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(R-1) 21 IHMERLIC 351 DAG-REICIRM48 T FimsAgo7Rh— 2% Bo L AMEOBE &)

BOTRIN—AFEEOFTM ' il + B
: THFR(n= 5
o : 10 o
S | . PPES
Ad-REIC &M R fE 211H Ak OV H28 - (@) m Ad-Lacz 100MOL

B Ad-REIC 100MOI

MR EY, AP EEASANEAT LD 50 |
Lic ko, B A M OF B R E LI, T 0]
30 -
WALV EMEEEEL, EHRDOE -
MBI A EW T, TORR, T
DEMPREMBICBNTH, 2 — AT
% Ad-LacZ BEL .~ Ad-REIC @ 100 MOI

201
101 -

.0_

ATHEEIN TN, (F-2) .

&b, Ad-REIC DEMF RIEIRR COF AR S72DIT, & BRI EE2IHAY T
F— PR B (1x107cells/100 1 1/each animal) ZBIREICHHE L7z BALB/c X—F<UREMEH
FERFEET A2 ESL, RAMAEEADLEM %, Ad-REIC[1 X 10" PFU (plaque forming
unit) I0 B REPY 1 55238 0 152 BB 20 B &7 T 9> E ARHT L7z, Control BEELTIE, B A
K (100 21) . Ad-LacZ (1X 101 PRU) 2 FAZICH 5L~ T A% AT, 1F%, EHI0IC in
vivo A AV TER (iVIS® Spectrum) %‘}ﬁ!ﬂ'(ﬂ/“/7::7~‘12 ié%%%%—g?ﬁiwkibﬁm
L, . ‘

ZOFRER. :/bn—wﬁﬂifx@k% ICHIEEPUER 23 AL, Ad-LacZ %¥’C i 16 BRI
Dy ARFEL LT, —7, Ad-REIC HEHEE T, %Eﬁf@#ﬂiﬁ;ﬁ%mw&)Bnﬁb\iﬂ/\‘f
JEEDA 7<~—~//& 7 ')“/waﬁ%bto (E-3)
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@—3)
Ed R ERMEETIVIZSITSA-REC(HEEIRS) DA ;azms'a

- , Comtrol " Ad-LacZ = Ad-REIC
(8) B : '
\ 0
EIEBAES
3
6
)
Luciferase |
EBERR
16 = Bl RE
' 211 H cells-
_ {4 B AN y BAl.BIc nu/nu
— mERE — IEJF)ﬂE:ET)y
%7z, Ad-REIC HBHRBEIC BV TEEHB O - (E-)

EERDEEVHERINE. (-4) %n%ho)ﬁgﬁ(vﬁx)miﬁﬁ(%)

each group n=10

Ad-REIC

Ad-LacZ

Survival rate (%) -

0 10 20 30 40 50 60
Days after‘treatment

— % . REIC/Dkk-3 EmFIBROEEM, I O é%éﬁﬁﬂi%‘xﬁ%%*ﬁ—ﬁétb\%m&
R BRI — BZT%’*E%T/V%H%V\T%&%HOLQ

BEMEPRE 21IH V725 — R B MAA(1x107cells/100 1 1/each. animal) % R (?{:ﬂﬁ'l) 25
U@\—&T(E’fﬁlj)_e%n%n?*ﬁbfuo BAMBREADER , Ad- REIC[1X109 vp]DMaEN &
5Lz, Control BEL T, ABEAKA (1001 1), Ad-LacZ(1X 10 PFU)ZRRICEE L=
T R%E VT, I % . EHIRIIC in vivo A AU FEERE (IVIS® Spectrum) Z VTS T 25—
BIZIORIEEERERE ICIVER L, o - o

ZDOFRER, A = VETIERRELOICHENEEROCICE TEENSE R L, —F.

Ad-REIC {AEBETIY, MENEERLNCE TEB IO TEHAREESERREDLAE N
B & CEEDAA—IV IV T T AR B ELE, (B-5:R%RF—¥) »
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(E4-5)

Control Ad-lacz Ad-REIC-CAG, -

BLEDESIC, Bk T BRI~ R EF MCEV T, Ad-REIC 2B 2 BB W AR I M)
CHBTHAZEBRALIITE ST, |

6-3-4-2. AWMERMMICHT BB ORI ~
ERE#MIRICIITS, REIC ORMLRTERLL T, eMNER MR RO £ 2R

48Rtk (SAEC: B 1B 488 . HUVEC: f/8 PR AR B . RPTEC : B (i R A & M BL) ZE MO TE
ML TRV ERE, 2000 £ 6 A1, ILRFEESMBRBHFHFICRV T 27, (R
F*R) | |

W S B DHR DT 4T A b — A LTI, ERORTSI IR A A B 56 T Ad-REIC $& 5B T HR
—VARFEENDZERRALHLR>TNWS PC3 #ildx . EABBEFOXNT 47 2 ba—ie
LTI, 7RV REFBE LRV ERHLNER-> TS LacZ %{K‘?%:"“]‘Lﬁ_ Ad—LacZ %

FAE, R EOMEY 6 T=ADTL—NI 5X10° 518 cell/well #%, B H . Ad—LacZ /Si :

N Ad-REIC % 10 $2V M 100 MOl/well Z¥ML7z, 3 H BIFEHBE DL 5D AEE %

C AFAPE TIICEE L, PC3 #il2 Tk, Ad-REIC % 100 MOl 8 E L2V /VIZBWTEH T

0% %W 2EIE TTRM T ABFESI, Ad—LacZ % 100 MOI &Efbf:vxzvaﬁt&'tif@b

: TF]‘/\QJA’CT‘\H‘—‘/Z#ﬁ%éﬂfwﬁ_( SEUA W IRIC LD E CTp < 0.0001, BE n FiTL

#5), — 7. 3 DOEX MALHK (SAEC #A2, HUVEC #a, RPTEC #BiL) IZ BV T, BIEFR
?&Efﬁi Ad—LacZ B, Ad-REIC#, WThOBIZBWTH T RNV AFE M3 DOHEE L 5%K
BEThD, BERLEEL Ad- REICﬁ@Fﬂ?L;ﬁ:‘&%%n L5 7otz (58S ﬂﬂf J:é’f%ﬁz”ép>
0.05), (X-5)
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(8-6) I\@%Ei’ﬂﬂﬂﬂk%bf&, BRESZHBOTRbP—YAZREZ Ledilzoea (%)

Ty SR
THRRM=5
80 )#L—H:
Ad~LacZ (100 MOE R
70 L*ﬁafﬁﬁv
60 X
504 K l 1.9
{ i N B 2 Ad-LacZ 10MOI
404" : B 3 Ad-REIC 10MOI
. M 4 Ad-LacZ 100MOI
304 O 5.Ad-REIC 100MOI
20+ -1
10
] h
12345 12345 12345-.1234°75

PC3 SAEC HUVEC RPTEC
(b MEMBREME )(p LR (mENRER) (FERREEE)

6-3-4-3. BUSLERAHS AT OERBAIRIE
PC3 BT R A R ARRZ 2 in vitro BRBRIZEVWT, REIC/Dkk-3 BEFRETT /Y
ANVARYT Z— %ﬂﬂﬂﬂéﬁ_b 0.1~20 MOI #5101 .36 BFEIBZOEREDPIZSOWINS

REIC/Dkk~3 #>/37 &% Western blotting ¥ (BloSource ) ;’Cffﬁﬂjbﬁ_o FORER, %/J\g@
AT F— 33%5'(‘[‘/\7@ REIC/Dkk~3 # /R & D4y M%mu\bf;q ESfeN %ﬁﬂ‘ﬁﬁiﬂ%@}un‘ﬂﬂﬂﬂi '

(PC3, DU145, LNCaP) &R ONE# MBS #k (OUMS-24, ATSTISRIECAIRG, R1STIS E & 4Ha) o

REIC/Dkk-3 BEFET 7/ VA NASIF—2ANVTEAL, @EFEA 36 BM#%IC TUNEL

P AT TR O 7 R — Y AR RE LT, TR, TSTIRAS A MBI MR Tl 24~ 49%IC 7R N—3

ZAMNER DB, IEﬁ%ﬂiﬂﬂf%&%ém‘jfb—vmﬁﬂ@@féﬂi OUMS- 24 1.5%. ﬁu_Lﬂi.

RIE AR 0.5%. RIS IR ERHIIE 1.0% Thotz @,

717XHIJ_LH§75>A/$§7F1E%7‘/I/%:}EI§PT_ in vivo 3R O BT, £77, 2.5X10° {EI'O) PC3 &}k
I ST AR A3 A B3 #k % BALB/C R—er?x(s B D& ﬁrSBZTI\EJ\LtD B EBEEN
Smin F2 B (Hiﬁ%@ﬁ# 30~100mm?®) L2572 2 AT, 2.5 X108 PFU Mtk REIC/Dkk-3 EimF

%’éﬁTT/‘?/l’}I/Z/\&?“—%HEJEW CEALRE, 75— HEAT 30 B, MBS AR E LI

5, :l/bn—ﬂ/ﬁfbiﬂi%@tﬁjw%%nmn REIC/Dkk-3 B =T 1A BB T2 5 B9 4 61T
BEFIRRICERL, BIO 1 FlIZONTh, BRI/, Eﬂ%ﬁ?}ﬁaﬁ% CCHE R LD T (K
_7)0
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" (E-7) Effect of Ad-REIC on the

growth of PC3 in nude mice. Mean

_volume of tumors estimated from

| the diameters in five nude mice in |

each group.
@PBS, MAd-LacZ, JAd-REIC

Tumor volume (mm3)
B
1

g

o -1 T T

T T
0 12 24 pays

FENT, BT IR AR BTBHEE T MOV T, 5 X 10° B 0O RM-9 =7 AR L IR A3 A MR bR 2
C57Bl/6 < R(12 W, A A)D RIS IREICFETBME LI, ¥1 8% EEES smm BE (B
ERTEN 30~100mm?) &R ol 2 AT, 1.2x108 PFU M~ & $LLitth REIC/Dkk-3 &ix
FRAT T IUANAYF—EBBRICEAL, REBBEREBCTEEOBRR. RUE
B ORI E R o7, ZOR SR, REIC/Dkk-3 BIZFIHHEETIL, IEFOHKITH EICH
Mlani, (8-8) : |

e, Ny —# 5% OEEMA % TUNEL Yefa 5L, REIC/Dkk-3 B IEFIGMEE TIL TR
= R BB MRS e — VB I LR THRICEL Rbhi, (K-8) ’

( ® -8 ) Orthotopic RM-9

tumors were formed  and
inj'ected intratumorally with
Ad-mREIC, Ad-hREIC,
Ad-LacZ, or PBS on treatment
day 0. Tumor size was
O pes measured by TRUS and data
M Ad-lLacZ represent the average of' 5
A Ad-mpelc| individual mice in each’ group;
A Ad-hREIC | bars, £ SEM. A significant | .
" " i T y " " " difference was
0 3 6 9 12 15 18 21 24 observed(*p<0.05) between the
Days after treatment Ad-REIC . and Ad-LacZ
) treatments.

2000 -

1500 -

1000

Tumor volume {mm3)

500 7

* ' (K-9) Quantitative analyses of
) the TUNEL-positive cells were
done using the data from the
TUNEL staining of the RM-9
| tumors on days 3 and 9 after the
treatments. The data represent
the average of 5 individual mice
: in each group; bars,+= SEM. There

EPBS was a significant difference(*

[ Ad-LacZ p<0.01) between the Ad-mREIC

% M Ad-mREIC and Ad-LacZ treatments.

% of TUNEL-positive celis

Day 3 Day9

.19



&BiT, EEAEA 750mm’ Lot ks AT, BIEEYL SEEMEL, Vo BB OH B
MBI, REIC/Dkk-3 R FIHHBCIEaY b — VB, U B BB OREA BRI
IEMEZ R LR (R-10), ZRBD# R LY, REIC/Dkk-3 BEFIHFIIBAAROL LT, BB
PHEIZIERLELTOWAIERHLM o7, T72bL, IFTRELL TRWONEZR A, B
HORIEEY ERSEIIERTFEE W, : '

* [22]
Mex 2 * . N ' .

2 4 2 100 - L ( B -10 ) The number of
2 2 ' metastatic lymph nodes and
%' 3 2 80 - : incidence of metastasis were
£ "B analyzed when the tumor volume
§ _g_ 60 A reached an average of 750mm? by
g 2 g ‘ TRUS measurement. The data
£ _f 40 + represent the average of 10 to 12
_§_, 1 g individual . mice in each group;
5 8 20+ bars,=SEM, or percentage of
2‘5 ' E animals  with lymph  node
. 0 ° 0- metastasis. (*P<0.05, **P<0.01)

T = T ,

& &

>
=
=
o
8.
N

Z9e1-py

OIFHW-pY
~ OIIMY-PY

OIIHW-PY
 OIENY-PY

—J5. REIC/Dkk-3 BEEFIREOEER ., W CAEFHNIBEESDREZREIT 2D, AT L
R A R —HBEET V2RO TERET 7% RM-9 vV RBILRBA M5 x 10° @ %
C57Bl/6 <=V ADRISLIREBIZEFTBMEL. £0% 5 x 10*/HD RM-9 Mla2 BRI DEAL, 1
B . 2.25 x 10° PFUDENREIC/Dkk-3 BEFRRAZZ— LB B EBFNICEAL, 85T
2 BRICTATOVIREBELT, I BRBEEOER, EBEEOK, BIMIICLS in
vitro TOH RM-0 MBI 5 B ICD\ TREAT L7222 5, REIC/Dkk-3 M5 F I8 HERETIT, BISZAR
 BEBOEERUHESEZEOKOVTIILBVTHE ERAEBEPRFBObNE (-1,

12), ' ‘ :

(E-11) .
The tumor weight of the orthotopic
RM9 tumors is shown on day 14 after
the treatment. Five mice were analyzed
for each group. *: A signiﬂcarit
difference between the Ad-REIC and
Ad-LacZ treatment:

Tumor weight (g) |

Ad- Ad-
PBS LacZ REIC
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(X-12)
The number of RM9 lung tumors is

shown on day 14 after the treatment.

Five mice were analyzed for each

group. *: A significant difference
j'between the Ad-REIC and Ad-LacZ
4 treatment. ' B
fi

RM-9 MilREE RSB EINZ (H-13),

- 2
o ©
- £
g2
o
EB
22
0 - -
- pes Ad-_ Ad
-+ LacZ REIC
201 = Ad-REIC
’ -« Ad-LacZ »
<> No treatment

»20-v ' *

=

100:1 50:1 25:1 125:1

101,

Percentage of cell lysis

(E4-13)

An in vitro RM9-cytolytic assay was
performed using the splenocytes from each
treated  mouse. In the indicated
effector/target (E : T) ratio, the percentage
of the lysed cells was calculated. *: A
significant difference between the Ad-REIC
and Ad-LacZ treatment. Four mice were

analyzed in each group.

E : T ratio

(D, RBIC/Dkk-3 B TFIRROEEML NI RELOTIEBH RN FREE, i
FNHDAH = A LEL T, REIC/Dkk-3 iﬁ{i%»@i@ﬂ%ﬁ@lié IL-7 »3&E, ¥, REIC/Dkk-3 ¥ )
VP EIED REBRRER S EROBREME~OSLFE BB TS,

\

EREACUARMBEAAVRFTBEE T VICTERRRZTV. BRBICBVWTEFERE

ERMOERERD L (W-14),

(R -14) Long-term survival of

100 - W Pes RM-9 tumor-bearing mice after
= 'O Adlacz intratumoral - Ad-REIC delivery.
2 180 * A Ad-mREIC Kaplan-Meier curve is shown in the
< 60 - \ A AG-HREIC Ad-mREIC, Ad-hREIC, Ad-LAcZ
% 40 4 and PBS-treated groups, with each

: U:) ’ group consisting of 5 mice. There -
20 ~ was a  significant difference
0 I WESSSS— A _— (p<0.005) between the Ad-REIC and
0 10 20 30 40 50 60 Ad-LAcZ treatments.

Days after RM-9 cell inoculation

SBIC, ¥R REIC/Dkk-3 BIBFRBT 7/ UANANT I — R EH DR EMERTT B,

21



7?% J_L}ﬁybw&T ﬁﬁ%w»%}ﬁb\f 5><101°Vp(vu~a1 partlcle)go)t]\ REIC/Dkk-3 &= -
FRETTI/VANVARZ Y —2BERREL, ~r5—&E 32 BRICERL, —FH. B

T BHE DA 5X10%p. DOV REIC/Dkk-3 BIEFRET 7/ VANARIE—% KT
BEL ~ya—H&E5% 21 BRI BB, %ﬂ%#’b@’x’?/'(@leiﬁgﬂﬁ Hﬂ%%ﬁu% ?B‘Jiﬂﬂﬁ‘zéﬂs
VERE. REBEASEORE (K. . O8R, R, § . B, %‘Hﬁ TERE ﬁﬂ%)%ﬁoﬁ_o .
TOREER. VﬁxﬁﬁiﬂﬁﬁhhﬁT%ﬁﬁkﬁ%ﬁ&fDFﬁf HEEL CEBEEZRDT. RE
Eabagiss 3 3551@0) ALT (alanine aminotransferase) . AST(aspartate aminotransferase) }X1E &
BERICRINTRY, 0,35 4—5— (LDH, bilirubin, total protein, albumin) \z31} 3% {LH R
DoHiRnolz, SHIC, REMABEIREF TH, MlaR@Ezro BE 7R AR A RO T R
.:.m&bfm:oﬁ_o (R-15, 16, & 1: KRERT—%) ' '

(K-15)
. M Treatment Dose Injection . Time frarﬁe
Experiment ouse . group {viral particle) site _ (Days)
PBS : Pis veictor : T h ’ ‘
PC3, - i . arves
subcutaneous BALB/C-  Adiacz 5x10% .  Intratumor LT >
tumor nulu- - AdhREIC : : 4 0. 32
' ' ' vector
: PBS ) 3 harvest -
(No tumor) c57BL/6  Ad-LacZ 5x 1010 Intra-prostate L !
Ad-mREIC ) 0 21
(K-16) o
35 7 : ' Y I
D 30 r =~ ‘ ' L T hd
27 £ 4 ?\?"IT‘I?\T*Q |
) - '
- o
- i g
s % 2 = PBS
, - Ad-
g it 3 25 Gﬁg-hﬁéc-‘
2 20 { “® Ad-Lacz 0
-O- Ad-hREIC- :
15 1 20 -
AN NRK S X
Days after treatment , Days after treatment
22
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B i ‘ , Ad- Ad- -

Ad- Ad- - . :
_ PBS LacZ hREIC 0 - PBS LacZ mREIC ~

10

20 -

Bodyweight decreasé(%)
.Bodyweightdecrease (%)

30
=1
Treatment WBC Hemoglobin Hématocrit . I;latelets Alb ‘ ALT AST "ALP Total Bilirubin
(10%celis/yl) (g/dh) %) (104/1) (g/di) ) (n) (luny (un) (ma/dl)
No.1 ' -
PBS 53.0+£11.1 11.6£1.85 43.5%47 66.7+£21.6 2.2x0.11 36.0%1.9 100.2+9.9 107.6+4.2 0.04+0.01
Ad-LacZ 71.0£5.8 10.2+0.5 38718 98.3+9.0 2.1£0.10 36.6+1.4 102.8%13.1 76:6:!:7.4 0.03+0.00

Ad-hREIC 53.0+5.1 102403 37.7£1.0 87.6+109 20+0.08 42473 856125 942838 0.024:0.01

© PBS 505+£74 - 96102 354407 756166 2.2+005 4481265 528+188  1248+29  0.03£0.00 -
Ad-LacZ 67.0+6.7 9.6+05 35616 60.8:9.9 214008 . 26589 413174 136.3+7.6  0.0430.01
Ad-mREIC 69.5:+9.6 960.9 35.7+3.0 73.9+£148  1.9+005 4234190 475+112  1253%29  0.03:000

6-3-4-4. Ad-CMV-REIC 8] & Ad-CAG-REIC B# O RS ERET 22 DER
Ao T 4 T YR BB SR R 22 10 35\ CB BB S BB 113 L T8 5975 REIC/DRk-3 i

{K?—%ﬁ77-/r7/rzvx«ﬁ~ti CMV 7 uE—F—%2#EH L7z Ad-CMV- REIC B%ITH3 (5 .
sk 12-3, 12-4 [CHEMERER) . BIE. rﬁﬂmj::rrrfmfiﬁaéhﬂ\éﬁﬁiﬂmu A
Ad-REIC IZX2BERHEICBVTAVLNTVBDIE CAG TYuE—F—2#HHLL
Ad-CAG-REIC BHF|ThD7cd Ad-REIC DR &M -FENTuE—F—(CMV TrE—F =7
'CAG 7uE—F—) I oTEREN(RETHB)LELATIHDUTOISRERET-
. T OREREE, (”-17), (B-18), (K-19) KR L%, &L T, Ad-CMV- REIC ##|
Ad-CAG-REIC AL, £DZA EICOVWTRR D RRAS THOZEBER SN,

MR, B R PR BB E ISR L CHRTSLIR A A ERILL CAG FuE— -5 — Za‘:fA%szt
Ad-CAG-REIC &A% R ﬁ‘é,kfla{z\'%{l*fﬁEﬁ:ﬂem%%ﬁéﬁﬁw%ﬁﬁﬂﬁ%ﬁ%ﬂ\7175\
RyF—EERTA L ARE T AEE I IV ERTARHE LR TILERE L, ZOLDRE
FIEERFEBEESELLBMEL, Z0OKEMEE Ad-CMV-REIC ##] & Ad-CAG-REIC A
DREEERET 5% ORBREREVERSNYD TRBENT, FROFMIC OV TR
FEE 12-6-6 % 3 ERETEREFFLEELBERIIER L. |
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(K-17)

In vitro T?D, Ad-CMV-REIC 8% & Ad-CAG-REIC A O =R O

REIC %7 3 B % Western blotting ¥k THEHT,

EAuyh ‘ _ o R
Ad-CMV-REIC (Baylor BRI KF/EH D GMP uyh) sL-vTo | 2.10m0
Ad-CAG-REIC (SAFC #:#®D GMP my k)| ROZ—FNE i, 100MOl
FNENDAYZ— RN, 24 BRI (R % EIR UARAT. - 500MO!

Btk TFEMR
P Eep S BIR i
R nEAREE  REEEE R
TZ : HUVEC _  RPTEC HC
5‘ - s 2 4
A

- 1234 1234

1234284

123423 4? 113823
4 MV cAG . MV CAG CMV  CAG
 Ad-CMV-REIC Ad-CAG-REIC , ‘ e
tl‘ =L ) » ° )
BN bR IE R B BREEE
L
R
Ad-CMV-REIC Ad-CAG-REIC ‘ C_MV CAG Coemv CAG -
ERLUT, EH R EOEMMICIT Ad-CMV-REIC ZHMNF5ZLI2kD, Ad-CAG-REIC
LFEFEIC, REIC #U A0 BORBEBBOONE, - | :
24
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‘In vitro T®, Ad-CMV-REIC ##& Ad-CAG-REIC BEIDLEER @

B 3T 55 E R A 7 LAl Bl THERT,
~fERAayh '
Ad-CMV-REIC (Baylor E# K ZE{ER D GMP =y k)
Ad-CAG-REIC (SAFC t:#l» GMP uvh)
FNFENDORIZ—FME ., 72 BEE% ICEBE T BT,

109
alr,
=
E
Eﬁ 80 I\ IE ! :1_-: L
[ e B One
& 50 HH : 2. CHV-10
§ H [ B s.cwv-100 -
i -4 1 3 4 oMv-500
R ] H . K | [N 5. ca6-10
e o 3 B | @ 5. ca6-100
=R e HH % B2 | & 7.0A5-500
h P - & (841: MOD
0 L P RS TIRR HedY [ VA 2 F 1 .
SSESFIEAE joums24) R EX LMl S0 FRIERRER 6 RBEHR Hr B:dfa
{SAEC) {HUVEC) {RPTEC) [HE)
Ek E * 120
i . Q 100 L
fad e S 4 B Oue
% 5 | H FFH K L @ 2. comv-1
iy A K 8 3.0mv-120
s e i ] ks I OO 4. cuv-500
P = H K] K 5.546-10
40 an 858 L [ 5.cre-100
= HH 156998 unn 7. CA5-500 .
B2 = H3 kx5 H 1BX¥1L -
= = 5 x 2 (B4iz: Mol .
o L~z e 77! s I &

+ EEE P s BEsRE (211H) HISLMRAESIRR (PC3) S Hflarzsmha (KPK1)

FELLUT, EEROEOEMIZIZIVT Ad-CMV-REIC #¥MTAII2EY, Ad-CAG-REIC
EREERIC, A REFEOHREF ERRO LN, ‘ '
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(H-19) : C
In.vivo T, Ad~-CMV-REIC 8#]& Ad-CAG-REIC ®IFID LR

%n%h@ Ad-REIC | FEESE%, eh 211H BEXEREREMEEZAVWEE TIEE
<= 2T )T, ’ ‘

fEHAYUR: X—F<UX 6@, #.300C. 6 ﬁ‘
-fEAayh: Ad-CMV-REIC (Baylor E# KZ/ER D GMP ayh) :roc,to
Ad-CAG-REIC (SAFC 87 GMP zy}h)

B IE 211H HBRE 250 5 8/PBS100p1/ILC, <7 R4 KB ICK FEHL, BEA
5-8mm BER-F T, L TORETEENICRAFTEALRL,

A® PBS 100ul - '

" B8 Ad-CAG-LacZ '1X10E11 viral particles/100ul

C# Ad-CMV-REIC 1X10E10 viral particles/100pl

D#  Ad-CMV-REIC 1X10E11 viral particles/100ul

E# Ad-CAG-REIC 1X10E10 viral particles/100ul

F# = Ad-CAG-REIC 1X10E11 viral particles/100ul ’
?&Efﬁfz BRECBVTEREZRENIZEE, ~VAOREEZEBEEL, /2 Day 14
T, v UAOR, fii, DEE, TR, B B, B, KB, B, BRERRU. HE AT
n‘ﬂ%%ﬂﬁﬁ*ﬁ%%ﬁ@bho '

800
: 700
' ’ch? 6001
B 2L
IR 3001, - F: CAGLETT vp.
i@y 200
- 100

R, BT R IER FEE<YAET BT Ad-CMV-REIC %BHNE 53521
Qw Ad-CAG-REIC LRRIC, ABKFHOTHEEHRNBOONE, BEH, VTho<y

IERBWTHHALIRITEI RS 2R0 P, £, FMBEOEBRFHMETICBWC, HbnAE
%%E’JE%%W Dot
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6-3-4-5. Ad-CMV- REIC ﬁﬁ]@%%ﬁ&%@féﬁkﬁﬁ?%%& ,
ANEER ﬁ{z\-%i“ﬁﬂmaﬁﬁ% b\’Cﬁriﬂfﬂﬂﬁqﬂﬁﬂir{ﬂkﬁbf&“ﬁﬁ‘é Ad- CMV -REIC
B|E D, ﬂ@ﬂ”ﬁ#ﬁff@ﬁérékﬁéfré%sﬁ%ﬁoto F%%LJT@(@ -20) 1 -/T'§_

(E-20) Ad—CMV—REI,C M DM R 5 DR A I T 5 ER

Ad-CMV-REIC &~U A0 MIENIC 5 52 L DR & E R BT,
fEH<7A: C57/BL6. 6 #E#s, HE, 20 [T, 4 &
EAryh: Ad-CMV-REIC (Baylor B} KZE/EM D GMP uyh)

UTORET, FNENOTYADEDBENIZRETEALR,
A B PBS ‘100ul .
B B Ad-CAG-LacZ 1X10E11 viral particles/100il
C % Ad—~CMV-REIC 1X10E10 viral particles/100ul
D& . Ad-CMV-REIC 1X10E11 viral particles/100p! --
BE%, &R :Jbb‘é-v?xﬁ:i%fxﬁ#éﬁ IR, v ADRIE R HBRL, T Day 14
T e UAOM, B D, TR, B BRI, B, K8, BERL. R LI, HE & @.Tfﬂ’@z

FHMEIT 2RI,

30

28 oz
20- o G GV E10 v
5 B2 GV, E11 vip

15.1

2 RIEE ()

10

Day 0 - - Day 3 Day 7 Day 10 -~ Day 14

@ ® LT Ad-CMV-REIC ZIENE S Lz BA Oy A AEORBNEBIT, oV bo— L8
T PBS R Ad-LacZ LR Thole, HEH . WPNOTYALB N TALIRTHE
HERID T, FL. SBBORBMEOMITIBNT, AohHARFHREZROEP L

27




7. ?éﬁtamfwﬁﬁ

7-1. BREFEAFOLRLHE .

7-1-1. BIETFBAILHNBT 7 TUAINZING T —DHE ,
ABRRBF I AV BB REIC/Dkk-3 T ANV AR F—%, BAT D FDA HAF A, GMP 3

(DT, TAE— NNV TR —TANAN I RED RS, HETR, HRERIC

EBET—ALLABEFROBLIT, SAMBEMRSE SN EEETELRE T ERAET
fEfEh, RV ERRIIAZEESnD,
REIC/Dkk-3 BIZFRIT T /VANARTZ— DB B RITHERE LUIREET B A~EEESN,

Fj’b‘lﬂ%%@f%éﬁﬂMk%Fh%?Ef&H%Eﬁ%t/&— #A‘%*Eﬁl’l%nuﬁﬁ%% BWTEIT

ANRBRET), RENICR, EMOFELHBTIAERBR. VMNMINBORIE, &bic
REIC/Dkk-3- o)i%%aﬁzﬁ%%ﬁﬁb%étb iu%‘f‘mﬂ@’\@ﬁ'fﬁ%%lﬂ# IZBIiF5 REIC BB
@Eiﬁb%*ﬁﬁﬂ—é

71 -2. fﬂ%@&f/kzﬁfﬁd)ﬁfg i3
#tﬁﬁﬁr&77/?4zvx«\&5—ﬁaﬂﬁ%ﬁﬁ$rETT/W/r»xJ\W —DEEBR i R BRDERE.
SBIT, Ny F— B S OB IS CHIFE M AV A(RCA)NC BT §53 BB Z (LT

VW5, RCA IZBILTit. B3 EU E EFEAHE G FAFEEE S (The International Conference on |

Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use;

ICH) Gene Therapy Discussion Group (ICH-GTDG) IZBWVT, Tﬁ#ﬁ&%‘\ﬁ@ﬁ?ﬁ&ﬁﬁbﬂ\ B

R, FHAROEHIRMA communication paper L TABENTWS, BADY FRELLTIX
@iciunﬁun@éﬂ%ﬁ BLEFREEEZRSMLTNHS,
TTITANARGZ—DREHMERE T, RIF—DF )57, 293 ,ﬁﬂﬂﬂ Jﬂ&ﬁkinﬂxé
El Bf=FRICIEEEL, *Eﬂfﬁiﬁﬁz_#t%éd:#&;é ZORE. BEDTF I IANARY
Z— B O T, &)Eﬁzﬁ@fﬁ—f—f RCA RAUBZLIT#ETH T, FDA Tl RCA BOHERE

- BREELT, [3X10° vp H72Y LERIME I THHZLEHREL TS, BATIE, FDA DHRELS

EBIlZLRRb, RCAbi?EuJ\L’C\/\éiE/~\&:ZFE\”rn:’énéUX&%’/f“—Xz%"/('ff—X@JEEU'C“%‘Wﬁu‘d:‘
T, BRI R REZREL TN,

R IR R R PR AT 4 O éinéTT/‘?/(ﬂ/Z/\75—&i [3X10Y%vp H7=0 1 ﬂﬁliﬁ(ﬁﬁj
T&;ékbw*ﬁ:%ﬁt#_k%ﬁ BIIZ, ATl fth:o u-%i(ﬁﬁ?ﬁ*i?b)*@@’\/f7“‘l:ﬂj(%
FFELTHELTNS, o
PR 164 6 A 10 HO ICH-GTDG B TIL, $8D RCA 254 THIMMET 7/
ANARY E— 2B RBRESNIEGICET 57 —#2, KEFRLETEH S (PhRMA) I
Lo THRYED B, BB BE B TRCA ICER T3 EB2BIER AN T, RCA DS~
DHEMBBEDONZDSTLIERBESN TS, EBIT, TF /A NARIF— BB DAy,
RCA B@EL ANV TRATHILIIRBDHRNENS RIZOWT, ICH FBIZABILE-TNS, .
[ICH-GTDC &P RM (¥rk 164 6 A 10 B) B zl:m)i'(lzul:%nﬁmﬁriﬁ%ﬁﬁ{a%
HBE S (AR L0 B | -

28

51



52

7.1-3. KA OENMBLA DM DEETEHA D RN
- BMEROHER | -
TFIIANAAY 2 BB R T LIS A OB BA E R 02 H OB~ O BB ORE
FHADTEEMETE B0, LML R~OEER 5 B (1.0 X101 PFU: ~AF—EFHKET
D HSV-tk METRERT 7/ TANRF—BRPFTLD) © 0.5 55 50 fis (FEHRHE) 1H8
Wt BRI F—BETYRMN RIS L, ZOHBE BT T8N ERBAT—ERRKET
ERESNI, O ZORE R, M IRERICB TIHA S 12~ & —DNA 2R &, ARSI A0 12 BEE
TR CHBEE. Vo M () | FEk. BE ~OIH AR b, R, BEIE, BT,
Fi~DIEIT 2RO b o T, BRICBWOIREBREEARIZRNT 1 LIz KICBY
CIHEREEABICB O TLLICRD S, v UACBN T, 75/ TANVARYZ—DEAINS
DUEEIE R I E T 2B RESh, £ FWARTBETER T HHT Ridabhol,
e TF I IANAIE— DR B LB AN RO Ao, COBMERITEG L.
< AR IR AEOK 3 S OIS TAEMONYF—REEATHER T, —HILAHICR
HL7 b % % HIA2, EROBEATE 30 AD1XIE 15 H0 11T S T 2ERMEEAT D70 (e
AT BROARERE 30ml T, BARIZ— B 1~2mD) | I H O T AEHEIIED TRV 2% 2 bha,
ABFFeiT REIC/Dkk-3 BEFRB|RT T I/ UANVARIHZ—Ti372<, Herpes Simplex Virus—
thymidine kinase i’é:{i%%ﬁ?‘f‘/w(/vz&&ﬁ—%)ﬁb\f:%&ff&%*@&;éﬁﬁwvx%%&:
Fl—#i& %% ¥ 5 REIC/Dkk-3 BETFRET 7/ TANAYF—IC O Th RO RS FH
sha. : | ' |
WLk E SR ERHC B W T ER SN 2 SOBEKRIIZE (FJREL AT RS A
4% Herpes Simplex Virus—t}hymidir'le kinase’ iﬁ'fﬁ%%.ﬁf’f\/’7/(/VZN&§7—]5‘4(ﬁjff/f/&Dl:°

VEBVEEE FRRERTZE . O STRSACK T5 IL-12 BETFRRT T /AL A

Ry BE—H BB EFIREERFZE) CBW T, IBREZ)S 7 B BBV TR P I N ik
DT T )UANAEER PCRIEE THRBLER, RF~DT T/ VA NVANTZ—DIFIENL 9 i
8 BBV TRDLNT . BD LBIIC OV THERE 90 S B ETHEELED, B ITIHELEL,

714 BELADE FDEEFEADTEL

REIC/Dik-3 BEFERT 57 )0 AN AR 51— D BE LD N ~DB R0 T HEHE B Tl

WL BREORRCERENEEE ~OBRLEEET57I, 1eEE, RPE g7

F VAR B — RN LR R T AECHRELEEEELL, BE PRI TFHRD
#AREEREHBD, HMRRD BVAEECHEL TR E—EEAREOENOHKE
TFOFETH 3. | ‘ -

7.1-5. ROHAIZEBETFIMBAENSBE ORER

75 )74 A DNA 1378 TR DS ) M HAENAHZEREE T B0 | IR G
PICH A FN B Z > TV VeV, 75 /A VA DNA REEKICBRVAENIHETH M
AL DNA AEMLENT AR TF LU THRE K LB E RO M E IR, T2
REIC/Dkk-3 I LBZV R/ BOFEBIT— BT, ZORIIZEEOBRANPLRFTEE XN,

29



71 6. #A//?[’%‘@%‘ﬂ

R T F VAN RITIE 41 E@ﬁ’*’%)f?"b 6 IS ’Lﬁéﬂ'@\é# FoEBEITBITIED.

TEG R R LR uiofiﬁ?@‘_ 28 5 RS @#ﬂi%m rilia—énﬂ\tt\n TTIoAN
25 RS RO B EIORRTANVAD—DTHY, LMIBW T BRI LABEEREOR A&
EHERR, SHIC, HLEONBA M EBREEIBELLD . FolEICBY  THALIZE

BELTWALEN5EL k% REIC/Dkk-3 BEFRET T /UANARI Z—ICBWTUEIXREBEE
THY. BABHEIIRNEEXEND, B, 75/ 042 9 B0 B4 EHIca— RSN TV AEH
A, el kﬁ%ﬁiﬂﬁ@ﬁ%%ﬁo&v\9#%7)#@5%7175: TFIVANA 5 BT EERE

B LNAED T, |

7.1-7. FFIIANANG 5 — DLz d- o TE Ul BRI AINEEIZONT |

FRL 11489 B ICKE CT T/ UANZRIFZ—% U OTC RBEICH T 5 R ET AR THE
HRET LT, 77““\/'74'/.1/70*‘?5‘—blvii%’ﬁ%‘fiﬁ%@\ dose & adverse event DfH @Clﬁﬁ’l‘iﬁ
B HOEDBELEZ DL Y adverse event 7.)§$UZ)CE75§7T<$?§’L,'C3’SU\ e RO & —
% 3X10® vp %Fﬁﬁéhk%%ﬁﬁtb\ 3X10'% vp DEEFEEZITT-AEITHY adverse event

SO L BESHE, —F KRBT ERKECITONERL R BA~DT T /7L
;vx«&&—%ﬁ&%wﬁmﬁﬂﬁ%b:m\ﬁi\ 1 Bl TI>BHBA1 X 10"'PFU D5 & TAFEEERE
EARELTOS 17, LnL, Db N OB IR BACH T 5865 T 1B ER R D EICE S

BBRTIL, 77/ VANAZF—DRFREICBOTER 2B ERIROLNTELT BEE%

B/EE DR B AR D TRV S DEE X TND,

7-2, REIC/Dkk-3 BEFRRT 7/ U1 NARL 5 —BEBO L P TOREHE

REIC/Dkk-3 BEFRET T I/UANARIZ—5 AR EEFBEICBOTCE., CT HAF |

| TRAARESEERLENL ¥ —BITEAT T, RUBANEERDAMEERICE
ATBFEEBNTHEY, BASKT: REIC/Dkk-3 BE T OBRIBRIC L EHH R TR —
VARENLT, '—‘ﬁ@?ﬁfﬁ%%ﬁ%@%éhé:&bﬁﬁﬁ?#éméo RBIC/Dkk-3 BETFRRTF /v
AN ARy BE— B BRI BEF COR MR SOICHER., IETHENT, Br OB ERNE
HESILTOBH 00 B ERL-L TRV T b A EESIT AT TR,
RBITAT BB A THBR, TCI REIC/Dkk-3 BETFRET T/ TANARY Z—% AV

EETFEEAERINTRY, ERk254 7 A BAETTICE 20 R (A B 6 BIR OB B 14 4) -

TIHENEESN, iiE:‘/F‘ﬂ‘-fzr‘/m&;é Ad-REIC Z W B EFIARBRTED R &M

DNTIT, B A TORRBBESNRTICHD, (5-2-2 KEHEE 6 HITHH )
Lic#So T, ZNbOEBENERIVEZ 2EICEL T, BEEREIEARROTEIEITENE

HERIES, ‘ ' ’

3. BETRBERHEOERNTIETH S & HE T 580

P 1Lk 5 TH TR BT IR A3 A - I B AIC S 2 R T R R AT EDEELBAL,

BRI 2 E ML C— I T, — 8L 3, [FSA : FEN BT AR B IE &

30

53



54

*”wB%&%%ﬁj?ﬂ%Maﬁw&%&wvxfﬁﬁAamm%mmkﬁﬁ%%ﬁ%ﬁm
%‘3 ﬁu_LH%ﬁ)/u BT IEAA IR T B Herpes Simplex Virus-thymidine kinase E{E%%ﬁ?"f
JIANARY F—ROH Yy Re MV BV RE T BRBERFZE. ALREACH TS

" Interleukin-12 BEFRRT T I IANANRTZ—F W& R F IR EER R

Ry F—DEYBBHT, BRFELEBRICTOMR (FRORBEE ., FHE, CT £)839 T
CEBSN, EROOEMAEE D TRRBERAY Y72 HLTHY, HWEADOZ T ANAEHITE
BENTVB, Sbic, FEEH2EDFAOEH LRI SNARIICHEIEL TV,

Fhe, B 15 EEPLITRETRRERRLT S —EOI VALV —a U —F OHER

BEOLL TR LK B HBENICRET - MBI R 7 — (B T E R B R 25— R R
ERAMRE) SRESNL, TH 22 ED 5L FERFARR LS 5 —RESNEHL
THD., LHHEETHEEEFEOLR B4 10 ALSFAELY Y —OBRHO—RELTE
HENT WA, E/ofix OSRIARIT REIC/DKk-3 OBSEBIFZ Y LT/ /5 +EE
g1/ N—atry—: I00NT (R SRR - H18~H21 SesmmhaEs 1 /) N—
a VAL RERIC TER) BN TERS NBERIEILL TN, |

 ZOXHRIEEDD, @Eﬁuafrélabs%{éf?ﬁmr“m%%ﬂmk%rﬁmf%m‘aaﬁ/\

bf%é &:HJ [—ﬁbt_o

9. EE%%%%%H%@%%%
9-1. EBEFAE %Eff"ﬁﬁnéabé%o) AR E

2&1@41‘?%9?%‘?5%71,0)@}‘675\%@]3%6%%LDDVC I']tht%{ﬁlimkf$% (M\% :

753‘1%5%7‘:%@%:5&0\ 2&%’%%&7’%&:?&%%& bfﬁﬁb%ﬁﬁﬁﬁﬁéﬁﬁﬁéﬁ"éo f.%i%"ﬁﬁ

CRBICBWT. BRTS TBREECARK. I5ICHAREICEMLITN] ZEAES A

Cizo B, BRNRET -5 2R ICKER @E(E?%%E%Eﬁ%%ﬁéé%@?b:%&ﬁ

ANEZS - BRI - EEHERRICB N TEEEFET 5.

FEL - FhREHE - ﬁfﬁ#ﬂﬁﬁﬁx'cziiﬁnuﬂiﬁﬁn@ﬁmc‘:#‘ll&ﬁéﬂt%/*\ HIJ.ljt%fﬁ[&nL
THEE WEIHRUTRERCRES) THL, XBICX585H (Bl1EB) 275, X

CERIZRAEBNIBOLNLEAKEY. UTOFRCK > THABRRMEZERT 5.

REIC/Dkk-3 BETFRET 7/ UANANY 5 — DRI RS L BEIER O, HEHE
. HUREIC/Dkk-3 BETFRET T/ A VAR ¥ —DBRAHE (€% BROPEE
BONORMNOBEERERTRE) ERETE2D. B5EE 1L.0X10" v 5HEBLY
JETOBMBL, 30XV IEES 4 LARNINOBREREZRET 5. SRRV TENT
N3 ADHEBREETMEL. ﬁ$$%#%ibﬁﬁﬂﬁ%ﬂmEV«wwrﬂéﬁ5 tt
L. AEFRSRELLSEITOERELTEL. £ - PRIME - BEHERRTS
B REHERICAEY, EAREEMLTH- %Efﬁﬁ?%#\i$é¢mTé#%%%
3. ' | ~

B ATt & Maximun Tolerated Dose, MID) Tl 3 A5 L TRELZFEESIZ 3 AL
36 ADHBRETHMET 5. D0, KABL UV TORLEORN (BAHEDHE)
SEile ﬁ%ﬂ%@ﬁ%%“5:&%Emaﬁéﬁlﬂmmi%&deﬁbtoﬁ

31



EFREETE. FEEECRE - TR S I B R T E T 5.

9-2. WEREDEREERURARLE

ABERFETIEREREPRIESZH I N, kﬂ%ﬁk éb BROVEEEEITHEAR L Ty

BEERNKET S,
9-2-1. BREE \ ~
EFAOBRRICKEL. ROEHKCESTIHRELTRLET S, |
D FEENCEENETRIETHS Z EMEBIN TV BE (EEBEIRbZN)
2)ﬁﬁhﬁ*&ﬁkﬁbf«xbv#tbéaﬁéam%%&k;éﬁﬁéﬁﬁt;
EDOHBEE, BELIAVIEEbRZW, |
BRMEBEAD SEABRFEHEET 3 BEULSRBLTEY. TOEEEROE
%%ﬁ%ﬁbfuﬁm;&

3) Eﬁhﬁ¢&@kﬁ?éé%m%%&kﬁbf ﬂf%#%@ M%gﬁkiéﬁ

BEXIT 5 I ENHRRNES
4)ﬁﬁ%ﬁ¢&ﬁkﬁ?%@%k%%&%%MM$mL£6 WBELESToBE
0) EFIREAE Fﬁfﬂﬁﬁm@¥m®@m&ﬁbﬁm$%
6) EHRZWICEIVAEHEREBEREEZEL TWIEE
D AERERAOERN 0BUL T RARBOEE
8) Performance Status (ECOG PS score ZA\33) : 0~1 DEH
9) EFIBREGEEE ﬁkﬁ%ﬁ%&#%ﬁéhfhé%Aﬁ Lm%%ﬁ?5%®2%u
ROBHTH D BRI T B 5 pl R R s iTﬂlEuL#%ﬂbf%D
- DPOIAXBRODRCEEEROBEBERFBRL TOINI L
w)ﬂﬁ%ﬁ¢&ﬁkﬁ?éﬁﬁimuﬂ®ﬂﬂ§&#%ﬁEML%AH FWENS

EFIREFEELT LU AULNRBLTSEY, TOHAEFLOFEEHERL TV .

Wwo k. L, ﬁ*@tb@%%%%@m&m FMOEEN S ZLEEOHERRE

W&%@$ﬁﬁ«®ﬁMKﬁ%#ﬁh&Hnﬁé@%#ﬂ%bt%ﬂd?ﬁH#b

EARREEETTHU BB L TWIIERETREET 5.

1) ZERBOREVPRIFEINTVEBET. BWEBABKOBKRENATOREEZ

t?ﬁﬁ(”%wl4EuW®T YEd5, BEAZ dayl L. L ENOR—RA

BRETB)

-«%0Dt/i 9. 0g/dL L E

C HIERE : 3, 000/md BAEBH L IE ﬁ¢%ﬁ 2, 000/mm3 Bk

- /MR E 2 10 75 /mmd BAE
-mrmm)&UAm(@D.%%%Eﬁ%%@%@ﬁt@@&5%uT-
CBEVIEY  EEBEFSHOEEE RO 1.5 BT

S fEZ LT F= 0 L bng/dL ki

* KERATF TO Sp02 (X4 Pa02) : 92%BAE (P02 : 60mnilg LI )

CDER: EE (REFRBRD SNEEAICONTIR, mnﬁ%E%#wﬁﬁw
RREMICHERNEHR L ESIRGTEET )

32

55



12) EEAESEPLHEED AL LOEESHGETE 2 BE
13) AADSXBRIBAENELNTRBEE

B DR

DTFOEBICXDRE LR, : A .
I~5) : A BB D B ORI, BERA ML SRR - Y 2T 5T G AR
ELA BRI, EEEREBALC . BESARNERESZ WSS, WK
CEEREEARTNEARTIROBE LIRS KREENFRTHD I EN5. ERE
méMTM6EFi%&H%_ R OBERED Lz, B3 WITEE O BE S
CHEnB, LedoT. BREMETEECHL TAA M FE RESUDESLPRE
L BREEBIEIENBD. HHVBEREPFMC LI BBEERT DI LN
.&%mmxmﬁ7?6$%fEﬁﬁmwimwﬁmtﬁbmm$%# %t%%b
7.
6) : mwmmsﬁ&%%ﬁ77/W4wx«a& ERFRE L. %M%%ﬁ%?
L EBREMET BRI, FEERETS T ENBEERBID, A BE R A
EETDEENDY L HE L, :

7,12 0 EET. AADLXBCESFAENEENEILEBAL LT,
§~11) : EliﬁﬂﬁﬂP&ﬂEbi@&bT%f&ﬁxﬁbxr%T DB BB B B W IEAE
ERBEEOTHIIS 5B ARREOLSHEZART I bAD THL VL EE
biBd. UL7=Mo T Performance Status A% 0~1, B B S RBERETDEHED
IR E L. TEMBOBENRBEINTE, H72< &b 12 BU LOEFENHE
TELBELTHLENBUTH D MM LIz, | '

9-2-2. [FHNEE _
EFAOBIRICEL., ROBECZUTIHERBFIIFBERFROMRE LR,
1)EFRM:/bD—ﬂ@@ﬁEé%ﬁ*@AﬁéﬁTé$%
) EEERREEET LBE
3 EBHOBENNEETLEE o
4) BEROMEBN D 2EBEXIBEEMLBELTINREBNDLBFE
5) BIEREAAL X2 C. SN aREEMA. MREEZEY 28F
6) MEMEHEFHETRCER L EEWEPRERSE
) Tk MEELEETHLEKERT 2B
8) Adenovirus kX9 % M HFGAEMAT 1: 1000 2BR 5 8%E
9) MENAMO IBEURICREAREXIRBRELERG INEE
W)ﬁﬁ\§%¢XMﬁ%bTméﬂ%ﬁ®%%ﬁﬁ‘X@ﬁﬁ?%%%@&m%%
11) &N E2ET5BEXRLXEOES . AEREHE» S AXFHORKEEE 90 HE,
EZMNICERINTVAIHTEEFER TERWVEE
12) Z0fth, BEAUEMNERBROGRE UTREL AN L ZEH

33

56



BEDRM

1~5)  BRMEEOZOBRE L.

6~9) : BLERMXAEHHETMICEET 5 XN BLDRE L,
10~11) : RERADEEIZ DOV THRE I NTWRNEDRE L.

12) : — R EREE U TRE LT,

0-3. HBREOREOMBAE

EMERETRECEL, TORE REBAVERREERRESINSE I &, KEK
BROERNER, BUERORE. E2ETHETIRECONT, BEEA (BEIT
BUTBEFARCRES) KHAL. +HREMEB/LZ LT, 8 H2EB THERRE
HOBBRELRDZERDVWTNELIZAE.BS, AEONAIL. BEREE, &k
VEHRBERIMKT L. £2 - R - B SR ER T E L 2RO 2|
5. : | L 4

Tre, HECHETHRBEREREATLAEAR, TOFRERRE (BE
B THBERORES) KHRA, B#RELTBNT20BRCOVTRREOERS
HRT5., S '

0-4. SEHEHIM RN E EEHIH | 4
ARKFEOERHMILTERNBONBEANS LEMET 5. BEEAKIRAEL
T 1541 &3 58, %Fﬁ%b/\)lx’(@aﬂ’ﬁﬁﬁ@&ﬁ@ﬁﬂkio'Cﬁs—dt24@]&@‘509 5-1.
| NEBRCREROREL. (955 FHSNBEEMRTTONDEE] BH).

95, BETARBRARORMES X CAEEE)
9-5:1. HEHRIBEHEDR S |
1) REIC/Dkk-3 BEFRET 7 UA VARG ¥ —DRFEESIC X5 BIER OFE. B
R, RO RRIC/DKk-3 BETFRET T TAINANRY - @mkmgwﬁﬁwt
By BHILSNEUTIORT ZE S RIET 2.

mmmm47?/v4wx&a&—'

L)y 1 1. 0X10%yp (viral particle)
LRIV 2 3.0X10"yp
AL 3 1.0x10"%vp
LA 4 3. 0X 101yp

) TNTNORBLANTENEN I AORBREETME L. SKATHE MID) (19-5-5.
CBMEROHELRE] BB). Tk 6 AOKRBREEIMET 5. SEBL UMK TTH
i3, BRAEBLANVOLEERFS, LAVT v TOBEBIMICOWTIREL ALK
THICRE PR - WHEHEBLEHMBET LT L L. UKL )L ORKES

. 34



58

BT AR5 JENBICEREL., 2TOERICOWTHE 4 BRETOTF—Y 24
CHREFMET 5. AR TRETHIEHEEI R, ROV ERBET 5,

[f24 - PRAM - WEHEHL) TOUERRICDVW TR 2RBECKERES
5O BMERLEOBEAXNRAEMERZI A X NERMALBERE
ERL. TOEL2RETREGKRFAEEZELACERE L TRETS. AR
RUEBEREEXIRE LT, RTEEDHMCTOREERMUKERERCE
#£32, MUAREEIZEEOREZ ST TENE2ERL. ZEL2ORED.
BELEEbRRBERELCRIT S, BAOELIAEICE CBERESFICEE
T3, EHENESENORECETE)

9-5.2. BETHA LM EBEAER
9-5-2-1. BETFHALE
Lk R RS %ﬁ[ﬂCT*LTHM%W%%ﬁLRMUMk3Em?%ﬁ7T
JYA ARG H—DUEEE (T 4 RTFIHAE B2 R0 5 WA, %2036 T
2l REBICEAT B, UANVARY ¥ —ERBIWENEADES 500l & L. BEN
A 1-2nl EF B, 2B, WEREACBEWERICHF—FNFa—TEHAL. T
BB URAKERBLAEZDS, 50 0l 7T TANANY ¥ —BIREFEAT 5.
Ids, BT 2—TRYA NI 5= BEABOMAKENOTEEEZX, BIE1
AR, BEBIBIEET 3,

9-5-2-2. ELRTFEALRFM
REIC/Dkk 3T T UANANY ¥ —BROEAE. 7Dl\:)b%x_—rbfzcéli7‘;b
WHEEDROFMEZITD. %Eé%?bt4ﬁ% » BRRAEIR, MERREOMER
“AﬂMEx% ﬂ%%m BEHERKIIBWTIT .

9.5-3. ﬁﬂﬁ%@ﬁﬁﬁ%wﬁﬁ
9-5-3-1. EHBWESEBEOREICELT |
IR BT BRIV SN TV AEAIE. BOTRBERKT B0 S EARES
%iﬁmEuhﬁﬁﬁumv%&%ﬁw%%ﬁﬁ%%%w%%%%%@Urmﬁm:
LT B, o
B B R R BT B AR ?ﬁ%ﬂ@ﬂﬂ%&#mﬁéht%Am FH AN B E

W“ﬁ$ $TU HUEMEAL TS, ZOREEROFEEHBBLTHARNIE
r¥5. AL, REOEDOHMCEBE RS, FHOBEN R ZEMOHRR SH
BEOXRRADSINCEEN 2N EFRESEMITH L 2B &1, FHE» 5 EH
BEMEETTTAUEEBL TWNIEBRETEET 5.,

9-5-3-2. FF /) UANARY F—HARELT

WAKBERDBEEN. ROEEBICEAT BB, EW&LT?but/ﬁmﬁ
EHE LA EROFT D VERERRE 05V Y ORREGRNER ZMLE L
THES. £, AHON—FERRLTSEL. RHMEBRTICERL. FERRSEBE

'35



%3 HMERT 5.

9-5-4. BHRBREEARIEGEEL
FERMEICBII2LZE2ECHE. AEEROTR, YEHEDEZDIT. LTOEER
EEEET 5. RERBOMKICO W TR EE 12-2 KR L.
) ZE&EREICET2RE
(1) FERICBET 2B |
FUNVE—OFE (Bl : B5., WHREHER) &
() NAFNTA> | S
HE, B, mE (OUE/EER . RE. OE™. Sp,
(3) PS(performance status) : :
06 RaY
(4 Mk - EER |
 RMERE. ANEFOEY AREZ Uy b, AOBRE, HORSE, mMREK.
~ PI, APTT, fibrinogen

(5) FFigfem - |
FINVTI, GBI OTY S (Ig6, Igh Tgh IgD, Igh). WUV Y, EiE
C UJVEL AST ALT, 7)»7:!)%%77& Y. LDH, 7-GIP
(6) BFiggEMZE @ -
BN, LT Foy. REH. R IVTFZYIVT IR
() HET—H—:
CRP :
(8) MIKBAEHE :
Na; K, CI, Ca

(9) WEFR -
MOk X % (IE. #%). Bask CT. PET-CT
(10 77/ AV ASRRk -
i RET F ) TANANY F— ®ﬁ&(whﬁ Mk
(1) HEME
BETFEAROTETHT, %%%%muﬁ%®%ﬁ#%bﬂtfﬁéfk%m
,Tﬁﬁ%%éﬁoo

m%%ﬂ%K%Téﬁﬁ‘
() REDEA - :
FgEk CT At &, PET-CT
QN FT—Hh—
Mesothelin. VEGF
()ﬁ%bﬁ%/ ﬁfﬁ@ﬁﬁ :
IPN- 7. TNF-a. NK #BS¥EYE, Granulysin, IL-7 70— ﬁ%b%bUki%%

36

59



wE )
b
ST BHSIRMIC R T 2 AT IEERIRIC B 2 MITEE - RITHRE
R UMHEE « 27 Va— )V 2 BENICHET 3 FETH 5.

(4) B 55 H1ic BT S REIC/Dkk-3 D3R -
BEOFBNEADNDREBEBO ERITREBERCOVT, BEOAK
MR 5 NI BA AT

9-5-4-1. YAFRBAIARIFM

) AEOBEEBET I, RBREORE CLERE. 7 LIVF—B. FHE.
PR, WAE. @F@)&Uﬁfk mrﬁﬁ?% ZOREIIT PS. KB,
fhiE. MUE. BRIE. Sp02. MUEBEHE X BFTR. DENFR. MOBHS VIR
BEBOEERVZOBERA. 3 5IBREKTONEFRNAEEREONESE
WITEBERECDODVWTHRHET 5. , |

9) EREiRZE %—aauru‘«%ﬁneyi B ERE, SFEREREC. dm/NAREK. AST
(GOT)- RO~ ALT (GPT). EUIE>, mEY 1/75‘:/%25@‘ CBC.. & 4 1k
%ﬁﬁ\m&ﬁﬁﬁ*ﬁvﬁﬁﬁttéﬂﬁﬁé

3) BRI AR I HET X U 2 L SR B B W I BRIE O B BN 51315
&1, BEBROFMEE RHEER 12-10. THEERONMSE] 28) 2i-
TTOEEERHELTETS. , | '

4) BEBBIICOREORE X, mEMABEODHROEKRFEZ I T 2/ VEER
ZWRTRAROERICEDEFMET 5. FE%E?@@%E’J*LMZLAJCC/UICC TNM(Tth edition)
CEDONWTHRET 5.

5)%$ﬁkmmﬁ/7»éﬁﬁﬁé HEE NS, MEEANTT )Y
ANA 5 RICHUBRBEOE SR E R W TRRHERICHT 2 HEEME2HE
L. 75/ IV ABHMPABEERET 2. 2 WERDT—FIVEBAICBN
TR BT > FVERRL, B> TVIELT, 75 94y RSk

ERET 5. .

9-5-4-2. WEREPIEA . o
DFOREEEWT 5. REROREH S VN BHECHT SREBR . RAE
B LU RS AR UHRAE LT S RERARUICS (AR I EBR,

) BEFE : ~BERESHREF Y 2T 5. ?Eb%&ﬁ%@ﬁ% PS % Spl0, %
SUREEZRET 5. :

2. W CTHR : &M, mwmmmé@%ﬁmaw%ﬁma@tw BRI £ 1

| ReWEWRT 5. '

3) WEBEG (B0, MWEERE, SME. NRELERE—RAEORER, BETE
BT AT VR T B, -

37



4) My, R, B@?ktljlbiabj‘%YT/ TDAWNARY & — @ﬁ;ﬁ’&x PCRIRICTHER
THEETIHREBKTFz YT 35,
5 7T/ UANACHT 2HFMAGKOEELZED SNZHHICF v I T 5,

9-5-4-3. HFETIE -
BT CREC, BRER. RERURESOBEFMENS. 1. TEAHE

123, grade. J"”'%EIE&U\F?L\.J:%%IHH@%@%% EBOHLE. ?Dlﬁli*ﬁ#ﬁ#‘é’xc‘:tt :

%ﬁﬁ?%ﬁ%fﬁ%i&éﬁ5°,

1) HEBEOHRK, PS. h%%aﬂﬁ%ﬁé&@ﬁf@*

2) MO CT I & B MR B » .
3) miEHR. Rep. Bk kﬁé?r/ﬁﬁwxwﬁﬂwﬁﬁmbvk EHEDT S
J AW AT —
) NAFT—H— T4 "HA Y ROREMEEEOLE - -

£ 5L O ST 8 0 20 REIC/ k-3 B0 A 6. S 021 AAIIBOH B,

TRV AOHRERE. BEMRORALRELMITT 5.

238, ?&%%#%tbt%’“biﬁﬂtﬁ%ﬁﬁﬁﬁb ﬁ\hfﬂﬁ&&@ﬁ%’#ﬂﬁ%%ﬂib ERE
ERROBBEN - D TFEDFHRHEFT S,

BB, B 4 ERE R OFAFMITH T Progressive Disease ~ O BALIEE % s
T, BENFETOIRAICIBRERRTZ LA TELHOLT B, BRSOV

TREQOTHIARLNLGEG, HUEMRCREREER 4 ERRORAFMER DR |

BEE, BEBCERINEF—y2aD T, BMBSEEEE%LL - HRTME - B5
HERRITRNT 2, BBV TENR ST 5 EREER2H, FENICTEL.
ZOLBEBTH BT REABANASERELCERERET S,

EIEREANRD 5N BT, MAﬂmﬁmb4ﬁuwk&%¢5 LETB,

E%mﬁ7ﬁn 7/7k9mf
 REBERBIERTE, BEOT7 00— 7/7tLTMMk%th%mT&5%T%GO
" FJ ifﬁﬂﬂ]‘pﬁﬁ%‘:ﬁ‘é

ﬁ%%%ﬂ:jmf :
EEE

ARFEEORREENASAREODHERTHOTHAN., DEDFEERET, &
BECELTET S, H5WAFEL<ARN, H3VRERLAVEE REREEO
RELHZED), ER RGEBOTETHD, YHBRELORRBEROAEIIM™D
720, FRBEEORRERPETETERVHOEZEERET B,

38

ARENEMS N ERECEL LB SO BFE L BVERLOHRE. HTLY

61



62

fodk - MERE -

FRESEFMOLD DRECBNTAEERNED SNLHEIL. BTFOMEID
WTERTEARGARICRET 5. | |
) HEBLROEROHFMN L. TORIEROKRE
b BEEROEFEE (BE) =
HRATER 12-5 TEEBROFMEE] KEDNWT grade 0~4 TEMEST 3. 2 TEl
fFfﬁOD?FﬁﬁTaﬁ?J t&. NCI (National Cancer Institute) ® common toxicity criteria
a$%m(ﬁ%$%%ﬁm%g@wn>tgﬁmTW&éMt%@faaa

¢ BHH .
ﬁi%%@%ﬁa(xm% H) ER&ET 5.
d) L&
ﬁié%kﬁbfﬁbmtk omfﬁﬁﬁé,
e) ERIE - :

ﬁ$$%®ﬁ% D®TT%®%$K&Dﬂ%b\%ﬁT6°
EREZERLZBADRBICRERTS. ' '

1: BEEDD : FEFRLVBBENE-

2: REE  FEFRVEEL Tz

3 BER: ﬁi%%@&ﬁﬂ%ﬁéht%ﬁbf?%bfﬁ%

1:EHE RRLEEESRPMEELE :

5: 3T ' :

6 : REA
) ERAERVERIAEUNOREEOH &
HESSRENBOHAROBERRICIDONVT, éf@ﬁ?é FREOHICESE
EREOEENE bhé%@#%é%éi\%wﬁ\ﬁbUk%@ﬁﬂk DWTHER
T 5, :

EEES L ERIAEOMEEOHER. b EOBRKNTRS >N BRE (BEAE,

L OBRBE. AHHE. BEER) BERRANKCEEL. 2 PRI - EEHEHL
UTFDABRETHET 5. ARBLOREREERSVKBNBELBOEL NI R4HE
m%ﬁﬁt&ﬁUxbﬁﬁ®§$%%¢ﬁbﬁ&?%%ﬁﬁﬁn%*%éAkﬁ%ém\
ERTEEERNASEEZEAEEEIRRECEREREL. TORBVRERESZ
ﬁﬂéhéait%wﬁbéﬁﬁﬁﬁ«%mb‘ﬁ%?éo o

RN 4 B BERRAR

I BRI H Y . . » | o
BREEORER, —EHRNCRRLZERTHD., HOER (FRE. BE
HF. M®ﬁﬁﬁﬁﬁﬁt)&®%ﬁﬁ#€ﬁéﬂ —E BB RICERMNERL

7—\_%1219 ' ‘

39



2:%5TH0 , - .
| BEMIREORS®. —EHMACRRALLERTHY. MOBER (FES. B
SR N OF ﬁ%ﬁ%ﬁ&)&@%ﬁﬁ#£%b<RMk%25h — & MR
k{"kﬁl(ﬁ%l/t =
3: WEEzHEETERZN . .
BARMARORGHE, —EHRAKRERLLERTHD. BRAERLAEESN
EETBAMELESD BN, MOBE (RRE. RART. RORACBERY) 0
%ﬁ&%éﬁf%mm%éo : :
4: BEEL | . ‘ |
995 IR R L OBEM AT ETE, DORSAIMOER (FRS. B
HF. MOEHDRELE) COMBERENLLHE. H5VIEBRIEED RS,
—EHARACERLEERTHY BELTHSEESRIBI 5 ETOMBMHS
PIETES. BLIRETES), OWLACBOER (REH. BERT.
DEFPHRBERE) EOBEENS B A,

9-5-5. FHEIBEIELRE DML |
9L MBI E o TAL B EEADNBRIEA LT ORME
C OUANARI F R BEH - K. WREERCHES . il (ol - Eim) . K.
PR, MREREREND BT, ﬁ%ﬁﬁ¢m%§tfkﬁ$%ﬁmﬂﬂﬁé
) W% BEFHCLS 50
| CGRALE) MAEEA. BESBSIREER
) ke WA LB 0 . S '
(ﬁﬂ&)imm‘mmm\ﬁgm%émﬁ@ﬁg
3) ﬁ%:%%%ﬂt;é%@ | |
SR RLF Y. BELSA RS ﬁ$
4) WREH: WESHICESH0
(L) BE. BEZSSITEEEE

9-5-5-2. BRI < R 5N BENEIER O MLE
INETOENAOHENS, BRTHRE—RICHBENL RSN SBENE
EROMMEETEMN 2D DERBT 20, ZHIZE SH DTN,
D BEHER R 8K 22 | -
= CRHLEE) WASEAL MABERL. FENE. 57 LIVE—#,

HEXIYILHREDOES |

2) WEBER (FH. HEEk2e)
S GHLE) ERCADERERORS

3) BLWYLNF—HRE (BBkE) S
| S o (R AT LVVE-F EXYIDH, X704 RREoRs
4) BEOHMKED B '

40



64

S (RHLE) EER I ERE R

9-5-5-3. BB EEZ SN BEMERNOLE

CNECOEMAOREN D, EN TS5 NERTREIC RSN L BOR &% T
SNBEVEM. MOEZBETSOERET . ZHICRSHO TN,

) BHEEE | | -
= () RERF L. WYV RE - B - FIRAREORY
9 EBHE (BECEM. &EOANKRDSRE)

- (B BB, BYAVZE - G-CSF ORE. Bl

3) BETVLIE—ER BERE Sav2)

o (M) RBRLE. AT 01 REE
) mkEEEE (MmER. DRERE) BE

| — GHE) BBRTIE. BASBREREEH - LRERAORSRE

9-5-5-4. FEBREEREFEREFOBREFIIONVT ‘ ‘
1) EABES: TROWTNHARKEZLETHEERE, EXERF] CLTROHS.

‘U)&ﬁﬁﬁﬁtbt%A'
'Q)E%mmwﬁﬁﬁ%ibt%A

(3) ABREFEOLMICEEERIFTIREOS 2NR (ERAEMDAN) EAFLE

WE%@ﬁ%

(i) &= 4

(i) BT OBNEBINDHIER

(i) ABXRBARMBEOEESKEL SN2ER

(V) AEBD L ITERRIBERE - BEFEEELLER

(v) RREE - HWERY s

(Vi) ZOMESHICEERER |

(BT, TR DRMDBEN] Xt TAK] KEELAL EbRREEAR
CEBLED. FROXSARRCELAL I CABN X EIARNLEEREL L
RS, BYRESHHBRICESNT, BEEREREHAKT .

) BAERBLOMNE - ®E | : |
() 8% EAEROBA. MUKEREE. £2 - DEFE - WEHESS, BETH

REKTAEEZES. ROVKHBEFAECHRAREETS (RAPS5 24
BERILLA, XETO®ET 15 BERN). COROEEREEROEERRELO .
BMECD LT, REXELOWNETE, -
() RE - MENS REREEFLERBLYEMZ. BAI0 15 HUNEERICEXRS
BHEEEAVTHRELZTY, A—0bOEBRERICENT 2.

41



3) BERERTRVWEZERONE - | :

BERRERTRVAEFERIL. RAF—VAOBITH. LER. KOS KR
EWINDEE - HRFE - BEHERL THESNS. ZEARBEREE RSV
KBNERLBOBAXRBLENZZI L HEY 2 MNEROBEREAERL. 8
ROBHKOFEL L LB, BETHEABRFAELERERCHREIN. BETRER

RARBEZRRZRRIARRCEREREL, %@F%ﬁ*i"ﬁ%%ﬁ%k BAIEN

%, ¥ZDEL B EF"@E""T%

Qﬁﬂﬁ,ﬁkmﬁw%%ﬁ&KDmT , o

~ mwmmaﬁﬁ%%ﬁ?%/ﬁ«ﬁx&aa—@éﬁgmb%‘%m%msAfo@m
 BREKCBET 5.

3 ADA 1 Az grade 3 AL (&% Tid grade 4) OBIEA (Y*HQJH 12-5 (HEEER

DFEIEER] 2R RO SNIHE, 5103 AOHBREFITT ORED REIC/Dkk-3 7 5

JIANARY F— 2B BT S, ,
6 A2 AL ED#ERE T grade 3 AL (&R Tld graded) DBERANRSEN=REA
T, TOREXD 1EEEN, ZTNo50ORERAZELCZVBEZRKMHE WMD) &3 5.

«mkmgwﬁﬁﬁ%»
. Grade 3 BLE (M1 % T graded) @ | ,
BERNE S N RBRES. KIE REIC/Dkk-3 ¥ 58
03 - | N 3 e
/3 o ébL3A@&ﬁ%%ﬁm
/3 +0/3 | 3B |
/3 + 173 Hik: 3501 R=BAHE
1.8 + 2.3 - Tk 340 1 B=RAHE
13+ 373 Bk 350 1 B=RAWE
2/3 ' Bk 30 1 B=RBKHE
33 fik 340 1 B=BARE

10. ABETHREERFEICS T 2 EABRREEN O L |
FEHIERTFHREERARICET 54 (FRI16E 12 28ARE, ER1TE4L A
LE» S @), (868 EAERORECHTZLE] KERLTNS,
4.@A%ﬁ@i%t9ur. ‘ | o | ‘
MEAME) SR TEAERORECHET 5% GIT MEABRRER &0 3),
TER N EERELECBI2EABROBI RO BNDEDOHA KI1 21 (L

42

55



66

Trﬁ4r74/Jama>&urEﬁ% B RBTEIC BT B 88t (MUT (488 &
Mo)k§9<ﬁmk%?élw%Tb T BEANCET 2 ERTH o T YR
CEENHEL. AFAHTOMORRE L VBEDBAEBRIIT 5 EMTED
%@(@@Iﬁ&@%L%A?6 ENMTE, TNICEVBEEOBEAERIT S &0
TEZHDEEL) 20D LEHT S, ~
ST AR ETRRMRPIEIL, WERRESHICT BHARTRRL, BB T
BADEEBRSTE S NS SO TN, »

-10-2. AREFTOHBAORORRNLET

Eﬁn’éﬁﬁ%%l%ﬁ@ﬁ‘(%%lﬁ&k 2ET. BETHEREFEOEMICKEL. BA
BHREESROLNLOBD 5, EABREEICHETAHEBICEL, BELERZER
THROBENDZ ERBDBLEER. REREFIHLTE QLMEEﬁA%?%
MEBEEE  BMUKREREREEEZLEMAERBERERTERE - 88
2 H— : »

10-3. B - WEEME L TORBUASRRICHT ZBABBRO—AZHZERY KL
ML K RIEIIDE - HEREE LT, BERERORBERHREZESERADE K
EVSHAMABEROERICHT T, —RORBHRTS - BECETUTOHNKE
DyﬁﬁwﬁA%w%ﬁmiéo:@EEL%LTM\@Akﬁﬁ%Q&ﬁmgdmt

CENAFEARLAFREORET 2EAEROBN2EEOLDOEEBICHT SRE

(R ER 12-6) OAEEHOERCETIENTCHERHEZETLEZLETROED .
1) M RZETOR A
RBRENZ BERT—ER
- ERRRE
C WBRAEI Eﬁ%ﬁ‘émﬁ@’é%z% , _
(ABRRSORBEER, &5 - RE. Eﬁé%&@#&n EEY—EADML)
HLLljt%ﬂSm&Ulﬁﬁ’]tht%’C@E%%(%‘Liob‘éﬂﬁﬁ
EFE B #2 - REZEROEE (Jﬁ“ﬁf&nl’\]'c@%f?%buﬁﬁb%@%ﬂﬁkﬁﬁé)
'iﬂéﬂié@ﬁ)ﬂﬁ (HEESHLEE Em%«wﬁl%WEﬁ{%ﬂbJﬁEn%a%rﬁﬂ‘&EODE’H*%%
IZR3)
- FSETEE (E&%F%%‘Hﬁﬁ%‘i’éa?@ LB T B EA WG Eﬁ%lﬁi
SOAL KT Y EMEDENTLHHER. TNEBFT )
N MDEXESEADFERIEM _
COW - TR - B - FABEAT~Yar AV -UAEEEELOE
WA CHT ESE
C D E RSN 5 DERY — tX%L@LT@$K®@A
- BBREOBRZICHED. ABOEMEOER - BIE %Y@é%A ‘
- REREEHOER. TOMEFEFL
- BBEORESENODECHEDLZHNA

43



- ERERES
C BEZIBEIRRED S OREOEE
BERESBCET BHEUHES

t%%ﬁAk%DmT$¥%##b@%%%“ﬁf%&”%%ﬁot%A®$¥%1

%«@#%@ﬁﬂ

- BEATRSE EERREIC Bib 3 ERICET 5 M Ok, RBRSHEAOBBIL

JEHi%E
-E%L@ﬁék%b5ﬁ&%%2@@$k%?5$ﬁ@@%%«@Fm%
CER Y B REEROZEFEEEAORY -
'me%%%#&@E%®%E&EMtbt%ﬂmn%%

10-4. FEGTFAEBEFTROET CHESRREOBAFROAA - MUK

AECTHERBRARTEIBEREOBRELIUCDETIEAERIL. EELTH

REBRE. FEXRPREORBERRLEOLDOEBR Y, BRECEREFBLDI
Bns. ZOM, BHOBNTERT 28812, SHCHBRERCRE (55 WIHEE
(AT THBRES) &v5) CHEERNL. TEEBTEATS. TRBKMEOR
ERNEPERALOEDREEZANCHEREREE2AE - NABETE4E. BAA2

CRBETERVE, TADEAABREREL TART . INSIDWTIIRRESA
OREHAXEFRRL. RREOBEAFRROERENICOVTERAL., AEE
BrZLET 5, |

10-5. FIABMIICK BHIR
| BEBREEI. HOLUORBRESOREEERNT, %b#bb%ﬁéﬂtﬂﬁﬁ
 WOERIBPEREEEELCEAERER RO N, 2 LN TFCSIET 588
ﬁofvﬁﬁ%&%ﬁﬁm%ggéééﬁﬁﬁbtgémomrmgmuumo'
1 EACETES

2 AND&EM, FEXZHEDRE @L@k%%#%é%AT%OT %ﬁ%%@ﬂ

BE2RDIIEVEETHS L&,

3 RREEDMLOLZDIKITLEVDBEETH> T, RREZFOREEEBBC
EMHEETH B & X, ' R

4 HOBBEELBHLFALXHAXBZZOREZZULENESFOECDIEEEX
TTBCLREHLTHATEOMRENDL2RETH> T RREFOREEEDZ
_&K&D%%%%@Kﬁkiﬁé&ﬁ?ﬁ%ﬂﬁ%é&%o

10-6. BWE/AERE LS kaT@ﬂmﬁmem%

| BREEREFIFEETRRBRFRCBNT, BDTOMREOTEI LD BANR
ERALLZV., BABRERELZSSE, 350 UDZ0RBENEARLTVSE
BERE, BOARTOMNAENERRESIENLXRART L0, FIABK

EBELEEAE. EEINAAAENICOWTHRES I TEICTEA. UIAET

44

67



68

5HDEF D,

10-7. RBEDEHEMERE .
 BERERF—YESDREAMERIL. FHBALEINS RS - PR - BEHESS
CTEREINZHOEL. TONTOERYEERFONEERDOLIBD S,

©10-8. REETHIEE

G, AR, WER, ROEFNESEERBICO VTR, (EANRREE). |
£ KTA ) T RO (AIXRSRARLASRRORET 2 BAWBOEIRE
E@f:@@%ﬁb:ﬁgﬁ_éﬂgj L:gfjht%ﬁ%'ﬁﬁ'f%o ’

10-9. BEREHOEE
EEEMFRIEALUASRENTERS N, BRENSRE LT — 5 115 &k,
AAEEBCBETERVEIRSNTWS,
CLAL. —BOBKRRET -5 2 REZECELT S0, BLXEREL, Z
HERVEEREZOEC TRLAEREEABREECED SN TRIEBOERK
B9 BEEICDVNT, MlkFHENRD 5 EAFROEBRIEZERT 5.

- 10-10. E=FRHOHIR

AEERBIFEIL. MR ERBELE Ty 2£FTHARECDOVT, T [EERET
EEEGTFERERAROLDOFHALFAEE] ICRE - AL, RHEICODWTHELET

 XETOREBEZFELDHBDET D,

FRAE LT, (AFAEEINCHT 2EABRORKIITORNS, LTET
B - MITEWTORERLEREAIE, BYRENTHEIL2HAL. BRTH
IR IC BT 2 et OB AEE IR, TOERBRENNETHEAT 5.

10-11. RETHEARRCHET 3BEOARE ,
REBLHL. BETAEABRICEL. KB 2EELHRESOA B3 RE
(HBRESORDISCTRERZEET 2 BEEED) KEL.

1) A EEBRBTZE % 17 5 BB 00 4 i
NIRTORETHENEROFAEN
IFAENOED. BAFBROBR. TE. FASECSC2EHE
mﬁﬁ¢5@A%ﬁ@mnwmmﬁvagﬁw$m%

10-12. BEAEHOBT

BIE BRI, HMﬁ%ﬁh#ﬁﬁ?éﬁklﬁtjmf BBREEND, UBRER
BN ENBBAFROBT (SHBRENBI S NZEABBEREELRNEER
FOERAMOEAHIEEED., UTAL) 2RO 5 NZEE, #RESCHLUEROL
ik s bk MBRESHEZLAFENS S &SI, Y%HE) THERT 5.

45



L. UTRRBRLAEHECKYT 2883 T 0B UE—BERRLR N,
DEREXGEZHOLEM, S BETOMOENHREZET 3 BENNH5H0
N EFIREOEBOBERERICE L WEEERIFTBEN NS 288
MM®%%KE§?6:&&E6%Q L ' |

10-13. @AF%&@JIE&ZWWHI:&% .

BREGREEN S MIUREBEREVRET 5. %ﬁ%#%%éﬂ%@klﬁmw
BENEETRNVWENWSHEHBICK> T, YZERICH LU TEITE. BIIXZHRERD N
k%ﬁwﬁ%%&%ﬁ%éLm%@%%t%ﬁmfﬁﬁﬁﬁﬁﬁﬁga%mﬁﬁéﬁ5o

2B, BERBAEZ2EDEREEPSOBRLEBZIMFTZ2DOET 2, 20E

%ﬁ%ﬁﬁ%@%%&@ﬂ%ﬁijT\%E%E%@EEK%%T%%@&Téo

10-14. ﬂmmaw , . s
BIE10-12, 10-13icEAL. @Alﬁwﬁﬁ\ﬂi\ﬂmﬁm‘w&%%ﬁ6ﬁ®5
NAEEBOLBXI—BIcONT, ZO#EBZ2ELRVEZENTAES. itk

EaiméﬁaéaaaéLﬂﬁégA# BLTH. MRESCH LeOBEEHY

?%&D%@é

- 10-15. BAABRORR. FTIE, FIAFLEEORDICKEL 2 F5

BABSORT. TE. AASLSCET3EET. BUASREEA SRS g
CBROBRLARE (EXAEHRERRECST 5EAFROBIRROBNDEDDHA KT

A THER) KEDW—EORICR o TEET 3.

10-16. EHEDOHE
EFHROBOEZUATOLBVRET 5,
RIKERE ESREEXER
L AL K B AT 2-5-1 (F700-8558)
3% : 086-235-7205

1. ZOMBEREER |
11-1. HREBOBRERVUHELEE

1) B RE—

1Bk PR o
TR 643 A C MR FEREE
Tk 6E4H | ﬂMk%E%%%Zﬂﬂkﬁ k?%@%ﬁnﬂl%
TR 649 A =8kemk AR

IRl 1E9H. *@r#ﬁxﬁ%ﬁvxleﬁyx?aﬁ»tyﬁ—.
' NI VBRI — RANRI I N T zO—
k13438 ML RFEREREZHARET

46

69



70

- 10.

11.

Y1 4E9A° IR ST A S Be st 7t

PR 15 %9 A G IINDE A Vi A Ei )

¥kl 64E5A P LI A5 [ 2 R B U s B M I 2251 .

Y1 6F10A4 Pk E R - FER A R m b AR BF

TRkl 9F4R L RZEZE - w2 B BRET RSB BE
ER21E4A 0 BLKRFRERRSENE - B

k2 3% 4R RLRF R RS R

$W25¢4H - BILRZERZFREREFRAWAER - BREGTERY #E
eS| '

Tovooka, S., Ouchida, M., Jitsumori, Y., Tsukuda K., Sakai; A., Nakamura, A., Shimizu, N.,
Shimizu, K. : HD-PTP: A novel protem tyrosme phosphatase gene on human chromosome 3p21 3.
Blochem Biophys Res Commun 278: 671- 678 2000

Toyooka, S., Pass, H.I, Shivapurkar, N., Fukuyama, Y., Maruyama R. Toyooka K.O., Gilcrease,
M., Farinas, A., Minna, J.D., Gazdar, A.F. : Aberrant methylation and s1m1an virus 40 tag

~sequences in malignant mesothelioma. Cancer Res., 61: 5727-5730, 2001

Toyooka, S., Toyooka, K.O., Maruyama, R., Virmani, A K., Girard, L., Miyajima, K., Harada, XK.,
Ariyoshi, Y., Takahashi, T., Sugio, K., Brambilla, E., Gilcrease, M., Minna, J.D., Gazdar, A.F. :
DNA Methylation Profiles of Lung Tumors. Mol Cancer Ther., 1: 61-67, 2001

Toyooka S., Fukuyama, Y., Wistuba, I., Tockman, M.S., Minna 1.D., Gazdar, A.F. : Differential ~
expressmn of FEZI/LZTSl gene in lung cancers. Clin Cancer Res., 8: 2292- 2297 2002

Toyooka, S., Carbone, M., Toyooka, K.O., Bocchetta, M., Shivapurkar, N., ana J.D., Gazdar,

AF. : Progressive aberrant methylation of the RASSF1A gene in simian virus 40 infected human

mesothelial cells. Oncogene, 21: 4345-4349, 2002 °

Toyooka, S.. Toyooka, K.O., Harada, K., Miyajima, K., Makarla, P., Sathyanarayana, U.G., Yin, J,
Sato, F., Shivapurkar, N., Meltzer, S.J., Gazdar, A.F. : Aberrant methylation of the CDH13
Toyooka, S., Maruyama, R., Toyooka, K.O. , McLerran, D., Feng, Z., Fukﬁyama, Y., Virmani, A.K.,
Zochbauer-Muller, S., Tsukuda, K., Sugio, K., Shimizu, N., Shimizﬁ, K., Lee, H., Chen, C.Y,,
Fong, K.M., Gilcrease, M., Roth, J.A., Minna, J.D., Gazdar, A.F. : Smoke exposure, histologic

‘type and geogljaphy-related differences in the methylation profiles of non-small cell lung cancer.

Int J Cancer., 103: 153-160, 2003

Toyooka, S., Tsuda, T , Gazdar, A.F. : The TP53 gene, tobacco exposure, and lung cancer. Hum
Mutat., 21: 229-239, 2003 ’

Toyooka, S. ,Toyooka K.O., Miyajima, K., Reddy, J.L., Toyota, M. , Sathyanarayana, U G, Padar
A., Tockman, M S.,Lam, S., Shlvapurkar N., Gazdar, A.F. : Epigenetic down regulatlon of death
associated protem kinase in lung cancers. Clin Cancer Res., 9: 3034- 3041 2003

Toyooka, S., Tsukuda, K., Ouchida, M. Tamno M., Inaki, Y., Kobayashi, K., Soh, J., Yano, M.,

Kobatake, T., Shimizu, N., Shimizu, X. : Detectlon of K-ras gene mutatlon at codon 61 in lung and

colorectal cancers by enrlchedAPCR-RFLP. Oncol Rep., 10: 1455-1459, 2003
Toyooka, S., Shimizu, N. : Models for studying DNA methylation in human cancer: a review of

47



12.

_ Iizasa, T., Fujisawa, T., Shimizu, N., Minna, J.D., Gazdar, A.F. : Dose effect of smoking on
13.
14.
15.

16.

17.

18.

19.

" S, Sano S, Date H. Right but not left ventricular function recovers early after living-donor lobar

20.

current status. Drug Discovery Today: Disease Model, 1: 37-42, 2004
Toyooka, S., Suzuki, M., Tsuda, T.,. Toyooka, K.O., Maruyama, R., Tsukuda, K., Fukuyama, Y.,

aberrant methylation in non-small cell lung cancers. Int J Cancer., 110:462-464, 2004 '

Toyooka, S., Suzuki, M., Maruyama, R., Toyooka, K.O., Tsukuda, K., Fukuyama, Y., lizasa, T.,
Aoe, M., Date, H., Fujisawa, T., Shimizu, N., Gazdar, A.F. : The relationship between aberrant
methylatlon and survival in non-small cell lung cancers. Br J Cancer 91:771- 774 2004
Toyooka, S., Klura K., M1tsudom1 T. : EGFR mutatlon and response of lung cancer to gefitinib.
N Engl J Med, 352 2136, 2005 .

Toyooka, S., Tokumo, M., Shigematsu, H., Matsuo, K., Asano, H., Tomii, K., Ichihara, S., Suzuki,
M., Aoe, M., Date, H., Gazdar, A.F., Shimizu, N. : Mutational and epigenetic evidence for '
independent pathways for lung adenocarcinomas.arisir.lg in smokers and never smokers. Cancer
Res., 66 1371-1375, 2006 ' ‘
Toyooka, S., Yatabe Y., Tokumo M Ichlmura K., Asano, H Tomn K., Aoe, M. Yana1 H., Date,
H. M1tsudom1 T., Shimizu, N Mutatlon of epidermal growth factor receptor and K-ras genes in’
adenosquamogs carcinoma of the-lung. Int J Cancer, 118: 1588-1590, 2006 \ E .
Tomii, K., Teukuda, K., Teyooka, S.. Dote, H.b, Hanafusa, T.; Asano, H., Naitou, M., Doihara, H., ,
Kisimoto, T., Katayama, H., Pass, H.L, Date, H., Sh_imiiﬁ, N. : Aberrant promoter ﬁethylation_of

insulin-like growth factor binding protein-3 gene ih human cancers. Int J Cancer., 120: 566-573, .

2007 | - B

Toyooka, 8., Sano, Y., Yamane, M., Oto, T., Okazaki, M., Kusano, K.F., Da;ce, H. : Long-term

follow-up of living-donor single lobe transplantation for idiopethic pulmonary arterial

‘hypertension in a child. J Thorac Cardiovasc Surg., 135: 451-452, 2008 4

Toyvooka S, Kusano KF, !Goto K, M Yamane, Oto T, Sano Y, Fuke S, Okazaki M, Ohe T, Kasahara

lung transplantatlon in patients with pulmonary artenal hypertension. J Thorac Cardlovasc Surg .

138:222-226, 2009 ,

Toyooka, S., Kishimoto, T., Date H. : Advances in the molecular biology of mahgnant mesotheh- '
oma. Acta Med Okayama, 62: 1-7, 2008

TH104£3A - WMkeﬁi%E%ﬂ %
$&19$3E-MMk%k%hE%ﬁnﬂ%T(iuW 2)
Y1 OFEAH FTEYAMIKRZYIRATIRAI VAT A BN ESF—RIRY
(248~ : '
214108 MLK%EHRE ww LG ANE
e 3

48

7



72

Soh J, Okumura N, Lockwood WW, Yamamoto H, Shigematsu H, Zhang W, Chari R, Shames DS,-

‘Tang X, MacAulay C, Varella-Garcia M, Vooder T, Wlstuba II, Lam S, Brekken R, Toyooka S,

Minna JD, Lam WL, Gazdar AF. Oncogene mutatlons copy number gains and mutant allele
specific imbalance (MASI) frequently occur together in tumor cells. PLoS ‘One. 2009 Oct
14:4(10):e7464. o
Soh J, Toyooka S, Ichihara S, Asano H, Kobayashi N, Suehisa H, Otani H, Yamamoto H, Ichimura
K, Kiura K, Gazdar AF, Date H. Sequential molecular changes during multistage pathogenesis of

~ small peripheral adenocarcinomas of the lung. J Thorac Oncol. 2008 Apr;3(4):340-7.

QQh_J, Toyooka S, Ichihara' S, Hujiwara Y, Hotta K, Suehisa H, Kobayashi N, Ichimura K, Aoe K,
AoeM, Kiura K and Date H. Impact of HER2 and EGFR Gene Status on Gefitinib Treated‘Patie‘nts
with Non-Small-Cell Lung Cancer. Int]J Cancer. 2007 Sep 1;121(5):1162-7. B

Soh J, Toyooka S, Ichihara S, Kobayashi N, Ito .S’ Yamane M, Aoe M, Sano Y, KiuraK and Date H.
EGFR mutation status in pleural fluid predicts tumor responsiveness and resistance to geﬁtinib.

Lung Cancer 2007 Jun;56(3):445-8.

‘Soh J; Toyooka S, Aoe K, Asano H, Ichihara' S, Katayama H, Hiraki A, KiuraK, AoeM, SanoY,

Sugi K, Shimizu N, and Date H. Usefulness of EGFR Mutation Screening in Pleural Fluid to
Predict the Clinical Outcome of Gefitinib Treated Patients with Lung Cancer. Int. J Cancer 2006 -
Aug 18;119(10):2353-2358 '

'Gandhi J, Zhang J, Xie Y, Soh J, Shigematsu H, Zhang W, Yamamoto H, Peyton M, Girard L,

Lockwood WW, Lam WL, Varella-Garcia M, Minna JD, Gazdar AF. Alterations in genes of the

" EGFR signaling pathway and their'relationship to EGFR tyrosine kinase inhibitor sensitivity in

lung cancer cell lines. PLoS One. 2009;4(2):¢4576. Epub 2009 Feb 24.

Hosokawa S, Toyooka S, Fujiwara Y, Tokumo M, Soh J, Takigawa N, Hotta K, Yoshino T, Date
H, Tanimoto M, Kiura K. Comprehenswe analysis of EGFR s1gnahng pathways in Japanese
patients with non-small cell lung cancer. Lung Cancer. 2009 Oct ;66(1):107-13.]

Zhang W, Peyton M, Xie Y, Soh J, Minna JD, Gazdar AF, Frenkel EP. Histone deacetylase

inhibitor romidepsin enhances anti-tumor effect of erlotinib in non-small cell lung cancer

- (NSCLC) cell hnes J Thorac Oncol. 2009 Feb;4(2):161-6.

10.

‘Kubo T, Yamamoto H, Lockwood WW, Valencia I, Soh J, Peyton M, Jida M, Otani H, Fu_]u T,
" Ouchida M, Takigawa N, Kiura K, Shimizu K, Date H, Minna JD, Varella-Garcia M, Lam WL,

Gazdar AF, Toyooka S.MET gene amplification or EGFR mutation activate MET in lung cancers
untreated with EGFR tyrosine kinase inhibitors. Int J Cancer. 2009 Apr »15;124(8):'1 778-84.

Pratilas CA, Hanrahan AJ, Halilovic E, Pefsau’_d Y, Soh ], Chitale D, Shigematsu H, Yamamoto H,
Sawai A, Janakiraman M, ~Tay10‘r BS, Pao W, Toyooka S, Ladanyi M, Gazdar A, Rosen N, Solit
DB. Genetic predictors of MEK dependence in non-small cell lung cancer. Cancer Res. 2008 Nov

15;68(22):9375-83.

49



11. Kimura K, Toyooka S; Tsukuda K, Yamamoto H, Suechisa H, Soh J, Otani H, Kubo T, Aoe K,
Fujimoto N, Kishimoto T, Sano Y, Pass HI, Date H.The aberrant promoter methylation of BMP3b
and BMP6 in malignant pleural mesotheliomas. Oncol Rep. 2008 Nov;20(5):1265-8. '

12. Yamamoto H, Shigematsu H, Nomora M, Lockwood WW, Sato M, ‘Okumura N, SohJ , Suzuki M,
Wistuba II, Fong KM, Lee H, Toyooka:S, Date H, Lam WL, Minna JD, Gazdar AF PIK3CA
'_'mutatlons and copy number gains in human lung cancers.. Cancer Res. 2008 Sep

1;68(17): 6913-21.

13. Kobayash1 N, Toyooka S, Ichimura K, Soh ], Yamamoto H, Matsuo K, Otani H, Jida M, Kubo T,
Tsukuda K Kiura K Sano Y, Date H. Non BAC component but not epldermal growth factor
receptor gene mutation is assomated w1th poor outcomes in small adenocarcinoma of the lung. J

Thorac Oncol. 2008 Jul; ;3(7):704- 10.

14, Otani H, Toyooka S, Soh J, Yamamoto H, Suehisa H, Kobayashi N, Gobara H, Mimura H, Kiura
K, Sano Y Kanazawa S, Date H.Detection of EGFR gene mutations using the wash ﬂu1d of
CT-guided biopsy needle in NSCLC patients. J Thorac Oncol 2008 May,3(5) 472-6.

15. Kobayash1 N, Toyooka S, Yanai H, Soh J, Fujlmoto N, Yamamoto H, Ichihara S, Kimura K,
' Ichimura K, Sano Y, Kishimoto T, Date H.Frequent pl6 inactivation by homozygo'us deletion or
methylation is associated with a poor prognosis in Japanese patients with pleural mesothelioma.

Lung Cancer. 2008 Oct;62(1):120-5.',Epub 2008 Apr 18. . RN

3) WWARIEE
FR8ELA  HMIIKFEEEHERRE EE - WEAR B8 GHEE)
TR 849 A EBREmE AR BHEE. -
FR1I04E9A MUKFEEZHMERRE B - BEAR EB. W%t
SERR1 389 A Thoracic Surgery Research Laboratory,' Toronto General
‘ Research Institute( ]\ > ]\j(% o MRS FaaRsA R |
. BB v
Tl 54 7 A kS RS I R IS - AR ER
FR15E9H ZERAME AR BEE :
FTH184E4H RILARESH - wEEH R B - WHAR BF
FR19FE4A RIKZERE - G2BHERE B - BEAR Bh#&
T2 1%E4A MILRFEmEe B - WEsAR B v :
T2 4409 A C AWLRFREEESELREWEN - EZHEY /R—a 5
vy~ WHE
%%ﬁ _
1. Native lung-sparing lobar transplantation for pulmonary entphysema . ‘
Yamane M, Okutani D, Sugimoto S, Toyooka S, Aoe M, Okazaki M Sano Y, Date H. J Heart .
Lung Transplant 2008 27:1046-1049

50

3



Living-Donor Lobar Lung Transplantation for Pulmonary Compli’cations.after Bone Marrow
" Transplantation. ' |
Yamane M, Sano Y, Toyooka S, Okazaki M Date H, Oto T. Transplantatmn 2008, accepted
-Living-domnor lobar lung transplantat1on
Date H, Yamane M, Toyooka S, Oto T, Sano Y. Curr Opin Organ Transplant 12:469-472.
Living- donor lobar lung transplantation for pulmonary arterial hypertensmn after failure of
epoprostenol therapy. .
Date H, Kusano KF, Matsubara H, Ogawa A, Fujio H, Miyaji K, Okazaki M', Yamane M,
Toyooka S, et al. J Am Coll Cardiol. 2007 Aug 7;50(6):523-7.
Tmprovement in Pulmonary Function after Living-Donor Lobar Lung Transplantation
Yamane M, Date H, Okazaki M, Aoe M, and »Sano Y. J Heart Lung Transplant. 2007;26:681-6
Presensitization Accelerates Chronic Allograft Rejection in a Heterotopic Rat Tracheal Allograft
Model with Immunosuppressmn '
Okumoto T, Yamane M, Sano Y, Aoce M, Date H, and Shlmlzu N
Transplant Immunology 2007;17:249-54
Reperfusion—ind_nced gene expression proﬁlés in rat lung transplantation.
Yamane M, Liu M, Kaneda H, Uhlig S, Waddell TK, Keshavjee S. .
Am ] Transplant. 2005 Sep;5(9):2160-9. - | o
Significant.changes in the alloantibody after lung transplantation in thé cyclosporine treated rat
model ‘ ‘ l
Yamane M, Sano Y, Shimizu N Transplant Immunology 2004; 12(2):143-150.
Transbronchial administration of adenoviral-mediated. interleukin-10 gene to the donor
improves function in a pig lung transplant model.
Martins S, de Perrot M, Yamane M, Waddell TK, L1u M, KeshaVJ ee S. Gene Therapy
11(24):1786-96,2004.
10. Humoral immune responses during acute rC_]CCtIOIl in rat lung transplantatmn

Yamane M, Sano Y, Ace M, Date H, Shimizu N. Transplant Immunology 11:31-37 2003

4) KERIE

PR 44 3 A F LLiA 2 B 2 A3 |

SRR 445 A EMGHRE Lk EE S B E R )

FR 144 Mk EEESRE

¥R 144 EMANRN TN T Ly RRBEOHBEE S Y —ICBR =7

Jru—&ELUTE%E
TR10E2A  MILKEERS - SLBHERE BT
FHR10448  WIUKEERS  GEBHERE DR
T2 1448  FLK®RE WEREAN BE
51 ‘

‘l



VL2 14108 MULK#mEEE BREAF B 5
T2 3648 HUKFREFRESEZBRAFAN WERE - ARASBARE

i€

ES

. Hemophagocytic syndrome: a rare but specific complication of lung transplantation.

Oto T, Snell GI, Goto K, Miyoshi S. J Thorac Cardiovasyc Surg. 2010;140:e58-9.

Suppression of inﬂammatofy cytokines during ex vivo lung perfusion with an adsorbent

- membrane. Kakishita T, Oto T, Hofi S, et al. Ann Thorac Surg. 2010;89:1773-9,‘

Three-dimensional structure of pulmonary capillary vessels in patients with pulmonary
hypertension.Miuré A, Nakamura K, Kusano KF, Matsubara H, Ogawa A, Akagi S, Oto T,
Murakami T, Ohtsuka A, Yutani C, Ohe T, Ito H. Circulation. 2010 18;121:2151-3

Calcineurin inhibitor-related cholestasis complicating lung tranépl‘antation. :

'O>to T, Okazaki M, Takata K, Egi M, Yamane M, Toyooka S, Sano Y, Snell GI, Goto K, Miyoshi S. '

Ann Thorac Surg. 2010;89(5):1664-5.

Inhibitory effects of simvastatin on platelet-derived growth factor signaling in pulmonary artery

smooth muscle cells from patients with idiopathic bulmonary arterial hypertension.
Ikeda T, Nakamura K, Akagi S, Kusano KF, Matsubara H, Fujio H, Ogéwa A, Miura A, Miura D,

Oto T, Yamanaka R, Otsuka F; Date H, Ohe T, Ito H. J Cardiovasc Pharmacol. 2010;5'5(1):39-4'8

. Aprotinin in lung transplantation is associated with an increased incidence of primary graft

dysfunction. Marasco SF, Pilcher D, Oto T, Chang W, Griffiths A, Pellegrino V, Chan J, Bailey M.

10.

11.

Eur J Cardiothorac Surg. 2010 Feb;37(2):420-5.

. Bronchial healing after living-donor lobar fung transplantation.

Toyooka S, Yamane M,0to T, Sano Y, Okazaki M, Date H. Surg Today. 2009;39(11):938-43,

. »Extraco_rporea'l membrane oxygenation bridging to 1ivihg-dohor lobar lung transplantation.

Miyoshi K, Oto T, Okazaki M YamaneM Toyooka S, Goto K, Sano Y, Sano S, Mlyosh1 S. Ann
Thorac Surg. 2009 Nov;88(5):e56-7

. Livihg-donor lobar lung transplantation and closure of atrial séptal defect for adult Eisenmenger's

syndrome.Aokage K, Date H, Okazaki M, Sano Y, Oto T, Kusano K, Goto K Sano S M1yosh1 S.J
Heart Lung Transplant 2009;28(10): 1107 9.

Registry of the Japanese Society of Lung and Heart-Lung Transplantation: the official Japanese
llung transplantation report 2008. Shiraishi T, Okada Y, Sekine Y, Chida M, Bando T, Minami M,_
Oto T", Nagayasu T, Date H; Kondo T. Gen Thorac Cardiovasc Surg. 2009;57(8):395-401.

p38 Mito gen-activated protéin kinase inhibition reduces inflammatory cytokines in a brain-dead
transplant donor animal model.

Oto T, Calderoﬂe A, Li Z, Rosenfeldt FL, Pepe S. Heart Lung Circ.2009;18(6):393-400.
52 '

75



76

12.

13.

14.

15.

16.

17.

18.

Right but not left ventricular function recovers early after living-donor lobar lung transplantation
in p‘atienfs with pulmohary arterial hypertension. Toyooka S, Kusano KF, Goto K, Masaomi Y,
Oto T, Sano Y, Fuke S, Okazaki M, Ohe T, Kasahara S, Sano S, Date H. J Thorac Cardiovasc
Surg. 2009;138(1):222-6. '

Experimental orthotopic lung transplantation model in rats with cold storage.

- Sugimoto R, Nakao A, Nagahiro I, Kohmoto J, Sugimoto S, Okazaki M, Yamane M, Inokawa H,
Oto T, Tahara K, Zhan J, Sano Y, McCurry KR. Surg Today. 2009;39(7):641-5.

Living-donor lobar lung transplantation for pulmonary complications after hematopoietic stem
cell transplantation. Yamane M, Sano Y, Toyooka S, Okazaki M, Date H, Oto T.
Transplantation: 2008;86(12):1767-70. ’

Favorable oﬁtcomes after living-donor lobar lung transplantation in ventilator-dependent patients.
Toyooka S, Yamane M, M , Sanc; Y, Okazaki M, Hanazaki M, Goto K, Date H. Surg Today.
2008;38(12):1078-82. o ‘

Sirolimus ameliorated post lung transplant chylo.thorax in lymphangioleiomyomatosis.

Ohara T, Oto T, Miyoshi K, Tao H, Yamane M, Toyooka S, Okazaki M, Date H, Sano Y. -

Ann Thorac Surg. 2008;86(6):e7-8. '

Availability of lungs for transplantation: exploring the real potential of the donor pool.

Snell GI, Griffiths A, Levvey BJ, Oto T. J Heart Lung Transplantf 2008;27(6):662-7.

Effect of multiorgan donation after cardiac death retrieval on lung performance.

Snell ‘GI, Levvey B, Oto T, McEgan R, Mennan M, Eriksson L, Williams T, Rosenfeldt F.

" ANZ J Surg. 2008 Apr;78(4):262-5

" 19.

20.

5)

Long-term follow-up of living-donor single lobe transplantation for idiopathic pulmonary arterial
hypertension in-a child.Toyooka S, Sano Y, Yamane M, Oto T, Okazaki M,_Ktisano, KF, Date H.J
Thorac Cardiovasc Surg. 2008;135(2):451-2. : ' '

The implications of pulmonary embolism in a multiorgan donor for subsequent pulmonary, renal,
and cardiac transplantation. Oto T, Excell L, Griffiths AP, Levvey BJ, Snell GI. J Heart Lung
Transplant. 2008;27(1):78-85. '

X B

B |
A5 2E3A KRRAZEFHER
BRS 2ETA  ARKZEZBHERESE AR THE
BAM6 1E7A  ARAREZSZE—SF HF “
BE6 24 TA  HFF o> bhRERBSAR

53



FEfI6 3 7TH FHRtE6H K U//b/k%%%ﬂﬂ

Fk3E9 A CRBRKSFESEE I

FRIFELIOA MEURBIEMKE BEE E—HH)

FROF4A ARKEESE BHEE B0

FR13E4A BHERKE HE WHAR) |
EH21F4A  MUKEREREEESROFARITRE - LRASWIES
e o B ’

1. Miyoshi S, Nakahara K, Ohno K, Monden Y, and Kawashima Y. Exercise tolerance ltest in lung
cancer patients: The relationship betweenexexj(;i'se' capacity and posttﬂoracotomy hospital
mortality. Ann Thorac Surg 44:487- 490 1987 o '

2.  Miyoshi S, Nakahara K, Monden Y, and Kawashlma Y. Effect-of lung resection on blood lactate
threshold in lung cancer patients. " EurJ Appl Physml 57:388-393,1988

3. Miyoshi S, Trulock. EP, Schaefers H-J, Hsieh C-M, Patterson GA,Cooper ID.

Cardiopulmonary Exercise Testing After Single and Double Lung Transplantation. Chest’

97:1130-1136,1990
4. . Miyoshi 8, Schaefers H-J, Trulock EP, Yamazaki F, Schrememakers H Patterson GA, Cooper ID.

Donor Selectlon for Single and Double Lung Transplantation: Chest Size Matching and Other .

Factors Inﬂuencmg Posttransplantation Vital Capacity. Chest 98:308-313,1990
5'.4 Weder W, Harper BD, Shimokawa S, Miyoshi S, Schreinemakers H, Date H,' Cooper JD. The
- efféct of intra-alveolar oxygen concentration on lung preservation iﬁ a rabbit model. J Thorac
Cardiovasc Surg 101: 1037 1043,1991 ‘
6. Miyoshi S, Shimokawa S, Schreinemakers H, Date H, Weder W, . Harper B, Cooper ID
* Comparison of the Umver31ty of Wisconsin Preservan_on Solution and Other Crystalloid
Perfusates Using A 30 Hour Ra“bbitLung Preservation Model. J Thorac Cardiovasc ‘Surg
103:27-32,1992 | | S
7. Yoshimasu, T, Miyoshi S, Maebeya 'S, Suzuma T, Besshd T, Hirai I,'Taninq H, Arimoto J, Naito
Y. Analysis' of the Early Postoperative Serunil fCal;c.inoembryoni'g Antigen Time-Course as a'
PrQ%ﬁostic Tool for Bronchogenic Carpinoma. Cancer 79:1533-40,1997
. 8. Okumura M, Miyoshi S, Takeuchi Y, Yoon H-E, Minami m, Takeda S, Fujii Y, Nakahara K,

Matsuda H. Results of Surgical Treatment of Thymomas w1th Spec1a1 Reference to the Involved

Organs J Thorac Cardiovasc Surg 117: 605-613,1999. ‘
9. Miyoshi S, Yoshimasu T, Hirai T, Hirai I, Maebeya S, Bessho T, Naito, Y.. Exercise capacity of
thoracotomy patients in the eérly postoperative period. Chest 118:384-390,2000 '

10. Inoue M, Miyoshi S, Yasumitsu T, Mori T, Iuchi K, Maeda ~H, Matsuda H,for the Thoracic

“Surgery Study Group of Osaka University. Surgical results for small cell lung cancer based on
the new TNM staging system. Ann Thorac Surg 70:1615- 1619,2000
11. SakamakiY, Matsumoto K, Mizuno S, Miyoshi S, Matsuda H, Nakamura T. Hepatocyte Growth

Factor Stimulates Prohferatlon of Rgsplratory Epithelial Cells during Postpneumoneptomy

54

[



78

12.

13.

.14

15.

1.

Compensatory Lung Growth in Mice. Am J Respir Cell Mol Biol 26:525-533,2002

‘Oji‘Y, Miyoshi S, Maeda H, Hayashi S, Tamaki H, Nakatsuka S, Yao M, TakahashiE,
Nakano Y, Hirabayashi H, Shintani Y, Oka Y, Tsuboi A, Hosen N, Asada M, Fujioka T,
Murakami M, Kanato K, Motomura M, Kim E, KaWakamiM, Ikegame K, Ogawa H, Aozasa
K, Kawase I, and Sugiyama H. Overexpression Of The Wilms’ Tumor Gene WT 1 In De Novo
Lung Cancers. Int J Cancer 100:297-303,2002 ‘ ' ‘

Shintani Y, Ohta M, Hirabayashi H, Tanaka H, Iuchi K, Nakagawa K, Maeda H;, Kido T, Miyoshi

S, and Matsuda H. New prognostic indicator for non-small-cell lung cancer, quantitation of

. thymidylate synthase by real-time reverse transcription polymerase chain reactlon Int J Cancer

104:790-795,2003
Miyoshi S, Iuchi K, Nakamura K, Nakagawa K, Maeda H ‘Ohno K, Nakahaha K, Nakano N,

Okumura M, Ohta M. Induction concurrent chemoradiation therapy for -invading apical

" non-small cell lung cancer. Jpn J Thorac Cardiovasc Surg 52:120-126,2004

Yoshimasu T, Miyoshi S, Oura S, Hirail, KokawaY, Okamura Y. Limited mediastinal

lymph node dissection for non-small cell lung cancer according to-intraoperative histologic

. examinations. J Thorac Cardiovasc Surg 130:433-437,2005

6) EE B
B

TR 743 A B Lk 2 R R 3

TRTESH  EILKEEEEHBERESE= WﬂEﬁ%WC)

FRTETA  ELBUREFEE

TH8E6A  MILKFEFBWEREE-NRESR GHEE)

FROE4R RILAZEXEHERNRE-_ANES

THROE6H EMERNENAYLIY—RE(L 7Y

TR1046H BEMXNAEYY—dRERENR (LIPF2R)

TRi13€48 RMUAFREREREREFRN A%

TRl 6444H MUREREBEY Y — BF

TR 16498 MUAFAEREESRAPIRM T

TRl 9E48 MILK¥REREtLYY— BHH

TR20E4A MUKPRERERSBOVER - Mk - B - PR
TULNE-RRE BH

¥R 2544 A ﬁMk%ﬁﬁ HRE T LVF- R B

eSS

Hotta K, Kiura K, Taklgawa N, Yoshioka H Hayash1 H, Fukuyama H, lehlyama A, Yokoyama T,
Kuyama S, Umemura S, Kato Y, Nogami N, Segawa Y, Yasugi M, Tabata M, Tanimoto M. Desire
for information and involvement in treatment decisions: lung cancer patients' preferences and

their physiciaﬂs' perceptions: results from Okayama Lung Cancer Study Group Trial 0705. ]

" Thorac Oncol. 2010:1668-72.

55



a@
1.

A
Fujiwara Y, Hotta K, Di Maio M, Kiura K, Taki gawa N, Tabata M, Tanimoto M Time trend in
treatment-related deaths of patients with advanced non-small-cell lung cancer enrolled into phase
III trials of systemic treatment. Ann Oncol. 2010 (in press). | ‘ 4
Hotta K, Kiur‘a K, Takigawa N, Suzuki E, Yoshioka H, Okada T, Kishino D, Ueoka H, Inoue K,
Tabata M, Tanimoto M. Association between poor performance status and risk for toxicity during

erlotinib moﬁotherapy in Japanese patients with non-small cell lung cancer: Okayama Lung

- Cancer Study Group experience. Lung Cancer. 2010 (1n press)

Hotta K, Kiura K, Taklgawa N, Yoshioka H, Harita S, Kuyama S, Yonei T, Fujiwara K, Maeda T,

- Aoe K, Ueoka H, Kamei H, Umemura S, Moritaka T, Segawa Y, Kawai H, Bessho A, Kato K,

Tabata M, Tanimoto M. Comparison of the incidence and pattern of interstitial lung disease

during erlotinib and gefitinib treatment in J apanese Patients with non-small cell iung cancer: the

) Okayama Lung Cancer Study Group 'experience. J Thorac Oncol. 2010;5:179-84.

i e B
W .

Bfi6 0FE4H MLUAkPEXEHERRE =8 (FEE)
CBf6 098 BEYMUFERNR BHEE
BMN6 1498 WDREEREAR HEE
6 298 BEBHAEKERE fLFmER I//T/]\
FREEIR - MLKFEXBHERES N EE
Yk 349 A Mk ZEZHMBREE-AR BFE \
L9441 0A KE Roswell Park Cancer Institute, post-doctoral fellow
Ekl114E28 XE Cleveland Clinic, Taussig Cancer Center,
-~ post- doctoral fellow ‘
YRRl 24118 MUKFRERS - @2HHERELE - B - I 0 28 V\]ﬂﬁji
TRl TEAR Iﬁ]LLIjt“%"[E#‘ﬁK - S R B R R B K - RS - TR 2R R S A
$5J21 8F10A MURZEEFRLE - HFHWBERE EEL Y — HHEE
(£> 5 —E) o |
¥R2 1648 BUKREHERE BEL>y— #EE (k25 —5)

Yoshioka, H., K. Hotta, K. Kiura, N. Takigawa, H. Hayashi, S. Harita, S. Kuyama, Y. Segawa,
H. Kamei, S. Umemura, A. Bessho, M. Tabata and M. Tanimoto (2010): "A phase II trial of
erlotinib monotherapy in pretreated patients with advanced non-small cell lung cancer who do

not possess active EGFR mutations: Okayama Lung Cancer Study Group trial 0705 " J Thorac

.. Oncol 5(1): 99-104.

Segawa, Y., K. Kiura, N. Takigawa, H. Kamei, S. Harita, S. Hiraki, Y. Watanabe, K. Sugimoto, :
T. Shibayama, T. Yonei, H. Ueoka, M. Takemotd, S. Kanazawa, 1. Takata, N. Nogami; K. "
Hotta, A. Hiraki, M. Tabata, K. Matsuo and M. Tanimoto (2010). "Phase III trial comparing

docetaxel and cisplatin combination chemotherapy with mitomycin, vindesine, and cisplatin

56



80

\ combination chemotherapy with concurrent thofacic radiotherapy in locally advanced .

non-small-cell iung cancer: OLCSG 0007." J Clin Oncol 28(20): 3299-3306.
Hotta, K., K. Kiura, N. Takigawa, H. Yoshioka, H. Hayashi, H. Fukuyama, A. Nishiyama, T.
Yokoyama, S. Kuyama, S. Umemura, Y. Kato, N. Nogami, Y. Segawa, M. Yasugi, M. Tabata

and M. Tanimoto (2010). "Desire for information and involvement in treatment’ decisions:

lung cancer patients' preferences and their physicians' perceptions: results from Okayama
Lung Cancer Study Group Trial 0705." J Thorac Oncol 5(10): 1668-1672.

T. Shibayama, K. Matsuo, H. Kamei, Y. Fujiwara, A. Bessho, T. Moritaka, K. Suglmoto M.
Tabata, H. Ueoka and M. Tanimoto (2009). "Sex difference in the influence of smoking status -
on the responsiveness to gefitinib monotherapy in adenocarcinoma of the lung: Okayama
Lung Cancer Study Group experience." J Cancer Res Clin Oncol 135(1): 117-123. '
Hotta, K., K. Kiura, Y. Fujiwara, N. Takigawa, 1. Oze, N. Ochi, M. Tabata and M. Tanimoto
(2009). "Assocxatlon between incremental gains in the objective response rate and survival
1mpr0vement in phase III trials of first- line chemotherapy for extensive disease small-cell
lung cancer." Ann Oncol 20(5): 829-834.

Chikamori, K.,'D. Kishino, N. Taklgawa, K. Hotta, N. Nogami, H. Kainei, S. Kuyama,. K.
Gemba, M. Takemdto, S. Kanazawa, H. Ueoka, Y. Segawa, S. Takata, M. Tabata, K.-Kiura a_nd
M. Tanimoto (2009). "A phase I study .of combination S;l plus cisplatin chembtherapy with

concurrent thoracic radiation for locally advanced non-small cell lung cancer." Lung Cancer

- 65(1): 74-79.

Umemura, S., N. Fujimoto, A. Hiraki, K. Gemba, N. Taklgawa K. Fujiwara, M. Fujii, H.

" Umemura, M. Satoh, M. Tabata, H. Ueoka, K. Kiura, T. Kishimoto and M. Tanimoto (2008).

10.

11..

"Aberrant promoter hypermethylation in serum DNA from patients with silicosis."
Carcinogenesis 29(9): 1845-1849. ’

Kuyama, S., K. Hotta, M. Tabata, Y. Segawa, Y. Fujlwara N. Takigawa, K. Kiura, H. Ueoka,
K. Eguchi and M. Tanimoto (2008). "Impact of HER2 gene and protein status on the treatment
outcome of cisplatin-based chemoradiotherapy for locally advanced non-small cell lung
cancer." J Thorac Oncol 3(5) 477-482.

Ichihara, E., M. Tabata, N. Takigawa, Y. Sato, E. Kondo M Aoe, K. Kiura and M. Tanimoto
(2008). "Synchronous pulmonary MALT lymphoma and pulmonary adenocarcinoma after
metachronous gastric MALT lymphomé and gastric adenocarcinoma." J Thorac Oncol 3(11): °
1362-1363. | |

Fujiwara, Y., K. Kiura, S. Toyooka, K. Hotta, M. Tabata, N. Takigawa, J. Soh, Y. Tanimoto, A.

Kanehiro, K. Kato, H. Daté and M. Tanimoto (2008). "Elevated serum level of sialylated

glycoprotein KL- 6 predicts a poor prognosis in patlents with non-small cell lung cancer
treated with gefitinib." Lung Cancer 59(1): 81-87.

Fujiwara, Y., K. Kiura, M. Tabata, N. Takigawa, K. Hotta, S. Umemﬁra, M. Omori, K. Gemba,
H. Ueoka and M. Tanimoto (2008). "Remarkable shrinkage of sarcomatoid renal cell

carcinoma with single-agent gemcitabine." Anticancer Drugs 19(4): 431-433.

57



- 12,

Uchida, A., S. Hirano, H. Kitao, A. Ogino, K. Rai, S. Toyooka, N. Takigawa, M. Tabata, M.

' Takata, K. Kiura and M. Tanimoto (2007). "Activation of downstream epidermal growth

" factor receptor (EGFR) signaling provides geﬁtlmb -resistance in cells carrymg EGFR

13.

14.

15.

16.

17..

mutation." Cancer Sci 98(3) 357-363.
Tabata, M., T. Kozuki, H. Ueoka, K. Kiura, S. Harita, 'A. Tada, T. Sh1bayama N. Takigawa, T.
Yonei, K. Gemba, Y. Segawa, D. Kishino, S. Tada, S. Hiraki and M. Tanimoto (2007). "A

triplet chemotherapy with cisplatin, ‘docetaxel and gemcitabine in patients with advanced
non-small-cell lung cancer: a phase I/II study." Cancer Chemother Pharmacol 60(1): 53-59.

Tabata, M., K. Kiura, N. Okimoto, Y. SegaWa, T. Shinkai, T. Yonei, S. Kuyama, S. Harita, K.
Hotta, H. Ueoka and M. Tanimoto (2007). "A pnase II{ trial of cisplatin and irinotecan

alternating with doxorubicin, cyclophosphamide and etdeside in previously untreated v

patients with extensive-disease small-cell lung cancer.” Cancer Chemother Pharmacol 60(1):
1-6.

Mandai, K. Eguch1 H. erka and M. Tanimoto (2007). "Mutation of the epldermal growth
factor receptor gene in the development of adenocarcinoma of the lung." Lung Cancer 58(1):
30-35. ‘

Kiura, K., N. Takigawa, Y. Segawa, M. Tabata, T. Shibayania, K. 'Gemba; A. Bessho, N.

Fujimoto, I. Takata, K. Hotta, K. Fujiwara, Y. Tokuda, S. Kuyama, T. Shinkai, H. Ueoka and
M. Tanimoto (2007). "Triple cofnbination chemothefapy with cisplatin, docetaxel, and
irinotecan for advanced non-small cell lung cancer: a phase VII trial." J Thorac Oncol 2(1):
44-50. _ ‘ _ N .

Takigawa, N., K. Kiura, Y. Segawa, Y. Watanabe, H. 'Kaniei, T. Moritaka, T. Shibayama, H.

- Ueoka, K. Gemba, T. Yonei, M. Tabata, T. Shinkai, S. Hiraki, M. Takemoto, S. Kanazawa, K.

-18.

Matsuo and M. Tanimoto (2006). "Second primary cancer in survivors following concurrent
chemoradiation for locally advanced non-small-cell lung cancer." Br J Cancer 95(9):
1142-1144. | ‘ o

Matsuo, K., K. Kiura, M. Tabata, A. Uchida, K. Hotta, D. Niiya, S. Kubonishi, A. Ogino, Y.

Fujiwara, H Nakajima, K. Shinagawa, F. Ishimaru, H. Ueoka and M.- Tanimoto (2006). -
"Clustered incidence of acute promyelocytic leukemia during gefitinib treatment for -

" non-small-cell lung cancer: experience at a single institution.” Am J Hematol 81(5): 349-354.
19.

Hotta, K., H. Ueoka; K. Kiura, M. Tabata, A. Ogino, S. Umemura S. Harita, K. Gemba, T.

~ Yonei, A. Bessho, T. Maeda and M. Tanimoto (2005). "Safety and efficacy of geﬁtmxb

20.

treatment in elderly patients with non:small-cell lung cancer: Okayama Lung Cancer Study
Group experience." Acta Oncol 44(7): 717-722.

Katayama, H., H erka K. Kiura, M. Tabata T. Kozuki, M. Tanimoto, T. FuJ1wara N.
Tanaka, H. Date,, M. Aoe, N. Shimizu, M. Takemoto and Y. Hiraki (2004). "Preoperatlve
concurrent chemoradlotherapy with cisplatin and docetaxel in patients W1th locally advanced
non-small cell lung cancer." BrJ Cancer 90(5): 979-984. ‘

58

Kozuki, T., A. Hisamoto, M. Tabata; N. Takigawa, K. Kiura, Y. Segawa, M. Nakata K '

81



82

21.

Takahashi, N., R. Kawanishi-Tabata, A. Haba, M. Tabata, Y. Haruta, H. Tsai and B. K. Seon

(2001). "Association of serum endoglin with metastasis in patients with colorectal, breast, and
other solid tumors, and suppressive effect of chemotherapy on the serum endoglin." Clin
_ Cancer Res 7(3): 524-532.

22. Tabata, M., R. Tabata D. R. Grabowski, R. M. Bukowsk1 M. K. Ganapath1 and R. Ganapathi
- (2001). "Roles of NF-kappaB and 26 S proteasome in apoptotic cell death induced by
_topoisomerase I and II poisons in human nonsmall cell lung carcinoma." J Biol Chem
276(11): 8029-8036. '

8) A BE T

W E o |

Mf15 84 3H MIUKRFEEFIEE
5 8448 MIUKFEXHE_ARAR
W5 846 A MUKREXHHEREE-ARER FHEE)
BMMS84FEIRA EAEEERAKEK ER
M5 949 A IJHMTM(EMMHMEﬁt/5—)MVMWE
%ﬂ60$9ﬁ\‘@4%&@@#ht/§—(ﬁmmm@#ht/y—lky?yb
RBA6 29 A MUAYEXHHBREE-ANES
Yr4E 1R ML KZEERFIHNE S THREEFIERER BF
¥4 48 0 MUKFEFEHRBREE-AR BF
TR1248 BUKFESSHERRES AR HBE
THR154F10H M MUK ZEFER - AR B P Ras R AT
Y1 7HE7TH RURFREREHEFZFBOMELREBHERZERK
- WM 2 HIE (i - 85 - WREBNRE) Bi%E
FR1IOETH  RHILRZFRZEESEEFRAFRRRBEENEEL
L R (fUR - I - R RE) R#E (BHEE)
T2 34E5H MBMLUKERRE FERS - 7 LIVF-RH ﬁ?
I EME - ¥&5$7H15~¥&7$6530E ‘
 OREC oI IMERENY Ty OB REZEHE HTFREEMFRM
=S N | o | o
1. Ichihara E, Matsuoka J, Kiura K. Early palliative care in non-small-cell lung cancer. N EnglJ
Med. 2010;363(23):2263. /
2. Segawa Y, Kiura K/ Takigawa N, Kamei H, Harita S, Hiraki S, Watanabe Y, Suglmoto K;
_Shibayama T, Yonei T, Ueoka H, Takemoto M, Kanazawa S, Takata I,Nogami N Hotta K,
Hiraki A, Tabata M, Matsuo K, Tanimoto 'M. Phase III trial comparing docetaxel and c1sp1atm
‘ combmatlon chemotherapy with mitomycin, vindesine, and cisplatin combination
" chemotherapy with concurrent thoracic radiotherapy in locally advanced non-small-cell lung -
cancer: OLCSG 0007. J Clin Oncol. 2010;28(20):3299-306
3. Ohashi K, Takigawa N, Osawa M, Ichihara E, Takeda H, Kubo T, Hirano S_,‘ YoshinoT; Takata -

‘M, Tanimoto M, Kiura K. Chemopreventive effects of gefitinib on nonsmoking-related luing'

59



10.

11.

12.

13.
14.

15.

tumorigenesis in activating epidermal growth factor receptor transgenic mice. Cancer Res.

2009;69(17):7088-95.

.. Ichihara E, Ohashi K, Takigawa N, Osawa M, Ogino A, Tanimoto M, Kiura K. Effects of

vandetanib on lung adenocarcinoma cells harboring epidermal growth factor receptor T790M
mutation in vivo. Cancer Res. 2009;69(12):5091-8.
Ohashi K, Rai K, Fujiwara Y, Osawa M, Hirano S, Takata K, Kondo E, Yoshino T, Takata M,

Tanimoto M, Kiura K. Induction of lung adenocarcinoma in transgenic mice expressing

- activated EGFR driven by the SP-C promoter. Cancer Sci. 2008;99(9):1747-53.

Fujiwara Y, Hotta K, Kiura K. Prophylactic cranial 1rrad1at10n in. small-cell lung cancer. N
Engl J Med. 2007;357(19): 1977-8

Ogino A, Kitao H, Hirano S, Uchida A, Ishiai M Kozuki T, Taklgawa N, Takata M, Kiura K,

Tanimoto M. Emergence of epidermal growth factor receptor T790M mutation during chronic

exposure. to gefitinib in a non small cell lung .cancer cell line. Cancer Res.
2007;67(16):7807-14. '

. 'Tak1gawa N, Klura K, Tabata M, Tanimoto M. Fractionated admmlstratlon of irinotecan and

cisplatin in Japanese patients W1th .extensive- stage-dlsease small-cell lung cancer. J Clin

- Oncol. 2006;24(32):5175 . A
Takigawa N, Kiura K, Segawa Y, Watanabe Y, Kame1 H, Morltaka T, thbayama T, Ueoka H,

Gemba K, Yonei T, Tabata M, Shinkai T, Hiraki S, Takemoto M, Kanazawa S, Matsuo K,

Tanimoto M; Okayama Liung Cancer Study Group. Second primary cancer in survivors |

following concurrent chemoradiation for locally advanced non-small-cell lung cancer. Br J
Cancer. 2006;95(9):1142-4.

Tnukai M, Toyookad S, Ito S, Aéano’ H, Ichihara S, Soh J, Suehisa H, Ouchida M, Aoe K, Aoe

M, Kiura K, Shimizu N, Date H. Presence of epidermal growth factor receptor gene T790M
mutation as a minor clone in non-small cell lung cancer. Cancer Res. 2006;66(1.6):7854-8. .

Toyooka S, Date H, Uchida A, Kiura K, Takata M. The epidermal growth factor receptor

'D761Y mutation and effect of tyrosine kinase inhibitor. Clin Cancer Res. 2007;13(11):3431.

Kiura K, Takigawa N, Segawa Y, Tabata M, Shibayama T, Gemba K, Bessho A, Fujimoto N,
Takata I, Hotta K, Fujiwara K, Tokuda Y, Kuyama S, Shinkai T, Ueoka H, Tanimoto M;

- Okayama Lung Cancer Study Group. Triple combination chemotherapy with cisplatin,

docetaxel, and irinotecan for advanced non-small cell lung cancer: a phase I/II trial. J Thorac
Oncol. 2007; 2(1) 44-50. '

Kiura. K, Saijo N. Can dose dense chemotherapy improve. outcome in patients w1th
better-prognosis small-cell lung cancer? Nat Clin Pract Oncol. 2005 2(12) 610-1.

Toyooka S, Kiura K, Mitsudomi T. EGFR mutation and response of lung cancer to gefitinib.
N Engl J Med. 2005 ;352(20):2136 ' , .

Tokumo M, Toyooka S, Kiura K, Shigematsu H, Tomii K, Aoe M, Ichimura K, Tsuda T, Yano
M, Tsukuda K, Tabata M, Ueoka H, Tagimoto M, Date H, Gazdar AF, S_hjmizu N; The

relationship between epiderinal growth factor receptor mutations and clinicopathologic

60

83



84

16.
- Ueoka H, Tanimoto M. Identification of epigenetic aberrant promoter methylation in serum
17.

18,

19.

features in non-small cell lung cancers. Clin Cancer Res. 2005;11 (3):1167-73'.
Fujiwara K, Fujimoto N, Tabata M, Nishii K, Mat:suo’ K, Hotta K, Kozuki T, Aoe M, Kiura K,

DNA is useful for early detection of lung cancer. Clin Cancer Resj2005;11(3):1219-25.

Hotta K, Matsuo :K, Ueoka H, Kiura K, Tabata M, Tanimoto M. Mef:a-analysis of randomized
clinical trials comparing Cisplatin to Carboplatin in patients with advanced non-small-cell
lung cancer. J Clin Oncol. 2004;22(19):3852-9. . :
Hotta K, Matsuo K, Ueoka H, Kiura X, Tabata M, Tannnoto M. Role of adjuvant‘
chemotherapy in patients with resected non-small-cell lung cancer: reappraisal with a
meta-analysis of randomized éontrolled trials. J Clin Oncol. 2004;22(19):3860-7..

Katayama H, Ueoka H, Kiﬁra K, Tabata M, Kozuki T, Tanimoto M, Fujiwara T, Tanaka N,.
Date H, Aoe M, Shimizu N, Takemoto' M, Hiraki Y. Preoperative cohcurrent,

s chemoradiotherapy with cisplatin and docetaxel in patients with locally advanced

20.

@ ©

N\

i

#*

non-small-cell lung cancer. Br J Cancer. 2004;90(5):979-84.

Kiura K, Ueoka H, Segawa Y, Tabata M, Kamei H, Takigawa N, Hiraki S, Watanabe Y,
Besslio A, Eguchj K, Okimoto N, Harita S, Takemoto M, Hiraki Y, Harada M, Tanimoto M;
Okayama Lung Cancer Study Group. Phase I/II study of docetaxel and cisplatin with
concurrent thoracic radiation therapy for locally'advanced non-small-cell lung cancer. Br J
Cancer. 2003;89(5):795-802. '

o

Bf5243A BEBRFEFEESR
REF05 24 AT BRFEFAE— Wﬂkﬁ k%h@%ﬁ%ﬂk%

- BMS53F4A BABRN ALY PR FHEL

BBI56%£3H AEHBRERFHEEEHERET
564108 *.NYMZD oA TN AR Hnﬁ

EM60EL 1A AHBAFPESBHERE EB

BH61E10A AEBABTERE (EBHE)

WEFI6 3 4 A " EXEE

TRIELILIR  AHBAPESHE—NE BT .
SERE1 046 A GEBREELRMBREE—NE B
Ykl 3%E4R8 HMﬁ%k%MEﬁ% SRR B8R
YR 16E4H MRS K2R EREFRATIRR g

- FESCERL

1: Ennishi D, Maeda Y, Niitsu N,” Kojima M, Izutsu K, Takizawa J, Kusumoto S, Okamoto M,

Yokoyama M, Takamatsu Y, Sunami K, Miyata A, Mlirayama K, Sakai A, Matsumoto M, Shinagawa

*K; Takaki A, Matsuo K, Kinoshita T, Tanimoto M. Hépatiétoxicity and prognosis in HCV-infected

patients with diffuse large B-celllymphoma treated with rituximab-cbntaining che_mothe‘rap\y

61



regimens: a Japanese

multicenter analys1s Blood. 2010 Sep 7. [Epub ahead of print]

2: Asakura S, Hashimoto D, Takashima S, Sugiyama H Maeda Y, Akash1 K, TammotoM Teshuna T.
Alloantigen expression on non-hematop01et1c cells reduces graft-versus-leukemia effects in mice. J
Clin Invest. 2010 Jul 1;120(7):2370-8. . .

3: Segawa. Y, Kiura K, Takigawa N, Kamei H, Harita S, Hiraki S, Watanabe Y, Sugimoto K,
Shibayama T, Yonei T, Ueoka H, Takemoto M, Kanazawa S, Takata I, Nogaml N, Hotta K Hiraki A,
Tabata M, Matsuo K, Tanimoto M. Phase III trialcomparing docetaxel and c1sp1at1n combmatmn
chemotherapy with mitomyein, vindesine, and cisplatin combination chemotherapy with concurrent
. thorac1crad10therapy in locally advanced non- -small- cell lung cancer: OLCSG 0007.-J Clin Oncol.
2010 Jul 10; 28(20) 3299-306. . . .

4: Ennishi D, Maeda Y, Niiya M, Shinegawa K, Tanimoto .M. Incidental 'de_tection ofacute
lymphoblastic leukemia on [18F]ﬂuorodeoxyg1ucose positron emission tomography. J Clin Oncol.
2009 Dec 20;27(36):e269-70. | A

5: Koyama M, Hashimoto D, Aoyama K, Matsuoka K, Karube K, Niiro H, Harada M, Tanimoto M
Akashi K, Teshima  T. Plasmacyt01d dendritic cells - prime alloreac_tlve T cells to mediate
. graft-versus-host disease as antigen-presenting cells. Blood. 2009 Feb 26;113(9):2088-95.

6: Aoyama K, Koyama M, Matsuoka K, Hashimoto D, Ichinohe T, Harada M, Akashi K, Tanimoto M,
. Teshima T. Improved outcome of -allogeneic bone marrow transplantationdue to
breastfeeding-induced tolerance to materhal antigens. Blood; 2009 Feb 19;1-13(8):1829;33.

7: Sakoda Y, Hashimoto D, Asakura S, Takeuchi K, Harada M, Tanimoto M Te_shixhétT.

Donor-derived thymic-dependen‘t T cells cause chronic graft-versus-host disease. Blood. 2007 Feb -

15;109(4):1756-64.

~ 8: Uchida A, Matsuo K, Tanimoto M. APL durmg gefitinib treatment for non-small- cell lung cancer."

N Engl J Med. 2005 Feb 24;352(8):843.

9 Hotta K, Matsuo K, Ueoka H, Kiura K, Tabata M, Tanimoto M. Role of’ adjuvant chemofherapy 3

in patients with resected non-small-cell lung Acahcer: reappraisal .witlh a ‘.meta-ahalysis of
randomized controllevd trials. J Clin Oncol. 2004 Oct 1;22(19):3860-7._ ._

~10: Hotta K, Matsuo K, Ueoka H, Kiura K, Tabata M, Tanimoto.M. Me;ta-analysis of randomized
clinical trials comparing Cisplatin to Carboplatin in patients with advanced non-small-cell lung
cancer. J Clin Oncol. 2004 Oct 1;22(19):3852-9. |
11 Oza'wa Y, Towatari M, Tsuzuki S, Hayakawa F, Maeda T, Miyata Y, Tanimoto M, Saito H.
Histone deacetylase 3 associates with and represses the transcriptioh factor GATA-2. Blood. 2001
Oct 1;98(7):2116-23. -
12: Kuno Y, Abe A, Eml N, Ilda M, Yokozawa T, Towatan M, Tanimoto.M, Saito H. Constitutive
kinase activation of the TEL- Syk fusion gene in myelodysplastic syndrome with t(9; 12)(q22,p12)
Blood. 2001 Feb 15;97(4):1050-5. ‘ o '
13;-Ohno R, Miyawaki S, Hatake f{, Kuriyama K, Saito K, Kanamaru A, Kobayashi T, Kodera Y,
Nishikewa K, Matsuda S, Yamada O, Omoto -E, Takeyama H, Tsukuda K, Asou N, Tanimoto M,

62

85



86

Shiozaki H, Tomonaga M, Masacka T, Miura Y, Takaku F, Ohashi Y, Motoyoshi K. Human urinary
macrophage col.ony-stimulating factor reduces the incidence and duration of febrile neutropenia

and shortens the period required to finish three courses. of intensive consolidation therapy in acute

. myeloid leukemia: a double-blind controlled 'study J Clin Oncol. 1997 Aug;15(8):2954-65.

14: Kobayash1 T, Miyawaki S, Tanimoto M, Kuriyama K, Murakami H, Yoshida M, Minami S,
Minato K, Tsubakl K, Ohmoto E, Oh H, Jinnai I, Sakamaki H, Hiraoka A, Kanamaru A Takahashi

I, Saito K, Naoe T, Yamada O, Asou N, Kageyama S, Emi N, Matsuoka A, Tomonaga M, Ohno R, et ‘
al. Randomized trials between behenoyl cytarabine ah_d cytérabine in combination induction and

consolidation therapy, and with or without ubenimex after maintenance/intensification therapy in

‘adul't acute myeloid leukemia. The Japan Leukemia Study Group J Clin Oncol.

1996Jan;14(1):204-13. |
15: Abe A, Emi N, Tanimoto M, Terasaki H, Marunouchi T, Saito H. Fusion of the platelet-derived
growth factor receptor beta to a novel gene CEV14 in acute myeiogendus leukemia after clonal
evolution. Blood. 1997 Dec 1;90(11):4271-7. ‘ |
16: Iijima N, Mlyamura K, Itou T, Tanimoto M, Sobue R, Sa1to H. Functional expression of Fas
(CD95) in acute myelmd leukemia cells in the context of CD34 and CD38 expression: possible
correlation with sensitivity to chemotherapy. Blood. 1997 Dec 15;90(12):4901-9. . )
17: Iida H, Towatari M, Tanimoto M, Morishita Y, Kodera Y, Saito H. Overexpressioﬁ of eyclin B
in acuté myelogenous leukemia. Blood. 1997 No;\r 1;90(9):3707-13. -
18: Kanamaru A, Takemoto Y, Tanimoto M, Murakami H, Asou N, Kobayashi T, Kuriyama K,
Ohmoto E, Sakamaki H, Téubaki K, et bal. Alll-trans retinoic acid for the treatment of newly
diagnosed acute promyelocytic leukemia. Japan Adult Leukemia Study Group. Blood. 19‘95 Mar
1; 85(5) 1202-6.
19: Miyamura K, Tanlmoto M, Morishima Y, Horibe K, Yamamoto K, Akatsuka M, Kodera Y, Konma
S, Matsuyama K, Hirabayashi N, et al. Detect1on of Philadelphia chrpmosome posn:lve acute
lymphoblastic leukemia by polymerase chain reaction: possible eradication of minimal residual
disease by marrow transplantation. Blood. 1992 Mar 1;79(5):1366-70. :

20: Mivamura K, Morishima Y, Tanimoto M, Saito H _Kojima S, Kodera Y, Mizutani 3. Prediction

of clinical relapse after bone-marrow transplantation by PCR for Phlladelphla p031t1ve acute

lymphoblastic leukaenia. Lancet. 1990 Oct 6;336 (8719): 890

10) AR
WE :
ER7E3E BUAFERREE
CERTEAR - BILKEEFTHESBENAR. KEREZFERAY
R8T A aﬁﬂmvwrﬁ;—a B R
FRLI0F7A @R R
TR 13448 lﬁmjt%l:%ﬁfﬁﬁﬁ)ﬁfﬁm HARRER
SERGI34ETA  EILTFRFER MR

63



o

ﬁﬁ}?‘,14$5ﬂ K E Oregon Health & Science jt?\ Dotter In-terveﬁtional'Institute\
' Research Fellow - | |
FE165F4H RILKRFEFMHERD BIQHV%—H:E
FrL184E8HA  FREPRFEE HMHAKBRE
FRE19F9A ML KRFEEFE- B R T B e R B)J%I
Trk 2l F4R  BILKEREERER 8%
FR24®4A  BILKEHERERE #6
eS| | | |
Hiraki, T., Kanazawa, S., Mimura, H., Yasui, K., Tanaka, A., Dendo, S., Yoshimura, K., Hiraki,

Y. : Altered hemodynamics in the liver caused by temporary occlusion of the hepatic vein:

-evaluation with Doppler ultrasonography in 14 patients. Radiology., 220:357-364, 2001,

Schoder., M., Pavcnik, D., Uchida, B.T., Cotless, C,, Timmermans, HA., Yin, Q.',
Brountzos, E., Nakata, M., Hiraki, T., Niyyati, M., Keller, FS., Résch, J. : Small intestinal .

submucosa aneurysm sac embolization for endoleak prevention after abdominal aortic aneurysm
endegrafting: a pilot study in sheep. J Vasc Interv Radiol., 15:69-83, 2004.
Pavcenik, D., Kaufman, J.' Uchida, B.T., Correa, L., Hiraki, T., Kyu, SC., Keller, F.S., Résch, J. :

Second generation percutaneous blOpl’OStthlC venous valve: a short-term study in sheep. J Vasc

Surg 40:1223-1227, 2004.
Hiraki. T., Yasui, K., Mlmura H., Gobara, H., Mukai, T., Hase, S. Fujlwara H., Tajm N,

Naomoto Y., Yamatsuji, T., Shirakawa, Y., Asami, S., Nakatsuka, H., Hanazaki, M Morita, K.,
Tanaka, N., Kanazawa, S. : Radiofrequency ablation of mediastinal metastatic lymph nodes during
cdoling and temperature monitoring of thetracheal mucosa to prevent thermal tracheal damage:
initial experlence Radiology., 237:1068- 1074 2005. .

Hiraki, T., Tajiri, N., Mimura, H., Yasui, K., Gobara, H., Mukai, T., Hase, S., Fujiwara, H. Iguch1

T., Sano, Y., Shimizu, N., Kanazawa, S. : Pneumothorax, pleural effusion and chest tube placement

after radiofrequency ablatlon of lung tumors incidence and risk factors. Radiolo gy., 241: 275 283,

2006.

-Hiraki, T., Gobara, H.; Sakurai, J., Mimura, H., Mukai, T., Hase, S., Iguchi, T., Fujiwara, H., Tajiri,
N, Yanai, H., Yoshino, T., Kahazawa, S. : Radiofrequency ablation of normal lungs after
pulmonary artery embo‘lization with use of degradable starch microspher'es: results in a porcine

model. J Vasc Interv Radiol., 17:1991-1998, 2006.

Hiraki, T., Sakurai, J.; Tsuda, T., Gobara; H., Sano, Y., Mukai, T., Hase, S., Iguchi, T., Date, H.,
Kanazawa, S. : Risk factors for local progression after percutaneous radiofrequency ablation of
lung tumors: evaluation based on a preliminary review of 342 tumors.

Cancer.,107: 2873 2880 2006

Iguchi, T., Hiraki, T., Gobara, H., Mimura, H., Fujiwara, H., Ta_]lrl N., Sakurai, J., Yasui, K.,
Date H., Kanazawa S. : Percutaneous radiofrequency ablation of lung tumors close to the heart

or aorta: evaluation of safety and effeetlveness. J Vasc Interv Radlol.,l& 733-740, 2007

64

87



88

11.

12.

13.

14.

15.

16.

17.

18.

19.
~ Single Application of Radiofrequency Ablation of Small Lung Metastases with a 2-cm

20.

Sano, Y., Kanazawa,S., Gobara, H., Mukai, T., Hirak_i T., Hase, S., Toyooka, S., Aoe, M., Date,

H. : Feasibility of percutaneous radiofrequency ablation for intrathoracic malignancies: a large
'single-center experience. Cancer.,109:1397-1405, 2007 '
Hiraki, T., Fujiwara, H., Sakurai, J., Iguchi, T., Gobara, H., Tajiri, N., Mimura, H., Kanazawa, S.:

Nonfatal systemic air embolism complicating percutaneous CT-guided transthoracic needle

~ biopsy: four cases from a single institution. Chest., 132:684-690, 2007

Hiraki, T., Gobara, H., Iishi, T., Sano, Y. Iguchl T., Fujiwara, H., Tajiri, N., Sakurai, J., Date, H.,

Mimura, H., Kanazawa, S. : Percutaneous radiofrequency ablation for pulmonary metastases from

| colorectal cancer: midterm results in 27 patients. J Vasc Interv Radiol., 18:1264-1269, 2007

Hiraki, T., Gebara, H., Iishi, T., Sano, Y., Iguchi, T, Fujiwafa,-H., Tajiri, N., Sakurai, 1, Déte, H.,

Mimura, H., Kanazawa, S.: Percutaneous radiofrequency ablation for clinical stage I non-small
cell lung cancer: results in 20 nonsurgical candidates. J Thorac Cardiovasc Surg., 134:1306-1312,

2007 ‘ o 4
Hiraki, T., Mimura, H., Gobara, H., Sano, Y:, Fujiwara, H., Date, H., Kanazawa, S. : Repeat

radiofrequency ablation for local progression of lung tumors: does it have a role in local tumor
control? J Vasc Interv Radiol., 19:706-711, 2008 .

Hiraki, T., Gobara, H., Mimura, H., Sano, Y., Kanazawa, S.: Percutaneous radiofrequency -
ablation oflung cancer. Lancet Oncol., 9:604-605, 2008 ' ' |
Hiraki, T., Gobara, H., Mimura, H., Sano, Y., Tsuda, T., Iguchi, T., Fujiwara, H., Kishi, R., Matsul,

Y., Kanazawa, S. : Does tumor type affect local control by radlofrequency ablation in the lungs?

Eur J Radiol., 74:136-141, 2010
Hiraki T., Mimura, H., Gobara, H., Iguchi, T., Fujiwara, H., Sakurai, J., Mafcsui, Y., Inoue, D.,

Toyooka, S., Sano, Y., Kanazawa, S. : CT fluoroscopy-guided biopsy of 1000 pulmonary lesions
performed with 20- gauge coaxial cutting needles: diagnostic yield and risk factors for |
diagnostic failure. Chest.,136:1612-1617, 2009

Mimura, H., Fujiwara, H., Hiraki., T., Gobara, H., Mukai, T., Hyodo T Iguch1 T, Yasul K.,

Kimata, Y., Kanazawa, S.: Polidocanol sclero\therapy for painful venous malformations:
evaluation of safety and efficacy in pain relief. Eur Radiol., 19:2474-2480, 2009
Sano, Y., Date, H., Toyooka, S., Oto, T., Yamane, M., Hiraki, T., Gobara, H., Mimura, H.,

Kanazawa, S.: Percutaneous computed tomography-guided lung biopsy and pleural dissemination:
-an assessment by intraoperative pleural lavage cytology. Cancer., 115:5526-5533, 2009
Sakurai, J., Hiraki, T., Mimura, H., Gobara, H., Fujiwar, H., Tajiri, N., Sano, Y, Kanazawa, S.:

Expandable Electrode: Determination of Favorable Responders. J Vasc Interv Radiol., 21:231-236,

2010 . v
Hiraki, T., Mimura, H., Gobara; H., Shibamoto, K., Inoue, D., Matsui, Y., Kanazawa, S.:

Incidence of and risk factors for pneumothorax and chest tube placement after CT

fluoroscopy-guided percutaneous lung biopsy: .retro'spective analysis of the procedures conducted

_over a 9-year period. AJR Am J Roentgenol., 194:809-814,.2010

65



1) mEER
W
FERIEIH  FUKRESREE . :
FR3IELH MURFERTHBRERHBERAR k%hE%ﬁnﬂl%
CFR3ETH  RERRFER '
THRS5FETH EJ&thm%ﬁﬂ .
FRTEIA MUKFRERELHERET
PRTELR  HEREBSRR
YRIFE4LH ﬁ%mVUYE%HWﬁﬂ o
FRl6E48 BMUKRFEEZR - BFHHBERERSRE B%
T2 144 A HMk%ﬁhﬁ%ﬁﬂ B % |
PR23EAA RUIKEREHARE W
S o | o
1. Iguchi, T.; Hiraki, T.,. Gobara H., Mimura, H., Mukai, T., Hase, S, Fujiwara,H.,. Tajiri, N.,

" Kanazawa, S.:Transsternal .Approach for Computed Tomography-guided Percutaneous
Radlofrequency Ablation of a Solitary Lung Metastasis. J Vasc Interv Radiol. 17:184-185;
2006 _ - , . |

2 | Hiraki, T., Sakurai, J., Gobara, H. ‘Kawamoto H., Mukai T., Hase, S,, Iguchi, - T., Fujiwara,

"H., Tajiri, N., Shiratori,Y., Kanazawa, S.:Sloughing of Intraductal Tumor Thrombus of
Hepatocellular Carcinoma after Transcatheter Chemoembolization Causmg Obstructive Jaundice -
and Acute Pancreatltls J Vasc Interv Radiol. 17:583-585, 2006 ’

3. H1rak1 T., Sakurai, J.; Tsuda, T., Gobara H Sano, Y., Mukai, T Hase, . , Iguchi, T., Date, H.,

Kanazawa S.:Risk factors for local progressmn after percutaneous radiofrequency ablation of
lung tumors: evaluatlon based on a'preliminary review of 342 tumors. Cancer. ,107:2873- 2880
2006 A

4. Mukai, T, Sato S Iguchi, T., Mimura, H Yasu1 K., Gobara H., Saika, T. ;Nasu,Y., Kumon H.,

Kanazawa, S. Effects of Radlofrequency Ablation on Individual Renal Function: Assessment by
Technet1um4-99m'Mercaptoacetyltrlglycme Renal Scintigraphy. Acta Med Okayama., 60:85-91,
2006 | ' | |

5. H1rak1 T., Gobara H., Takemoto, M., Mlmura H., Mukai, T Himei, K., Hase,S., Iguchl

Fujiwara, H., Yagi,T., Tanaka,N., Kanazawa, S.:Percutaneous Radlofrequency Ablation Combined
" with Previous Bronchial Arterial Chemoembolization and Followed by Radiation Therapy for

Pulmonary Metastasis from Hepatocellular Carcinoma. J Vasc Interv Radiol.,17:1189-1193,
12006 o ' *

6.  Hiraki, T., Tajiri, N., Mimura, H., Yasui, K., Gobara, H., Mukai, T., Hase, S.,Fujiwara, H., Iguchi, .

T., Sano, Y., Shimizu,N., Kanazawa, S. 'Pneumothoféx Pleural Effusion and Chest Tube Placement
after Radiofrequency Ablation of Lung Tumors: Incidence and Risk Factors. Radlology, 241:
275-283,2006 '

66



90

10.

11.

12.

13.

14.

15.

Hiraki, T., prara H., Sakurai,-J., Mimura, H., Mukai, T., Hase, S, Iguchi,T., Fujiwara, H.,

Tajiri, N., Yanai, H., Yoshino, T., Kanazawa, S.:R?diofrequency Ablation of Normal Lungs after
Pulmonary Arfery Embolization with Use of Degradable Stafch Microspheres: Results in a
Porcine Model. J Vasc Inter Radiol.,17:1991-1998, 2006

Sakurai, J., Hiraki, T.’, Mimura, H., Yasui, K., Gobara, H., Hase, S., Fujiwara, H., Iguchi, T., Tajiri,

N., Aoe, M.; Sano, Y., Date, H., Kanazawa, S.:Intractable Pneumothorax Due to Bronchopleural
Fistula after Radiofrequency Ablation of Lung Tumors. J Vasc Interv Radiol.,18:141-145, 2007
Sano, Y., Kanazawa, S., Gobara, H., Mukai, T., Hiraki, T., Hase, S., Toyooka, S, Aoe M, Date,

H.:Feasibility of Percutaneous Radiofrequency Ablation for Intrathoracic Malignancies. A Large
Single-Center Experience. CANCER 109:1397-14035, 2007
Iguchi, T., Hiraki, T., Gobara, H., Mimura, H., Fujiwara, H. Ta31r1 N., Sakurai, J., Yasui, K.,

Date, H.f Kanazawa, S.:Percutaneous radiofrequency ablation of lung tumors close to the heart or
aorta: evaluation of safety and effectiveness. J Vasc Interv Radiol. 18:733-740, 2007
Mukai, T., Mimura, H., Gobara, H., Takemoto, M., Himei, K., ' Hiraki, T., Hase, S., Fujiwara,

H., Iguchi, T., Tajiri, N., Sakurai, J., Yasui, K., Sano, Y., Date, H., Kanazawa, S_.:Radiofrequenéy
Ablation Followed by Radiation Therapy for Large Primary Lung ’fumors. Acta Med Qkayama;
61:177-180, 2007 "
Iguchi, T., Hiraki, T., Gobara, H., Mukai, T., Hase, S., Fujiwara, H., Tajiri, N., Sakurai, J,,

Mimura,H., Saika, T., Kumon, H., Kanazawa, S.:Trénshepatic Approach forPercutaneous

Computed-Tomography-Guided Radiofrequency Ablation of Renal Cell Carcinoma. Cardiovasc
Intervent Radiol. 30:765-769, 2007 . ‘
Hiraki, T., Fujiwara, H., Sakurai, J Iguch1 T., Gobara, H., Tajiri, N Mimura, H., Kanazawa,

. S.:Nonfatal Systemic Air Embohsm Complicating Percutaneous CT-Guided Transthoracic Needle

Biopsy: Four Cases From a Single Institution. CHEST., 132(2):684-690, 2007
Hiraki, T., Gobara, H., Iishi T, Sano, Y., Iguchi, T, Fujiwar‘a, H., Tajiri;_ N., Sakurai, J., Date, H.,

Mimura, H., Kanazawa, S.:Percutaneous Radiofrequency Ablation for Pulﬁlonary Metastases
from Colorectal Cancer: Midterm Results in 27 Patients. J Vasc Interv Radiol.,'18:1264—1269',
2007

Hiraki, T., Gobara, H., Iishi T,Sano, Y., Iguchl T., Fu_]lwara H.; Tajiri, N., Sakural J., Date, H.,

. Mimura, H., Kanazawa, S.:Percutaneous radiofrequency ablation for chmcal stage I non-small

cell luné cancer: Results in nonsurgical candidates. J Thorac Cardiovasc Surg.,134:1306-1312,

- 2007

16..

- Sakurai, I., Aoe M, Sano, Y., Date, H., Kanazawa, S.: Measurement of Pleural Temperature

17.

Tajm N., Hiraki, T Mimura, H., Gobara, H., Muka1 T., Hase, S., Fu_]lwara H., Iguchi, T,

During Radiofrequency Ablation of Lung Tumors to Investigate Its Relationship t;) Occurrence of

Pneumothorax or Pleural Effusion. Cardiovasc Intervent Radiol., 31:581-586, 2008

Sano, Y., Kanazawa, S., Mimura, H., Gobara H., Hiraki, T., Fujiwara, H., Yamane, M., Toyogka,
S, Oto, T., Date, H.:A Novel Strategy for Treatment of Metastatic Pulmonary Tumors:
Radiofrequenéy Ablatioh in Conjunction with Surgery. J Thorac Oncol. ,3:283-288, 2008

67



18.

19

20.

21.

22,

.23,

S 24

25.

27.

- 28

29.

30.

Iguch1 T., Yasui, K., leakl T Gobara, H., Mlmura H., Sato, S., Fujiwara, H., Yano, ‘A.,

Doihara, H., Kanazawa S.:Radiofrequency Ablatlon -of Functioning Lung Metastases from
Parathyroid Carcinoma. J Vasc Interv Radiol.,19:462-464,2008
Hiraki, T., Mimura, H., Gobara, H., Sano, Y., Fujiwara, H., Date, H., Kanazawa, S.:Repeqt

radiefrequency ablation for local progression of lung tumors: does it have a role in local tumor
control? J Vasc Interv Radiol,, 19:706-711, 2008
Otani H, Toyooka, S, Soh, J., Yamamoto, H., Suehisa, H.,  Kobayashi, N., Gobara, H.

Mimura, H., Kiura, K., Sano, Y., Kanazawa, S., Date, H. 'Detection of EGFR gene mutations

using the wash fluid of CT-guided blopsy needle in NSCLC patlents J Thorac Oncol., 3:472-476, .

2008 ‘
Hiraki,T.,Gobara, H. Mimura, H., Sano, Y., Kanazﬁwa, S.:Percutaneous ‘radiofrequency ablation
of lung cancer. Lancet Oncol., 9:604-605, 2008

Hiraki, T., Mimura, H:, Gobara, H., Sano, Y Fujlwara H., Iguchi, T., Sakurai,J., KlShl

‘7

Kanazawa S. Two Cases of Needle-Tract Seedmg after Percutaneous Radmfrequency Ablatlon

‘for Lung Cancer. J Vasc Interv Radiol.,20:415-418, 2009

Iishi, T., Hiraki, T., Mimura, H., Gobara, H., Kurose,T., Fujiwara, H., Sakural J.,Yanai,H.,

Yoshino, T., Kanazawa, S. :Infusion of hypertonic sahne into the lung parenchma durmg'

radlofrequency ablation of  the lungs with multltl_ned expandable eleetrodes: results using a
porcine model. Acta Med Okayama., 63:137-144, 2009 '
Hiraki, T., Mimura, H., Gobara, H. Fujiwara, H., Iguchi, T., Sakurai, J., Norikane S, Kato K,

KanazaWa, S.:Pulmonary Edema as a Complication of Transcatheter Embolization of Renal

‘Angiomyolipoma in a Patient with Pulmonary Lymphangioleiomyomatosis Due to Tuberous

Sclerosis Complex J Vasc Interv Rad101 20:819-823, 2009

M1yosh1 K., Toyooka, S, Gobara, H., Oto, T., Mxmura H., Sano, Y., Kanazawa, S., Date,

H.:Clinical outcomes of short hook wire and suture marking system in thoracoscopic resection for

- pulmonary nodules. Eur. J. Cardio-Thorac. Surg.,'36':378-382,v2009
26.

Hiraki, T., Gobara, H. Mimura, H., Yagi T, Sano, Y., Tanaka N, Kanazawa, S.:Long-term

survival after radiofrequency ablation for pulmonary metastasis from hepatocellular carcinoma:.
_report of two cases. J Vasc Interv Radiol., 20:1106-1107, 200§

Hiraki, T., Mimura, H., Gobara, H., Iguchi, T., Fujiwara, H., Sakurai, J.,. Matsui, Y., Inoue, 'D.',

Toyooka, S, Sano, Y., Kanazawa, S.:CT Fluordscopy-Guided Biopsy of 1,000 Pulmonary Lésions
Performed With 20-Gauge Coaxial Cuttlng Needles: Diagnostic Yield and Risk’ Factors for
Diagnostic Failure. Chest., 136: 1612- 1617, 2009

Fujiwara, H., Gobara, H., Mimura, H., Hiraki, T., Iguchi, T, Kanazawa,' S.:Sclerotherapy for ‘

peribiliary cysts accompanied by biliary stenosis.: J Vasc In'terv Radiol. 20:1644-1645, 2009
Hiraki, T., Gobara, H., Mimura, H., Sano, Y., Takigawa, N., Tanaka, T., Kanazawa S.:

Aspergilloma in a cavity formed after percutaneous radiofrequency ablation for lung cancer. J
Vasc Interv Radiol., 20:1499-1500, 2009
Sano, Y Date, H., Toyooka, S, Oto T., Yamane, M., H1rak1 T., Gobara, H. Mlmura H.,

68-

91



92

. Karnazawa, S.:Percutaneous computed tomography-guided lung biopsy and pleural dissemination:

an assessment by intraoperative pleural lavage cytology. Cancer.,1 15‘:5526-5533,. 2009 _
Hiraki, T.,Gobara.H., Mimura, H., Sano; Y., Tsuda, T., Iguchi, T., Fujiwara, H., Kishi,R. Matsui,

31.
' Y., Kanazawa, S.:Does tumor type affect local control by radiofrequehcy ablation in the lungs?
Eur J Radiol.,74 : 136-141, 2010
32. Sakurai,J .,Mimura,H.,beara H.,,Hiraki,T.,Kanazawa,S.:Pulmonafy Artery Pseudoaneurysm
Related to Radiofrequency Ablation of Lung Tumor. Cardiovasc Intervent Radiol., 33 : 413-416,
2010 ‘ '
33, Hiraki, T., Mimura, H., Gobara, H., Shibamoto, K., Inoue, D., Mgtsui_, Y., Kanazawa, S.:Incidence
of and risk factors for pneumothorax and chest tube placement after CT fluoroscopy-guided
peréutaneous lung biopsy: retrospective énaly_sis of the procedures conducted over a 9.-year
period. AJR Am J Roentgenol.,194:809-814,2010 “ ‘ \
34, Sakurai; J., Hiraki, T., Mimura, H., Gobara, H., Fujiwar H, Tajiri, N., Sano, Y., Kanazawa,
S.:Single Application of Radiofrequency Ablation of Small Lung Metastases with a 2-cm ,
Expandable Electrode: Determination of Favérable Responders. J Vasc Interv Radiol.,21:231-236, .
2010 . ‘
35. Hiraki, T., Gob‘ara H., Mimura, H., Sano; Y., Toyooka, S, Shib?moto, K.>, Kishi, ’R., Uka, M.,
Kanazawa, S.:Brachial nerve injury caused by perc'utaneous radiofrequency ablation of apical
. lung cancer: a report of four cases. J Vasc Interv Radiol. 21 -1129-1133, 2010
36 . Hiraki, T., Inai, R., Mimura, H,, Gobara H., Shibamoto, K., Kishi, R., Uka, M., Kanazawa
S. Pneumoperlcardmm asa comphcatlon of CT-guided lung biopsy. J Vasc Interv Radiol.,
1136-1138, 2010 '
1) &% A
Fi
WIS 6430  MILAEESEE
5 644 HA ﬁiﬂlﬁi)\}u’z/y 993 5 15 S i 22 T R
A6 1E3A EFELDE .
BA6 LEAR  ABEARLY Y —HERE |
TR 1 2A  KEFFYRAKEMD T V¥ —Y L BtEL -
FH34 1A TR LK 3 I 2 R B T B A AR
Erk44 4 A B L K BE 22 BR P R e i S 4 B Bh
TR 1048 - HEILKFEZEIRMBRE P REIFRE BAE - #E
¥Rkl 34 A ML KZERFEREHZRAFER BER
Tl 6448 RMUK¥ERFREEFBATEN #ig
¥R 1 7F4R IR FRFREHELZREMFAR B8R
E 3 : _ S
I Iguchi, T., Hiraki, T., Gobara, H., Mimura, H., Mukai, ‘T., Hase, S., Fujiwara,
H, = Tajiri, N, Kanazawa, S. :Transsternal  Approach” for  Computed
69



10,

Tombgraphy—guided Percutaneous Radiofrequenby' Ablation of a Solitary Lung
Metastasis., ] Vasc Interv Radiol., 1:184-185, 2006 , :

Hiraki, T., Sakurai, J., Tsuda, T., Gobara, H., Samo, V., Mukai, T.. Hase, S.,
Iguchi, T., Date, H., Kanmazawa, S.:Risk factors for local progression after
percutaneous radiofrequency ablation of lung tumors: evaluation based on a
preliminary review of 342 tumors. , Cancer 107:2873-2880, 2006 '

Iguchi, T., Mimura, H, Yasui, K., Gobara, H., Saika,T.r.Nasu, Y., Kumon, H.,
Kanazawa, S.:Effects - of Radiofrequency Ablation on Individual Renal Function:
Assessment by Technetium-99m- Mercaptoacetyltriglycine Remal Scintigraphy.
Mukai, T., Sato, S., Acta Med Okayama., 60:85-91, 2006

Fujiwara, 1., Tanaka, N., ‘Kanazawa, S.. Ohtani, S.,- Saijo, Y., Nukiwa, T...
Yoshimura, K., Sato, T., Eto, Y., Sunil Chada, Nakamura, -H., Kato,
H :Multicenter Phase I Study of Repeated Intratumoral Dellvery of Adenoviral
p53 in Patients With Advanced Non-Small-Cell Lung Cancer. , I Clin Oncol.,
24:1689-1699, 2006 . , - :

Hiraki, T., Gobara, H, Takemoto, M., Mimura, H., Mukai, T., Himei, K., Hase,

S., lguchi, T., Fujiwara, H., Yagi, T.. Tanaka,_N.,'Kanazawa, S. :Percutaneous

- Radiofrequency  Ablation -Combined with PreVious' Bronchial  Arterial

Chemoembolization and Followed by Radlatlon Therapy for Pulmonary Metastas1s'
from Hepatocellular Carcinoma., ] Vasc Intery Radiol:, 17:1189- 1193 2006 -

Hiraki, T., Tajiri, N., Mlmura,,Hr, Yasui, K., Gobara, H., Muka1 T., Hase, S.,
Fujiwara, H.,  Ieuchi, T., Sano, Y., Shimizu N, Kanazawa, §.:Pneumothorax,
Pleural Effusion and Chest Tube Placement after Radiofrequency Ablation of Lung
Tumors: Incidence and Risk Factors., Radiology., 241:275-283, 2006

Hiraki, T.; Gobara, H., Sakurai, I., Mimura, H., Mukai, T., Hase, S., Iguchi,
T., Fujiwara, H, Tajiri, N, Yamai, H, Yoshino, T., Kanazava,
S. :Radiofrequency  Ablation of - Normal Lungs ‘after = Pulmonary Artery
Embolization with Use of Degradable Starch Micfospheres: Results in a Porcine
Model., J Vasc Imterv Radiol. , 17:1991-1998, 2006

Sakurai, J.; Hiraki, T., Mimura, H., Yasui, K,.Gobara, H., Hase, S., Fujiwara,
., Iguchi, T., Tajiri, N., | Aoe, M., -Samo, VY., Date, H., Kanazawa,
S..:Intractable  Pneumothorax  Due to Bronchdpleural Fistula = after
Radiofrequency Ablation of Lung Tumors. I Vasc Imterv Radiol., 18:141-145 2007 =~ °
Yanakado, K., Hase, S., Matsuoka, T., Tanigawa, N., Nakatsuka, A., Takaki, H.,
Takao, M., Inoue, Y., Kanazawa, S., Inoue, Y., Sawada, S., Kusunoki, M., Takeda,
K. :Radiofrequency Ablation for the Treatment of Uﬁreséctable Lung Metastases
in Patients with Colorectal Cancer: A Multicenter Study in Japan., ] Vasc Interv

" Radiol., 18:393-398, 2007

Sano, Y., Kanazawa, S.,7Gobar& H., Mukai,'T.,-Hiraki; T;, Hase, S., Tovooka,
70

93



94

11.

12.

18

14,

15.

16.

17.
- H., Yano, A, Doihara, H., Kanazawa, S.:Radiofrequency Ablation of Functioning

18.

19.

20.

S., Aoe, M., Date, H.:Feasibility of'Percutaneous Radiofrequéncy Ablation for

Intrathoracic Malignancies. A Large Single-Center Experience., CANCER.,
109:1397-1405, 2007 L o

lguchi, T., Hiraki, T., Gobara, H., Mimura, H., Fujiwara, H., Tajiri, N., Sakurai
., Yasui, K., Date, H, Kapazawa, - S.:Percutaneous radiofrequency ablation'of’

lung tumors close to the heart or aorta: evaluation of safety and effectiveness.

J Vasc Interv Radiol., 18:733-740, 2007
Mukai, T., Mimura, H., "Gobara, H., Takemoto, M., Himei, K., Hiraki, T., Hase,

S., Fujiwara, H., Iguchi, T., Tajiri, N., Sakurai, J., Yasui, K., Sano, Y., Date

H., Kanazawa, S. :Radiofrequency Ablation Followed by Radiation Therapy for
Large Primary Lung Tumors.,Acta Med Okayama., 61:177-180, 2007 “

Iguchi, ‘T., Hiraki, T., Gobara, H, Mukai, T., Hase, S., Fujiwara, H., Tajiri,
N., Sakurai, J., Mimura, H.. Saika, T., Kumon, H., Kanazawa, S. :Transhepatic

4 Approach for Percutaneous Computed-Tomography-Guided Radiofrequency Ablation -

of Renal Cell Carcinoma. Cardiovasc Intervent Radiol., 30:765-769, 2007
Hiraki, 1., Gobara, H., lishi, T., Samo, Y., Iguchi, T., Fujiwara, H., Tajiri,
N.. Sakurai, J., Date, H, Mimura, H., Kanazawa,_ S.:Percutaneous Radiofrequency
Ablation for Pulmomary Metastases from- Colorectal Cancer: Midtern Results in
27 Patients. J Vasc Interv Radiol., 18:1264-1269, 2007

Tajiri, N., Hiraki, T., Mimura, H.,AGobara. H., Mukai, T., Hase, S., Fujiwara,
H., lguchi, T.,Sakurai, J., Aoe, M, Samo, Y., Date, ‘H., .Kanazawa, S.:
Measurement of Pleural Temperature During Radiofrequency Ablation of Lung
Tumors to Investigate Its Relatiomship to Occurrence of Pﬁeumothorax or Pleural
Effusion. Cardiovasc Intervent Radiol., 31:581-586, 2008

Sano, Y., Kanazawa, S., Mimura, ‘H., Gobara, H., Hiraki, T., Fujiwara,'H.. Yamane
M., Toyooka, S., Oto, T., Date, H. :A Novel Strategy for Treatment of Metastatic
Pulmonary Tumors: Radiofrequency Ablation in Conjunction with Surgery. I Thorac
Oncol., 3:283-288, 2008 | |

lguchi, 1., Yasui, K., Hiraki, T., Gobara, H., Mimura, H, Sato, S., Fujiwara,

Lung Métastases from Parathyroid Carcinoma.- J Vasc Interv Radiol., 19:462-464,
2008 | | |

Hiraki, T., Mimura, H., Gobara, H., Samo, Y., Fujiwara, H., Date.‘H., Kanazava,
S. :Repeat radiofrequency ablation for local progression of lung tumors: does
it have a role in local tumor control? J Vasc Interv Radiol., 19:706-711, 2008
Hiraki,. T., Gobara, H, Mimura, H., Sano, Y., Kanazavwa, S. :Percutaneous .
radiofrequency ablation of lung cancer. Lancet Oncol., 9:604-605, 2008 _'
Hiraki, T., Mimura, H., Gobara, H., Samo, Y., Fujiwara, H., lguchi, T., Sakurai,
J., -Kishi, R, Kanazawa, S.:Two Cases of Needle-Tract Seeding after

71



21.

22.

23.

4

25.

26.

21.

28.

29.

o 30

‘Percutaneous Radiofrequency Ablation for Lung Cancer. ] Vasé Interv Radiol.,

20:415-418, 2009

Iishi, T., Hiraki, T., Mimura, H, Gobar&, H., Kurose, T., Fujiwara, H., Sakurai
J., Yanai, H., Yoshino, T., . Kanazawa, S.;Infﬁsion of hypertonic $aline into
the lung parenchma during radiofrequency ablation of the lungs.with‘multitined

expandable electrodes: results using a porcine model. Acté Med Okavama., 63

:137-144, 2009
Hiraki, T., Gobara, H, Mimura, H, Yagi, T., Sano, Y., Tanaka, N., Kanazava,

* S.:Long-term survival after radiofrequency ablation for pulmonary metastasis

from hepatocellular carcinoma: report of two cases. J Vasc. Interv
Radiol..20:1106—1107.\2009
Soga,N., Yamakado, K., Gobara, H., Takaki,H., Hiraki, T., Yamada T., Arima K.,

Takeda, K., Kanmazawa, S., Sugimura, Y. :Percutaneous radiofrequency ablation for-
unresectable pulmonary metastases from remal cell carcinoma.” BJU Int.,

104:790-794, 2009

Iguchi, T., Yoshioka T., Muro, M., Miyasho K, Inoue, D., Hiraki, T., Kanazawa,

S. :Systemic air embolism during preoperative pulmonary marking withv a short
hook wire and suture system--under CT fluoroscopy guidance. Jpn J Radiol.,
27:385-388, 2009 , . |

Hiraki, T., Mimura, H., Gobaré,‘H., Iguchi, 1., Fujiwara, H., Sakurai, J., Matsui
Y,.inoue-D, Toyooka, S., Samo, Y., Kanazawa, S.:CT Fluoroscopy¥Guided Biopsy

"of 1,000 Pulmonary Lesions ‘Performed With 20-Gauge Coaxial Cutting Needles:

Diagnostic Yield and Risk Factors for Diagnostic Failure. Chest., 136:
1612-1617, 2009 - o . , o
Fujiwara, H., Gobara, H., Mimura, H., Hiraki, T., Iguchi, T., Kanazawa, §. :_

~Sclerotherapy for peribiliary cysts accompanied by biliary stenosis. [ Vasc Interv

Radiol., 20:1644-1645 2009 A ~ ‘ -

s
Hiraki, T., Gobara, H., Mimura, H, Sano, Y., Takigawa, N., Tanaka, T., Kaﬁazawm
§,:Asp¢rgil]oma in a-cavity formed after percutaneous radiofreduency ablation
for lung cancer. J Vasc Interv Radiol., 20:1499-1500, 2009 o
Samo, Y., Date, H., Toyooka, §., Oto, T., Yamane, M., Hiraki, T., Gobara, H
Mimura; H., Kanazawa, S. :Percutaneous computed tomography-guided lung biopsy

and ‘pleural dissemination: an assessment by intraoperative pleural lavage

“cytology. Cancer., 115:5526-5533, 2009

Hiraki, T. , Gobara, H., Mimura, H., Sano, Y., Tsuda, T., Iéuchi;'T., Fujiwaf&

B, Kishi,- R, Matsui, Y., KanazaWa} S. :Does tumor type affect local comtrol

by radiofrequency ablation in the lungS? Eur J Radiol., 74:136—141;-2010
Nakamura, K., -Kodama, I., Okumura, Y., Hongo, A., Kanazawa, S., Hiramatsu, Y.':The
»SUVﬁax of 18F-FDG PET Correlates With Histological Grade in Endometrial Cancer.

72

95



96

.31

Int J Gynecol Cancer., 20:110-115, 2010
Iguchi, T., Yabushita, K.. Sakaguchi, K., Hosova, 1., Imoue, D., Mimura, H.,

31
‘Kanazawa, S.:Percutaneous transhepatic sclerotherapy for bleeding ileal 'varices

‘associated with portal hypertension and previous abdominal surgery. Jpn J
Radiol., 28:169-172, 2010 ‘ ‘

32. Sakurai, J., Akaki, S., Yonezawa, M, Horiguéhi. I., Nakamura, S., Kanazawa
S. :Intrapelvic Chronic Expanding Hematoma: Magnetic Resonance Imaging Findings )
with Pathological Correlation. Magn Reson Med Sci., 9:81-84, 2010

33. Sakurai, J., Mimura, H., Gobara, H., Hiraki, T.; Kanazawa, S..:Pulmonary Artery
Pseudoaneurysm Related to,Rédiofrequency Ablation of Lung Tumor. Cardiovasc
Intervent Radiol., 33:413-416, 2010 ‘ , -

34. Hiraki, T.. Mimura, H, Gobara, H, Shibamoto, K., Inoue, D., Matsui, Y.,
‘Kanagzawa, S.:Incidence of and risk factors for pneumothorax and chest tube
placement after CT fluoroscopy-guided percutameous lung biopsy: retrospective
analysis of the procedures conducted over a 9-vear period. AJR Am J Roentgenol., -
194:809-814, 2010 |

35. Sakurai, J., Hiraki, T., Mimura, H., Gobara, H., Fujiwar, H, Tajiri, N., Sano,
Y., Kanazawa, S. :Single Application of Radioffequency Ablation of Small Lung
Metastases with a 2-cm Expandable Electrode: Determination of Favorable
Responders. J Vasc Interv Radiol., 21:231-236, 2010 |

36. Hiraki, T., Gobara, H., Mimura, K., Sano, Y., Tovooka, S., Shibamoto, K.
Kishi,R., Uka, M., Kanazawa, . :Brachial nerve imjury caused by percutaneous
radiofrequency ablation of apical lung cancer: a report of four cases. J Vasc
Interv Radiol., 21:1129-1133, 2010
Hiraki, T., Inai, R, Mimura, H. Gobara H, Shibamoto K., Kishi,R., Uka, M.,
Kanazawa, - S. :Pneumopericardium as a complication of CT-guided lung biopsy.

J Vasc Interv Radiol., 21:1136-1138, 2010 - |

38. Iguchi, T., Ogawa, K., Doi,T., Mivasho K, Munetomo, K., Hiraki, T..- Ozaki.T.
Kanazawa, S. :Computed tomography fluoroscopy-guided placement  of iliosacral
screws in patients with unstable posterior pelvic fractures. Skeletal Radiol.,
39:701-705, 2010. , :

“39. Nakamura. K.; Okumura, Y., Kodama, J., Hongo, A., Kanazawa, S., Hiramatsu, Y. :The
predictive value of measurement of SUVmax and SCC-antigen in patients with
pretreatment of primary squamous cell carcinoma of cervix. Gynecol Oncol.,

- 119:81-86, 2010

13) EEHEE

W&

TR8EIA  MILAFERHER

73



FHRSEAA - MUAFAERERZFEN WREMSEK) A%
FRR124€38 HUKEAERESHEN WRBHYER) £7
FR12€4A WUK¥ERBHERE WREN EE
TRl 261 20 AR R RIS RER

¥13E48  RAUPRFEENRER EE

TR15448 HUARESEHERGLRES KB

SR 15108 HMILKFEZR - BFHHERRE WRERN EB

k1l 641 28 Bavlor College of Medlclne Scott depertment of Urology,
Research Associate:

TR18E4H MIUABREREGELAAHER BE

YH19448 RUKPREREGEFBOFER BXK
T2 1E48 MULKRERE WRER BX -
Y2 2648 RkEREE BET - SREEYS Y— BEE
$&23¢10E ﬁMﬁ%ﬁ% FERAERREE 5 —. #HE

EHE
1.

Thompson TC, Tahir SA, Li L, Watanabe M, Naru1sh1 K. Yang G, Kadmon D, Logothetls
CI, Troncoso P, Ren C, Goltsov A, ParkS. The rolé of caveol;n 1 in prostate cancer:

- clinical implications. Prostate Cancer Prostatic Dis., 13(1):6-11, 2010

Watanabe N, Yang G, Cao G, Tahir SA, Naruishi K, Tabata K, Fattah EA Rajagopalan
K, Timme TL, Park S, Kurosaka S, Edamura K, TanimotoR, Demayo FJ, Goltsov AA, Thompson
TC Functional analys1s of secreted caveolin-1 in mouse models of prostate cancer
progression. Mol Cancer Res., T7(9):1446=55, 2009

Sakaguchi M, Kataoka K, Abarzua F, Tanimoto R, Watanabe M, Murata H, Than SS, Kurose

K, Kashiwakura Y, Ochiai K, Nasu Y, Kumon H, Huh NH. Overexpression of REIC/Dkk-3

in normal fibroblasts suppresses tumor growth via 1nduct10n of IL- 7 ] Biol Chem
284(21) 14236-44, 2009 o :
Yatanabe M. Kashiwakura Y, Huang P, Ochiai K, Futami J, Li SA Takaoka M Nasu Y,

Sakaguchi'M,_Huh NH, - Kumon H. Immunological aspects of REIC/Dkk-3 in monocyte

“differentiation and tumor regression .Int J Oneol 134(3) :657-63, 2009

Otsuka- A, Abe T, Watanabe M, Yagisawa H, Takei K, Yamada H. ‘Dynamin 2 1s requ1red '

for actin assembly in phagocyt031s in Sertoli célls. Biochem Biophys Res Commun.,
378(3) 478-82, 2009 . s ,
Kawasaki K, Yatanabe M, Sakaguchi M, Ogasawara Y, Ochiai K Nasu Y, Doihara H,

' Keshiwakura Y, Huh NH, Kumon H Date H. REIC/Dkk-3 overexpression downregulates
' PfgIVCoproteininlmﬂtidrug—resistantMCF?/ADRcellsandinducesapoptdsisinbreast

cancer. Cancer Genme Ther., 16 (1) :65-72., 2009
Tabata K, Watanabe M, Naruishi K, Edamura K, Satoh T,” Yang G, Abdel Fattah E, Wang
J, Goltsov A, FlorvkD, Soni SD, Kadmon D, Thompson TC. Therapeutic effects of gelatin

- matrix-embedded IL-12 gene-modified macrophages in a mouse model of residual

74

97



98

- prostate cancer. Prostate Cancer Prostatic Dis., 12(3):301—9, 2009

8. Nakanishi A, Abe T, ¥atanabe M Takei K, Yamada H Dynamin 2 cooperates with
amphiphysin 1 in phagocytosis in sertoli cells. Acta Med Okayama., 62 (6):385-91,
2008 '
Kashiwakura Y, Ochiai K, Watanabe M, Abarzua F, Sakaguchi M, Takaoka M, Tanimoto
R, Nasu Y, Huh NH, Kumon H. Down-regulation of inhibition of differentiation-1 via

_ activation of activating transcription factor 3 and Smad regulates REIC/Dickkopf-3-
induced apoptosis. Cancer Res.,'68(20):8333—41, 2008 B
10. - Abarzua F, Kashiwakura Y; Takaoka M, Watanabe M Ochiai K, Sakaguchi M, Iwawaki
T, Tanimoto R, Nasu Y, Huh NH, Kumon H. An N-terminal 78 amino acid truncation of
'REIC/DKk-3 effectively induces apoptosis. Biochem Biophys Res Commun.,
375 (4) :614-8, 2008 ' ' C
11. Huang P, Watanabe N Kaku H, Kashiwakura Y, Chen J, Saika T, NasuY, Fujiwara T
Urata Y, Kumon H. Direct and distant antitumor effects of a telomerase-selective '
oncolytic adenoviral agent, OBP-301, in a mouse prostate cancer model.- Cancer Gene
© Ther., 15(5):315-22, 2008 | o
12.  Tahir SA, Yang G, Goltsov AA, Watanabe I Tabata K, Addai J, Fattah el MA, Kadmon
' D, Thompson TC. Tumor cell-secreted caveolin-1 has proangiogenic activities in
prostate cancer. Cancer Res., 68(3):731-9, 2008
14) BARK
WBE

L.

Bi5 6438 | MILKFEFHEE

W6 14E3A FURFERERESHAREE
6 14E48 HMUKZPESZHWERRE EB
YRk 344 A B LR E SRR R b AT
THREE6A~FRIEIH XHAENENNES

CKEFFTZMAA T —ERKEWRER)

TROESH~TRLOETA REFFFAMAL S—BERKEWRER - FEFEE
TR1541 08 RILKRESE  SFEHER B : |
FHR164E48 MUASKRERESLRAWEN WREREY PEE
THR1TEAR BUKFRERESEFREFAN BRBAEE HHE
TR19448 RMUAERERESE2RAWER BRERESR RS

O Rg22418 RUKERR SERRERRLCY— 82

E3 |

Sakaguchi M, Kataoka K, Abarzua F, Tanimoto R Wataﬁabe M, Muréta H, Than SS, Kufose

K Kashiwakura Y, Ochiai K, Nasu Y, Kumon H, Huh NH Overexpression of REIC/Dkk-3

innormalfibroblasts§uppreséestumorgrowthviainductionofIL—7. J. Biol. Chem.,
284 (21) :'14236-44, 2009

75



10.

11.

12.

Kobayashi T, Sakaguchi M, Tanimoto R, AbarzuaF, Takaishi M, Kaku H, Kataoka K, Saika

I, Nasu Y, Mivazaki M, Kumon H, Huh NH. Mechanistic analysis of resistance ..to

REIC/Dkk-3-induced apoptosis in human bladder cancer cells. Acta Med. Okayam&
62 (6) :393-401, 2008 '

Edamura K, Nasu Y, Takaishi M, Kobayashi T, Abarzua F, Sakaguchl M Kashlwakura Y,
Ebara S, Saika T, Watanabe M, Huh NH, Kumon H Adenovirus-mediated REIC/Dkk-3 gene

transfer inhibits tumor growth and metastasis in an orthotopic prostate cancer model.

Cancer Gene Ther, 14(9):765-72, 2007

Abarzua F, Sakaguchi M, Tanimoto R, Sonegawa H L1 DV, Edamura K, Kobavashl T,
Watanabe M, Kashiwakura Y, Kaku H, Saika T, Nakamura K, Nasu Y, Kumon H, Huh NH.
Heat shock proteins play a crucial role in tumor-specific apoptosis by REIC/Dkk—

. Int J Mol Med, 20(1) 37 43, 2007
.Nasu Y, Saika T Ebara S, Kusaka N, Kaku H, Abarzua F, Manabe D, Thompson TC, Kumon

H. Suicide gene therapy with adenoviral delivery of HSV-tK gene for pattents with

. local recurrence of prostate cancer after hormonal therapy. Mol Ther, 15 (4) :834-40,
2007 )

“Tanimoto R, - Abarzua F, Sakaguchi M, Takaishi M, Nasu Y, Kumon H, Huh NH. REIC/Dkk-3
.as a potent1a1 gene therapeutlc agent against human testlcular cancer. Int J Mol

Ned, 19 (3):363-8, 2007 : : -
Kaku H., Saika T., Tsushima T., Ebara S., Senoh I., Yamato T., NasuY., Kumon H :Tine

course of serum testosterone and luteinizing hormone levels after cessation of .

long—term luteinizing hormone-releasing hormone agonist treatment in patients with
prostate cancer. The Prostate, 66:439-444, 2006 o
Nakamura K., Nasu Y., Hongo A., Matsuo T., Kodama J., Ebara S., Nagai A., Abrzua .,

Kumon H., HiramatsuY. Hepsin shows inhibitory effects through apoptotic pathway .

on ovarian cancer cell lines. International Journal of Oncology, 28:393-8,
2006 B | o -
MARK, AXBE : WIBRBEOEETRE AABHK, 63:335-338 2005

Koizumi F., Noguchi Y., Saika T., Nakagawa K “Sato S., Eldib A M A, NasulV., Kumon
H, Nakayama E. :XAGE-1 mRNA expression in prostate cancer and antlbody response in
patients. Microbiol Immunol, 49:471-476 , 2005 ’
Watanabe M., Nasu Y., Kashiwakura Y., Kusumi N., Tamayose K., Nagai A., Sasano T.

Shimada T,, Daida H., Kumon H. :Adeno-Associated Virus 2-Mediated intratumoral

prostate cancer gene therapy:Long- tern maspin expression eff101ently suppresses
tumor growth. Human Gene Therapv 16:699-710, 2005

Watanabe M., Kashiwakura Y., Kusumi N., Tamayose K., Nasu Y., Nagai A., Shimada T.
Daida H:, Kumon H :Adeno-associated virus-mediated human IL-10 gene transfer

' suppresses . the development of experlmental aut01mmune orchltls Gene Therapy,

12:1126-1132, 2005

76 -

99



100 -

13.

14.

1o.

16.

17.

18.

19.

20.

21.

22.

23.

Edamura K., Saika T., Senoh T., Koizumi F., Manabe D., Ebara S., Kaku H., Yokoyama .
T., Abarzua F., Nagai A., NasuY., Tsushima T., Kumon . :Long-term clinical outcomes
of420cbnsecutiveprostatécancerpatientsin.asingleinstitute. Acta Med Okavama,
59:195-199, . 2005 D ‘ . |
Abarzua F:, Sakaguchi M., Takaishi M., Nasu Y:, Kurose K., Ebara S., Mivazaki M.,
Namba M., Kumon H., Huh Nam-ho “:Adenovirus-mediated overexpression of REIC /
Dkk-3 selectively induces apoptosis in human prostate cancer cells through
activation of c-Jun-NH2-Kinase. Cancer Research, 65 :9617-9622, 2005

Kurose K., Sakaguchi M., Nasu Y., Ebara §., Kaku H., Kariyama R, Arao Y., Mivazaki
M., Tsushima T., Namba M., Kumon H., Huh N. : Decreased expression of REIC/Dkk-3
in human renal clear cell carcinoma. J Urol , 171:1314-1318, 2004

Mivaji Y., Saika T., Yamamoto Y., Kusaka N., Arata R., Ebara S.,. Nasu Y., Tsushima

"T., Kumon H. : Effect of gonadotropin-releasing hormone agonists on hone metabolism

markers and bone mineral density in patients with prostate camcer. Urology,
64:128-131, 2004 ' :

WARK, LB 8, AXHE :Interleskin-12 K X 3MIMBICH T 2HFLVEETH
WOBS. HAMR, 62:1181-1191, 2004 - o -
Nakada T., Noguchi Y., Satoh S., Ono T., Saika T., Kurashige T., Gmjatic S., Ritter
G., Chen Y-T., Stockert E., Nasu Y., Tsushima T., Kumon H., 0ld LJ]., Nakayama E.:
NY-ESO-1 mRNA expression and immunogenicity in advanced prostate cancer. Cancer
Imnunity, 3:10-21, 2003 o |

MARK, AXAE MIMEEETEREORREBE., MUESLMRE 114:173-177,
2002 | | .

Nasu Y., Bangma CH., Hull GW., Yang G., Wang J.; Shimura 3., McCurdy MA., Ebara S.,
Lee HM., Tinme L., Thompson ‘TC. :Combination geme therapy Wwith adenoviral

‘ vector—mediatedHSV—tk+GCVandIL—12'HlanorthotODicmousemodelforprostatecancen

Prostate Cancer Prostatic Dis, 4:44-55, 2001 - .
Nasu Y., Kusaka N., Saika T., Tsushima T., Kumon H. : Suicide sgene therapy for
urogenital cancer —current outcome and future -prospect- . Molecular Urology
4:67-T1,2000 | o |

Nasu Y., Bangma CH., Hull GW., Lee B-M., Hu J., McCurdy MA., Shimura S., Yang G.,
Timme TL., Thompson TC. :Ademovirus-mediated. interleukin-12 geme therapy for
prostate cancer: suppression of orthotopic tumor growth and pre-established lung
metastases in an orthotopic model. Gene Therapy, 6: 338-349, 1999

Nasu Y., Timme TL., Yang G., Bangma CH., Li L., Ren C., Park SH., Deleon M., Thompson
TC. : Suppression of caveolin induces androgen sensitiﬁity'in metastatic androgen
insensitive mouse prostate cancer cells. Nature Medicine, 4:1062-1064, 1998

7T



112 %)&’ﬁﬁ'm@ﬁ’ﬁ"’”‘“ﬁ"@%ﬂ :
) LR P A I R 2R - LIRS R EBE T EI%E‘JK%E#&%IHE@%IE.%%HH@'

DHBIEENITONTBY, TIRT 4 vV BE (F4 AR—FT)) %%Eiﬁ%«ﬂi5
e, ZU—2RFRCO,HRBDR g HE S TIND,

YIBR AR A D RO HE R, R B B N TUNEL @%%ﬁz BYRE
KEoTHONTHBY, T5ICPCRPIY LAY 7oy b?;t@ﬁ?i%%ﬁﬁséﬁﬁbt
RELEBAROERBITDON TS, AEERPFIEIC A 3 MM REIC/Dkk-3 75/ 71
WARZZ—ZHEAL TR, MIUKZEFREFEERNEERL Y — BRNEZEZBEARET
FEHABETHD, ﬁh‘lh"‘iﬁtb'c@”ﬁ@ﬁﬂébﬁ DT ANERAR. VANV HMED

BlzE. & 51T REIC/Dkk-3 @E%%E‘JETi%‘:ﬁﬁ#@%t@@ﬂi%‘f&]ﬂ@%%éﬁ?ﬂ‘ =32

 FEPRABREIEETRETH S,
—‘7:7 KERFEOBE. 75V VF7YIF— tﬁ(?ﬁf‘tﬁ&@ ex v1vo:lz1r?{¢‘$?:
iﬁ@ WBREBOMBE T A VANRY & — &&%L;Eﬁj’%ifiﬁﬁﬁ"éﬂﬁﬁlﬁm L?Li)\
BELBLEERL EIRBRECRETETF) UANANRY & — OREEETH
D\ g.O)“jlriﬁzLJE@ﬂé@’\’f7 ERKEICE D +HRE fiﬁ‘ﬁ‘bﬂ% CTHART

DEFCDONTH, B, REDWICTHERMICHETLTBY, CT H1 RFORy y—

BEABEL TR, F]UJk—?—fﬁl‘m%‘ﬂEr?ﬂnEﬁ%t/yh RERNERRAREICB T 2E
TR B B, R PR A AT D ETLIZI:E‘HEE?;'LOD%JJ@L_HFEJ%EW rEZEND,
YA NARY F—BMOEAZRIT-HBER, 24 REERSEF—DRESNER

8 MOBEECTERAND, F— BB EIEANRD SN B AR, $¢%$§me

THENBEROEBETCHEEFDC EMTES,

BEDXSIZ, ﬁ@&&ﬁ@ﬁfﬁ:ﬁﬁ‘*l/’\)l/ﬁ\bﬁ.’:‘f"l//\)]/?i“( BRNETRELE

 SNTOFHEERFTH T EAMTES, Fie. AERBRTICAE L BB BRI 2,
TROFBIH L TOBEDICHLT 5 ZEMNFRTHBEEX D,

11:3. ABEFABRARECEET 5ERAOHRRKR
. 11:3-1. REIC/Dkk-3 B4 FHoMizfiL T
1) ERORR o
C RWRERAIREE R E L ERIIEE D ORBEERRE L TERTTH 5.
HF ) A ASMERRESIE BRI A, 15T -8 AR ROBRO 5 B
NA VA2 MRRBEFIENA (RFT PN b RE)
%ﬁﬁﬁﬁnﬁ¥m2ﬂﬁnﬁz2Egéﬂ%gmxﬂ%&mﬂAk%mT%ﬁ(?&
BE1AGEMY EENHAEERERN) SN THD. FRIISE L 5 AE—HH
BEM U, FH25% 7 ABUEETICH 20 561 (A B 6 IR OB B 14 §) THAEREHES
. EE:AT/{AT&% Ad- REIC %)ﬂb\tﬁfa%{ﬁfﬁﬁﬂ?ﬁnmxér& IZOWTHE, B
RCORBABENRRICH S,

2) E5 ORBR
#Jti(EIS{J?’FSI%iﬁA?ﬂi *@T@%‘F‘Eﬁ EHi%FHE U FDA & Q%% (IFEE20¢11

78

101



102

B ). Pre-preIND 23 (:FEE 2141 A), 7¥ > > DC TO Pre-IND &7 (5 21 ) 2 %
L. ¥Rk 224 3 A 1 BIZ Ad-REIC &AIZ. 3 E FDA IZ IND (Investigational New Drug)
B2 NIH ® RAC (Recombinant DNA Advisory 'Committe‘e'zlzﬁi 22 43 B)/NEEE A E A,

TH 2243 A 31 A TIND 2BBLZ, Za—F—I<T> ML FARETO 15
FmJ A 75&5l@ﬁﬁiﬁ%ﬁ\/uéﬁ%étﬁ"éfﬁﬁuf“ﬁj XTI TVanNy l‘:@h‘?f“}?c‘: LT
EHT S %ﬁf&‘)%

11-3-2. BIEME Gf’&’@‘@iﬁ/z??fé‘i‘?/: DT
EIVW)H((R v
SRR A CERR 25 4F 8 H) Tbiﬁféﬂ‘!ﬂﬁfiqﬂliﬂékiﬁ'énz{r? BEEIXAF T

ERSN TR, o
UALTFEASICBLT TORAEBLEETREE XS E L NK4 BETFRERY

?/O4»ZN05—K$%%IWWF%nJﬁ?ﬁémT%D?TL%wkﬁégﬁm

BTULEERZ %ﬂ%&m kmfimk§§xmmawaﬁﬂméMTm%o

) ES ORI . | -
HROITREOR S VN RZFTKRE, A=A PSUTOEA—ALTY Yk’%"f‘ﬁzb

NTVN5B, RYVIRZTRETOBRETHE Albelda 507 ) — T XDITb,

XFHERE 3’L"C WsHD &L T, OHerpes Simplex Virus-thymidine kinase (HSV- tk)%#ﬂ

BRAIETF ) IANARNI Y —OREBERBEEH > 70N 028R 520 60T

EETEE Q12— 70 N—F(IFN-beta) EMARAVLET T/ IANWANT 5

—MERNBECLP2BRTFEE. ¥H 5.

@ HSV-tk | iégﬁ?ﬁ%@ﬁf%1%%&@1%&$nﬁ#b%w3htImvw
BEFHEIAENETF ) IANARS F—% 1 E. FERCERESL. Z0HBT >
SURENDEEBREET o/, 21 AOKRKBEOEEFREEECHLTRETE YA

VARER 3BT DLW, 5.0X108vp FTELM, ERZEMERIEE 2T, BAHE

KIEL 2o Fz[—BIEY DB (grade 4) 1461, FFHEERE (grade 3.) 14,
DM BEO—BEORS, EEEFRME). EIE) . FEERE. ﬂi@’bﬁ[ﬂlﬁf;&“) lo
HUEBZIRE LTI 21 HiF 18 PO REHET O+ 2MEEETE0. 55 3
1A 1998 £ 2 A OB THEHE LBEEOETZE DN > &, %@?’é HSV-tk BETFH
BWIIZAF O REBMLARERICEEL 5 A0BECHT. £z, 19984 6 AN 5

CHEMANVRATANAFIVUF T PRETFREZOEERCYANADOMOBEEE LD

RENEBLETVANART I -2 WT (EL/E3 RETAIWANS EV/E4A R&ET A1)V
~EE) 8HlckBmET o/, Thabb, A 34 AOBEFI HSV-tk BERT IR
ENTVWBT T/ IAINARY ¥ =B REENEMOERAICBNTHERREIEAR
A 5ok, ORMEMADSE 2AKBNT 6.5 EULOEREFEZRDT NS,
D 2 4D Positron Emission Tomography PEDKRZETHREERIIBIT 5.
2-deoxy-2-[F-18] fluoro-D-glucose (FDG) DEOALDE TR N, 202

' @ IFN-beta ZHBRAAET T ) IA VAN & —ic & B BHEFKFINT 5 BETHE

ODEmHE% 1R 2003 4E 8 A SEBE N, 851, WEARE1IETHD. BiE
79 '



BRI T . BRI Z S NIRRT A 2 BT, SRS LD, B

%wgfﬁsngmprMEamwwmm=wemu@otﬁ,1&%&%§étﬁ

e A IVAED 3.0X1012vp Tld 4 A 2 ATEEREBEIME (grade 3). FFigiEsE
(grade 3) ZEZNTNRDE. {&%fﬁu{“%& thf{mi{#?‘%e‘%& LTEELAREE

PESERITH ., FRIERE£ROERIE. BN, Bl > /SO 7 o R HA 8

ROBAENBBENTH o/, TOME, BAMEIL9.0X100vp ERES N, Bl
BP B 7 A OBEHRICEL T, #5560 BO CT OFMICB VT 4 ATEEOK
ESREDLT3HTEEOMAERD /-, £/2 PET RE T 3FITHRE. 14T FDG
@WDZ&@@T%ﬁbt;ETE%LTMH%ﬁ%%éMt%ET\Eﬁ%mé%(w
A H. 3218, 26 5H) Thol.?

F 7= 2006 4£ 9 B 5, nb<mwbaa%magmtyrzv4»xwﬁnﬁb&5
DEet, B ERET B ERIENTDN. NREBONFISBIENEH K E 10
Bl BAERIAE S SN A 2 B, BREEAS A 2B, ANA2 B THD. BIAE 14
FRBEMEE 28R, BOO3ARBEMBE LEMEREI N, BEYA VAR
13 8.0X 101vp~3.0X 1012vp Tfrbi/z. ZE&MICEAL T, FEAENTFRT R
NS PEEQRER TS s ()2 NS, BN T I 2 mE. ERE. EH))

SULME. BRHREEX. MER. HREE) 2AKTHEREERANBRDNZ. 1

FIEZ1EBEOREE, Haho ‘/7157_°5X?“/B?5=F31ﬁ7b\tﬁb 2EBOBRSHELER

WERT IEREOR Rk, LALENS, EMOREBERBMT, B, EEE .

ELEOBICERIMA LMok, 20 B, 2EEOTANARY ¥ —H5% 14 B
DR LY VR F—FeRELEENTH S, BREEORE,. B OERES 0. O
ERLF—VEfFok., RRE2EERSOBITRI o7z, RERBICLS b0 L HH
AR, ZORHSEO REIC BEEFRECBVTS, ZLEOREDRED. B 57
DEKEETOHAERARELLTREL TV, BEOH/NIREE L TESFESD
BIE 10 FIFRERBOKRE S NHMEIETH > 8 FERH UL E TS, BEH2MA
DI BNT 2HITRE. 6 I TEBOEAERED=, #L%LTM TR S
NEEEAT, SBOEER (421 8. 3978, 183 8) 28R &57‘_9

RYYNRZT RS TRIERAEBEF o TV A RETERRE LTIL 200045 2 7

A 5 IFN-alpha £§lBR AT 5 ) U4V ADRDELRE QLS E. A2 RET
5ﬁrm%ﬁﬁ#émt,it:mw¢4ﬁ@5uﬁc<mNﬂmA&mmtﬁﬁ%
BRCANARZERSDE I BREOERARSERINT VNS,
KREMAORRELTE. A=A RS Y 7 CRETFRENTbDNE, BF—A 5
7 X% ® Robinson b_?r?l;’f IO F -2l BIRAAVET IV T IAINART H
—%, 12 BEicbE> CEENCEERS T 3 RETREET 52 (1.0X105 ~1.0X
1O7p1aqﬁe-fo.rming units) . 2000 FITHERE 317’:?%5(@1;]: 5&. RIREEREMERI
HELaho/z. REDRELTEERN. BRNYPREIZDSNEMok, @

80 -

103



104

EEMETRE

e oot EARE S, | B E,
NY ERBAEES | Bk EES | mepmEsgEc
Simplex - T 1 1 . MEEEFEEC |-
Virus-thymidine BEBEEEC - BBEERC M7 B NTD
. kinase RT3 95 Interferon-alpha Interferon-alpha
W (HSV—\tl’) ST [ Interferon-beta | Interferon-beta ﬁ{a%%ﬁy"g/ BEFERETYTF/ |
% %ﬁy‘_,/rﬂ BEFRRYT | #EFRETT 1741»;(/\°7§~ A NANY F—
B B A A Al T g Ll
s e | FTEERSR | Y-RERSIC | o e e | EET BRRERE
wavyrmE | B e e | BT ERERH h
FIRRERWTRE o ~
il | KERS IR | KERT A | REAS AR | KBRS A | REASINR=
158 ey v -3 ZT7RE iy 8- 5 7 K% 7 RE
gy 0/ (BERE | 115 (EERE ‘ ‘
g 34 451 iR R 10 9 F(12 61T 5) 20 AT R
Y ‘ ' \
F—| FFIOANZ | PFIIANAR ' PFII9ANA | TTF/IOANVAR | TT/OAIAN
ol| T xyy— Ny H— Ry F— py— y & —
ﬁ .
wi | VS3VIY [ 4vs—vzn | 4vs—7xn [4vy—Tzny [1>5-T=zDoY
{ * ¥ T-R—% -R—% -7V 7 =TV T ¥
B | 1 mrm BEmLE ER | 8®mUE R | BmOE EE | BmOE LR
% .zl zL izl 7zl
L*M’: Bl B W R ke
ab L
"5 —
g 18 1E | 2@ 2@ o®|
*‘%‘f 199548 11 AICSE | 2003 % 4 BITSK | 2006 3 Al | 2009 2ADBE | 00, o
i : )1 e : T
R | :
22| meamL Ttz L T HlmL RS R
BE
e
%
24
W |- 9 AW 2 ATHEE
R | SAIATES | TARIATEE [SARLATES | o0 “ 3 I
%6 | oWEEL DHENEIE | OBEIEL A .
0R : . ) v
T
41
T
)
£ - -
(| 220EHER SEDERFE . _
%% | %0195 80 | (34 32 26 (432%3‘7;%7;% | L
=8 A) A) . 3
=) . :
81




11-4, REIC/Dkk-37 F/ UAINARS & —DEiE. RERVREEE

$ﬁ%m%tmm5ﬂémmmm%W{»ZN9&~M\ﬁﬁ@EMﬁfﬁyx\wr
HEITRS T, AT —HEINIY, RAY—TANANS I BEQDEMENS, ®ET -

B, xKREAIZ i%if—ﬁbtnugmi_@@%c‘: Iz, ﬁtkﬁﬂ?’?*ﬂ:ﬁ\gL%_fbfhéﬂf@
AS-ERKFCBWTEESN, ALl OREE2T5.,

ik D REEZ R BE. RUKERRTERFERRE L 5 — - %’E%E@E%%Bﬁ% :

ﬁﬂ%ﬁwﬁgﬂﬁ)KBMT%HA%%&%%ﬁLt%\ﬁﬁKQMTﬁﬁﬁéo
1-5. 5l @DV R+
1) Robinson B, Musk A, Lake R:Malignant Mesothelioma. Lancet, 366:397- 408 2005.

2) _Roblnson B,Lake R:Advances in Malienant Mesothelioma. N Engl J Med,
© 353:1591-1603, 2010,

" 3) Vogelzang N, Rusthoven J, Symanowski J, Denham C, Kaukel E, Ruffie P

Gatzemeier U, Bover M, Emri S, Manegold ¢, Niyikiza C, Paoletti P: Phase I -

“Study of Pemetrexed in Combination With Cisplatin Versus Cisplatin alone With
Malignant Pleural Mesothelioma: J Clin Oncol 21:2636-2644

4)»'Tsuji T, Mivazaki-M, Sakaguchi M Inoue Y, Namba M: A REIC gene .shows
down-regulation in human immortalized cells and human tumor-derived cell lines.
Biochem Biophys Res Commun 268 20-24, 2000.

5) Tsuii T, Nozaki I, Miyazaki M, Sakaguchi M, Pu H, Hamazaki Y, Iijima 0, Namba
M: Antiproliferative activity pf REIC/Dkk-3 and its significant
down-regulation in non-small-cell lung carcinomas. Biochem Biophys Res Commun
289: 257-263, 2001

6) Abarzua F..Sakaguchi.M._Takaishi MJ Nasu Y, Kurose K, Ebara S, Mivazaki M,
- Namba M, Kumon H, Huh NH: Adenovirus-mediated 0verexﬁression of REIC/Dkk-3
.selectivelv induces apoptosis in human prostate cancer'cells through
activation of c-Jun-NHZ-kinase. Cancer Res 65: 9617-9622, 2005.

7) Tanimoto. R Abarzua F, Sakaguchi i vTakaishi M, NasuY, 'Kumon H, Huh NH:-
‘ REIC/Dkk—3 as a potentlal gene therapeutlc agent against human testicular
cancer. Int J Mol Med 19: 363-368, 2007..

8) Edamura K, NasuY, Takaishi M, Kobavashi T, Abarzua F, Sakaguchi M, Kashiwakﬁra

Y; Ebara §, Saika'L Watanabe M, Huh NH, Kumon H: Adenovirus-mediated REIC/Dkk-3

- gene transfer inhibits tumor growth énd metastasis in an orthotopic prostate
cancer model. Cancer Gene Ther 14: T65-772, 2007. -

82

105



106

9)

10)
~Tanimoto R Nasu Y, Huh NH Kumon H: Down-regulation of inhibition of

Watanabe M, Kashiwakura Y, Huang P, Ochiai K Futami J, Li SA, Takaoka M, Nasu
Y, Sakaguchi M, Huh NH, Kumon H: Immunological aspects of REIC/Dkk-3 in
monocyte differentiation and tumoT regression. Int J Oncol 34: 657-663, 2009.

Kashiwakuré'Y,vOChiai K, Watanabe M, Abarzua F, Sakaguchi M, Takaoka M,

" differentiation-1viaactivationof activatingtranscription factor 3 and Smad

1D

12)

13)

14)

‘18)

- 16)

1D

18)

regulates REIC/Dickkopf-3-induced apoptosis. Cancer Res 68: 8333-8341, 2008,

BREE HORE: EETRERESIETEATLZON, P53 BETFER WL
MAQBETFRE HFNARE 2:84-91, 2001 o

WERK  BETREIECETEATV SO, BREMERONA. HF2NA

Wa e 2:92-98, 2001

Thompson TC., Timme TL., Ebara S., Satol., Yang G., Wang J., Avala G, Wheele
TM™. , Kaqmon D. : In situ gene therapy for prostate cancer: immunomodulatory
approaches. Exp Opiﬁ Biol Ther, 1: 481-495, 2001

Abarzua F, Sakaguchi M, Tanimopo R, Sonegawa H, Li DW, Edamura K, deavashi

'T, Watanabe M, -Kashiwakura Y, Kaku H Saika T, Nakamura K, Nasu Y, Kumon H,

Huh NH: Heat shock proteins play a crucial role in tumor-specific apoptosis
by REIC/Dkk—3. Int J Mol Med 20: 37—43,‘2007.

Sakaguchi M, Kataoka K, Abarzua F, Tanimoto R, Watanabe M, Murata H Than SS
Kurose K, Kashiwakura Y, Ochiai K, Nasu Y, Kumon H Huh NH: Overexpression of
REIC/Dkk-3 in normal fibroblasts suppresses tumor grbwth via induction of IL-T.
J Biol Chem [Epub ahead of print], Mar 11, 2009

Timme TL. et al:Local inflammatory response and vector spread affer direct
intraprostatic injection of a recombinant adenovirus containing the herpes
simplex virus thymidine kinase gene and ganciclovir therapy in mice. Cancer

‘Gene Therapy, 5:74-82, 1998

Herman JR.,.Adler HL., Aguilar-Cordova E., Rojas-Martinez A., Woo S., Timme
TL., Wheeler TM., Thompson TC. and Scardimo PT.:In Situ Gene Therapy for
adenocarc}noma of the Prostate:A Phase I Clinical Trial. Human Gene Therapy
10:1239- 1249, 1999 8

Miles BJ., Shalev M., Aguilar-Cordova E., Tidme TL., Lee H-M., Yang G., Adler
HL., Kernen K., Pramudji CK., Satoh T., Gdor Y., Ren C., Avala G., Wheeler TM.,
Butler EB., Kadmon'D,.and Thompson T.C. : Prosﬁate—Specific Antigen Response
and Systemic T Cell Activation After In Situ Gene Therapy in Prostate Cancer

83



Pa}ients Failing Radiotherapy. Human Gene Therapy 12:1955— 1967, 2001

19) Nasu Y, "Saika T, Ebara S, Kusaka N, Kaku H, Abarzua F, Manabe D, Thompson TC
Kumon H. :Suicide gene therapy with adenoviral delivery of HSV-tK gene for
patients with local recurrence of prostate cancer after hormonal therapy. Mol.
Ther. 15(4), 834-40, 2007 ‘

. 20) Sterman DH, Treat J, Litzky LA, Amin KM, Coonrod L, Molnar-Kimber K, et al.
Adenovirus-mediated herpes simplex virus thymidine kinase/ganciclovir geme
therapy in patients with localized malignancy: results of a phase I clinical
trial in malignant mesothelioma.” Hum Gene Ther. 9,1083—1092,1998 -

21) Sterman DH., Recio A., Vachani A., Sun J., Cheung L., DeLong P., Amin KM.,
~Litzky LA., Wilson JM., Kaiser LR., Albelda SM.:Long—term Follow-up of Patients -
with Malignant Pleural Mesothelioma Receiving High-Dose Adenovirus Herpes
-Simplex Thymidine Kinase/Ganciclovir Suicide Gené}Therapy. Clin Cancer Res
© 11(20), 7444-7453, 2005 ' '

- 22) Sterman DH., Redio A.,vCarroll‘RG., Gitlespie CT., Haas A., Vachani A., Kapoor
V., Sun j., Hodinka R., Brown JL., Corbley M., Parr M., Ho M., Pastan I,
Machuzak M., Benedict W., Zhang.XFQ, Lord EM., Litzky LA., Heitjan DF., June

CCH.. Kaiser LR, Vonderheide RH., Albelda SM. :A Phase I Clinical Trial of
Single-Dose Imtrapleural IFN-pB Gene Transfer for‘Malignant Pleural '
Mesothelioma and Metastatic Pleural Effusions: High Rate of Antitumor Immune
Responses. Clin Cancer Res. 13(15),4456—4466,2007A 7

23) Sterman DH, Recio A, Haas AR, Vachani A, Katz SI, Gillespie CT, et al. A phase
I trial of repeated intrapleural adenoviral-mediated interferon-beta gene

transfer for mesothelioma and metastatic pleural effusions. Mol Ther.
18, 852-60, 2010

24) Mukhériée S, Haemel T, Himbeck R Scott B, Ramshaw I, Lake RA, ‘et al.
Replication—restrictéd vaccinia as é‘cvtokine gene therapy vector in cancer:
persistent transgene expression despite antibody generation. Camcer Gene Ther.
7, 663-70, 2000 -

84

107



108



WATERE 12-1

MR R I TSR DT D D
 BOIXELANE

109



PAE
1  | A A R I T e e e s 9
2.  BREREFZRIZOWVT e e v e s s e e e e e 9
3. EEEEEICOWT e e e e e e f e e e e e a9
4. EETERERFEOBEIIONT  « o+ s v v v oo 4
5. TFI)IANLARTH—=ZONT e e e e e e e 4
6. BRBFEOREIICOVNT s e e e 6
7. ERTIERDEDIITOUNT v e e e e 6
8. ESHEIESVT - e v e e } e ... 08
9. ’“{zs%/’ﬁ)?@ji(i&:X#/:wﬁw_ob\'c -------- « s 8
10. FHFESNDWEPRICOVT e e e e e e 11
1. BAMELEUWERICOUNT  ce v e e e e e e e 11
12, BETEREFFECED S EESSRE LEBAIEONT - - 12
13, ﬁ{ﬁ%iﬁﬁ?@@ﬁ:ﬂ(}:omf ................. 13
4. BESAOHMLBEFELEZSAICONT -« - - RIE 16
15 BRCEDBEERICONT e e e 17
16. WEERTFIBEBRTFEOEMICHERFREICONT o = v v v v s 17
17 FBOBENCOWVT o« v s v s v vt vt oo e . e e 18
18. REMEROEROERY FNZONT T LI RN 18
19. @Airggﬁ@{%gg&:om( e e s e e e s e e e s e e 18
20, BAEKSELEMOMOADERICONT  r e e e 19
21. mm%ﬁﬁﬁﬁﬁ%omf$ﬁkimﬁ&Wﬁ -------- 19
BT R TR AT SAEE - - e 21

S R FRREET R CE T A RENEE - - - - - e 23

110



#OB o &

1. IZUwic |

Fhe B D> B 7R ORI, ﬂt%@#&t¢ﬁﬁ%ﬂih1m5ﬁ&%®ﬁ%ﬁ
BB, WANAREEZRIZLTOET, B

BAERLE B, AOEERMIGICIIEET TR E S B A (EE) OMIRICIETFE
LEEWVEIETZ, »EEOARBEFOMIBIC AN T, ZORETF O E TIEEHIE
BEIZ BT L EMATEY, EEMEEBRSEL VT2 Ly, BEEERT 5
PN BETER] 2Z2T0%T, LHL, ZORETERRITEERFRSC, &
0;5&%%éhk\&®<6wwéﬁm&ém\k@io&ﬂib<ﬁwfﬁﬁﬁ
N3 MEh> TOER A, -

7 - CAE., EMEETEEOBRESAORNT, BT 32 LICRABENERT 3
B S ARRRIC, ZORBTIRREONZE CUF TRk LMLET) 2FEL
E L7, Zhdb, S OBRERIIZ CITioh 5 B 5 IE O W R TR O
B SNAPECRLM, TRINZEMERRSIZOVTHALETO T, Z 0K
BIIRc B U CGREBTIEREZT DA E 9 0k SRE S, |

T OHKTFRIZBM SN FDAEEFB b, ZOBEHIE~OBML, H< %
ThHHAREO B EECE SV HBEBIC L b0 TT, TOXFCESNTEYD
ERT A L< it\bmaﬁm:&m@nmﬁﬁr%xmmnbifae%_\ﬁ
D OOHEEE N LET,

@ HREBEIZBMYT 52 CEEBRBEID LT, b&twwaéntﬁA%
B OBPECARREZIT B2 Lix—RV Lk,

@ FERPFFEIZSMT 2 Z k%ﬂabt&%%%ﬂ%#rﬁémfmaf% Wrat
%M®HR%WD#5 ENTED

2.%%M%womf |
FEBRRFZE & 1x, 5 LWIERIBIRER L OB RS E R 5D, AMENS
abrﬁbnéaﬁm&m%@:avfom<%%éhmﬁwan5x5mtétw
X, (TB b DIRRIIEZITV, B&MEICHIER 2V, & UTHRIRR D 5 52>
W TR EIGT B 2 & SR 0 E, BT & IE OB F IR TR
B MRTFIRRICET AR IR E PR RIE T, BESACKLIHREN D
BE G, BENPEI, bAERVE AL EADLY ET,
BIE, BRI T BHERIE TR, REMEZHAD 2 EPERRMTTN, A
i ETEERFEIE TR OME b BB FETT,

3. T EF‘&”Hﬁ ZoWT

2

TR BT, W (RIERE O£ 8 o TSIV HIRED 7 BBIEOM

111



112

o (BESS) 2334 LT HEAT, BRYLETHMICHBESNET,
1) FREEOBEMREPEZE (15)) ‘ -

IREIOEMMRT RIEOSH A, MEBEONRILE > BRICBERSHBO b, &

DI ORECHRIOER, 1308 (LR ateSRoMEK) oxkE (£
ET FTIERERSFET B3 H0OR) THEENEN>THWBZEbH ) £7,

2) EATEAOEM WP ZE (T8, IME, IVE)
ST OB RIEC IS, T, m%tw%@ﬁﬁMﬁ¢&Ewaih
9,

_%Ti JIBED NI ZE S AR L . ORI Y » _EICIEENRO DI
9, XBizioFEm, ﬁ%ﬁ@%ﬁ\itwuﬁ(@W%aﬁﬁﬁmﬁ%)@
=\ (EETH HTE%#TT?%ﬁ@&) WCEGEBIER 2 TR Z b E
T,

- Gl Mﬁﬁ&@%ﬂ@m¢mwhrmofmi#

— H@ﬁﬁc .

- fhE

- Ll

*ﬁ@ﬁ%@itﬁﬁ

- B |

Bz, BE & IRl %5}1@%@ U REPRE LA D Y o LE@Z yiD
PEBLTWAZ LD ET,

< IVHACIE, 3 < BN 72 IR 2 iR AR S IERE LTV ET,

IO, BRECHEORE (B8 LeBREERETRERD Y . BRI
FERPREERICEE 2 B 2 & b dbuE, KOBIOFMIZEZDZ L bH YV ET,

BEWEREEEZRET D ADELIE, TARRA FZRA LY KARAAIED TS

L OBVBECEHE I LIEAE LTV ERRE Lo TWVWET, LxL, TARR |

K%éhkﬁ%\%%umﬁ%ﬁ¢&ﬁé%rﬁéif I BERWVIBREIR 2 H Y
£7
BHEREDEEO/RKREATF L LT, ZOMIICRDE I ROBH Y T,
c T AR NOBET ABRETHELTCVAALEELEBIILTNDZ E
RFEDVANARITRBERERLTVDHZ L

M EEOMBEL LTELLND bOITIE, ROERPRONET,
- IR E '

* R DB O A

- BEER DR A-CRENL

- JEEHOLZY

- RERARH O EEBD

ikgﬁ@i5@%@%%&U@@@Eﬂ&%@%%%®@W:%m%&ﬁL§T
3



- [EE DR

B OK X & |

- FIFC L o THEB 2 ERICMETE S L5 H

- MR IR IE P IE F o TR B D B

- BE S ADEN L BEIRIE (Il & DIRORE)
- o R R A O FESE & TS TR Lz & & 04ME
s BRI S IBEEA, BERE LI IR,

4. BHETFRFRIERIFEOBEIZSONT

FAILRSE TR, 200048 CERL 124F) ICREICEEBETF LWV IHLVCBEFEERLE
Lz, ZOBEGBFEHLIFANTPL &, ZORGEFEIPAMEEET LV BET
O—FETH Y, EHEMROF CRRESES (1Y HE®5) & 2 OEERIRATER (7
R P—UR) TERZERDMAVELE, ZOTR—IROHEEM Y HIER)
i, EFMIECETEI Y, ERARIREEZI RN L bbho TEELEL, D
U, LBFREFIO L O BROBERAEZEZ T &2, BREBBSEL 2 L0
HENET, I, 20X RIBEHIEL T 2 RS EHEBICMA, BT
5@rﬁ%ﬁwfﬁﬁééﬁhﬁ%bﬁéﬁﬁﬁﬁm%Honé & BT
S TWETF,

Z 7T, AEEE LTV A RE TR TR, 20 REICRETFET T/ YA RS
B LD SEOR B o CEME M BRI O ICEA T AR T) . BT R
IEMRZ T 2T R b— yx*%ﬂéﬁé@%ﬂ&ﬁﬂ@:&%%ﬁbfmiﬁ

D& DT, FWER (5EORER TIRIPERNIC Z REIC BEFHEHERE T 25
Wik, mEP &ﬁ#ék&k%«fﬁé&ﬁ%w km?ﬁéﬂi#

"1 REICEETFEMI LDHUEEHROBN

[%ﬁ%ﬁ¢&ﬁ] |
REIC #&{&F
(MalEeps, %70
WIS ERI S
: X
0y  ERAE
REICBIZFOREASND L mwﬁﬁ%ﬁ%kéh{%,
MRgE (7R b—vR) BRIT )| RBEZTRN

,5 77/74WXA7§ IZANT
 BEFEHEOFIZAND =D, %@ﬁ@%(mﬂ5~)kbfﬁ4wx%ﬁwi
T, SEIOBBRTIE, ZOXRT F— LLTTF ) UL NABENET,
4 _

113



114

\REIC @/ F 2 F B

TFE )AL NRE, SIRO 8] 2RITUANVAO—DTTH, SEORKRT
i, HEOPTHEZAZ LR TERVWEICREE L, ZOTT ) UANVARY F—
\Z REIC BT 2 MBRAATER LET, T58L, 757/ UANARY ¥ —1, [BIH
Bz Ge U, JESMEO P CREIC BETFAREA L., EEMIRASFER L £, .

—% . EEHMIICEE LT ) UA AR Z—iE, £ 2 BE RO
ZTLEWV, FILWIANZRBEYVHTZ EEHY R A,

B2 75 ) WANRRT H— AT ADHH

a) BROTFT ) IANA BEROTF )74
AR . 1RO THE] ZRZITIALRD
— O TTR, BEFHRRIZAVWSDTT /UL
ARG B—TIXIANADEEDOPFTCHEZE
CLRTEARVE D, TOMMEICERT A UET
EL)EmYBNTBEET, ZO0LEIX, BK
OO A VA (RY F—) BIERT 2 BT
WET, |

b) “OFEOFTHIBZI ENTERNVESD
W LT 5 ) WA VAR Y ¥ —|Z REICBEF %
IR ET,

REIC #&fE

c) TOTT I UANARY F 2, BRI
R L, Y A E N7 REIC AR F A3 RH
LET, o

G ARAaLS, MasE (7R h—
TR) BEERIT, ’




6. ERRIIZED BEZOWT

ZE TOMBRLEY E o 725581 K o T, RBICBEFIC L 2REFIRRIE, E
BEBIATE I BSHESE (7R h—vR) L, ERARIZEEEZT 20T &R LI
&Dibtovﬁxéﬁok@%%%ﬁd\%ﬁn%@%ﬂ:@%%ﬁ¢&@nﬁb
TSR BRI TR, U U REI~DIER R M2 5SS EIRIRRH B 2
BB BT TVET, ' : |
¥, BREMERFMT S, TT ) UANVARY F—wy RAERICEE LT
ZDEH D 2T LB R TR, £ERREND IR ST, AR B
TAIEBRIENTICT T ) VA NARY Z—RRBOONE L,

DL REROBRIL, EEOBESADERICHEZETHREHDLVWIE
@%&R@bﬁ&bﬁo%@&%ifbi?g%:?m;wi%%@%%éhnom
T, ZOHRLEBZEMEHNDDEIEL 2D E LT,

A EOBRIIZED BAE, 2O REICEEBEF2FOTT ) YA NARY F—%BE S

MRS UTEE. BHEARPR T2 LR BETEXANE 2, EBESADIE

BOE N LI D EERIEE -7 DT E I PEWLPICTHILITHY T,

FL7eBiE, T OERFRBFZRIZSM LT 72 < B & A OB T 5 IE DR ASH 23
INEL ol D HIEPILE STV T B 2 L 2R LTOET R, S EORKRBRO
E72 BAYE REICBEBEFEFEOTT ) VA NANT =2 RESMEE LTS EO
REMEWRT D LICHY £T,

ZOED, BETITF ) TANANRY F—HEORE»SBBLETOT, BR

PREFAET D OIIAEMET ES Z L b T RIS, BN L7 HAE) 1k
F o ) TAMEYRENLBNARNT & BEESNET L, BRIEIRD b

Zh b b TREWERANHET RS L H S L2 THER LS, Eio, ARG

B Lo AR, FRlE UCEERRE CTHIRIER AT ITFU+T7 U A
Y MERASNTWA D, ZOROFTR, BRI C TR IR LEYT, R
LT, Z0MoOPBAIEOREZTH I ELHD FT,

7. EERTIEOED HIEoNT | | |
Z ORI TR, RBIC BIEFZFOT T VA NVARY 72 RE LIHEDA
s cORENE LIBRIREHR T 2720 RERE ERITEC L 2P OEED T,

9 3ADBES A IX10MWp DT F ) U A NARY F—2 5 LT, AR &
IEEIT 2 ROFEEFHET (LUL1) _
vp &V D DL, viral particle DIET, VA NADEEZEHRL THET,

u&w1®%ﬁﬁﬁw@¢mﬁ%w6m@whﬁ\&@SA@%%émmﬁsgﬁ
BLETT ) UANART Z—(3X10%p) FHELET (L_L2)

L2 OWRTHEVREARED bRA2ZNSEICE, SHIH3EHRELET
F ) IALNWART Z—(1X10%yp) BRE LET (LL3)
6

115



116

LY 3 OB THEVEER IR bveWEaicid, SH612f3 Pi'ﬁﬁi Lt

'7/74wx«y5~@xm%w%&5biﬁ(v«»@

Lyl 4 DS ERSREORBOFRFBERICRYET, ZOL V4 DRTFETH
BEVEIER D bz iT il HL&%ﬁwxm%wfwﬁéékﬁﬁﬂ%%%

FHED, SHIC3ADBESAMBELET,

0L 5z BFEIEHER Y ICEDIE, A8 15 AOBESATI DBRKMAEBKT
L¥ES, ZDEDH OBMET 57200, ROMSICHEOHMELZRLE LE,
L \_@m%m%®¢¢fﬁw@¢mm%wamta%m&%%mmb _l{E
FIZRET BIERICESDEST, TOHA. BRICRECEIERBERZRETHD
1 FOVULTOBRBESAOEEEPL L TE bRt e £,

®3 RRBREOEDS

Ll
(1 X 10"yp) |

Vo *//////

Ly 4
(3X10%vp)

iy
| /

@ﬁkm%ﬁémfméNﬁ5~®E%%ﬁv&w( ) THO, ( ) vp

LD Eg,

= ORI DD ST & BAEDEFFRIIC SV T HC B 22 T, M%éMt
7

1L
(3% 10“vp) — —
L3
(1X 10%vp) g — _'g

—®




2 CRBTANPEIOHWTEZ LT EELY,

8. WRHIEICOVT

gwmkﬁﬁwﬁ%eﬁéwi OARA MUk REELE %k?ﬁ&kié%ﬁ
BT L WS B flarh B B & A K721 OLRIRERFRINC & 51805
2T B ENTERND, TNOOBRBEZI T BRVEBESADNI b, RIGEW
DEWROBIS L 72 572 (PR CHELICIRT A LB TERY) EEXLRIE
M R IEDBE X . T, TTIRANCL M L E Lz & 512, 4EO REIC iR
Tz & A IREIEAARRMIERFTZS T Tl BBERICLPRERRIDHBZ LEXONEY,
HMEMIC LY. HAREORRS, T OBEIRICE LTV TS S a. &
&t@ﬁ@\iﬁhm%@bt&ﬁﬁ%ﬁﬂMK%rl@ﬁh?%ﬁhﬁﬂm%*é

(b BDRA - BRFE - ERHERSICRESET (H4) , ZOMST

72 DB FIRREEZT BICETH B LTS, ZLThREFPREEICEA
LCHREFERREZTIZECREBEINET L, IBESRBSNET, |
SN mﬁ:$MmtﬁH6%%éA®\%@M@E%%tﬁ#mm&@iﬁt%
DOBRH Y ET,

@ﬁﬁM%¢&ﬁLMLTAﬂbv%?F% SEAERIEIC E BB EZIT 2
_kﬁﬁm’%?ﬁ&ﬁwﬁﬁﬁﬁﬁm%fﬁ“ﬁ$mif3ﬂ%utﬁrib
THEY, @%i¥%(_®ﬁﬁ®m 2T CWEIBRIC L AEER R &) 0%
WEHLE L TRV &,

@ &m&¢&ﬁc1?5éﬁm%ﬁ$’ﬁbrﬁmr¥w@0 m%ﬁﬁ

ﬁ%xﬁé ERTERNZE,

@HEEBWIC X D ETRBRFRENMIESND T L,

@FIE BB S OEES 20 B L 15 BERimTh B 2 &,

G e batee. FFHRE. TSHEeE, DS, IHREICEVEER RV &,

M4 ESHEOBROTN

| Eelo®E | m%@% <
| - .<
ol rw@mw | %E = (RERETFERSE 3%
| B ) [ﬁﬁ@m l
biE 31 o S il 7 ?é-%%ﬂﬁ-ﬁﬁ%i%é‘
l |
é{\

| EflOBRE | h?@&%%ﬂ%ﬁﬁ%ﬁ

h?%ﬁ@ﬁ&&X#v;wwkowT
1) EARFOHAN |
?T/Wszmﬁ&~®&XiHMﬁ%rMméﬁﬁﬁﬂyﬁz~&~%@
e (CT) BTRFUMEEEZITV., CT HA FTIITVWET, WARNEE>TWD

8.

1T



118

L&A#éwAi:%E%n—7%%%b I U DIZERE LTV A sk & Bl EE R
@D%%_%MLE?OpV%wmd®77/@4wz&&5 5 F 2—T b
ez A LR, MEOBEEmICEREAT ZHAE, 1 DOEBFIE L TR
FF )AL NARY B —F 1-om] A LET, Tk, MIEREAR & IEENEAR
IEEOR L LTUBENETE, BiF TWB A NV AOKIER U T, MESF = —
FIRTEAS, FABEINT 2 2 L 8E L b D Td, FAL LTEAR T BRIZE
BLETEL LET, 206, MEAZNE S TLEDEELET, £/, BIE
TOR b, BEE 3 B, HARERELET,

2) BEFEABOEHE R
BEFEEALEHE, FAE LUTEEICAR L CWEEEET, Ziud, #E
FOFEVRTH B A NARY =i R IR E » TN S, E M
DNCBY T B 2 L 2B ST T MBEPROFICAY F—BRE BB T
TEEREICL o THR LRI, BEICREOHAVSTES ISRV ET
(BEFEPERLELEBLZRABEEZTOET),

3) BEIETFHEAROKREFHE
77/?4»2Aﬁ§~®&ﬁ%4ﬁ% @¢ﬁ®ﬁﬁ®ﬂﬁkﬁﬁﬂ%mﬁﬁ
BT, BRERT L 4 %I, B4 - PRIE - BHHERE IV CERRIE

R, BRERRS X ORENORETHIZ T E T

DFF ) IANANY F—PENBED RS T m— )b
TF ) TANARY B—EAEIL, BWER &R ¥ —DENTOREZTS 54

EABD, 2 BECRLETOET, N7 ¥ —EAG WERICT R U RN

7 B —NRHESNR BB ET, £, MERNICF 2—TBA > TNDHE I
WK TF ) T4 NARY Z =R SN2 25 ECHERE L, EROFR
DERVPBEHESTONET, Tk, R, FROBENOVTHHBEZITY
7,

T GANARY B — S LRI ESRE, o B e —F — bR (CT).
PET-CTHRE R LI L - TIHEDRE2HELE T,

AR OB W TSR T OREEIREE, BEXVOIERR LYIC LV EERER
LW S E TV EEEET R BETEEALTOR Ly —BRIIAR L TR
xE3, ol MYEMAEZRCTELHE L. AESVEETBE. BEAR
PUIET B, IBRATLIEEE I U T 4 BURERICHA L., BESEELTVDH

Alzid, Mk E i&%‘bﬁ[ﬁu@@affﬁfrﬁof Hﬁ&fiﬂﬂ@@ﬁﬁ\ Apie £ 2R/~

£7,

UTICHREDEB L A7 Va—NERLTEY FLEFTHEEL MEDOE
—B &7 0 42 20~30ml T7,



REMOIMER CHROWEICHT 3REHARF AL 2R Pt

wE weos | gbu | #swma | g | omg | smg | swg | TOCTE g
HEEH R o - 0 . —p O o 1o
Ll - Afb R
g, R, k) © o 2AE o |. 0 o 0
LER 0 msgmee| O o o
i X O o) 'e)
MHrCT o o o o o [¢)
 PET-CT o o 0
75 ) v A N AR ' ;
ik, WA o | 2AE o o o
TFE ) TA ARG .
A o) 2AfE | O o o) 0
R A==~
Mt - N SRR G o » e o
3 = ds 1 AREIC/Dkk-3
FROTIE - A
(T2 HE) . v ,

5) BB D A a—IL

T DOEERIFEI K o1 FILRBRE T L L 5% 60 » B OBHRE
T FETHDI L2 TERMIES, Tt BEFREORMICOE2%E
PEWEERESL LTORNI 05, MBI THRICEENE LD 2 &SR0 EEBH
FBHTT, MEOHE., BEHZOWTIIS £ TFI T bk migRE, HE
B, HBRERRIBEDOA P a—NIZho TIHWET, '

6) 1R DRREIZ DN T . :
4 R TIEREDRIZ L > THROBAABED BT, WRBLEDL LUIFE
LHEINTIBEE, BREFTTAZLRTETT, ZOMRHER. HRBOHE
WSO EE X B%T‘/\Z)HE%V“—%*—T&;Z) Mesothelin & VEGF DEDEAL, CT
2k AEBRES S CHELET, Mesothelin %0 VEGE DENIAMAENZ AT L
LTV HBVIEREIRIREIC X > TRERMER L TEH T, %F%%%
ﬁm%A#gﬂ_p%Li&
Lmﬁﬁuomfﬁ%éh@TﬁwﬁBht% . EYER L OREREE I
4 W EOBREFTNZE DY ﬁ$_ﬁﬁ&k$@éhk%~5%@@fxﬁm&
SHEELREE - PR - ECHEBKCRELEY, ZOBRT, BMEE
DWCHEREEZ R, HEACHEE L. 0 LEEMTH 5 BETFIRRERITE
BEFEBERCEREZEH LET, BMEEEEO ERiTH D EEAB, Rtk
%@%%éh@ammmmbmﬁ&ot%A SR IE UET, '
ls. BEFREMEDIC, RICRESACEETATT /UL VARSI Z—0
BRHETHZ LIETEETA, BIETIARE. BRI Z1TO T Ak TRIBHE =
NTVBRET, BOFRRIEERIT 2 HERHHE D, ZERBLAREND
- 10

119



120

7, BRI TERNWI LRI TAELIIEEN,

10, B ENDIBRBEHRIZONT

BB L LT, BEOBREIOEROEL, BEv—1—Tb?
Mesothelin <° VEGF DEN TELZY ., ERBPIEED T &, T_U( B LTk, Bk
BN T B 2 LT & AR REEOKE, BHOERICEE S mAOBBR RS
ZhNET, Ibic, ZhbOHENELIC 3’)710'({7?"71%% ‘Eﬁﬁ@éﬁrﬁ /oD
TERBHYET,

11. BekEEERIZONT

1) REIC MR F DR42M

REICEAZFIE, & POEFME CIILBICHEL CVWHRET T, BROBEMNT
PXEIILKZE T, BISEERSADBRE SATRBRMEE > CONET, BIE (PR 247
H3) . 20 ZICBRERKRD > TWETH, BAEDOL Z AEERBEERIIRD N T
WERA, |

723, = U AR FNT RBIC MR F 2 B 5T 2 EREM Y ELE LA, WTho
< AL EVEWERIZE UERATLE, £/, REICEETIXEGHRZ JER S
HEFR. EEMEICHE RRICEEFAEELTEY . EEMAIC RBICBETEE
AEETHIZLALR %&5z&m*k%mwamiﬁo

NTF ) TANARY B —DREME

REIC BB F & EGAIR DO PIZ AN S T2 BIT, AN A BRBETFOEOR (N2 F
—) ELTHAWET, bR OBBROEDIZTT ) UANRERNT Z—L LT
FENET, 7T/ UANVRIE, BV SN F7b=%’fj ERERZTUANVAD—DT
T, WEINEFEOPTEZI A ENTERVEIIIZ, VANVRO—EZEDY
B BMEEIToTVWET, LvL, BREDTT ) UANARY §— % HET 5%
&, BAEOHTIXEET 2ENIDOH DT T ) VA NVAEZRITRL Z LIFFHFRIC
CEELVORERETT, |

ABORBR HERTS RRICEEGFE2EHEOTT ) UA VAT X —iL KEDORA
S—ERRBIZL > TRE - RESh., KEEREERST (FDA) &~ T, BAR

FFUANADRADARME B EDT, & b~OEARHTS R b DT, &

IZHBRELDETF I IUANRIE, HYSNE ] BEREBEZT VA NVRE
@T 7o & z EFE VT HE ﬁ?r/ﬁ%»xﬁﬁftf% BEWVEWERITITHE 0032
WEEZ TUVWET, ‘

LA L, 1999489 B %lf?%/ﬁ%wx&ﬁ& %ﬁmtﬁf%%ﬁ?$%
SABEELELE, ZOFERIZ. HRomERNICEREORI Z—EEALEE
DICBIER I ENEEELDNTVET, KERS T—ERKE TN, Bl
AARRAT A NAF IV —PlEF ( TBREGETF] T, BAMEER
BEEBICED LS ERBEEZE LTOVET) SEAAENETT ) UANLARY
X —Z W ELIRS A OBEFIRE T, 1 ﬁjfﬂ?ff&ﬁ“ﬁaihmw bBIVE LT,

11



Fio, BEBEFSAD 20%IC—RrYRREHR L ORWERPRO DL TVET,
FFHEABRS E TR BITEBITIL, 77/ A NANRY F— b TE A B SHSEST

%m&%hfﬁﬁ®#wuﬂb MIRPNC AR F—RBRNIAATETRND B D E75
DD, B HITIERICE S TEET 5 2 & e HESRIZEN B 2 OIS

‘mwﬁlﬁﬁééioﬁ BB A LT, TOREE B, B2
AF I VLR F—CRETF ERRAET F ) 94 NARY 5~ fioT, WSTR

E%&%“&éﬁ(ﬁ%/‘“ﬁfl BRI R DB R A L TR LE L, Z DR
'e‘iﬁ”( I, BVEMERIZRZ ST, 75/ VA NVARY F— RIS RPICHRSEIC RS
TEBILZHERBLTONET, | | :

3T T A RARY B — DI ERIT £ B EIER .

TF ) A NARY X —RIL, mkf«ibtiou\mwmﬁlw%AmMﬂ
Fa—7 B BB LUTEAL, WECEFEEREICN LT, EE-FcszRL
THALES, @ L L)ReFa—T70ZBIc L HM, B Eoa6

EREZLNETH, BEIMEEO L ORI BT, BRRIC K D IER

LET, B ﬁ%%%%kﬁéiQﬁﬁbmmmﬁ#ﬁwimﬁﬁﬁ\ﬁ—:@;
5722 LRI - EBAIIEICLAEEZ VL LEY, £, BRETFHT 50

WCHIE S 2 Li“&“ *}L%%E@ﬁiﬁﬁ WL o TCHRBREDT VX —FIGRAEL S

TERBHVETE, HELRLRCHT VAF—EKIZL - THELET, WMEIRET

BRECITVE T, RETREREIC, © ¥ OB & ORIWERIE & 5 TN H Y

ETH, L OHE, BRI L bITBRLTOEEY,

PLERTR SN BEIERCTN, BETHEBEFETEZ S Rbh g X
AKL#ﬁbhfP&mt®\%ﬁém&m%%ﬁE:6m%ﬂﬂiﬁh;%&t
DIFRIZ DV TR, AERFRITGEOIR Y ERSMC, B2 - SR - FHHE
DEBOEBPERT BB > TOET, %Béh\%ﬁéh@#ot$%
MEUTBIZIE, BB TEICHLA L ET R, BREFLET2HELHD
T eH, FHIEMNEE & L ENET, %03,1“1 RT3 AVTER T4y
h%méﬁfwtt%if

m.ﬁ%%%ﬁ%%ﬂ%mﬁbéﬁ%$%@Wﬁﬁmﬁﬁibt%émowf |
BRTEOHM PR LUK TRICH R DHEOREICRSINE L 1%, HYE
BT ICH LT &80, EAQBENAE HICEY 2B RZITOET,
v®¢oﬁﬁﬁﬁk#&<f% EEFHIRC L BMEPOFEESENER Shi-

<lii%&tkkﬂBﬂL,%@LT@@&@%%ﬁWi?‘HMK%Mhﬁ
xmrmﬂ LAEENEETAELE YO LS REEHARBEIIY LT, BHRE

SRROMEB R R LT, TRABRKIEC L 3BRRREETE LSO X ) REER

LU LTH, EOHRBEITH L’C/\ﬁﬁﬁ}ﬂb\t L%,
fefZ L, e, ABe, tRAMER 810 K2 BRI 301 DU R l}d*&it gD
RS H f:bi%l%ﬁ’ﬂ@?%ﬂ%%b:*]‘“%‘é%ﬁ?ﬁ%%f% LT EERA,

12

121



122

13. BEFIBEOBRIRIZOWT

DTFF ) 4 LAY BT AN G TR
ASBIDOBIETFIRETIETT ) VA NVARY F— — & AVET, BILKFETIIRIR

BERDIZTF ) TANARY Z— BT 2 REMEETLL LS OFRERL
CTVETOTHAWVELET, | ;

RILKE TR, A T—ERRZELYRESNEEMANVANRT A NVAFT IV
% —PREFREIRENTNBETT ) U A NARY Z—% AV, PAWFREFR
IZFR LT E 2 RRAICE RS £ B0 RO RETRRRILRS AR R L Ly Vava
)AL NARY Z— B CIEENICERRE L, ZOBRRVANVREITHLT
LU N BRERET BERPFELITVE Lz, ZOB3RIE, 2001 43 A HH
| 5 B DBERE DIRFEE BN L, 2006 4 7 A ICEMEBEHITH B 9 HIR OEHRE D
BRI, 6 » AU EBE LBRRREZKTLTOET BADRIER) . 20
9 FEFITRTIEBOCEWERZBODERA T L, BIRHBRORIEL SN EH~
—H—Th B PSA V%, 9BIF 6 BITET L., REMLIBFDIRPHERSINE LR,
S, ILKETIE, M T—ERRFIVREEShIZA VF—a (% 128
FEBMBPANET T ) A NARY =% ANT, A% ML R IS LR 2oz
BRSSO EMRAISIRBAERSRE LT, 75/ UA VAR ¥ — BCH]
SERDBABE, EIEBRENCEERET 2RETFIRRERITS 2008 F 5
BObRBLTONET, BEE TR mﬁ@ﬁﬁ%ﬁmibtm E%ﬁ@ﬁmmi
CTWER A,

%EyﬂkEﬁ%EbTm5%%W%ﬁﬁ>N%?“Eﬂk%ib%&éhk
REIC WEFEHAAALETT ) TANZRY Z—ER L THRREITY FETYS,
Bl L7 & 9 I kEERERRT FDA) 12X T, BARMT T ) A VADEAD
AL ED T, & A OERBHFT SN bOTT,

2) REICM/=T %AW BEFHERIZOWT

REIC BETFEMBRAATET T ) T4 VAR F— BRI FIBWR A PN
CBWCRISIIRN A DBRE S AZRBIITORTWET, R 234 1 A 26 AIZ,
W%ﬁ%%ém&Lﬁ;ﬁ%kkéﬁﬁmmﬁwﬁﬁﬁﬁﬁﬁm%ﬁ%ﬁAMﬁ)
A YR OSBEERSIENA BE) THY, BEEORY 4 BFICREL.
REIC BEFEBRBAALET T ) IANART 2 — 5B E L FBEOREHDORERL

FERAML L, IWEPROBREZORDBEHE LIFHRTT, YRR, 2548 7 A
KEIE T, 20 ZIC B EMTONBFEIEITH ©F, BREACIREEZBERIZERD
LbITRY /A, BFEIKT LT»\%@D\E&K%“CF%‘E’V& EREZXERAN, B
ZDEHWN THBEEMIZ ONTIZITHR PR ENRIE L WRET, £
ORI CIIEEE R R %E%’L*Cb\i@“ AEBV5 REIC BT % A4
AETF ) TANARYT F—x, BIEMSIIRD ARV TW D REIC BT 2/
RAETT ) A NARY B — EHER— R T b DEAVE T, ERIOHF

L RCEDRAMER LN RESRICERAV LD L FRENTWET, EETHO

iuﬁ?%@%@fm&<7m%~& LN SR CY, BRIERTSEIRA A VT
WBT T UANARY Z A b OB HBDTIEEL, TT /YA NVAN
13



77 —FER LA #ﬁ#ék“@%ﬁﬁ%ﬁ%wﬁﬁo
3) T R IE I3 5 BB TR ‘ |

B IR 5 R EFRRIE. KEE A2+ T Y T OZREN 1R
TR TWET, BRTIRELRERSN TR £%A, BIERETFRIED BE S
AT LT REIC MR T 2 AT 5 @A FIRIRIZERNA T TTT,

R CHRE SNERRIE, SR T REO I A—FIT LD 1995 £ 11 A
BATENE Lz, BISIIEAA & FIkE, #maw&x%4wz%\yy#feﬁﬁ&
FRMBRAENTOBTF ) UA VARY F—% 1E, BN EBSRS L,
BHTANRFITHEIH o i EHERETSHIETYT, B létﬂ@ﬂjf-itlﬂﬂiﬂaiéﬁ

FIZH LT AEORBRER L L 3 ICHRETE VA NABERIFETOLIFTE

R BRI ES AR T, 5.0X10® viral particle(vp: 7 A A DHE
FOM) ETHRETANRAERZHEE LE LEDNEGEEIT LD REELRHER X
RO ONRERATLE (—BMEO D LSEREBY, FFIERE, 20T BEO—

ﬂ@®%%w@%$mﬁ\@mﬁﬁg)oﬁ@%%%ﬁ\wW@DBBWTE@L-

EEOETA—EIML O LM S NE Lin, 0%, EflEER, AF 3440
BFICHEMANRR T A VAT IV TP REFIRARENTNETT ) T
4wa?§~ﬁ&EéﬂibtwéﬁK%biLTM\mﬁﬂhﬁ%éﬁ@@%
:t-%é/u’!d‘f 1%\ n:uy)fb\i ‘}«
«\///I/J\WTkﬂ-ODHLﬁ/v~7"12003$8}§7b>6/{ VHE—Tazny - R—F
BHBAANTET T ) AN R, BEMAEZESTSBES A LEL Mg s %
ﬁﬁ%f%lﬁﬁ%%ﬁwibto%&%ﬁ¢&%7%\%ﬁmm%ﬂﬁﬁ$mm
%Fzﬁ\%%ﬁlﬁﬁﬁ%ﬂ%%bibto&%%%%T%égoxmwmﬁm
BEZBVERITRED bRLP, | BRBEES BT YA VRED 30X 10% vy TiX 4
Bl 2 BICEE RSB M, FFEAEREN MR UE L, (EEMIEZRDIE
Blix. PHERBR L LTBIELDREeE o TV AERIT L, E-fHiEEE Lo
P REIE. DA, BB U L RIED 7 DI A BRATR 2 1 TV B ERITC LT,
EERRREGRIEH X DO TRY FRAN, S0 & 5 REEROLD, Bl
FABNHRTWIREETH o AR D D E7, BB, ZORRTREHRVANLRE
L LT9.0X10MNp SR SHE Uis, I RIS 7 41O FREEIZBE L T,

Pr 5% 60 B CT OFMIZBNT 4 FITEEORE SHEDLL T, 3 G THEEDH

KEBHTVET, PET BE T 3 I CRZE, 141THLARIRERDTVET,
AETEICBE LTI sk SN B AT, ABFEHIX34 G4 v A, 32 0H, 26 %
A) Tl : | : -

Eio, 2006 £ 9 ADDIL, AV F—T =0y - R=FEMBRAIIET T/ TA N
2O IR L5 0REeMN, ﬁ%é%md?émmﬁ%ﬁﬁbhibto%%%%
ORI, BT A IE 10 4, émm%waﬁmm@wrzz TRBLE 2 4
HHE 2 AT LI, REMICELT \ikbkﬁ77/ﬁ4wx SR B B
%Wﬁ%&@ﬁﬁ%¢%ﬁ®@¢ﬁ?bkﬁ(Uvﬂﬁﬁw;ﬁTWfivmf‘
B, &0y M, FEBE L, HER, SR L) | 2 Bl TR
ERMNEDLNE L, 1618, 1 HEORE%, MFORERICEET 2RERE

© 14

123



124

RER L BEL2EROBRENTERVRELRY L, L LR 5, Hill,
ﬁ@i%%ﬁw\%mﬂwmuﬁbiﬁkﬁbkomwmmzna@v4wxxy
Z—8 5% 14 B ORICRE LoD R —F (BEIZKRZE D, DIROE & 2

HIRSNBRE) TLE, FREEEOHE, IRHOERIDH Y, LEIZEZEBOKRN

BE > TNELE, BEOH/IIREE LT, EiEFE ZE 10 flHRERORE &
NEAEIRETH o8BI RET L7 & 25, B 5% 60 B OFEICIB VT 26 TRE

6 Bl CIEEOEAZED CONET, EFCEL UL, BIRBRRINEFRT, &
FEIX34 (@2xH, 395 H, 183 H) BDTNET,

U AN E T RETIL, 2000452 BB A LV F—T = m Y - TAT 7 ERRIA

WETF ) UL NAOKRYE LR EOREN, B RTT 5 ERTEN B S

NTWET, BEEARBWERIZED TB LT, 9 AT 2 AMCIEEOM/ N 23D, 4 AT

FE, 3IATHREZEHDTIYET, F, 010F 4 APBERALS A V& —T =

By - TAT 7 BBV RETIRRICHN AR BB AA b B RO BERRR % B
BLTRY ET, . \

KELSMCIE, F—2 + 51 7 CREFERMTPNTVET, BA—A 7
7 KE Robinson HIZ HIL, A v F—0AFL 2 BT V=T VA NART Z—
(CHAAR 12 BEIC DR - CEBNICERER 5T 5 RETFHEEE 6 flOBRET
WE L7, BICEEREMERIZA DERA T LR, IEEE & L Tid, BRERH,
ERHDRIIRD bNEEATLE, :

WEIC. FECOEMEEECHT 2 BET BRI OV TRIZE LD TNE
T,

15



FEME NI o I

EAE R o R

A Hoes TEAENaL S B, , , |
h si B R B4 | BEIR D ———— hvid o) a3l e
implex BRI RN i N IS EEA4E NEg i o 2 5
Virus—thymidine et T Mizx4 3
kinase ~ TS A5 Interferon-Alpha Int_r‘:rfe%"c?n—Amha
Wied | (v s | erferorbeta | Interferonbeta | gz gy ) | HEFRRTT
ey BEFRETT | BETFRRTT e g | TANRRY F
RETT /04 . . DANWARS F ARG
; JYANRRY | JGA Ry | LI T | BRI RS
narg =g | AT L LTI | Rk mil | o
S ] FEEEESR | F—REEREC | e R - T PR B
GHriymt L BMWETEE | XABETE &P IRHR ERERTT 5T e
A R T S DMETIRR |
B ERTIEE BAPRBISE | B RIS
epppe | KERY VA SREA VA L RERS IS | OREARY ARSI
SR =7 K =7 R% =T RE TRE TRE
! 10 {0 (ECERGIES | 17 4 EtEIanR - o
FLHAESY 34 41 Japy YU 10 1) 9 _WJ (12 BT %) 20 fIF7E
Ny p— | FEIIAAA | FFIOANR | PFIOANA | TTFIVANAR N FFI A NRN
2 Y H Ry - Ry H— o - v 5—
AR RA T A ) ) . :
i J AvF—Tzn | AvF—T=a | ArFf—Tzuy | AVF—Tznr
BEF | 2T \_{E./*'}' e g Vi ~TAT 7 -FAT
m pem | BBUE R | SEBE LW | SBBE LRG| SBAE LR
3 ' 2L 2L L L
VE AL ol Kol Wi Wl e
B5EHK 1 1E 2@ 2 [ 28
KETH | 196 E 1 ic | N0ELRE | 206EIAK | 200042 Aab 5010#_“%
KR 2y i £iE Ehitp -
Atk Tl L Tzl L i i
TR x ,
(hEH a : ’ Qi
EAE | 8 A3 AT | 7 A% 4 ATl | 8 A2 Aoy | 22T ERSIRE L
%608 | owWEAEE | ommsr | ommsge |70 Y e
| osmim , '
) : '
HE (| 240RNERF s e :
‘ N ; 3 DEFE 34 OEFE
%gg)ﬁ"% %(72‘;” 804 1 (aa,32,26 50) | (42,39,18 %8 s e

14, FBE S A OHER & 35 L A OV T

DHEICEI D EE AR S & 28 b R B L L7 3, A7 i 5 —EUTo

ZEHRBLETETOTHRRELTIESN,

BRIV ZOBEEFRICBMENDHE DML, HRIEOBHEBC LT
NHBDOT, WLTHHEND bOTEH Y EXA, BRIIEICBMT 5 Z L Z2HD
NTh, HHVE—ERE Lgkic, ZOREENE L CREREOR LHEZERT .
b ZOBOIBIETHARLIMTB AL BT RO LR RIEN LET, BRI
RREEND Z LRAMPHNS D Z Ei3bY &

OHBMCBAE SN TH., EFERD
B Ao
RRRIFIRIC S

16

MERELE D, BHHETHLREBEDHICAILKEHRE. 75

125



126

CVEER EEEREL R OEMRMER (RUEM»LBHLE LET) EEHMIICE

BENBZZEEBHOLET, 2O LTIV L, Hlekick o TR L 22 58]
EREERL, ThEFIET3-0ThY, $EEICRAE LERETFRIROZIRE
B 5T BT, ZO. Rilear Pa—F—WBiIRE C1) 2TVET,
BB, REIZLTALPORETRE L 2V ITR- HAITIE, %ﬁ@ﬂ%%%m
B, RERNCSHALEEVET LI BENWELETS,
EELTWEREELWAE LT, REBRFRERPICMET - B 0oBELXZIT 58
B E R FIERBRTE L 2T TV B B LT IBE - Mﬂ@ﬁé[%‘ﬁib
AEEFRRERFEORYEMIZ b LTRE LTI EIV, Eife - i T4
ENTEER, HREBEPERHCTHA LEERD Z5E. FRERR Y RARIAER
FIRERERRIT S S EHNCAR T2 & & bz, A% T ARE IR RBR S
YEMICHE LTLEIY, |

Z OBKRFRITBETEANE 2D, TRANDOEBIZONWTEOREMBIRETII

HVERA, Lo TARBTHREIFEINDI L, ZOEHEYEIZTRRSIES

Vo SEERTBTT ) UANANRY =3, HIalc OLFERIMIC —FRFRICRAYT D
AEEMEITIBD TEVWLD L BN ETR, BEIIEEIRTEERA, FODEREY
sy bt iRl RN ﬁ%ﬁBmEﬁ%Dif '

5 %ﬁm%b&%ﬁ%momf‘ . .
KEERTFFEICE I 2 ABRF O8I DOIEFR - MAEREIZE L i, MILURFRENE
Y5 EETENRDN, HREOEENAIIIRE LEL A BREORECE &
B2l OFRIZEID B b DIC OV TIHRBOER & 72 0 T8, KBRS OR
EKOWTH\?&TWMKiﬁﬁﬁxﬁﬁéﬁéféﬁmtbiﬁ L7=h o T,
ZORFRICBMT 5 Lzl -, if%ik% YRBEFABRLTWEEL
ZEEBHYERA
tt.\_®%%m%®%%WT%oT%\H®H%k%%@&mrmV%T5E
REICIL, AHNERRRIER SNE5E. TOERREICI»Z—HABSSIIAR
LTWEREEET, 28, ANERRRSER ST Z2VER. BRICELTGIECA

BV ET,

16. BEFIHRREBRIAOEZEILERFH I ONT |
AAEN TR FIRRERIIA 21T 5> BEcid, BXEDe DRETFIRIRIRRARTTE
(BT RSN OREIC L7e it o T AL RBRRE OB T aRIBRT A EEZ AR,
AR ZERIVLENER. P ARG FIRRBRITAERZR S T HROZEM,
TR SN DE0R, MBEHRFEMER SICOWTHEICEFH L. BRI ORI RHRE
Bignz k&mﬁbifouhE®TNf®%ﬁfTﬂéﬂT mwrm%ﬁ %= B

WD EPHFSNTHET,

A e, %&tuﬁﬁbt@m%ﬁ%%ﬁﬁﬁi DEIRFREERTERBINE

BRI

17



17. REOHENZ>WT B :

‘ %%W%n%%#%:e%umbt%%m%mmmﬁ%éhrﬁef%\woﬁ%
BHRTOFRIZ LB THIESMORBZMET S 2 L P T Ed, RBEZMES
NEHE. TOBOBRCOVTHRICHMT SRR ERZIT RN T & B RREN T LE
+, FEOMENCKE LTI, BEY 52 L 2EYEMCIETEL. Z0O%, HRO
T DICHTEOREBEMEEZZHE L CNEEEET, |

18. FIEHIE OB Y H iz o I

BIE 2 E S5 LB 0 b e 7 ORFRRE-CHRIEFE R 2 b CITRE STV D IRR
BRIz oOVWTIL, BEAREEL R ET0T, BEFRFERTZROEE L LTHER
SHCVEEEET LRI TRIESY,

19. fEABBROEHEIZHONT ’
Db&t@ﬁﬁﬁﬁ%ﬂﬁéﬁk\_wﬁM%%%Mmm% I D BIREE-ONR
R =41, UTFOERSORECE SO TRILKSREEFRTRE L, BEE
BEFLET, BONEBRT — 2 132 ORISR T 5. ZOmEORRE

EZMEERRS . EARMEBLOFOEESICRETIIENHVETH, bR
EOEAMERITRESNET, 2B, ﬂﬁﬁ%’%ﬁﬂibt%A X, kT
BEETWEEEET,

@ BEAKRORBICHET SR (P 1545 A 30 BiEHE 57 8)

@ T IRREERIIZIC B3 5 it (R 14 48 3 A 27 B SCHRRI24 - EA )
HERE1S) '

@ EMKREBEARLKEREORET 2 EAMEROBY R EHO D OB
BA 2R (TR 174 3 B 24 A M)

2) dH7ei=iE, T OERERIIZEIZ X %BMt\&&tﬁﬁmmUC%é@Af
BIRERD D ENTEET, ZORRITIX, LR - mmkiUrniifﬁ
AL REOERABCETZHAE] THG L, BROZSMELZHM LEY, BF
S ARMENEROBR R BHAIE. SR LW LET, 2L, Eiflichd
5$ﬁﬂwow1m\%ﬁﬁﬁbtﬁ@mibﬂ&%mbfwkﬁ%iﬁo

3) B TiE, T DIRKBFIEIC J:M% Bfm‘: T 7227 B & A< & 6ﬂul]kl D
NAPEETIHRVEHW LS ik, 5TE - BNELIZEIRZRDD Z &

ﬁﬁ%i¢oﬂE-ﬁMitﬁ%%f%@D%Qmm\%%Kﬁbf%@%%ﬁ

HLET,

4) BT, TOBEIRICEY Bk Thielk B2 WEITE 5 EAKH

DR #%%Ti&%k#%btﬁ « ARERERBIZE O B HOERIC LB R 0A % 48

xfﬂﬁéﬂfwékwwbt@n\TE®$& i@MAhﬁbW%éht%

D LR Lz iﬂﬁ@%iitﬁﬁ%%kwé EBTEET, FOB
18

127



128

m:ﬁ%%ﬁ[%%ﬁ*%%ﬁbiﬁﬁﬁﬂ%btﬁa TIENEREEEZHL.
it\ME WL TCEDBERHLET, ﬂmw@mitiﬁfhf%@w%A
Zh, HE mbr%@a%mﬁbiﬁ

5)@A%ﬁwowfyhﬁﬁ@ﬁ%%%bfwtﬁ<k@\@A%ﬁ®%§ﬁ%
T A ERR L MR OEABRICE T ARNREEYREOR—HN—T R
BRLTBVEYT
(http://www. okayama—u. ac. jp/user/hos/privacy/hospital. html) . E£7=, A
BROBERSICET AR DO RS OCRBEIZOVWTI, —Fnﬂ?aﬁﬁf*k}of"ﬁb\
BOELESVETIOBENLET,

OHE Y HMk%rhﬁgﬁﬁﬁiﬁw
TEL 086-235-7205

20. BRBGEMEEL BRI ORWELEERICTONT .

= OFRRBIEA~OBME & L TOHR ORI, BRI LicfE 2 L1220
T, Mo OBELERMAAE U & X0, ML RSBk MESENF (TEL
086-235-7265, FAX 086-235-7269) % 7= i3 ML K EMBT#EssR (TEL 086-235-7507) |
RRWAE ThiuT, FILRIRBHR 8 (TEL 086-235-7862) 1 MG 2EV,

. BRTFIBIRIERMIZE D IER AT & MR A
1) HFFRDLFF
BEM: [ i o B IV %3 5 Reduced Expression in Immortallzed Cells/Dickkopf-3
BEFRBRTT ) VA NVARY F—& AW Bs FIR5 R 5E

2) FEhElhGs%
ﬂMk%ﬁ%

RS < ML RFERRLRE R R e a7 R D@Eéa% AR WS
TEL 086-235-7265

FAX 086-235-7269

3) WRIEREER
W ’
(ML K B Mo A TSR RR AR T IERRSE: - D)
4) BB R
(1) % E— Bk FERIEAE By

o) Wi T R RERE SRR AR
’ 19



(3) K W
(4) =4I

(5) iﬂéﬂ e
@ moE T
(7) AW AT
8) Bk K
(9) ¥A fER
(10) #BJE &R
(11) &% A

(12) MEHR B

(13) IE BK

ERHEY ) _—a e — - WS

i m#%k‘iﬁ%ﬁ%ﬁé%ﬁé\ﬂ%ﬂ
- FERER - HIRA WS - B

LR SR W B A P |
| RIS - SRR SNSRI - Zig

K R - B - FERER - T LRI - B

RS e s — i
RIS (PR - 7 LR —pRl - B
FLCE ARG A TR i IR PRSP - B0

W LRS00 R sR sk

- PR B e

[ IR R R E R HR AT RN BRES - 2%

IR FENRTISRs s — AR

LK BRI s — iR

20

129



130

0 oo oo ooooooo [J[j_m O O

e e o B S T IR R SRR R BT s R R

By N 2 T

wokE B OB

Fhi, BT R IEIZ R REICBETRRAT T/ VA VAN Z—& Vi
EFIRERRFRIC OV TOEB I OB L VHAEZTE L, £OME,. TR
DWEREMLE LEOT, BETHRERFRCSNT 5 2 L IAELET,
£, LRBRMAZITS J:TJA%E&&%:}% L O ERERRFEICB W T TR Sz
VIR A LA, TS T 2 e ORBAEZRIT D Z LIZonT Y5 e
TRZELET, | |

X LI

BRERATZRIZ DN T

M B2 IS DN T

B TFIRREERF R OBEIZ SV T

TF ) IANVANRY Z—{ZDONT

ERERATZED B B’\Jb:ob\’c
ERERBFE DD SHFIZOWT

RSB 2N T

WEFIBROFIEL R 7Y a— Mz T

B S B IREZIRIZ OV T

Tt L BWERIZ 2N T
ﬁ%%%ﬁ%%ﬁ%ﬁ%béﬁ%%&ﬁiDt%ﬁﬁowf
AMETORTUZDNT |

BE S ADOHER & BEZR D ITERRIZOWT |

I B D B HBRIC DN T |

S TR R R LB T & 12OV T

RIE OHENZOWT

21



FIERES OE RO Y NN T

BABRORBIONT |
BRAEKER L OEBORWADREIZOWNT
5 T ISR PRI D TR AL T & FE R A pit

0o o o

U EORBERERT D, S DEL, BEHILET,

7285, FLAMAS L OMEREROEROE:
|  ORELEY ORELEEA

FEE£AR FR F H &)

BERS (BA) AEHR. % A @

RisZ (B4)
S | | |
BESALOBMGE ' AERE: A H

v A (Bh)

A 5 -
B & A & DBE »' _ 4fRABE: £ A @

BB L7 AT L O B
T O F A H

(E4)
(E4)

131



BB I R T R RTEIC BT 5 AR E

[ 1L R SR
W o & OB

%m;%@%ﬁmﬁﬁmmﬁfmmcﬁﬁ%%ﬁ7f/v4wxxya~émmt§
EFRRERIRIC OV THEB I 2B S L, AEEICEA LE LS, TORE
EWIES 2 2 & &Y ER _KAETERE L,

RBOE D, AENEEERELET, |

Rk F H B

BEEL (B4) sEAR: & A g
e |

RiEH (E4)
T , '
BESALDBERE AERE & A H

STE A (BA)
L | | o
B & A L OBIE AEAR. & R g

23

132



