L EWPBRIREACHGETERN, FOLOLBERTEROH 2R EETH S, Hanson
D EAESAEMRICBTSM YY— VO Y BREFORRAEMNREOAF—TxD
SENTIESREIAEL. BEETFREENMEVWESEAEMR TR VY- T oK
FABMHEHENBENT EERHELTVS 9, EBLELIK, o, FHIIY—
L OYEEFIRREE 9p2] CEMT LN, COBFREERRAEMR TIHEBIRE
TRCEMALNTVD P, CORKCERT B ¥~ T2 B/ BETFTRREOEEMN
EEEAEEROC Y~ 70 AOBSHEETE2D RS T HEENEIEDNS, L
o T, ERBRA LY —TzOCEEFOEAR, 12— 720 \OBREERE
ELEoTHOEHBEINS, BRTIODNDNOERBFRIZOEREXFITZIHOT
2. Qn BHX—RYUABHEELEGEORT. 7T/ UL NAERIF—ELTE
NARIA Y F—T OV EETE ex vivo TEATZ & IXOEAFBTHIVATOE
ERRABEING - &, BEINLEEESARBRET2RET3 LETOREME
MEBEINDZEE2H/ELTVWS 2@, DEOF—F XD, ErBEAI—T7xOVE
HOBRETIERL, TORGTFEEATIFEANARTORSR IR ENRIXFEIN
ZHOEELSD,

(2) BEFEACHERYRY-LOMBELOEE

ABERRLAVIURY —LAORBEORBETOKERDVTI], EETORRITHE
borEEALOBEES I F—icad s (RETRRERFASHEIESHE] KHFRT
NTWa, ZYRY -2, BEREFIECHEL TV LERMEOURY —ATHSC
EMBROBEUTED O, ZORTRROYR Tz I FUERECAVLINS DO LR
KELERD, chIL Lo TEERARHEL TW2EETRUMR EORMENRL.
HAMEORLEEEHOETIERINE, A5, &URY —ASHREETICHEMTS L
T RYA P— v XOEFTHABAARDAENEZ &, UV VY-ACEZBERRTI
VT e, BEFRIEL THESAOSMBIIBLTEANBITL, TEYY-LVRERT
Zol, RENHEOEMIIRTNDS 29990, x5 SEAVSZEREYRY LR —HR
DRY — A ENEBEEENES, AERNTTOEAPROET bRV ILIFREN
T3 1, JEY—ART L WA —ChN, BEEEE2ERBVWTENTRSOD
&Tﬁ<\ﬁ%ﬁtﬁwf%%ofm%n$ﬁﬁﬂ%m,tﬁ@iﬁt$%@ﬁ%%ﬁ;
STHE. %EINEFUYDFTIRUBY—LHAZANLILOTHD, FORME b
BEHIWELHBRING,

(3) REFEARL LA FBBA V¥—IxUVORR

P A —< BB F—YREEHLGO EETFREEARPNAEREFFE] T8
BENTWAOT, C - THREEXBAEMRICNTEREHOCET.

SVA0 BMEBBEARI S —Ick N BERIA ¥ — 7O EBRTERALERETRRENSY
5 — pSVIIFNG ZEBEEERUAY—ACAEL T MERRAEERMREERS
¥, —EEEEOEERFOL RS YTz 0 vE% ELISA BTHELE. 5K
DEEL CEERAEMEI OETHTH Sx10* BOMBMESY oIV ITA, 24 BRE
%1% . pSVZIFNS (15nmol/mi lipid, 0.6¢g/ml DNA) ##®mL. 3 H#%. 6 B0

10




EBRFOL FBHA Y- Tz O RBERNLEEZS, E30XSREENI SN,
IABCRECHS MR BB V¥ — Tz U VEENED LN, 6 HEOEELEIZS
MAETR 58T 101U/ ml Bl E, JRKIX RPM-EP #RT 67.31U/ml THo iz 2, ELEMN
o EbER o 1 H(Colo3)TOELEIT 3.8IU/mI TH- 7=,

SV40 RBERI I K LHBETEAHNRECOW TR, £ XY F—< @ primary
culture DR TEEN S L0XRTH S ZENPERINTED, HEBIEIIARAT ) —%
DRTOEBRTIEY 30%ENSF—FEXTVWS, TERFETHNS RSV BERS ¥
—IREDERDBIE SV40 RV —IDbHERIEMTRINTVS, &d, ZOH
EFREN—BETES LB E MY F—TEBEMRORTERINTVS. XR—RY
DADEABBEL MV F - 0REFRAVEER TR, TERYRY —LSE pDRSV-
IFNG (0.6 £ gDNA/30nmol lipid/2p¢l) OFEA3IBE. BEABRNICREFSE ¥
—7xH mRNA OHOMZFEEBENBO ONEN, EEABANOTATHENR
NEEBREFAREORBLIBDONEBN %, Bl TUAAT ) —YOEERA~D
DSVZmUuIFNS @Y RY —AORFAER TS 19kD SUX B4 ¥ —TxO0 OHRE
RERNY L AF—>T0y Mo TRBES I, .

FERMACHEETHAN L ERERERS A EATLIHETH S, SHORIUF
—YORTHEEERSELIVBGETEAYRNE TSI LEERLTEY. BEXELEE
BIEBVWTHRVBELBLETLZFAHEOEAROA LR SN T3 (Nobayashi M,
et al: Repeated cationic liposome-mediated gene transfer enhanced transdiiction
efficiency against murine melanoma cell lines, J Dermatol Sci 29: 206-213, 2002),
BEAGORETILHELLREND DNA &, BIUBEEREOBEBRIRDVTIR. &
NETO in vivo EROF—F 76, FUF BN THEEEREIIBLWTD
100mm® QEERKHI 3ug @ DNA 28595 & S0%ULOBBCHEETZ I EMHES
NIZENTVBOT, EEENSER lon OFE (523 mm® i 15.7ug. BE 2cm
DOFEE (4187 mm®) Wi 125.6ug @ DNA 2ET3 2 &i1chr 5, 1FRICG6EOR
EEGSETHLE, 1E%Y%D 21ue O DNA ZBRETITERNIDER 2cm OFES
BEHAIEEIENTERHECRS. SEHOEKFRE TR, BHANOXEATERER
ERERL. EE 2cm BEORKHIZIZ1E 30ug @ DNA %, BEE lcm BEFTOE
il 1B 10ug D DNA %2, THENEHREFOBABEIEATEIFETH 3.

(4) BETFEHARLVEAINLSL LR VY—T O ORNBEDE

O JMAIT X 2 87

SHOEF#FL FEEEREMBEIDEENTH x10 BoMBESE YLt AR, 24
BEfHI5 3%, pSVIIFNR &8 1) R — A0 5nmol/mliipid. 0.6z g/ml DNA) 2L,
3H#E. 6 HEOEMMEE trypan-blue BETHRELAERREZEZ4IIRLE, TXRTO
MEHICBVWTEEDHDRAA SN, TOHERI 3 BH T 34% (RPM-MC) M5 56%
(G631) . 6 HE T 71% (Colo38) M5 92% (RPM-EP) Th-oio, £k, HEBI6 T
DAAS /) —TDRTHYUAMOBEFEA pSVZmulFNS S U RV —-LMNITT X 8
HMAHS—T7x0VEA (100IU) BEMEICER. FECRVWERHFPRERTIEE
BRELTWS, ZOB, BEXHNICH 00MBERTR - XOFRERTC ENE
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BANTHBY, ZEEFEENGERECOS TR BHRECHERT L. LAERT
Nk, E5RELE, U ﬁV#Aﬂﬂﬁ{ﬁ?ﬂﬁlfDﬁ%UEEE‘—:;‘-GCOE-J'C\ BETFEAM
MOEMEEICHMMTs o E#ERLTWS (Nobayashi M, et al: Repeated cationic
liposome-mediated gene transfer enhanced transduction efficiency against murine
melanoma cell lines, J Dermatol Sci, 29: 206-213, 2002).

CRAEA VY- yRREHOBEEMROBEEAN TS LLDIET. g IEH oM
BARHEEAAZOENH L TR b0 EELLNS, BEA OBBEHMEORE 2L —
L YREEGCNrRDBEREMN, REAEFUF - TIREBEMMENY 30%, RL
HEp TOYRBRELERDLONTRY., BEEARCIOVWTHIOREOIHTLEERD
Nz, Lizdo T, cytostatic PHENFEETHIL PRSI -T2 O BHAOLHD
BRELELEEOPECEBANS D EVES. BERLEEIC, BEIDAAS /X
DREBVTEEA LIy — 7OV EETEBARLDN 300 EEMBIECTR -2
CRMRRBRENEIED N, BHBEPRNAENBZ LEDNDNIRERL TH
3, ¥, AREFBRERCEO>TE MNBEA vy — Tz 0 UA—BHMBEROITERER
 EERGBFCELEINIOT. CTHARENOBEEBRICEAT S 2D, JE A # i
I HRENEHPENAERDO EE X 5B (Horikoshi & WokEr FRERGERR
2HWHERETREMNSBA ¥ —T O SEABEES 100IU/ml 2% 10000IU/ml iZ
FWF D S AR 64%N 5 9% ERELTVS). MEOESRRRBERID, F#
EFBEICLoT. ERBEA VY — Tz 0 EHAOHRSEHNTENCD, TLANK
bENERWHEEDREMH#HETEZLOT, BOWEEDREFELEIDHOLTFHEINS.,

@< UV ABEERRAETORS -

R—RIYADEFAL NEREABEMBEEBEL. ¥ 7 mm BOZECHEA LR
HTEERLZN~ DSVIFNG @48 R — A BA (3ueDNA and 150nmol lipid in 15
uDEREL. BEE&HoRE A% PBS KU empty liposome JFiE &R BH & L THR.
BELE (EE6ME)., pSV2FNS B YR Y —LAHABEHICIE 1 E#ESH. BE6E
BERLSHTE. TRRECRESEHIERAEHY. 60 BRCEIFOFHETEL. ¥
MR RBERT S, ohici L. pSVIIFNG Ry —AMH 1 BRERTHE 40 H#
TS BRI AMENA LN, 60 HEOBRT UYDBAMEDRVIID S
Nk, CEBEETHES&SIIENL. 40 BBCRTRTESIMBLE (B6) 2,
BB, ERBEIAII—T O ER (5x109U) 06 EBETLH I BERIEEEHD
BN DR, ELEEARED NNk, O pSVIIFNE 2EY w"Y -
LERBEONREZHEBENIBRFILELLT S, HBBICEABMEREOBARETHRE—
Ao M oFBERENARD Gk,

Bl6 YT AAS ) —YDERTYACSIBL/OEFANOBHERARTH, YUAB i
4 3H—7 0 EEF pSVZMUIFNE @B RY —~ALHOBENTI LU T —
2 O>EE (Ix10%U) BEicE~R, BESHOBREZEERAH TS Z BRI N
Z®invivo 2R AT NK i EENE RS REFEREZL TR D, 1 asialoGML
FiflrT NK SIBEE 20T 5 L EANHDENRET S Z LN EhicEhi

(Ryuke Y, et al: Growth inhibition of subcutaneous mouse melanoma and
induction of natural killer cells by liposome-mediated interferon- 8 gene therapy,
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Melanoma Res, in press), ¥/, YOADET2HFIC Blé A5/ —<IE2BHELTSE
E. —HOEE#ZHCOBIIALEA Y —T7 0 VEETF pSVZmuIENS 4 Y Ry
—LERELEELCS, (kRFOMSFOEREZGIC OB ANHDENBDSNE. BER
MTHEEEIRE NK MEN2EEICERD, ¥REOEELEGICOHEESREbE -
BLEbOEEILNE (KFEH. #: 5 39 BESERREL8S, 107V L1T
AV RYIRITAL2 (AF /-y, 2001 £ 11 B, EBW). B, AIREETY A
FIF—<OERRTHELBA Y — Tz O VEEFORERLIVEERN CTL NHHEE
NBTEHMBERBINTHLS 20, D LtoFERED., XEEHE BT pE VY .
—7rOBETORARER > T, BREBHCBI3HR0OATRL. 2H5HNHREE
PREOFEH, BMbHLHL S W EENBSRERINS,

8. 2 OoOVWTOHEME
FEETFRAOZSEHL TR ChEEBLEATHEHSAESE U —<IClT2M#
BT ERBERFAEESERFEE] KBV IHERLTNZ0T, ZZTREOERDLE
HhT 5,

(1) BETEAFBEOLLHE

FEEHRCAVIEEFRURY —L0EREDLTEH. FEOMBICBLT 10uM
UFTCHEERBELIALERDENT., MEMEDIHINLIN, XEEFRCHAWSEE
TFRA AB-1 i3EEMET. TR MFP B> 10EU/meg BUTTHD C EMEBENT
Wb, IAB-1 OE2FERE DOV TR, FELSMNERS VL —<ICMTS IBEFHRER
RN ERET B HEE) (30~35 H) tBWwWITHHCZEBLTWS, IEXRO0ELERR
IZBT3HERBROEHICBTAER] (FEIEIA 26 A, HERSE 21 B). E
G TEEEUREHRSEMRBRTI I RS Oo%ERCDOWT) (ERES48K 10 H, ¥
ST 88 B) HIHHL T, Sy hREH =/ 1 FLOBERARTBRNSEEEER
RSy PRUAZIAYINO I HABREMARSEEXTR, ZREERR (BRHER
R, REERE. M), Sy FOEE - BEBERR. RREHERRETUIVRE
FUORBRETVW. E2EIBERIN TV . 2CBRAKEB T UMAH ST L5 1AB-1
BIUVEEWIRY —LOEREBHICBUHFERIR. EERHERB Sy FEhor 1))
ZAVWTEREHINTVNS, COSEHRAREOEREEZLTICRET.

1) IAB-1 @ 5w bz BV 5 B EHERAER S H RS T pDRSV-IFNA 100, 300, 1000
pg/kg © IAB-1 OHE W THESHELOH 300ne/keg S LESOHTRARD. KE
EmPHSAZBDoNzd, 2R EMERNBRHEOBICEERAChRbok, IERE
KT 100ug/kg AEHREOF THMEREIND, 1000ug/ke OB THELIFFEOEN
ERMRFDNRYD BREN, —BETHo %, BEERICOWTI 10001g/ke &5
HTRBOEEEMNZONAN, SELNCEREEEOAN K, EEHIBY —L4
OHOBEHETIMEOELd B SNAM 7. BLELD. IAB-1 03w P B3
ERIFEEIDNABLLTI00ee/ke LETHB LEEREINS,

2)IAB-1 A=A PIic BT BE#RAZSEEER T pDRSV-IFNS 30, 100.
300ue/keg @ IAB-1 285 L. 2 BMBRBCHARL., SRBOELEHRELEZ, 300
pe/keg BO2MH 1ETY O /AHEA L BROEBRMNNRD 5, G20
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BRERESINANo T, FOM. IAB-]1 B#EIzXB LB INIEEERDENRD.
afr, Efe, FEHURY —ABRSRICITLOREFRREbAEI MLk, 2R 5,

Ho A FIicBiT5 IAB-1 OBEER pDRSV-IFNR 300ug/keg BLETH B EHES
niz.

3) IAB-1 OBBREROVWTR, IZP I FANOBRNBERUS Y FTOERES
(HiIT AN, Bt 4BMKRS) 0S8 BERLD. DNAREL TH#T 101 g/ke.
BT 100pg/ke SHIFE A, THEEMEICEE 60ke oL FRBRETH L. BIET
Bico% 600pug ETRELTH D, KIETRTILULEORD pDRSV-IFNE EZRERS
LTbESERHENANLDLARINSG, ¥k, DNA ORHBBRESBORERAL
SWTH. LSSy hTOBRRARSRBOBERE (BT 104g/ke £¥ B 3 BER
E¥TO, BT 100ug/ke 28A 11 OMBESETOESEMERINTVS) Mol
BL. E 60kg DB T 33.6me &7 0., 50ke QLT 56mg LHHI NS, FEE
WElc B s 1 EREEIIEX 150pg THD, 3I—-ARTFLAES THRESEN
2.7mg BLFTH 0. Wb LRBRELDIEZNCEL (BETERED 8% KET

FO5S%LT). BHEFCHELTEREEZzWD O EBEXONS,

SEHOESRYRY —hX2BEFEATELENMRCOLELZTNEA, BEHIN
BT ENHESMCINTYS, LEd- T, EBFLERBHERET 2 SEHDRKRHFR
i:isbhfmﬁﬂﬁﬂl:iﬁﬁ%%ﬁﬁaBﬂ%ﬂﬁgﬁ}i%b&bf{&mu HYRY—LBXUT
pDRSV-IFNB O&FEEICDW TS v b UHF, YIETHRHIN. EDYTED
ZENBBINTVS, £k, BEHEKOVTR, 50 EOTYAZAVTRERE6IAH
BEOBEMATFhNEN, BERE->L<BH NIk, B, FERFRCBVT
BEUAOACEETHEAINZBRETE > <N,

(2) BEFEHOLEEE

ESICBWTHE, ChETHEAROBEHEEEBEICHL, —HE 300x10* U Ok
BRIASH—T7OYES~1 0 AMOEARNLETREEZEEN 5By AMRTEN
Bichis TR EBETHESEMRENTONTEL. AERREL T, & ETHERK B -
EER., SR, FREEZASEZ5NED00. BEERIEREEAERWIEN
BEMrINTWS, LD, SHEFRECBIZL LR Y —T oD ORERER
—BETHDHCEND. BETFEYKLIZEERENBAECA S WEEIRES. Z2tEh
ik EdhneELSNRS, .

9. BETHESEFEORBNTETH D LHKTHRR
AGERETHEEEABOEE - KT - U RGBSR 1 EE. HE lecm BER
TOHDIE1E 108 @, BEE 2cm BEZTOLOICIE 30ug ® DNA #E3E, 2
BRI, SH6ERATAFETHD, COREHORIE, 1) W=IAFIRETOT—
FINSEEYAEDT IAB-1 OESHEREEFE FCBRETIE1EEED 10ung/keg &%
OT. TO 1/2 ® Spg/ke # 1EREORLELLE, 2tk D, 50kg OBETHR
1 E%7EDORLRE DNA KRB 260pg &70%, 2) IAB-1 OFBIERKBVT, B
BERSOBEN 30,eDNA/mMl ok, £, TORENDH LRI ABE
HBEERETIIENERINE. 3) XEEZPLIKEREEINTWS liposome-DNA
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complex ZAWEBERHRO IO I - OEEALEN 10~250ug @ DNA ZENTKH
%, 4) X—-RFYUABHEE VERRBETOERT -5, EE Tmm OBEZHIC
1EHE 3pg © DNAZ 1ERETACLTRECRENRAE > Ev ETAD N, H6
ERECTELEHBESLELEZEPSERLTHETS L, 8 15— 2cm ORI 1
E¥72D 30ug BED DNA 2 6EHEE (DNA B8 180ug) THZ L THENELH
SLERRBS, BB, HEECEERIEETIHERIE. £i21) THRAELSIZ1E
REEMN 260pg THHT EED., 18I 0ueg ELTEHSHFETTIIERTRELS
REND. SHOBRMA TR IECRET2ERRORRBRASBEETTH 20T (B
AE150ug), 1EESEORTHRBRRLEEKENS,

10. BETERERFEOE

(1) BETFHRERFIKEZEOD2EDBKEHE

EEEWRCAVWS TS ZAIREVRY —LOEE, AURBEATERZESLEHERE
EZRTHERIFFAHEZCTHY. FOEBERHEHERSATAAADERAFO—IVE
CANTEHETRBENAZELRHRBEAREL. AKORREEL Yy —0FR
DHLICFADKERE (4T) ARREL., KT 5. BREBRL Y —0EYFIT O
BREEBEL., ¥HOHBAERTIE. BRT3. . AHERENLFMAE~AERT 3
BICEFONBE L BETOREEHFEF v /%, THITERE. SHO—BEHLT
in vitro TEE L NS UL~ Ak (U251SP ) BN E2AEMMEE (RPM-EP %)
ERSE, 3HE. 6HBEOEELEEZRML., LEDPLEHINZ LR ¥ —
ZxUEERAR2E BMLIEBWT EIA B TERELTHE S, 20XS5 kL TERE
D IAB-1 BEHREAORENREFINTVE I L2EBE L FTHEREICA WS,

(2) BEFHEONEEORREER VBRI L

D HABPNCENRAEOBNIREINTVIBNVHAOEE. ¥ RA0BEEY
AARLHBINMFHOBECEE. ETH50\WRY O HCERYD 3 EAN SR
FI2. 2R UNEBOS 2 BERCESTFEN 6N AUAELFEINSBEIRNATS.

@ BERMCABRMNIZSVWIFBEE. CT. MRI R 0EBRET, BERERLOH
BRRREEE T HEMANSBRT S,

@ FEMEESD VR CNETENEIBBIN TV B LSRR S OREE T L
CHhhb B TENREN. H55VECNEOBBEEOBENZVEHES NEEAR S
ERTB. 2R L, BRESTOREREC DL TIE. BEETHS 4EHU LEBL,
FOFERRD SN VEFNSERT 3,

@ WEREREFSC THATEARET. BEEOEEN2 cm BEXTCOREEE
RT3,

@ R -OERERFOKRE. EEAGHENES, BRELTOHEF— N TRERR
TBERERRT S,

B 1t Bk ¥ > 3000/ mum?

IR EC> 100000/ mm?

NEFOEY>8.5e/d

15




ML - WERE R

MY UL E > <2.5 mg/dl

sGOT - sGPT<<50 U/1

iEZ L7 F=2<1.5 mg/dl
® 18 BULOBLENBET S, L, BELTWIHNEEDOS 5 B2 BAER
ROE. 75 BULORE, RUHSENAEEFEONSRE L TFEYTH S ZHKL
I ERIERIAT B,

(3) FBRFAONFEORBEOBMBHE
HUEMEFERFAOERICEL . BRFIRBARINCARFCHLOREXFRTT
SHBPL, BERRIKBMTEILIEDO0WT, FAOBHESRIKLIIFAETHHILEHE
RLU. AEFCHFAOEL -RHZES. RHE L HAERRFHASOHFEOMICES -
FBAL, AEREFAHZEACHEHRCRNRL., ToEHOEF2RETH. bIKT
OEEZEZEEL., HHREFCRET.

(4) RIFEHRE OB FEFEK
FHRAOXEHMHEBENBEOTRERON TS TN TOBREOBRFRIKT T
BETH 2 FHETFTEL., 35K 1 FHORBREFHMMERY 5. FHREORKH
REOEHAETFET 5,

(5) BETHEERWEOEE %

OMBHEOBELE

AZEIZ B % historical control #H W5,

CRETEAFE

AEE KPR TIE pDRSV-IFNG S8 1) ) — L 8B IAB-1 OFEHRUAKMERN S,
KRB KT UONRHEIOEBENEZORBEICENSERAL, U VBEHK 1ml F
W 30ug DNA ZEF T HORHBAEEATS. 1EBEO1EEZDOEADNAR
RER IcmBEETOLOTIE 10ng . EEZ2cmBEFEFTODORIE 30ug £75,
BAWRR3IE. G50 EZFETS. F1AEBETHIEREEL 30pgeDNAETEL
TE2EERRBTE2. BBEENLE L TWEER T, B 2 48 UK dose escalation
U, 2L EDOEGBBRICEN TN 30ugDNABETOREH EEAT S, XL, 1
EYE7=D0ODNABZAMERIT150pg £ETET B, SEARCODVWTEERTHS 4R
KESHELFHEETIMT 2. TORE. Z2EMNERIN, POBEAGBREO—DU
LETPR (F%) BLORGRRO . AEARZNCOREEDRNEREN. »
DEEMNENBREFELLGEGE., LREFAROBETHELZILIC2O-AEBMT
25H0ET 3,
QBERRERERIUEEEHE

1) REREREZFRDICERT S,

2) WIBNIZSIRITEREE., ET. UNREBREERDODWTRERMNEL TH 3 E. 55

R7FAEZRWTEEEZINT 2. EHRZFALERFEEERICETE. CTH
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ZWIEMRIZECTEEEREANT S,

3) BENHNITFROMBBZ H 2 WIHHHET L, AENB L VEENEEEETL.
BEGROTEPTR VA, RERISRECDVWIRATS., £k, £ HES
DA - OVEETORER (BEE. mRNA) OFEEZORELD T
T5, '

4) ABEGRELl~3E. BRRICRNOERRL. SEAK - S(LPERELETT S,
ENSAEOONEET—H—TH5 5-S-cysteinyidopa B b ERFHICHET S,

5) RMENBHEE

REFHNRFTNBEREZLUTIRT.
(1) 4 th R
. HE. G%E%e (CD3, 4, 8, macrophage, NK, apoptosis)
. $EF B (RT-PCR, in situ hybridization; IFN~8, TNF-a, [FN- 7, [L-18,
1L-2, IL-4, IL-6)

- HSPtheat shock protein)
(2) HM¥&
- PCR (plasmid DNA), RT-PCR
- CDh4/8
TS5 X3 Rk
- EIA (Y4 +HIA4>F7wEa :IFEN-8, TNF-e, IFN-7, IL-18, IL-2, IL-4,
I1.-6)
3 R
+ PCR (plasmid DNA)

coETHEE, OEhBEA VY- JxOVERTFOESATORREOFTE, Qb th
BEIA Y H — T O REFORACIVEERBOT RN —VARFIFEINTLINE
2. QEEBTA~ NK B MEEEs T UVKRAFEINLEATES. 2RMHT 5.
BEWEEK 4C. -30C. -80C. -130COREES 2 VIdWEE, BERECHEET
%, EIFIRENARESSEER. SHBAFESTHERREETERIBFRE. &
AREERL LB LI B AL SERFIEFAREREEEM (7 LEEER)
CTERT 5, Ab. BEFEFICOVTENCHAE. REEERVTI Y744
TRV RERD. SEEOMAEESORBRALLTHETTEHOLT S,
REBLVESEEO Ry Va2 —VRERITRT,

%1 Jobka—)b (E)

B # F B moE
#ER 1ALA |FRIOFME T EERORE. MK - RBRE
=18 () |E1EBUYRV-LBERORE BESOMUE. O RRE. L2
(k) '
(k) %ZEEE'JTJ%‘/“‘JAQQ%J@&"# BEEONE. ol - REE., T2
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(R)
(£) FEIEBBURY—LHAOERSE
() BEROME. ¥ - REE. &2t

(B)

ol (B) IB4AgBYURYV—LEHORS BEZONE. B - RRE, £LE
Eﬁg BSEEURY —ABAORS BEROMUE. M- REE. KK
Eg; ZeEmBEURY—LHAORS HEEONE. Bl - RAE, £28
&)

£38 (A REIER QEISE. ﬁi&-ﬁi&ﬁ. ze
(k)
(#) BEEEORE
()
(&) ' BEEOHRE
() '
(H)
= A-758 (B) EEEONE., L - BRRFE, £2£8
(k)
(7<)
)
(£)
(+)
(H)

EEEORTE
BEECHE

@FRINZEHELEHERE T CZOMAL G .
ENEAEHATrEAEERBHCBLELAERT &5 20T. LOLERE
KTETCANT 5, B, B, FRBEEEREXEI S EBETREATHOER
WRUTA Y RAG Y ¥, fisPE, FREEALZEEZHETEILTHET S,

O EFHEBERTEOFRMEY k. FEEERUPLHREE
AHERBERTHOABBORATEEEEORIR, ERERROECREDT
BlrkoTHETE., £/, TO0BRRUELTL4BELEFPE L R2HOFEED R
&H 1EMIIRSET 5.

REERPEIZS /IHABRELTERL, TVRESIPELUTOLICED S,
NE2EOFE S ETEE

BREMFR, L. ROBRETFR. REYHRE. BETRALEORBILVT I,
ER M, RRENEIGEEHNICHETL., BEESEBELAZ0EERCIML. &<
Iz grade 4 DEERSAAONEL, BEbicEREREL. BYRABEZHET. B2
HOFMITHERT 4 EMUED 7THETER, EHANCEREL, SSREORDBERCL
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LT 4TI FET 5.
(2 HE) S O F4E
1) primary endpoint
FHZRELEFRREOKRZIOELCETE, AR THETS (HENIDE), =
e, REERBRORETIOBEMROWTHIML . BERNEMET S, FEEEIAS
EBEEMEEF20 REEEBECBTABEBNARYREY EHEEE @R
(BF 1) 2Rw, £, %, T2, EFCELTE. B 1 0RBHAREOEY
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