshi
Masuda, Yasushi Ishihama, Hisahiro
Matsubara, FumioNomura, Takeshi
Tomonaga. Discovery of colorectal cancer
biomarker candidates by membrane
proteomic analysisand subsequent
verification using selected reaction
monitoring and tissue microarrayanalysis.
Mol Cell Proteomics in press.

Takahisa Kuga, Hideaki Kume, Naoko
Kawasaki, Misako Sato, Jun Adachi,
Takashi Shiromizu, Isamu Hoshino,
Takanori Nishimori, Hisahiro Matsubara

and Takeshi Tomonaga. A novel

mechanism of keratin cytoskeleton
organization through casein kinase lo and
FAMS3H in colorectal cancer. Journal of
cell science, 126 (20), 4721-4731, 2013.
Takashi Shiromizu, Jun Adachi, Shio
Watanabe, Tatsuo Murakami, Takahisa
Kuga, Satoshi Muraoka, and Takeshi
Tomonaga. Identification of Missing
Proteins in the neXtProt Database and
Unregistered Phosphopeptides in the
PhosphoSitePlus Database As Part of the
Chromosome-Centric Human Proteome
Project. Journal of Proteome Research, 12
(6):2414-2421, 2013.

Satoshi Muraoka, Hideaki Kume, Jun
Adachi, Takashi Shiromizu, Shio
Watanabe, Takeshi Masuda, Yasushi

Ishihama, and Takeshi Tomonaga.

In-depth Membrane Proteomic Study of



Breast Cancer Tissues for the Generation
of a Chromosome-based Protein List.
Journal of Proteome Research, 12 (1),

208-213, 2013.

]

Adachi J, Higo D, Watanabe S, Kuwano M,
Hashimoto Y, Tomonaga T, ATP
Accessibility  Screening = (AAS), A
High-Throughput and High-Resolution
Kinase Analysis Platform for Signaling
Research, Human Proteome Organization
(HUPO) 12th Annual World Congress,
Yokohama, Japan, 2013 9 14 -I8
Kume H, Muraoka S, Hashimoto Y,
Watanabe S, Masuda T, Ishihama Y,
Fukuoka J, Kodera Y, Matsushita K,
Matsubara H, Tomonaga T, Discovery and
subsequent validation of biomarkers for
colorectal cancer by large-scale proteomic
analysis and tissue microarray analysis,
Human Proteome Organization (HUPO)
12th Annual World Congress, Yokohama,
Japan, 2013 9 14 -18

Shiromizu T, Adachi J, Yagi S, Hoffman RM,
Tomonaga T, Proteomic Analysis of Highly
Invasive Colorectal Cancer  Cells
Established by Orthotopic Xenograft Mouse
Model, Human Proteome Organization
(HUPO) 12th Annual World Congress,
Yokohama, Japan, 2013 9 14 -18
Muraoka S, Kume H, Saitoh H, Enomoto Y,
Ito Y, Nishizuka S, Wakabayashi G, Hoshino

- 46 -

I, Matsubara H, and Tomonaga T,
Development of High-throughput Screening
System Using Autoantibody Library for
Discovery of Scirthous Gastric Cancer
Biomarker, Human Proteome Organization
(HUPO) 12th Annual World Congress,
Yokohama, Japan, 2013 9 14 -18
Hashiguchi K, Muraoka S, Adachi J, Sato M,
Kuga T, Watanabe R, Shiromizu T,
Hashimoto Y, Nagano M, Kishida M,
Tomonaga T, Quantitative Phosphoproteome
Analysis of Cultured Stomach Cancer Cell
Lines Aimed at Development of Biomarkers
for Prediction of Drug Efficacy, Human
Proteome Organization (HUPO) 12th
Annual World Congress, Yokohama, Japan,
2013 9 14 -18

Sato M, Adachi J, Tomonaga T
Quantitative Proteome Analysis with Isotope
Dimethyl Labeling to Identify
TGF-beta-mediated Tumor Proteins Using
the Metastatic Mouse Breast Cancer Model,
Human Proteome Organization (HUPO)
12th Annual World Congress, Yokohama,
Japan,2013 9 14 -18

Watanabe R, Hashimoto Y, Kishida M,
Matsubara M, Adachi J, Tomonaga T ,
Phospho-profiling of mTOR
inhibitor-treated renal cell carcinoma (RCC)
cell lines and its application for drug
response-efficacy ~ biomarkers, = Human
Proteome Organization (HUPO) 12th
Annual World Congress, Yokohama, Japan,



10.

11.

12.

2013 9 14 -18

Kuga T, Kume H, Kawasaki N, Sato M,
Adachi J, Shiromizu T, Hoshino I,
Matsubara H, Tomonaga T, A Novel
Mechanism of Keratin  Cytoskeleton
Organization Through Casein Kinase I
Alpha and FAM83H in Colorectal Cancer:
Interactome Analysis of FAM83H, Human
Proteome Organization (HUPO) 12th
Annual World Congress, Yokohama, Japan,
2013 9 14 -18

Sano S, Tagami S, Yoshizawa-Kumagaye K,
Tsunemi M, Okochi M, Tomonaga T,
Absolute quantitation of plasma biomarker
peptides APL1b for Alzheimer disease at
fimol/ml level using SRM , Human Proteome
Organization (HUPO) 12th Annual World
Congress, Yokohama, Japan, 2013 9 14

-18

Nagano M, Kuga T, Adachi J, Tomonaga T,
A Kinase Activity-Estimating Method Using
LC-MS/MS, Human Proteome Organization
(HUPO) 12th Annual World Congress,
Yokohama, Japan, 2013 9 14 -18

11
2014

-47 -

FAMS3H

3-6
13.

2013 11 9

14.

10
15.

72
10
16.

3-5

Beyond SRM
2013

casein kinase Ia

36

2013 12

10

72
2013

2013

86

9 13






C HCV

Cb81, Claudin-1, SR-BI, LDLR

VLDLR
HUH7.5 VLDLR
HCV
VLDLR  HCV VLDLR VLDLR
VLDLR HUH7
VLDLR VLDLR
CD81
HCV
C HCV
HCV (DAA)

- 49 .



HCV

HCV
HCV
HCV
HCV
(1) HUH7.5
(2)
HCV
(3) HCV
HCV
HuH7.5 HCV
JFH1 HCV
(4)
C.
(1) HCV

- 50 -



HuH7.5
HCV

12 24

HCV (HCV/Luc)

(2) HuH7.5
VLDLR(very low density
lipoprotein receptor)

HCV

VLDLR VLDLR

(3) VLDLR
HCV

VLDLR HCV

HCV

VLDLR HuH7
VLDL

HCV

VLDLR

(4) VLDLR

HCV
HuH7.5
VLDL

VLDLR CRISPR

HCV
VLDLR variant 2
(5) VLDLR HCV CD81

HCV
E2 CD81

Claudinl
VLDLR
CD81
CD81
HuH7.5(-CD81)
VLDLR HCV
VLDLR
CD81

-51 -



VLDLR HCV

VLDLR HCV
CD81
HCV
VLDLR
HCV
SR-BI, LDLR 6%
HCV
E
HuH7.5 HCV
SR-BI, LDLR
E E.
HCV
VLDLR
E VLDLR
HuH7.5
VLDLR CD81
HCV
VLDLR
F.
[ ]
CRISPR  VLDLR 1. AbeY, Aly HH, Hiraga N, Imamura M,
HuH7.5 Wakita T, Shimotohno K, Chayama K,
Hijikata M.Thromboxane A2 Synthase
VLDLR Inhibitors Prevent Production of Infectious
HuH7.5 HCV Hepatitis C Virus in Mice With Humanized

-52-



Livers. Gastroenterology. 145: 658-667,
2013

Nishitsuji H, Funami K, Shimizu Y, Ujino
S, Sugiyama K, Seya T, Takaku H,
Shimotohno K. Hepatitis C Virus Infection
Induces Inflammatory Cytokines and
Chemokines Mediated by the Cross Talk
between Hepatocytes and Stellate Cells. J.
Viol 87: 8169-8178, 2013

Kuroki M, Ariumi Y, Hijikata M, Ikeda M,
Dansako H, Wakita T, Shimotohno K, Kato
N., PML tumor suppressor protein is
required for HCV production. Biochem
Biophys Res Commun. 430(2) :592-597,
2013.

- 53 -

61

25

HCV

11

10-12






