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FEAEFEREMREMIE (FRFRRBEARITIEESE)

SRR EE

FF#stEtk C B RICxd 5 IIN RIS BREOF MR &
TIILELEEL 3 FItAREDEA

MESEE KEFH LERFAXFREEEXREBFUIRBRE HK

MREE

IS CEFABERIIZOTFHREZREIETIHAERTH B & FERC,
e DL C BUIFFR 7 A N AIGEERHIETH 5 2 L ALV, HCV BEEEMEAF
FRBICXT T DT BMEIREMEZWET 52D, FREZLED R
HCVIEEDOHRENEBE THDH. AR TIIFBHEZ O IFN IREDER L ED
FHEFEBE L. YR TolEE 13 FEOIFRER C BRTAFRIZ T
% IFN JREZROMBECI%, SVR R L 48% ThH 7. & 5HIZ non SVR F
D 10 FATGTE 40%IZxF L, SVREETIZ82% &, SVREECTHERAEEFERD
WEERO. I IL28B BB T2H (rs8099917) D E:EDMFT DFE R,
NF—/L = b D IL28B BB T LA DOMAE O ENIRERICEE L
TEY, RF—/Ly ¥z o IL28B BEFEEN TT/TT OREF &b
SVR RNREIFTH-oT- (16%). T-REHZEZEHFIC SVR %<, E#
BEBOBEBROI A7 L LTU ALY Y (RBY) OEEERENH G LR
o7, ETRIESE, LVt C BEFRUVANVAEITH L vnT 7 —EREEK
MEZE S, CRBEFRBREICHT DEEREERICBWV TS Z OB RS HER
ENTWA. FFBESOHHCV 7ANVAEEL LTHLEELEEZ LB,
TOHEREBEMEICK L UE 0 RBARE LN TRV, YR TIERES
T 2BIDFFREHER HCV BREBE I u T 7 —FHEAI THDHT T L L
(TVR) 12 PEG IFN-o-2b (IFN) & RBV Zftf L7z 3 &IPEREL HCV ¥
ANAEIEZEAN L. 1612 SVR, 160z VR &N, BIERIC X
DHRIEBRBEEICY N U RERDT. R - ZeERICHEEE 2o 7203,
EWERIZaEMmEIRAEAIZ LS TVR OfFEE FRIZIVRR LEEEX
bz, 5%, REMHFIBIONTVR IHEEE=F) v IC ks 58

HEASH o ha— LOEEENREENS.

A BIRB® BOIRREER L CEET AT %

SR Tl EEIFZER HCV B OS2I d 5. & HI2HH Direct
PZxt3 5 IFNREICRBIT 5 EFERE Acting Antivirals (DAA)TH B 07
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7—¥ER (7771 ENL : TVR)
Wiz 3 BIBFRHT HCV v A L A&
EEEAL, TOREREEZBRST L.
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2000 75 2013 &£ 1 A £ TIZ HCV B4
AR BTk UIFRAERETT S 4L, HBRIC

CIFNIEEZBE L= 565 2 %t5 & L.

% pre—emptive 12 2 P FEIE
(PEG-TFN/RBV) Z Bfi45 L, Genotype 1 1%
HCV RNA 23[EtEb LT JRAN 1 L
DEHH 5 %217 >7=. peglFNa +RBV % J&
Aif & L THTVY, pegIPN o iXiH—[E], RBV
X 200mg/ H 22545 800mg/ H ~EE L
7o, S BT 2 AIGFRRIEESE 2 FlicT
7L e (TVR) 28T 3 AIfFAEE
(PEG/RBV/TVR) % fifT L 7=.
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fEATAFZEIC BT A ERfEET (ERk1 6 4F
ERIFE - BAEGEE - REEEES
R 1E) EREESHCESX, TR
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39.5%(17/43), genotype2 F @™ SVR |k
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S5evrapl € e typ
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SVR FMR55eE ——
1TT 40% (17/43 ) 2701 o
SVR
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SVR R non
1384 384 responder SRIBER
118 | 28t
IL28BE 4 freny

2. BEALGE

SVRIEFI D 5 LB L O 10 FEFRIZZE
EI 95%F UV 82%, non SVR FER Tl
61%B LN 409 ThH otz W TT7 v ~AF
—AFHBRBI e 70T A ML
LRETIE, SVR JEHICTIIAERERE
D E AL 7=, Non SVR JEFI TIHFELS 9
il 5 {5125 HCV B ELIZ X B IFAE5E T
Hor=. (X 2)

1.0

p=0.001

SVR 245
5% 95%
104F 82%
FEL= 264 HCC 14,
BHEIEE 15
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5% 61%
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3. TL28B EinFZ£H & SVR RO EHE
Genotypel B C BIfF 5 CREEL 558
D 5%, SVR13 41 & null responder 11
FlCokE T, K —IL28B BT
BITT B SVRICEHET DR F Th o723,
L=y b 1L28B B2 A DO F I
BHLNRNoT. (1) LarL, FF
—BIUOL = b IL2SB EEFE
B DO AEHETOLETIX R —T1T -
L x b TT D SR R iX
76%(10/13), RF—TG+GG+ L B b
any BED SVR X 20%(1/5) L BRI ZE%

7 (P=0.026). ([43)
non responder
SVR (n=13) p value
(n=11)
iR () 59 (44-69) 60 {45-69) 0.48
#8181 2) 1013 615 03
SAILRE (LoglUlmL) 6.3 (5.8-6.6) 6.6(5.97.2) 0.52
ISDRE 234 {0-1/2-5) 716 6/5 1.0
HCV core70 region (wild/ mutant } 419 417 1.0
Ko~ IL28B genotype TT/ TG+GG /ND 12171 61411 0.06
LIET/P IL28B genotype TT1 TG+GG 10/3 714 0.8
Adherence to PEGIFN 270/ <70 (%) 914 378 0.3
Adherence to RBV >50 / <50 (%) 9/2 0.1

8/5

% 1. Genotypel BUEF|D SVR KT DOaT

(%) 100 4
0.026
90 =
80 [
g 701
;3 60 4
s 50
2 404 |76% ;
30 {(10/13 ;
20 - 40%
10 4 (2s)
0 :
Tr:TT TT TG+GG TG+GG : TT or TG+GG
IL28B genotype
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RFZ2M8a - Lz, MEFENICEER

TliX7e D3> 7228, SVR Tk RBV (2%
57 Kb 7 2 A 50%LL ko JEF 23
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13 0% (0/3) TH Y, IFN BHIREIREEL

N =
DERDY 27 EEZ b, (£2)
SVR (n=13) #iR (n=3) pvalue
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DAL RE (LoglUimL) * 6.3{5.8-6.6) 6.6(59-7.2) 05
IFN;SREBIEH SVRE TOMIME {months) * 5{118) 4 (6-9) 03
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Wi A E AL 12 BB T %,
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2 BIEIX 70 F - &, FI—/L B
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7o 11 CREEERESE, K2, B
EORIWERHBIZ THRIEE RoT2. 3 Al
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WA BT REEDFHRED 2ETHo
7=. (X 6)

RGE 1500 mg/day
PEGIFN 100 ug/week 80 pgiweek
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R OO RITAREMHIF O IR 59, TR
DOIMFEELZ S EA Y, BWEAZHZR
THZLERRLTWS., BENOHE
By72 3 BIPFRBIEZAT 5 o DIT AR R
EETHY, 5%, 7a bha— /LD
\ZIT AN EIR & TVR [ 5 o L R E £
=XV T ERRE LT EE R A A

-32-



ROKBERHDEEZDLND.

E. #&

IFN E#i#& S8BT ERITFRRMEE Hov
BRI L THEDRIBEIETHD.
IL-28B B TZEIB L ORBVOT K7
T AN SVR R DRFTH Y, IFN &
EEIGR L OEEOE ML OERICEE S
NBHERELEZ NS, EZTWR ZHW
7 3 RIDFRRIEITRE ERIBRIETH
0, MHEET=F) U 7IZEINE
KIFREE N F D ERIZIB N TEELEZ S
ni-.

F. BIRRER

[FascFER]

. Kawaoka T, Takahashi S, Tatsukawa Y,
Hiramatsu A, Hiraga N, Miki D, Tsuge M,
Imamura M, Kawakami Y, Aikata H, Ochi
H, Ishiyama K, Ide K, Tashiro H, Ohdan H,
Chayama K. Two patients treated with
pegylated interferon/ribavirin/telaprevir
triple therapy for recurrent hepatitis C after
living donor liver transplantation. Hepatol
Res. 2014 Jan 2. [Epub ahead of print]

2. Egawa H, Teramukai S, Haga H, Tanabe M,
Mori A, Tkegami T, Kawagishi N, Ohdan H,
Kasahara M, Umeshita K. Impact of
rituximab desensitization on
blood-type-incompatible adult living donor
liver transplantation: a Japanese multicenter
study. Am J Transplant. 14(1): 102-14. 2014

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

4.  Ohira M, Nishida S, Matsuura T, Muraoka I,
Tryphonopoulos P, Fan J, Tekin A, Selvaggi G,
Levi D, Ruiz P, Ricordi C, Ohdan H, Tzakis
AG. Comparative analysis of T-cell depletion
method for clinical
immunotherapy-anti-hepatitis ¢ effects of
natural killer cells via interferon-~y production.

1

1

Transplant Proc. 45(5): 2045-50. 2013

Onoe T, Tanaka Y, Ide K, Ishiyama K,
Oshita A, Kobayashi T, Amano H, Tashiro
H, Ohdan H.  Attenuation of portal
hypertension by continuous portal infusion
of PGE1 and immunologic impact in
adult-to-adult living-donor liver
transplantation. Transplantation 95(12):
1521-7.2013

Morooka Y, Umeshita K, Taketomi A,
Shirabe K, Maehara Y, Yamamoto M,
Shimamura T, Oshita A, Kanno K, Ohdan H,
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

KEEFH [State of the Art  JF50% & ATl
#+%L  Liver Immunity and Surgery. |
Frontiers in Gastroenterology. 18(3):
203-213.2013
RBLES], &iEtE—, RU—&, KEH
B IFEE-SRREBE B AL, IF
BRI DR8] BRRELESEN
%, 28(9): 1271-77. 2013

[FaZE]

. BERB®E, B LEEF, AIUEYE, HFReE
KER, /INREI, KFEER, HERZ,
HEEAM, KEHR : B L aERE
FFeHEf DR E & e, %526 [EH
AHNRHRYEFSRE, #F,
2013. 11. 25
A, B EES, RUEYE, HRE
KER, KEEH, HERZ, BHHRHE,
REFHH - AEESFFBEND C BT
KBEL VT NOMHEREIZE 2 5
EENIOWT 5 49 Bl H ABHEFE S
£ FER, 2013.9.5
THXZE, BEES, EKE—, BLUE
T, HFEKRERS, KEER, HAEEX,
FMEAE, UTEE ZHEs, &
REZ, FHFAHET], EEEIL, FEE
1, /AR, KEFSH, ERRHE, X
R YR BT 2 BATBEES OB
B E 3 EHEAFBENRS, BBR,
2013.7.4

N

o



4.

WA, =iEte—, SfhElE, & %7
£, BEOIL, @FEEZ, DR, W
RELEE, BARKE, —AKHE, FEME,

fEREE, Y &, Il LBE, ESH
=, G 1, BEFN AR,
FERES, BAHE, RBEEMH, Kil—
% fTRAER C BT RARICHKT§ 5 IFN

BESR L 10 FEFRORS. FE 49
B B AR ESRES, B,
2013. 6.6

WA, =iEE—, SfEE & 7
%, BEYNL, @mIEEZ, /MR, &
RELEE, EARKE, = AKM, FEMEZ,
e E, T & I LETE, REH
=, MG i BEFN AIZEE,

.34.

FHEARER, ERME, KBEFH, FKilL—
% o T C BT REAICHR 4 5 IFN
BESR GHRIFRZET) & 1054

FEROMRE., %31 [E B AFSERSE
£ REAR, 2013.7.4

AWEF, KFEER, HFREKER, DHF
M, RXE=E, HEPAM BRBE,

KEFH R FFEEEREFIICS Ui
EEEENEEO TR & 113EAA
SR FESEYFEITES, 181, 2013. 4. 12

. FIRIRS EEHE D R - B 82K

gL



FEAGEHEIEEMEe FFRERREEI R ERE)

SRR TR E

SR BELVEI VNSO -CREFREEICHITSIL28B B F2H
(SNP) EHIMIVAEZDT R CHMEE (HCC) BREDEF

HMRDMEE KB H4& SRREXRZFREZFRBIEELSABFHEE R

MRES

CRIFFRITXTT AH A L RAPEET SVR BOFEV IL28BEEF L A V% —
TUNAENL, <A F—T LABNC AT HCC BB O REHEREREREILE
<, IL28B EBEETFLENEH HCC BROFERMN LIEEF LHE SN,
IL28B BT~ A T —T VABIOED, HEMFTO 1S6s OFENHEIZTLE
THLEHIT, BEICKIT S Immune-related genes DFEHLT U 35k E <
s 7 y—VORENTTEL, BETICBITAHNEREEENEE > TNH I &R
R ENTE. —FT, IL28B BleF A V¥ — T LABI T~ A F—7 LVAENLZ
EE_CoRFEM T U NERF D regulatory T cell MEZRMN EH L, HIEER

EOIRT 7R S iz,

A. IRB”

C BIFFRBEIZEBIT 5 1L28B #Eix
FEARIN, A F—Txza(IFN) %
FhE LERYA NV AEEO RS
WETLHLETHEOREELRDLZ L
BEHALNIZINTWVWED, TOAT=
A LIIRIEF TR S TR,
£7, CHBFRBEIZERICEHTS
HCC & DERICOWT H REARE
Thd. £IT, PESEE (KBS
A) X, BHEEROHE LEAE (&FE
—, RZER) BLOFEERES (F
B2z ) LIHET, CERFFRICRBITS
IL28B BB THEOERIZONTSH
F LV TORERZED =, 1L28B &

nFLT & CRIRTRIGEIEHUED A X
= AL L TR (HCC) 3 & D
BRERALNIT D Z 1T, BEETEE
S CRURT IR R DFgE 2 FR 5 £ T,
BEELEEZER TR TLI LR
RHZEBHEEND.

B. iR A&

Wkt CROIBR D ERFBED L <
X7 VA B EE RFA) 21To 7
C BUFH HCC BFE DORMIMAR & FrHl
RefE R, AT VT, 1L28B
B & F £ A (rs8099917) &
Interferon stimulated genes (ISGs)
EDBERIZOWTEEMARRETE1T -

-85.



7o, 6T, HFORFREZEIZONTR
AR RIRET 21T o 7.

(WEE~DEE) @RKFMEZE
ZOERBOY L BEORELETH

IO~ A F—T VAR F R,
BEH HCC BEERIFEIZENI-
=,

@ FOAHN=ALEELETHET, W

e EmLT-. KOMDOEFEETAREHANEONT.
<A F—T UABIDOFN, EEIFT
C. AEHE D ISGs ODHEBENEFEIZITLIET S

O O L EMTZ21T->-#EE, IL28B

B TFZEII R ERREOR
BERMS LERFEHES . C
BFRIZHT DT ANV REET
SVR BELNRT WA ¥y —T
NN, <A F—T LARNZE AT
HEIZ HCC IvEZORHFHE
BEhole. Hib, firyA L REE

b, BEICEB T D
Immune-related genes DOFILNTT
EL, ZEEZT Voo~ rnm
77—V DIRENTLE L T,
F72, IL28B A V% —7 LIVEITIK
A =7 LABNCHAT, KM
T UL /B8R D Regulatory T cell
(Treg) DN EH LTz,

TTR (<1y) TTR (overall)
‘c_g -"—‘v—-zr.::*...,,___y;., T S T
. e Y
W Ny
@ . @) iR
e ° - | S
2 ol o o 5
29 e T B < Lol el | |
© TG/GG = "'~‘ n — TG/GG
2 S .
S 2 g 34 e L
L o s O ) 1
3 5 LoL
w 5] ty \_L'
N 4 N L 1
=] o e
= = e
o 7 o -
T T T T T T
0.0 0.2 0.4 0.6 0.8 1.0 0 1 2 3 4 5 6 7
Years Years
Patients Patients
at risk at risk
T 124 121 17 107 92 79 % 124 79 36 RR| 6 3 2
TG/GG 59 59 52 52 52 44 TG/GG 59 44 26 14 6 5 23 5

X 3. CRIFFXIZH 175 I1128B FEinF 2 E LIRS (HCO) ik D EF R EF LR OB F

TTR: Time to recurrence,

TT : 1L28B major genotype (rs8099917), TG/GG : IL28B minor genotype (rs8099917)

D. 8

IL28B B FLAL, CHBIFFRDIE
BERPUE & WO AIE S BIUE, AP

-36-

JV

— T UABOFNIERICAER ThH

HTZEEFENE L WVR, FO—F
T, HCC IZxtd 2188 &V 5 AlE D



5RAIVE, v~ —T LABIO GG
BIZEFITHY, KT HARERL 2o
7.
IL28B <A F—7 LARITIL, AV
%~7vwﬂrm&1%%ﬁ@1$h
BENEEICTLET D L LB, &
%[3 R 7%3 Immune- related genes @
FESL T Vo REke~rnry—v
DEBEATTEL W22 & XY, BT
CRBITHEERENESEE>TND
T EMNRBE N, ERIZ, ISGs @
JUiE X HCC DHETEIMEHILT R b —
VRATLEIZORN DL T LM EIN
TRY, v~ A T —T7VIVEIZBTLH
FTIEB R OTLER FE HCC B3
OIHFNZ DR olebDEEZDH. —
77, IL28B AV —7 LAEITCI~A
F =T UABNZ A TCERMIM T U >
RERF D Treg DHEMP EH L, HifE
BEEEORTAREINZ. HIb,
11.28B & FLHN~ A F—T L)L
G, RBErOTUEERENTTEL,
AT =T VABITCIIBITOREE
BENTLEL TNWBE I EWRBEI LT,
—JF, LUVANVAEIEIZL DT A VR
Té?l‘%&b\ﬁm ZBWTIE, 202 R
WIERALTWA b0 LHEIND.
ﬁb, TDRAH = A LDRERIIRTT+
S ETVRT, B0 LR HREN
VETHD.

.87.

E. #&5&

IL28B BLEFLENR AT ¥ —T L
WA~ A F—T LRI RT,
HCV Izt 3 250 A NV AEEIZBIT
%5 SVR EXRHFEIZEWNR, ZO—F
Tiﬁ%%®}m0E%ﬁ%@UX7
T LARWIZ ERALNE ST,

F. IR

[FR3c3E kK]

1. Takamura H, Nakanuma S, Hayashi
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
K, Yamashita T, Kitamura H, Ikeda H,
Kaneko S, Nakanuma Y, Matsui O,
Ohta T. Evaluation of eligibility
criteria in living donor liver
transplantation for hepatocellular
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



[FF&%R] FABEOESEEILL 5 & 5~ &,

EREY, WESh, SEE—, [ 5113 [F B ANBI A0S, BHE
AE—, EHIERE, B B, K & BREs 2013454 A 12 A

E, PATEER, RBILEEE, B)IESE
%, BTk, HBEFE KE—H, G MPMEEOHE-ZHKR

TE B, AUNEA, REZEER B (PEZET)
H, BT B, ERIER, BEALER, e L,

KEHTE, RIS 5 FRBED
s & R B k9 2 A

.38.



