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AP (12) KB EFIFRIE
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(21) FHIFS 200880124743. 2 (74) ERMIBHLAE LR TR S B
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X N KIBA FHER

(30) L AN EUEE
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(70 BRIEA FREITEE
wak FEEEEIT

(72) ZBBA ROUE  ETE BTRAA%E « %
BRIERF 2 T wHH 256 1 FFIFE 6 |
MR 9 |

(54) ZRAEFR
JH- 40 e A P e St RO R 2 N
(57) HE
I 4 e (HOC) &4t U iE B I 36 DU 47
JER AL o B A 0T 2 AR AR 3, B VR T 3R
W& — FELTE N IR A i LAY RO « 7R Uh, AR
AF ) Wk B 1 8 7 >R S5 58 BT IR, B3 45 (SP94)
ERE R S5 S HCC 40 . TR AR AL, W TR 44 e
PC94 454 HOC 4 AR« TR, PCO4 Fi F PRI
B A N HCC R A4 11 SCID /N BRI i g
HAMAHE R H EFEHAMRSE. XFIHERE
TR RS A UK SP94 SEA PRI, PCI4 SE T T
Ji R 4 2 EAE SPO4 T2 4 (1) iR 21 4R BN IE S B8 B
ORI AN . AR, PCO4 R B3R B HCC B Y
ABIFR A )RR 4 SUEAN TR g R R 41
- 20, JHPEZ N 61. 3% (19/31)  BHFE SP94 FIJIE L
o 1A S EL R A RIEK, ) 24470308 306 FR G030 oL G o
e 0 TR BT A R I R AR TR R T HCC
SRR . AR IR 45 RE 7R SP94
REMCE MG HCC BB I R G RIT

CN 1019184
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L. —Fh 2R, BB R, Hrp T Ul (0 2 A IR AL & B SEQ 1D NO :1.SEQ ID NO :
3. SEQ ID NO :5. SEQ ID NO :7. SEQ ID NO:9. SEQ IDNO :11. SEQ TD NO :13. SEQ ID NO :
15.SEQ ID NO :17.SEQ ID NO :19.SEQ ID NO :21.SEQ ED NO :23.SEQ ID NO :25 1 SEQ ID
NO :29 11751

2. — P2k, B R, Hodr pr i 9 2 ik 238 B SEQ ID NO =2, SEQ IDNO :4. SEQ 1D
NO :6.SEQ ID NO :8.SEQ ID NO :10.SEQ ID NO:12.SEQ ID NO :14.SEQ ID NO :16.SEQ ID
NO :18.SEQ ID NO :20.SEQID NO :22,SEQ ID NO :24.SEQ ID NO :26.SEQ ID NO :28 Fl SEQ
IDNO :30 [ FE51,
C BUOMZEK 2 B2 K, Horp i 2 IR SEQ 1D NO <2 B AR {4,
- BOFE SR 3 2 ik, Hogr i 2 Ik 2 SEQ 1D NO -2,
TH—ZRER 2 IREENEEED, KPS — 2 IR SRR E K 2 /£

oo w

Jiko

jop}

- BOREER 2 I 2 Ik, FErP i 2 ik — Pl 22 Bl 2 M i e
- BURIEESR 6 (122 Ik, Ferp i — P el E 2k 253k B 2 R LU KA B V5 A B el
WFIM At 2 L BHFEHE R SERZ TP IR 5338 < T —VEBGF JE AR LLRJBUR E 73 1

8. HRURER 2 Z Z KRG & K.

9. BERREK 2 2 B /b—Fh 2 R IR LA

10. BOMER 9 BRI, Horp i 2 k645 SEQ 1D NO -2 Bl AR A,

L1 BOMER 10 (AR, Fe i 2 Ik SEQ 1D NO =2,

12. BOMZR 11 AR IO, Jemh iR ki — DA & 2k B 2 R A KEIRIR KN
i AR Atk 2 DT BE AL TR W B 5 BT —VEGE J& R LB M 2 T I 2 b —Fh 2540)

13. BUMESR 12 g sk, b 25kt 2 R A

V4. Y677 W LD B0 0 7 i R4 /5 A 7T TR 5L sl It Y v T A AR AL
TR 6 2 Z ik,

15. BUMER 14 {7535, b s ELah P2 A .

16. A7 W FLBN DI I 7 i, AL R BT IR Sl sl it F i T A R iR R
R RS — R sCE 2 B2y PR S RO R 2 2 —RisE 2 M2 IR 2 K.

17. BUMESR 16 {535, e AR BUA & A7 8 SEQ 1D NO -2 siLAZAR I £ K.

18. BUMER 1T W53, b AR LA & A8 SEQ 1D NO =2 fIZ K.

19. BUFIEESR 16 1785, b Brin i) —Fh sl 2 M AL T 29k B 2 R A KE
B AR AR ZE SRR B SR IR 15 3R DL -VEGR TE AR LRSS T 23 1o

-3

20. BUMEIR 19 17535, Hh AL E16 T 22 2 R A
21. BUREER 16 (19757, Herp R 2 it o

22. BUMEER 21 WyT7i%, Horp IR e o

23. BURESR 22 17715, Frh (0 R 2 BT 40 e o

24, BURESR 16 17715, Heh i Lsh 2 A
25. IR A T K 775 A4
a) FESCVIRURIEESR 2 2 2 IRE: & P A R A 261 M A br Ak ik 2 ik I
b) HIBUMIEER 8 2 HUARil Arid £ k46 &
2

o1
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26. Ml RrIbR A T K 775 A4

a) fESCVFRUMER 5 2l G BR V8 G R 4 IR ) 451 N A br A i ik 5 2 1 5 0F

b) HIRF BRI il & 2 IR AL LR N % mt & 8

27. S HBRER 2 2 Z IR G0 T T7iE, A

a) FESRVFELEBURER 2 2 Z KK T I E G I AT 40 e 32 B 5 pr g
EZiIs:5 I BSE

b) X EWIEAT T A E FTiR 7

28. FEM VR AT N HBONER 1 Z 2 E R BAMI AR Z IR -

29. HBUHER 28 2 ZHHIRHFILINZ K.

30. T AESZ B R IR AT (0 7 V5, B R 32 1 it BRI B3R 2 22 22 RO Tl P
b2 IR 52 B R RIE R 45, Hoh BT UL 2 Ik S bR e

31. BURIESR 30 §YJ5i%, Seh b ic e & U P 1

32. BUMER 30 W75, P 2l 2 A
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AT B A S I RO AR R EL T A

[0001] LA

[0002]  AHIUEE SR 2007 4F 11 A 20 HERAZHIEET HIE 60/996, 488 [RS8 AL, 18 ik A
B SEBE

[0003] REHTFE &

[0004]  FEATHFE M, FF4 o (HCO) 25 A7 5 Bdn KB IEAH G /R T B2 B A1
FFFAR HBUR AL 227 P RIS, HCC TG AR A (1) o« RYEIHMT T XM
RGBT » 763 B e (R 3 10 5 AP A7 18 R AKAR AT 8. 9%, I A 75 1 T ek Jov g i ok o7 Jig i
SEME G ENAFIE 4.4% ) ZJERS A7 B FEAE (2) » 2005 4F, A
667, 000 4135 14 I 41, Frh 80 % 78 L PN AT G Fr v LARE AE M (3) o Bl 23 1 I8 274
BRI ORE S , B Va7 WS IEAE AW B A e DU B A0 o

[0005] 7 M2 4 B R S 20 SR 6 I A2 1) DX 734 381 500 PR e 0o e R TR 28BS [ VR 7 v
YATPUEME R EE B — o REEAITRIFEAN IR TR A, SLhr b, B8
RFIE A e DB RE T IER S ERREN 5% -10% (4) . SMERIEH 2% BRG] T HueE
I EY K, FECA 5 R N R R R S I AT i 251 . FFR T 2
TR SEEDURE YRR R, W arE PR AR TRE RS 6) Rl S5dx
R R A TR A M b PR B AR S A R SRR (6, 7) BUKEC A (8,9) i
ZIASUE B AR o

[0006] C&IAE T Mk KRG (DDS), i Wk TG KBRS IPUmaKE 2% (10) .
DDS 18 F8 H.A% 200nm B 5 /)N 14 K B0k FIBSCK Jkz » 08 g 0 (AR L e 28+ T T () 804
WAL IR R FLFIFNG Bt - W25 s I OFE RS - 25 E I B A5 A e AR SR 1] 7= b
VW B (11) o IR K 2R G0 % PR A2 o 58 T R AW 1R T 1R T #E )
JHE OB R 3 2 — (12) o ZEFRIK P2y i, 10 R AR B MR K R&E R “ Z i 7, i fil
TPEIFLAAE K 100-600nm (13) , i B 4R b B E B E NS o ShAh, IR 4208 7
B2 A IR R, X BE S R R A o IR LSS R R AR T B B AE IR 4 2R
RS — — PSR LA, 4 Maeda Ay 44 0 “BESR I EDEERA B (EPR) 20" (14) » &
H IR AR JEAT 1) 1 EPR A3 (10048 2 i Jeg 8 1] ] S5 507 SR80 b 1K 2 I BE ARG T 1 24
VISAFHOIR T & T+ mgfE (15)

[0007]  DDS {455k ) B AE T e TR AR B T A 253 2 VA 7 g 0 (B) o
FK LR (PEG) BILEEMEER AW S B PG7 Mo 18 nT BEys> B AT R Py B2 R 4t
(RES) X2 Re (16) o K F4K FIHOR 2 A 40 g SRR R &4 — 29 Ia e =
BARIR/N I BAT 50-200nm) Af I 3285 BR T I 9% R 2, 068 1E W # B 1A S5 7E R
/N,

[oo08]  PRYEHLHEA T 5 b i F 1¢) DDS K 2 A0 456 JIig ot 44 Bl 3 T I8 J52 i B )37 & 55 PEG
R IETT T T W PEG AL B AR Mk 22 2 L AL, LR 367 i PR AL A A A T P g i
ATDS FHIE ARV B AR, A N 28k 43% 1 59% (17,18) o AR, Woki DDS 51 254 70/
I AL A B A A W 4 T R e 40 e AR SR RS, T LA A R X e 2 2R R P RS

4
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ATREE (19) o BEAL, BEAE PG I 8] IR E K ANARORE DDS ()RR fil , 1 v 2 75 M i n g o PHokar 48 i
P RE I /NI DR AT 0 gk AR AR AR I L T (20) o 1ESS D T I A e bR 4
JL i I8 ik B R 0 3R 1D i B2 AR R R ARG ke 19 5 DDS 1AL e e VR 5 3 — T R R
HEF AR FHEERAEA 8,21) » AN, IEFE T EG AT 2540 25 AL 1] 46 A i
EEMIRHL (22,23),

[0009]  JRAE L v [E LR L 2o HAE A Mg 8 v 550 R0 R 5 AELB AR T R /N T3
(IR 2 02 22 M i T AR e ME BT R SR B 5 S I /B 88 55 1t R UM T VA I P I e
PR o JRAE 1) 57 AT BAS S5 HUARSEIE T VAR G I gk (24) o G406 SCF B Tl b
T 5 8 BT R e T S 1) A 1) — b ] R S

[0010]  WEETR 1A B /R B AR CUN H T %558 B 4R A7 (25-27) VR ILAM R 48 i (8,28, 29) Aifip
JANKE Gk e IR (30-33) o K DDS 5 hgd ks Fe M KI5 AT B R B2 BT R bR 25
I3 FAUNEE 2D VERE ] BUAR 73 AR08 028 28 e At oA o B8 25490 A0 IR S5 67 1y 4o
BT Reth AR % (8,34) o

[0011] R EIMEIA

[0012]  AAFFAFE RIS A AR LT WA

[0013]  ARAFFHRAL T —Fh 2% IR BILAR A, Forb B UL ) 2 4% 1 BR A 6 e T JH- 40 i s
YRR, I T UG 2 A% 4047 %6 B SEQ 1D NO :1.SEQ IDNO :3.SEQ ID NO :5.SEQ ID
NO :7. SEQ ID NO :9. SEQ ID NO :11. SEQID NO :13. SEQ ID NO:15.SEQ ID NO :17. SEQ ID
NO :19.SEQ ID NO :21.SEQ ID NO :23.SEQ ID NO :25 1 SEQ ID NO :29 [{]/F#41).

[0014]  AAFFHEAE T —Fp 2 IR HAR A, F0rph By (1) 2 ICRE S T I 40 o s 48 1, IF 5P
VLI 2 IkfS 2% B SEQ ID NO :2, SEQ ID NO :4. SEQ ID NO :6. SEQ ID NO :8. SEQ ID NO :
10, SEQ ID NO :12. SEQ ID NO:14.SEQ ID NO :16. SEQ ID NO :18, SEQ ID NO :20. SEQ ID
NO :22. SEQ ID NO :24. SEQID NO :26. SEQ ID NO :28 F1 SEQ ID NO :30 {551, 7FH—5¢
W5, TR £ KA 2 SP94 (SEQ TD NO :2) sRILARR, 72— Sy &b, frid 2 k&
SP94 (SEQ ID NO :2) » 7E X —SEJi 75 &, Irid 2 IR & AHIE () 24 5182 PILP,

[0015]  AAFFREE TSGR — 2 I Z 2 kaE & e, Kb i —2
RS e T4 M A M 2 K AR — ST &b, Ik s — 2 IR s — 1 a4
5 S T P40 M Jes 40 L) 22 IR (i BT id 2 ik [R) — 23R4 e AR s e 2 AR ) o 25—
ST =, TR R 2 IRES AN Ik S- R (GST) Shii. 78 —5Lii iy =,
PR3 — 2 IR GFP. 78 5 — S5 7 2, ik K28 — 2 IR S e bR 8 o 72— 5K
77 ZE T, BTl K2 — 2 RS PUAR S Mo 78 7 — ST =, PR PR 45 i B2 Ptk
i) Fe [X.

[0016] AN/ FFH AL T 2 IR B AR 44, Ho b B Ul (9 2 RS 5 T I 40 B 40 e, O HL
TR 2 IR B AR AR S — R ECE 2 R A B, FER Sy =, R ik A £
Zz kB (doxorubicin) « K FH EHFIE (vinorelbine) « ¥ & Hi B (vincristine) . 17 F) fih €
(paclitaxel) #IFEEE (lurotecan) A% L 55 2 < P VEGE JE R S8 470 F o

[0017] AT T 57 T 40 s i fe 2 2 KB AR R 45 6 b ik

[0018]  AATFFHRAL 7L B R S T A i 40 i . 22 IR B AR AR T s A o 7B — Sy
S, TR R B & SP94 (SEQ ED NO :2) sk HARAK, 7F 5 — S8l 7 &9, Bk IR A&

5
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SP94 (SEQ ID NO :2) o /E X —3EH 7 Erp, KA Af—Pas 2/ b—mit 22
bt AR B KA B R ) At 26 L BFE R R BT IR L 5 35 DU VEGE T A S T80 1 43
TR 185y &, iRl ks 2R IA.

[0019]  AAFFHRAE T H FIEI7 W I b e 6 77 v B RE X 75 B TT T S i
FHVETT A 808 B e 40 s 40 o 1) 22 IR B AR 0, o rb ik 22 IR L AR Ak 5 —Fh ek 2
Pl B 2 F A KEIE KE T TR0 ZE BT B B R 5 5 BL VEGR &k
FOBE Ay T 25 B . (RN — St 7 b, iRl L2 N .

[0020] AN FFHRAE T H T I b e I 7 v B R T B TT T L)
RV A R LS — Fh ol 2 Pl 25 )RRy S F 400 st 400 M 1 22 R sl L AR R (g g T £
Bzt g b, FTid e AL B R 2 LA SEQID NO -2 BRILAR R, 7B St &,
T it g AL 25 (9 22 IR AL 2 SEQ TDNO =2, 78 S5t 7 70, BTk iR R — Pkl &2
P28, G462 FE b 2 KA B KB AR 28 340 e S PR 55 25 . BT VEGF
&R BB MR o AEFE— ST Rrp, TR IR A & Z R WA . RS — L &b,
AR AL E SEQ 1D NO 2 BRHARfA K 22 R b . 85— Sl Ty S, Brak (i) g A4,
P SEQ ID NO :2 FIZ FLL R . 785 SEHliy rh, Il et it o 76— St £, i
ARIEIE SR e o AE o —SEHE 7 S, T s I 4 s« 76 7 — St b, B L3
Yt N

[0021] AN FFHAE T H TAERRA PRI AT 16 77 V5%, B ca) 7E RV IR 2 Ik i 4h
W &5 A 125 A T A8 bR A B e 7 1 P 400 M2 40 1 1) 2 Ik sl AR 1A 3 b) H 455 Bk £ ik
BRI 2 TR 25 6 o TERE— Sl 7 S8, T i 22 KB AR AR il & 2 1K, Zmh 6 2
LR S T 4 i 2 2 IR 3 R AL 55— T4 o WIAI 456 il 3 67 IR Be A e )
BT IR B 22 ROGH 40 et 40 I IR 45 o

[0022]  ANFFHEAE T % e e R 40 MR 41 i 2 2 IR e AR R 45 A i 40 i o T 1 7
5 BFE ) £E VPR TR 2 IKa ILAR AR BTk 43 7 1 = A T8 B 45 A1 T A 40 g $2 E
WA IR 2 IREILAZ AR s 3F b) SR A UL S ik 4 M 7y o 7R — St 7 %
BT IR A0 53 - B B A4 R A SR T b IR 2 S TR £ KB AR 1

[0023]  ARAFFRME T AN T Z Z T BRIVLE, Hrh R A 2 IR S5E B LU
LRI B AM)ZAZ :SEQ ID NO :1. SEQ ID NO :3. SEQ ID NO :5.SEQ ID NO:7.SEQ ID
NO :9.SEQ ID NO:11.SEQ ID NO :13,SEQ E)NO :15.SEQ ID NO :17.SEQ ID NO :19.SEQ ID
NO :21.SEQ ID NO :23.SEQ ID NO :25 Fl1 SEQ ID NO :29, fE3E—Siir &, frik £ 7%
TEFPE AR T 2RAL .

[0024]  ARAFFERAL T AR T2 2 IRIGARAR, oA Brik 28 48 2 Ik i S5 B BL R 2 %1
& () H AN LA 1 2 % HF BR 4 :SEQ ID NO :1. SEQ ID NO :3. SEQ ID NO :5. SEQ ID NO :
7.SEQ ID NO :9.SEQ ID NO:11.SEQ ID NO:13.SEQ ID NO :15.SEQ ID NO:17.SEQ ID NO :
19.SEQ ID NO :21.SEQID NO :23.SEQ ID NO :25 HiI SEQ ID NO :29. ZEdt—5SZifi iy &, A
A R E N E AT o N

[0025] AN FFERAE T H FAS I A2 303 H i AE 1) v, AR X S R A A A T £
JUR S b P U 1 22 IR B AR 10, FRRSIN T IR 22 IR 5233 Th R IS Ao FESE— S T
BT IR ICAL E U It 2 T AR ST D, TR A T . AR S &

6
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w T I TR A 40 i o 5 5 — St b, PRS2 i R I FLah ) o 16 N — St 7 &,
TR LB N

[0026]  ff el TP R Tk

[0027]  AREHEHE SO E 2 D — RS OB BRI E . R B AR R85 R s A
SCAR BRI ATERE A SR SAT LB S B &R R de it

[0028] & 1o I FHARSMGR R 14 7R 73 B HCC 4H Moty e 4 Wk B 1A

[0029]  [¥] 2A-D. PC94 X HCC 40 il AN HCC JH ARG B bR AR 45 & M

[0030]  [&] 3A-C. FEARN PCI4 (1) e U S35 PRI SE

[0031]  [&] 4A-D, 7E HCC S A Al Al v 48 i) ik SP94 B IBELR &1 T VAT R FFRRAR T
R A 2 2 b 2 f i e s

[0032]  [&] 5A-D. SP94-Lipo—Dox ALIE ) HCC S MR L4 i L0 4305 BRAAAG 25 .

[0033] & 6A-E. A SP94-Lipo—Dox AbF #4545 Kk HCC F A HE MK SCID /M Lo

[0034] To 22 FACS X1 & [ Wk T A v [ 1R 25 65 vt M R0 AR 2 A o

[0035] 8. PC88 F 94 TE 1A P Iy Ji 8 VA B P (IR S o

[0036] & | 245 TSk F I 3 Mahlavu 20 i W 2 44 i e @ 4K Fe s 2 KR 51

[0037] 3R 2 $2fft TS AN T2 Z KM Z R T4 .

[0038]  REHFFIA

[0039]  7EtHFYEIH, HCC A2 5 T 5 i WIS ik F ELHE 44 58 DU A7 i AE T Js Rl (1) o W
—H I IR TT T7 R AR B AR B I AR, 1 B R A D 5 R A X SRR 1 2k A
(36) o KZELAL T M HCC AN REHFAT A 7RG T« EFXTIG I HCC ()4 & AL 2797
W, BURME N B2y iR LA 1, At 25 30 AE LE O S I BT 9T 3 B 3w A A & B4k
(1) (36) » P4 B MR IT IR JEBRE IR 2 AP 2 35 (1 =R 3 AR 2 — TR BBk &
VIR T 28 p e B A FE 7o 07 22 65 o 10 37 48 v O R S 1 P 0 e 40 A 1 2 Tk« B o) T
IR TF R AL HCC RIS 5] 2548 3% o

[0040] ¥ 5%, TATIA FH Ik B 4% Ji2 7= O 2R A S Il B BRI, & AT VA Ak 0 R 4 P #1812k s
gh4 HCC 4L . SP94 BB IXFE—FRIK. BhAL, gwbd SPO4 Mk R 14 PCO4 PRIk H HCC B
(KSR AR A H 1 8 28 23 3 T (EAS U3 IE 5 R N ). BB ) Bk SP94 5 & A 2 3 Lk
FIIG PUAE R =1 T 78 HOC A A AL b IR T7 20 ) o SP94 ik Hi I BB L5 35 1 ) HCC
[FIRARIEIRIT

[0041] 1. EX

[0042] G R ST A, A SO P AE AR T BA AT B B FF HIR R AR A4S 0t B 45
(1) SO — 2P S

[0043]  RIE“ZHITFIR”. IR B ERN 17 HIRFH 2R P4 Fl
“WAFBRIT A AEA SO ] B AT SRR IR T KB MR E S TEA . 2 EFR a5
LR AR AN/ eI AT =) « AR IR FH)i% 5 &
3 T A .

[0044]  ARIE“Z K7 BK” F1 R B R FEAR SO A AT, B A K A R ERE S
X

[0045]  AGE“ARAR” ALEGAR A T 2R IKE A1) b BN A I IR B AR,

7



CON 101918433 A WO P 5/25 BT

JIT Ut ) 2 T 40 e s 40 R e 1 T

[0046]  JUiE S FAHF”, “SE 5T EARBL EME ik B R & R IR BUZ T IR T FIAR S T
B TR 0 10 5 AR R s RA etk 2 5 CRIER T R ZE RS .

[0047] X} FZ KIS, 75 & AT 2 KA 1% 5 ) 2 S i AR TR A2 1K £ ik 2 Ta) &2 /b
10.20.30.50. 100 B 5E 2 NI R4 I LALL A . 0 FRZ R 1 5 5 76 B W) A% B FH 5 1% B
WA SL B AH RS A IR 2 18] 55 71 30,4050, 100 150300 8% 5 2 A% 17 4k n LA
beisto BRI, Be— AR AR 70— DR IR ER LA DR sl S it AR ], (B 7E H s R AN AL, 1))
SREFA “S R EAHIRD” 152 e PRACT 51 2 TR IR 43 P TR)— T e T el A v 1 L X RV o
K1, i Altschul 2%, J. Mol. Biol. , 215 :403-410 (1990) ik 3= A /3 et T A
(Basic Local Alignment Tool (BLAST)), Needleman 2%, J.Mol.Biol. ,48 :444-453(1970)
472, B Meyers 2%, Comput. Appl. Biosci. ,4 :11-17 (1988) {154,

[0048]  AiE “HRBIR” B Aa 5 [ 8 N K 23 (R (R AR IR RAUZ B2 2 IR A4 o
EUATERREZ W 2RI, Bl B KA L A2 KA 10 MIcKk e w, 3F LA
SKMERZ B WA 250 AN O IR FRUZ o ZARTEALHE B 53— IR 52 A6 R 5 7 2 5
VA, FF HOE W BARTE KL 20 22 K49 400 412K (run) K2 50 22 K2 300nm, K2 300 22 K%
400nm. B K2 100 £ K2 200nm (K7 FH N o ZARTEE AR E 2 KL 65nm £ K% 75nm (]
JIE oA

[0049]  RIBE“HUIAR” F 5 BRE A B A B 1 B as 0 & PR g5 & Fr BR e IR 25 44501
A2 K. EAREAFEEAIR T2 w0, 5w BT SRR R 28 5 r . AR =
[ ALV (U 18 VB 1 BB TR A BN 26 1 SRR 10 g B X AR A1
PRSPV, BRAEERTIEIN LT “SE 7 — ], 15 MR TE “Hiik” RSB  BU#E U0 Fab,
F(ab' ), Fv.scFv.Fd. dAb F{RFFPLR ;& Dhae ML e hi ik B 8, R B et
ThURS A

[0050]  AGE “HrI g G807 PR A B e SR BUA TIPSR (R e M4 A
(M EE BRI BUR T80 BT 7 R 45 A BR3Pk oy « R AL, e m BLZ BX
&R DAAS R 2 IR AR e 21 0 s R IR R, I HE nI RS R /B e AR A I 4y
Fo PURL G A SRR X (V) FPUARERE X (V) 4810, EA DM
BB B, Fd i BERA ANV, X IF B 5 AR B 5e 3BT R 45 A 1 S 2 it JR 45 4
RE. PUKRIIPUR S & H BB 55 (1) Fab A B BIEA VoV C AT Gyl S5 R IR IR 5040
Bt (2F (@b’ ), B B EAT ECREX A — W AH D 2 AN Fab BRI M B 5 (3) B
AWV FCyL 58I Fd B s (4) HA LRSI 2 V) RV, G55 500%) Fv B 5 (5) dAb
JrB: (Ward et al., (1989)Nature341 :544-546) , ‘& HAT V, G548, s & (6) 43 B 10 H oAb g
X (CDR) o BBAN, R Fv v B PIAS G5 R 3V F1Vy 2 B 4 T R R Bl 1y , (M) FH 40 77
D e A R, W & B Sk AT RERE 8 PR — B A BE, oA v R vy X
TR 73+ (BRI HEE Fv (scFy) sZ 410 Bird et al. (1988)Science 242 :423-426 ;
Fl Huston et al. (1988)Proc. Natl. Acad. Sci. USAS5 :5879-5883) , X LbhiiAk H B n] A H
AABUREARN 2 O B R ARSRAT , I EL vl i BOn Bt 1k UL S e BBt v AR R 77 %
R

[0051]  ARiB“¥rFMZTE L ATERE | SCh e Ae ™ W 4 T 2458 . #2551 DNA/DNA Al

8
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DNA/RNA & P Fft 28 A2 5 W7 9 P PR 1) 4 AR AR S 38 CL NI CRR I IR IR 2R A 201
HI) B 48 £ AX SALEN / FPBRIR RN (SSC) A T+ K4 65-T0CIRAT, B AE 4X SSC N 50%
RBLHE 1 K4 42-50°C AL, BJA £E 1X SSC H 1 R2) 65-T0°CIFvE—IREZ IR,

[0052] 4T fO IR E5 0 e e 0 0 45 5 s E A FELAN 5 LR 40 M 25 5 4 el EL A
FIIS AR X BT 40 g 40 R R S P 7

[0053]  ARTE“HLAR” $RES 60— TR T, WG AR,

[0054]  ““fiF 407 2 m] AR A B CL 28 B N AR AT A 3801 8000 B ) 2 % HF IR K 52 4 1Y)
ARG B ML 5 TR o A T AR M B R 1 R A R A IF BT Ja AT DA AR
RO B R RAAN /| sl iy A b 5 S TSR A G e AR ) (HE R &% B aliAE
il DNA ELAMA ) o A5 B4R A 0 I 2 B AR B % IR 1A N B4R A1 e e ik
QUL B & A A T B BRI A T4 ] PR “ AL A

[0055]  “HRA” & HABH TR LD bR A . HEARTE R AEA PR T4 23 A1
ML 0LV ML PR 00 8 VR VR PV AR 2 O P VAR VR VR K VBRI " VAR o
L B~ A AU R A A o A2 A I 0 355 40 i s B HC AT 2 A 40 i S LA A, R R IR
FRIZH L 40 3 VBN AR s IR o et DA A B e SRS TRAT L B AL S A
it TR SR i KSR i VAT A P 2 SR AR L A K S AR 2 i 4 L 4
A1 AN N o 6 SGHR SR AEIREZ i AT 7 SRR AT IO i, 08 S AR 2
BRSBTS R E A > (N HREZ ) B85, EEEERARE P IR BE R
TG sy o BERE SRS W U BOLE IIE . ZAREE N TREAEA
HFLBI I DA bRAS . BT bR AR Ok BN B AR AL

[0056]  HASSC AR BT AR AT, “YR77” i ma B X RS A AE PN IR AL 30 00 R T TR Y
AR It P O T i EL A5 S s  BHL kA Fe L B i 1 » 9 i i 5 DRI IR , B Pk
R EUE R E RIS I ST SR 1 DI RE, B R BN R o AR RIS R 25
BEERN / BA A ROR R X B AAE A AT L s A0 PR B IR U0 SO E AR AT AL 2
PITI (020 RN 56 4 B 73 ST s sCEGIE DR F) Ay 8 i 5 m] DL T PR £, R/ BT 73 B
SEATIR RUAEAT / B FLAE A AT F A I A T 5 ] LU RTT TR . AL, AR JT R
PTG rA IRt T HB A EAE (1) BB AELE u] BE 2 A2 (B M AR A AEIR 9 323
HHRAESE R, (2) IMHILE, WP E AR, (3) 45 1R B I B D HUAH SO
DR AME A T AN 52 BT i i sCHOIE PR 2 57 5 1 20 5 S Ik i i s REAR PR VR R 491, 3
AW BB R A B 1 87 B B K DO RE, B8 RIIOIE 3 R R S B0 (4) AR B ok e
ORI AE BCHAR SRR, HAh AR CE R TR 2 DR SRR A (1 W RE AR AT/
SR RN ) B o

[0057]  “Zy2f bRl H A2 Bk Fig AR PR IR [ 0 2 [ 0K BGRAR SR 7E 10 BB 51 BB R
FiE 7 BRI s H RIS IR 51 o 28527 BT S AR AE BT R IR R AR b %52
HIEEEI, IF B2 ST e s A A

[0058]  “ZHEH)” AEUEHRIE T A0 & BT AU LAY ELAE A AT 2 W ek s H
it FH 52 i [ ) 2 28 B 2 AR SURE R TR G . v LB i 7e 9, b 2
JRER A% BRATAE T P i A S B R o 8, 36 1 RO 8 205 P m] T O L T
VB R AL JR ) L JRp SR TR T 751 K 1 K R 7 o
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[0059]  “Yips "Ha e B T T P Bk AR B By T TR B e B EE A AE o IXFE )
B 7 T PR ARG 2 WA/ BT

[0060] Y ” ST S (1) 4N L B A, o n pigeg , TEe A S 1 T AT O B
YRR SLRRIELE T-40 B AN 52 38 i A 3G 58, e AT n] DUR N BT RAANR N A B 20 2R BT e mT LA
R ] AR 2010 SRR . FIE (cancer) #imijiE (carcinoma) , CATTZ bR 40 i
(IEEE » o EL 5 DR A0 A e« SR BRI AT (hepatoma) o b iE IR 75 IR, AT 2 TR) 78
JROECYR 1 iR » PR B i B Y PR R« F T SRR 088 o 9 W] 98 R — s 22 BB A= 4 40
KA ARV R IS 25 s LR 0 2 e« J s TR e R 1 s

[0061]  TT. AN/ FFIHE S T -4 i 4 Mo () 2 JIK

[0062] AN FFHRAL T 2% IR EILAR A, Forb BT U0 K 22 4% 1 BR 4 s e T P 40 s 48 e
K20k, I Bt 2 2 a8k B LU /741 :SEQ 1D NO :1. SEQ ID NO:3. SEQ ID
NO :5. SEQ ID NO :7.SEQ ID NO:9.SEQ ID NO:11.SEQ ID NO:13.SEQ ID NO :15.SEQ ID
NO :17.SEQ ID NO :19. SEQID NO :21.SEQ ID NO :23,SEQ ID NO :25 F1 SEQ ID NO :29,
[0063] AN/ T4 T 22 BREILAR 7, 2 By U1K 22 IR e e T 40 P e 40 JHe, 5 LB
()22 IR A9 2 1k B LA R H9)F 1) :SEQ ID NO <2, SEQ ID NO :4. SEQ IDNO :6. SEQ ID NO :8. SEQ
ID NO:10- SEQ ID NO:12, SEQ ID NO:14. SEQ ID NO:16. EQ ID NO :18. SEQ ID NO :20.
SEQ ID NO :22.SEQ ID NO :24.SEQ ID NO :26.SEQ ID NO :28 I SEQ ID NO :30. frH:—sz
W7 R, TR 2 KA & SP94 (SEQ 1D NO :2) BRILAR(A, B 57— Sty &b, ik 2 Ik &
SP94 (SEQ ID NO :2) ,

[0064] A. ZBfEK

[0065]  ARARALFE BT IR RV A0 2 0 1 A 4, A A s AR S A b S SRR AR Bl S BAH [R] 1R AR
o IR A 7% PR T B RE AR A AR BRI 5 RN GRS I IIBR B . 2 P51 AR A
FEAE R E 2 AR

[0066] AN FF 2 A% ERFN 2 BRI AR ARG, AR AR P41 L 5 BT AT INIZIR 7 TR £
K2 D21 50%, 202 55% 2021 60% 2024 65% 2D T0% 2/ T5% 2/
80% . E /0%y 85% . B /bH 90% /X 92% (/b Z 93% B/ Z 94%  FbZ 95% b
21 96% B /DH 97%  F /D H) 98% k= /D4 99 % AH A

[0067] AN FF 2 AR 2 JK (AR A 5]t , AR A/E P 51) b5 BT A TR 7 T 1 2
K2 DZ150%, 202 55% 202 60% 202 65% R/ AT0% R /b A T5% R/
80% & /D#) 85% . B /DZ 90% /DX 92% B DZ 93% B0 H 94%  FDZ 95% b
24196 % /02 97% /b2 98 % 5l 2 /D 4 99 %6 AL o

[0068] AN TIFZ 2 AKIAR R FEARE: T2 | P pTdRAE 721 5 B 1.2.3.4.5.6 Pk
2 ALAEN AN IR B AR A A . TR — ST R, PR AR R AR T 3% 1 o it
R A T 5 A  1.2.3.4.5.6 B 2 Ab4 N 8 0 B SR AR, L mP BT il o4 N S8 0
MR BOFARA R R 1 e XEF AR R e s TR . 7R —SEHt 7y &, ik 2 R4
ER AR FHIAER | P LR ATE R R TR .

[0069]  ANTFZ 2RI MEFEAHR TR 2 P ETAE 720 M 5 A 1.2.3.4.5,
6.7.8.9.10.11.12.13.14.15.16,17 5 18 &b A IS I MBS BB AR AR A4 o £ — Szt 77
Zrp, TR AR RARER 138 2 P B AR I 20 S RS A ON AN D0 B B BB AR, IR B 1)
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FEN IR BB AR AR Gt 38 | FPEFHZ R SRR R 2 BRI R . 425 —
SEHETT S, TR g ok B P AR ER 1 UHAATR R 2 2 IR TR -
[0070]  JRZABRAAW] IS ZRALFIHESR D FE IR A 22 s A AL S AT AE BT (designer) &
IR 2 BRI KA (peptidomimetic) FIRERL (depsipeptide) , KA AN,
ORI ORI AE IR (depsicyclic) BIAEXGAT (depsibicycelic) JKEFH 2K, L1k
R SV VYSES LU

[0071] AN T Z BRI AR T G RARAFAE M HE R IRAF RN 24 2518 . AR AR m] A5 D 2
AR D A L MR A G &R vt ” B A @ 5, (B, B - FEREE
M2 Ca— FEZAERAN Na - FESERESE) RAAGIEFE IR, Mok, AT DUZ R
[ A T 5 NRFRA G LY, AR T] LA FEAE SR SL R . AT LN 1 AE 2R S 2 FE IR #m]
. DB R SRR R BRI 5 AR LLGs 5 B BURE IR 16 — 2 2544, B FE(EAN PR
T+ LL-Acp (LL-3- 242 —2-propenidone—6- 2 ) . B - # MiFE T _IELW. B - HEH R
K B - MFEFRLY). o - BREEFFRUY. v - HAF LD Cly-Ala FH K
U)W B S HE I B tretrazol V5E5% .

[0072] W] it 2 Ik BRNE SR IR AR BE 45 N TR 72 A TR R i, DARE 38 A7 R i 2 5k B8R ik 2k [T
M BEAR T 8 () 220 T SR R A B o C— A0ty B RE A0 R LR WA SR / et s B
T O(RGUE /B ) RGUE / BRI RIS RRE M AR R AT A, R E e
[0073]  phAb, W FR B, I w4 L S IR R Ak S S BRI A B AR i 5 |
ANZ P F . JES R B R AFE(E AR T AR D- k.2, 4- “&5E TR,
a - IR TR 4- 235 T R Abu. 2- 255 T 1R \g-Abu.e—Ahx.6- ZZE LR \Aib. 2- 2 Sk ¢
TR 3- ZAIENIR L2 IE2 20 IR R PR Ml 2 1R L2 R TR 2B v 2 PR e
PR BT FEH 2R BT RN 2R A E H 28 I I 2R b— N2 TR IR — 20518
WA R IR G W b— A ZIE R Ca— SR Na— AL S5 IR FHE 5 (M 2 R IR
AL, TR a2 me nT LU D Y (TR ) B L & (20T )«

[0074]  ARAALHE S AR AT Z RS FAHI 2 R T 5 IR A T 5 A AT
Z BRI HAM) AT LR G b o

[0075]  B. Fl&EEAFMEEY

[0076] AN FHIRME T AEHEG S — 2 RAE 2 RKEE &, LP ks —
Z WAL SR TR0 M A0 M i 2 K. PR 28 I B RN IR T4 M H Ik S H B i
(GST) « S5 2 T L 7 9 s W Ay RO B 5, s e = BUK BEROGE B (St
), BA R R FEYE RTS8 Pl filA 8 E T & N- R B 2 IR VR 55\ PEG A 8 1 )
R G 8 2F AR 2 B B HIS AR2EHI 8 U KPRl B (IS B 53R B o IXFER
Rl B LS AR A TF 2 BRI 2 SR, B0 [R) — SR ARl Rl 22 SR A K S — RN S 2 R Ak
[0077]  FPE AN T Z K SR BB, W WHEAR T FITC ;2B s RO M R 25, £
FEAH A B T %*Cu " Cu Y FmTe M In T 2T P T 08 B%Re VAL 2B LB WP Ra P Am
F2Cm s A AR ) HOEE (9 e 2R L E AL VIR IR E IR . B - - FLBETRE,
AL ) S POEFIR AR IC ) s RS U eI 4R, BN PR B B R LR R OBtk
G AEER A G, USRI B KRBT B 3 R A A 1, B Tl e R
TUERTR ARERAA S5 o RATFZ KA 5167 IR, 18 WK E (vinorelbine) 4N

11
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(cisplatin) . 7 PifiE (gemcitabine) \MAFfih %€ (paclitaxel) \fKFLYAFH (etoposide) .
Be K9 (Novantrone) (AKFCEEE (mitoxantrone)) JNZE B 2% D =M (camptohecin) ( BY
HOKBHATEY) VA THEW (methotrexate) \Z2RHZ (mitomycin) (FIULREZRC) (1L
KB (dacarbazine) (DTIC) . I EEE % (cyclophosphamide) . X Hif B PR E L
bt /2 (doxorubicin) FliE 4 2% (daunomycin) , B4 CHk (De Vita et al.,2001)
o BITIR (K36 ST 5 o WRIETT 55 40 MO 53 PR 2590 A% IR B 2= MUBUR M 23+ Bl S0k (Ng et
al, 2006) /AT 3T VEGE @EAAZEAL S B BE

[0078]  TTI. 5 T4 e 40 MO i) 22 DR 1) il £ 7 32

[0079] AR TFFRAKT] FH ARSI U0 7 v = AR o 35 T 40 ) VR RN e 40 i iy v A IE
AR TR . 55T 40 M) 7 VR0 A AR RS ML R 5 | T8 =40 O 7EiE & R I8 1 444
NIEFEIZSE A0, AR S B R D B T 49 G A SR g S A i T 5K B e A e T e
B X P TP IR TR IR o 38 24 1918 3 40 M A0 555 J5URZ B A% 40 i, 059 an 40 B L BB L
P FEA) B HAIIRT L3 40 o

[0080] A TFFIRHEAE T A A I Fi R0 K e 40 M AR AN s/ B R AR IR T i
[oo81]  IEF, FUEIK, LB ECR S, & vl W1 BT B QR IABEE NG R
Fak, iy Bl ARG 3 M5 5, B FE W FIET 278 o AN TF 2 43T 374l $e 5|
HEFE A RBIE AN (ER) o ERFEL GME A s e &Eamas . —BEMSEER,
S AP e G| 2 RURIE AR LT L 2 223, ARG 4 Wb /N TR S I R A e 4
Ao

[0082]  ULAL, FIRFIRAEEAN / BRAEAL ARSI 22 BTk ik o JXAE (1) X Bl m] 76 i 22 IR 1 e 4%
Hil £ 2 BT 2Bk N T o3 Wb ECHE M B RS AR AL S T (R A4k J B R R TS ik it 2 &2
JIR A AR AT AR I HE AR . @ S I Al A bR 2 AR ) an Vo 2 A AR R A =AY
R KWWY SAE YRR R AU AR BT AN AR 58 i (Hermanson
(1996)Biocon jugateTechniques ;Academic Press) . 0] F) A 2 40 H A K Ik 5
JRURE PR R 2R R ER VI SRR R TR KR B R 2 R EE A TR (Hermanson
2 (1996)Bioconjugate Techniques jAcademic Press ;Stefano et al. (2006)) ., &z H

G725, Kreitman and Pastan, Immunotoxins in thetreatment of hematologic

malignancies. Curr Drug Targets.7 :1301-11(2006) .

[0083]  I&& M TAA LGB R F WbERE D N MIEHEEA . Fe M/ 8CEAT1)
— e E M B ARG T A1 R £ R AR IR SR BRI B R

[0084] A< 23 FF ) ik 3 AT M) AR 8003 8 G 1 B R AL 2% 6 Bl (41 4n 23 1) Hunkapilleret
al., Nature,310 :105111(1984) ;Grant %% (1992)Synthetic Peptides, A UsersGuide,
W. H. Freeman and Co. ;32[E L F| No. 6,974, 884)) . 1, 532 BEi B R 1 £ ik m] 18
ok AE KA B A B8 0 ek A FH AR Ak 2 0 0 [ A 5 VAT A

[0085] A/ T 2 WK RT FHARYEE 7 IR 24k, B Ak 2 R B 4 40 B 3% 7540, BT ik 1K b
AR E AR TOR IR B SR UTVE  FR PR L 8 7 B FH & 1A i 2 0T B IR AT AE 32 =
W B AKAH B ENT RFUENT R BEK A Z TR 2R 2T st ik B2 K s R4
EMT (7 HPLC” ) AT 4lifh. M2 KA B AT / siati4b 55 R A% i m] SR Ax BT 8 2
H AT & R E AR UM E =S A A .

12
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[00861 A 7 T IR JIR BIDR ASEALA ) PT A 46 1 L O AR I — D B2 A 2 P o K M 28 S 4 DL 4
1o T IR IR Vs A L M I . &6 T S IR BRI 3R 8 B PRK R G ) B S HAS
RT3 / e AEmE I W B & e MR 1 R FLR VR O RGO ImlE R L
IR BE I | T 4E R AT YERATED A TEREE (dextran) MG BEME HATAY . W, XHE
(SRR MR BRIP4y F 2 TSR K2 500 22 K% 100, 000 18 /R, K20 2,000 £ K
2] 40, 000 & /R0 B # KL 5,000 22 K2 20, 000 /R 0 AR SCHR BT H IR ATAT 7
K IR AT A BB BOX FE B A4 :Zal lipsky, S. (1995)Bioconjugate Chem. ,6 :150-165 ;
Monfardini, C., et al. (1995)Bioconjugate Chem. 6 :62-69 ; 3 [E & F| No. 4, 640, 835 ;
4, 496, 689 ;4, 301, 144 ;4, 670, 417 ;4, 791, 192 ;4, 179, 337 8 W095/34326.,

[0087]  IV. FifkMIF=4:

[0088]  ANA JT )3 5 ) £ 1 5 ) At ik AR s R 3l O 0 R DA A2 T v T AR BLAA, BR
TR SR B 2 R PR, AR PR A FRE A RE R T A B 40 B i IR B A, B
A A A5 L BT PR B P AA AN BEL B 7% 14 TP A

(00891 W] il of B W 4L 4 1 4+ AT B F R (Kohler and Milstein, Nature 256 :
495-499 (1975) )  ELZ1 DNA J5 i (il SE1E &A1) No. 4, 816, 567) =l A Al Bt 74 3C 12 ¥ 3@ if
WA R R (Clackson et al., Nature 352 :624-628(1991) ;Marks et al., J.Mol.
Biol. 222 :581-597 (1991)) k& il ¢ Fi k. H ¢ % Fh Pr 44 i 25 $ AR 2 [ Antibodies :A
Laboratory Manual, s Harlow et al., Cold Spring HarborLaboratory (1988) .

[0090]  ANAFFIIHUATT F TV0TT T TR IR o« HUAIE AT FH T Bk Fry ks i i 2 540 77
.

[0001] V. JIR BRI 4%

[0092]  H Tl & i Bt 14 1) 22 A 77 2 AS 5T P 2 ), e JLA AT 22 B Lichtenberg
and Barenholz, T-Methods of Biochemical Analysis,33%%,337-462(1988) . n] {1 ik
T I R K S R = SR B R AR AE 77 VR B T 25/ R Z 22V (SUV, ST << 100nm) (Tseng
et al.,1999) . ¥ 513 B g iR 5 DNA 4% 5 v DA R B3 T R Bk A S
YL 75 Z 4 Hug andSleight et al (1991) . &R BRI 7 5L # R T3 1E LA
No. 6, 355, 267 M12& [E &4 No. 6, 663, 885 1, W] HI A0 7 i Iig M IH Ak  JIH [ B 411 PEG AT A= 40 12
NRWE % (PEG-PE) (K B4l Wil i AHZE R T3 A e ik . T BR E FLAR I g s
BF IR B A LU A2 A 38 AR IR i

[0093] JIg it /A i& 7] W B ¥ Wl Taiwan Liposome Company (Taipei, Taiwan) 25 3 Y&,
W B RS &R AL R BT fR AL $E TLC-D99. Lipo-Dox. Doxil. DaunoXome. AmBisome. ABELCET,
transfectace (DDAB/DOPE) . DOTAP/DOPE Fll Lipofectin.

[0004] A I ) i Ak ds 5 DL KR A il 2% 1 B I 5 AEL 93 1 TR RO ST 2480 ELIR] Ik BT B /K
RSB e o A o s A TFI E T 5 A XA IE A T8 BUIR A 1) 43
FAEUCHBE AR A I e — PR B 2 P RARAFAER / B R G Sk & 4] F T BT i JIg o i
[yl o

[0095] g AT LA BH B 1) BH B8 1 Iy s A 1 ), S B e ok KR A ik £
A5 HL A R R lohat BR AR ZE T R AL S DIt B AR R g A R o R B 1 24 ). 4
B BER I T, R AR LE HLAT , R B B IR i
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[0096] I T HCAS 2 H R FH 2 A4 i B (1) AR PR IR BTG Tt & e FE (H AN PR T
Tl IR AH DA R e MR RN AR, ( ORI ) 5 I O B T 5 It IR B S I — i i IR I 22
R W TR LI e T B I It QR fi (BT ) < Lo I S BTG IR I 17 T B IR S/ IR
A IR IEAE BN — ARt — AR L H il (dipalmitoyl-phosphatidylglycerol) o AIfAN %
[0 SRS (HAS R TR AR L .+ —%i% (dodecylamine) 1 /\bili% (hexadecyl-amine) |
CBHERAHIREE (acetyl palmitate) . EERRIMER H s B B EE /S ReEms P S5 R 5
Wi e M N R TR 2R 2G4 G 107 2 T I PR I e« I T TR ] e s — I o s DR FA R — Bt
WS (diacylglycerolsuccinate) 25%%,

[0097]1  H TARAFRINE RS &Y BRI E 7 i IERA ) B8 CHF 4 iy
(1) R P R 25 o

[0098] AL AW FEASAN I A K F 5 A BE IR JE i (Ceh and Lasic, 1995) o 7772
ALFE BN NG TR AL S AN IR &9 5 B IR A — &R S, e i idtl
EMMLER AN 24 (Zalipsky et al., 1998 ;Ceh B.and Lasic D.D.,1995 ;Zalipsky
et al 1998 ;3KH EAH No. 6,051, 251)

[0099]  T] FHIAA R b I r V2Rl S M T AR IR BT o — e IR R M e 2 A DAAHTR Bh A FL A 1 4
GGkl 2 18] AR B AE F A0 32 8 SR B ARG TC LB IR 1 55 AR 6 S N T e B i R i
JRBHIR S 2 A, AR S WAE TR TE 4 F T I R 7 s (R S . (R 5 fLAE A 4%
A N BREHIR Eh AN e 1G5 20 BR 30 fifo A WIRIE JR S (n] st R G ik HAE 620nm
(RIS BRI B, 5 EL A2 S AL IR 2 iy B =

[0100]  VI. 220G

[0101] A FFEINR B IRFI PR WAL B — el 2 M 2 B I O T 3897 Je e A il
MAE RAR 259, EATEREEA R T AR B WA | & P AR iR fth 28 AKFEIR . 5
o CRFCIEER ) R B 2= DB (B HERT A ) e S 22 g R (il iz
FHz O A REE OTIC) HEEEIZ. AP R 2 L ENERE R, e
WSCHR (De Vitaet al.,2001) "HRTIREIZIY. AR JRFIHLAAIE AT AL 2 4 HoE5 1t 254) |
SRR B 2= MU 143+ o e BUAR DRI At vl A B4 B0 18 an SCEk (Ng etal, 2006)
T TR IIPT VEGE 3E 1K

[0102]  FEFELCSLE Ty 2, Bl BINR AR IR BT M E B 2 2 m] e 52 280k R T 37 A
TR AT BC TR 3t SLrp ik 2 A 2 AR BT LN o SR8 24 2 AR IR ) R B 511
A3 USP 252208 57151 26 1 Bt &) HE O AR &8, USP R NF IR 570 81) 7 i H 3% 28 2404-2406
T, USP 24 NF 19, United StatesPharmacopeial Convention Inc.,Rockville,Md. (ISBN
1-889788-03-1) o A ARZE Zy RN 2 27 AT F 2 MR TV A1) A A/ /e ) Bk sl e ) o BB 4L,
22 n] B2 i B S W pH I S RTZE R 5k T R RS R TR ) S A A AR T
IRELHT o

[0103]  J&E YA B FEEAR TR A TerE  Hl 3K, Ol LA A . Prikaihn] (4
SRR TR 1 e BCELAL R pH 223 BRI SR BCHI O ). R SRR S A
T AFHEBR R R O LT (95% ) A LMm B AR R (5% ) 7KW B0 R
BRHH (5% ) KWV o W AE L BEINHAY I H B A RHE Anhi AT DRI R PR AR S TR SR ABA
Hil55] o P ELFREE f 1B G S W1 Azone.

14




CON 101918433 A WO P 12/25 T

[0104]  hZy2EFE LM S, AN TFAGY T ULLLHL 252 n] B2 3 e X A, sl
AT AT B B S e i A S G A R A . R SR TR
it FH A X il o

[0105]  ASZy FF IR B « RFI BT A4 AT e i) il A 6 FH (Rl 5] T8 ek A HL s it BT 7 s s LAk
TR MBS 5 W WA 9 BCH T AR I A B IR IR IR H YRS =y IR IR TR 1)
BRI, DA R ST, 0 b RS IR A B R S ) B LA e
SR BT o 1 WA R B, 3 mT A8 T CIRER B i o1 as i e i)
[0106]  VII. JAJT i

[0107]  A. JliFHEAE RIS A

[0108]  AAFFALE IRTT 2RI IKER B m] i@ ok LR 7 U T R BRI 2l
ik A By S VI e R P RS s B A R B BN R O, i R S BN
I8 B 5 B AT A AR R o R B T BB N TR A 5 Bl I R N, 1 ande) dn
WIEAE Rk B o FF IR B 52 R A0 R e FR5 0 W W B4 HOC B 1) 32 177 .
[0109] A FF IR TR B ) Foedht LB T ¥09T o FESE— S 7 &, RN T
IR T 75 BEVR T 12 1R, BEG I 52 e A A Bk SRR PUAT] A B hU
A 20 0 5 T R MR AR I A g 1, sl TS TR o VB R ThRE . IXFERPTIA
A] LA CLHT AR B i 1 X A DA i 328 X SR 2 2R VA7 RUR B 2557 o X ARG 25 70 0 i
O R 2 FEE AL H P VEGE i& AR RPN A R A S Y.

[o110]  m] FH & Fh 2 #2107 3 s et L, B 68 DR DB B B B A I L 2
GERZ T HRIK N BN Lo L BN U A P B () e R N BRI
Ao BRI, SZ AR A4 mT T i) i 4 2 ] A 8 A sl =P T 3K 500, 1 4n 371 B2 551 6
T IR TR R T S AR TR VRS TR W NSRRI A 35 o BT IR T A1) RAE A 7R 1T
PeAEFR .

[0111] &Y IIIEFINGEAN 2B WK ERAK AT bl i S 555, A A shah, it
L, FTIRGEA WAL B /b B (5 B A i Wy i sk FLAL T B pH 22 0h57) . 2% Bk s & X
(RIS T3 VA ARSI AR 53 BT AN B T 2 DL e v i e, B FH ) 26 P B L 1)
e 2 UIAE BTG T I 52 A rh SO BRI B 1K 24560

[o112] I8, ARA R G Wi H T B 5 E 8 K4 1o g/kg 22 K4 20mg/ kg K
251w g/kg &K% 10mg/kg K2 1 v g/kg 22 K% Img/kg K4 10 1 g/kg 2 K2 1Img/kg K
2710w g/kg 2 KZ) 100 1 g/kg K4 100 1w g 2 K2 1mg/kgBKZ) 500 1 g/kg 22 K2 1mg/
kg Z 8o PriALIHEA TR (bolus dose) T2 H LA T4 H T 28 3% J5 0 R 3 B ko n]
AIEEA ) INF 5] 1 B8 55 KAk o 38 T A S A R HEYE S5 2 5 A P R 1) A o SR 45 25 0] LU — 3,
B[R] B — 2 IR TR) i A B R — Ik B A — kB H— IR G B b R AR mT 2 T4 i ik 22 JiK
X FHE 41 B e 240 M XD 36 R0 P o 22 JOR R 2 3 B ARG 2 IR0 ) ™ S PR AT TR 3

[0113]  B. BKEITIE

[0114] AN FFHIIKBE BRI Ry R — AT o B0 AR FF IR KB A mT 5 bt
A7 BURTT J7 R BEA AT RIG T I .

[0115]  FEJEAEST V4 A SR B 254 m] B T i 40 Mo 2L A 55 55 40 B sl il 4t R i/ P, B T
G Ry e N OB e R NN A <0 =D TR NN N R N TS € P R A 2 W NN A B 10 = D1 NN
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BREHUATT NS De Vita et al., % (2001) F TR IKIGST T —&ATH . XxI TH AP AL
FEIT G B IR BB AR 5 58 Hoda T X v 40 e #42 W [RD SR R IR S8 20 45, 5 — 25 5] i) 77
AT DU 112058 2 70 S opt it FH IS FR R ) 2 5 BT BRI o 44 v e 4 B0l P 1) 7 3
ELFEREAS 2 T B R B IR BT A S — 7 B A 50 i e 4 stk AT B 2 A it
F o it AT LU R s BRI A o« 7EV6 YT J7 22 IR S0 TR DR A 23 TR I B A ik
SRPUARIE R T R B o ST 2, AN T RIIR BRIk et S e s
7 R Rt FH A2 7 B IRT o T EH P R AR AR v A8 5 g () M B AR IR0 A R R I R 1 >
R ESS TR IR R o

[o116]  VIIL. Wi jjik

[0117]  PRimitRe S 1 A Fs S IR I ER AL T — i R 0 1B SR o 5 SR I AN AR 1
B2 W, i BAETRE BTG D0, G BEA T 5 128 20 280 1H AR W00 T A I Bk 4 I g 0 L, B Sk )
RN T, Ja B M B R FINAe bR e e R AR bR AR ) ARSI T AR 12
WA 67 R S I8 P G AR AT

[0118] AR FF IR AT A AR ST R A R Jhe 2 Wy BRI o BT JIRmT Jd e v 22 07 Xk
YEZIR, AAEIHANFR T ELISAL Western EIIE 500 iz 50 S AL BURS B 85
[0119]  ARAFFIPUAW T 5ARA TS H TR . R3St Ty b, ik
W VA2 45 A 8 BRI DT 5 G5 G 22 I 40 e i 40 B v Gt 4 et 440 P Py AR 8 T
IR GG o S22 IREHTAT] 4 B 2 AL, RIS 5238 22 IR/ Bebo iR n] DARE Al A I bR i o
W, Frd B R n] g E bR i B ] bR id i g A TR . R UL, 3 A T hURI AT
RO FR 10 B 46 RS, Hobrid B & A sk, DL bR, Hobrid R B i
ERZ HURRIBUE 465 —SEHi 77 =9, Frid ik & vsid 4y, HArR Ik S AL 455l it
D E AR A AERAS I FT o

[0120]  IX. ik vk

[0121]  ARATFRME T H T %028 5 AN T HIIRE: & Y 500 F 7715 IXFERI 53 1] LA
SEAIMR 5+, A g 5% TG TT SGS Wil KRS . 904, 15 5 T ik 43+ B IR ek
SEE TR 7 U RT TR 7 B2 W H 4l e AR pridk 7 1 I i

[0122]  {E3E—T7 3k, A TR IR AT FIAE X284 A2 T 5 v s = 2% AT I s ok 1 “ R 1 2
H 7 (2 a0 sE E & H) No. 5, 283, 317 ;Zervos et al. (1993) ;Maduraet al. (1993) ;
Bartel et al. (1993) ;Iwabuchi et al. (1993) ;% Suter et al. (2006)) LLEEE AN TF
ZIRES G B AR I HE E E .

[0123] {555 — vk, ¥ AR TR 5 40 MR B — iR L E SR TT Ik G5 & 142
W0y o AEFE—J7E A TR R ] 5 A4 T [ A4 SCREY) b, 8 it HPLC &%, 1 HARAE T
AT G0y T 855 A IE T AE A0 M B2 B A 2 B8 T 18 e AL IR o e 5 5 1) 43 I
I FRHER AT QB AREAT 208

K 151

[0124] A W45 KA 70 Sk HEAS Ul BT 45 A 5 1 118 228 SRR I 0 AT IE A  BEAR o A Ui )
Fo A LA R St 77 SR T A A TF 22 S 7 SIS, T AN REAARE DA BR AU AS 22 T v L
BARN R GV RBIVE 2 B S B A2 I Bl o
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[0125] L. SEif] 1 <0 v 14 i s BEATLITR B R0 A= 4 v 1k

[0126]  A. 400 R A0 ko5

[01271 {7 59T.Changliver HA22T .Hep3B.HepG2. J5.NTUBLMahlavu A1 SKHep1 ( #Hf &
N4 2R ) Fe NNM O SR IE 7 SRl b 52 ) (8) o HCC i i it Hsiao M. {1 (Genomic
Research Center, Academia Sinica, Taiwan) B, ¥ A HCC 40 i £ 01 NNM 4 &: T+
Dulbecco (KX B Fagle K357 3E (DMEM) i1 10 % fig 24 myg (FBS) H,37°C, &SP 5 % 8k
10% CO, IR 5.

[0128]  Jil 5 A (%) 4t i 33 0 06 A\ Bl bR 40 B es 3R AS49 . =y FBE 56 B8 1M i JitJes 3R CL1-5.
NI R 37 H23 A K40 M2 J5E 3 HAG0 ST 3R PCL3L A BRI 2R NPC-TWO L, A 1S R
41 I 2 SAS. AR PaCa. 45l (HCT116) FL55 (BT483) ETAIAR (PC3) . NNM, A IEH &
RS b R RS AT 4E 4l il . A549 . H23, H460, PC13 . PaCa,HCT116. PC3Mahlavu F1 SAS W] 3k H
5 W A EE YRR Lo CL1I-5 FINPC-TWOL 4 & 737l B (Chu et al.,1997) Fl (Lin
etal.,1990) # 7,

[0120]  B. &4 HCC 40 i F s B 4 1) 43 15

[0130]  JHJ Wk T 4 8 7 il LUK J2E SR 6 4 HOC, Mah lavu 40 Mo S MW g 44 . 3RATT I SE 36
KA T AR ERBENLEZE (RPL)Ph. D. -12 857 & (New EnglandBiolabs, Ipswich, MA,
USA) o AEY)VRIE PR FZERT IS (35) FFA—2eE i AT . 8 5 2, 1 Mahlavu i e
K& 70-80 %A, IR Eh ez ppEh/K (PBS) 9%, & 5mM EDTA 1) PBS 3K, JFH & 1%
BSA I TC ML 5 27 FE OB o 40 MR TSI T 4°CYA 1, ARIER I 1. 5x 10" B TE R 8847 (pfu)
(R o R R IR . RSB EWIAE ACHLE L /NI, BB 2 A G IR G FIA WL (BRER —
THE CBRCAE9 ¢ 1) (Sigma—Aldrich, Saint Louis, MO, USA) HITHZS, JF 28000 HH0a B 1A
JT 454 A BB DTIE YT LB 55 R B BT, I G W 18 3 FH KA i ER2738 15754 (New
England Biolabs, Ipswich,MA, USA) jiE5€. F Mahlavu 40 B sf [R1AC W wi AR 24T 55 4 2 56
(R o« 76 LB/IPTG/X~Gal “FAR FXT 58 5 Bt g A B SR M hAT i s LAETEA T W06t 81 1 5
FEYs . &l 5 R e (EWEE ) )5, 5 5 BIMEIECELL S 1 5 oms B 1 de
T35 (KD,

[0131]  C. i@t ELTSA %2 W m ik va %

[0132]  BfAIL 7> 25 96 AW B 1A 5 [ I FH Tl ok ELTSA 52 v2: 55 HCC 4 i IE7 | 52 41w
(NNW) JZ o K& 1x10° 4™ Mahlavu £ NNV 40 853 FF 40 F 96 L ELISA “PAR FRAF H A (K it
B o FITRSFAR T I3 DMEM J5 5 I 2 1% BSA RT3 DMEM 15 783648 4 CHEATH I . 4R
JE BN 10°pfu (&0 B PR U B IR E 4°C CIRE 1 /hiT . H PBS VEHE PR, In A BRI 484k
Yl (HRP) fRELHIHT M13 PT4K (Amersham Biosciences, Piscataway, NJ, USA) FF7E 4°CiR
B L/ A PBSTEUE, bl 5 5 i AL ) 41 28 — ik — 2k %% (OPD ;Sigma—Aldrich,
SaintLouis, MO, USA) —#2¥E.H .« H 3N HC1 £ 1k [ 3, I P B MO B8 0 52 490nm FR1Y:
[0133]  TI. Shfe) 2 a4 M AR RS R A

[0134] A, 'Re S 4h4 HCC 40 i (e o 1A o I 1 % 5

[0135] & T 43 M 57 45 - HOC 40 fu ik B 4k S 1, BEAT T Rt e AR 23 o 1 HOC 4 i
B A T0-80% Y1 & & 5mM EDTA (1] PBS W3k . ¥4 HCC 40 fu #87% T- FACS Z2mwi (&
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1% FBS [#] PBS) 1 3f43 55 PCO4 B A b 2 19 5 K0 R BRI AR — S 7E 4 CHLE 1 /b . &
FACS M BliE Ve G, 14 HCC 4 5 5 i B P M13 Pifk— AL 4°CHE 1 /DI, b5 5 3k
R- B4 AP/ D BPLIA (Southern Biotech, Birmingham, AL, USA) —#2{& & 30 4r4%h.
1F FACS—Calibur EH CellQuest #4f (BD Bioscience, San Jose, CA, USA) HEAT 704 »
[0136] &5 RHE7R T Wb 7 se B 94 (PCO4) HLA X HOC 4H M e 11 i 3 1 i G 4 1140 Wk 7
TLE R UG HCC 40 f b 25 (45 Ak (T 2A) o (A 3 AT 240 i AR 2 45 2k o2 Wk
PAXTHCC 40 f i) R 1 45 G35 1 5B < HABIEE R— 408 I PT/ BR TG X 40 fidfAT 44 €4 5C 4
JHo 55 50F RER B 1A — IR E )

[0137] 8 I 4 A [RI57I & (1) Wk 1 7 5 HOC 48 il & 9 FACS 3 #fridE— Z5ESE PCO4 I 454
WM. gi R B R T PC94 5 HCC (454G LA E MO 77 Uk A= (Kl 2B) o Bh4h, XS RS )
W B AR R I s B, 2 PC94 5 N — IR B B A MM (] 2B) o X 62k RE R
T HCC. Mahlavu 40 o 2k B4 PCO4 b J 7R IR IR B AR 505 1.

[0138] & T A2 H B 1) HCC 48 2 75 B gk PCO4 TR 5, 4 9 il HOC 40 e 2 55 PC94 — il &
I H FACS 3 #r. S5 ER T 9 B HCC 4l i 52 7P A 6 Fl (Mahlavu.59T Hep3B.HepG2 . NTUBL
F SKHepl) 5 PCO4H TR MY. (47-81. 2% ) MHEH HCC AL Z (Changliver 1 J5) A H%%
(RN (25.7-31.9% ), 1 HA22T 40 i 5 A 99 ROWME (19.1% ) (B 20) o 437 T PC94
XTREFP HCC e RIG R 45 G051k (Bt BRI R- AR AP/ B TeG AT Je 516
AR SRR R AT ) o ZRER TP i RARIA R R PCO4 IR IR
oM RS> 1 (Bl 20) .

[0139]  Hik B HCC & #H AN ERF AR bR AN o G 2 24k 3E— 20038 T PC94 XF HCC 4 i 1)
SEEFERME. SR ERT PC4 BEIRA HCC FARARA R4l i (Kl 2D, a F b) {HANH
AENTRNESE XN (K 2D, d) o X BN B AR A 878 78 HOC SRR AR A 1 i gg 4127
(153 SN (B 2D, ¢) o K52k B HCC B8 35 TG A AR A5 PCO4 slont BRI B A — i & 5 H
HRP R ML3 W B A DT EATR I . AEME AL RIL T PCO4 fufzz e NV (D, a 1 b)
ELEENI RS NP R R O, d) . XTHREE ARSI EERAAA B, o) (br
A,50um) .

[0140] 24 TAEFEAL LoE i Irik (RS & B8 0, B S e ZH AL RUREAE A T4 i g
(RIS D) R SR A R I A E AR IR — IR T - SMRF AR A L E LS KA e
B= B (NTUH) B N4EFEZE i< (InstitutionalReview Board) fib# (IRB9461702021)
Ja 3k E NTUH [HI2H 22 .

[0141]  B. DNA /57 FTH S AL Hr

[0142] @it ELTSA Fmi N oA (1 2A4) 1k e A iy HOC 4 i 5o I 1A 1Y) 15 ANk 1 4
LI (PC 1.2.9.12.15.26.42.47.62.72.84.85.86.88 F1 94) HEAT I . 4K i1l 3 7 1)
Ut B BRI B A DNA . T8 o XU S8 0% 17 R e 48 1BV ) B 34k DNA P43 (ABT PRISM
377 ;Perkin-Elmer, Waltham, MA, USA) il 72 £ 4k [ U 181 14 (1) DNA J¥ 51, FH —96g 111 I JF
2145 —CCCTCATAGTTAGCGTAACG-3' (SEQ 1D NO :31) #EATIE. H GeneticComputer
Group (GCG) F2 7% Wk 11 1K J& 7= IR e A AT BRI AT LU XS o W32 BT 10 J 7= TR IR 471 48 1 GCG 3K
AT LEXT, $8 7 MR A 7 74 (K 1) o AHR DNA JRA1)ILEE 2.

[0143] LT GCG JRANELX) (R 1), &+ T ¥ EARETF Pro-11e/Leu-Leu—Pro (P-1/L-L-P)
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f¥) PC94 FI PC8S.

[0144]  TTT. SZifs] 3 « A P S g 0 52 V25 X B DA R RN 52 4 s v

[0145]  FRATAILA T HVFAG T PCI4 Frdah 2 2 ik SP94 1E J & Xt HCC (¥R 1] 2540185 1)
iRt SR B . G, IRATIHAE T SP94 £E A P 25 BERE [r] HCC 4R, AT AE T
PCO4 [ e I S 0 e HOC SR AR R b SPO4 X & (M s G PRSI . AR P IH SR SEE0 B
7N T PCOA BAEEX B AL IH SR8 ), &5 A a M L s i 1k = 8 £ (181 3A) o b4, 78
Pk e 4 PRI S 58 H, SPO4 HIH T PCOA Sif IrhRg bR (1) 5 4, 1 AH TR P2 1R st R R A I R
FHIZER (B 3B) .

[0146]  A. FF PCO4 B JH] (K54 AEi

[0147]  Jfy THIESE PCO4 7EMR N HIRE ] 8 7, 25 55 Mah lavu fi72E HCC AR AE4) (500mm’)
()78 B IE ok FE AR S PCO4 BN MR B Ao W BRI ARTE IR, AR S T o 4 & 2 I 2R IE
W R B AR ROREA [P &5 AR S T R B rhes 4L 2R PCO4 Wk B AR RIURL ( B
AR ) B2 TR A EFSRE R, i (220 £%) 0 32 4% ) Ffif (23 4%) .
ST, R R GG TR PR VR 4 7~ HH VA BRI G, 70 R 2 ZR0RN E s A B i e s (1L 3A) .

[0148] ¥ 5x 10°A4>Mahlavu 40N BT (s. c.) VFEST A SCID /MR (4-6 FERE ) - 4
i Mahlavu #7242 S FRAEY) (500mm’) 1)/ BEIKA (. v.) 5 2x10%pfu (1) PCI4 St i
W K. FEREVE)S, BUH S B (LRl ) AR 4148, FIvA ) PBS ¥ VEIFRRE. Hl KW
FF B ER2738 K540 R 25 & 22 I Rg 4 2R B I IR 1. 7E LB/TPTG/X~Gal P-4k L i &
e IR P B PR SIORE o £E K S PE IR S B0 P, #4 2x10°pTu (1) PCO4 BEB /A5 100 1 g SP94 ik
SOV IRy S o 20 I i 2 A G GRS A 455 2 TR 40 /)N B B8 v gt o AR R 2 2R 00 A o
WAZRY A5/ RPN Jiik—BIRE, G 5EWE A S5 Rbthifd (ABCIXHIE ;
Vector Laboratories, Burlingame, CA, USA) —#35. B I+ ] PBS /& ¥E, SR )G A\ ABC IR 7
e TR RN DAB BN 0. 01 %6 i 5 AL, F PBS VEBE - FH 7 50 % HiH i PBS H [
[0149]  B. IKFaZ+lE %

[0150]  Jkoe 4 PEAMEI vk (B 3) UESE T PCO4 X HCC 40 M i 5 45 v PE A2 M Ht T~ PC94
JEE 7S [ T A W B A IURE [ L AR 43 o Ik B 25 LG ZUHR 7R X 48 HOC 48 i 13 B4 18 R Jn
A WUNER 5, RS Bk SP94 I PCO4 J 7 1 SR TR S, (ELAS Bt s 1 1K 11 G /i 3 4
P

[0151] 1. KA RCFIFRIE

[0152]  #f}5] SP94 (SFSITHTPILPL) (SEQ ID NO :2) FU%f I (FPWFPLPSPYGN) (SEQ ID NO :32)
JUR H k2 B A A A 5 T A B (O i 9 3 R AR O SO e RO = T ik 22K T
95 % AEFE . TG VR o TR R IR R ok & A E PR id IR (RT3 -SP94
FEEY)Z - XTHIK) o TR ARRR T IO i

[0153] 2545 HCC S AR R Ik /s BR AL VR B PCO4 FIAH G A ik SP94. 25 L 7 SP94 i,
AN B R Rg 20 2R A B o B AR ORE . 100 1 g SP94 HIiHI 88 % ) PCO4 454 IR 212, {HAH
() B RN BEUIK (con—P) &AIZXFERFPHIZBUIR (1] 3B) .

[0154] & T ik PCO4 (R 2350 A, FHPUIE W AR BT AT 15 U5 S R0 55 40 S 50 A7 A2 1% g A
EHZRE ALY R AT R gete . R I A e 3B 7R T e e ik (B 3¢, d fle)
HIEFSEE MM (B 3C a) 0 (B 3C, b) Filifi (&l 3C, ¢) %A. 2RI, Y% PCY S5HH%
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H K SP94 FLE SNy, TEMR AR b A R IR e e Ve (18] 3C, 3) o JIRT 4l O B UE W 4
B B0 FH BRI R A I B S e it (C, £ &2 1) (R, 50 mm) .

[0155] & T KX #E SP94 & 15 e iy 8 n) 2540 BIVRT7 T2, AT A 1 SP94 X i 21 27
EIEF R ERSEGR . ESEE Rk F M HIsE 16 — &, PCO4 #i K DLFF
SIS G M A ZUEASE G 15 LSS B W Wi OoFE (B 3A FB) o %o is 24k G (A iE B
T PCO4 Fivpi FUE A T R AR AN e AL T DA 2R (B 30) o B, AT A
T SP94 ik 215 RE IR HCC 35 e 4L 2R B 7 AL B 43 . PCO4 (] 2D) FIAEM = bRid i
SP94 & HR LA HCC B AMBLF ARFRA LR IAHIHEE B 5 FHYER K 61.3% (19/31) .
gE LT, BATF H E518, SPO4 -k YRS i HCC &0 g iy Al 1E 3 22 7= AR R R Jnsi 2y 1.
43 F R T T HCC 3 1) 25t i% , 1 H. SP94 $-4IL T I T % 52 Ik 7 F IR o
[0156]  TV. SCHEM] 4 <44 Py e S8 ) 96 57 VAT

[0157] ] SP94 I PEG AL g i ih % 2 LL B 206, — P adiRR o 3230 Y BRBCAR A 1 A )
(%7732, BEEE 7] DDS AT se e kA Ik — 2P G5 T B 2R (1 4 Five) FF11: bl s g
JHT-HG I (Il 5A.5B H1 6E) J i 8 = A gd 2> (&l 5C HT6D) o

[0158]  7F PEG AL JIE Fifk 2 L & (Lipo—Dox) B il 31 1 s A8 3% 36 b 0 W %2 31 i 3 (1)
i) R E R PR R A E I (40) o FEUL, BT Z5 R IE R T St ) 25 i 1% R 4
SP94-Lipo-Dox M i i 7 A FH A8 ek ik 5 5 1 i ER T2 (WBC) 139k /b Bk — 20 FRAIK v
s2ErE (B ACHT6C) » HAESE M) PEG AL AR A2 L L A2 (Con—P-Lipo—-Dox I Lipo—Dox) FIt
EZ B (1] WBC T Z 9 mT U3 LA BB () 2 K | il /5 B o) B R AN A% A e 41 i 3R e 40 i
X AR R S O 3 0 IR R IR 1 Ik ya I E ki 1% g A HOC 535 11 PEG
Wis A2 A 11 g RIRE A+ (41,42)

[0159]  PEG AL JIE A £ 2 LL 2 11T B AR50 (9 3t 28 S5 B (O WF 0 ARk 18 7 T il 254
J& B AE W ) HCC T LB T M, W N R £ 0-14 % (41-43) . BRI oAb BT O 1)
SP94-Lipo-Dox FIMEHEFIIHTT 2 ) FE 7~ LR 1] 25 16 R G AE TR YT e i HOC B mh g S22
IR ). BRAL, 55 SPO4 AH FLAEH 404 7 1 %02 2 BRI DA & 76 HCC IR A2 e =
MR IR FFIRAE FLAE Ry HCC 1R 7T #ERR I 3%

[0160]  FTIR AR [n] 5 iR RGAE HUR AW FE M B, e U — P S Bk, BT
Z A O IRIETE HCC 4R T 8 m 2 (18% ) (36) 1y Rk £ Lt 2
% 52 7~ HE OGS ot ] 1 P e AR B S R B s M (37, 38) , b2y e E U R LR &
TR R BUiA (PEG AL R BUiA ) AR SR, B PEG LR R 2 F L A2 s SP94 {1k
(SP94-Lipo-Dox) PAPEALELXS HCC FRI4E (] 25 ik B3 ) o £E N HCC SRt AE A5 2 o, A1
0 BB BRI Lipo—Dox (Con—P-Lipo-Dox) 1 Lipo-Dox AbFE4H i & SP94-Lipo—Dox i
NRIT RO R (K4 F16) .

[0161]  ASZZATATEERML I TR ], Con—P-Lipo—Dox F1 Lipo-Dox Ab¥H £H [ 983 A K 1t 31
Sy3NEITT DL R IR 2R RS . o oG, M R AR M R K S R A 5 T T RV 29 B B A
Jirheg AR P e e s o SR AN, 2RI B R 2 A R IR R BR T AR B AE MR A
IXLC R 2= 0] B B R BT IR 2R b K R S B I FRR SR (14) o b4t 5 & 2o
HA I TR A ERA K PEG A6 Bk 2 R LU A2 S 30 T B sh A1k s A T g o, I 38 BOAE X T3 &
i O SRAT T 2590 FEAE e i A 2 i A (15,39) .
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[o162]  A. JIK — g ik 2 32 L AL ol 2% R it

[0163] ik - Bk ZLLENHISMECHILE B) . FEZ, U1 ¢ 1.5 FERIE
JRAE I 42 NHS—-PEG-DSPE [N- 2 IR B HIME IV Z F5E —PEG ( 43+ & 3400) 7421 — A IR WL R
Wt £ % (NOF Corporation, Tokyo, Japan) 1o RS i U 9 Ji 225 AL EAT B B S Y.
DLF= kS —PEG-DSPE Jf il it A —AHE IR £L A7 (Sigma-Aldrich, Saint Louis, MO,
USA) Xk AR 2 s MU o 75 T HEXUZ 5572000 B 8 B 5 ¥4 Ik -PEG-DSPE
R 2T ) PEG (LR A2 FE LA,

[0164] ¥4 5x10° > Mahlavu 40 2 A3 W B2 K (s c.) yESEN SCID /ML (4-6 JEI#RE )«
SR K 5 A R K B (L00mm®) BE AL 2> P 4 (R 6 HU/ L) BEAS R R AL 2R A
SP94-Lipo—Dox (SP94-LD) ;B :Con—P-Lipo-Dox (CP-LD) ;C :Lipo—Dox (LD) 1D :PBS. AbFHiE
ok R S AT, B IIR Img/ kg, IESEVY &, ST & 8mg/kg. 1E T —SERH, WA
B HET 8K Mahlavu f72E AR (550mm”) K9/ B4 Rl DU 20 . A BHEE ok J22 e Ak v 5 e
AT B JE— 1K bmg/kg, EELL ], W E A 10mg/ kg o FH HL - FPAIS AU B A BR8N 6
F AR SR AR K x (B0 ) *x0. 52, FESLIG 25 A, HCH A /0N BRI ZH 2R Y
W28, 2R 5 T 3% R[] 5 FF ) OCT A 3t iff— 0 I A AR B 25 A 7 o B IREMK IR &5
EREBL e AT

[0165] 7 4b FE 45 W I (55 28 K ), Con-P-Lipo—Dox #1 Lipo—Dox ZH ) ik 98 K /) Lt
SP94-Lipo—Dox UMK 1.5 f%. Xf f PBS 4111 I oK /N bt SP94-Lipo—-Dox ZHIIK 3. 3 fifo
(P <<0.01) (&l 4A) o BEAb, $:52 SP94-Lipo-Dox W5 e /s bR 24k IR A B8R 1 e
&, M4 T Con—P-Lipo-Dox il Lipo-Dox AbIHZH = (¥ e & & 1f 5 A K4 40 % (106 (P
< 0.01) (¥ 4B) . BT HiRZEACRIRIERZE, 11 P {28 Student [C t K40 THE 1.
[0166] 1. %\ WBC %%

[0167] A Tt AKEUM IS 15% EDTA SGEFNR A ARG 1hEESs . ARG AN S 2% LR
M 1% EfH4 (Sigma—Aldrich, Saint Louis, MO, USA) (] RBC ZLfif 2 il e S 1RIR T -
FH M3k 1455 WBC.

[o168] 4 T WM G s XTI EIEN, WE T BWBC . G RER T
SP94-Lipo—Dox #LFEZ (1. 9x10°/mm®) [¥]. WBC #+ % T Con—P-Lipo-Dox (1. 6x10°/mm’) FlI
Lipo—Dox (1. 6x10°/mm®) A&LIHZA K, BAX T PBS 41 (2. 6x10°/mm®) (¥ (& 4C) » {EEFNALFEA
PRE T WE T (K] 4D) o EITPRR ZE A CRPRHETRZE, 1 P {E 21 Student [K t K346
RGN

[0169] V. SEJf5] 5 «JIK — g oA 22 2 LU A2 97 v v iR 4 23 L 2 A 2 e o 7 R 9 T2 40 e
) B 28 2 S A )

[0170]  A. TUNEL %4,

[0171] 74 VR B P AL 2R ) v 5 R v i 480 A% 1 1R 4 &% I A 5 16 dUTP 5k %) K i b ik
(TUNEL) & YREY) (Roche Diagnostic, Grenzacherstrasse, Basel, CHE) —#4E 37 C{&.
B 1 /. BEEIE A Hoechst 33258 Molecular Probes, Eugene, OR, USA) & 4v I H
F#EH A i (Vector Laboratories, Burlingame, CA, USA) H[f. SR 5 7E5 G AMEE N W%
I

[0172]  B.CD31 Jfh,
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[0173] v VR IR AL 2R U) v T R — PR (1 @ 1) & 5%, A PBS V& ¥k JF ¥ A\ &) 1]
2 (5 1% BSA HJ PBS) H B 5 5 K BT/ B CD31 (BD Pharmingen, SanDiego, CA,
USA) —RZiR B . P17 PBST, , (% 0. 1% Tween—20 [ PBS) 5 ¥E, R )5 5 K RPN Pk
(Stressgen, Ann Arbor, MT, USA) —{&E & &R AT FFHRic £t xRtk (Jackson
ImmunoResearch, West Grove, PA, USA) . #2585 i H Hoechst 33258 & 44 fh, HEHE A
SR AR SO0 BAREE T L.

[0174]  7E FH H&E 4% 8 )5 K 2 0 4 A 2E 41 vp i g 20 2R 1 4 21 s 3 4% . SP94-Lipo—Dox
Ab TE ) e B RS R A B BN U1 AR AE B RO SR IE / T X, T AE Lipo—Dox Al
Con—P-Lipo-Dox AbFH [ R AR Y Th R I T BERIIRAE / AT X 880, PBS AL BoR T IE
(% HCC Zh e ( & 5A) o SP94-Lipo-Dox (SP94-LD) AbFH (¥ Fhh A EeA Y i B 2
BB IERZE / JA T X8, T Con—P-Lipo—Dox (CP-LD) 1 Lipo—Dox (LD) A AEM)4E 7~
H R S RIERAE / P T IX I, 1M PBS 4 s Y IEH 1 HCC 4 i (kR : B 7411 500 o m FI R
JTAE 50 um) .

[0175]  FH TUNEL #Ric ik Ul DL R I T s 40 i (4% €2 ) » 55 Con—P-Lipo—Dox Fi
Lipo-Dox 41AH L, TUNEL [HE s 40 fa 7 SP94-Lipo—-Dox AbFRL 43 AT 5 34%5) . 7F PBS 4b
P AR R T IR AL (FRJL, 100w m) o (1 5B) o A TUNEL 3k %552 98 T 1 B J81 41
W3 FH BT CD31 HrARRASIN g & o i B AR TR B L EY 2 7R AE SP94-Lipo—Dox Ab 3
ZHH ELAE Con—P-Lipo—Dox il Lipo—Dox ALFRZH A 5 £ fRE TR gi i (1 5B) FIEHR K
Mm% (K 50) .

[o176] ¥ U) ) Pt CD31 Bk DL B IR A (2068 ) FFH H33258 B vt (#Eta)
(b3, 100 1 m) o (B 5C) o FEARJBORAE U 52 CD31 BHIE P B4l B AR (n = 6) , FEAR R
f 502 CD31 BHME AN FE A AR (n = 6) » 51 PBS ZLAUAH L, CD31 PH M A 2 40 it T AR
7L Lipo—Dox il Con—P-Lipo—Dox AbFHL 1 & ek /> (n = 6,P < 0. 05) » 5 Con-P-Lipo—Dox
AT Lipo-Dox ZAHEL, CD31 PHYE Py Bz 4l f i AL LE SP94-Lipo-Dox AFEZ A 5 Z [k /D (n
= 6,P <<0.001) (¥ 5D) . 7 PBS AbTHLH th &I 1 ey Jieg ifn 885 B A oA T 40 i (1] 5B i
C) o KRR ZEBICEIRUEIRZE, I P {2 Student K t #5511,

[0177]  VI. SEJEf] 6 19697 K HCC e Mok i 4 g KT IR — g A4 22 22 LU A7 vk

[0178] & T B8 AE KR e P FE 4 52 75t fE 4 SP94-Lipo—Dox Ab B H i, 44485 47 K HCC
SRR A Y (550mm’) [ /)y B 43 s VU 20 B35 AT A [ 9 4k 2 A :SP94-Lipo-Dox (SP94-LD) ;
B :Con—P-Lipo-Dox (CP-LD) ;C :Lipo—Dox (LD) #1 D :PBS. 7F &b Fi &5 o i (% 14 K ),
Con—P-Lipo-Dox F Lipo—Dox 41 ¥ i 983 K /1N 22 3 14 i 21l L SP94-Lipo—Dox 4 1#) K 1. 3 F
L2145 (43504 P =0.089, P << 0.05) . & PBS 411 M8 K /N SP94-Lipo—Dox ZH 1)k
L.9f% (P <<0.05) (B 6A) . b4, HesZ SP94-Lipo-Dox [1]485 Ied (1) /s B2 e A I AT L
Con—P-Lipo-Dox. Lipo—Dox FI PBS ZHAK /8 EE & . Con—P-Lipo—Dox. Lipo—Dox 1 PBS 41
149 Jib 984 5 43 9 18 I 1 B SP94-Lipo—Dox ZHAI K 1. 3.1. 2 F1 2. 1 £% (P < 0. 05) ( & 6B) .
PEAMETESS 10 RAFHT A WBC 1H 00 H 278 HY SP94-Lipo—Dox AbFEZL (11. 8x10°/mm’) 454
WBC 1% T Con—P-Lipo—Dox (8. 8x10°/mm®) F1 Lipo—Dox (8. 2x10°/mm®) AbFHLH (], HAK T
PBS £ (13.9x10°/mm’) ) (&l 6C) .

[0179]  JE i H&E Yu o A & A AL 3840 b e ZH 2R M AL 2305 32 . SP94-Lipo—Dox AbFH
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(1) S MR A A B REANU) e AR AE B35 IR A / P T X8, T/ Lipo—Dox il Con-P-Lipo—Dox
b TR S AR A A T R IR B IR E /A T, 1T PBS 4 s T IE Y HCC 4h it ([ 6E) o
FEARTBORAS B 52 ok B A A FRZL 1 B 4128 P D31 PR P 2 4l G TR (n = 6) » CD31
BH 1 P Bz 40 W T FRAE Lipo—Dox Fll Con—P-Lipo—Dox 4b L AHE: T+ PBS 411 & A R
o BRI, CD31 BH M P Bz 40 e I AR AE SP94-1ipo—Dox AbFEZH H AR T Con—P-Lipo—Dox
Lipo—Dox 41l A W E KW/ (n =6, P <0.001) (K 6D). (R : EABALKI 500 b m
TEAK 50 um) o B RRERAGEAERZ, P ER I Student [t K5 TFEL.
[0180]  HhAbist it f) HA RN BRI HE 4 T T AS B $R AT H 2 4 it o A SCRATAT ) A HA
HEAPRE Ky AR AS 2 T A B R R A S 1T B 1 i e o SEAATART He A 5 1 FE IR
NI 278 SRR AN R BB HoR o A, $RAE AT H R H ] BEAS [F] TS B 1) H Rl E
W1, 3K ] RE A AL

[0181]  X. SZHlifsi] 7 :PC88 Fll PCO4 7E 44 J THi i EL 4t

[0182] AT FACS 43 #7 LALLER PC88 il PCO4 [ 45 A5 4 Mahlavu 41 e 4351 5 1x10°,
5x10°.7. 5x10° il 1x10"TU —#IELF , IFALH St 2 b Pk UREIE L FACS 437 4 A Wit 1
PRyE R (AR T 45 Aris o PCO4 1) Mahlavu 40 Ju&h 335 ME4F T PC8S 1) (F 7) o Con— Wit 14
AR I B

[0183]  XI. SEJilifs] 8 :PC88 1 PCO4 FJ A P i Jeg U B EL 4

[0184]  7E SCID /Nl ELAS T PC88 M1 PCO4 R VA S RE ). 25485717 HCC S MR fa ) I
SCID /B . v VEST PC88. PCI4 % HE A B Wak B 4%, It S5 3 B3k 70 e T I (= e Wk B
o 16 LB/IPTG/X-Gal Pl FINE B I Ie X B B 18 20 I o ARV i [ oA g Wk T K ) 35 BE o
PCO4 I Ihyes BUAE BE 4T PC8S 1) (& 8) &

[o185]  VII. R4
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94 SFSIIHTPILPL (SEQ ID NO: 2)
88 ELMNPLLPFIQP (SEQ ID NO: 4)
84 HLPSTGNQYLSL (SEQ ID NO: 6)
01 ETNWTHRPPLRV (SEQ ID NO: 8)
15 EYRMAHLTPSLL (SEQ ID NO: 10)
86 ] YHLQODSETLSLL (SEQ ID NO: 12)
42 SPWYMTPSPNTA (SEQ ID NO: 14)

10230] 72 SVSVGMKPSPRP (SEQ ID NO: 16)
47 DPMTWTPSSVMR (SEQ ID NO: 18)
26 TPHRLDWSPHLV (SEQ ID NO: 20)
02 GSNPWNTWLTTL (SEQ ID NO: 22)
62 NPFNQHLHAQHP (SEQ ID NO: 24)
09 SESKDPTLWYPA (SEQ ID NO: 26)
85 SFRLATPESSRV (SEQ ID NO: 28)
12 SNNEPMLRYTGQ (SEQ ID NO: 30)

[0231] MR A JE 7R I A 205 R 7 40 UMLK R

[0232] 3K 2 :J@ ik Mahlavu 40 Mo & B W6 B A FR R IR 7471 o

[0233] WREAWEEE BRI BRI SEQ 1D NO :

[0234] 94 AGTTTTTCGATTATTCATACGCCTATTCTGCCGCTG  (SEQ 1D NO :1)

[0235] 88 GAGTTGATGAATCCTCTTTTGCCGTTTATTCAGCCG  (SEQ 1D NO :3)

[0236] 84 TCGTTTCGGCTTGCGACTCCTGAGTCTTCGCGTGTT — (SEQ 1D NO :5)

[0237] 01 GAGACTAATTGGACTCATAGGCCTCCGCTGCGGGTG  (SEQ 1D NO :7)

[0238] 15 GAGTATCGTATGGCGCATCTGACTCCGTCTTTGCTG  (SEQ 1D NO :9)

[0239] 86 TATCATCTGCAGGATTCTTAGACTCTGTCTCTGCTT — (SEQ ID NO :11)

[0240] 42 TCTCCTTGGTATATGACTCCTAGTCCTAATACGGCG — (SEQ 1D NO :13)

[0241] 72 TCTGTTTCTGTGGGTATGAAGCCGAGTCCTAGGCCT — (SEQ ID NO :15)

[0242] 47 GATCCTATGACTTGGACGCCTAGTAGTGTTATGCGT — (SEQ ID NO :17)

[0243] 26 ACTCCTCATCGTCTGGATTGGTCTCCGCATCTGGTG — (SEQ ID NO :19)

[0244] 02 GGGTCGAATCCTTGGAATACTTGGCTGACTACGCTT (SEQ ID NO :21)

[0245] 62 AATCCGTTTAATCAGCATCTGCATGCTCAGCATCCT  (SEQ ID NO :23)

[0246] 09 AGTGAGAGTAAGGATCCTACTCTTTGGTATCCTGCG  (SEQ ID NO :25)

[0247] 85 TCGTTTCGGCTTGCGACTCCTGAGTCTTCGCGTGTT — (SEQ 1D NO :27)

[0248] 12 CTGCCCAGTATAACGCAGCATCGGCTCATTATTCGA  (SEQ ID NO :29)
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DNA

ALF%)

ALFD gk AR EL TR
1

agtttttcga ttattcatac gcctattctg ccgctp

<210>
211>
Q212>
<213>

<220>
<223>

<400>

Ser Phe Ser Ile Ile His Thr Pro Ile Leu Pro Leu

1

<210>
<211>
212>
<213

<220>
<223>

<400>

2
12
PRT
AILF7
ATLF 50K, A mEK
2
5 10
3
36
DNA
ALF5)
ANLAD) 64k A ey EM TR
3

gagttgatga atcctctttt geegttitatt cageeg

210>
211>
212>
<213>

<220>
223>

<400>

Glu Leu Met Asn Pro Leu Leu Pro Phe Ile Gln Pro

1

<210>

4
12

PRT

ALA5)
ALFF 48k A bk
4

5 10
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[0003]

<211> 36
<212> DNA
213> ALES)

<220>
<213> ALEF64EE: AR EA T

<400> §
tcgtttegge ttgegactcec tgagtctteg cgtgtt

by

<210> 6

<211> 12
<212> PRT
Q21> ALASH

220>
<223> ALFFe93EE: SR

<400> 6
His Leu Pro Ser Thr Gly Asn Gln Tyr Leu Ser Leu
1 5 10

Q210> 7

<211> 36
<212> DNA
QI ALFRF)

<220>
<223> ALBF\ gk A M) EAL B8R

<400> 7
gagactaatt ggactcatag gcectcegetg cgggtg

<210> 8

Q211> 12

<212> PRT
213> ALAFZ)

<220>
Q23> AIFFIHhE: MR

<400> 8
Glu Thr Asn Trp Thr His Arg Pro Pro Leu Arg Val
1 5 10

210> 9

<211> 36

<212> DNA
Q213> ALFF)

<2205
223> AIFB e SANHEHFR

<400> 9
gagtatcgta tggegeatct gactccgtct ttgetlg

<210> 10
Q211> 12

<212> PRT
Q1> ALFF)

<220>
<223> ALER)| 36k SR eIAK

<400> 10

Glu Tyr Arg Met Ala His Leu Thr Pro Ser Leu Leu
1 5 10
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[0004]

<210> 11

<211> 36

<212> DNA
213> ATA3

<220> :
<223> ALFD| 3Gk, AR E FEALER

<400> 11
tatcatctgc aggattctta gactctgtct cigett 36

<210> 12

<211> 12

<212> PRT
213> ATLFF)

<220>
223> ALFT| 454 A RARK

<400> 12
Tyr His Leu Gln Asp Ser Glu Thr Leu Ser Leu Leu
1 5 10

<210> 13
<211> 36

<212> DNA
Q21> ALK

<220>
Q23> ALFF|eg4bk: A s EALEFR

<400> 13 .
tctccttggt atatgactcc tagtcctaat acggcg 36

<210> 14

<211> 12

<212> PRT
213> ALK 3

220>
223> AIAFe4EE. SRR

<400> 14
Ser Pro Trp Tyr Met Thr Pro Ser Pro Asn Thr Ala
1 5 10

<210> 15
<211> 36
<212> DNA

€213> ALAEF)

<220>
<223> ALAFFI 3R A MR FALFR

<400> 15
tctgtttctg tgggtatgaa geegagtcot aggect 36

<210> 16

<211> 12

<212> PRT
Q13> ALFEH)

<220>
223> ALFP 3, SRRk
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[0005]

<400> 16
Ser Val Ser Val Gly Met Lys Pro Ser Pro Arg Pro
1 5 10

<210> 17

<211> 36

<212> DNA
213> AIAF7)

<220>
223> ALFFleqdbid: ARG EH T

<400> 17
gatcctatga cttggacgcc tagtagtgtt atgegt

<210> 18

<211> 12

<212> PRT
Q13> ALFF

<220>
Q223> ALFRI &3 Sk

<400> 18
Asp Pro Met Thr Trp Thr Pro Ser Ser Val Met Arg
1 5 10

<210> 19

<211> 36

<212> DNA
Q213> ALA7)

<220>
22> ALFFFE: SRMBFEETR

<400> 19
actcctcatc gtctggattg gtctecgeat ctggtg

<210> 20
211> 12

<212> PRT
Q13> ALAF)

<2205
223> ALAHHfbiE: Amegik

<400> 20
Thr Pro His Arg Leu Asp Trp Ser Pro His Leu Val
1 5 10

<210> 21

<211> 36

<212> DNA
Q213> ALFP)

220>
223> ALAFIEHER: A B BAL B

<400> 21 ‘
gggtcgaatc cttggaatac ttggetgact acgett

<210> 22

<211> 12

<212> PRT
Q213> ATBH
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[0006]

<220>
<223> ALFP 694k SR

<400> 22
Gly Ser Asn Pro Trp Asn Thr Trp Leu Thr Thr Leu
1 5 10

<210> 23
<211> 36

<212> DNA
Q213> ALFF)

<220>
223> ALFF) 64458 AR B TR

<400> 23
aatccgttta atcagcatct gecatgetcag catcct 36

210> 24

<211> 12

<212> PRT
213> ALAY)

<220>
<223> ALFF|thi6ik: A4k

<400> 24
Asn Pro Phe Asn Gln His Leu His Ala Gln His Pro
1 5 10

<210> 25
<211> 36
<212> DNA
213> ALF3F)

<220>
223> ALAFIe44EE: S BT

<400> 25
agigagagta aggatcctac tctttggtat cctgeg 36

<210> 26

211> 12

<212> PRT
Q213> ALF%)]

<220>
<223> ALAFF|H4EE: A-mAIR

<400> 26
Ser Glu Ser Lys Asp Pro Thr Leu Trp Tyr Pro Ala
1 5 10

210> 27

<211> 36

<212> DNA
Q213> ALF%|

220>
223> ALAF| K. SMRAFHZER

<400> 27
tcgtttegge ttgegactee tgagtetteg cgtgtt 36

<210> 28
<211> 12
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<212> PRT
Q213> ALFF)

<220>
223> ALFF 3L SRk

<400> 28
Ser Phe Arg Leu Ala Thr Pro Glu Ser Ser Arg Val
1 5 10

<210> 29

<211> 36

<212> DNA
Q13> AR5

<220>
223> ALFH\ 6K ARG EZER

<400> 29
ctgcccagta taacgecagca tcggetcatt attcga 36

<210> 30

<211> 12

<212> PRT
213> ALRF)

<220>
<223> ALFR| 6444 A MMk

<400> 30
Ser Asn Asn Glu Pro Met Leu Arg Tyr Thr Gly Gln
1 5 10

<210> 31

<211> 20

<212> DNA
213> ALF3)

<220>
223> ALFF 938K RG34

<400> 31 ;
ccctcatagt tagegtaacg 20

<210> 32
211> 12

<212> PRT
213> ALAEF)

<220>
223> ALRP 3R SRk

<400> 32

Phe Pro Trp Phe Pro Leu Pro Ser Pro Tyr Gly Asn
1 5 10
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