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B4 2REFERELD ., BT ZE w45 REIC/Dkk-3 EmFIGEIT R
HRFENDEEZ, TT ) UANVARY Z—|Z LV REIC/Dkk-3 BIxFEEEN A
AR BAT DB ETIRERRIT I 2 5HE Lz,

BEF OREK
W DE ATk

1. b MNIEAT S REIC/Dkk-3 BT D#E, ME., EiH
BT o)

BN % {4 ¥ A & & F 1T . Reduced Expression in Immortalized
Cells/Dickkopf-3 (REIC/Dkk-3) & > /37 B D4 T OEIRE A T8 ET Th 5,
t N REIC/Dkk-3 EIEZFFHH pAxCAwt (Z A FA¥®y hTHY . BAED RIKEN
BioResource Center ® Recombinant Virus Database No. 1678 L 0 [E# A2 57-) % .
El fEi 2 R EERIEN 220 e b T5F ) A VAR5 BINRY & — |Z AT HH
WX TT IV OUANARY Z—5 BRI LT, ZOT T ) VA NANRT Z—% Bl &=
T A PerC6 Ml ~DRYLIZ L 0 HFE S &, (bt 7 A (CsCl) & AV ZBiE O
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TR Lo v N EEEMICHAV 5, REIC/Dkk-3 BIGFRI|RT T ) 7 A VAR
X — % AR I E R E - N B 595 Z LI L Y REIC/Dkk-3 BIET
EEATDE, TTF ) UANARY X I@mIEOBRMER T ¥ —RERET D2 &M
HETHY, £T7TFT ) VA INVARS Z—DFEWERTEADRIIEENEER
5 . g5 c@l LT b E BEbh s,

(REIC/Dkk-3 BAnF D AEMIENE)

REIC/Dkk-3 }X4>F & 38. 3kDa DFEX L X7 BT NFEKBIZ 1 2DV T F AT F
RELRT A RAA 2, coiled—coil RAAL VEENEN 2 DT DH TS 350 D
72 L VRSN D ,REIC/Dkk-3 1X Dkk 7 7 2 U — & MRIEN B A E B EE D
—FET, Mt ZEEZALTint 7 HIVGEERZEETAZ ERMBN TS,

REIC/Dkk-3 IFfEER BT R b — Y A2 FET HMELE L TVWD LEX
HNTEBY., FOBFE L LT, c-Jun-N-terminal kinase (JNK) ZWEHIwEHZ &
TOD, Bax DI by R T~OBITREEANE L LN TWS, —HEOWREILE
WT. BrxORAETEENMBEIENA ., BRA,BISZIERA . BRBAL) T
REIC/Dkk-3 DIEHIMETLTRY, ZDO#EFLL T, REIC/Dkk-3 #rF 7Rt —H—
DIBAF MEBFEHIN TND, ZNHDIEEMIZIC REIC/Dkk-3 BE-FABERIFHRS
HAE, EEMIO T Rh— ARFHEI N,

—7% ., IEEHMAEIZ REIC/Dkk-3 BEFEHBRIBBEIE THLT RV AR ETHIE
13EE AL 72 REIC/Dkk-3 (I BB A7 T R h— LV AFEER 03D D, T DOHF
ELTNAEARN AR ETAZ L2 2 13 LE, T74bb, REPAMAE T
REIC/Dkk-3 # /7GR BBMHISN TB72, REIC/Dkk-3 0328 AUMIRRIZ 3T
RSN EO REIC/Dkk-3 237G SN O /NMaEIzB W TELN DG &
DA B W TEDBIIPNEEAN ARREAETDHEEZLND, TOZED,
REIC/Dkk~-3 4> /7B DO3&EHIF B LD IEE R RATHAL 7 R — AFFED— DD
FEEZLND,

SBT3 REIC 2 -7 XD BER IR O 5L EE R L IEE A T IL-7 DFE
A2 F3< NK MR OIEELIZ L AT RIS A SETE L E R MRS LTS,

2. BETEAFEOHE

(R B —DHFE)

AEERBFFEIZ VY AL D REIC/Dkk-3 BIRTHRET 7 ) VA VAT Z—X, (BK)
PERERIEAE N BLERFE L2, KEOSS/T—ERKECER S, Rt L BN
IRZFIC R S B,

(BETEAFE)

ABE T IR EERAF R OBIS S T S 5 BFIZ OV T, MILRFRFEIC TR
Z (MERBASIIBEROREELED) oL, XBIC L5830 E1EAB) 217
W, LRI L DFENE NG EICR Y RERTFEICEEREZ L, BRAITRE
ZBIET 5,

B REEE L IIERE ORBE, BRA, TOMINLIZELDE (BRADTF, #H.

FRA D SLebtifith7e &) & &7,

TREATIRZ I C Ral L7 BRI A, S DICHRAEIBICIRAM L 22 &2
LMo 2 BE, IREIRET — % 2 KICZE - 2RI - @RHERSIC
THEIGZ T 2, FHSICRWCRERIFZE O & B Sh 2546, Mk
PRI CRE (MWERGAITBEROREE) 3L, XFEICL DA (B2
EEH) 2179,

LB & RE S, AEHEEICRMAER 12-1 CEMEMIE b R 8 G T IR R R
ZEDODOFHALEEE) L LTEEh TS, ARSI 2 WEKRL. BA T
AR SN 1 MAHREICFEL, tho 1 HE22KEHRE & bIRFT 5,

LB DARBENTONZHEICRY . UTFOFEIC L > TREERITIE 2 5
%,
D &E5Y A MLKFEREALRE 5 BT ERIFERRE ' v & —  RRIEI LS

2 —80°C THFERE LT D REIC/Dkk-3 BIETHIT T /) VA VAN X —
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BeHALTWLIRY 7o VB ) FF 2 —T7 2AEHRALZEF ¥y ER Y

FNABE), R ERET 5,

2) REIC/Dkk-3 BIZFHRIET T/ VA NARI X —REBHDOX ¥ U T /XNy 7 HNIZ
BEEIZEI AL T, R T T ILRZEFBER S22 IVR-CT | AT 5,

3) FEEFNZH L, UTFDOFELTT T ) UANART Z—2EAT 5D,

4) FILRZRBEFR AR IVR-CT ]2 T, KAl U CRFTRErZHEIT L., CT HA
RFIZ, REIC/Dkk-3 BEFRBET T/ VA NVARYT X —iR%E ., MKITE 3D
DR E 7 IXEHME R RE e 1 REARICEAT B, VA NVART X —RDOEANE
VIR (BIRE) ~1X 50ml, JRAEEIZIE 1 -2nl &5, BENEADOE I
WICHT =T NFa—T AL, FRERIEY BAKEZHE LIObEAT S,
A O IR EFEEREZER IVR-CT B OEE. BRITEMEE (B

EY—ERAw—75E) IUKET D, 0%, 7' ha L EES L TEEET N

BREDROFIMEIT O, BEND 4 BRICERER, BERORELORETEME

79,

R F—EEEIL, N7 Z R (vp: viral particle) BRIz 4 BepE L L.
RAEV-NVEROFEISFEMICONWTIE, FREFNORAT—TO#E 4 BLRKRIZE
2 - PR - BSHIESLSEBFEL, 2 TOEMIZ OV THRE4BEBRETOT —
& % FITHREFm T 5,

REThD LHESNER, WORT—VERRET D,

ZIETD
e (BREE
B L)

1. REIC/Dkk-3 E=FIAEICEA L T
1) BRI
W LRI RIN RS A B R ZR & LIRS E S ORER 2 X5 L L CEE
FThHD, W7 Y —A: NHWEERFUEBRREINLRS A, 17 3Y —B: 48
HIBIBRDBEIE D & DA U 27 FIRBRERISIRDS A (RAT Va2 MEE)
WELERIRTISCIT VAL 22 48 12 A 22 AEARZEZSH ZHINHEES I8V TR
(ERL234E 1 A 6 BfHT EAFBRKEEREZERM) STV, ¥aL234E1 A
25 AIZEE 1 BIE 2 EiE Uiz, K254 7 ABRAAEETIZE 20 EFI(A B 6 FIR OB
B 14 B) TIRENERIN, FETURRALMTHD Ad-REIC & A& T 185
FRIFFEDZ £ DOV TIE, B TOMRNASNIRIZH S,

2) ES ORI

PRRBRIERR S AL, BISLIR DS A % X8I K E T ORI E i 4 518 L FDA
L DOERTHHE (FRL 20 4£ 11 B) . Pre—preIND £ (FRL 21 £ 1 H), 72>+ DC
TD Pre-IND % (L 21 4F) M L. ¥Rk 22 4 3 A1 AD-REIC 8%, XE
FDA {Z IND (Investigational New Drug) B 5&, NIH @ RAC (Recombinant DNA Advisory
Committee* Y% 22 4F 3 A ) AES % @i, Rk 22 4£ 3 A 31 BAHTTIND 2@ L
Tro Za—3—0<0r M ATARRETO TEXEEY X7 BREMERISIIRS A %5t
& LT OENAR) XA T Vany VEBFIBEE LTERT I FETH D, (F
% 25 4E 8 A OB TIERF DA AIIFITHOI TV RL,)

3) 35 REIC/Dkk-3 B=TRET T/ VA VAT Z—{ZDNT

AHFECFIREERMEICBO CEMEIE S EEEFICH L THRETH
REIC/Dkk-3 BEFEBTF IVANARIZ—F CMV TaE—X—5#EH L=
Ad-CMV-REIC B&|Th5 (BfHERF 12-3, 12-4 |[ZFEHIEFRED) . BAE., ML KSR
TEBESN TOBBILEN AN 5 Ad-REIC IZ L BBERFZFEIZ B W THWLRL TS
DIE CAG FrE—F—Z# L7~ Ad~-CAG-REIC 8| Th %, Ad-REIC DZALM: - ZhkE
N7 E—Z— (CMV 70F—4—7) CAG BT —F—13) [ZLo TENEW (FIEThH
B)IEEFERATAEDEREYITo1-, il L T, Ad-CMV-REIC $i#|> Ad-CAG-REIC
AT, TOEEIZ OV TEBRBLREISE THLZ NIRRT,

2. BEMEMIE T R IEOBEFIRRICOWNT
1 ENORB
HiEE R (CFp 25 8 A) TIEEMEMESRBEICHT 2B FIREITER
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FTIEER I LTV,
UL LFERFZICB W T TEIBRTEEEE R R R i 2 5t 4 & U7z NK4 BIR 738
BY T ) UANANRY Z—Z X585 I HERFEI N TEINTEY T TICER
IR DFEEITKET LEABFSBRFETTSICB W TERICELZRVED
BERAMHELTWS,

2) WS+ D ERER IR
HRENGIKE ORI N_R=T REA—ANF VT OEA—RA ST YT RKFE
TITONTWVE, RV ARET KETOBEETIREIL Albelda H D7 )—T7 |2
L oiTbhiaXREINTHDE O E LT, OHerpes Simplex Virus—thymidine
kinase (HSV-tk) Z#AIANTET T ) T A NANRY Z—DaENEEE & v 7
DELDOEEREEELSEDEEEETERE. Qf v ¥ —TorrN—X
(IFN-beta) ZHAAATET T 7 U A W AR X —JaENE 512 X 5 BETIRE.
BHd,

@ HSV-tk |12 & 2B TG ORREE 1 FRBRIL 19954 11 A D RtE S
7o HSV-tk BEFPMEAAENTZT T/ UANARY Z—% 1[E, MENICE
BEE L, ZOBRT V7 aELOEEREEIToT, 21 AORIBROBEM T
FEBEICH L TRETOIUVA NV AEENIMGET D LT, 5.0X10%vp £TEL
7S, EERBERITRD T, RAMEICITZELR o2 B Y S ERkigd
(grade 4) 1, FF&RERE (grade3) 1M, Z O, MEDO—EHEDOREE, K
REME) | KME) | FFEREERE. (EEERMAER ) 1. FUEREDR L LTk
21 I 18 BINNRZHIET 2 DI+ eI EE TR Y. 55 3 #25 1998 48 2
H OB CHEG FEROEITZRO R NhoTz, TOH%, HSV-tk BETFIEFIZA
TuA FEBMUEEEICERE L 5 £ 0OBFITHAT, 72, 1998 46 Anb
IFEMANLRAT A NVAF I VX —BEEFIEEOEEICTA NV ADMD
WiEE LV ERICER LI ANARY X —% T (E1/E3 REKTANVAND
E1/B4 RID A NANER) 8HINIER AT o7, T72bb, A5 34 A DEEIC
HSV-tk BEFVPEAAENTNDET T /) UANARY Z—03FE XN, B
OIEFNZ RN T S EERBIERILERY bias o, ZOBIMEFD S B 2 fillk
WT 6.5 EUEOEHARTFERDTNDS (2005 FEFCHER), Z0 2 40
Positron Emission Tomography (PET) f# & T IiT B B o B 1T 5 .
2-deoxy-2-[F-18] fluoro-D-glucose (FDG) OV AL DIE T BRI N/-
(2011 4E 3 H OB R CAFENL 1 #, 10 2L Lo ERAT, b5 1 flIIREERN
8 E{%IFT-, Dr.Albelda, personal communication),

@  IFN-beta ZHAIAATET T ) T A NART B — 2 L5 BMERAKEIT 5
R TTREOEERS 1 FHERERIS 2003 £ 8 A bBtAI N7, &L, KR
BE1EITHY , BN T B E 7 6], FEMEMK % £ 5 5/ R 23 A 2 4], JRE
DA LB TNz, BEBBETH D 9.0X 10" vp TIIEEZBMERIZEED S
NIedr o7z’ 1 BR G EL BT 72U A NV AED 3.0X10% vp TiE 4 #1924
THEREBRRMIE (grade 3) . JFHREREE (grade 3) ENZNRDT, K
FESR MIE % RO TIEFNIIOFFEE & LT L REZ S EF TH Y | AFlRERE
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EEBOTIEFIL, LLET. B Y 2 FEO 72 D IEERIC REH ISR OBEEN B 5 IE
Bl TH o1, ZORE, BKRMEIL 9. 0X10Myp ERE SN T-, Bk 7 fE
7T BIOIRESHRICE LTk, 5% 60 B CT OFFHEICBWT 4 fl TIEBEDO K&
XFEDLLT, 3FTEEOHEAERD, £ PETHRETIL 3 HITRE, 14
T FDG DEL Y AL DIET 25807, EFICE L TIIMF RN FEE S 417z 2007 4ERF
AT, AL 3B (34 n AL 32 H. 26 5 ) Thote (20114 3 HEEAT
I3 BIE HIET),

F722006 49 Ann, BIUL IFN-beta ZHIBIAATET T/ U A LA DRV K
LG 0Ee2Mk, AL RET BRI ToN -, MEEEBONFIZENE
HaRs R B2 10 i, BEMEREOK % 5 FE/ NIRRT AS A0 2 Bl BREES A 2 Bl FLAS A
24 THY ., B 14 ZIXHEREE 2B, BV 03 L BREHEE 1 ERE
LERESHTZ, BE YAV AEIT 3. 0X10Myp~3.0X10%vp TiThivi=, 2t
WEALTIZ AR TRIFELRERENCHEEORWER CTH o7zt (U 3
B BT T CE, (RILE, EAL Y AMGE, BEEEX, HER,
R &) 2 B FHIERRERSRD bz, 1FIBEIX L BEORS®%, Y
bR T T AT UREREN LR L, 2 BB OREEEEZH YT 1 EREGEDOH
Lipodz, LinLeh s, RHORBBIEHME D, Hi, BERTE LS DRIE
WITHR Lo, 2F B 2EB DO T A LAY Z—FE4# 14 B ORI
B URFT—T R FIE LIESTH D, MREHOHE, IRHEOERNH Y | L5
R —U%fTo0, BRIZ2EIEHESOBICEZ o7, REKGIZED DL
R STz, ZDOTHAEID REIC BEFIREICBWT S, BEMEOHEREDTZD,
O RLEKRERETLIHELRRINEEL LTRELTWS, EBEOHE IR &
U CEMERE T R RE 10 FIFRETORE SBFHEFRTH - 7= 8 flaRet Lz
LA, FBEH2MHAOFMIIBNT 2 HITHRE, 6 I TEEOHEKNERDT,
ATFICEE L CIERR SIS B R S 37z 2010 FFIFR T, 3BIOERH 42 A, 39 % |
A. 185 A) #R7- (2011 F 3 ADORKRATY 36l& LAEF,

N UNARZT RETBREEFEREZIT> TV DHBEFIRE S LTI, 2009
£ 2 AMD IFN-alpha ZHBIAATET T ) T A VADEY B LIESOREE.H
RE 2 KRR 9 5 BRIRIFSEDNBRASE S 47z, 2011 22 A DEFR T 9 FlOBRERH Y
BEZEERIIBELTEB LT, 2 7l T Partial response, 4 {fil T Stable disease
T3 (Dr.Albelda, personal communication), F7=. 20104E 4 A%
@ U< IFN-alpha %AW EEFIREICIA AR 2 MAE bW 5158 OB KR
BROBEMBmEN TN D,

KESS ORI E LT, =R F 7 U 7 TERETFRENMTOE, EA—2A
N7 U7 RKZED Robinson HiIA v H—uaA -2 HBAATED =T
ANWVARY Z—% 12 @EICb > TEBNICE#ER ST 8EFIEELIT-
77 (1. 0X10° ~1.0X 107 plague—forming units) ., 2000 fE|ZFEFEINT-FHTIC
5L, BICEERBIERIZHE L 2ol BEE L L IR, mis
RITFBO Lo T,
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TR
DV T ORHI

1. BERTEAFTEORZEME

1) DANANRY X —DFiE L Zet
ABLEFIBEBRITEICAWD R X —OAFEIZE, BIEREHO~ AL — AL
AN ERWZ, TNB DR T IEFDA DH A F v AR - B ERABRIEE 0%
HEHEZ LTS,

) BEFEME ™ 1 LA HELO F B

TF ) A NVARY Z—DRERIERIE TR ¥ —07F 7 5755 293 I AGA
FN T3 El B FREEBRICTRE L, MAMBABIBEZ S ZEN8H 0, TORKE,
BEDOTT ) VA NARY Z—HEEOERTIL, HOBEDOHETRAANELTL
£ 92 LIEET D VWEBE X BT\ D, HTE, FDA TIX RCA EOFFAMREL 13
X100 7 A N ARFHT2V LERG] THHZ EEHREL WS, KRERFETH
WHN D REIC/Dkk—-3 BIETHIET T/ VA VAT Z —1%, (1) PhRBRIREFLA 8
EERFE L, KEORAST—ERRECEMIN, 3X100 YA VAR FHTZY 1
BRG] THDLEVIRBEHELEbORMER NS,

3) EANOEHIELAORIE~OBETFEAOFENE FISZRO%HE)

TF )AL NANRY Z—EEENRS LA OEEE RO Oz~
DIBFIECFEADTREEZFHL-012, & MaIZBR~OE@EREE (1.0X
10'°PFU : XA T —ERIKRFZTOERMIEL YD) @ 0.5 F0 5 50 5 (KREHE) I
YT IR X —BE~ U ARNLRICEES LEDIRNR Y 2T 2B ERD A
AT —ERKETEBINTL, TORKR, FIZREBIZBNTIES 7 7 —DNA
DR S A, TR T DA TH DR, U Vo NE (BRI, B
BADIER Y PR LN, R, BER, B, H~DERYIZECRD s
ST, BREIZBWTIIERBEEABICBWT 1EIZED b, miRiZis W TR
BEIZBWNT1IRIZOARRD b,

< T 2IZBWTUL, TF S TAIVARY Z—ODFEANAUD S DJED ) 13
BT ARSRIC DA TICFED B, ®FRRIENR Y ERBRT AT RIZ o, F
PR E— DB LA ADREIRRO o7, TOBMERIISEHELE, <
U AR RIETEORI SO LIHY T HRBONT ¥ —REBFAT HERTHY —
EIZAEICRE L7z BZ6NA, & FOHEEIT305D 1 UL 15450 1ITHEH
TARBEIEAT A7 (b FEISZE 30ml, HEANRY #—& 1nl XiE 2nl) J{HO
FHEME D TIERWEEZ BILD,

AWFFEIT REIC/Dkk-3 BRTFREB]RT T ) VA VAT Z—TlL/p <, Herpes
Simplex Virus—thymidine kinase BIaFHE|T T/ VA NVART Z—EHWE
BRIERTHDLN, VA NVAEMICFE—HEELH T 5 REIC/Dkk-3 BETFHET 7/
T ANVARY Z—ZONWTHRROBEERERITFHISND,

4) BELDANDOE N ~DOBIETFEADFREM:

REIC/Dkk-3 BEFRET 7 ) TANANYT Z—DBELS O N ~DREYD T HE
PEIIARD TRV, BEOFIERCEBREREE ~ORRREEZP LT 572012, 1BRER
FRLWNCHEF DT F ) UAIVART B —DFERRNT & 2 HERT 5 E THE
FEHLE L, REFERIRLTROFZRZ EERZL S, MR T WHE
LI LIRS —BERAREEDE~ORFELITHI FETH D,

5) YefafERN~ELETFIELAENHEEORES

T ) A NVADNAIEEMIED S ) MCHAIAEND Z BRI 572D,
MR I QB RPN AE N DE 2 > T\, 77/ 7 A LA DNA 3 4efE,
RIZERDIAENTZHEE T, AR TN DNA DG SN T A L RBLF & L T8
R B HER RO HE TR,

6) DAFRMEDOFE
ERTF ) UANACIT A BOBERREEL, 6 BICOEINTWHEN, Fo
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WEEICRBIT D EOEBREIIRIC L - TEZY, 28, 5 BEZ ST TIIRN A
IR INTWRY, 77 2 ANV SENIHIEHO e OFRRY A LV AD—
DTHY, B MIBWTHREREIC L 2EMEEEORAETREN 2V, SHIT, A
HOMIEE N TV AT+ — A SHIHEEE LD, TolEEICBIT 2 NA LICES L
TWB L X5 El Bl % REIC/Dkk-3 BRFFHIRA Y A VAT X —IZBWTIEXIE
SHTHY, BAFEERRWEEZ BN S,

BARFIBRERIR
W58 0D S i 23 7]
RETH D L Hllr
ERAR: =

BEEEENESEEMREZ O CICEREY 2 AW BE FIREEHEERICB Y
T.REIC/Dkk-3 BIEFRIET T /) VA NARY Z—Z AW T-BROFEESREB IO
ZEEITHEREINTEY, SERAVSTFETH D REIC/Dkk-3 EEFHRIRTT /U
ANVARYT Z—1%, PERERMRER SN RIEERTE L2, KENAT—ER KZETHE
M, FftL 0 EERLRFCHEI NS,

[ LU KT TSRS AR DS A« i DY A3 2 1B 16 R EE IR AT 22 DS iE D8
HEE@E LT (WA 3B/ RS AR A EEE pb3 BETFRRT T v A
ARG B =N AT ZF 2 (CDDP) & FV =B FIREEE RS, BISLARAS A ¢
BISRDN A9 % Herpes Simplex Virus—thymidine kinase B FRI|TF /7
ANWARY Z—R A7 n ez fni-EEFERERPIZE, BiSLRS A5t
3% Interleukin-12 BEFRBRT T /) VA NVANT X —k AW BETFIREER
9E) . BEICHFREREE SN T\ D, F AL AR5 REIC/Dkk-3 BImF3
BT T ) TANARY Z— OB EFIREEERMIEIC OV TR T TIFTED
BEPRCEMBAR (Ek 23 1 A6 BfITEEFBREERERH) 280
% (ERL234 1 A 25 HE—BIBEH), Rk 25 4 7 A OBMET 20 FlOIRENE
M SNFEEZRRALNTHS Ad-REIC ZAWEBEFREBRRMTEOZEMEICD
Wi, B TORERMBE SRS B,

ARy Z—OBRY TG, BE O E ERIIT O MR (R ORME, CTE)
BIOENOLOERAZED T TILERINL, RBEERAXY v 7E2HELTRY,
RBEROZ T ANERIIERIN TS, £/, BEFIEEENRELT I —EHO b
TUAL—Ya s U —FOHER BRI E LT, ERR 16 FE B ITEILKE
RPN E T - MIIREE v Z—23, ¥Rk 22 bk, FEREMERREE ¥
—RREBINBHLTEBY, YEEFREBERTIELEE L X —DIEBHO—BR &
LTERSNDTETH D, FfEr OIHmIIENTIL REIC/Dkk-3 DOBRFAFIE 244
LT ) 3 THERHERA ) N— g v #— ICONT (BHFHEREEEREE | 5k
18~Fg% 21 Jeimi S sk /) N — 3 VAIHILEIE RS TR ICRBWTTER S
B IS LT\ B,

UEOERMNG, SEIEFET &G FIREERIIZE ML KFERE CE/T 5 2
Eix, +OTRETH D L LTS,

i
&F
Tl
i

1. BEFREBRRTEEZ & C2EOTEEHE

BEMERIRE T R IEICR 5, ARBEEFIRERITREIC CRIRERBICAE L, BRIV EE
IR L 72N R SN L BT IRIEEHENC L7z » Tl IREZ BT
%, REIC/Dkk-3 BELEFRIRT T ) A NARYT Z—DRFFEEC X AEIVER DL
fili, IBENFE. K NREIC/Dkk-3 BT HET T/ VA NVARY ¥ —DEKiE (B
# ERKODEERBDONOE/NOEWERZ2RTHE) 2HET S0, BE5EEX 1.0
X10M vp P HERE LRI ST OBE L, 3.0X10%vp IZE D 4 L-ULDIREHEL
ET D, FRAEBELLVTENEN 3 NOHEHRELFML, AESZBEBEL2TH
EBRAELVSVO LR Z2ITY, 2L, BEESRRBRE LG/ IITOEEEY
S L., A - BRI - BTSSRI SRR RICHE, EAIEEZ B L
THR—AETHENT 52, BEBREZFIET20%HET 5,

KM= Maximum Tolerated Dose, MTD) Tl 3 AW¥E L CRHERITIZX S
123 A, Bt 6 NOWBRE CEMT 5, 20, FHELV LV TOREEORN (&
KRIHEOHEE) 21To7-%. BEDROBELITI LA ENET2E 1HEHE L
LU CEE L7z, BRFIREETHE., SHEEEICE > TEREMEL b ITREN R &5
i35,

2. REFEM
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ABEFIRERRYIZ OIS TRl S d BEIC OV T, [MILKRFERERIC TR
FH (MELRSAEITEELOREED) oL, CECL23HA (F1REE) 21T
WV, XEICEAFEBENEONHEEICRY AR RICEEEFE L, IHEITRE
BT 5,

B REEE L IIWEBRE OBRBE. BRAN, TOMINDIZELE BRAOTF, H,

D RERGER R &) ST,

TBEATRE IS T bl U72 iSRRI 58, S OISR EREEICIEA L o2 &0
O o e, BEIRET — & 2L 2 - R0 - SIS HERRSIC
TGS 23l 5, RSBV TAREERMZEO®EIG & Hl - HEa. Bk
ERPEICTRE (MWERGSITERERONGES) oL, XEICL 288 (2
EH) 21795,

A L EEEIL, ASEEBICRMNER 12-1 (EM:HE D f7 i (s 7 1R IR ER R AT
BOEHOUMALFRESE) L LTEEN TS, REZF 28MERL. B4 Xt
FABHI SN 1 2 BRE ICFEL, tho 1L HERERLeRE & bIREFET S,

XEZLDRIENEONZEEICRY . LTFOFEIC L > TRERRMSE 2 Ehi 4
Do
) #&E5%58. WMLRFREEACRE 5 BRI 7 — - ERERELR

FEEIZ—80°C THAHRE L TdH D REIC/Dkk-3 BT F ) T A VAT &
—REFHALTWERY oLy ) 4F a7 2REBERNEES ¥ EX
v NNA~BE), BERERET 5,

2) REIC/Dkk-3 BEFRBTF /) UANARI X —IBEERAOX ¥ ) 73w 7N
WREEIZE A LT, RIS T Tl L R FIR B P BB CT |ICHRA T 5,

3) FEFICH L, UTFOHEITTT ) UANVART Z—2EANT S,

4)  FEIL KRB R SRR CT =]z T, JRAlE U CRPTRERE FEIT L., CT 4 A
RFIZ, REIC/Dkk-3 BEFHBT 7/ U A NVART Z—ik%x, MKIFEEZRBD
LHapEd | E IR FTRE R LREEIZEAT D, VA NVART X —ROENE
Wk (gRE) ~1% 50ml, JEAEECIZ L -2ml & T 5, MaREPTEA DB
WA T =T NFa—T &AL, ARERIBY AKZEEH LIz BIEAT S,
AL O L KRR R R SRR ES CT BN O E. ERIIEMEE (EREE

P—E A~ —2RE) KB T 5, 20k, 71 hai85F L TEEErNCIE

ENROFMEIT O, BN 4 BRICEHRER., BEROHRETORATMEIT

Do

3. etk XL OFE MO

VTR ZA LAY 2=/l TEeB S OAMEDREICE T ki %
T,

MO - AR SR BUSIZ B 2 T IC DWW T, AT 2RI A B TR
BERRDT RO R 2 KW LETEE - A7 V2 — Ve REICHET 2 TETH
2o

NS

4. KERVIFRICE 210FKT BEERENPD 4Bk ST) %, BEOT7+n—
Ty 7E LTHILRFREICRB W THRER 60 7~ A £ TBBRRE LT 2.




ZEMOFER OB ROHECHT IREERLE R A LA TV a—

BRI T %

HEH R ®EaT | YR TR#% 285 3% 41814 (45H8) 18%
AR R, o #H 0O o o
Vital Signs o o) = "o o o
P o o &0 "l o o o
i - (R .
(i, R, WA © o 20 o o o o
LA O g s (@] O O
g ER X AR @] O O
[ckilw) @] O O @] @] O
PET-CT 9] O O
TF A e A B .
(i, #7 © 288 © o o
TF D AN ALY S
DE o 204 o o o o
(fLE, FR. M@K, WA
SA Ay o o
FAETE - IR SR RS O O O (@)
2 43 1T D RELC/Dkk-3
EROMR A
(FTRE 7355 &)
5. B®IRENE
FEFIOBERUTEE L, WOBEBICRY T AHBREEZNSRET 5,
1) REEACEEMEREZECHD I L PR SN WA BRE AL
720N)

2) HEBEZMIC LY RIEAELIEEEREEZT L TWHEHE

3) FIERGE S OER 20 MLl L 75 R o B

4) Performance Status (ECOG PS score AV 5) : 0~1 OBEE

5) JEGIE GBI BERIES T SN TV AEAIX, EmEErFE T8O
2ERLANOBRETTH Y | EEHRIEIEK T B DIEFIBEHRFEE T 21 HELER
BB L TRy, P OYURBEODRESCHEEROEELFLHE L CWiane
&

6) BEVEMIE R IEIC ) ARG FT (BESM T 2R DAk O S BHEE S IETT
ENTEEE, FIRB O OEFRGRFFEE T2l BUEARBLTEBY, £0
HFEFGOREBERHLELTRL T, »o, FITRRERHD Z &, BL,
BAEDOTDOOBECHE R S, FIROEEN 2 BLMEOMHR: L kRE
DARBEA~OSIMFEER 72 & FFFEfE Y ERT NI L7285 80X, FIFE »
SIEGIBESEFEECTT7 L ERB L TORIEESEATREE 15, :

) FEBZROBENRFEIN TV EBE T, BEBABROBERRENSLLTOE
RS (B8 14 BUNOT—FZ L35, BEB% dayl &L, 2
HERTOR—EHIXR & 5)
cANESTEVE9.0g/dL b, 2L, BT o UEBAEETSHE
B ~C oo A 1 <
- EHMEREL - 3,000/mm3 BLES U<ix £FHERE : 2, 000/mm3 LIk
o Mfi/iREE 10 75 /mm3 A L
- AST (GOT) R TRALT (GPT) :4& FEJfiEEAER DOIEMEM LIRD 2.5 FLLTF
cRE YUY  BEREREEOEEME RO 1.5 FLLTF
c M{FEZ L7 F = : 1. bmg/dL i
« RKEBAT TO Sp02 (i Pa02) : 92%LL | (Pa02 : 60mmHg LL_F)

DB EE (BEATRARD LIIZEAIZ oW TR, BFFEE Y EM A B
FHOREMICHEE RO E T L2581 8 8&mie s 45)

8) JEBIBREAMNDADR LG 12U FOAENRIFE T LBRE

9) AANLIXEBLLDRAENMELN TV BHE

10) PUBEFIREIZ OV T T OWTICEEYS 9 5 B

_35_




a. EMEMIEREREICS L TRA LY REEDEFLEFEEICT L, R
JGTHoTe, HDVIERIG L 2o B3, TRIEL VA U iTfbn, £ DR,
BERBEER N SEMBSEHRFEE CIERUEAKRE L TBY, 20FESES
DEEZRFRDLHEL Wiz &
b. BN RIS T 5 £ H LFRIEICT L CRBIEENH U | (LFRE
WL DIEERZT D2 LRk VEE
c. BMEMNE P R REIC X § 5 £HLFFREIC L DR IR T D BE

11) BIEBHIOFERICONTLUTONTNNICHE T HBE
a. JEBIE Gk EERE R TR A B ORI (MRSl 2850 OIS & 72 H 720
B
b. RiE B RO T (MIRES T 2R/ 12 L D2 IREEZES T 5 8%

6. PRIMEYE
FEFIORBIICEE L, ROEB IS T AWBREIIARBRIFLOXN G & Liv,

1) BEEXEay bu— U RR#E22HRBOEHEETHBE

2) TEENMERYYE A BT D BE

3) IEEWMEDEENAEE TS EBE

4) HIEROBEEBEN H 5 BE ITREL LE L TOMESRNH 5 BE

5) MU EHE X BRI T, DR REMENS, MifEEZ A3 2 8%

6) MRS FATHITRIC R Lo B R iR AR . SO A R o B LA
SORBTREMEIThh T\ 5 BE

7) CT b, IBEAVELTIHLEKREETHHERE

8) Adenovirus (2% % M H FFIGUAMAS 1:1000 2 2 2 EFE

9) FIEBSERIO 4 BLURNICRARE X IEREL RS SN EBE

10) #E, BT IEEL TO A AREMEO H 5 &, XF#HE ¢ 5 BER 020
BE

11) AFERENZH T 2 BT LR E, RERS B 2 b AR OE&EE#% 90
HE, EFRICERSN TV ABEE2FERATERVWESE

12) O, FFFEHYEMAARBRORISG E UTREY &l U B

7. HEBREOREBOBETIE

MR R L. T OMRE, BEEATRREFEENREZND Z &
AR OGRS . BEROBRE. ZaEICBET 2HEIC>WT, BF
AN (WMEIG U TEREERARURGES) WCHAL, +oRBEEE25EZ LT, B
B 73 B B ORI DR E L 2D Z L IOV TXERC L 2RELZE D, RE
DOEEIT, BEBRGE, ROSHERENET L, Z2 - 2B - #SHETS
NS TATRE & HIE L= 0F 2 [T 9,

Fm, FABICEETIH-REEREFERE AF LG, TOEREEHRE
(LEEITIS UCHBRE R OMREEE) I x., Mk L TEIMT 20BN 20Tk
BREOBEEHERT S,

8. EMHIF® LU B EEFIE

AREERAFFEO ERHIRNIE TADF DN R RN D 2EM LT 5, BEEFEITR
HIE LT, 1541720, ERELVNVTORWEROHBROFEZ L > THRK 24
4o,

=

WERE ORIBRIZ OV T #HBRE IIARERRIZEIC OV T, SCEIZE DNV TR
2%, TORFLPHEINAEEDREVEREL oI BE L, BEMICEE
ZLEET, ABBICEBLTILOET A, 2B, AERLHERENOOHE LHIZ
FOREARE L., KEEMZE~OSMENOTHHFIETEIZENTELLOTH
%o

EABRIZOWTIE, DRI FRERRITZEICET D8, TESZRFHEAR L
KEFBEORAE T 2EAFROBEY 2EHO 720 OB T DR IZho THE
MRV FNEITIODLT D,

..36__




