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BOAEMEATTRS

[0001]  ASHIEEHIE H 4 2002 4F 12 H 31 H < HiE 24 02828390. 2 ( [H 5 HiE = 4 PCT/
US02/41822) \ R EHZFR A “ A4 B MR I 7 KRS IR B R R HE .

AR S

[0002]  AS B K 40 B AR R 1EAT Ied v 7 I A 0 I AU I 2 7. (Tocalization) K
R (efficacy) W15 HIFANHL, AR BHPP S AR 40 B Hh A% 338 1 ¢ 56 8 1 IR I BT e 254
PIfE (delivery) FHIIZK (efficacy) WG

B

[0003] 34 4 CAR &7 M 8 8 T & 10 5% 06 8 A AE {8 Uk B (progression) A
(metastasis) ] WA A& . #)U1 W, Hof fman, R. M. , Methods in Enzymology (1999) 302 :
20-31(P. Michael Conn, ed., Academic Press, San Diego). fEEEEH] 6, 251, 384 H1 /4y
T THAG RS (whole body imaging) KXFSZlt (real time) #EfE (progression) &
FHVPAG G ST I (P UTT R Th 3k, SN BRI AR R E R S5

[0004]  A04E 7E 4% (5.5 O H 1 R A0 BAREAE A2 FL AN T B AT JEC 400 B8 BB AT 5 % ¢ Dt
HAILAEE 40 M rh (3R AS S AT B AV . Ak, 206 KOG 7K AT AT i A
AR . B T ERH) B AILEE, B ] 5 0 1 4 REAS 214 B A8 il ank B Bl AT
1) 490nm ik (excitation) JEFAIL CCD B ARG F AL . XL VT T SERHF ST
BIEKAEERS . N, W, Yang, M. 2%, Proc. Natl. Acad. Sci. USA (2000) 97 :1206-1211,
[0005] 3¢ [ Iffs i H1 1% 60/304, 223,2001 4F 7 J1 9 H W, KN B TIAKRLPER 2
7, R T M PO s B AR IE K B A R RS R DL AR RO VR T .
ARFEAR UL R M7 2bsic 48 1w 1 g 0 AT H Be 18 & s {E R 0 T s G 7 4 A W
(bacteriolytic) JFiEM 77 &. ZbRICHI B 1 H ARLE Zhao, M. %%, Proc. Natl. Acad. Sci.
USA (2001) 98 :9814-9818 F1 Yang, M. %%, Proc. Natl. Acad. Sci. USA (2000)97 :12278-12282
AR, TR RIS I AR R IEASH

[oooe] I FH 7 6 A 1 % i 40 BRI E AT il B B8 R B R IR T SE AR (solid
tumors) FJ7VASRHE T W25 Ik, ik i6 97 SE AR 1) 7 V25 Dang, L. H. %%, Proc. Natl.
Acad. Sci. USA(2001)98 :15155-15160 H k. MIRIGIT IiZi&1e, I REm AR “4A
B ITIE” 80 COBALT”, I H 1 8 DR AR 78 S 4988 oA 0 R S0 B 055 b A0 o A R IR P B
FOCEA T KRBT B (Bifidobacteria) (FLERE (Lactobacilli) FIBRR 2 AT
W (Clostridia) WAL, P IX L6170 I 1) & 4 K Chypoxic) FRRK Ik 16 6 Pk v
B, FF 51T ORE R SCH L SE . A AT H CnT LATER W N (B2 TR By
E25 7 7 S AEE R A T AR B AR 7 1) 25552, BB AR #7342
HHA N, XL B 16 28 0 Re 0% 8 1 H K v E AN E S /D A5 R BRI EIER
EHFATERIEM BRARGH R 73 WA 5 = I RE IR I 559, Pk 9 45 7 ik ZF e B 8 am i o 1F
E R BA BRI TR A B L R (phage episome) PV, MM #AAh B [ 4H B 57 HY
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Wik B R 32 2R PR 25, R DA v [RARAR ZFE MR AT 1 (Clostridium novyi) f&5RIXMPEET . Pl
TR T — PR, MBIk N 457 2RI, R E R

[0007] 3] — AR VE 2 IR EARAE A BRI IS s 4 (cluster)
MEREERME. X E K E (Clostridium novyi) F1ZAR R B (C. sordellii)
16 7 A IS B eg X srh ge g DL 4y w07 2B K. L, @ ik B 2 i [GAR B (C. novy i)
(C. novyi-NT) Dang S EFEHA! (version) , BEBEHINK N T AZEfR TR M (home to) Mg
I H A BEAAESR BRI B py ke A2, BE A% SR 8 R A7 3G R MR A o X S8 At o 31087
AEIC IR X B ORI S > Tem3 BTG AR FE A 25% —75 % IR AT ) 1
RE T A2 R 8 TR IR o SREDR I8 (pl Tl 2 A 2 R BRI ) 3800 B A7 735 40 M A T o A 2R 7 )
ANBE B R IX L2 i, BRI 8 B A S as AT TR OB BA ., 5 ELRH I8 A X 2, BRI R JHUST 75 242
FURRIEE AR . BRI, PR AR AR & S SR B IR B 58 o AR K HE B KT B8 A8 A5 B AT TRk
M TEIT BRI ME R R Ge . I 40 A B 10 AE K Sk fe 5 R oRg B4k, 1X F Dang 5%
WEAH . 0 Yazawa, K. 2%, Cancer Gene Therapy (2000) 17 :269-274 ;Yazawa, K. 2%, Breast
Cancer Res. &Dev. (2001)66 :6665-170,

[0008]  Low,K.B. %, Nature Biotechnology (1999)17 :37-41 5 BLHidIAR T AHALKI 77 7%
TEIX PG L, B VP T TICE (Salmonella) BARMENHUMIRE T A&, B4 & AT RELE BRA Y FR
Birp A A7, I HARSEAE M8 5 A AR X BP9 0E . B (modified) BATIRAE LM
JERYT A R 90 Pl 5 2 A B RS (thymidine kinase) , Pawelek, J. %%,
Cancer Res. (1997)57 :4537-4544. AT, KI5 A FISEH IR IR TR 1 o 353 R A
BPE (sepsis) ARHPH L TAEMIE T PP TTIRE I & . Low % RE 73 (disrupt) ¥
[T B ) msb FEERILAJE /> INF a 355, DS PR SR %40 15 S IR ERAE I R ) 2 PR b i
JEETE . XEEE BoR T 46T R R I/ BB 18 K5 M I RSN T ARG T
Xof FEZH A e RS ) 8%

[0009]  PR|itk, A4 ik B A 458 S P R S TRT 1100 DR A BT R B 96 Ttk N g 1 2 S I 1)
X8, I HLk Z 385 5 EAAH S I EE AR H I XM 4l B B A SR B R 22 2 H TR 97

[0010]  FHT3RMF9e R A ERIENIY RN I E R 55 131 . B8 AF I GFP &4
AR R B I 2R B Clontech #56. F T FLah 4 lu K X 11 Clontech Z A AH
BTik GFP 4t T 48 B A5 (CMV) 33 F I T IX MR IE R G A] R bRid ik 75 i
Jef| (viral infectious agents). GFP RIE4NWZERT CH T4 2 S, RmdA H T
#AK (intact) HIWEBI (Wu, H. %%, Microbiol. (2000) 146 :2481-2493 ;Ling, S. H. M. %%,
Microbiol. (2000) 146 :7-19 ;Badger, J.L. %%, Mol.Microbiol. (2000)36(1) :174-182 ;
Kohler,R. Z&,Mol. Gen. Genet. (2000) 262 :1060-1069 ;Valdivia,R. H. %%, Gene (1996) 173 ;
47-52 ;Valdivia,R. H. 2%, Science (1997) 277 :2007-2011 ;Scott,K. P. 2&,FEMSMicrobiol.
Ltrs. (2000) 182 :23-27 ;Prachaiyo, P. %%, J.Food Protect. (2000)63 :427-433 ;
Geoffroy, M=C. , Applied & Env.Microbiol. (2000)66 :383-391)) . XFHHIFFT K —AM1 1
238 I BOR K AT B 0157H GFP AF L A 20 ZR I R A1 S Gy m] WL (Prachaiyo, P. 5%, WL E
) o B AT R I 2 I AL 5 B AL (gavage) YL/ R i
(Geoffroy, M=C., W. F-30) o TERBREATNIZS TG, fI/ERSY T GFP ¥ SR Bl 7 B4 B
(Edwardsiella tarda) W pEG A% (Ling, S. HO M. 28, W ) . @it 5 GFP R ikikR:
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KAF 58 (virulence) FIHABBEY S FEAHCHIFER] (Ling, S. H M. 4%, W, |-3C ;Badger,
J. L. %7 y—lLJ:j ;Kohler’ R. %7 y_lLJ:j ;ValdiViay R- H. %7 y_lLJ:j (1996)) o

ZEAE

[0011] AR BH 4 fH — T 5 125 ok M A B8 688 71 25 0 22 0K 199 i 8 DX 3 A2 1 48 17 482 1]
(targeting) FHHEFE H PEHY H1 I 2040 B 42 (L (0 BT IR 5 2k B R D 7= 2 o TR, YR T7 I Dk
A] DUE ARG RIS R 41 B R VP o IR, AR R BRI 5 vk AR, I L SR 2
1, 1B (modify) HILIX L4l BN S MR RTT .

[0012] [k, —J5 T, A B 2 AIE S 40 R 9 58 73 AT I 7%, e 3 FR ) 3 4 A 78 & 4R
AR IR AR, 2 A ERSTEE N SR AER A YEHL (noninvasively) Il & 7E4
T TR G B4 P 296 R T RS9

[0013] 55— 1, A B B A0 ph A0 o 7= A R B g 25900 7 AR IR D T B e A e A
XSGR P I 8 1 AR AR AR I LTS XS B AR P AR R N PRI I 25 T 5 S 1) 4
BT = A 5 AT R (0 B 1 I 2 6 Tk AT

[0014] 55 = J7 (i1, A< W (1) 7 0 B e DN R Al B4R R a7 A/ B SIR R IR T
T A% 38 A S PRIR 1 B AL AR AR R B R Y8 9 B R0PE 107 VA AR T PR F e B
PR TC IR 8 2R S 1025 S SRS DN e 1 L sl TG MG B RN LA o i b A AN TR K 26 &
S, AT S U ET AR AR T IR AR AR A AT T

[0015]  ARHILW K -

[0016] 1. M AW AEA SRS BX S (0 IRg ¥R 9T B RE [ 7323, 5 VA 4

[0017]  WE2 LA [A) by oA 00 ok R 55 (39 S 198 Hh ¢ 6 A AE A AFAE SR A, Horh Ik
G HZRE B R E R — 2O R A A TR T

[0018] 7 ridk Jieg v Ik 585 — 2l 1 [ 9 ' Bl ] [8) 19 43 Bk e 7 BT v T 7 Rk e
[0019] 2. T 1 {7590, Forn it A g2 2 T8 ol 5t e 0T 5 4 B 9 e R b IV 98 il 4% it 1247
iR

[0020] 3. i | (1) 5k, oA i W48 2 1l ik P BB AS A vk i AT 190

[0021] 4. T 1 {773, Hoadk— A HE M ik Xt % o e IR AL 84 4%, s e FH 2L
A5 FhEUEA RS S 58 9O B kAR id.

[0022] 5. Tt 4 {7515, A Bl G/ iR BB, e S lodE st & RIS ik 28
TG I R A0 e

[0023] 6. T4 (7%, Horh iR X G2 N, HALh ik i % cgli g 7 A T RE ik 55 —
eI R ER A

[0024] 7. T 6 [ 7532, o Pl Jod B A8 1A A 200 A SR FE AR AR o

[0025] 8. Tl 1 {753, Herh Bk dll g S Mok A0 & F TR SR B IR IE R4

[0026] 9. i 8 [ J7iZ, H A BTk 16T 8 A2 E A 5 98 6 A Rl A 8 1 if 7= A2, %58
HASIIRE IO E AN EA .

[0027]  10. I 4 [ 7732, Horb il 40w A& 1 LLAL & Fid T (R AR IA R 4.

[0028]  11. T 10 By /5%, Hoh iR Gy R FRE N S BA S = MEEME = 9OuEAn
R HT T AR, AR AN S PR S — PR SR R AN A
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[0020]  12. WRPEXSRF G EAT IR 1697 B9 75 R0 77 v, W7 i A dE -

[0030] Bt Bt () HERS MR AR 0P 40 e EAT ¥R 57 B S 16 SR A B ik 9 6 A7 AE W NP AE K
SRR, AR XHZ A T Bk R R SR EOME N A S —MEERNE —YotEA
[0031] 3@ ik 75 i i JPJeg vh T a5 — ¢ S B 1 %) 9% S B I TR PR A7 7 FH 588 B ) 4R RR A DA T
BT iR 1697 8 A AFAE LAR I M8

[0032] 13, T 12 f4 77325, i BTk A0 A2 T8 X6 Tk 5 B0 52 () 4 B 9% AW E i 98 il %
AT

[0033]  14. I 12 #1777, Horb prdo Wl ¢ 2 i ik Py e i A vk AT 1 o

[0034] 15, M 12 {7715, Hoadk— 20 A5 W0 %% ks g k1R Ak B 4%, e i ads e FH 2L
A 58— M EA R R A B 2O E R R .

[0035]  16. I 15 17772, Ferh X G2/ Bl KRB ‘e AT St ol R e RIL T ik
5O AR R 4.

[0036]  17. X 15 {535, Horh ik xS N, HIH b Cgh 7 ik i 3R 0K P il 25 — 58Ok
AR R

[0037]  18. I 12 [ )7 v%, Hoh vk vay7 d A2 i, H A iz kit — 0 A dE 58 th T ik il
ZARTIRTZ .

[0038]  19. L 12 [ 7532, Horh ik vy & e SR 2 BRI

[0039]  20. I 18 [y /5, Horh Frik ¥4 97 i 2 SR U R EL iR il 2 2 AR R & IR »
[0040]  21. I 12 Wy 753, Sorh il — DG Pk 4l B >R R B 5 TR 38 — P B A AN TR 1
REH

[0041]  22. I 15 By 753, Horh CAAEMR iR 41 R K08 B 5 P 58 — R s — e
ENGIEE TN S e = P

[0042]  REHFEIA

[0043] Ak BHHR A A Mo S A8 0 5 A AR AR o 0 Al i R R I R & 14l
I8 22 2 SR DA X 4 iR R AR 11 BRE A B R AR I AR R A I X I A T IR
BE, PO 40 B e 0 A2 SR IR (Facultative) BRE Y (obligate) IR . HMERAH
0 U0 K i M B A AR 1, (R 5 K38 4 & 1 DRAEC A LL e AT 5 B AT B A 16 5 4 1 55 1
AR AT I EIFRIC SO0 T R AR IC A B, DU e 08 R R S8 e T B R e
(colonization) , AT BE M #45 HIFN PEA HH I LS 40 1R 111 VE T7 T 2 L= A o

[0044]  PRIA 38 A FH 98 6 R MR SO LA MU I B A1 5¢ #E (intact) BhHH & ™
A2 BRI RIS O I B T, B T I IR LE T T A, 78 5 HERT G ] DOWLEE e B A R B B
LAk i, PR A Bk e 40 B B e FHAEAS R R R PG &R B R brid.

[0045]  7E A% B 25 5 11 A A FH A G0 A2 9 G 8 1, B2 FH G 9 9 A R S I 2 H T
WIEHIE . HiiX—4 (class) P HIJRES (seminal) S H. S EZOLEH (GFP) K H
SREETA (native gene) 5o & B W K I6/K BE4E 2 AW £ % KB (Aequorea victoria)
(Morin, J. %%, J.Cell Physiol (1972)77 :313-318). & [l 0] 13 ¥ (availability) {#
I GFP 15 Ry ZE R R IE KA I Y A v BE. JRUUG GFP H B2 283 HEREH, 0 T =
N 2TkD. T RS, AT E R B H KRR RIER R E S, AT R AL RA
S U5 h AF AE B W) B4 B Al . (Prasher, D. C. 28, Gene (1992) 111 :229-233 ;Yang,
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F. 2%, Nature Biotechnol (1996) 14 :1252-1256 ;Cody, C. W. %, Biochemistry (1993) 32 :
1212-1218) » CLR IR IR UG GFP ZE A 1) 5 4% B8 F ok G 78 22 18 IR otk 7 i iUk S 70k, 1X
FECLERAT T & M 8 “GFP”, AL 5 40 (1, 35 (A FE (. GFP-S65T ( M H17F 65 {711 2
AR 2 R AVE ) EAR K 7k 2 JUHA A, IF HAE 490nm A 54 R0 1
(Heim, R. 2%, Nature (1995) 373 :663-664) ; 3£ + X 5,625,048, Delagrade, S. %%,
Biotechnology (1995) 13 :151-154 ;Cormack, B. Z&, Gene (1996) 173 :33-38 F1 Cramer,
A. %, Nature Biotechnol (1996) 14 :315-319 th s ¥ T HE 5848 k. E3E B &) 5, 625, 048
AT T SIS S AR A
[0046] 1 ik A 3E MU E B, ] LASAR BTk GFP & 6kt . BRI, B4R T r s 3
A A HE B &85 AT H R TE “GFP”, B2 75 I 08 X A6 () 87 AN A 0 2 BL & (5 HH 3R,
ANz g2t a. ARTEAR “GFP” 2Lkt 2 A KB4, 1% 48t 4% 0 55 78
“GFP” AT A, JF BAEAR R I B M B P H o 538k, RITEAE A S “GFP” 115 X
WIS sotEE, CANHEAEY (organism) 73 B, H 415 #3# (sea pansy) | ' g i
(Renillareniformis) . A FATATEE ] “GFP” HATfaT -4 38 F1 7 {8 7 20 SR A6 1 R 4R ) Al 5
AR I FEAS R B A IR
[0047] Dy TR, LA FEATH R B AE IO A7 sl , AR T8t R AR
P 5 6 1, B R (Renilla) f1Z 4 K EE (Aequorea) LA IXBER AR5 6
T ENIFEA RN AT WEBTE AT LAUR 26, 18, ATl “906d a7 f“GFP” A I
A AT AT AR, AN RT DR B E B . 2RSS IR Z T, AT T, REP
RALEATOLE N YPP fas (A58 1 BFP FR i (A9 156 X A8 [ R S I ] WO )
WG B T BT ()R i A4
[0048]  BRIA{FAEZ FhE LI 2 E 1, W RN 2 T3 — B R fg 9, m] LA2G 7
JIT IR X6 G2 A Aol A ] () 48 1 771) B — b AN [R] FRT 40 08, o — S R IR HRe 1 5 ', B B — 4l i ] LA
B — AT T 5 R B o R RS AR B4 5 (constitutively) Aride W4
15 5 FH R bR i 40 B A% 5 B AN [F] I 26 B % 1 IR e 1) 4 AN B2 4k A2 7 1 2 B () S B
s B S B A KE T AR N BT B S R E
[0040]  FEAS I R ST B 2 AR 2 A R 040, b B 5 m] LU —Fh i
2O E B FRIL, 45T R4 T A LA AN [ SR 55 74 8R40 i Y 22 B bR, A m] LA 2
P 48 B IR A7, I HL40 B B i 5 = AP br il X8 ] DU ALK 8 3 A2 1)
Ko BRI, R RIS A 4 B ULEE, RT LA GE 25 7 R 40 T PR A7, [ IR A 2 40 T 7 A
TRYT E E A I I A e (7R P i e [ N AT .
[0050]  7EA & B A A ) 5% 2 A R 8 1R, W] LLIEAT RS s R IS (1) S5 1)
WMEZ, XHEHHEARFPRARMEEZER “E” &% ( “blind” approach) A8 K1k
o BRURBNYDARTE ), 24 HIX LS F8 7RI, 7] DU R e a7 7 Sk M5 L Th R4
[0051] %238 T A K ITIERBIPA % (animal subjects) f&— & 41 52 S AR I8 5% 1l (1)
), 5 L7 R HESI ), ) i th . SR LB, A LR IR FLB . XN RIVRTT
A U RVE Y, (B X K& IR IT, B W B4R 4025 L 2R /NS L Ko 2, R 18
(companion) FE WIFIF VAT —HE 2ARMEA M. BT EH K ZO6E A &5t
[R5 CHR L, AR I B ) 5 AR XA IX L s it S AR A TR NP 1 SE I %2
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[0052] G SR ALK Rg EAT b id, 7632 [ &R 6251384 F 6235968 H A HIiE N LA T
BTk g 4 i 58 e 7= A2, A VEREIX B 5 I ANAE A S5, fal Eibh, ] LB H 2%t
RAREWFREIAR, UL SRR, 46 F OB TN S . 80, 3t 28
Kt FRIKEART] DL RS 18I e A% N4 (immunocompromi sed) BX [FlYR5)4)
(syngeneic animal) FHFE A PRIEERAGBIRAY R 45, TR iR (i G M m &A T2t & H
RIERGA N> . #8728, e300 B 511kl

[0053] K Thric 4l B, W] DL I B EAS IR b 2t S A K R P2 5 | N4 B,
AL A0 A A 55 DR ZE M T 5 ' B A R 1) 5 N AE 5 40 B VR IR T 40 R A
TEALE, BT AR G 3E R R E A LGN . DR B 4 R 7E SE AR AR A8 B AEC  XC3k Hp
D03 126 1 1 b A7 5 R S L, A SR AN A2 58 A e S P )15 BT T 32 S KR AR S 43 D 2k
AT R (uninhabited) , RIS 4 B 257 Frl 40 B 2 an itk DLade s, S4Rmh T/ N RvRHH I,
P IR 4 35 720 n] LAy BT B A AR B oeg AR

[0054]  JE i SR BB I EE, AR BHAR AN i A P IR 40 R 1 2 0 B i o DAL, JE O 3
NF2 (R 20 B T R R IR B R AR I BB AR IR AR 25 T30 PR, RE L B L 42 i
Joi b 5 e A UM B 39 7 A0 Lk P R AT B R . KR BRI AE & A=K e
AR TP B I 1k (candidates) TEASUEUE ORI, GG KA 20 1] B VIR 1R
(Clostridium) « FLERATF B AUBAT B 5% . AEIXEE R4 H TR I & 3E 675 B w48
A A U0, BT LA IR 74

[0055]  FEVF 2500, 5B AR K2 S 4 b 40 B A I 2k 25 7= AR s MEVE MBI e g o X
TR PRAR X A2 B L) G SR IR Al B Ar WA R R T RE T R BRIV P AR RN
SRR S T SR PR A R AR 5 R AN BRI R AE R A 5T, G X A J5 (1) 5 BRI AT DA 2 i Bk
Rl B0 BTk 40 TR LAAE D 40 B A BRI BT I WL S AE A Y A Bl (constitutive
promoter) [ HI T RIEZCE A, B ik ts 7o) B TR AP/ R e B E, &
AR

[0056] [ T 45 B CEA MBI /5 -, ik 40 Bt mT DU A8 1 ok A 7 va 97 571, 14
WL AR IRME. £ N R, BT R TREN SR CEAMNMEEA
Ao TR BRI AT/ BRAH B PRI K, WIEE S TR 2OGE B BN R S AL E W
Pl GLh IR BRI A R A, W BTk, A 2O E AN A Y (fusions) %
) (construction) AKAIRICY . H THAIT AKX RE, P SRAEN 55OUE
H IR, A DA TBCE AR R s il 4w (1) S5 RV A, HLA5 ) 210 R DL 2 R 2R 1)
(constitutive) BIEVFZMEOLT, 23 FMA (inducible) HE T JR AL Kl B i (it
(R F o

[0057] Ry AIALLE R VA 7 £ 1 1R S A1) 2 B 2 RIS, 4 PCT 2> FF W000,/29589 H Bt 23 F
(ISR, 470 40 f P HR LN 25 2 IR Ml A FE DU AE L, 4 Bl R 5 I NAS e B P VR A 22
7% , B35 [E R 5690929 1 W094/11535 FTitiids, U1k 25t i SR 2 B A R F P e
TEH B BB SCRRBI AR R I E N 22 . AEIREE TR AT T S 2 R E A =4
[0058] [ 1 L0 i e 1 ] A 4 FH St mT DAASE FH AR D B 1) 96 97 8 R AT 24 P B RS
MMy . Il tn, Miki, K. 2%, Cancer Research(2001)61 :6805-6810 ik 1 A H 7 2 fiff
B (methyl selenol) FIERMEMIBEFT. 1ZALA WV LUIE I 8 2 IR B 1 7R Hh Al AR B =0 R
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(selenomethionine) f=A. ZICERA T4, HA FHAGAC A 2R ™ A2 1 FF L fl Bt ot &
= A 1) S R AR PR R R R R G A AL 40 i . BRI, ZERACER R INAAAE T, ]
AR E A A Re g AR AE VR TT o

[0059]  7EAN J B BT — AN FH T BH IR S i g 2 o, B0 40 o 461 AN XUSHF B (B. Tongum)
A IR A ENIA R BT EE R BEMi% 255 (detoxicated) AN LLEE 59 tE
RS I B2 BRI I RIS R G AL, WURFF 2L, (B2 40 Rk A & b id 4l B AR 5 (1 58Ot i
HIMRIE RS W 2 IRBEE R A R R IR, XA 2 D2, R SR 2 R B & (1)
o R EATIERIE 5o AR W EE 40 3 25 7 A e IR B B 2R 0 %, 491 an AR
MDA-MB-435 L3 41 M % s 1) g, L L8 A 5 Bl A a2 1 B FH I EREE AN TR 1R 28 AR i)k
Fride BUE, M2 A (indigenous) , M FERIEEMARIRIL, 0 Bl | HEEE %
F) 6,251, 384 Fll 6, 235, 968 HH ik .

[0060]  fart SRS FH 40 440 L, DUDOPer 0 e T ey S N L e PO g v 5 SRS FH 298, i ] DA
FHER K N TE S o BRI NS 2R fR 2 R BB IR o -5 18 1510 16 40 B AR AT SE 1 77 X 45
TG AR IR R RS OL R, AP ARSI R BT IR N % R B 20 5 R G o e Y B [
USIRY, 45 7 P 4 B AS B AN 7 B IR X G e B 3 N B IR o DRI, X6 0 2 0 g ) A7 400
T RPEINEIA LA . EH CERERAEN Y, 765 A AR IR b 25 5 kAR K
Gy, SR, oS N R Gt BE T T S0 eg N 5 I N A 00 ik e

[0061]  FE—ANSEHE 7 Zrh, Anid R R I AL bR IC R AL 5O (RFP) , T IR 41 1R 1)
REAIE & R W 586 (BFP) HL IR e i ie e 2 & R 4R .58 (GFP)

[0062]  UbAL, W TR EL, B mi AR S = RV E S AN e el 4 B Rk . ER R IRE AN 5 1) A A
/ B B AR B AE AR T I 2 A w1 o B A A AN SO0 T 40 71 5 B3 1) L4 X 3
AT, T H Sy B R EME AL iy ik e DOE I R 252 REP. GFP
1 BFP H# AL

[0063]  MAMEIAT4E 5 RAE DG IR g (FOTT) v/t T83 88 & 4 sl oA [l A b
P RN AT S A AT SEIN W8I I A L Rk S, FET BTk 7 R AT VR AL . FERA
J7 IS, FOTT WA AEATAS AR il BAN adE BT ik 77 22 -6 B P () 5ty BT e vt
[RIGIT 77 AT S . B RGH TR MBS . B T4 (FOTD) Mg, tn] LAi A
FERANEN TG E T

[0064]  FHAEARE A1) 3 (R0 AL IL A2 W LB A B, S D028 A2 T7 (8 I 6 =5 3 4 497
BRI D R 2T 5 AN G BRI 2R, ] AT R KK m] DA AR &
T R B, FBRYE T7 8 1 f 5 e SO IR R G AR AL PR SR e 4

[0065] T [ iy S BtAg A Dk 1 U BH T AN A PR A R B

[oo66] g% A

[0067]  JRAE B &

[0068] M lac jA )T KL GFP F 4t Z R 2 E /K EE (A victoria) ZREZIGE AT
AR TR N pUCLY 7424 pPD 16. 38 (Clontech, Palo Alto,CA) ] BamHI I NotI A7 5. JiF
BB ARPEFRAE pAV-GFP o ¥ pAV-GFP 38 I ARt Ty i 5 g N AR 2€YP T IR (S. typhimurium)
2SR, FE i fEEE R BN E SR DI B . T8 O WA
IR ) ERARFE VDT G —GFP 3 [
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[0069]  =Cjifs 1

[0070]  FHALEZGERE (RFP) SRIABREE G Kt i, 4 o 5 N3 A s (a5t iR
1 (GFP) #ric (R 8RN B . R CCD BEAHALEF GFP-RFP G as A5 6 & b i i Wik
A ASZ BT L 538 T 2T RS O R ASE A I g R Al B AR AT W AT A e TR
Jed e 5 e LV B e i e R e 13 T e g GEP AR ad I/ B
PR A2

[0071]  SZjjifs] 2

[0072]  FI 15 GFP XA R BRGSO Al A 8 A R IE RS H Y Kt w . ¥ 2h5
0 A TR SN A% REP AR e AR/ B A AR B Rg o 8K a8 o g P9 v 59 25 77 /08 BROAIAG
AR . ML) 1 e Ry A 0, ps A% A AT 4 B4 g R4 1m) mT WL IB ER BT IR IR ST A
Ro

[0073]  =Zjifsl 3

[0074]  Hf GFP— FRic I¥b 1] BT S ABR /N B ) REP— FRic i) U-87 ARAPE I TR .
K5 1 X 10°GFP— ARic (7P T EG IR 16 PBS ¥ (10 1 1) 5T N\ RFP— FRic 1) U-87 AZKqf
SRR o L RIFEVES S LA AR S G — R, WIS tif) 1 76 RFP— ARid i) U-87 ASRMER i
R G GFP— FRic YD T IR « FEIX RGO T, 7] LU WAE RFP 15 5 B¢ GFP, 3 H—
RgH P H#.

[0075]  SLjitafy] 4

[0076] % GFP— FRic b ] PR S ABR /D B 1) REP— FRic ¥y DU-145 NS HT 41 g
UM, ¥ 1 X 10°6GFP- AR VDT T EG VRS N RFP- FRic i) DU-145 A /T 41 e e
W AR LR . SR /N, B 2 X L0°GRP- ARic VP T ] FC B S N RFP- f%
I DU-145 AZERT A AR B b, JEan Sz 1 e 5 e Sr B % . FIX P AE ol 1, 7] L
F WAL RFP 5 5 LI GFP,

[0077]  SLjiafy] 5

[0078]  # GFP— FRic II¥D 1] BB S ABR/S B I REP— AR ¥ MDA MB-435 A ZRFLIR M
B K 2X L0°GPP— bR 990 1T B B I 2T 55\ RFP— ARic i) MDA MB-435 AL
B s b, JEan sz sl | ARV R L RIS . P LUE DLEE RFP 5 5 L GFP.

[0079]  SLjiaf] 6

[0080]  RFP- FRic (v |1 IR e AR AR /) B P 1K) GFP— AR ¥y PC-3 AR T 21 iR g o 2
Ko B EH 3XL0°RFP- FRid FIVD 1] B I PP S N GFP— FRic i PC-3 A ST 41 i
Jeir, IF HArRIAEVES 5 UL RS e — R anse s 1 sfs o 76 BT g ] LUE WLAE REP
5 B GFP, F Bl B E) 97 8L

[0081] SC e 7

[0082]  {EZE —AMAL 1, RFP- BRic b T B BE 85 ZE 4N B 19 GFP— AR1C Y PC-3 A2
AT SRR AR K RS 2 X L0PRPP= FRIE 0 1 B B K G2 4 5 N GFP— FRid 1) PC-3
NEATHV IR b, 3 BAZRIFEE S G AR fa — R A d 5 Ja PO R An se o) 1 %o 7efh
A g ] LUE WAE RFP 1 5t EI¥ GFP.

[0083]  SLjiafy] 8

[0084]  JEILZHZR2A AL T 4R /D Bl A2 K 1 GFP— B i) PC-3 AR FT 1) g b 988 A )
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REP— Hric (R0 1] EG B PR ) R W b 2B . RV 5 5 DY R 3RS T3 76 GFP- bR id 1¥) PC-3
NZEATH e th A BIPP T T FCBE ) REP- FRic A2 A 10 % 2 4 7K By AR [i] 5 ik
J9RE 20 2R EL N U BA 5 00 BRI 7 VA4 HE 4e€h . w] LA DLATIR RFP— ARic VD] IR AE
PC—3 g 41 283 8 ¥ A1 A I 8 1 P At e

[0085] sl 9

[oo86]  {E5H AR, WL H AR T AR/ B RFP- FRid VP IR AR PC-3 A
ATV EAE . nsEiEds) 8 G U . AR S YRR UE W, RFP- brid BT T IS
W 7E GFP— FRIC T PC-3 ANZRRTH IR A ERGBIT AT, gk RLF. 16
Hl REP= FRIc iIZE T IR G YT 5 » Ihes ZH 2 R 40 4 B DR BLAEBb8g A 132 BRI
[0087]  SZjiafs] 10

[0088]  RF & A RIK RFP 1 107 KAt i B E il E 5 N GFP Arid BAE#R/ B fe 2R
KW AW PC-3 o ansSeiify] 1 3R1G R . E PC-3-GFP Jigd b m] LA WK I #T B —RFP
217 K,
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