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PLED X5z, BRI REORERZ T Tl +o e mAERE LT
W I & B RE R JELZ 38 T REIC D FEERAS 90% LA b DIEFNZ W THIH| &
NTWABZ & XBITHTEERIZE (in vitro, in vivo) R AEEME. BHEEI
BT 2BIFRMER LY, Bt &I %f4 % REIC/Dkk-3 Bl FIGHEIIRhEN
HMFBINDEEZ, TFT ) UANART Z—Z LY REIC/Dkk-3 BinF & EHEN A
R E AT 5 BB TR ERRIISC 2 51 LT,

EBFoOBERK
WEDOEFEAFE

1. b MIEAT 5 REIC/Dkk-3 BaF s, WE. HiE

GE =T D)

B A% 4 4 % & {x F 1T . Reduced Expression in Immortalized
Cells/Dickkopf-3 (REIC/Dkk-3) # /X7 B O£ TOFRERZ E B R+ ThH D,
t k REIC/Dkk-3 BZ T3 pAxCAwt (A Kbty N THY, BARE®D RIKEN
BioResource Center ¢ Recombinant Virus Database No. 1678 LV F#h&EHE7~) %,
El Rl REBBRBEN 2 /20 E b T T ) UA VR SRR Z— T FBIA L
WMATT ) OANARY B—2ERILTe, ZDT 7T ) UANANY Z—% Bl &5

T A PerC6 A ~DREYLC LV B S bt v A (CsCL) & V=80T
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TR LTy &2 EERITZEICHEW S REIC/Dkk-3 B FHIRT T /) U A VAR
A — % FEEARRR P C BRI 3ENR 59 5 Z L I2 LV REIC/Dkk-3 EfxT
BEANT D, TT ) TANARY Z—I@m NIRRT 2 —IREHET 5 &N
ARETHY, 72T T ) UAINVART X —DF W B ETEANRIIESENEER
5 - Mg EicE L b EBbhd,

(REIC/Dkk-3 {&{=F D EMIEME)

REIC/Dkk-3 134> F % 38. 3kDa DHE X L X7 BT, NRWIZ 1 DDV T F T F
RESAT AL RAAL L, coiled—coil RAA U ZFNFN2OTOFT D 350 D
7B E VIR SN D REIC/Dkk-3 X Dkk 7 7 2 U — LI A 0 BIE A BED
—FE T, Int TEEEZNLTWnt V7 TNV REBEEZHETHAZ ENMOLNTND,

REIC/Dkk-3 I3IEERAHMIET RN h— A2 HETHHELZA L TN D B X
BTRY ., FOMFEE LT, c-Jun-N-terminal kinase (JNK) ZEM ISR Z &
TO, Bax DI hay R T~OBITREEANREZ DTS, —EDOWFRICZE
WT,.Ex ONRAVETEENMBERAL. BRABIVZIERIA BENA) T
REIC/Dkk-3 OFBNMETLTEY, ZOHFEL T, REIC/Dkk-3 B+ 70t —F—
DIBAF MEBFERSN TS, ZHOREEMIZIC REIC/Dkk-3 & T2 mEIF B S
HAHE EEMEOT Rh— ARGHEI N,

—J5, IE#MAEIZ REIC/Dkk-3 BARTFHBEBEHRIETHT RN ANETHIE
IZEE AL 72< REIC/Dkk-3 (ZIZIEER BA 72T Rh—V AFEER B H D, £ DOHF
ELT/PBMR AN AN 5520 2 13 LT, T70bb, ARPAMIETIX
REIC/Dkk-3 Z /7B R BEINMHISN TV D728, REIC/Dkk-3 M2 AAREIZISNT
S BRI Z B D REIC/Dkk-3 #2737 B ASHIIEAN O/NMAEIZ B W TELNDH &,
DAFIIIZ B TERBIRANINAE AN ANRFEETDHEEZDND, TOTEN,
REIC/Dkk-3 #1737 DFRHIFBUC LD IEER BASHIR T R h— AFED— DD
FLEZLID,

SBT3 REIC 22 N7 LRI O 2 EERH EIEE M T IL-7 D
A ESNK MR OTEMELIZ LA RBOTLO A LB TEHLIER RS TV D,

2. BETEAFGEOB

(R B —DAFE)

AEERMFZEIZ VY 53D REIC/Dkk-3 BIRTFHIT T ) U A NVANRT Z—id, (¥R)
PERERIEAE N BLERFE LTz, KEORAT—ERKZTIER S, Fft XD EEERE
LRI S b,

(BETEAFE)

AE BT IREEE R FE O @S0 TR S 45 BEITOWT, WL KRFRBEC THR
F (MERBAIIBEROREED) oL, XBCLA8H (B 1EB) %217
W, XEIZLDRABDREONTHEICRY RBERMICEEEHF L, IAEITRE
BT D,

B REEE L IIBRE OBURE . RN, TOMINHIZHETDE (FRADOTF., #,

D R &) 237,

TBERIMREIC C LR USRI B, S DT EBEBICHEA L Nz &R
O R - 2EA . IREIIRET — 2 2 RICRE - DR - #EISHERRIC
TG E T 5, FHSICBWTARERFIEOE S & Hlr S 546, MUK
IR THRE (WERBEIIBERORGESE) IIxtL, XBECL S8 (B2
EH) #2179,

A & FEEIT, ASEEICHRAMAER 12-1 CBEMEMiE S R 1E R AT
ZEDIOOHRALRAEE) L LTEETL W5, RESEF 2EERL, B4
FRAEBH SN 12 HBREICFEL, tho 1 HE22EN&EE & bIRET 2,

XEZLDFEBBELNHEICRY . LT OFEIL &> TRERIFZEZ EET
Do
D) #¥E54E ., MILKFEREILRR 5 B ERF AR & — - IR EE LR

2|2 —80°C THERE LT B REIC/Dkk—3 B FRET T J VA VAT X —
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BEEALTVWDLIRY ALVl VA F o —TRRABRANLET Y EX Y

FNNA~BE), WIRERET D,

2) REIC/Dkk-3 BZFRIT T/ VA NART X —iEZERADOX ¥ U Ty 7 HNIT
BEREICE A LT, RAT CTHIILKFREER A ZIEB IVR-CT RIZHRAT 5,

3) FIEFNZH L, ULTFOFEICTTT ) UANVART Z—21FEAT 5,

4) [ LR ZFRBERR A 2R IVR-CT Z]IZ T, FHAIE L CRFREEE T L., CT U A
RTIZ, REIC/Dkk-3 BIETRET T /) VA NVARY X —k%, MKITEZ3RD
LHapER, EIIEEHMEFTRE 2 1 REEIICEAT B, VA NVARY Z—EDENE
Mgk (BfE) ~13 50ml, JRASEICIE 1 2ml & 95, MIFERNTEA OB ITRE
PICAT =T NTFa—T%AL, "HEZBY MKEHEH LZOBEAT S,
EABOMILKZEFREREZER IVR-CT ENOWME. BRITEMEE (BB

B —ER-—J8E) IEKET D, TO%, 71 b a/LiEsF L CEEET TN

BEDROFMEIT S, BEND 4 BRICEHRER, BMERORES ORE M4

179,

Ry Z—E5EEIT, N7 Z—RFH (vp: viral particle) HitEic 4 Bk & L,
HAEL-V ERAOBEIGFHEIZOWTIE, TRETRORAT—T0KE 4 BLURICE
& - NRFHE - WISHIERS 2B L. 2@ TOEFICHOVWTHRE 4 B E TOT—
& % B\THRAETMT 5,

ZEThDHLHESNE, ROAT—URBIhT 5,

ZNETOD
R (FRER
IZELC)

1. REIC/Dkk-3 #{=F1aEICEAL T
1) ERNORR
B LR ZFIRISL RN A )8 & LI BERIFSE 2 D ORI % L L TER
FThHd, #7 2V —A: NWRERFIMERRINIIRS A, 273V —B: 45
BIEIBROBEIE D& DA U 27 GIFBRERSIRB A (AT Va0 b))
LRLERPRAFZTILEK 22 48 12 A 22 B EARZEZ SR FRTHSICB W TER
(Fre23 41 A 6 BT EABBREBRRERH) STy, ER2s 41 A
25 BIZEE 1 PIB 2 =M Lz, FRk254F 7 ABRIEETICE 20 FEFI(A B 6 HIR OB
B 14 f) TIHRENRERIIN, FETUREAMNCHD Ad-REIC & A& nF 1B
IRIFFED R MOV TIL, RS TOMRB B INTIRIICSH D,

2) Es ORI

PERERIRAE RS AT, BISLARDS A % RIS K E C ORI ZE £ 2 518 L FDA
L OERTHHE (R 20 48 11 B) . Pre—preIND €3 (k21421 B), V> h v DC
T Pre-IND &7 (FRK 21 4F) 25 L, Ak 22 45 3 A2 AA-REIC #FI% . XKE
FDA IZ IND (Investigational New Drug) fi5&, NIH ® RAC (Recombinant DNA Advisory
Committee* Y% 22 4F 3 A ) ARE&S A #i8, EEk 22 £ 3 H 31 BAHF TIND 2@l L
Foo ma—a—0 <0 ML FTAFERETO THREE Y R 7 BEMERIRA A % xt
B LT HINENRE] XA T Vany MEETFIREL L TEETHIFETH D, (F
B 25 48 8 A OB s TITER DA AT LIV TR,

3) /M9 2% REIC/Dkk-3 BETHET T/ VA NARY X —ZDNT

AHFEEEFIBFEERIIICE W CEME S B EEMICHLTHERETS
REIC/Dkk-3 BRETHBT T /UANVARIEZ—|L, CMV 7rE—F—%#EH L7~
Ad-CMV-REIC A THD (BATERF 12-3, 12-4 \[CEHEMATE) . BE. ML RFRE
TEMIINTODEIL IR ANTRT TS Ad-REIC IZ X AR ZEIZ B O THVSILTND
DI CAG et —X—%## 7~ Ad-CAG-REIC ##|Th 5, Ad-REIC DZ24E - ZhkE
N7 E—2—(CMV 7 mE—&—h CAG 72— —0) IZL> TENEW (F%ETH
%) ZEEFERT A% O EBREIT 7, fEimi L T, Ad-CMV-REIC 8% Ad-CAG-REIC
AL, ZOEIZ O TR BT RRIES THAZ LIRS,

2. BEMEMRE A R IE O BE FIREIZOWT
1) BN ORI
REEERMNREA (FRK 25 £ 8 H) TIEEMED R IEIC T 2 &Rk
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HTIEEM STV R0,

L LFERZICRW T [OIRREEEME R R IE 2 S5 & U7 NK4 BT R
BT T ) OANVARY Z—Z L HE BRI BN TEINTREY 3 CILER
IRDFEIIRT LEARZESEZREHITTSICB W TEBICEIABRVWED
BERPHIN TS,

2) ¥BA D EREIR I '
HRENIIKRE DRV NR=TRE A=A STV TOFA—A 7 VT RE
TITHON TN D, R VAR T RETOBGTFIEEIL Albelda 5O 7 N—F|Z
ST BRIRFINLTNDE LD E LT, OHerpes Simplex Virus—thymidine
kinase (HSV-tk) ZMLSAATET 7 ) A NARY 5 —DRaWEREEE L s
nENVDOEEREZBEEDELBEFRE, QA4 F—Tzn X=X
(IFN-beta) ZHIIAATET T ) O A VAR T X —[alERNE I L 58 FIERK,
BB,

@® HSV-tk (2 & 2 BITFIREOBEARSE 1 FHRBRIT 19954 11 A SRB SN
7o HSV-tk BETFVMAIAENTZT T/ A NARY Z—% 1[E], MPENICE
BRE L, 20®%T 7 atVOEEERE R T, 21 NORIGEOEMEF
RIBREIZH L TRETDVANAEEZR 3ET D RIT, 5.0X10%vp FTEL
ey, BERREWERITRED T, RRAMEICITEL 2D o [—@tE Y v Ekigd
(grade 4) 1, FFHERERY (grade 3) 16, T, |MEO—@IEDIE, (K
FARIMAE) | RME) . FFERERT . KEFEIUERE) 1, JUEESHR L LT
21 B 18 BRI R AHET 5 DI+ B EE TRV, 55 3 F145 1998 £ 2
H OBEMETEE LIS DOEIT 2D R tz, £0%, HSV-tk BEETIREIXA
ToaA REBMUREEEIEEREL 5 4 ORBEITHAT. £72, 1998 F 6 AD
HEMALRZATANVAF IV F T —BEBETFIEEOE LI TA NV ADMD
BRI VERIER LA NARY =% FNT (E1/E3 RETANVADDE
E1/B4 R A NANER) 8 FITIREETo T2, T720b, B34 ADEEIC
HSV-tk BEFBPHESPAENTWDET T /) UANVART Z—nEE5E SN, B
DEFNZRBNTHEEREWERIZRD 67202 7lc, ZOBMFEF D 9 B 2 Fllzis
WT 6.5 EUEOEMAFELZRBD TS (2006 FRTFEER), 20 2 40
Positron Emission Tomography (PET) 8 & T IX E B # 12 B F 5 .
2-deoxy—2-[F-18] fluoro-D-glucose (FDG) DOE VW IAL DK T HER I -
(2011 48 3 A OB A TAFEHNZ 1 F, 10 ELLEOEMAETE, b 5 1 FlITIREEHK
8 %I, Dr.Albelda, personal communication),
@  IFN-beta ZHAAATET T/ U A NWANT 2 — T 1 2% BEHEMKEI 2
B TIREORKRS 1 MBS 2003 4F 8 A DBtA S LTz, #E1%, MlEp R
B 1EITHY | BRI RIE 7 F, MK A 0 O e/ NAamias A 2 41, JRE
BA BN TN, BERBEETH S 9.0X 100 vp TIXEEZEWERITED S
NI ooy, 1 R GELY LT U A LV AED 3.0X 10" vp Tid 4 9 2 f
THEEMRRBERRZMNE (grade 3) . HEREESE (grade 3) XN TNRDT, K
ER SR MAE 2 3R D T EFNIOHERAB & LB O A2 EFTH Y | IFH#EERE
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EERROIIEFNL, LLAT, B Y VO 72 D IEERI SRR R OB N B B IE
BT oTzn, ZORER, BEARMEIL. 0X10Mvp LIRE Sz, B 7 fE
THIOTRERITEE LT, 5% 60 BH D CT OFHMIZIBWT 4 FI TIEED KX
JFEDLLT, 3FITEEOHAKEZRDZ, T PETRE T IFHTRE, 14
T FDG DY AHDIRT 2787z, AFICE LTI ENFER S N7z 2007 Ry
KT, EFENZ3H 45 A, 3258, 268 H) Tho7o (201143 ARKFRT
X3 BT,

F£72 2006 £ 9 A, [ UL IFN-beta ZHIAATET 5/ 7 A L AZADEED IR
LG o, AL R 2 BRIZEN T Oz, IEEBEONFILENE
FaRgE b B iE 10 1, BEMERAK A0 O /ARG S A 2 B, BREEAS A 2 I, FLS A
24 THY ., BIEE 4 43R EREE 2BM. 20 0 3 /3 E5REE 1ER-
ERESINTZ, BE U AVAEIL 3. 0X10Mvp~3. 0X10%p TiTbhiz, Z&tk
WL T B AERTRIFTREREEN GHREEDORWER Th o 7228 (U Y
B, RT VT ME, RE, KT AME, BEEEL, HER,
R &) 2 I TFEIRREERARD bz, 1B 1 EEOEE%, B
ha U ART T AT CREEMEN R L, 2 BB OB EEL ST 1 BERE DR
Elpofe, LinLaidb, REIOFSBELR TS, B, BERE LS ORFIE
WITHBE Lo, 2F1B X, 2BIEO U A LAY Z—E 5% 14 B ORI
ZURT =T HFE LIER Th D, WHREEOHEE, IRMHOERNH Y | L3
RUF—V%fTo7z, RERIX 2 BABRGOBRICEZ o7, REMKISIZEDHD &
MRSz, ZOHAEOREIC BETFIREIZBWTS, ZRMEDOHEROTZDH,
O LEARKERETDHEXRAEEL LTREL TN D, EEOHE/ IR &
U CHEMEMRE T R E 10 BlRRETORE INFTHAFIRE Th o 72 8 fl At L7z
L2 A BEH2MA OFRICENT 2 HITRE, 6 Bl CEBOEKERD,
AR L TSI RR S 472 2010 FRER T, 3HOAEFH (425 A, 39 »
A. 185 R) #RDIz 2011 FE3ADOKATH 3H & bER),

NV NR=T RETHRIEEFAEB LT > TV LELBEFIEE L LTIE. 2009
%2 A7) 6 IFN-alpha ZMAIAALTET T /7 DA NVAOREYD B LEEORZEMEH
P2 RS D BRIRIFSE ARG S 417, 2011 AF 2 A OFFRT 9 BIOBREDNH Y
EELZEWERIIRELTRB LY., 2 T Partial response, 4 7l T Stable disease
T35 (Dr.Albelda, personal communication), F7z. 20104 4 Abik
[ U< IFN-alpha % RAWZBEFIREIZHS AR Z MAE W D IEEOREKRR
BB SN TV D,

KEDSAOREE LTI, A=A T U T TEEBEFRENMTONT, B4 —2X
7 U7 RFED Robinson HiFA v Z—uaAF -2 ZHGAALTET 7 =T
ANARY Z—% 12 B> TEENICEER ST BB TIREEZT-
72(1.0X10° ~1.0X 10" plaque-forming units) , 2000 £FIZFEFK N7 LIT
EBL, BICEERBERITHIR Uo7z, WESE L U TIERR. BEigr
MFEITFRD N2 o T,
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2t
DUV T DR

1. BEFEALTEORZEMN

1) UANART X —ORE L ZelE
ABEFIBEERIZICAWD R 2 —OAFEIZ, BRGEH O~ AZ —T 11
2N RN, TS DN T IXFDA DA X v AR - T EFRRABRIE R D4
HEHZL TS,

2) HETEME T A VA B ORI REME

TT ) OANARY Z—DREBEIERE TR Z—07 ) 5793 293 M HE A A
FNTWD El BEFEEBICGIEL, FRMABEIBEEAZENRH Y, TORE.
WEDTT ) UANVARY Z—AEFEOFEWRTIX, HOBREOHEETRABELCTL
FHZEITET BNV EEZ LN TWA, HTE, FDA TIL RCA EDOFFAIRE X 3
X100 7 A N AR FHT= 0 1EER] THHI LEZ#REL T 5, KERRMETH
VWA REIC/Dkk-3 B FRIT T/ U A VAT X — %, (BF) PERBERIREM 2 8
BRI L, KEORAMTFT—ERKRFETER I, 3X100 YA VZARFHT=D 1
RG] THDHEWVWIEEEmIEZLZbORFEREIND,

3) RN OERHIIE LA ORI~ DB R TEADFREME (RIS RO E)

TT ) OANART Z—EEBENES Li5E OEERE R 28 O Mgz~
DBEFEOBLFEAOTREMEZFAL 202, & MILBE~OFEEREE (1.0X
10'PFU : A T —ERRFZTOBEEMIEL D) @ 0.5 F05 50 fF (FEHRE) 12
FYT AR X —BE~ U ARNRICEES LEDIRN Y 2 RT3 5B EBR B
AT —ERRECEHEEIN, TOBE, FIZBREIZBOTIXESITZ Z —DNA
DREH &N, BEEHCHEET AR TH AREE. U U8 (BERE) . IR, BB
BA~DOIENY BFEH BT, R, EER, BT, ~OER Y IX2@B0 bz
ST, BRICBWTITEBEEABICBWT 1IRIZERD bz, migcBn» T
BEIZBWT 1ICIZDHRFED iz,

< T AR, 75 ) A NART Z—OIFENMUD B DOIEH Y TS R
BT DRI DA TR O b v, EFWRIEN Y 2R+ 3T o7, &
ey B —DFEIZ LB~ T ADRT IR Rz, ZOBYERIISEMEE, <
T ABNIRARE OIS D LIS T B0 F—IREEANT HERTHY —
HIZEFEICRHE LZEEZBNDH, B FOBAIT 05D 1 UL 1550 1ITHY
TAHRBEYEANT A2 (b MBISLIR 30ml, VEAANY #—& Inl & 2ml) JRHO
AREME I D TIRWEE X BB,

AHBFFEIL REIC/Dkk-3 B FHET T/ VA WA Z—Tid/e <., Herpes
Simplex Virus—thymidine kinase BIEZFRIMT T/ VA NVARY X —% HWE
BRIERTHDIN, UANAEHIZE—EELH T 5 REIC/Dkk-3 BIZTFHET T/
A NWARY BTN TH RO RN TR SN,

4) BELUSNDE b ~DBIETEADFHEME

REIC/Dkk-3 BELRKIRT T 7 A N ARY X —DBREFELSND A ~D YD T HE
PR TRV, BE DOFRSEREEE ~DORBREE LT 572012, RERR
R L NCMIEF DT T ) UA VAR X—DFENRRNT L 2R T 5 FE THE
HEHEL L, BEPRIRAIOFHROER R EEEL O, SRR BOEE
S LIRS —BEREEDOE~OHFFEEZIT) TETH D,

5) PEEN~NEEFIEAATNDEE ORES

TF A NADNAIBEEMIRD S ) DTHEARAEND Z L BT D20,
FEMBAC Y B AN IA TN DB 2R > T, 77/ U A /LA DNA 3G
IRV IAENTZBE TH ., A E I DNA BNEEILEIN T A NV RBLTF & LTS
B ENPSBEREROT-RET R,

6) MAFMHEDH
EhTF ) UANIE A EOBERNGEEL, 6 BIIHEINTVDIN, o
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WHEICB T 5 ZOEERKEITEICK > TR, 28, 5 BIAETETIIRIA
PEIIR STV, 757 ANV SETGIEEO [8] OFRRY A VAD—
DTHY, B MIBWTHERC X 2EMEEEOREITHREN 2V, 510, AL
HOMIRE T VAT — LS EAEEEL LD, TomEICRBITABAICEE L
TW5 & &5 Bl % REIC/Dkk-3 BImFFEL Y A W ANRT X —|ZHBWTIEKIE
SHTHY, PARKEITRWEZZ 55,

BRTFIREERE
5% D SE K 23 7]
BETdH B & f
4 5 HH

BrR EME M E T R RE A 7 b N ERE W 2 AW BB T IREERERICB W
C.REIC/Dkk-3 BEFRIRT T ) UA NARY Z—5 BN EEROFEESEL IO
ZEMITHERINLTEY, SEHAWDSTETH D REIC/Dkk-3 BRI TT /) 7
ANVARY Z—iF, PREREMER SN ELERE L. KEAT—ERRETHE
W, A& 0 EERLRFICHES NS,

R LR ST CICHTZIR DS A« IS AT et 5 B n F IR R ER R AT 22 S & D
2B LT (HRA  FE N AR 2 ERR ps3 BEFRBRTF /) U4
ARG B — N AT 5 F 2 (CDDP) & AW T B TR BEERERAF 2. RISCARDS A ¢
BISZRRDS AT R 5 Herpes Simplex Virus—thymidine kinase BEzFHIRT T /) 7
ANWARY Z =RV 7 a ez BEFRERRDTIE., BISLARD AZXt
35 Interleukin-12 BREFFIT T/ U A NWART X —% F BB TRERRK
WFFE) . BEICAFZER EM STV D, E RN RA AT 2 REIC/Dkk-3 BART-%
BT T ) OANVARY X —% RV BEIREBRRFRIC OV T TIZATED
BEZRCEmARE (F234FE 1 A 6 BffTEASBREERERY) 25T
% (CFRk 2341 B 25 BE—6I B Ehe), k25 £ 7 B DERET 20 BlOIEE R E
S NFEELURRALMCHD Ad-REIC 2RV BEFIERERIIZFEOZ 2D
W, Bl R CORRB N B INTDRIIZH D,

A7 Z—OEY WG, BE O E ERIIT O MR (R OREE, C T=)
BIOENOLOEBEBHZED T TICEM I, RBREERAXZ v 7EHELTBY,
RO T ANEBITEF N TS, £, EETHEEEZRELTH—EHOD L
FUAL—=Ya Tt YUY —FOHEE BRI E LT, AL 16 FED XM LRE
AN EET - MlRRE T v Z —03, FR 22 Ehbid, FEEMEREE X
—RIREINBEE L TEBY, YZECTRERKMRELEE L Z—OiE#H0—ER &
LTEBINDTETHD, FEr OEHRAEFNTIL REIC/Dkk-3 DBHIFAIZCA Y
LI=F ) 3, FERERA ) ~N—3a By #—: ICONT (BHREIMEREREE | WAk
18~ERY. 21 Jesml SRl A /N — g VAIHILETREREIC TR IRV TEES
NDEHIDHESL L T B,

UbLDEENG, SEHEFET 2 BETIHEERITEZ ML KSR CEETS 2
X, HOFRETH D LM LT,

b
&=t
Elli_li
|

1. BEFIREERREZ & 02EOIEEHE

B BT 5 . ABEETIRFEITREIC CRIREEICAS L, BRI
WA L7202 EZHAL NS L BT BB LY > TEEHIRREZ TS
5. REIC/Dkk-3 BELETFHRITT /J UANARYI Z—OREEIZ L ABIVERDEE
fili, VBRI, RO REIC/Dkk-3 BIZTFHELT T / VA VAT Z—DE K& (F
£ BERKODREROOENOBWERZR"THE) 2#ET 20, BE5EE% 1.0
X10M vp 2B LK S fETOME L, 3.0X10%vp IlED 4 LV DIRER 2R
ET D, FREVASVTENEN 3 AOHERELZFHMM L, AESZREELRITH
EBRRABL VDO EREITH, 2L, BEERRRELEZRRFOEEEY
FEAE L. A - BhEFEE - BISHIEESIC BT A EHE RIS, EFEEEBNL
TRI—AZTHRHNT 20, RBEPET2052HMT 5,

B K& Maximum Tolerated Dose, MID) Ti 3 A5 L CRIERITIZE S
23 A, B 6 ADOWEBRE TEHMET 5, DFEV ., FREL- VL TOREHOBRE (&
KIEDOHETE) 21Tk, BEDROBELITOIZLEENLTIE AR L
UCEE L7z, BETFIEERT %, FMEEEICE - TR b I IREN R 25T
flid %,

2. JREE
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B FIR R ZE OBIE A TRl N 5 BEIZOWT, MILKFERPEIC TR
F (MLERSESITEEROREED) oL, XEBICL 2508 (E1EEH) 217
W, XEICLDRENE NS EICR Y AFERFRICEERSE L, RETHRE
ZBtET 5,

B REEE L IIERE OFEE, BRA. TOMINOICHETEE (RADT, B,

A D Rtk &) &,

TBRATRAIC T Ll LTI B, & DTN ERICEAR L 202 &
B NI o T2 A . TRERIRE T — & & BIC2 L - P RN - B ESEI
TS & TN 5, FIERES IV CTREERMFZE OIS & BB S vz A, MLk
FREICCTRE (WERGEITEEROREES) 1T L, XBICL2858 (B2
EH) #1795,

P L FEEIL, ASEEBIRMNER 12-1 (BNt /7 & (s F 15 R R
BOTDOBMALFESE) L LTEER WD, FAEEIX2E8MERL. B4 UL
FEARHI SN 1L EEHBREICFE L., o 1 MEBEmes L LICREFET 2,

XEIZLDEBENFONEEICRY . LT OFIEIL L o TRERRMFE 2 £ 3
%,
) ®&EHH, MIUKRERHEGEACER 5 BETEREMERRE &7 — - ERIOEZELE
FEIZ—80°C CHAMIRE LTH D REIC/Dkk-3 BEFRET T ) A INVART &
—REFALTHWERY 7o LBl VAF o —T 2REENEEF v R

v NABE), BRERMET S,

2) REIC/Dkk—3 BEFHRIET T ) UANARI Z—EErEHAOXY ) Ty 7N
WCERELIZEN A LT, R T C Rl I R EIR BT S S CT IS AT 5,

3) BIEBNH L, UTOHFEICTTF ) UANART ZF—REAT 5D,
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