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L. T T B4 0 I8 5o A 257 V205 S 00 R SR 732, AL

(a) AP e i 4L 2R D) B 38—t SPARC BT A, b ik 85—t SPARC HL iR AL 5%
e Gt e 40 i h 1) SPARC

(b) % (a) RIZAZAY] Fr BT IR 88 (58 — 212340 1 N 48 — 0 SPARCHUAA, Hoh ik o8
Bt SPARC PR G 92 Je (0 s 4T 4 48 i 1) SPARC 5

(c) AN TR 55—t SPARCHL A FH IR 55 —H1 SPARC HLAK o5 G L IR A 2R 0] v, I i
TR P IR A7 V207 A BRI RO

2. FHT PS4 0 e XA 257 VR 7 S0 N ) T 1, AL

(a) ATk i AL ZR ) v B 56— BT SPARC B4, Horh ik 85—t SPARC HL iR AL 5%
e Gt e 40 e T 1) SPARC

(b) XF (a) HIZHEZAY) A B AT ad g 1) 28 — 204300 1 I FH 2 — T SPARC FidA, Hodb Airid 26
“ht SPARC BRI S iz Gy (2 B A 4 40 M P 1) SPARC 1

(¢) SR PTIR S —Hi SPARC PUiA Sz B LT iR 4L ZR U] v, W TR0 Xg iy ik A 297 1 7 %%
A BHME N

3. FHF 0N Sh A B R A7 V5 T SR O B T T AL

(a) KT e 4L 2R D) v B 35—t SPARC BT A, b ik 85—t SPARC Bk Ul B
BT PR MAB 941 PRI SPARC AT

(b) i (a) RIZHZRY) Py BT IR 88 () 58 — 212830400 1 I 1 48 — 0 SPARC Hidk, Hoh ik 8
THURR A £ ST RLR AF941 R SPARC AL AN

(c) AN IR 55—t SPARCHL A FH IR 55 —H1 SPARC HLAK o2 G L IR 4L 2R 0] v, I i
TR BT IR A 227 V27 R BRI RO

A T TN S IR A AT VR T SR N T i LA

(a) BTk Agg (42800 2 45— SPARC 44, Horb T 55— 3¢ SPARC Hi A4 iR il o
BT EHUAR MAB 941 1RSI ) SPARC AT ;

(b) X (a) HIZAZAY] Fr BT IR 988 () 55 — 20283400 v I T 4 — T SPARCHL Ak, Hirh ik o8
THUARTR R 2 SR PR AR94T TR 1 G % 5L SPARC AT N

(c) WS PTIR S — Pt SPARC PL A e e LT iR dLZR U] v, WITIOI%F Fridk A 2¢ 97 15 7 %%
AR .

5. M IE T 1697 B h (0 s 16 77 v, A4S

(a) ATk i I ALZR D) v . 56— B0 SPARC A4, Horb ik 55—t SPARC HL iR 2%
P2 e 598 41 1) SPARC 5

(b) X (a) FIZHZAD R SOk i Rg (1) 28 — 212300 v 3 FH 28—t SPARC P, Horb ik 26
“Hi SPARC PR S iz G 2 e AT 4E 40 M P 1) SPARC 0

(c) Un ST iR 58—t SPARC HLIAFH IR 55 — B SPARC HL ik e i Yo L TR 202100 v, T4
it FH BT IR A2 7V T B

6. R 2ET7 V25 S0 T7 B R IR 1 7 32, AL

(a) BT AR (42840 R 45— SPARC i A4, Horb ik 55— SPARC Fp A IR il o
B TT I HTAR MABOAT R 5IfK) SPARC AT ;

(b) Xt (a) LA T F SOFT I g (10 58 — 20 2R 070 3 N FH 28 9t SPARC Hi A, HoA AT 2
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THURTR A £ v R A AF941 LRI SPARC A7 I

(c) AN TR 55—t SPARCHL A FH IR 55 —Hi SPARC Bk fa i Yo TR 40 2R V) v, T4
it FH BT IR A2 7V T B

7. T BN S AR R A 2T T S R IR i LA

(a) X BT id e AL 2R 00 i Y Bt SPARC B4, 2o rp Tl Hi SPARC B AR R A 4% 5 v BBt
& MAB941 PRI 1] SPARC KAV 5

(b) W ATIAPT SPARC HUAA ey Jett Tk 2L 20 B, 84 FRINAT BT ik Ak 297 v 7 R H
BRI 2

8. FHT TN B4 i I8g A A 27325 5 S0 IR NI 732, A

(a) Xt (a) IZHZATIF STk g (1) 28 — A0 2300 v B FH T SPARC A, o Bk 28—t
PRI 2 R HTIR AR T TR ¥ 50 %% 5 SPARC 3R 5 1

(b) 1R ATIAPT SPARC HUiAk fu iz Ge € BTk ZHE 0], 84 PN BT id AL 2207 V5 /A
BH T 2 8

9. BUREE SR 1-8 HAF— I 7 i, o Bk g e B 00 Ji g P g T Ak R i
Joq PR ZR G0 RE B R R S R TR DR R R L R SR L FLIR R BT R A
JIIRG 6 PR T8 PR I HEE J g« M BT mp A o 28 2R 8 008G Ao 8 B JTROJRT « PN 0 Y R e R LR
U T RE B/ IR s B R D T PR 5 T PR EEL I IR LT T SR bR JE R g | T
U T TR e g e e B SR TR B /N A0 M B S A R R T MR L T A
J68 5 LR SO g I RE 4 PR o T A e S AL R 9 25 e T I e
' R o PR B PR A TR SR L BRI T S A I AR R R R L 2 R
VB BER | 1AL 2P VAR T s P2 UK B B 1 e S PR BE AR 1 L 2 P A
[ A5 AT ] b ged

10. AUFNEESR 1-8 W AT— T 7 ¥25, Horh B v 7 7 S A i o a5 b i — sl
ZM BT B SRR SRS (L- YRR ) AR T RRETT s LG S
T NG /S W i IR . 1V 22 R SEH]YT (BONU) A SEw]YT (R 2E —CONU) - 9% 5 )
7T (CONU) B 2 (streptozocin) (FENRAE R 2 ) B IRIESE R VT A R E2E (DTIC, = FF
5 - SRURDKMER R ) B SE Ml TR SIS (2 FFRNS ) LIRURIERE (5 JURMERE \5-FU.
5FU) VIR (SR TE FUAR) P BE Bt ( amsme Fapi A% 17 ) 5 P A BREne (6- 5%
FENE A, 6-MP) (B SRS (6- FRAC SIS, TG) JWEE) Al T (27 - WEEML T iR Al T ) L 5E
PR RIS FIUE Y E VKR (VLB) VKB A 2 VI I (REW ) KAHE
FVIKICE T VB eV T R P D R LR BRI R R D (R R D) VRA R
(EHER) ZHRILE HRER 2B R (2R]ER O MKIALAE REH A L- RABE
q U e S NS E | T N (T 1 NN SO 3 1 [ L S - [ /AN B - Nl L g o
Pl 8 2 P 50 2 ) T8 P 2 ) S 22 25 L A Y ke O T At 0 25 R o e  TAT TR
S L GRS L JRUA L L B RS ST R AR S VD ST RS I VA (R -DDP) | BRI L R A
BT ORFE RN R AR AR P (N- TR PR, MTH) KFEIE (o, p” -DDD) |
FEKEE DIPTSR 2 BRI BN H 7] A JE o i A A= pl ER R0 A4 s R T R

L1 AURIEESR 9 By 753, o Fri 1697 77 e B v 77 A 3800 &= A7 2.

12. BURIESR 9 (19578, oA Brid ity 7 RIS BT G T A 3G B NS R IMNERHE

3



CN 102460168 A W F E Kk B 3/3 T

FR VBN A R T 2R B R BRI & HE S R R PR e P R S
Je PR 2 13 AR IR IR A K . VEGFR2 57 . PTK787 (AR G B 3 15 . ZM447439 .
mTOR F 55 B 408 -2 #0571 B 087 25, v 2 55 =) L B A0 (RapamuneTV) < 23 Mg Bt 5
R EPIEI . Bvs e HLR BERE (Zarnestra) 25 4 8 & B AN I BAY  12-9566 ;
DL R A 1) 22 B mT o =2« i 2 e D AR DUAR R K B v R R 24804 TNP—4 R i — e
BB-94. BB-2516. YD 7 FE i VA fL A 25 —12 s vk i - &R I & A2 A BRI A 0T if &
A2 KR 52 AR B i /MR AR AR R PRS2 AR R 2 O C PIRIGR A2 4 2R AL
T IO ) 2 20 2R D A B 1 SO D AR 5 PG IR R R A AL SRR (SRC) 11
il 7]« 20 5 A £ BESEBE D A7) AMIC S S 1 R IR R S (hedgehog) FHH
I TGF-B (555 FIHIFISHAE .

13, BURIEESR | 8] 5 (7732, o BTk g e L 220 o

14, BURIESKR 13 1732, Horp Bl Ak 2577 7 R A 9 K ok 1 2 1 456 B SR AZ B
R

15, BURIEESK 2.4 8% 7 07732, HoAr Brid rides e B e o

16. BURIEESR 15 (17535, Sorp il A0 227 v 7 ARG K ORL A 87 1 45 & LR A2

17, BORIEESR 1,35 8% 9-16 FT— I 1) 751, HA BTk 5 —HT SPARC %—T¢E$ﬁl§z?—
s

18. BUFEESR 1.3.5 8k 9-16 HT— I ¢ 75 v, Hp ATl 25 —$H1 SPARC Bk 2 £ i Edi
s

19, BURE SR 1-18 W E— T 7732, Jorh 7 1) 1Rl — 20 2R 00 7 b R g A7) A ik

—3Pi SPARC PLIAFI IR S —H1 SPARC BRI S,

20. BOFIEESR 1-18 E— Ty ik, Horh 7E s A RIALZR D) b3 g AT ) FH 28
—Pi SPARC PLAAFIEE —Hi SPARC HLik R Gt

21. BURJER 1.3.5 8 9-21 HT— I 77 %, AP TR 58 —Pi SPARC HiLiA & MAB 941

TS
22. BUOMIER 1.3.5 8L 9-21 FpAE— T 7 i, He b BTk 58 3T SPARC HiiA2 AF941 £
JEEDLR

23. BUREESR 1-22 WP AE— T 7, Jorh Brid s N
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i F 471 SPARC HUR A T Fi i %ot 4 52 7 S 1Y S [ B AR i

[0001]  AHOCHIIE

[0002]  ASHEIIEEISK 2009 4F 5 H 28 HERAS K3 HIF I %A i No. 61/182081 (HHiE ik
IR BEARIEAAR ) B A

[0003] KM &

[0004] P& H & &M R & e (WO EIERE A (steonectin) . BM40
8 SPARC) (7E T 3CH AR A" SPARC” ) J& 5| & 4 B TE IR 1 o522, 10 ol 40 i J&) 300 3dF Je 9
H. 52w g0 i 4h 3 R S R L R AH O 85 B it (Bradshaw 25 A, Proc. Nat. Acad. Sci.

USA 100 :6045-6050 (2003)) . Fi SPARC Z& [Kl T~ 1986 4F #f 72 [% (Mason %% A, EMBO J.5 :
1465-1472 (1986) ) , 2K A SPARC cDNA T 1987 4F4k v & FIIF (Swaroop 2% A, Genomics
2 :37-47(1988)) » SPARC [{JFRIX 32 KB W H, IF B F L0 T 1EH KB B b 8Os 4 e v
W EE AL R R IE . B, ST SPARC SR A IEAER B HREMFhRE (&
W, %5 40, Lane 2% N, FASEB J.,8,163173(1994) ;Yan&Sage, J.Histochem. Cytochem. 47 :
1495-1505(1999) ) .

[0005]  SPARC 7E JLF[R 28 Mg v 4 b3, (B AEAH M ) 1E AR P AAETE (Porter %A,

J. Histochem. Cytochem. ,43,791(1995)) , SPARC K iE 7L 2 Rl iygd (4941, % e - P £,
G IR ) P aE S FERBE S, B0, SPARC Rk S HIEAE S, R T2 8
B S I 0 (AR 28 55 D e AE DR T TL S IR DR Rg (BRI i8d (less superficial
tumor) ) KK B F /K1) SPARC Jf H B RE RIS (20, 141, Yamanaka 6 A, J. Urology,

166, 24952499 (2001) ) » 7EM SR, SPARC K1k H 5RIEHAHC (S 0L, U1, Rempel %
N,Clincal Cancer Res.,5,237241(1999)) . tH{E 74. 5% (WL FLIMEIR G (S0,
#11, Bellahcene, 2% A, Am. J. Pathol. , 146,95100 (1995)) 1 54. 2% FIFLIR IS S48
(Z W, Hltn, KimZE A, J. Korean Med. Sci. , 13,652657 (1998)) 4l 3| SPARC 3% . SPARC
FE A5 FL I KRS AH DG (2200, 11, Bellahcene %5 A, [A] | ) , iIX 2B SPARC &
BRI (breast metastase) X T8 IS FIPE I JRL AL

[0006] & A {5l UF Hli, i& & 7k SPARC 7 Kt 28 5 4t vp B A5 B )i 83 v 7. SPARC & 7E G1
rh S A BEL A A MR A 0 1 AR B R P D 5R) (Yan&Sage, J. Histochem. Cytochem. 47 :
1495-1505(1999) ) , I H.CL 7k SPARC #1155 3 B R IAAE AR HMEE Y 55 G o 1 il 7L M s 4 JHu. 1
§E (Dhanesuan & A, Breast Cancer Res. Trea t.75 :73-85(2002)) . Z4LiHh, 45 SPARC
AT LARAIR BE AR 77 22D HOSE (N BN SL3R 10 b Bz ) RO S0 40 a1 3558 . b4k, SPARC
P UM S A B A B T R S AEAE T AR Wi S E R 40 b ) SPARC A2 44 (1) HL
fliEd . O A$EH SPARC 52 AR K 456 n] g fil & A 23U0 | 15 5 3% R 42, 40 1%
S H PRI EITE D B (Yiu 28 A, Am. J. Pathol. 159 :609-622 (2001)) . i % 5 7= ik 1#)
SPARC 7EK W T R B A S Y 2 4 v AT M F i) 10 87 28 Rl o HL 2 =25 ek /D A 2 BT iR A=
(Chlenski 28 A, Cancer Res. 62 :7357-7363(2002)) .

[0007]  HATEERA 3 MRR 75 FAR ST EN ST IR — B ARG T
e o AT FUN VR TT FAEREE A 2. XTI 50 %6 BEE M A, A AT 1B 2 Wik, £dAT)
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NP R RO TARIGIT RIE S o O 7 VR U EIAL e (17 SR mh 30 1 i A SRy
PRI A 20 IF B oA e i e e 3 e 28

[0008]  AL2Ayy VARG AN ML R oA Mu AR AR . A 7 VR T DU R, (B A &
(RYEIE A, 8 X i AR 4L (WBC) W ik PR S ke A B P8O o R T AR = M I 1R
F» BRIGF 290 R AN BE R D L 58 B SE B AL 25 P iR T B A7 iR S I EIE R ] &
WA (AT TR I E ELAT AR A S AN ARG T I . RN, SALIT FIAH S A
AR P8 2 I 2R 25 ) 250 BRI e B 1t (DLT) o i, R 4% 2 JLAP i Jes 77
(IR 2585 5-FU. 2 TR FiHL s st e 2=, BN 2 A ) 10 Z5R 2R k=
Mz —. 2T IEESEES CInE™ERNE ) ] SR RTT , 8T Z R H
0 T7 IR R 2187 o L0 M R RO A 27 VR R B 22 R i 52 P 28 T AL 28T
o PUIE 29 B A R SR 25 B 22 KRS St S kS o BT 25 i B A 1R 1
REFEFEARE UL BRI . 51 EIE R iR 2 S0 5 M/ T 287 i T
PR A U — 3000 29005 IE R 1) o Ak 287 T 00 Th R PRI B gt 245 40 4 S8 A8 A 10 8 B B T
P A

[0009] P F-JihE (1™ SRR 1, BRI AZ AE XS SR T AR A 25 7 VR AU 7 V2 e e P
() RS BB RS A AT I ER TR E BLpRHL, %5 T 540 25 P AR K e EEIE A, A7
55 5 WIS A R e X 2 1 R S N AN AR S 7

[o010] & EMLIA

[0011] A& BI$R4E T JE TR H —Ph sk £ FiHr SPARC iAot s 223 0] 1 (1) G 3% G 6 7
T340 (6 B8 X6 A 277 V255 SR W S N SR FH AN 28 730 S 1697 s 7 i

[0012]  FE—ANTJ7 T, AR B AE T TN B4 1 IR o A 27 1 2 B R NI 7 4 LG
(a) XTiZ MR 4239 A Y 55—t SPARC Fi A, A BTid 55 — BT SPARC HULAAAR 5 o s Y
IR 41 i (1) SPARC 5 (b) X (a) FIZHZRYI Fr sl I8 1) 5 — 21431y . 28 3t SPARC $it
A, T BT ik 25 Bt SPARC HUMAAR 5 S ie e € e 41 4 40 M rP () SPARC 5 A1 (c) R Tk 5 —
Pt SPARC P AT TR 5 —Hi SPARC P ik Sz Yo B R 402301 Fr , WITHOI % ik Ak 2257 V2 77
SEIRIBH T SN

[0013]  7E 55— J7 T, AR BHERAE T 000 20 40 1 Jr g Ak 257 55 S ) IRONE I 42,
B 2 (a) SHZRE B ZH 2] B B 55— 3t SPARC FiodA, Hdh Bk 55 —$i SPARC HiiA4 46 % 5%
Lt 8 40 i (1) SPARC 5 (b) X (a) BILLZRYI F sl IRa (1) 28 412300 v 3 FH 28 Pt SPARC
Pk, Hom TR 55 5t SPARC P 56 fo i Y (i 4T HE 4l i (¥ SPARC 1 (o) dn STk 2
Pt SPARC FL A Gz Ge o Frik 4123 ) Fr , WOISH0IN S B ik A 2297V 7 S KT BR I SN o

[0014] 7555 —ANJ7 10, A B AL T R0 20 40 1 b Jed Ak 27 15 T S8 ) IRONE IR 7 42,
i« (@) XZMRE A ZAY) 7 B 5 —Bt SPARC B ik, Horh il 55 —H1 SPARC B A YL 4% 5
SLREBUAR MAB 941 U SPARC RAT 5 (b) X (a) IIZHER T A SR 1) 5 — 2R U1 i
55 B0 SPARC P A, Horb BTk 55 —HiA R 2 s lE BTk AF941 U] SPARC AT AT (c)
IR TR 55 —$1 SPARC HLAFI TR 55 —H1 SPARC HL 1A S Ye o Frik 202300 v, I il &t iy
AR 2FTT 07 RIS SO

[0015]  7E 55 —ANJ7TH, A K BHERAE T 00 20 40 1 Jr g A 257 507 S8 ) RO 1A 7 42,
1 : (a) XTZIR B2 A 55— BT SPARC Bk, Horh ik 55— SPARC HUAA TR I 4 &

6
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SLEDUAR MAB 941 SR SPARC RAT 5 (b) X (a) MIZHZAY) s iR s — 0/ N H
% Pt SPARC Bk, Horp BTk o — PR il ek 2 sl Bk AF941 YU 5% B 7 SPARC &
A7 AT (e) W R ATIR S — Bt SPARC HUR G2 Ye COZ ALZR UL F, WIS AT Ak 2797 V5 521
BRI SR

[0016]  7E 55— U7 TH, A K B AL T R AL 22971207 S3657 s B I8 18 77 1%, LS
(a) Xz MR 2200 Fr B 25— 3T SPARC Hifk, Horp BTid 55—t SPARC FLAARAR 51 5 1% Y
8T 40 1K) SPARC 5 (b) X (a) IZLZRD) A sl i 19 28 — 22300 v I FH 56 — BT SPARC 1t
A, Hodn BT ik 58 9t SPARC PN 56 fu iz Ge (0 s T 4EAH ML ) SPARC 1 (c) WA PTik 25—t
SPARC L IAF I I 55 — Bt SPARC Pk Gz Yo T iR LR UIE , HS 4 it F B Ak 257 157 %6
[0017]  FE5— U7, AR B AL T A 22771807 S3657 3 B I8 18 77 12, L
(a) X BT i o es (I AL 2100 1 N 56 — Pt SPARC A, Horb fIrid 28—t SPARC Hi A4 TRl 4 . 5o
FEPTIR MABI41 TR K] SPARC KA 5 (b) X (a) HIHLZRY) A B e 19 55 — 02300 v W
% 91 SPARC FtA, Forb i 58 —Hi Ui ik 2 se TR AF941 YY) SPARC KA A (c)
WA TR 5 —H1 SPARC HLAAHI IR 5 —Hi SPARC Pk Sz Ye t frik 4 2R V) v, H4 it FH 1%
W2ET IR TT & o

[0018]  7E 55— N7 1, A K BERAE T T 00 3 4 1 o 88 XAk 227 207 & 00 R N 1R 7
W, ALHE 2 (a) KRR ZH 2] F B T SPARC Fidk, Horb BT $T SPARC HUAA TR il 4 5 53, [
Pk MABI41 I SPARC RAT 5 (b) Wi BT iR Pi SPARC Hiik i Yz 2230 Fv, B4 T
TR P IR 227 V7 BRI

[0019]  7E 55 —ANJ7TH, A K BHERAE T TI0I0 20) 40 1 TP g Ak 257 1457 S8 ) IRONE 1A 7 32,
i : (@) A (a) BIALZRY) 7 88 B 5 — 2300 v BV HT SPARC B, Horb Pk 55 —Hifkil
SR 2 v BLR AF941 TR I S B SPARC A7 ;1 (b) W5 BTk $i SPARC i 44 s Yy
AR WA BT i A 277 1k 7 S8 B B

[0020]  BLAHh, A BT AL T B T PR XAk 2597 v SIS K 7 vk, SR BT A
Jo A BB R SR e, OF ELRTIR VR 7 ARG R Bk S —Fh a2 A LA A A A A
WS GO EAZEE . Y PR R 2 B s i, ey 7 R 0 E A 44
(R AR URE A2 B AN 35 VA o S I IR IR 2 R SR I, Pk 27y B HE it FH 1 8
BEEREN IR S e Ay IRt

[0021]  H AR BHER A B T AT — D O VAR b Tk il FLah W) N i 01

[0022]  JLAPff Bl oA

[0023] 1 Bon BEZR I AT 2k

[0024] 2 R RN i ek AR AT 2k .

[0025] 3 W R B SR AR A 2R

[0026] R HIFFIA

[0027] )83 ) SPARC RISIR B 2%, Horb /T £ pl 04 B 78 SPARC 3R, A0 45 W) B 40 d « i 4F
YEAN B PR JE AN ML« 1E 5 L R LR . A B iAok 6 T SPARC X T
[R5 M 1 5 SPARC RAEBEAX ARG 7o A BHERHE T 4387 SPARC RIK I &5E T73%, ik 77
TR RS SRS B H TN T RS X VAT I RO

[0028] 4 AR SCH AR A, ARTE I 72 R A B AE AR K (neoplastic growth) (HEH
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SR A B (g2 R BN GEMER), B RREGIERHEBLL ) o A
BT AR FH IR, AT e R R F O 2R 23X 1 AR R4 I 1 22 B 1 40 i O 15 5 5 | s DA
CAREAE 3G AR Pk B A . A R L 2O Y e il VR T AE R 2R, Bl ey
SERFAEAE 5 AN FDE Y o SE8REI 4 AS— R AR (B ZURIEN ) L 9 (454R 218K
WO E SRR s 2 R I 2RI ) Atk L8 (b R ZURIE ) « CUAFE 200
Z RN FER BT, JF B R R 38 B LRI W] 52 5200 o AN BRAIFEE 1) 52 X, S
(%) AR S A5 T AL G JR 220 S I A TR A e e T Bk R A I B TR L U LR
P22 TR A 78S 4 PR CL R R AR 40 R Mg o 1) A2 S (R E 2 1 () 4 B FHZH 2R
S AL B AR FURR R BR S OSSO, U AR, AR, AR T BIR L H, Bl
SN 75 NG = G EZ N 57 N1 N AL EZE RN IRV 78 - N = /1 BT I S R 3
P 3 WA IR o RTIEFEM, S R LLEA 2 L BAN B )5 & &t (unknown primary site) (CUPS) .
[0020] A SCH AT A I, “Te 40 ” 23R C AL FiE I H AR AT LS Frid 1L
AT AT RO FE 5 52 B T 40 e

[0030]  GnAR SCHP A AT, 245007 A2 RS 7 AR S5O IR T 2 AR BN A2 1R 3 i FH 4 &
Yo PRGN AT LAk 2% AE B BN, FF HL A8 2 B 52 i vT LU N BEE N3,
B an G RS s S RN o BTIR AL A ] LS A o™ AR B AR R I 865 o A
HCRIE ) BA AR 7 T8 N WL TBUOENL Y T ZA T EFEA IR LR 25t
Tk 2 IR 8 A BB B e sk b 2D —Fh A . BT 25500 R E A RR Sy R e
Bl 5 252 TR 2 IR PR 2 A UM R o

[0031] QA SCH AT FH I, 24 2% b mT 52 (R 500 B0 8 AT (] R0 BT A 9 70 23 O oL A
A NPT F PO A 57 R PT L B 7] S R IR 7745, AT iR 5 A HE B A . A
R RT3 G T 80k P IR P UL P B P 8 IRt P o R 500 mT i FH 1 el o) %
T BV B VR 3 AR T T T KV TR B B o G2 I P T o186 2 700 1) R s A A ATk P
LA

[0032]  GnASCH AT AE A I, 2550 0 “ A 30 Y SR TR H 2570 E Re i I BIFEA A 24
W) B IA) S 3500A T AT R 33802 25 vk B o 3 T B e T X L 3 R 1 I 2 R L B
TR 2550 52 3R 38 A8 PR — A fg BeR ol PE R o ] SR8 “ 25 B B
=7 I E T B AR AN 51 1) RE D736 N I R AL o

[0033] ¥ ik e 40 M P A 4l 0 DA X4 02 IR R T T R BRAL 2T VAT “BBURR I B ¢ AL
PRI (Z6 T Prik 7 S35 e 40 M s s g RS /b e e AR CRITIE et of A8 26 J )
WD) F/ BENEIEREIEE T ) o DUIRTT J7 SR 40 B mT XS ik 75 S ANES [ B I Hon] 4k 4k
BUYE o XTVRTT T SRR IC T 40 MO m] 0SB ik 7 S A H RN, AT 3 35040 BB T I ROST 19
NGRS R AR (IR By ) B R IR o

[0034] QA S AT AE T IOR TR “ B3R 7007 TV BEIT T R “YRa IR Y T iR A tE A
7~ B VAT BRIBR YA T7 o« “ TR VAT 7 1S40 A U A g s (A9 2, e e Bl L At 1 A=
MEPORG ) B R D% B RE s FL R B ME . T AT I B RS O BRI Bl RE )
SR VLR G A A T e B E I R o AR SO T AR “ =18 7. “IR9T s
BT BT HEVRTT 7 MR T O T HEH U v BOME SRR T AT PRI L B A T A R R
B, AL HE it FH 216 4 DR ey o8 SO RE (RRER « &R F s Al I F R S IR T TRV T
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AFEHAIR TP AR A7 VR R RT3 VA BHRIBIT T & (alternative
therapeutic regimen) FIHZH 4.

[0035] 4 AR SCH AR R, AR “AR50)” B “ 2547 B YT R A e M BE B VR YT I R
4L D) A E PRI G A K5 7 BN AE DI R0 i 4 B ) B BB (e
SEMFLENY ) 40 M A S & AR B . TN B2 nT DL AR AR b ik B 4
GHAL IR . AR AR BTG IR0 AU TRk A2 VAR

[0036]  4nASCH AR I, 7 AZEITEE T R B bR SR I 40 iR Ak 25T
o AFAEARZ PG IR B AL W] SRAF I IR 227 V230 o AT DL DABRSE v 57 2 52 138 i
257230, BT LAAE — BN R] Py LLSE /) (R 5510 82 0 FH T i A 2297 350 o Rl A8 — Ak 7
A CHR—3 G4 (single—agent therapy)) sRJZH-& 48 A — R 7] (BES A
7 ) o P HIAT Ak 257 VAR VR T SRR A (P RE o TR REh, AL 2R v S A Y
[RITETT 9 W AR SRR U IEBORARIG T (B Sz yyid ) AEaEH . hah, nE AL
ST HARIGR) (chemosensitizer) 1B 5027 AN B AR R IEH o

[0037]  dnASCH FTAE AR, 7 AEESTEASR T B Bu g e R H TR T R T Hod
W B A B A NI B T 2550 22T R R IR S AR A HE B AL TR LA 24 R AR
V)R FFE BRI SR A o A AR TR 5. el 00 i SE ) A s B9 dn — U R
L% (mechlorethamine) IR IENL R B BL L SRv5E (L- WDRIRG) T RRETT s &
A5 W RZ AT P IE S %2R (methy Imelamines) 9 U175 A = S U FIERRIR 5 e SE T R B 25 491
WANZ s WASZEIRZ IR 5E5)7T (BONU) L) BE7] YT (2L —CONU) W3 ZE 7] YT (CONU) it
Felk B (BENREEZ) sDNA & S BRI i B iR M — I 0T s 0 =2l ik R i (DTIC,
TR - SRUA - DKM B ) R B o B 24 R S A A e PR IS AL ) R
W (IS (amethopterin)) sWERE S F] WITR PR WERE (5— FIKMERE , 5-FU, 5FU) + JiUIR
T CRLAR TR, FUAR) BRE Mo (Mg BB A% AT ) A vE A s md A 1] 27 e
e (6- FHIENEM, 6-MP) (B LI5S (6- Bl YNERS, TG) FmEwIfh ] (2" - WiwEil ], Biw) b
T by JEVE RGBSR b S A B R A2 Y e o AR I SE AL R R A
LB AR (VLB) MHKFEFTB - SRAZ e R A ZmAZ I M 2 7 b 3§ (docetaxel) (ZR
i) R AR EFE (epipodophyllotoxins) il WHAKFEIH T AU JEWI T = 4 B9 1 4h 4b
B R ST B s R B W E B % D (dactinomycin) (£ % D (actinomycin D)) .
Fe41 %% (daunorubicin) (1 1#4% % (daunomycin) «Z24[ % % (rubidomycin)) 2 LA,
HRFR LHUER (LHUEZRCO MKIALE KFILAE (epirubicin) EEFIUN L- KA
JEH s UL AP N R 5 FB TR o« A4 3R 20 SE RS HORN I SE 4 R (e 25
BB O S B an A S B bR 5B E R B 2R [BIEESR (adrenocorticosteroids) 4l
WK JEAA FUAE I 3R] 5 2R3 22 28400 OO IR 528 29 ) IS 1 P 0 2 I R S 12 PP b 2 I 5 V32
S A8 T s B T R R TS LA R AR G TR 5 S5 25 55 B 490 At B 3 S5 AR S gty e i 2%
A5 a1 TAT 1R S i R 3L Y S22 R O 5] 5 B 2= RS B g At e R T R i R T
RO A W TR B AR o TR AR B S AL HE VD ST R i s B IO 4% 46 T
()5 ~DDP) « BLyLAIEAFI 40 5 8 W20 WK FC R s AR IR 2 2R 5 TR - B AT
AR ELUE (N- TR EIE, MIH) '8 B BR B2 e W k9E4H (o, p” -DDD) 2
EOKKE SRXR A0 W DLy 7T s AN S R B A 50481 G £ B B o AT VAR X A
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At S A1 1 3] 42 AR A FR DA e AT D7 v (RS 2R 7 &) X T AU,
RN G2 CER . BARHE, MR A% BAE H 18 A e 25 P AR B R B A TR T R a
SA AR R R AL B

[0038]  Abraxane™, %A ABI-007, f&—F it ik AL 457 5« Abraxane™ f2 2 AZBE ¥
B A4 A IRk . R K EERR, (8 A PRPURLE A AP N S BUR
RIITE e JE IR ST, O BN Abraxane™ (R4 IELE T 5 Taxol™ AH LU 9/ 19
BN . B, A T4:57 Abraxane™ [ B N FETERTIRES 2,

[0039] [ 2 3 4 K Uk il 3510 (%) 5 — AN B A 5 T 2 U A S A B FLAGH, ik S
XF T Taxol™ W] f& R FH A AH Lb, AT DL SE0 21 1) B e FH B =i ) i K R A2 . R T
(i) SR 5250 & (300mg/m?) , (ii) BRI, (ii) B0 R MR ] e
(availability) Fl/ 8k (iv) FEEHIAKR PRI Abraxane™, 17 7F AT 7E SE AR Hh SEIR S 8 D) 2
[RIA RETE .

[0040] AR ST AP BITAE FH IR, ASTE: IR TR T 487 BN TR 2 ¥R It U 45 LA R A
TR T IE S A (A B AR AR, (B B0 M A0 T R R AL R %
B2 (DNA) o BRI, JEOH 7 15208 L 3 5ORT 440 L FBE R A% i DA R G At 4 J 25 EXDBREOR o DNA 453 4 38
WAL — WIS P I SARE R OURE T 2 . IR AL, W AEAE DNA FIER (IR AT I, 3 W] B R 4
MOThBE . BT 8 282, DNA 153 4% IO AL o] A8 4k, SEARG A= 2 80N R A s eT AR 4 . 8
wn, Bk (DT P ) B4 DNA 9 H B 58 K IARR 220 . B iR S S 3
T L 3 R AN MK S A AR R R T A RS B B SRR VE B R B T AL U IR PR R
FH MR AU (R B AMESRIR ) FIUT PR B AT (A AN B N SR O R ) 4
o HMERTEUR H X— B2 / B0y SR A, AT B B RO R R U R R, AR I
Bk v $8—RES o RiFE B kit

[0041] & W] 5 JC5S 77 v S5 Ak 97 iR 4L & A L Ak 22 7 3 50 VR R S AR
(radiosensitizer) . @& M T EE B BAREEE T iy BER RN 18 ok 25 re e i 41
LR B T

[0042] A SC BT AS T, ARTE “BARIRYT 7 &7 BB YT Y AR 9 n AR ) S
PR CALHE 2 IR oK AL SRR A s N R 550 ) B AR R = R P
A R T 52 AR I R S ) (00 Tressa™(FH AR JE ) L Tarceva™ (BB HJE ) .
Erbitux™( VHZ & BH0) P e TR (Gleevec™) B2 FARINHIF (1] a0 i 244K,
Velcade™) ;VEGFR2 #l) ikl 771 45 t1 PTK787 (ZK222584) « 4% 't 1ty 900 i1l 570) (451 41 ZM447439)
TN E RIS EE 7 mTOR) HI IR I N4l —2 (COX-2) il 57) . B A 25 2 7 il 57
(ol an VG 2 55, B WA NS (Rapamune™)) ¥ We BEFE 56 B Bg 0 700 (o) dn kv Je, AR
R (Zarnestra)) ;2 51< J& 82 ARG D17 (41 BAY 12-9566 ;B B AL 1) 22 25 ] ==
(tecogalan)) ;L% A B3 5] (50 Avastin™ ( DUAERERHL ) 5% b vk bR i S5 ALl 40461
TNP—4 ;2% =M sBB-94 Fl BB-2516 ;¥ 37 EHE s 45 —12 s R IE KA BE s R Xt
i10K= o8 S 7 R A1 = 4 o i v e R YT 710 N I 1 RN i A =X o o o e s e | I s 4
I AL 73 2 IRE B P (mitogen—activated kinase) #HIF. A€ 73 2 gL E E
TR ) 5 B R B A AL FE IR (SRC) 3] L 4 2K 1 i 2L R Bl 0 4R35 /M
5 SR FIEIF I E A (hedgehog) FHIFIFI TGF-B 15 5% SHIHIFI. Lok,
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SPEFIE AT AN 2 — P ERIEIT TR . S RAEE L+ (chemokine) &L+
(chemotaxin) 40 MKl ¥ 3 4 Mo/ = BRALR R+ o 18 A e VB R Ie B dE & TR T
IPUARIMIE B v BRE AR e M e R s P50 s 3% MR e M S e 7 i s 4k F 5 7
Fo Ak, B AT E AR AR TAE WAL 25 SR ) a0 2 - 1 IR, B4 R Lo+ 2 IR Bt
RIS o TSR E A G b i P R TR BRIV TR, B 5 AR SR R 1 At
BT T R BAE M. HTEAETT 7 SRR TR T 77 SRR At
S 1 5 4% R RS AR UL R AE G 5 (RS 25 R 5 &2 ) X F ARSI E AR 51k
e O SeAh, BRE a7 ARG T 77 58 AT H A 27 2 R A AR 350 e s FH 7 3%
(ARG T2 ) AT AU AR R B2 S

[0043]  H{A, 1& 1 AR TT 77 S AFEEA B A5 4l fg 2k i b i 2 1 B an
BEXE Her2 (f5l4n, I Z R H41 ) « EGF B EGF 5244 VEGF (40, VIARER 51 ) 8L VEGF 5214
CD20 & PLIR. 1GIT AT AL5 A SAMABIE 40 R T RO 40 BB N i 4RI T i
S0 M AL T A AR A R — sl 2 I AT B A BB B B A, SRR B AR Y BeRT
DL SE 3B 73 Fe Zifb k.

[0044] WA FAE K], ARG AR P A" RIRESE T EMEia3 Bt AR A
FIIE M7 R A A SRR I o WSO BT B, “ e e e 300 /7 ¥R A
PR S AE S 4l B Rty / 40 A P 28 511 45 6 i T B AL 2R 00 A 1 40 IR0 40 e 25 R e
WIARSCH AR, S 17 R 507 st Gyt —45 0, ] it s T B4t 4k 4n g
T % E 368 40 B, >4 P A SR AR N ol o S s A s iy, AL 2R ) ) R U o % €6 1) 5 A 1 47
RN Y HA 3/3 HIR AL, RN Hoph g5 i g - 2 1/3 (s sE R 0/3 (08 ) 4
o

[0045] G AL BT AT ), ARG “ R AL SEFe e BUik &5 & 1 = 4E 251, e il 2 Al b ik 4
] ()2 TR P41 o QA ST B A IR, ARTE “ B MAB 941 5 yg FE BT R IR AL 2 F5 4
MAB941 B va [ Hifk (SPARC HirifEHifA (R&D Systems,Minneapolis,MN), H 3% 'S MAB941 4%
411 SPARC 1 I LR 741 o

[0046] WA AT A, “ Sz WERAL” IR B L PiE 2w EHUNTE Dl KES
RENGEEW =Ygy . BARR, PrikR A0 STR A 2 s DU 1 e 4 07 2 1)
Yot o A S A AR ), RS “ 4l AF941 22 50 BB AR ) 1) 0 %8 5 1 SPARC R J2
Teul AF941 £ 5 PTG DLk K5 & 1454 1) SPARC IR ZL IR 741 o IR, X 2 SPARC
RN TR 7 5 I 256 A0, A BT L% 21 1) 3 e (0 R R 3 o (SPARC 22 b B i 4 (R&D
Systems, Minneapolis, MN) , H &5 AF941) .

[0047]  Xf 1" Higk” , Higde (CRR&IH ) SprapEbiis. Z ik, Rk 2 RBAE. £
R SR (R, SURE S HEBLR ) o BUATT DU BT AU NJEACHTIR S i & Prik ek
VR T AR U . DR e R G A R B, R UM RN &5 SR e PR . 4
PUTER T BAVF 2 45 G0, WAL, Hoglk ZMrdiik B COR . e e 45 & AN R SR AL
[P — R iR B A RS Bk, — A Pus T B — A A Bk

[0048]  PriELFEA KA BRET 14> 7 Bk A K A ER B (1 40 110 S 8 v PR3 40, B e
R A H R PR SO 7 PR g5 G AL 1) 4 SR A FREA e A S B 5
TS BEAH I B & Sz P A4 i HL A0 e
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[0049]  ASCH AT Rk ER T LORAFTRISE (440, TG . IgE IgM. IgD I TgA) BLIE
5 (fltm, TeGl. I1gG2. 1gG3. 1gG4. TgAl Fl IgA2) HIGIEIKEE 4>+ SfEike Hm R
TAEATH R

[0050] 7 BUiR A B R KPURKIE T, %5 0 de e T T A ia e . “Pifk B @
TR HPUREE A X B AR X . Frik A B SR EL4E Fab Fab' (F(ab’ )2l Fv B s Uk
(diabody) ;&MEdifk ;i id Fab KA SCE AR B iR 8 (BT -1d) Hifk. COR ( EAb
HOE X ) R e M 45 G 4 ML PU R R B PR BUHCE PR ) R — R R A S S
J B ERBEUAR S S FUNBUR Y BOR R 205 e B

[0051] AT KR s FEDUAR B AL 4G “ iAo ”, Horp ESEA / BB o 5
VR TR 2 Pl E T e DU AR S 8O 28 BT A AH R Bl R, (7] B K H AR50 75 5 kU
T I al g T 1 — AR R R SO S BT AR A I 7 91 AH R s R0, BLAO R PTAA )
%, AR R IT B R A E T (35 E L No. 4, 816, 567) « A CH I H KBS HLIA RS
AERIFTAEA R (i, ISR ) 0] AR 45 M R 456 8 7R E 2 X7
G« RAFAL” Btk

[0052] " HUARMKHEEAN ML SHOAN ML ERE " F17 ADCC” Z¥a—FP4i i/ S R Y, Ho
Kk Fe 24k (FeR) BIHERe = M40 s M 4n i (A don, RAR ARG (NK) 40 e 4 e
WEAH AR ) DU SR f b 255 R PTRIF HLRE 5 5 | A SR A0 f 1 24 . A3 ADCC (1) 3= 240 i, B
NK 40 e, H 2614 Fe vy RITT, iy A% 4l 215 Fe vy RI.Fe v RIT 1 Fe y RI11. A T ¥F4h B 114
T ADCC i 1% , AT REAT R 4H ADCC il 2 (SE1E LA No. 5, 003, 621 ;36 H £ H| No. 5, 821, 337) .
FH T BRSS9 098 FH BG83 40 i A8 1 i sz 40 e (PBMC) FRAR Al (NK) 41 i
[0053]  “iF5 AL T BT A2 51 HS i 40 Mo i e vg YRR PL AR . AT 7R MACRT 5 35 240,
AL FIHE DL T W0 2 AR SN0 M FE T, DA 23 FHT AR 1 40 B A 0 48 e &5 14 (ADCC)
S AMARKREE A R EE M (CDC) 5 SIOgnusbT . Bk, nIfEH KGNS (BY, ZEAMAARAE
TERIME LT ) T8 RN 4 AN AE G 00 T @A T A BB T e » A T i€ ik btk 2
13 BEE TS AN ML T, TAHAS TR AL B () 48 M v it ansd i ik I 2 (PT) & 3 i 8K TAAD [
TNV I SE B . 5 AL T FIPTIAEAE BT474 My PT A 2 15 5
PT A RIPLIA.

[0054]  “iFFAMIIT” P EHE SR AL IET: (iEdRBEE V454 DNA
(R0 BEAL A0 M4 4 - P9 TR (1) S0 S 40 B e 28R/ BB 3R (RROA IR T /MR ) 7 Rl e
(1)) Pk,

[0055]  GnAR LA BT AW FH IR, “Ab 2 SRR Bl BB R S AT G SR AL T VR TR TR R
BAVETT T7 B BRIT BN, AT i b 28 V6 77 BRI D8 B 2570 o 3 mT a8 et A9 G 2 —
BN [ Py g RO g 47 A B B 1 e A6 e B 3490 G N SRR 45 28 s ) v v 9eg B8 4
Mt va T BB E BTt B, X ANZ 2.4 3.4 4 54 6 N H L XFF/NRNZ 2-4,
2y 3-5 B 4-6 Ji . W FARX TAEMEA ST VEAFLERE O0 T R yT BUstE sih
&, VA7 BRI IR 18 0 BT ME IR /N A 2 10 % B 5E 22, 19 in 44 30% .4 40 % .24 50% 24
60% 21 T0% 2 80% B H L 24 2 15 A 315 A 4 1520 5 1520 10 £5 49 15 1554 20 £
B (7, B ATRYT A A B 5 2 mT A IR B30 40 A A T YR T BB . YR IT TRV IT I
TR B I £ 7 AR AU P A2 R, FF HAE ARSI AR N R ARBE I -
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[0056]  AIE “HK”.“ L k7 R« 57 W AT, 3 R e b R e 45 i i ik
Bl IKFRIBCAR (isostere) (EAEAMIRIIREE ) (LRI 45 IR HERM AN 0 1A 28 ek Jo 6] 4 384 Jn 114
) M ERN 2 DN EIERA RN EY . KT EZRD 2 ANEIER. et
RARTT I, BB o n L, B ok Ak Y 2 R0 AL S A AR R A T AR SO i g A
FAAERR KB U B AT A2 T IRt 7, A8 IR R i L 2 R R I B A s sl 2
Ao SR, AH RSB PG v] DA R 8AS R R A E T4h 2 MK LM .

[0057] Wi AIRYT J i

[0058] A BHIRAL T H T PN B () s 3ot Ak 247 20 6 A I B R 7 15, FErp g RERS A
S S G IR A1 W Hh ) SPARC R/ BROBCET 4 41 B (1) SPARC [ —Fh B 2 FlbT SPARC ik
it FH T Bk e i — N Bk 2 N R YR o Bl RT3 FAEAL 2R D) 7 o g2 31 1) S 5 Gy ok T
TR BT IR 2271207 R R o

[0059]  {E LSzl 77 b, AR ATRAE T W R ik, S (a) ¥ — B SPARC i H
TR 30 s Hodr BTk 28—t SPARC HUARNIL 26 G 92 Y (283 40 L = 1) SPARC 5 (b) X
(a) BIALZRY) B B 55 — 42300 v N S — 90 SPARC FifA, 2o rph BT ik 45 — 51 SPARC #1
AAAN 2 B0 28 Y0 F 4T 4 40 0 AR (K] SPARC 51 () 2 R BT IR 25— SPARC HUAAFN AT IR 2 — 4t
SPARC HUiA G Y TR 212300 v, I TGS B A 257 325 75 G2 () BH P s Y o

[0060]  7EHAth Sl 5 ZE AR BIERAL T 40 R U5k, ARG () XEIMRA LAY A N A
Pt SPARC PL ik, I rp T iR 55 —H1 SPARC BRI S Ho 35 G 4 Ji8g 41 B (1) SPARC 5 (b) X (a)
[RIZAZ3 ) Fr s 5 — 202300 v B 38 =t SPARC Pk, Horb irik 58 — it SPARC P
56 G G 10 AT 4E 40 L P 1R SPARC 51 (c) Wi SR BITIR 28 3t SPARC it A4 s 325 Yo (01 2L fp it FH
IR WIFEN XS B ad A 22971207 SR SO

[0061]  EH At SZilE 7 ZE 7, AR BIRAL T 40 F 7k, G () X8 4L U1 A N FH it
SPARC Hi i, o iR 5T SPARC HUARAR 58 S iz 4 2 ieg 4 o b 1Y) SPARC 51 (b) WIR Pk Bt
SPARC Bk fu e e A PR 20 2R U] v, W) T 0T IR A 27325 5 S M e Oy o B LAl , )
P S f 92 % € 1988 48 e ¥ SPARC [¥5HT SPARC B ik (45141 MAB9A T BRI 4% MAB 941 8
Sl SPARC A IR 5 —Fhbu A ) S%of Ji 2 40 iy S 5 G 8 ] Tl B PR 25 3 o 76 T BH 14
S5 N RIS SE e 77 S s BT IA I e A o e O F LTI Ak 27 vk U7 e 4 sl i sk S 5 v
A TR AR VR (1 45 B RIS I o SR, N S PT R 98 AS 75 5 VP A o] S A P g o
[0062]  {E 5 —ANJ5 T, AR IR AL T R A A7 V57 SRIRTT S IR (1) 5 i . AEELE
SEHE T S, TR 7 VS () KR 223 D) i B 55—t SPARC Bk, oA BTk 3 —
BT SPARC HLARAR 56 Ho 22 e €0 b 983 40 o 7 1) SPARC ;5 (b) % (a) FIZL LR F sl g 1) 55 — 4
231 N 38 — 3t SPARC Hi A, Horb Frik 55 —H1 SPARC PR e Ho 8% Yl (1 e T 4k 4t . 1)
SPARC s #1 (¢) 415 ik 55—t SPARC HU AR T ik 25 — Bt SPARC Bk Sz Y LT iR 412D
Js WIS B AL 2271275 %o

[0063]  {ERELLSIf 77 G, Bk 5 —Ht SPARC HLik 4% MAB 941 HLAA TR SPARC &
B o 1k, TR 5 —H0 SPARC FUAA T LIE MAB 941 HifAk, SR, N HEAR AR W] 75 A A B 4
Ret® DURE S 1t 45 Gz 3R AL 1 FLA T SPARC B o 7ERE LS 75 7, ik 58 — i SPARC itk
WA AF941 BRI SPARC A7, PLi b AF941 P AR IR 1K Sz i P SPARC KAz
U, PR 55 —H1 SPARC HLAR AT LLZ AF941 Hi k.
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[0064]  FATTT, N FHAR, 0] 7R A & B P A FH e 8 LURE S 0 45 G i R A 1 Hofl Bt SPARC Hit
o AT ARSI N C AN bR UER RS TRALAER . #10, K H Using Antibodies by Ed
HarlowfiDavid Lane.Cold Spring Harbor Laboratory Press,Cold Spring Harbor,NY,
USA, 1999 (K18 5 TR HE RS ) 0SS 11 35 “RAER 7 & B AR ALE
e, ] I AR IR AR 725 2 = A 2R Ry S BT

[0065] W] A A ZH 2RI A1) %65 5 3 4 (K1 BT SPARC B4R 52 i 89 F1 e 4T 4k 41 il SPARC By (7
(R IERA A A o TS AR R AR N 52 R0 A ART 7 V25 ) 5 AL 2R3 B 1) o ] A5 FH ) AR 90
IS PN RN R A v 2 A Tl 2 () B s [ R 22 S B iAo hT il 28 6E T R SPARC A s 41 44 41 i
SPARC #l§ B AT S e BT A e RURR S BT AR BN 48 30 b 58 s 1y A BA ARy S MR 3
M BT AARTEA R B I 7 P R R L 1 -

[0066]  AS B Rl K IS VT RS AR AN BR TP 44 it FH 92 vt FH 40 T P 51 1 Tt
RARGFEIR 2 IR LR % T IR IS R A=) S AR 15 7)o ] — S BORH 4k b AT FH 9 e el 5 22
P GHAED . 25T R S A FEBEAL TR BUAREN 25 AR 74 = s B LA SR
FARF o BEALTI S LG BT an BT BRI L e MBI I SRvA S (L VPRl kon )
M T ERETT LI WA PR 22K (methy lmelamine) )40 7S FF WS e FIBE SR 5 o ik
R 19 86 249 2 9V 22 5 AR R IR 2R 5] 4R 55 7] YT (BONU) ) 5T (3L —CONU) ¥ 5 )
7T (CONU) MgEfE 2 (streptozocin) (HENRML B 3 (streptozotocin)) ;DNA & RS S
U ERME B =) TT s R = MR iA R B (DTIC, — 3% — = BUG IR MR Ik e ) ANk B
fiz o PUACIEE 2 1 S 49 L8 - FR S ALL A 451 G FR 2 e (2 R IBERS (amethopterin) ) sWEIER
A5 U G PR WEIE (5 IR MEIE \5-FU5FU)  JRUR 1 (IS PR 1« FUAR) Bl B 1 (A
WERE I BEAZ T (cytosine arabinoside)) FHH Py PSS AN BRGNS (6— S FENE
W, 6-MP) (it S NEEHS (6- Bt A S IGENE, TG) FImi =]l T (27 —Wiw)fih T (deoxycoformycin) .
W5 w)4th T (deoxycoformycin)) « b Bz i ¥ Gk B s s AT 3R Fb e A4 B 400 ) 570 491 22 my
WE o RART= W) S G K B AR DA K . (VLB) TG B el 5 5 A2 It 245 4%
F2% (Abraxane™) FIZ P (RRH ™) s RARHBTRZHUUKIE RS R s =W
Tk o) i $h R (topotecan) RS RE sHTAE 200 41T 4 W % D (dactinomycin) (K
% % 2% D(actinomycin D)) . Z2 41 % 2% (daunorubicin) (18 i 4 28 (daunomycin) « Z< £
% (rubidomycin)) ZRIE MRFR LUER (LHUFEO) KIELE EFRLE
(epirubicin) ;BN L- RAWNZES s FAY) ROV 408 o FE 4 %= 2.
PR S DL ) S A FE (2 B AR IR B I = s R ) dn A & 3m Ak 31 L R B o SR [ e 26
(adrenocorticosteroids) 5 4Nk JE KA FUAH I 7 s 22 P 2 S0 2 OO I e 2 Bl IS 1 1 72
2 G TR0 Y 2 ) 5 DR 3% S 09 4 s M g R e e DA R R O IR0 5 EEJBCZ= s B sm 4
At B S5 AR A e e 3R A 0] AT TR S A i, T SO AERH O 500 s R RS BRI
AR LR I s AR M IR BRSO = S A o e T bR o YR 2R ) S A g v ST
FE R s AT 25 5 ) WA (czs=DDP) By bR B0 5 80— i 2460 4 oK 4T R S EUAR
[ PR BN UFRFERR 5 B L AT A B g 45 EUBE (N= FRSEHE, MIH) ' b IR R S 55451
KAGIH (46, 47" -DDD) FIZL B KKE sRXR BN 40 DLv> BT 5 s 2l B s 40 o) 571 91
L.

[0067]  NREf#, 7 5E Bt SPARC PiiA 215 S G ALY Jv, RIH Y] 72 45 & SPARC [
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PER, X — R EAE AR AR N L RE I WE R Y o 7R L LE Sl 77 2, ml A i 2= TP
AT J7 2R U S8 B S G C 7K AT o T 7K P AT AR G 9% % €80 7K ST 48 HEL e A ) it
SPARC R4 o 9120, W42 B 0-3 FYSE G0 PG e e i, o 0 =M (0T 5% 4 i
guta ), 1 =HEHEY, 2 = @ (R 5-50 9% 40 LLIE Y 1 0 41 B 40 A5 B iy 2
SLORPE YL ), 3 =nRge (R, 5% M4 M Eon AR H BRI G EEGE Ik 50 % i 4N i DL 4 i1
V4N A BRI S R IE T R Yt ) o ARIEHE, A A XA SR T, 9P 3 B, A
A AR AR E A SPARC BHYE Y FEHAR S 77 2, 9 vPsr o 2 BEL R 1IN, A S n] B e A
SPARC BRI . LAt S 5t 7 S, W7 LA Qi3 ok 55 P 2 s B Ak et HEARE ol A Bl 5o 2 20
E IR o B, W AR YR 1) G B 6 B R 55 T BOK T 56 BT sa A s i e
SPARC PHPE (AL S, A8 A BT IR LLZR D) A ¥ g A# A SPARC BRI o ZRALIHE, SR AL 2R 1 1)
G e 0, 5 R 55 T BN T 58 BT ELA A M4 1 22 oA SPARC MRS i, T4 Bk 2R ) 4%
Bl BRAF K SPARC BPE ) o [RIFEH, ASTIE AN 516 BEa8 6 o 4b T O 40 1) PARC BRI 5
T2 SPARC B PR i 110 28 G 6 2 TR) 1) S iz e B I 2 2R D) B 1 4 3R 4iE A SPARC FH PR I8
J& SPARC [F ¥,

[0068] W] {df FH SPARC %z %e (0 1) VF 73 B E B PHAS I PO T A4 2777 ¥ J7 5 00 A e B e
SN o TITA 22 B 49 7425 AR T £ B P S5 I B (AN B 9 B2 S N (R K70 47 A P i
AN MR BT IR R R A A, WiE i D 5%, IRk D 10%, EARIEE D 15%, F
L2 D 20%, Bl IE 2R/ 25 % B S /KP (1 250E I 2oR . mlERekh, XA R ER S
TEVETT BIATT BT E A IG T A LA 5 4 vt b B B e . B S B A R EAS PR F #E
E R D B AR AR A7 B D B T R A A

[0069]  JiffEg m] LIJE AU E AN 72 AN AT T 8 B g e o ZEARIE SEHE 77 S8, P e
S 2 SRS PR R o AT AR AR T VR A AT VAR SRR T RS 8 T R T R 1 g | P g
THAL R G VR R G R B R R B R R R TR B R R L R LR
Joq AR 2R G0 PR WA R I Rg IR HE BhEE (orbital tumors) AT AR LR R L R L M
W TR« N3 W R JE (endocrine system tumors)  FUIRNR MR £ %8 M8 L B I s /b
1Y e 5 B g « 0 ol L 1 Pee < HE s IEL 3 bl g B e o g i g L S
IR B /)N Gt TR ) 4t R 3 SR 1 R R | B SR A1 9 g L I 3
T4~ B0 5 IR PR T 50 B 2 AL g ISP 2 IRg B I e B IR N o R R e
SK 00T PR o B R S5 W AT 78S 4 PO AR S Sk R L 22 R T R L 1 I L S TR
0 1 0195 1 IR E2 0 A 1 s s SR RE AT 1 0 AR MERERE e AT e . MERER
SZARBHIE (ER+) B AE AT R LR o AE S LI SEHE 77 2, Bk Ji e 4 B2 2287 L 5L
JRIRE SN/ T 98 B R R o

[0070] ¥ K ¥4k 2497 v 07 S ] LLALRE b S B S AT AR AL 25 VR Bk B 25 ) . AE BE ke
ST A, BRSO BARR R . AEIRIE S T T, Bk SR iR R
KW AEARIE Sy b, MR IE A/ SR F SR R IR B BTl AL 227 VR . i,
U JIT 3R i 98 A2 TR R I, A 25TV T RAALHER RS B, AR K BN (R B 45 A TR
(Abraxane™) | 75 VA sk AL A o 2 AR PRI 2 B BRI, 4b 257 v BT BFR R AR, 1
HEANK R (8 A 45 AV (Abraxane™) RIS A Ao AT b 2 M 2 52 1k
BRI, Ab 27 707 RAAFRRASEE, PLIEARRRL (V8 1 45 6 TR I2 T (Abraxane™) \ #ESL
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FZIEPURIEL ER+ JHRVGYT (ablation therapy) B A
[0071]  AR¥EA K BB ARG WG G T, o IR IR s W2 Ik B F AR A 2ETT
VAT T (thermotherapy) o 87V R IT A MO GIR T B — Fh el 2 M e
1BIT . AR LR M CBREIRIT” TR 2 A W R ECE Z FG T iE Ry .
R & T — A A4 T o BRI, BT ) A 5 78 23 il ¥ 500 o 3 AR 4k
Y AE T o ][RI AR 52 3R 3 o ) 213 R 5], 84 i ads 9 A R B A A
Lt FH T o
[0072] W 3E I AEART 3 Y R A0 SE IR AS A BH I 25 W 406 ) AR AN R T3k Py
B2 T VLN BT A RN IR B 2 B TE 55 e P AR Tt FH 5 75 oA AR P Tt P 2
UL o ZH-E W38 T AL B AR AT JLARAE 5 R R 40, e b FH T 9 9 20 5 P RS E R A/ B
HAKRRGE. Fk, A7 2 P2 A A R A AP S w055] . 5 Z0I5RA 7 VA8 7~
PR I Ho46 A PR IR
[0073] 5 ZEWS, 25 A& Wik vl A4 5y AR 7 BCAE DS R RGR] . A, T A AEAE RS 8
TN RE FR)VE ST A VA ST B 45 1 280 1R BT 1 A AR v S B 2R AT LR A A I
055 LR/ 5 25 6 MR P G AT 6 I T SR LA S A B0 5 (physiological
distress)
[0074]  ZAAIE W] DL VB, (HA AT DUR: AR SOR AR M R R 73 AL G o B0 BRAR 2
AEFERTREZ I (AN, 25 A ERTREZ ) ) Btk (i, ORI SRR ) o AEBEN]
P2 RS AR I H T R 2 3RS . m] 22 /D307 AR B BEZH 2R0F0 / B4 i 1) 2 467 LA
FH T 415 ) R B AR 7 Ve o8 B AR IR IR 48
[0075] S, WK HLRALG Wil e e S, P DU AR SRR 5 3E AT il S T
T SR FI0 N VB AA I i) 2 VRS B R R [ AR T 2 s DA SGE AT FLAG IR o i A B T AR
FH R 2590 70045 T B KBS VR B 73 B 9 25 O 0 B 8 3 B AR & TR R T DR AP 500 ECT 5]
B 2RI A A I AR TR T R el ) A B T 8 D R SR R R A3 HOMR PR TR R
o LEFTAEOCT , B il 50 20 202 JC B 1), 3 HHR B M 00 200k 2 W] 5 Sy i 5 (R R
WAIAE i3 N A7 ) 25 AF T SR AU 11, IF HLA 200 34T 5 165 570 A 2 CAHE DT A A= W 49 n 40 v A
ELTE I YR o PRI B el 2 2 BT ez R S RE MEAL S v v ) T 5 R
PR A TR AT 4R 2008 VRS HIUK o S RT3 O G 7 T B SR & R DL R HR
G o AR AR F B — A AR S 500 2 b7 B R AR (R E i AR
[0076] 2% BRI Eh AR Nkt (5 &AM 2B R ), fridhe 570
HUBR 81 4 6 PR BB IR, B A WLERAG W1 LR B8 W9 A1 IR i B IR S5 T F 1) o 5 B R TR
B 6 B R AR B JEA LA i SR A AN L R AL B A A B R R A B E R R, T
MUARn F A i = F e AR R 5 R A%
[0077]  1&-& FH T B Wb it sl A0 58 7K 1 R AR 7K 1 5598 0 B v S SEnT AL 5 B4
AT B3R R R4S 1l 551 5 U R ) 52 2 ) I S8 RS IO DA R K P A A PR TG T
pE SR ( WEI RIRrp = SR | I a1 N i I = e o e | POl B | IR > S D R =R v 8 1 == =i 2
AFAE T 23 B A AB W F AN A, I BRI B G T (RT R &40 FIeAr, AT ERE
487 F 22 A I TR VAR R TR 709 K DA T3 5o AT S BT I PRI 288 1K) I BB 751 R
R SR )88 W B SR VRO o A AR R W ) — M0 St 77 52 » T ol 60 25 R A4 45 )
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KA U T8 (Bltn, SRy ) o LB J7 T, AT i) AR S A B 105
FH 5 AE AR AT e P ) FH T A PR S R P v 5 S R S A

[0078] 175 i et W it FH 1R )R 5 A IR TR o P s s i) 3) B T s PR ] 4 52 W
SEP3R, A — S R R R T e s VRS R o e D e AT R A A 0 e R, DU A 55
AR

[0079] W] bW vt P A A 5 2 2 A9 an L AL R BOK B PR 2 R AR IS A AT
Jite FH P AR R A o A AR o RIS A FH T B TE A SRR T BT (pessaries) kil
% (tampon) \FLE I (cream) M I JRIKEWIZ H5] (spray formulas), HAifgT
T PR 73 A I, U A A A P O P AR

[0080]  BhAL, AR BHRILH G W mT AL S MR T BRI VE R B, WA AE R AT
R 2 NRE [RVR YT TR -0 458 1l 8 [ PR 791 G A v 25 BB 28 mT DU A A I 405 CAYR/ IS
552 AR P FH A DR ) I R0 98 9 DL R A B

[0081]  FEWR ANIGIT BTS00 R, A BH I 259 20 & Wy BEAE I DL S IR AFAE A AN
AT TR G0 Can R CAEATE A7 7R ) W5 R A4S 2 v B4 11 R AR ARt mT
P BRI RN R SR, F HLLATE & T At ) T e A — e AR ) A B e T R R 2
FIIR o PER AR 2 AE A% 16 S0 A0 FE ARSIk Y LN v & 57 E R A ZR AT 78S
#% (insufflator) o WIER VAR XAZAE, PR IS S I & S5 AS R I A S0
[0082] >4 5 ik Py I P B8 P it FH &5 A I, AR R B IS 25 0 206 00 vl 60, 2 0 1AL
E A TG K AT K P 3 SV BT VR ECEL R, BT IR SRR I 5 R IR 52 3 I I S5
ISR AT A B B A AR B2 ) 2R T v MR R SR B R AR A A S IR 2
F1R) L5 555 TR TR A Ak Y 2 0 PR At w570 1 23w 1 — sl 2 o KR A K PR B &
TR AL B R VRG] o TR 4 &9 m] DL CLER R i B 2 AR A7 AE T A8 i s B i
GHLFN A

[0083]  FHEM, A BILHRAL T H A B A A ARG T i I BTG R IR A 2 2R
LT (PEG) BUSEHE /T 5. PEG 286 n] 14 itk 28 2 IR 09408 30 -2 1, 02> 2 IR 9% I
PEFIHUIR M, DL G AT A ETE . WA A, v 48 A PEG AT IS 2 75 v, A
FEAHANPR T, 487 P40t -PEG 55 R iy ] FH 22 2k sl At 5 AT i 461) 4 2 2L B e IO 22 PR B Y o
IeA, IAE 20 DNA 5706 AT PEG J o 1 55 AT 1) 2 256 1 n 224 5 RS AR 45 M 3 48
Yo BB, AR IR AS K BH 7 T A m RS ORI 4% & PRG AL S, 491 40 22 Ik i) PEG 4k, S i
AL KR S5 A BG4 73 1 I 2607 B 1Y PEG T iETER W BRI . PEG 484 J7 1
Y SEIAE Ak N 2 L EET . 2L, B, Greenwald %5 A, Adv. Drug Delivery Rev. 55 :
217-250(2003) »

[0084]  FriREhWynl LLJE 75 B Va7 B2 W AT ] R B2 i . EDLIE SEli 7y b, Brik
SIS . TEREMARIE B ST Zerh, ik s N o FEAR S Ty S b, Pk U7 v
AT RLSR AN B R BB 4R D R AR K.

[0085] T &) i 8k — 2D 4549 U BH A R B, AE AR AN B A A B kg LIAT Al g QB e
o

[oo86]  SLjiifd) 1

[0087]  ASSEHERBIHEIAR T £ Xt [P Ah 8T SPARC AR ZS M X 538 % Abraxane™ (185 [145 & 7!
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YK TR AL TE (1) N1 73 T

[0088]  FIFH BNk Abraxane™ [18% (145 & BIGUKIURC B2 IGTT 54 A B LA 1) &
o P FH T S A s I At AT 1R e AR 2 VR ST B RO o JE kb, 0 LA T R A
(¥ 16 > 835 I 83 SPARC R4,

[0089]  XfFHTHEFH (n = 54), 4] Abraxane™ [ 8% (45 & TR BRI A2 FE K 5 PR BH 1
RN A 45/54(78% ) o W T-HA T SPARC R B3, 12 A HA SPARC [ i3 1)
BEPH 104 (83% ) XF Abraxane™ # g M. AH S Hb, X T B A5 SPARC BAME Mg 1) 3, 4
MEETHRA 1A (25% ) XIRXHERIBITE KN . 4/ Fisher ¥HtL, 45502 2 #F11,P
= 0. 06,

[0090]  iX4bgf I 7R T iR SPARC PHH IR & 55 % Abraxane™ 14 1 45 & AL KON 4542
BEAN AT E B R 22 TR AT REAH G

[0091]  SEJitifs) 2

[0092]  ASSEJi 5 iR T R SR B v SPARC 23 FRAS [R] 5 20 6 2 Fe AN 17 S At il
5 B A

[0003] W 'EAIAE— Z8 41 I MU R 23 1) 256 4 AE VAl — &R 415t SPARC BT ik il
5 IR PRI AN [R) ZH R 23 1) SPARC SRR (g i e e il o 1) ), B0 455 e 40 B 1t
BT 2R 0 M TR) T JRE AN B A AT T 1 ZHLZR 11 SPARC RIA 7K. Tl X} T SPARC ¥ 7
SRR S B AUIR, I HOB A FRE T T ST . BARHL, 4 H s se bR (7 Hrfkd” )
(SPARC H. 7 [ Hi/A (R&D Systems, Minneapolis, MN) , H %5 MAB941 Hit'5 ECH 045011),
PA1 o 100 #BE THE T tris WA ) M sifEdifk (7 HifkP” ) (SPARC £ wifEdifhk
(R&D Systems,Minneapolis,MN, H3% 5 AF941 #it'5 EWNO4) , LA 1 © 50 FBE T3 T tris 1Y
MRERI ) I Je i

[0094]  FEZLH v bdill & e VAL ZRU) ) , A AR TR S e B (07 RAAT Gt fij i 5 2, HF
41 (Beecher {¥, Silver Spring, Md) > B4 /K ShARIE 5 K A7 A0 I ) eg By 20 2% 0
(BrYeA 2 Ak B s AR MR X AZ 0 ) 5 U™ ARSI A 2. Omm FRYRZCo (1 4H 2R
H), 3 B BB T IE T Oy B BB RAFE R IEIE N B T 60°C ML kAT
L 7N A E, T i, 28 — R RRIR B SIS 2 K AT F KA. AT A3 4 ta 38 (Dako
Cytomation HBNYLAN, Dako, Carpinteria, CA) ¥ 2T 4T 44 (4.,

[0095] 4 Pr B3 AE 3% i AL EUKIE I ALK b 43 8P LLEH A I AL B . A5
B IPREE T FHPUA M Bl B M0 R B 208, BEAT 30 408 IR /D BB &AL
Vg G iR F & (Mouse MACH 3HRP Polymerif#l#:,Biocare Medical, Concord, CA) , &
AT 20 4380 185 — IR VE)S , i DAB A )50 (Dako, Carpinteria, CA), i
AT 10 4350 B AKREH TR B o BAHRIN T ZH TR HPUA P Rz fErt i, (2R
HPiEWEEA - EWEEE Biocare Medical, Concord, CA) ( FHRFIEF 15 70580 )
AR HRP A IR £

[0096]  FHZ: 72 A% (10998 BE 2% ST — R AIFE S 1K SPARC RAK [P 4 B 2 VAl o X AN
() 88 Jl 73 119 SPARC ZRISZKPE (il ot fe 3 40 2Rk 20 52 1) ) 34T VP43 4% 0-3 IS5 20K
¥ SPARC R IE KA, 3 0 8 4 S P R P 4 5 3 A0 AS ATk Hh gt 382 3kt SR 5 I HGE T AR 48
FEARN R UL A TR o P AE 5 5 R 2 ve FEBUARRT I a0k 1 s AN [R] 1) SPARC
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FIEHI.
[0097] %1
[0098]
R AR
kP | BN RPN
$LAR 30/106 35/106 P=ns 82/107 26/107 P<0. 0001
B IR 20/36 7/36 P=0. 0031 | 18/29 5/29 P=0. 0011
2ERB 30/41 20/41 P=0. 0408 | 19/33 14/33 P=ns
[0009] Tk #5174 e SPARC FO PR S ie o AT 20 A A

FoAE LR 4 L ) SPARC . MR IX LE 55 225 BORL, w EANIE — AR - (9 0 (e 23 A
“F51) SPARC #

[0100] A, HLEAEFIR I HH RN 3+ 1,

[0101] B, 4% T 5eFEDT SPARC HUARLEAL ST e 70 Hh A I 3+ B

[0102]  C, 4%f TR g [Pt SPARC HUIRLEATAT s RN 3+ B
[0103] D, 4% TP PL SPARC HUAATE I 40 Mo 35 LA 3+ B

[0104]  E, X TP AT SPARC HLAAE AT 44 e Hp 35 R I A 3+ B o

[0105] {5 FH 3% 45 o] Y= T B A5 JRUBG 00 52 S5 S TE s Bk FEAE IG5 (7 PRS” ) FLEALENG
(" 0S” ) 5 SPARC #E= Z [RI¥IAH M

[o106]  JfRd 4z — R HA ASREVISR B TV 3 8 2290 1) A8 & 00 -R A HUFT I LA B (nab) - 58
K2 (ABI-007) 1 11 #3350 . A kHh, 76 28 RJEHIMEE 1.8 F1 15 Kt FHHT I LA BH — 2%
F2EE (100mg/m”) FIR41 (AUC2) » 4B 1 FHTom, 48 D A (R, X0 F P FiHT SPARC HLik
TEME AN 3 R0 3+ i) 5B AEAF 2 WAFAE ST b B AR .

[0107] 55 —4HAidR 3Kk B S B B B s 1 BB 3, ]R3 O FE 28 R HBIEE 1.8 Fl 15 Rk
17 7 A Abraxane™ (188 145 & AR PR A2 EE (100-150mg/m”) F1 75 PEfihiE (1000mg/
m’) [T . (ERXEEEE P, W3R 2 W AT s LS B HE T I SO

[0108] 2
[0109]
B CR* PR* SD=* PD#*
NAEHFT 2 14 14 2
t 4 B (6%) (44%) (44%) (6%)

[0110]
[0111]

(*CR, 5242 N PR, #8845 Y 5SD, B & [R50 sPD, BEAT 5955 )
ZEIX e B b, fF S Y 5 PRI 40 i i) SPARC 3834 ( 413E i F) i 22 7. % Bt SPARC ¢

RAEEIER) ) Z 87 E T IARIE (R ¢ 88, p = 0.027) o {E5—J5 1, A 5
GE DTS P8 2 L ) e E T T B8 2 () S AR AR A7 AT o it FR A A7

[0112]

19
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TR 7107 S0 T SR R (X 2 B8 e 22 I e e 0 B J A2 AT

[0113]  JX&egh G R B X TR R B2 B 7 % (B ik, 2 TAbraxane®it)
FE) RN 5 A R0 2K 7 [ R o SPARC 33 IR R 7 [RIAFAE SR v b 5 25 (A D6 Pk
[o114]  SZjdsl 3

[0115] ARSI VFl SPARC 1A 5 L B 52 7k (ER) B2 5 AT AH G .
[o116]  FIHPIANHL SPARC HLIAL A VPl >k B A8l By iE 3L A0 1 54 4> ER BHE
(ER+) F1 52 A~ ER I (ER-) FLIRMIEIAE o B FCfE ST SPARC P XS IR 4l 1) Qe 2. 55 ER
BHME R EAHK (p = 0.01) . 7F 54 > ER+ PR, 44. 44% (n = 24) #& mAT SPARC PHYE,
1M 55.58% (n = 30) J& SPARC FHEI¥). 7F 52 4> ER BB, 78.5% (n = 41) /2 SPARC B
PER, T 21.15% (n = 11) J& SPARC BHTHEAT .

[0117]  EAR ER FHMERE DA 2 LI 1) R G TG Fabs, (HIX 245 JLE /R AL 5 SPARC [T
FHK

[o118]  SZjffs] 4

[0119]  ASEZHEFIFLHE T H Tl F s Y LR U B sl T & .

[0120]  H41 (Beecher 1%, Silver Spring, Md) K B4 /K B [ 7 F) A7 e E 45, 10 f g ke
A ARZ L (REYCE 2 40k B B HARR MR AZ 0 ), =N E S 2. Omm [FI#Z 0
LIRS, FF OB L8 i (IE WA 2 b 1 B RE S I8 B T 60°C IKEAR
HEAT 1 /NEE, V0, i, 28 = FF RTRR S L TR 2 KT K G . BRI T 8% A
1E 3% i A S UK K 5 43 Bh LS P IR S ARG o A NP2 AT B s ik 52, 5L
A B E 258 (vegetable steamer) ¥AEM T 94°CH B THAERREW (pH 6. 1) (code S
1699, Dako, Carpinteria, CA) HFAT 20 73%P, K540 16 438, B JEHE83 T B T iz i
R 445 i Dako Cytomation Autostainer (Dako,Carpinteria,CA) b, BL5H| & 4Pl
1) 595 20 2k 25— A

[0121]  EERE T FRIESN A - (D) Sifee sl —at, @) BRI ST
%, (3) B A RS DU EM R E AR () RV EIE (DAB) o i 51443y 7F Richard-Allan
IANE (Kalamazoo, MI) H 2 4y, 00 B LA v 7K F 2635 78 1576 BT

[0122]  SEjifsl] 5

[0123] 2% St 491 $2 £ 77 [F) IR A FH 22 b 4 2 % ) & A e e e LR D) v I 7
(" 2- ERBPERE" )

[0124] 5 TSR] 4 B —+F, L 4w m B2 R A A A 20 B U E T
IE AT ZEI T b o Bl JE R AR 8 R B T 60°C AR i AT 1 /I, i, 22 — FF
AR LRSI KT FK G o B0 R 78 3% i SRS 4 K 5 43 Bh B
B N A . I INAGEEATPUR K, Hrp R s Se 8 e T 94CTE T
FrERRE A (pH 6. 1) JEAT 25 238 (5% F5Earde A PuiRR 30 2 8paH b ) » 4
HI 15 4350, BHEEEI N B T AR R E RS (Dako, Carpinteria, CA) | LS Sy 41234k
kA

[0125] B oE——PIAE =M FIRE 30 08, BRI 24t EnVision+dual link (Dako, code
K4061, Carpinteria, CA) # H 30 738l &), i & DAB E R o 75 58 ——Hi 2 1, A S M
I 2 E BB ) (Dako, code X0909, Carpinteria, CA) DMEAS AN —Hu 2 B FIAE X W%

20



CON 102460168 A WO P 17/17 7T

2 RAK B ——PEER NRE 1 /M. FfH EnVisiontdual 1link (Dako,code K4061,
Carpinteria, CA) YE W 224 JF HIEE 30 2050, 4 NovaRED (Vector Laboratories,
Burlingame, Calif) 55 ——Hi—&AFH, AMER] 2 5 HulX 7 B R A LA g (. biJa
7t Richard-Allan FpAKE & QL83 b, 1@ i 56 B SRR i i /K, I ss 3 B =5 7E b1
[0126] AL 5| H A2 2 Bk, 46 B &R g L RAe s a5 | AR 275,
WA A2 BORE A 0 B AR s | AR A 2225 31 B LR ) T A S0 —
[0127]  BRIAEFEA S Jy A FrigaliiRyE bR SCHB P &, fERR AR BN CRERl 215 T 41
BOREE R A ) REEC—Fp” Fo—A>" DL “IXF (the) ” FIAHARIFE 740 IO A FH B A 8 A ik
m AN BRAETISME Y, SIRTE “ a8 7 C A7 CCREE T RSl R N T
KPIARE CRE, B4e 5, HART7) o BRAEEARSC Fa Brde, 45 WA S A 2508 i 1)
5 A E AR F AR AN 3R 7R P& A8 BTk i [ i A — A~ S R il 7%, OF B — A
SRR T E AU BT R, i R AR A S h A Sy Y — . BRAE ST AT S AR
SRR B SCEI R G, 5 AT BL DU 3 =2 R P S5 e AR S il 1 B 771 BRAE D
A BRI A SC A S A R AR AT AT AT S o B AT T g ) R A A A Ak
S L o] B A S B, I ELASKE AR B ER S BRI CABR il A< 150 B A v (0 J 8 AN A Rl 4
TR SR I TT B AR A S TS R B T 0 55 1 o

[0128]  FEASCHHHER T A BH R0 52 77 %8, A4E X T A R B 3 Rk il L A T T A
R BAER A . TED] 52 Bl Ui BH A5 i, 2RI Sl 77 22 078 B T ARSI RN
AT R W.o R P A SIS AR N A 1 I oM 2832 Y, IF HACR W8 Bk
A S LA S B R 18 77 S A e T NS . BRIk, A S A, 465 G i BT FRAS R 2
SR 5 1A I 3 R 1) A AR Bl R S R4, e 3 VA I SRV IRk, BRAETEAR SO R
Prfe i bR SCHAAEAE R, S0 FR TR A ] R AR A rh AR T A I AR TE AR
R,

21



CN 102460168 A

i B B

1/3 1

0S5SPARCraHE Z (A 6h 40 2

PR A var d

1.0
0.9
0.81
0.7
¥ 06
= 0.5
0.41
0.31
0.2]
0.1-

0.0

T

p=0.02, Dik

o

- it
W/
",

o PR

ol

120

240 360 480 600 720
HITENE (E)

K1

22



CN 102460168 A

i B B

2/3 7L

mAb~THIBIE FH o 8 X #9PFES

MR AnAE PR SR ok A bt
1.0 o
[+ -2 L‘*‘*"*“‘iﬁ\ oy ek
0.8 i T Mab T3+
o] o Lo i
e Lo { 4
oS
o o] I N
6.8 E 1
o2 —
Gy
5;ﬁ - ¥ ¥ 1 ¥ % 3 ¥ i L3 ¥ ¥ L
102 B 4 B 6 P B 818 41 12 18 14 45
EPESaGIFEl-050509
AL R AR G T AL RS GRS 030509
WA PESW HE=G50509
S A £
SrtidhAt MabT e
£ ROMCHE A aEEt Tk b
o 16 15 783941 [eR et e
3 3 1 BEOSTE 103651
B ’ 22 14 Bouie QBEAT?
£ “p- 3y et ) <98y >85% 25% sk W 8% R W
o 72608 4.7067 A DR 4.7B20 B4R
3 45667 o.8esY f a.rsas H5196
{;',"-‘-)T- 6.4060 47630 7078 20807 10842
(RSl AE S |
At kA DF  Prob»chiSg
Log~Rank Q.a162 ] DOD2B Y
Wilcoxon T ATES 4 O EE
K 2A
mA b T B0 ¥ 3 2 ol PES
{SR fmdn PR Ak 5 Sl o K
1.0 T — e
o8- g B e
OB 1 SR
O F L 1
M e ST SR T
b R
LA
o
s2= ke
ot
D0 Y ¥ T ¥ ¥ ¥ ¥ L k3 ¥ ¥ ¥
f£3 2 =2 b 3 A f=3 {1 4 £ -3 2 FLx B b1 S 5 R s S
APPSO M- O508509
A s HE PR AN Y PERAGIE I 050309
S e e PESNHE S5 050509
A N AR '
S P AT AR B Maks T 3
LA
1L somadn AT e et A S e
o 40 @ a:Eatod 1. 28696
a 10 1 A4 RDBDIE Q. rmora
o s 205 10 G.GeBae O BERES
| BT ] ] I
#IL e A3 EE T LY 5% OB 25% e TS LY
o TOITS L R ¥ 58 14,0682
3 BTG o rEps R TS0 A
b 4 W G.2aws 4. S PRGOS & BEEY FHITD
| RAL Ve RS |
A S koA Br  ProbaCiiia
LGPk S.85906 * Lo b T T
AARGCROT 8.23146 % SRS fet iy

K 2B

23



i B B

CN 102460168 A 3/3 01

Ma T30 3R 2 6908

%
Ly £13 % e S0
g
1.
[ )
| |
¥ ¥ ¥ ¥ T ¥ ki ¥ L3
5 L3 k4 £ ) 2T 12 13 1a 18
FEPHESAYRT H]-050509
A GG DTS R PESEYRE B 0F 0509
e gy PR Em050509
=B Tt 3
Frendee M dE 3
4 PUMGEL N R PR A
A6 R T o T v BB S
@ 1 R BHETN TS
@z AR B BEATT
i
1
S By A A LHEY SUE B TSR ik
V7 REGH sraey AR OGS 1842
aseeT =g . worseY H.s108
B A06E O Eat R R BOE0T A58 a2
& . « !
| OF  ProbwChisy
Ludogp- ik DUATER 4 LG d »
PHoNon TATES 4 usen ©
[HE At FEE - ol o
L2k dhr g
1.0 ™7
o1 BRI
o6
CF
HE as
s R 1 ;
€% — Ty
o R ]
.7 | |
G 1 -
Loy ¥ £ 3 ¥ k)
© 5 33 k3 LY
AL SE A wl i/
SO S 06U
%ok WS SR SRSl B PR S AR TR S B
NP A ZEAFORT SR eus050s
S g LR 3
i A HoMab TSR
A ;
L ES 3 A e R A 4G
£3 L8 ] LR R ey athy LR R
¥ o B R Re0Y Y oEans
”ﬁ**}f’ . b g O TR Ay 4 A
[z it — o AR |
#it A B Y SOR% el il 2H S T SR bk
5] TGS L T . o g A e
o B et AP @G5 12,287
e ) o aEe Lt R @G PR
R ) |
e L B Probsitin e
Loy P o103 A (A E
WA OIS .4 4 ooABET

K| 3B

24



patsnap

TRBR(F) P SPARCH A T FUNXS 1L 257 7E 1Y fR RI#Y A i
DF(RE)F CN102460168A DF(E)A 2012-05-16
HiFs CN201080029187.8 RiFH 2010-05-28

FRIRE(FFRR)AGE) MAUREEDRIZERAR
BiE (T R A (F) MANAEHTEYRIFEERTELT
HETHRBE(EARAGR) MANASENREERTELT
[FR1&BAA ViEE

N{EZE

DI /R

4PN V=R
NREES
D-H§/R

IPCH 35 GO1N33/53 GO1N33/48

CPCH¥%S AB61K38/38 GO1N33/6893 A61K47/48884 GO1N2800/52 A61K47/48284 GO1N33/57484 AG1K47/643
A61K47/6929 A61P1/18 A61P17/00 A61K2300/00

REAGE) X BEZR

£ 61/182081 2009-05-28 US

H AN FF STk CN102460168B

SNEBEEE Espacenet  SIPO

BE(R)

ARARET ETHSPARCHFHI R A B T I L FT7 EH R B, W RME-ME



https://share-analytics.zhihuiya.com/view/a6e1df90-8cae-4f12-a25a-ce1b4f64daa8
https://worldwide.espacenet.com/patent/search/family/043223381/publication/CN102460168A?q=CN102460168A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN102460168A

