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L —Ff FH FAESZ R Th I e A U7 i 56 A RN AR A 7 1, JLALEE -

(a) M CAL X BIEAELZIGTT 85 W B M HUR T IE 323 B AR & )
CD133 RNA K& /K-, BT id s vz A0 4% it FH UM HF T A4 F0 COX—2 B il 7]

(b) W PR AL S TR CD133 RNA KA K (1) YAy R GAPDH RNA 7K-F- /)
T 0.56, 80 (1) /N T2k B e AR S ) CD133 RNA RIAZKE, A4 BT ik 521K
SN AR PR BT R R A e RV

2. WIBCRIEESK 1 Pk i 77, SLAHE W R i A P K BT i& CD133 RNA RIA K/ T
oK B TCHEREXT B RS P CD133 RNA RIEACT 19— 2, 44 BT 521838 46 1) 4 ot B i
PUEITIEHA TSR RN

3. WML SK 2 Pk 77, HAHE G R i A P KT IA CD133 RNA Ik K/ T
K B TIEAEXT AR S AP ) CD133 RNA RIS R =022 —, A ATk 5238 & % 51 A
By 7 i B 5 A RV

A QORGP SR 1 FTal (1) 530, JL ol Bk 2383 S5 00 g 0 T e v B se 4 | B
BGPTSR R TR By 7 v O 2 B e 4 R NV RS

5. WIAUMIELSK 4 Prik 77 3%, Horp rid i & o2& i sl i &

6. UIBCRIEESR 4 Frad (1) 7530, JLALHE ) il 5238 2 (8 e g BRAR (L 3 BRAR B A A 4R

T, WIBURIE SR 1 BTl 18 7542, Horb Pk T Jes i a2 47 8 DT e it i

8. — P I 52 3R 3 HH R E A0 M B AR AR A AR A T i, TLAELEE

(a) M CAL X BIEAELZIGTT 45 W B N HUE TR 32 A B AR & )
CD133 RNA ZRIE /K, Py V20 4 it FH SR M EF A7 2B A COX-2 Big il s /0

(b) WIS PR FE S TR CD133 RNA FRIAIKF bRl GAPDH RNA 7K-F I K T4y
0. 56, A4 Pk 5238 2 % 501 4 BAT e i T 40 f i A= b i

9. UIBCRIEESK 8 5] 1 ATk K 77 7%, Horb BIrid AR A i A VS A

10. GnACHIEEsK 8 B 1 Bk i 773, Horbill g CD133 RNA RIS HLFEAZ IR 44T o

L1, WIACH) B sk 8 B 1 Bk (777, Hord il 52 CD133 RNA #iA494%E RT-PCR.

12, GuBCRIEE 3K 8 AiTids (1) 751, Hidb— 0 A6 40 FEFTIRFE & AR 9 BTk CD133 RNA R IAK
S bREAL & GAPDH RNA 7K P /N T4 0. 56, J8 485 TR 5218 3 2 50 R AS B i T 40

I AEDRR S
13. WOAUCR B SR 8 ATk i g vk, Headk— D A R0 52 Frid ke il P i) 22 /0 38 — R R R
BIKF,

4. QAR SR 13 BT i 7532, it — 2D A AR 52 P ik 52 6l 1K AR AR 1D CEAL
CK19 B CK20 FRZRIEAKF, FLH AR X MK CEAL CK19 B CK20 RIRIEACE T 32
W AR T 4 N B B bR 4 o

15. QIBCMIEESR 8 BT (9 732, b s BT 52138 4 % 91 iy HUAT Jee i1 40 M 1 AR e i
YL 35 Bk 2 1 AT TR T A0 M ) A Db B D R

16. WIBCRIEESR 15 Prid it J7ids, Horh Brid i o 2 A5 1 s 73R

17, QBN SR 8 A (¥ 75925, FLRE— 20 A F i SR i i ot b 1) ik CD133 RNA R 38K
P BRHEAL A GAPDH RNA 7K P K T4 0. 56, 820K ATk 5238 % 1) o B Jahe 40 o

18. QAR SR 17 Pridk iR 773, Healk— D AR 5 I 52 i 2 75 AT i T 4 o
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19. GnACHIEL 3K 8 Brid (1) 77 1%, Hoidk— B 4G40 FPTIRFE i I ik CD133 RNA K iAK
SEFRUELL R GAPDH RNA ZK-FHS /N T2 0. 56, B4 08 BT 5238 & % 51 A %t Bk fus sy B
HeR RN

20. WIRRIEISK 19 PRk 1) 7514, Jedk— DA R & Pk S2 108 & 0 Irik sy ik B
HEERMN.

21, — P TR 2R W 57, oAU -

a) WHEUITF 2R - O 2 BUETER 200 T 45 W B e P IT i, ik yr ks
it FH SRR EF AT AR R0 COX-2 BgFIIFR s HLZ80 e HAA 40 CD133 RNA KA K- : (1) YhrifE
4424 GAPDH RNA 7K~F-1f K F£9 0. 56 581 (11) K TR B e e X BIFE S P i CD133 RNA &
IBFKP A

b) ] BTk 52 AR i ) — DT ik

22. WIALMIZLSK 21 Prik 771, Joh Brik ) —Pudedy 7 5 A4 H U AT A= CoX-2
R FHIFIETT o

23. WAL ELSK 21 BTk () 7715, Homh BTik o) — Pl iz B RS RO 7 v A A7 i
STVEET AR

24. WBCRIEL SR 21 Pk i 753, H A e 8 52 5 A0 HE I & T ik 2 1A (1) CD133 RNA 5%
IR

25. WIBCRIE K 21 Pk 751, HALFE L2l 2 A A FsHEAL A GAPDH RNA 7K-~F- I
KT270.56 [#] CD133 RNA KIEIKFIZRAE -

26. WIBCRE K 25 Pk 7512, HALFE L2 2 HA A Fs Ui A GAPDH RNA 7K~F I
T4 0.56 1 7.0 Z[E][F) CD133 RNA RIEKFH 2R

27. WIRREESR 21 Pk () 75 v, JoAFR B 200 e BAT K T2k B e w R )
CD133 RNA FiX/K [ CD133 RNA R iAK K32

28. WIBCR)ELSK 27 Pk () 77 1%, FAL R IR $8 20 00 5 HLAA Lk B Je s i 5 B A 5 1
CD133 RNA FIEACEFAE] 10 £51 CD133 RNA RKIEKFHI3Z IR

29. WIBRIEISK 21 BTad 19 7512, 27 B ik JeJes i) e 4F 168 DT Fox i o

30. WIRRIELSK 21 Brad 1) 7512, o ik 46 i B s /e S i MR 25 i B e o

3L WM ELSK 21 BTk () 7515, b prik & i B e 2 R S B IR S B

32. WIRLMIELSK 21 Brak 197712, o ik e M HP AT AR 4 2 R B e

33. WIBCR) SR 21 FTiR i 57k, Horh ik COX—2 57 A2 S 9% 8 Bl AR 547 L 28k
A B AR E AT B R T A

34. WIRIRMIELSK 33 Brid 197712, He A ik COX—2 g 1 il 1) 2 ZE K B A o

35. WIRAIELSK 21 Brad (7712, Homh Brid 2 18 & ik — 2 20 @ BA R T6 BUKP 1)
FH i) CEA. CK19 8] CK20 FiL/AKF.

36. — P E SR A2 Ty 2 ) DU TR RSN T, HALHE

(a) M CAA X BIEAELZIGTT 45 W B TR IE 323 B AR & )
CD133 RNA Rk /K, By v 0 45 it FH 9 7 0T AE A A COX—2 g i) s

(b) WIS PTIRFE S TR CD133 RNA FRIAKF (1) abruEAL A GAPDH RNA 7KK
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F50.56, 80 (1) KTk B TCHEER B ATHE S ) CD133 RNA RIAZKP, A ik 234
BN TR T PURIT

37. WA ELSR 36 PIrids (1) 5 v, JoALFE a0 R PTiR AL & Th IR TR CD133 RNA RIAZK -4
FriEAL A GAPDH RNA ZK-F IR K T4 0. 56, AN Pk 5218 S 0 A 75 22 0 — By T i

38. WIBCHIELSK 37 Frak ¥y 732, HALHE W S Pk A i P K ik CD133 RNA SRIA /KP4
FRUEAL A GAPDH RNA KB/ T2 0. 56 1 7. 0 Z (8], I8 444 FriR 528 3 % 0k S 22 ) — i
TV

39. WIRRIEL K 36 ATid 1) 7512, ARG a0 FEFTIRFE S A I BTd CD133 RNA RIAKFK
Tk B TREAEXT M AR S R D133 RNA 3Rk K, 040K T A2 il S o B 5 — i

40. WA ELR 39 BTk i 77 2%, FALHE W0 5 AT A% i A (9 ik CD133 RNA RIA K- L
oK B TCHEREXT B AR S P 1) CD 133 RNA FRIE KT B AN B 10 4%, B4 K1 Frid 5248 & %05 h 7
B PRI 5.

AL WIBCRIEESK 36 P (1 77325, o i I i TG s R ) e AR DT Flx T

A2, WIARIEE SR 36 BT i 77325, oA Bk AR A 2 s A A o

43, WIALRIEESR 36 BTIA K 7 v2, oA dilsg D133 RNA RIEG IR A4AT .

44, WBURELSR 36 Bk ) 7512, Hodill g CD133 RNA KA f4 4% RT-PCR,

A5, WIBUREE SR 36 ATk (1977 v, Hodk— D AR W R i A S A 9 BTk CD133 RNA KIA
KU ARHEAL A GAPDH RNA 7K P /N T4 0. 56, I3 04 T ik 52 8 S B o A T 8 5 — i

J7ike
46. IR SR 36 FTId i 512, Heatk— DA KRN 52 BTl e 5 Hh (1 32 20 28 — Rh LRl 2%
BT o

AT, AR EESK 46 BTk if) 7 v2%, Foadk— A0 8 e P 4 5 H 1) CEALCK19 8K CK20 [
FIEACE, ForpARXE T X 7K OF CEAL CK19 5F CK20 3R 1A KT S s iTid 32 38 75 2 5y
— PO

A8. WIBUREESK 36 FITid (19772, Ho b Bk 52 48 2 % 00 0 5 B 5 — DUy v V2 s ik
TIRH T B —hURIT AR .

49. WA ELR 48 BTk i 7732, oA ik 45 2 P ek i 74 & .

50. WIBUCRIELR 36 ATk K177 v, Hdk— 0 FE 0 FATIBFE S AT CD133 RNA RIX
TG bR vEAL A GAPDH RNA 7KK T4 0. 56, J8A [ TR 5238 3 5t FH 53— Fodeayr iz

51. WIBUR)EE K 50 JTid 1) 75 14, Forb ik 5 —Bodes T V200 46 UM AT 2B Al CoX—-2
BEFDHIFIETT o

52. WIBCFIEESK 50 FTik (81 7732, Horp ik ) — By VA AR O 7 2 2 i e
ITIEEFAR.
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AT MNE T ENTE RN A E

[0001]  AHEEERT 2012 4F 5 H 1 HAEAZ KI5 EIE I L4 HiE No 61/640, 789 AL &,
1255 [ 1fs B 1) R PR B O oy 22 DA | FH B 7 SOF A A SO

[0002] K BHES =

[0003]  AHIIES 2011 4F 10 H 25 HEAISEE LH 8, 044, 033 F K, 1%3 [F L (1) 54k
SV N N

AR
[0004] AR WIRENR L38 Fe o 1 A S MR 22 ek S R AAOR UL, s SR s IR
T2 LA 00 5 X DU I R NI TR

BEHEA

[0005] &g E e A 35 e EAH DG AR T 1) 88 — K e WA R (Jemal 25N | 2005) o 52
M PRSI B R — S R A4 07 VR B W vE b (AT 1 H AT
AR 17T-20 4 AR 10-12 H (Douillard 28 A, 2000 ;Goldberg 25 A, 2004 ;Tournigand
2 N, 2004 ;Rothenberg 2 A , 2003 ;Hurwitz Z& A , 2004 ;Giantonio 2% A , 2005 ;
Cunningham Z& A , 2004 ;Diaz Rubio Z& A , 2005) . AR, T BIEH ALY 5-8%.
[0006] LAY H 2 A AT R AR B R E X IE . B DI PT (bevacizumab) BY
PUZH HPT (cetuximab) 540 e AL PP VA G W] 7 A2 60-80% [ V.38, AT FE £
ERFE AT BT AR AP, ARV A T 2-10% 2 (A R 58 4 O (CR) & (Hurwitz 26
A, 2004 ;Diaz Rubio Z& A, 2005 ;Hochster, 2006) o 4R 1M, 5 TALFIT VAT 2-10% CR B
[P EAR L T RRIR D, P R ZHASEMF N E R . IXHFR CRAEF I HA LR 5L
PPV R CR B 1 B AR L A .

[0007]  {ESFIREFIYRETL A, ST — BRRVETT FEAAH L, K 28R B Al (celecoxib) (XCEL)
( CELEBREX®; Pfizer, New York, NY) ( —Fhig M COX-2 #IHIF] ) ¥ 0 B4k 2297 ¥ 8%
TR VA B BT Dh A (Cianchi %8 A, 2001 ;Masferrer % A , 2000 ;Sheng %5
A, 1998 sMilas, 2003) . 3 4 2K, BF 5 & 78 4852 XCEL (5 & 85 fih i (capecitabine) 41
B )/ TV IG 66 AL ER RS T S5 I B s B 2 TR MR HoS oS s o H L
(29% ) fd F 58k XCEL (n = 9) 8l XCEL AJEUR (n = 12) H-F R0k SEB CR, 2 W45 4 26 [
LR 8,044, 033, BRI, 4R B 70T LLFTINMR L BB 38 7R I P72 05 SET CR sl e i 3
A IR B A AR T 40

XAAE

[0008] B SEMi Ty S, 4R IE M TR Y A E N, AR () BFoaER
BUEAERE G &1 i Bl e WIPU a7 i HZR 5 BAT Thsr i) CD133 RBP4 1%
7 R e R AT A R N AU -2 (COX=2) BT s A (b) [z il i o —
PURTT IS B, FEFLE T I, 321 2l AL MR A THRN CD133 RIE/K-. 4B
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—2ET7 1M, 1% CD133 AL T 512 CD133RNA B 8 [ BRIk T i o 2812k Ui, 2178 Al el e
AT 4 FR%EAL A GAPDH RNA 7K PR K T4 0. 56.,0. 6.0. 7.0. 8,0. 9.1. 0.1.5.2. 0,2. 5.3. 0,
3.5. 4. 0.4.5.5.0.5.5.6.0.6.5 8% 7. 0 [¥] CD133RNA ik K F (] dn3 KK FEA T 0. 56
7.0 2200 ) o WA FTER, CDI33RNA KA KRR R AEA T GAPDH mRNA X J i)
CD133mRNA % & ( 22 WA 4N Tinuma 25 A, 2011, HE kN A LS I T RIFAEC ) o A
SUREEARN ZHHRE CD133 7K Pt A] DLERHEAL A (AT He g 0 FR IR R R IEZKF (R 5K
D) HBEARRAEEAERE A R, A AT DUAVPAE A3 BIAHENE S o 72 e 07 0, 200w A 5
[#) CD133 FKIAIKF [ 2 1R L0l 2 B K T i A2 iR & R IS KPR IA K o 2%
13k 3, FF R CD133 7K AT LA I35 CD133RNA 7K F, H Lok [ TCIs e Xy H 52 1R 3 (A
HE CD133 A K K4 2.4.6.8 f5F1 10,20 58 30 £ (491 41 Lb X B 52383 (19K S KA T
2510 f5) o

[0009]  7E 55— 7 IHl, SEHE 7 W 7 i — B AEE N ) — BT e R 8 I i AH X T X I
ACEEA TR @ EBUR (CEA) « CD133 4 (CK) 19 Fi / B CK20 KIE (441 mRNA
KiL) M2 H.

[oo10]  EKIth, 75— ALty S, 34t —Fb TR 7 2l 75, HAHs (a) den
TRRAE  CREZBUEER 20T & W B W PUs 7%, ST 2 A i U AT R
W) COX—2 BEFPHIF s B2 5 BAT IR CD133RNA FIAAKSE (gt ) « (1) AbsiEit
A GAPDH RNA 7KF-B K F24 0. 56 (1 i1-F 0. 56 A1 7. 0 Z [AIBE K) 8 (ii) KRBT
Jeg 0 M A i R ) CD133RNA FRIA7KF (5 4n Bt A2 1K K2 2 31 10 %) A1 (b) 1)
S ARE T T3 — DU T

[0011] 755 —SEHE 7 S, P&t —FpaS i 52 3838 o iy he 40 i ( Bk A7 AE e T
9N AR ) 17, HAER I B AL 2 BUEAE A IR TT 45 W B E M bUR T 1L %
R W AEYFE SIS CD133 3K, 17 V20 455 i FH S MO 1 A ZE 4 FH COX—2 i i) 551, L
CD133 RIEK T RN Z AR E P AFAETE T4 (A7 AR T 4 g S ) o E— 28T
[fi], CD133 AT ey A& £ 1 BB RNA SR KT i 2849150 U, STt 7 22 18 7 2 mT LA AL 46
5E CD133RNA FRIAK P, HA K F£5 0. 56 (YARHELL y GAPDH RNA ZK~FH ) 8iA~F£4 0. 56 il
7.0 Z (A B KK RNA RIA KPR IR 2R FH AP R iE T 40 . 7E—2877100, 4 T-29 0. 56
F17.0 2 EAT490.56 F16.0.5.5.4.0.3.5.3.0.2.5.2.0.1. 5 8 1. 0 Z [A] ] CD133RNA
RIEKPRRZRE PAEERAET 40, e o7, TiEafEme 2R E G AR T
TCPEREXT 21X K E CD133RNA (U K2y 2 2] 10 4% ) HIMIE CD133RNA K- DL 71 52
R B AEE T4 M b T A JaE T 40 M 0 A 05 7 1 RS b Bl LA e i T 40 e ) A2
WkREY) o EILE T, S 77 200 77 V2 — A HE I A2 TP 1) CEAL CK19 1 / 8K CK20
FKIE (514 mRNA ZRIK ) , HA AR 55 BRI T R 9 CEALCK19 FiT / Bk CK20 KA KR
TR P AF A SE T4 M s 52 1 A7 A5 e T 4 B P RS 38

[0012] 7 55— J7 10, $& Ak — oA I 52 3R 3 o 1) e 0 T 40 M 1K) AR bR AR ) 1K O v, A
1 (a) ME O A% %2 BUEAE L2 IRIT 85 W B e B DU 57 5 10 52 & 1 ARV FE & )
CD133RNA Rk , 127 V200 48 i FH A M P AT 2R A A COX—-2 B3] s F0 (b) WSR2 F Ik
B AN 2SR S0 o A e A M B bR S - (1) 1% %) CD133RNA FRIA7K-F
KF290.56 ;8¢ (11) KT B IR FEIFE A ) CD133RNA RKIAIK o
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[0013]  {E 5 —ASZili 77 S, 30— FloR I 523 2 (9 E T 40 e 18 AR b 7S 4 (1) T
%, HALFRN E O 424 2 BUEAE 252 16T 45 i EL e I DU 7 R I 52 1R B AR RE i 1
CD133 ik, 1277 045 It FH A I BT 25 AT COX—2 Bk, Hodh 71w i CD133 ik /K
RN RE PAFAERE T A LR B AE R L8 51, Jy ikt — A 6 U JERE 5 A 1
CD133RNA K IEZKF-/N T2 0. 56 BN T2k 5 Jof i xd BRI 5 1 1K) CD133 RIEZKF, A%
ZARE S A HA T 40 R bR &) o« 2809 R U, ZERELE 7T, ¥ 52 A A
HA A B EE T4 B Db S EFER S (B Fel- BmRs ) 2ilE A (5
ANEA ) FEAET 40 =R ED) .

[0014]  7E 5 —ANSEHt 7 &, 24t — i e 2 i BB W 8 5 — PR A ik, A
FE 5 O A% 2 B IEAE S 2097 4 1 B (BT 7 1 52 3 B AE P FE S i CD133
FIE, %7 VAR AR AT A AT COX-2 BN IR, P TR CD133 ik K TR R %
REFEY PRI 64770, (D133 FikTHaE &8 Fiak RNA R IAK T Er. %
PR, S 75 SR 7732 m] DAL AR % CD133RNA ik 7K, Horp K F45 0. 56 B/ T4 0. 56
7.0 2 B K RNA RIAK PR R 23 T5 B 0 — bl yridk. £ m, JH
CD133 FRAL AT KTk B TefiE AT AR S i CD1I33RNA RIAZKSE (Hank 2 ) 10 £5)
TEHE T 1, SEE 7 S 77— AR e 52 R R i CEAL CK19 i/ B8 CK20 1 55
— bR R R R IE (0 mRNA 383k ) , For CEALCK19 Fl / B CK20 KIATH Rk %2
RE LT —PUBITIE,

[0015]  7E5 — ALy E A, fAt— R H T e 2l E R S W 8 S —PUR T R T,
HALHE (2) W% CA L2 BIEIEEL IR TT 45 B W PU 7 0 523838 AR
[¥) CD133RNA 1K, 17 A ALHE il H SR B HF AT A0 A COX—2 Bl s A0 (b) WS iZat i h
) CD133RNA FKIEZKF- K T4 0. 56 BOK T2k B o AR S ) CD133 Rk K, T8
AR R SN T B G —PURIT R AR E T, T kA HE W AR & 1K) CD133RNA &
AP/ F25 0. 56 8/ TF2R 5 TEIE X R F A (9 CD133 RIAAKT, IBA Mg 22183 %
NANTEE S — PO 7. 2R UL, ESEEE T, 32 A B B (BATEE) 5—ht
T EREIRS (Bl TSR ) 2R ETE (SATFE) B—huErit.

[0016]  7E—/MAH IR SEHt 7 S, Sl — i FH T30 a2 52 38 AP 7 VA I 58 2 IR NV IR T
%, HAEE : (a) e CEAEZIEAEL IR T 45 W B IE M PUs T 202 3 & 1 Ak
it RS CD133RNA R 1K, 127 V2 A4 It FH SN 17 A A= 00 COX—2 Bl ilsn) s F0 (b) Wi ipt
f Y CDI33RNA Rk /KF (1) UbRr#EAL A GAPDH RNA ZKSFIE/NF25 0,56 B (i) /MK
H T A R AE 5 ) CD133RNA Rk 7K, T4 K 1% 52 3 3 S )y X e 7 i LA 56
ANV

[0017]  FEMLLET7TH, S PELe I e HAA T CD133. CEAL CK19 AT / 5k CK20 ik K152
R EHEIN EZ A (i ansk B2 AR H ) 1 CD133. CEAL CK19 AT / Bk CK20 %
Ko FEHETT I, EFE 52 ] A FE SR AR (L 2 10 (1) CD133. CEA. CK19 i1 / B CK20 &
AT R R 49 Ao i Bl TR

[o018]  FEFELET (I, SEHt )7 S T E AR & 52138 T i CD133. CEA. CK19 1 / B CK20
FiEKN. #8877, J5E CD133. CEA. CK19 AT / B} CK20 £ 3 & /K F. A LUA T
EIZER FURERIE R AR (HABRT ) B2 38 kg & 8 s B 7R 1 Ge 3 4600

7
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B (I A B (Western blot) JELISA 8% THC) o fEHE 71, M 5E CD133+ CEA. CK19
AT/ B8 CK20 FRAK KA FEIN 2 RNA K38 7K-F o A] LA -l E RNA K8 KF 17754 (H
PR ) BERZAE (4501 RNA BN (Northern blot) BUFEFIZYAT ) A% RN 78l R i 54
BB R V. (RT-PCR) o FEFL& 71, SE 7 S0 ik — DA E I 5230 1) CD133 FRIAK
(B escE R ) o EHE T, SEE T SR 7 1A AR 52 1) D133, CEA,
CK19 1 / 8% CK20 KIEK - 5 2 E 2 A S e TA M s iR 5 2 i & e B PUETT
FHA RN

[o019]  FEHB 7T, L 77 2 1 7 VARG DN 2 Bl 315 52 HH R CD133 LIS 2D 5 —
PRI R IEIKE o 75— S8 OLT 5 1250 25 DR 70 68 40 e B8 Jed i 40 i rh 3R IA 1
SR, e, B MERESHEIERE. S0 R0 5L 7 s R e 83k A5 2
F(HCRAZIAE ST ) 19 CDI33RNA KA KT, 7ERLETTTH, CD133RNA FRIAZK P42
5237 RNA R IEAH EL RIAHAS R K 280K U, 78— 2845 00T, 2275 RNA W] LLJ2 9 b H
MBS -3- BRI ZUNE (GAPDH) [ RNA, 2 WL A5 | A i 77 X3 N A S |9 NCBT i 5
NM_002046, [FIFE, HE AR ZER ()40 CEAL CK19 1/ 8% CK20) [#Z&15 W] LIAHAT T
Z2IEFER (5101 GAPDH) 438 - 0 52

[0020]  SEi 7 2 A L Ty P 4l 2 HA T A CD133 RIKHI 2k & . fE—LEJ7 [,
CD133 ik THE ok H 2 1 A 13 B Z3FE i R 3Rk T e A — S8 T, SEHE 7
SN0 7T AL HE A2 SRS AR o UGBS ] LB B N2 3015 (1 nid
REAZIRE BhM ) ST LUE L =07 (BlinBs AR sk seit s ) 3R1G. AERLLL Ty, AERE
AJ LA MLV I S B 2R it o AR L8T7 0, SE 77 58 1 77 1808 S vl 3R B EL Ak
H eI EX B A2 IR OFE P i CD133 K. fE— 2805 [, oI A2 IR e MR e H.
MARIZSZ PRI TIEI SR o (R T 5 1, A IR A2 3058 2 A 08 DS e L, 9 WieF R 7E 1045
8 2 % WA PRAG 5210 IR0

[0021] S 7 221 U7 ¥ M O 4 BREAE# 52 U T iZ AT ) — P r ik 2 iR
ST ARG A R AT A L COX—2 Bl 75— 2eRe e Jy i, 21k CasUEEH 2
A HE it FH 2SR A AR B I B ORI T . RS, 2 DA SOIE R Z IR,
A3 HE 7t FH S AT AR COX-2 B HMHIF R Tk e W, 2 & A AR
A it FH 2SR AT RIS AR R U BT T v

[0022]  FENELLT I, Sl B2 E R R T F AR 2R E . ALy, 2R
GRS BH BULRTROS W R S Bl (PlnEBN g B ) . EHETm, %2
R EAEIRIT BUEaiaT dE B . 2800k, &5 B s vl LU ¥ B 45 B
S, WAL G5 R (OIS, M SR EEE £ A ) e 7E— 2805, S &
(5238 7] LLiE— 0 5 U O BUERT O 4 B B B s KM T R 449 (hand—foot
syndrome ;HFS) HJ5214# o

[0023]  7EFLE 7 I, S 7 2 23 2 AN EL S TR CD133 R IA KT (8 i 7 = 1)
CD133RNA KIAZK ) BISZIRF o PRI, S 7 G2 () 8 7 i m] DAL 5 32 3 AN B e 1
ML AR 5 B2 X BRI TR A 8 ROV IR

[0024]  SEii 7 2277 T Kb o COX-2 BNl FI Py ik, fERELETT 1, % C0X-2
T A FEME COX=2 il 284K Ui, 75— 4877 [, COX—2 143 P i il 771wl LA 36
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V& B RE (meloxicam) « X A5 (valdecoxib) (BextraTM) . ZEk E 4 (CelebrexT™) . & HE
EAi (rofecoxib) (VioxxTM) sk Z8¥5 4 (naproxen) (AleveTM) . HERARAE—PMLIE L &
rfr, COX—2 ) A2 ZE R B AT, {H UM AL HE B 28 >k AT LAY COX=2 il /R A A% % B i)
— AN TR . AERLEUE LR, o) A2 AR A i IR Rk B A 1 S =TT LA A/ T4 200mg
b. i.dv KT 200mgb. i. d 8XZ) 200mg b. i. d.

[0025]  FEIELET I, ST S0 RO BOm M BT AL I B U T 28k U, SR AT A
VAT LT AEY) 5 - WA —5— IR BT A 836 B %R No. 4, 966, 891 H T IR AT AE4)
R E TR UGB 7 LFFAR P FERELE T, MM FRT A R R i, fEREL Ty
[, RIGAE R A . 284k U, R 57T LY 850 22 1300mg/m2/d. £ 900 2|y
1250mg/m2/d W5 EBLZ) 1000mg/m2/d 5 & i

[0026]  SEii 7y 58 B T7 [ M m) S2 iR (A an 28I e B R CD133 SRk K152
RE ) MY —PumITiE. fE—2I70, 51— P T B S TN R AT VR T
BT AR ERLETT I, I HURITIVE RN T . WU T 5] LA KA ) 52 1K 3 it
2 25 3|2y 656y 2 35 22 506y B 35 B2 456y U o MeAh, ERLLE IR, BT VAR
15 3-D MBI AR . 52877110, ) — P 7 A F R AT A L COX—2 Bl i) 1) F
FEIEH R T VRIBIT o

[0027]  fIASCUE B AHER, “— (a/an) "A] LETE — D EE A WA TR Sk
P, A& in) < s I, B C—A T UUE R — AN T4

[0028]  [RAEEH#AH R R TR A SO 2 BAHAE R 10, 15 WIFE BRI ZE K A A AR
B T REIR M/ B AR A T SRR TR AR A/ B R E o anAR ST
FAE L, “ 51— A7 LS e 2 /b3 A sE 24

[0020]  TEHEANAHIES, AiE 29”7 2 M TR (05 H T e E P4
Ry 22 R [ A A A B 502 R 2 (B AE AR AL o

[0030] A</ BH P H AR R s R 0K A LT PR R IR 1 A2 75 2 1T 2y Lo SRR, B T i
TG A0 R IR 22 S A9 14 38 7 AR R BH IR 30 S e 7 52 IS LA B O A2 1 S BRL R 78 AR B
(R RG A R ] PN 1) 22 A 5O RS 5O T AR SR AR N 58 0 UK AT — T 40 0 B T A2 45 2
[IEZ

4 =1 152 AR

[0031] DA BE7R T R4S 1 BH A5 10— 30 23 I H A B0 46 DAdE— 20 Ul BH A BH I R 28 5 1T . 7]
DLid it 2 75 X S R A (1) — A B 2 AN S5 G A SO 2 IR IRIRE 8 S 77 8 0 TF 40 A ok 5 4
PR AR AR o

[0032]  [&] L W]V T XCEL [ AR (n = 65) (BFIT 1) 5

[0033] & 2 ARIEFHIEALKI N (FFFT L)

[0034] & 3 4% 2% XCEL /E N 3 — 4R B 4R yT VA R 10 =3 =2 - W HR A7 3 B o i
(Kaplan-Meier survival analysis). HHZEPEU6RHTCiEEAATEI (AF9Y 1)

[0035] || 4 352 XCEL VRN — 2888 — 2y iE R I -R% == — T HRAE 3 70 17 5 ot
Bl S AR (IF9E D)

[0036] |4 5 :FAFEIR T (n = 21) (W5 2) ;
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[0037] K& 6 :AECYIBR (n = 6) FRVIFREHE (= 13) HI5EAE RN FRFLER R (BF5
2) ;

[0038] P 7 AECYIMRFIRYIGEERE (v = 19) L REEN AR (5T 2) ;
[0039] [ 8 W[ IHAARIFAF (FFF 2) 5

[0040] K9 >k A4 E i 2 Wi FAERIER 8T (BT 3) 5

[0041] & 10A-B HEFFAHXT T ASYEFE XCEL (19 RES ( & 10A) F1 0S( & 10B) ( BT 3) ;
[0042] [l 11 :24FRUELL A GusB Fll GAPDH & Z BE A B ) CD133mRNA #5 DI% 4t B bL s 145
W IRFRUELL A GusB B GAPDH $2 £ 23 {DL4E 5L, MM & BATAr S 0 SRS R ] LU iz br vt
1k

BRLHEA R

[0043] 1. &AKHH

[0044] TR CLZRUE AL 2297 FIAT COX-2 $Nkl5) (Bl gEk 47 ) M4lA (XCEL J7ik)
SRR RS I E s . kb, ol C A W 218 29 % G YT A W LLSE
P CR(SEELEH)8, 044, 033) o SR1T, BIFLE FZ 25 B AR, 5% PN MR &L 28 3 48 127 102 e
L CR 7. Bk UL, SERTEA J7 2 Reff g 19 1 XCEL 55772 5 il A g 58 4
I UAE S T H 2 A T I R G2 A B B AR AR 0, 5 s A 400 i P 8 26 52 3K 3 ke Ui, SR 71 4%
il CRI, 38 A RORIE ] BEATAE T I if 7 52383 IR T4l R ST ) o X FY7riiix g —
AR RERG, R GRS Pl Be 7522 0 — B T A B BRRE R R AR, 555y
TR R ] Bk R N T E T

[0045] AR FIEH T CAaLZHUm 75 (XCEL) B523 A # i CD133 KA
Bomvl P sz iR 2 B xZrik o A S N, AR UL, &I FE b
[¥) CD133RNA R IA T i KR AFAE SR E T 40 o PRI, BV 22 B e 2 32 1 B P i
CD133 FRIE, AHXT T O HA 58 4 SN I A8 38 ] DUSE ) A Bk e T4l iR i puseyr vk 8
o AR, ORI ERA SR N EF BA/NTZ 0. 56 FIMLIE CD133RNA /K
S CHFRUHELL S GAPDH mRNA ZKFB ) o [RIFE, S5 f B TC e X A2 i B AR L, S84 IR N 3
IR R T RN BRI CD133RNA ZKFo [RL, R4 S 77 22 PPl CD133RNA ZK°F i
T R I AR AR B 40 B 1% Ol N AT RIS T A N o [, W DATERTY T i
BoR5EA RNV T bR TS (IR E R 2 RIEA ) .

[0046]  TT. Frilj2& Rk

[0047]  FEMELGSTE 7 b, RSO TR AR 7 b RS DN e 2 i s P R R R IA . 7B
— 4877 [, Y 5E CEAL CD133. CK19 1 / BY CK20 WKL Ko 28Ik U, 75— 2L5Lti 7 &=,
JE CD133 AFE i & CDI33RNA s (1 iERIE . E—L )5, & & (D133 REBIEAHN T2
ZFERINE CD133 KIE . ARSCH IR T2 CD133 Rk PRk FEFEERH Tz e
AR R IR (540 CEAL CK19 T / BF CK20) IR IAKE .

[0048]  FEIGPRIZWIAN / BMEINAZ 3038 I, AR T2k B R e b T i e R A 5%
A SN SR A BAH N AE AR A (7K (RIZZ5 K07 ) A CD133 (1 3R 38 i 3R 7R 523K
HEEGEIE TN (82 REFES Pk ) .

[0049]  AHUHFAN R CHUEATIRKIZW IEA— 8 T B — 0 8 AT . B,
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S 7 2211 7 T LS I 5 B R A5 8 D133 FIAACE LA B Rl =ik 58 2 fh A br ik
PR IB AP BAFAER / Bl A BE A IRARRER L2 W 52 183
[0050]  A. ZERASIN
[0051]  7F— 2652t 7 Z2 o, EAl CD133 SR A W] Ly Mo & mRNA R IK. 28451 >f Ui, i
RNA [ % 5% (RT) & cDNA. B J5 #H %) 52 & PCRTM (RT-PCRTM) W] FH - I 5& ¥ 52 mRNA ( 51] fn
CD133 Zhd RNA, {51 41 F NCBT 25 NM_001145847. 1. NM_001145848. 1. NM_001145849. 1,
NM_001145850. 1. NM_001145851. 1. NM_001145852. 1 5k NM_006017. 2 ¥ FFLL RNA, H
T—NERLAS I 7 IR RSO ) BIAEXTIRE . T8I R 2 mRNA (9K AR T 52
RNA (41 Qi1 AL %sf LS [ET £ RNA, 491 41 GAPDH) 5 AT AR Ak, 7] LA BH 4 4 72 mRNA Fh 2 f 5 [A]
ZeSpARIE . FEREEETT T, mRNA KIA AT DAAEXS T1% 27 mRNA (W3R IA T e 8. 2809k U, A
TAHAT T GAPDH 7€ & CD133mRNA FRIX M7 AT A HIA T Tinuma 55 A, 2011, HiEEfk
WA LLG I 7 IS,
[0052]  FE—48sjli 7 S, n] LAE W0 b SCRTIR (4 35 7= 48 52 )7 41) 43 By LIAE FH A it 7 )
ST HR S AR E AR ARk . FESELE TV, R PR Rl ek A A e O T
LRI P05 96T B 80 43 BT IEAT o A S B STt 7 SR 4 A T DUATE I S S8 A 1) 43 7 oh A —
FRE AR 51 A CANF 51 CD133 1/ Bk R N, A% AT IR 5 1) mT L vt i R r 4
g RERI A (BER B B dm s 4 ) 41, HoRE fanT DLE sk BB ok 43 47 o (A1, DNA I
JEa] LU PRSI / 8e & CD133 St e brE ek % R R IA . H %P0 777
B (HANRT) Al 2+ 53k (e Illumina®$ﬂ Helicos® BioSciences Fif#i K] ) «
FEWEERIN 7 (I W12k H Roche ) 454 Wil/7 ) Ak &0y (41 Life TechnologiesTM
SOLiDTM JlJ% )
[0053]  7£ PCRTM H, & 4 (7% DNA 1R 53450 B B SN 8 B R R G I B Py 5 5 31—
GRS A R bl S, 335 R AR B AL /D E RG22 (R 1 I FEAN ARG . dn R e
il Xl R A E HLY Bl bR A DNA (193K BE 1 Log IR 2R I, 0 AR AE TE AR 19 1 2 A
IR HIR RS M — DMEFITLE, BERHR& IER HAE @ 1. XA BLyd 2 i
MRSy o RIS A IR G, BEERIFEMhD B 5% . i, B4 ¢ 42 DNA
(I P ARSI R — [ e (. X ] DA A2 P &8 77 o
[0054]  7F PCRTM " 184 fity £ 11k 31 73 H 4 DNA F e B85 5 8 S B T 4 2 BT 4D AR 0 R A E
bC o TN 2 V22 58 O IR EA SR B HLAE L2t a4 IR PCRTM Jie 3 H 4 DNA R4 38 74
E’m‘z}# A] LA 5E J5L 46 DNA YR G4 th iR o S8 2 AU I AH X BE o 4n 5 DNA YRA- 4022 AN TR
ZH 2 AN M5 5 (1) RNA A R R) cDNA, F8- AT LIS - 2H 2 sl 41 il e 387 51) i SR U 1R R o
mRNA AR FE 2. PCRTM 7= P I3k B AR AT mRNA 3= 22 [R] ) 3X — 1E LU AN AE PCRTM AV 11
S MO P 2 IEFA I o
[0055] 7 #h£& 1K T & J30 43 Hh S DNA (1) 5 09R B2 2 T8k s S YR A4 e i o vl Mok
T2 1 FF H5 48 DNA ISR UG B Te oK o TR, ZEXT T RNA BE (AR i ] LU ik RT-PCRTM i 52
mRNA Ft S8 (R AE A = B 22 1706 20005 A2 RT3 — I 45 11 A2 2 PCRTM Jse Wi Ak T G il 4 1) 4 1t
I3 H IR DA ZTR T A 1) PCRTM 7= 4 Yk B A T LR o
[0056] X RT-PCRTM S50 > i a0 20005 A2 LA s DIl 72 2R 5 mRNA B8 (R AH X =F B2 1 28 — A
At A2 T HE cDNA AR FE AR HEAL A 3 — ST AR HED . RT-PCRTM SEE 1) H A2 AH
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X TFE i BTA mRNA A P 38 35 A2 I 2 R 2 mRNA BRI =E T,

[0057]  HIT-384 1% PCRTM K 22 007 S M R 2 S5 40— AL 325 BN &6 PCRTM FRifEds .
FAEH G B TN PCRTM 5 35 1 P ) AT BURE , A X S SRS A2 A 200 o 0 2R 25 e .
P ¥ 6 B B X P P EURE , R4 3= BRI AR A AR I A AR . VF AN [F] RNA £
il FEAER =R FE R EE e (A An e ok 22 S IR A RNA BRI I 00 ) AR 43 LAAEAS RNA [ AH X
FREM 2R AN TSR E L 7 A . iR AR HEY) LU R =, B AIE A —
ANEE R RN SRAEY LR SRS, B4 T] LATE RNA A5 2 TR AT B M LL R
[0058]  JHI T4l RNA i F) RNA B[S AR A AU H AR N 53 T #4Ji1. RNA B2 S A
FH RNA /E R #E o BpHb U, A8 FHBRET S8 ) 28l 2 T &G M (5 R HA A YEJE i )
FRY RNA B2 AR AP A% 8] EUEAT 20 B LA B T Ao IR W BT IR AN I
UK LUK, BE S BN BIPEIE o BEJS, B PTER TR R SERER (BN FRICIREr ) Efei
AR PR A AAT AT N — &I T o B ZIRET & oot i b R REAT B ZE LT, BT DLEREL K £
BTGP0 REkRZ R & e, Hoesil.

[0059]  7E-—SUSTjt Ty 2, TEEENR 43 B A VR AL L BE G L LU R AE UV O B G 8 &%
B2 o A2 —SESili 77 ZE T, G SRAZ R ER ASE AU 85 SRR c I B R & sy Gk
B bt J5 76 53 5 5 ] DA - ) 2 i T x B9 4R BUE I8 i Bo 6 Bl

[0060]  7E—LLSjfi 7 S, MBI E M. B0 B E, LRl AZ IR 5 50748
filto AEEREFSES TR OASTBUN ME RN 3o A5 — DSEHT =, R A5 T 45 1Ak
I, BRI Z, BLEE X  T— i iy A A IR 7 o EOR A TR — A SE R T
PLS1 ) 77 3R A S 26 B & ) No. 5, 279, 721 1, Ho A IT T B 3 Lk Fl# 4% 1R
FRIBE A AT V2 o 120028 SOV FELDKAMT EIVIZE T RS e A M i B A HL AR 8 5 T EAT AR Ak
A STt 7 2K 775

[0061]  B. &G

[0062]  7E-—LL& 75 [, SEJlh /7 S0 78 SN CD133 & I KR Ak« 2549 K i, 7] DA
M T4iG . gt Br kg |/ s dh— Bl 8 B 4l 2 (B CD133) (1) Fa Bz A il
Tiide MR A WISt 77 Z2 4 B R n] DUR T4 D133, — S840 e Al 7 A AL E (%)
28 JUAP ) eI S B W B 23 A (ELISA) JSU e 73 A (RTA) S e Uit W 5 43 B 5% 0t e e
M AR RO M FE RO A i MR 1 S BN R o 22 i A e A il 77 VA IR0 B O 2
R TRk, 40 Doolittle Fl Ben—Zeev, 1999 ;Gulbis il Galand, 1993 ;De Jager Z¢
N, 1993 ;l Nakamura Z¢ A, 1987, & LL5 | H 177 XOFAA S

[0063]  — MR Ui, Sz 4G T AR MBS CD133 R i 2 I/ BRI AR
I HAR A A B S 77 AT AL &5 5B — DT CD133 JUIRIER B ARV IE A B A W4
PR B o XD M B T AR, B an LA RETE 2, B A A EM E AR
UL 53 IFE S T 2 E Buia b . B AE DR R A TFTE R4, BT SR Ediik
Fo e A HIPUR, AR JF B NE R A B/ sSUNCRICER Ebr SV S B bR .
[0064]  Hu iz &5 J5 iRIC AAE FHTAG AL E SR S 0 8 CD133 R 77 . AT, #43k
PR AT ZAE 5 S BB, 2R 5 R A E B A E &0 TR S B 5 Y & .
[0065]  AKHEHL IR AT I, T 7 B A AE DA i m] DR PR BE 5 1 3R Ak D133 A 40 i A A i 4
it 90 G0 L3 B A IR & 2R BB B S — P AR i ik
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[o066]  7F & ULV IE AW (WIH R EEW) A AR BN [R) T A ik
R S PR il — O R DU AL S T A BRI IR B IR G R
DDA S (RIGEET ) AELERIMTAT CD133 8 (A TR i e B A i — BerfTa). b
— VR - DU A (I ZH 2300 Fr JELTSA 35 A B AL ER E B 1 ST BNt ) B
SR AT AR R S Pt 5 A BN, AT SR/ IS SR e M 45 6 T IR Sz BN KB ik
BRI 2 o

[0067]  — ke U, Fe s 526 W 1 R (RS I AR 4888 b 2 Ak B A e 1 I EL R DA ek Y
V2 7RSI, IR S8 Ty v — R FE T hr 3 slbs A AR I, 451 2 S e L 0 AR
VIR ZE P (AT —Fh o 3 SIS bR (9 HH & 10 35 | & R AL 3, 817, 837 53, 850, 752 5
3,939, 350 33, 996, 345 34, 277, 437 54, 275, 149 1 4, 366, 241, H 5 —ALLa| H 7 X
FENARSCH . R, QAT A BT L0, T A IR A AR (s —huik ) i/ sk
Yz / PUEY R E AR Y G ICE ] e RILEAME .

[oo68]  7E—4Lsijtiy Zrb, RGN CD133 Pufk (Bt D133 Hitk) A G iEE T+
AT RS I AR Tc, e A B S5 R T SR S I — bR id, AT S A R IR R B B S E A
M e 76— 288l 7 &b, B E T IS R S AN RIS —PUAn] DB X T 1%
PR R A G G MM 2 A RO . FERL e Sl 7 £, 58 85 SR UL £
TRRIFRId. B g G E A A 52w Lk, R CIRR oA “ Ik40” Jifk. 72U
VI IR 2 5035 526 A 38045 R R — BEWS [R) R AT 28 5 0% A0 5 S brid IR R &5 &
BC AR BT i o Bt JS — BRI AR G0 50 3% 525 ) AR AT S MR 45 6 I Ze A il IR
FUABEL A, bl SRR R Rz B AP IR AR bR L.

[0069] i AR P VARSI e AW W ESCITR, X THiik R 4
GORFIPER S g5 Gk (Blndiss) HTIRRIRBRZEEW. Tekia, R 2 LR
SR E AW ( =R BIZEEY) BRIA BRI — BN TR, IR Bz B0 5 Xt
T ZHUAR A AR 2 = 45 S IR BT R ik o 1258 — EL AR EH AR E B T A
Fric, AT SRR R M T ) = e AW o WA TR B X P R 4 n] LR 5K
Ko

[0070]  —Ff G B A I 7 FAE PR A AN R Bk (S — D IRAED R B g sk £ s bt
ARSI BT, AR 5 A 28 P IRPUARIN S B T R A EMRNED = EM ALY, H
S AP IR IR E SR R — PRSI T . WERERPURAETE, T4 —Lediih s
G RPUR LUE A Z bk / PR E 6. MBS EUEE DM R (S E
TE) WAL DNA R/ Bk 75 A AL DNA RS0 T s B ki ik / BURE AW,
Hrp PR IS EY Z AL i MBPUA / PURE &Y. EEY PR E RS A I
(K4 G AT, BEEDE R S E S B R AR R PRSI E .. XM DR
PR an g m] A ik 2 2R A SRR DA / PURE S LE B AR iId. 1E
HIERY BT, v LA AR R AT WL A .

[0071]  5j— CLAN I S B A I 77 v FH S0 9% —PCR J7¥2: . PCRIM 77V H 2 5 A AL DNA —
I E AR LT BEHE /R (Cantor method) , 4R 1T, F S HCHL A [RIA pH B8R m h 22 iy
VR DNA/ B2 / DU ORI R / SUAE AW, DB 2 i O s =
VN EAL DNA B E o AR A AUV A28 165 |90 R0 40 EEAT PCRTM [ Vo 227D 38
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w b, T LRI PCRTM [ E R 18 8 0 s S P SRS R — B R 70 o

[0072] ANk BH SE i 77 S8 10 S 8 A5 0 7 VA AE 2 W R i s 9 an 22 o Xk 28 e (A1)
W KD) WPk B B S o AT, A M BE & CD133 A brE W A it 2 1K Ak
1/ BGARR I AR AN/ BN RAE o SR T, TX 8 S 7y G AR FH T A I R AE & 491 W7 35
SE U BCHUAAE 5 N, 491 G 78 55 1) = 4 40 f A A

[0073]  TI1. HUEIri

[0074] G BT VEIR, S 7 S I HE LS Ty [ S PUE TR i . 28k Uk, E— 2807
[0, 7 FHASE FH M EP AT A2 R0 COX—2 i il 5 1) 7 S ¥6 7 I I B8 52 i Rt FH o5 — DT
o R84 ULT, %5 — P r ik LR M AT A2y (Hn-R R ) AT coX-2
I (il anZeR & AT ) BE— 897 . R ETTI, J3 97T L AT U 47
EN TR B R VA AR R L AR TT -

[0075] A, AL2557VE

[0076]  FEIELLSE Ty Srh, 2R H W LLH I — A= 187 FINATT o A IR YT 5 IR SE 491 A0 5
(EARRT) Bk, a2 2k (thiotepa) M BEEENZ (cyclosphosphamide) ;fifRLE
KM, B 40 E 9 % (busulfan) (3L EF N (improsulfan) MWRIHET )L (piposulfan) ;%A
We, 1 A2 R (benzodopa) « FUE ER (carboquone) « 3£ 2k (meturedopa) Fl 2 ¥ &%
& (uredopa) ; £ 4% Y iz Al B 3L i (methylamelamine) , fL45 /N % % (altretamine) .
=W LI (triethylenemelamine) . — W Z FE i Wk % (trietylenephosphoramide) .
= W & % Wi A B Wt % (triethiylenethiophosphoramide) Fl = A F& = X & %
(trimethylolomelamine) ; £ % & Bt ( JU H & 45 2 & 2F (bullatacin) A7 $7 & =F
Wi (bullatacinone)) ;& B B (5 & MUY 45 D B BE (topotecan)) ; & %% 4l 5%
(bryostatin) ; F#) ik 7T (callystatin) ;CC-1065 ( A 5 [ £ S 5 (adozelesin)) .
Rk (carzelesin) MELHTRHT (bizelesin) & MY ) B R (JUH 2 BE
21 NEEER Q) i RFHR (dolastatin) ;{5 % F (duocarmycin) (IG5 BRI
KW-2189 F1 CB1-TM1) ; ¥ #E JEV& % (eleutherobin) ;7K EEM (pancratistatin) ;& 4%}
Il (sarcodictyin) ;#4890 (spongistatin) ;& Jv, HlUIZE T BRESr (chlorambucil) «
ZE A F+ (chlornaphazine) « & il Bk % (cholophosphamide) « W % &) JT (estramustine) .
S ER R Wk % (ifosfamide) « &l I+ (mechlorethamine)  #h % 48 & I+ (mechlorethamine
oxide hydrochloride). 3£ 7 & (melphalan) . 3 & J+ (hovembichin). 7K 3+ JIH & ¥
(phenesterine) « ik JE % 1) T (prednimustine) « i % % (trofosfamide) « JR W& BE & I+
(uracil mustard) ; VAR, ) 1 & % 5] 7T (carmustine) « &K B % (chlorozotocin) .
18 5 A VT (fotemustine) . 3% 5 7 7T (lomustine) . JE& % 7 VT (nimustine) 1 &5 % =)
7T (ranimnustine) ;P42 3, B Wik — e s A2 (B0 nA 4= 4 3% (calicheamicin),
THEMMEEFERZ vITMMA 4 H R oll;iEN % K (dynemicin), £ 5 ik 1 %
A B IR #h, ) W SRR R £ (clodronate) ;3% I i #5 3% (esperamicin) 5 LA K #r il
Jit B 2 (neocarzinostatin) & €& JI AR ¢ (5 88 B0 — B AE 2= R (0 A B e 85 R
(aclacinomysin) . it & B % (actinomycin) . 2 5] 4% 2% (authrarnycin) « 1 & 2 = &
(azaserine) JHkEF % (bleomycin)  JZk i % C(cactinomycin) « FH7tb 3% (carabicin) .
vE 41 % 2% (carminomycin) « #& Ji& B % (carzinophilin) . & % % (chromomycinis) . Ji¥
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2 W % D(dactinomycin) « 22 4. % % (daunorubicin) . Hb #C bt /£ (detorubicin) .6—
B -5 AL -L- EEA R (6-diazo—5-oxo-L—norleucine) P14 2 (doxorubicin) ( &%
I b Ao 225 2% T ik P AR AR R 5 2= L 2— npb s AR 2 2= A i 4 F %5 %% (deoxydoxorubicin))
X FZHAE (epirubicin) K R 2 (esorubicin) . ik tb 2 (idarubicin) . Bk i & %
% (marcellomycin) . 22 %4 %5 2% (mitomycin) 1 U1 42 %4 %5 25 C. £ My 'R (mycophenolic
acid) . ¥ $7 % 2 (nogalarnycin) . Wi Mi % & (olivomycin) \ ¥ ¥& & F (peplomycin)
KR (potfiromycin) (MR 2 (puromycin) « =2k F % 2% (quelamycin) \ &' £ b
2 (rodorubicin) « &% 2 (streptonigrin) . B /£ & (streptozocin) . 7% 45 #% W 2%
(tubercidin) « & 2K 2€ &) (ubenimex) . i# &) fih ] (zinostatin) /&L L 2 (zorubicin) ;
YL W), 4] an B RS (methotrexate) Fl 65— 35 bR WE g (5-FU) ; it BR 2R AL 4, 4] 4
— I & (denopterin) . ME B ¥ (pteropterin) . — A 1 ¥ (trimetrexate) ; N 14 2K
L9, 15 40 g 0k 79 (fludarabine) 6 37 2 PO 8 B BK P2 S (thiamiprine) | B & P2 04
(thioguanine) ;W& g 2L 4, #4022 Vi fth ¥& (ancitabine) . P 3L e 17 (azacitidine) .
6- AR R (carmofur) P HE L1 (cytarabine) U5 R (dideoxyuridine) .
Wit 58 5 PR 1 (doxifluridine) « fK ¥ R Vi€ (enocitabine) . % K  (floxuridine) ;M ¥
2, 0 R & 228 (calusterone) « A B & b HE B (dromostanolone propionate) . 37
HEE (epitiostanol) « 35 M %t (mepitiostane) . 52 N BE (testolactone) ; H1 '8 I I,
WK FEHH (mitotane) Mg w3 (trilostane) ;MR Ah 7 5, 491 2 b i 1% 5 1 67 1 N i
(aceglatone) ;B IE % BE 1 (aldophosphamide glycoside) ;2a 5L L HETA R ; Bl K W8 g
(eniluracil) ; ZZ WY Bg (amsacrine) ; f5 E A5 (bestrabucil) ; kb 4 Bf (bisantrene) ;
ik 1 ¥ (edatraxate) ;153 3f 4% % (defofamine) ; b 3€ 1] 2% (demecolcine) ; #h MY EE
(diaziquone) ; ¥ K 2% 3£ (elformithine) ; £ & K F Bt 4% (elliptinium acetate) ;
% B % 3 (epothilone) ; fK 4G #% & (etoglucid) ; filf IR #% ; ¥ 2 Ik (hydroxyurea) ;
T 45 £ B (lentinan) ; ¥ JE & 5* (lonidainine) ; 28 3¢ & % (maytansinoid),
£ B 2 (maytansine) Fl 2 4 2 (ansamitocin) ; A K i# (mitoguazone) ; kK
& B EE (mitoxantrone) ; % bt ik FE (mopidanmol) ; 4 $7 4 #K (nitraerine) ; Wi &
f T (pentostatin) ; FL JE B (phenamet) ; Mt Z £t & (pirarubicin) ; & R & i
(losoxantrone) ; % F & (podophyllinic acid) ;2—- Z Btk (2—ethylhydrazide) ; A
B (procarbazine) ;PSK Z MR 54 ;B 4: (razoxane) ;iR & (rhizoxin) ; PH {4 R
(sizofiran) ;¥R JiE%E (spirogermanium) ;40 A% &% ff1 % Wi 2 (tenuazonic acid) ; = £ 4%
W% K BE (triaziquone) ;2,27 ,2" - =@ = L% s il 4 (trichothecene) ( JUH:
& T2 BEVIBYIEM A (verracurin A) FFEEHE A(roridin A) FE%EHT (anguidine) ;
AT CEE (urethan) ; KFHE (vindesine) ;15 R EE (dacarbazine) ; H g B &7
(mannomustine) ; VR Z5¥ (mitobronitol) ; — ¥R B ¥ (mitolactol) ; (pipobroman) ;
Uk VA IR %t (gacytosine) ;B #E ML ( “Ara-C”) ; HBEBE L : A2 fE (taxoid), 4 1 2
¥ B (paclitaxel) M £ i % 42 B (docetaxel) 75 V4 ik V& (gemcitabine) ;6- i 1 M
W 5 370 2k W W 5 B A 45 & ), 9 4n L 4H (cisplatin) o B D H 41 (oxaliplatin) HI-R
tH (carboplatin) ; ¥ F fi (vinblastine) ; %A ; #K & V0 1 (etoposide) (VP-16) ; 5 ¥f
ek i (ifosfamide) ; KFCE BE ; KFE B (vincristine) ; KF I & (vinorelbine) ;
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i )UFr 8 (novantrone) ;% JE 1A 1F (teniposide) ;& ik 1 ¥b (edatrexate) ; 2 4155 %
(daunomycin) ;Za FEMENS (aminopterin) ;75 21k (xeloda) ;PR £ (ibandronate) ;
AL FE (irinotecan) (440 CPT-11) ;¥ 4b 5 #4) B 90 55 RFS 2000 ; — 480 A7 2 &5 2 1R
(DMFO) s RAL TR, B WA 35 IR s Ry (capecitabine) ;R4 (carboplatin) & fijk
(procarbazine) ¥ R# 2 (plicomycin) \ & PAthiE G 4E AN (navelbine) V5B ER AR
RS ERNEIF . B (transplatinum) LA EAT—Fhi 225 b a] 852 10k R BT A2
[0077]  B. JEURYT

[0078]  FEAS R BH I R eAR 1k St 7 22 b, FE R AT AR A5 At s mT DURH A58 48 B X 0T 7
EEU TR AR v S X STER /BRSO T IR 2R B s K 3 iR 4
Mo FEHRLCIEOLT , MR PR AR B 1) 7 v mT CUAS R A i/ B UV JRGT. X 5T 255 & v
TERITR] (3 2 4 F )50 2 200 485511 H R 2 2000 2 6000 FJH KGRI FIEHE N . K
ST R 22 IR Va2, HOEGR T R 2 1128 50 L i % HA PR 00T 1y i P A 2
U7 AL 40 B ) R

[0079]  ATE “Refi” R “FR iR 4N T4 MO R AR SO TR K VG T PR AR AL 2
TRIT TR G 7 1B % B FE A0 e rp B BN M B R B R R . A T SRR B R IR B
T B PR A 250 LA R P4 BT 1 A R A A ik B 40 b .

[0080]  C. HLiER 247

[o081]  FEFELETT I, I —HuE T VR DU R T %, S TR 4 s R o R 4
FH 5 180 G Bt e U5 2% R 28 498 1 HE I8 2R 52 AR TR 1 ) (SERMD , A3 491 At 5 15 55 (tamoxifen) |
T & 2F (raloxifene) . i 3% & 2% (droloxifene) 4- ¥ 5 fih 55 74 2%, il Ik & 3%
(trioxifene) . 55 ¥ & 25 2 /8 2& (keoxifene) . LY117018. B 8 @] Ml (onapristone) FHFE
¥ K25 (toremifene) sF il 75 7l 1) 75 2 B 40 il50), Fo 42 b It rb iy e S22 7 A=, 49
4 (5)— WM, &K EF (aminoglutethimide) « £ 12 A Hh 22/ (megestrol acetate) fK P
% IH (exemestane) \fa35IH (formestanie) v£ M (fadrozole) fRE M (vorozole) 3R
i M (letrozole) FiIF] HE i M (anastrozole) ; FIPLME B 25, ) 40 L Ath % (flutamide) .
JEE KK (nilutamide) « b F& % (bicalutamide) « 2= A EE AR (leuprolide) F1¥K 45 Fi#k
(goserelin) ;LA S My (troxacitabine) (1, 3— AU I L H IRMERE R ) 5 [ 55
AR, JUH A2 AR LED ) S 40 G T8 i Je BT 5 A% Sl T T 2R PR SRR 1) |l AL
R, 1541 PKC—a | Ralf Fl H-Ras ;A% ¥E N, 41 W1 VEGF RISFNHIFFT HER2 KX HHIF R 1,
AN BE PRl 7 VR % A LA AR — R R 255 BRI 2 I 2 IR BT A4 o

[0082]  D. fyyy ik

[0083]  FE—4brp, S —HUir VAR IR T VE . IR T A — R SR A P e s 250N 4 g A
Gy TR FER N A B o S B SN RT LA ) ot T g 40 B SR 1 B SR AR B R
eI IPUA  Piig ] LR AE ST B RO A sl nT DLS A e 4l i LA SE B SEEA i o5
o HUEWA UL S TAWsiER (A= n U R B RE R AR VEALS R A
HizErz s ) I HACHAERE 5. Wl kHh, RN AmT DU 7 B R sl R B 5 ies 40 e e AH
FAE R 5 Ik A . 22 oy 40 1 A0 5 40 s 0tk T 48 i NK 40 fie..

[0084] {485t 7y ZE i, Sufe T vE ] DAL HE ) AR 2 it — el 2 A osg B e (491 G e
RESE R ) B R I e e M B TREDUR (0 B ARG M e ey ) o TR TR I
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THEP TR AR (EARRT ) BTFI IR ER# NS (PAP) L MUCL HER2/neu.5T4 (4540 -5
T EF AR IL 5T4) IR 38 Ui 40 il o

[0085]  — MR, P eg 40 A e Z00H A 38 T EE 1) B 3 — bR ), BOANEAE T R 28U E
MM b AFAEVE 2 MR bR S ) HLIX S8 iR b 2 4 (AT — P e AR & B S onT BLE TR 1)
i DR B A )RR BT R BT A IR AR e PR R W R A IR A G B R RS PR R L
ZIREE (p97) « gp68. TAG-72. HMFG. MEVR IR L% 2 S S MBI (Sialyl Lewis Antigen).
MucA. MucB. PLAP\HESZR 2 16 JZRE R 152K L erb B #l pl155.

[0086]  E. FEEAIYT V2

[0087]  FE—SE5CJE T b, J—Pum TR (Bludr 2 R T RAEY) - H
TR IEFE LR ) B8 T A PR AR A AU b A2 AT RN, HLALHE AR R e, 19 4n s 5
W EEAH OO B L S B 2 B 1B B e i e (B0 s ) AN FLSRIm i
B (4K SV40) o m] e, it FH R ISR AR AT DU 25 T IR B84k (491 i JIig s 4 B DOTAP
JIRL T B /N30 ) SR TE e T X 8 7 VAR AR AU A AT LA (23 DL Sambrook 5%
A, 1989 ;Ausubel 22 A , 1998 ;Ausubel, 1996) .

[0088]  IHIALAG LT FEPR M — HIE AR X R A R A A A i BRI AR
[0089]  E. FARITIE

[0090]  7E—LE771H, b3 — P ER T AT IR (BNTAEF AR VISR AN 2 5 s ) « 25
60 %6 FBEIE I AN 252 5 — R A F R, HAFE IR M 2 W ot Bl o S0 v P g 1
FAR AT AR ] LG G H B 7 B e 1678, 0 an AR B IT AT IR
SR BRI BB T VE S VR ) BT

[0091] VA AMHEFARGFETIERA, P NSk ERrE BN/ s A 2R 1 4 i Bk
—#Bar. M VIBRASETE NG R ERR MR 20— BRIME IR AR LN, il F A
BT BFEHOCTFAR A HEFAEFARARN EMBEEHTFAR (ZEKFAR Mohs’ surgery)) . 7
ANPAAAS S B AT L2 o 25 v 0 i AT B B S ) IE R

[0092]  FEVIER 7> BT A T 40 M A2 SR I, T RESTE SR TR s i . AT LUl I A
Ty HURIT N DG AT B S B O R e BT o« T LA RZIA YT, 9 Wi
1.2.3.4.5.6 B 7 RK—, BKEF 1.2.3.4 F1 5 Ji—, BKEF 1.2.3.4.5.6.7.8.9.10.11 5% 12
MH— IR XEEYT i n] LLRA AR =

[0093]  F. HE¥yT

[0094]  FE—2E5jtE Jy Serh, HoBehism T i ARG H 55— 24300, 490 i 855 o W 28 RITE A SC
g e TR OB BE ARG YT BT 52 IR RN A w2555 o B2 B [ e — 2K 3=
B R0 R T [ B nT LA AT AL R S, FF HnT DL R 7RIk o AR B P i
2 109 B B [T e 1) A B i) PRV S A0S 0 MR B2 B S [ I, 49 4 < W] A% (cortisone) & ALT]
[fA (hydrocortisone) s BRIHFS (prednisone) FIHLZEKFS (dexamethasone) o

[0095]  5j—2RFEIH RGNS AR B B R AR B 2R — K THT kR
MR 258 X — R AW R AERAAE R 77 02 R AR 35X — 28 2555 1K) s 0 1) S 491 6, 4%
(fHAFR T ) A% 25 (ibuprofen) . il i% 2% (ketoprofen) \ % L& 2% (flurbiprofen) 25
T ZEWI (nabumetone) ML E EHEE (piroxicam) \ZE A4 XS ZFEE (diclofenac) (M5[IEZE 2
(indomethacin) &7 PR R (sulindac) FE3E T (tolmetin) IKFEE IR (etodolac) . K&
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(flufenamic acid) “FAKMEE (diflunisal)  BybEZE (oxaprozin) & =HF E A5 Fl3E Sk
EAT o ARSI N GO AKX L 255 o IX AP 2R PG K R SR AR IR £h AT A=
40 LT IK AR K AA R AN IR 7K A% R B IR K A% B BN — 90 4 K B o

[0006] By A R0 FE BT KGR 25 7, 49 a0 G 3 (A3 R 44l (gold sodium
thiomalate) . @B fCH 4 B (aurothioglucose) M4t 2y (auranofin))  Hi KR 24 71
(52 (chloroquine) s 254 (hydroxychloroquine) & £ % (penicillamine)) .
P20 0] (490 283 Fr 8 (diphenhydramine) \ & 45 & (chlorpheniramine) \ &5 VT
(clemastine) \FRMEFI L AIBE (triprolidine)) FHGEEHNHIFH] ()4 B2 BEm L E T 3R
WEENG AR T TR BT AR AR MERR NS ) o 2 BH I ik o A L e S S R 7 2 Atk 5, 3 )
(tacrolimus) FUKYERF] (everolimus) o byl S w] #IHITH0 5 T 40 MOds AL AHIC K E 40 g
2 -2 77, I ST T 40 R AR IESE . T4, A T 5 DA B S F I 5097 1
IR« ARSI AN 2 BRIX LE 25 5], FIX — R 2550 i e ale i, DA IR 26 25500 1 4
FLHFIOC T8 X L 255 K Fa 7

[0097]  FUHAHE 245500 mT AAE L EPUs T iA s S AR B SL i Ty R4 & - XL H B 25501
6 G 25 T 5 SN A B R TR S AA R GAP FERE IR 250 L 40 B3 B AN 4 AL ) | 4 Ok 5
iR G ek P 3 A 6T 40 LA T T R BRI IR 2 ) e S R T ) B iR R A
Rl s P05 a B vy TL-2 FIEE AR 5 sFA2K I s 4 B PR 72840047 s B MIP-1,
MIP-1 8 MCP-1.RANTES MIILEHEAL A 1o T34 PiSAN H 2 1 52 AR s L EC A ()4 Fass/Fas
B A& \DR4 B DR5/TRATL) [ b ¥ 18 axb %o ook P 458 A= 41 i 2 B 191 i B 5% 43V A FH T Jin e A
R AE IR T35 R R T 1B 38 A GAP AL B 2 1S 48 M ()5 5 A& T4 15 st AH 4B ik
FEXG A 20 M B AR I Pk B3 AR A o AR e ST 7 22, 4 M il sl 3 A R ] B AR R B A
AT EEER T BIPU BERG A Dhas o U 40 BRURS A5 0700 0435 AR % BH R Zh Ak o 4t IR 26 411
T ) A9 2 R A B (FAK) 50 RT 2R 00 T (Lovastatin) o 3 SO E it B2 3
A A 40 B T B ABUR MR I L e 2R (i ik c225) W5 AR BRALA TG RTT )
o

[o098]  TV. vA¥y PEjitEH

[0099]  7E—485jiti 77 S, ) AR it A A A E I B R B L LA () 4n 28R & A F-R A
e ) o WARSCHR AT RIS A RGE” o O RECH B LS 7 — AR T
B N it FH G S T AR PR AL BT T AR R B R ZE R B AR/ B R AR AR R & . WAL
HRT A AR TR A R A2 8 SO TH IR kD RE SR B MR R EIE R (48 dn e i
B HFS) HIZER B A MR &2 . AMBE AN REZ INRBIEIR 2500, AR K
TR REAS PR E & 2 A ] e ER AL 43 G A, ) Wy B e 22 /b — Bk . 72— 28
SEETT S, HA S e A AR A VRTINS NIE A VR A AR T L
YRS R B B A L e iRy M 5. IR, Y T AR SRR S S Ty B, R AR AL AT DA
155 W07 TRVR YT A AU IS 5

[0100] 285K Ui, ZE Rk Er AT R -R A At m] UL B 5 8 CL25 4L &4 19T 28 m) 5218 2 it FH LA
TBIT RN o HALE AT LA LT A0 A B T4 82 8 50N e dE 24 5 LmT LA FE () i) 511
() — Al 22 B A= 2B AT 52 R 28R A R T IR ) Bl B SR B o > P o A e T i ik
i A7
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[o101]  7E—2875 1, A W IR 7 V200 B 4 B i), A48 A L8 v vt s A Tl kv i (il 4n
BN AR UL AT P B P T A S ) T R USR, DL RO Se T i T4 B L R
TN 28 1 e i it FH B 3R o A e DU S 77 28 7 5 28R B A AN R At 2 Tl 2 1
it FH AT 1%

[0102] ¢ Ty, W LKA A B ) 2 B BC 7R K PR b, Dt /e AR B A 0 2%
MRV, a0 FC S (Hanks” solution) TG (Ringer’ s solution) BRAZFEEh K22
VL. S RRT LA A B IR 5 48 B ) AR SRR/ B G

[0103] W]k, 25 1 5] BLE R AR X UAAEAT 2 57 -G 38 T EE A4 (490 4an o B ) e #4
JRAK ) HR

[0104] A, HHGH=

[0105]  SEJifi 77 SR HIPTa ST 5 (9 W S8k Er A AR A ) — ol LA RSB I B 1)
BATH . AT TR IT SO R, Ak R 5 BEL 9 AL & ) 2 LR T A R Tt
HECNY o ¥097 A 20 A S BT B v 7 383 R IR B K AP m I & . 097
AR I E 58 AR AR B E AR N T8 3 B i, JCHARYE A AL 7 4 A~
[o106]  XF T4 5, ¥697 A BGH 0T LLs Wl AR SN 3 ke fili v o 28615k Ui, 551 & 0T LATE
)AL o ) DL SEERARG PR R e [, A0S A AR 40 B s 7 Bl a2 16 16500 A5 BT T 3R
KA I 2 & T AR & .

[0107] W7t AT LA A A0 A S AT ] AN I AR AR N E s (B ansh el ) ok
flivh o ARSUREARN 20T UL 5 B T sh g DA i AR B H

[0108] i) AN R) [R) B ] LAAS Sl i e DA A2 DA YE vy 7 AR I 20 7 B K o FH T
TH ok v St FH 1) R AR RER 2 0. 1 21 Smg/ kg RIEH R R Z) 0. 5 2] 1mg/kg I [H]
W o TRIT A RIS K P AT DLIE i A5 Kt FH 22 G R S5

[0109]  7F Jry fd it FH BSCE BE MO IR 1 00 5 8 11 B PR 28800 S A R P e 5 I 9 R T oK
AU AN 3K B AL VT A R0 80 & i e R I R SE

[o110] 44K, JEHH 7 7 I SR O T i 97 i 52 1A A2 3 AR R (R P AR A
it FH g R v s AR 1R T

(01111 Xm0 20 bR Bl RS 2 AN T ARG I 20 B, mT DA TR) b B 53 97 vk o 9 V] DLk
feftel 5 e A a1,

[0112]  B. #M

[0113]  PLidkth, Hrssssiis (BINZEREAN / REEMEL ST ) BT A S0 S5t
BT A A5 R i,

[0114]  ASCH BT 1) 53 - 1 75 P 0T DA IE ok b v 25 1) 8 13 70 40 B 35 7 ) B S 5 s A v
5E B AnE LI E LD50 (B 1A 50 %6 IEUERE ) B LD100 ( BHfA 100% E M= ) . A%
MG AEHZ IR B E 2R T TR RILER T TR A B B PO UL ) o INIXLE 41 Jig 35
Fe o AT S R AT IR T TR HIe R 1 LU T AR B0 G . A3 prid ) &
) ) E A M AR A P [ P, S HA iR B 1t BRI ROR . A& AT DA
PEIX 30 B A2 AK, BRI FH R 2R R i R i P 344 o RS % I 7t FH e 2 R 1) ] AT et
A mlE AR TR ROk IERE . (W Fingl 58 A, 1975) .
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[0115]  C. ¥kl

[o116] AR BII259A E 4] LA S s il sl o 50T 24577 b mT e 52 i 30 b A 80 1)
PR AL G (HanZE R E AR R AR ) o KR« 255 L aigh By Enl ez ()7 2464
Wt T30 (WA ) B AS AR G EE e A R RN 7SR A S5
I LA ) 2 K AR AR 2 T A AS SR A N 52 B L, RS L 7 RN AR S
] Remington’ s Pharmaceutical Sciences, #% 18 it Mack Printing Company, 1990 ff7~
Bl WAk, XT3 CEIWINZS ) JEH, BT ff 00405 2 4 FDA =it In A 2 P fg (R
PR B — A2 A P N Al R BRUE

[0117] AR ST PTAT A, dn ARSI AR N G2 B CLAN T, “ 252 Rl 52 (8GR 7 AL HE AT AT
R ) 73 BN T LA R T PR 51 P A 3R B JE 5% (B i g o) s i 71 ) L 5%
gk 55 W AR T B B T 25400 250 AS i R B IS RS A R TR TR ) R AR 9 3 D
FHARTA S R GRh X R BRI A (2 049] 4 Remington’ s Pharmaceutical
Sciences, % 18 it Mack Printing Company, 1990, % 1289-1329 11, PG| H K /7 LIFA
AIH) o BRARAEAT B 535 R A S WP L TRy s &9 .
[o118] AR B & W m] LA & AN RIS AL I 23050, 3 B e T G DL A VA48 2 U
W 2t R A 75 0w U T any 5 it a4t A BT LU AR 7 X
L FRKN, BN SR, TR Y, A A A, ST, RS RN, BT N, RN, B
W BEEE R Y, BRIE N, B, 2R 1, s vy, LA N, IR PY, B2, S5 T, I8 N, R T
s DAL, S, BR P, 28 11, 3R 0T, Rl WRON (B s IR N ) 5 vE 5, B, i Sy
B 2HSE st WRE R CURRAEY (Bl g ) 7Bk 4 i)
SR, BOE I e 7R B TTE R A S, i ARSI AR N T 2 (2 WA
Remington’ s Pharmaceutical Sciences, % 18 it Mack Printing Company, 1990, H.DL5|
R ARSI )

[0119] [} )40 £ 35 it FH (1) A i BH %) 2L 0 160 5% o 1) P Al ot B R A BB 2 PR 2k i
5E » AN AT g kb 0 B R BT VR ST B S T L SRR BRI N A T A N R IR R
S A FH g A2 o 957t A 0 R ML B AR S AEAT AT O T 0 52 285 0 TR0 Rl o TR AR P T
AN 2R3 B 450

[0120]  {EFELLSLHE 77 S, 29L& mT LA B Hlan 2 /02 0. 1% RIE AL &) e
BT R EHEA ST DL AL EE L) 2% BIZ 75 % BEI AN 4 25 % FI 2 60 %, Fil
MR B AT IE o 7 H e AR PR ST b, SR Bt v] LA 5 2 Bmg/keg/ AR E 22
100mg/kg/ 1KTE 2y 5 3w /ke/ IREE ) 500 o, /kg/ RS, ] IEE T 00 b SCATR %L
R

[0121]  FEARFTIGOCT, AEYA LS 2 R pra i) LLEIR — Rl 2 M dl 73 4 Ak, )
A, B BB AE AR B AT LA ok B 3 RSB, 491 22 Mg BRI A BT R A A, A (HABR
) MEIRFERES (B xR EE K TR F A R KRR ) &0 T B Ry L B4R
Bk A5,

[0122] ARG A S W 20540 AV AT XA (3t AR S Tt 07 52 7, 8050 T DU S50 823 B
L AE (EART) KB 2ol (FlanH N R AR %) R (il
Hh =EE AR R ) R A o n] DALEREIE A K sl P, 4] dn i i s A A, 45 g
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P s o BT 800 (9 a1k 2 JoBE slIR Bt ) Aol dE 5 P i biAs s e A HH 26 i v 1k
), BRI A 42 B T ENA S . B2 HO0T, HB IR B HE S5k, 41 Wik |
AP EBEHA S .

[0123]  JG ] S VB0 A I PR 75 R P il S AL &4 5 BL B 2128 1 2 R e
A A FRAERE i b, B T 8 K B R £ o — R, 20 BIOBUAE 18 a4 22 0 T 12 ok
oy GBS A BN BN BUR /B R TR B A ) P A 1R o 7R TR A S B T
T ST VR BT LV R R AR I O, ARIE 28 7 v S TR BT HOR, o
AT T B ok BE R AR A 5 AR 8 TR o i B AT AT LS BT T A R K . L EER, VRAR A
SN IS B i g2, HAEVESS 2 HE ST 2 8 A2 B R K Bl 2 B AUV AR R R S ik . 18
T T BB 5 1 v B IR i AL S R 2%, 2L e S A DMSO R 511 BUR TR B, A
A PR B2 R AR 38 38 1)/ IR s

[0124] A B0 Z0AE & R A7 2 2F B A 1, F L7 b ps 2B (A5 a4 i FH B0 )
I GAE . N T RN B 2275 G VAR 22 /K T IR S AR AE, 481 i/ T 0. Bng/mg 81
JFo

[0125]  FE4FE S T 2, ]y S 4G A I TR W i mT LLIE ik 720 5 4 A A s 3R 0k
W 2555 (9 i s IR IR B BRI A ) kst

[0126] V. SZjif

[0127]  ASHE LLR SE s LA B AR 5 B IR0 e STt 7 22 0 AN AUBEOR N 53 N T, AR SE
it 0 0 BT T BRI AR s e B 3 T BRI B AR A e W 1) 55 e b R 4 R AP PE F, HLRLE W]
DA WA A A8 Rl T e S e I 77 2o SR, AR YR AR 20, ARSI EE RN 53 B 1 i, W BLAE
AN 5 AR i B RS Ao A [ B A7 0T A5 B 2 T IR E S5 7 58 AT VF 2 20 HATS AR 3R
1R RIFEEELEE R

[o128]  Sijifs] 1

[0120]  BF5T 1 [ BRI 5%

[0130]  FRE

[0131] 12 5a% i k%% (University of Texas)M. D. Anderson JEE3iE /O IHLAL B B 2% f1 4>
e T IX— [y A A 5T, 7E 2000 4 10 HF 2003 4 12 H2Z (8], G-+ VA # % 1
Sl B e B s T R F N2 T 2k B (n = 66) BPHER A (n = 2) A
55 (n = 2) EIMIR (n = 2) FURFIEFTHIEAK (aspirin) (n = 2) o XIEFFLHT T8
Z R B AR RN ZE R E AT (XCEL) [N

[0132] AT

[0133] & T LA 1250mg/m2/d b. i.d I PULL EFHFILL 900mg/m2/d b. i. d FFLEHI/NAL
AR R RN IR A B E & R B R WK (b, 1. d) 1000mg/m2/d ) & ¥~
B, B 21 RIFEL 14 Ko F2URTIER rE 34 AL EE #5217 1000mg/m2/d b. i.d
(1R R At e o £ 50 A M) 1) J — B 8 L 24K 42 1000mg/m2/d b. i. d. B-REHbEE, & 21 K¥F
S 14 Ko LL3-D G TEMRIAAAT H 18MV It 4 155 i 18 I X 8l o TS 77 42 35—-40Gy (n
= 18) 8 >45Gy (n = 15) , Horr—Af7 BB F R /DISUN . Frfa 66 A g #iiese 17 iESE 1k
FEREAT 200mg b, i. d, Hrp—A> B FRA2 i R AVRE R HES 51 A s SR A 5 b
J (n=37) BNEIKRRS (n = 29) HXREEE. I8 FELEM A R, £iX
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— W GCHAIR) T RE B M  E,  S N IR ER E CIRA8s BT (CEA) 7KF R B R a il e
3l RE K/ BN 1 BB ) R4 XCEL BRI HL48 5 58 4 G At 0 10k FE sl e L 32 1)
BIVER . P BB HA T SUR AT/ BB A 5 | I P, (BRAE P SR AT
A R o ZER AT 5 Rt — 4R SER) 1k HFS G847 ia . 7EXT B XCEL
B XCEL FHRUR AL [ N Jim , 708 AR A3 AH 24 K5 » 75 8 38 DUVA & H X I gg gi 4T 1 DIk
H VYL B AEA S5 IR A XCEL 5 9 A6 838 10EAT 1 59 300 Rl A HL— {57 5838 X6 Ji e ok &6 i i AT
T IR

[0134]  PPAlAIE X

[0135] s Ay £ 3 0 52 0 LI PR 2 S 38 %5 0 M R H S LT )2 2 i 0 SR B v6 97
U T i v 300 TR o LA i i 3, A 69 &I Bl B 1R A 2 L S5 == IR R S ML 2 40 Bt
miEEE, FHEZR DA (National Institutes of Health) W% WE: M ARvE
(Common Toxicities Criteria ;CTC)2.0 JRRXNVAITAHREMELEAT 4%, 1 H RECIST #%
YEVEAS IR SOV o 564 RO 32 XA RT I B BORT VRS 50 1) 58 4 se A5 25 TH R B E IR e/
SR RN 8053 RO 78 SR AT s 1) e A RS ok 2220 50 %6 s A8 S 2 0E N
Fe KRS I AN B 25% 51X 86 fi 3 sl g A2 2 /b al ik 3 A B 0] [R) B& PEAG SR ESE s34 T
PR 1 2 o IR i B K RS AE KB 25 % SR BB A . o i B 2 e Ry sE A A
B0 53 B N 2 1R SR g 428 1l 2 A2 a8 ORI SO 28 B AR e i 2R IR R A, JET H 2 i
JEERE B a Gl AR A SR EIET - R 5] (Social Security Death Index) (ssdi. genealogy.
rootsweb. com) HHEZHE S REE S ORIAE . FUPEIBCERELE 2 2004 24 H

[0136]  Zil/rHT

[0137]  EHAR BT P (& brdfinZe ) sirP (B (VS SRS . A8 BORE i fk
FRAELS: (Wilcoxon rank—sum test) X EZF WA (BUN TR REUKILIR SN (LDH)
AR EAIR CEA) [iX 2877 Sl AT L. 70 R G TR b o A DU R 7 i e
(chi-square test) BRFHTENGHIK L (Fisher' s exact test) XX &6AR & (1) 5BV 4 HE4T
Lo ok R A7IE A A2 52 O MR XCEL J7 35 31598 08 Fe sl AT AT JE AL 5 | /S PRI R T (1D B T
ST B AR 8 SO MU XCEL 732 BT s B8 5 RS B T IR 1R) o G SR R gk J sk
BT, B AAE B o By H R 53 . 48 Kaplan Fil Meier 77 VA% 56 03 AR AE NS 31 2>
fio PRI (log-rank test) 7 Hr WAL TCOE A S AF VG HAZE o A8 FH A8 AUS:
(Cox) [FUABEARY Al TG 3E A7 7% JH R A7 H A PO 1) 22 7 s AR . P<O. 05 A S vt
R

[0138]  SEJif) 2

[0139]  AHEITIERIMEA (BFF 1)

[0140]  ARFE WFRZIRIRAA T RAAE S AR R 1 o B2 58—k XCEL 1) 24 7 88 % 1 {a
ERSIE T3 % (Ju[HE 45-86 % ), H 7T B2 718 F e 78 B LA I fEZ XCELAE N —
GITEN 42 FBE T, 9 ALATIIRN B — SR T A RN BOMEE T 7 BRI VR T U, AR 33
P BB RS — SibyT WA R R o B2 T80 1 34 A S8 i — WU (71% ) SGai
s B — AT i

[01411] %X 1

[o142]  ZEZE ¥ PHANAITHRE (0 = 21)
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CN 104520441 A w BB P
%9 E4 %A%
Gl 64 (30-524
< 64 B 11 (52}
> 645 10 (48)
4 Bl
5o 13 {62)
Jrik % {38
8 2, 21 (100
SRR AR LR Bastem Cooperative Oncology Group ; ECOG)
Hhibdk
iy 12 (68}
i B {38
2 L[5}
¥ ek in g 14 (67
RS YT 7 {33}
* 8 E 48 B (%)
A0k AICC Mrit
i & (19)
i B (3%
v , | 9(43)
S AT P B A RE MR R ffe J(0-72
4A)
EWHBSFURSA §(45)
B S FLE IT BlIvilied < {18 i) b~ B (054)
oo By Bk Pl 12 (6%)
P o (i 8 Jom {2 - 8.5 on)
FEF e T T (33)
[ 2{9
# & 29
& 1(5)
i g / 1 {5
AR a8 9 (42}
FER A EH) Fem (0.8 - 15 am)
PSS SR, 4(2-9)
s 419
I+ M 2 {9
& b
% L {5
LDH>ES40 L 2 (9
CEA =30 nghml (£ B2 3-28) 8(38)
AN &138)
At = 45 Gy #(38)
At < 45 Gy 5(24)
#—k XCEL #(38)
F-dpalfErgy 13 (62}
FE 61T
&& 2(11)
Bt K3
M 2i6)
B LR LEr By 3N

V2 A AA SRS E S AR TS,
t i B A E B B AR A B

A BN RSP ERPSFU, FRED 8 TR RS,
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[0143]  #HE

[0144]  XCEL JA77 (P FF LN 1R 2 7.2 M A (B2 1.5-38 N H ) o X TR L A ik
FERIBR— AL LA R (n = 65) SRR R IF/F. W XCEL Ff a5 i W5 Rl EAT 1
Wi (n=46) . Fi WEMERETAEYON (56% ) Kk ki DIE, Hr 24% 42 3/4 Zopk Bk
PR . 1.2 F1 3 42 HFS 1K 500 B 14% 415 % K1 2% H B HFS AR AR Fr) - 4 i 1]
SAE 38N (n=17) f6.0 MH (hn=12). BHHZILTI1 2/3 2 HFS RALE 6 I H
LG o 76 14 3 32 4~ H 1) XCEL Ji5 3 47 38 2 HIR AU IS UER I 7 & (1. 6-2. Omg/dL) , IXTE
HT Sk AT JE AR T . FER A 2 HEE (n = 1) R 2 FAEE (0= 3) MW,
—A7 56 2 LSS 3 14 A XCEL JAER I MR 4 1A A AL 0L He 1 28 10 8 K 28 R A1 o ¥
ECEITEE W it e O i A BT

[0145]  JR V3

[0146]  {E 66 A7 ™, 1347 (20% ) LI e 4 [ (CR), 12 47 (18% ) SEHLEL 70 L MY
(PR), H.2547 (38% ) HAFaE B (SD), =4 38 % IS M % (95% C1,26-51% ) F176%
(R f il % (95% C1,60-83% ) o FEAEHES—%k XCEL (¥ 24 AL, 4 67 (17% ) 553
CR, JerP M % 34% (95% CI, 16-55% ) FlHUBI 5 b3k 84 % (95% CI,63-95% ) o
FEASFH 5FU A7 e S5 0 J HBs2 58 — 4k XCEL 1 28 fr i, 267 (7% ) SEIR CR, M
RN FE S 25% (95% CT,11-45% ) MR hI%h 68% (95% CI1,45-80% ) . 44035
P 9 AL — S S B S N N, B8 2k i ROV B 40. 5% (95% CT,27-53% ) o 52505
— 4 XCEL [ 8838 BUAE AT 5E TP S B 7 v AR A — 2 N g 828 IR e & O, Herr 9
RLEEFE P T ALSEI S NN E— ik 5e A VY. (3R 2 ISR 3) o S84 IRV B W
WAL LR 51% ), a2 EE (0% ). X THRAZZ2HWIEBEREEWERTL
CR, (AR R i i A 25 4% LS ) B SR mT DR 23 e i (1 2) o 72 BLVR A B AT T
ARI/NAL B, £ 500 XCEL (n = 2) 8% XCEL FUH (n = 4) T80T, — 67 A W2 CR,
447 BA PR H 1 A2 EAH SD.

[0147]
A2 AR ARAMANCEL MRS
MBRE Eddn e
e H A G 323
BB Bise F41%7
i 4438y &4

égéé%ﬂ 150D w;ﬂ}

REESOETA LIRS 1313

MG 4 TFOEW B
[0148]
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CN 104520441 A

LN - L YIS U E U TS EERY gl PP RN Tl St 4L

(FE % mﬁwﬁ%ﬁ@@%ﬁﬁmﬂ%
o FHGRH L FESY =) PR THRLERW S NS = T FRTH+ KW e = DITIX

e b 4 T TV [T T ¥ WIS 1T
' XO47T04 TEHOX e ad 05 XOuI
gt omauy 0P HE LB L DS (ww | ¢ £ 5l HOWE 07
fuaady oo SVEGHE'AS  TDX
‘IIXod104 3¢ OF 9 L (uuw ) 46F ¥4 0F THOX £ 8 # M8 6l
YOo4104° H1AY 6 ¥ %8 91 WDS (wwg) #Wgs - TAIX T T W A5t 8l
YOI T FPF LS +HES 9 him R et I B Fé 409 Ll
Fad) Wdv AS THOX
48 480 0l 6 W ¥ S ¥ owor 91
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- THOX wﬁ
HE 9 9% AN A S ¥ S - Av9 I
o =08 TIDX s
o BT 989 . cr S LHEWE woL €1
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TEF
oy ﬂ
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SO txy ks ﬁ%ﬁ T (A %
WIHOX % S L ) (onw * g ) 3 TR S O - 4
geay B¥ ¥ W aox W WA - LN Wk WY % lg B4l iy

2% XCEL J [
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[0150]
[0151]
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B .....ii-.. e

- AAE T AM K

R ] L: i L‘_Jﬁr ke R 1o Sy
R BEa Pt ot {1241 @ HF5 &y
b B R Bk Bty bl Bl FLTRN i Fig
ERE iy iy Tk 4EN {100 43l
WE SR &3 o B 45 LEE B8 3 i

ik ok B 30 gt ] 154283 {8 1 (VG0 4 {0

REHEF-HFITR %gﬂmfﬁméﬁ?ﬁf@ﬂﬁﬁiﬁa T
AR Es RREE S Ao R BT Rde B S Rt B R R 4 B8 .

[0152] {7 AT

[0153]  TCiEREAFTEHRE (PFS) FLEAFIGHT (0S) MIZ AR m /M i & R HE 3K 4 . 1A
PES % T4 —%k XCEL /£ 8. 3 H (95% CI,7. 1-16. 8 M H ), WA 58 — 4k r B Besfeva 4
6. 7TMH (95% CT1,4.0-11. 9N H ) (K 3) o A A7 I8 BIX 58 —4£8 XCEL 42 26. 9 1~ H
(95% CI,18. 0™ H — KR BNIEZ 5T [NR]) , WX F 28 &t B BExfE a2 17. 8 H (95% CT,

14.7-31.5 M H) (B 4) o AT 9 48— ) WV B3 i, HE e A b (B S A7 B 4
JE8.3(5.4-14.5) NMHF19. 34 H (95% CI,16.2-31.5) o {EH5Z XCEL FURS 4 O456Gy)
(R 21 2 S HIHE PRS KRB 0S 1K (P = 0. 75) , M E T {E PFS Al
0S AR FA. BAIEH CEAZK T (P =0.02) FIIEH LDH 7K (P<0. 0001) [ 2E [1AAF]H
B PFS FECEA IEH LDHP = 0. 005) R 0S 15 203 s 7ERET T AR A9 fl A 1
BT IEES] oS [sE (P = 0.003),

[0154] 3K 4. B2 A0 H sk AN FH U %) XCEL 1 2538 (B[R] SRR 43 B *

[0155]

L. E S IV -
£ B ﬁ,x. ol Pl $30elly ¥

£ 0% CETTE ST R FREFTRE TR NA
LFA iy T 84404 W (162269

£ b2 IS8 5314 D1 NE G103
KA A RT 3432 [BEc 20T M2 1200146285

RT 45 Gy 18 B0 (5.4-145) 917 WEE  MBUO4TER a7
RT 2450y #13 b TR 5t o, LY 2R{ITENRY

UEA 2 Mo apmi %17 LR LR B ar BLECISHRE

LA 304pwd e AR ek el Eiii g e R o 91
LDH 5 618 37 SR B37 315 (2 6R B
LDH » 818 20729 5464320 WHRT gy arspdraom R

ENEFFF N AR AN NAKER. AN A i A R M n .

[0156] i

[0157] A% FH R S5 Ath s B — 7 ¥E 0 g s 0 JEURH L, A58 FH T30 %) XCEL 5 S0 e {0 Bk 11 5¢
A [ N FE S TR E I AT B AT A S A o IX LS R I A R MR AL T AR R 1 4 Tl B
WodER o — S PR 4R 16 7 T AL G AL 2T 1 (BT A2 O R LU AP 2755 (3R
5) o B RTBIFIT AR 52 LR i P 152 v AR /N A il K70, TR 28 R 8 A 8 SN 26 43 A T A EE 1
o IR FH RS I BR ) 5 L2, 2835 IR etk 2R BT e 9 HLAE 230 IE % LDH /K-
(1) 37 AL (56% ) HSEH 31 A H BT ESAF I (b5 mEEENTFARRIFHAER K
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W) o 29 WAL, RS2 A =M 257 5-FU L AF 78 FEAT B R 40 1 B 3 A 18 A R
(28% ), KA I 70 %6 1) AR 2 M\ By DRI BE 70 36 B AN TT FH I I SR % 52 XCEL. ZET42 10
SR 52 SFURSL R BEFN By R B R 38 1 E 2 b 5 P BT RO RE  HiAs A (Grothey” s
model) , FELEAZHE TR 14 A H, IS 78 T XCEL (1) #F AP35 1 (Grothey 5§
A, 2004) ,

[0158] 3K 5. XCEL 5 H B 28— PN A — 27 VA i A8 SO 9 L st

[0159]
EH T EETECTN S T T
B o
ﬁ*&ﬂ i< & £ A 2 o b %
M £ & & o ¥ T &
Hiw =3 #, & &5 L B SEU SFLR
¥ 3 & & 1 & o )
E&&ﬁ‘ * s 4 g5 3 A g
BRETG g e ; 3 ey g o
e = o WA i AR5 W 5
L4 ST %3 2 a4 &3 A i &7
e ] EANEY e B b g1 o i3

NL-gEA, S PEER, TR PRt e, D PA R PO BB B LHDE:
ML end, s L8

[o160] SRR D St B AN F T8 M 4 i B e s s T R HEE A TR i
5 W e A BRI SO, TR 55 B AR [R5y 5FU B RER R 00T C &M g2
3] 20-30% H5¢ &ML ) N (Dawson 55 A, 2000 ;Janjan 5 A, 2000 ;Lin 58 A, 2005) . &
A T e R R PR S ] B A sl M e e 80 PR A 5 ) e B (AR e A O ) FAY
HA MR R H FAAE A K Ben—Josel 58 A, 2005) o XA A ISR BE 2 TR
A 2 TR R TR BT 1B 5 A8 1 5 i L e B A 7 R I R M E a5, UL B T
B (29% ) BN 5848 NI A R AR R ARG A0 o) — I h it . 78 Al
O IR Y T A TR S 5 A SR A RIS — TR YR E B SR R A R 1 g b e AR T
[FI BT, TR BIAE B ATaF s o g 2 fE B /E A (Blanquicett 5§ A, 2005) o
AL Z R, 44 w7 i 2 AR A R B 3k 5-FU AR I D & 18 e 4 £ 2 ke 87 A F K B
i yse B SL R BEIR) 1T IR 90 e I e P 45 B e AR A R B P M Bd v ME (Becerra &%
A, 2003 ;E1-Rayes £ A, 2005) .

[0161]  #HI4E 1000mg/m2/d bid R BRI & K FEIF 5T fe s XCEL S AR T3k
Bl (p = 0. 037) BAKK 2/3 G HFS B (12. 5% AHX T 34. 2% ) Fk/Di¥) 3/4 g
EAEOG (Lin 25N, 2002) o 7EIX— HA LB AMIBE M 94 KAFFCH, XCEL =42 17% 1% 2/3
G HFS, Hoir 90% 52 R AAE 6 4 HULE HAE HES RAEFIEEAL 43 ) R AEAE 3.8 4> HA 6 A
Ho M2 T, BEANEN 1250mg/m2/d R IhyE N2 5 HFS RAE (93% ) i = EH
PF (67.9% ) HEIE 17% /2 3 L HFS. Murif ot s/ 1 HES FRILANRE i sp SO K 138
fIFFIE 1000mg/m2/d [~ E5HAhiE, (R4 < E5HhiEE BL 750-1000mg/m2/d bid JF4h, it 7 5
774 35% HES (Patt 55 A, 2004) o SEEEEEA2, 7E XCEL 50 T M2 21 6 4~ H i) HFS
WEEAR 2 BT FH B — 7 v R VR 1 — 2 B g ik e (2-4 4~ H ) (Van Cutsem 5§
A, 2001 ;Hoff 2% A\, 2001 ;Hoff 2 A, 2004 ;Lee 25 A\ , 2004) . 4k, B= HFS I FE 2 {F
13X LLEAT HFS &9 2 1R A8 SRR b A, R Ay 2 o8 5 A o] BE AN M HES &0 %6, 1y L m]
Re IR H R AEFNEAY (Abushullaih 28 A, 2002 ;Hoff 28 A , 2004 ;Lee 5 A, 2004) . 4R,
KR AE E R AEF 5T (National Cancer Institute) ¥ EHRYHTHEMEREALAL 111 3
WGP AT IR, B TR 53 A T8O BOG TR 1R 2 B T 445 i T W RN 5 1 L e B TR R
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5 Rk HES LA ZE R B A AT T 22 /851 .

[o162]  { HH XCEL o535 lfu AR 45 SR AN PR A F PR SRR BAT T ot e 18, COX-2 154 (R RIKIR
BTy ) AlREAE S T HES G5 B e 2k R B WAL (&l 6) o HFS A7 & & LA AR AR
KT R SR WA VYA R A 0 AE HL HES 95 22 (1) 355 A% 38 55 o i e 98 M Bz DA 1 78 4573
5 (Nagore % A , 2000 ;Lin 55 A, 2002) o AR, I K 2 IR VS 1 [R)FE R 2135 (e
1) 52993 AL XCEL BRAE (Lin 25 A, 2002) . 0 C 4014 £ 4E 5FU 40 532510 (491 4 i
SRR 25 25 | BB M K A s 2 1 SR A I UL S I N S ARG R 752 48 (VEGFR) 11941
O 2 P 2 PR B A SR ) &5 2 HFS, AT H8 7~ A8 T 2 A 2R 5 5 523 6 S0 245 571 52 i 1)
LI HL A PR 4 (Nagore 26 N, 2000 ;Escudier 28 A, 2005 ;Demetri 28 A , 2005) .
SAARAE IEH F R AR P AT, (AR S50 A R £ 3 vh R 78 0 i 3% T AL 257 VR /
BB A &Y e () COX-2 4k (Mercer 58 A, 2005 ;Altorki 5§ A , 2005) . FHZEK
Fr AT AL 25T IR SE RA T AT BR AL 297 2 R AT AU IR R B2 7K P 4R 8 iy coX—-2 &
EIEIN (Altorki 58N, 2005) o HLAL, /MRS AN AR T skt A2 B JCRHBAE
(Topol, 2005) , ZEFEH: COX—-2 P55 T 1 VEGF (VEGFR HBCAR ) H. b Py B 32 Fist i fe 4
=1, AT ) T80 T4k i 8 Ha A5 i M & 2R R PR B8 (Kang 58 A, 2002 sMa %5 A, 2002) - iX
SO AL ML I AERE T A8 XCEL f) PR e S Y. 2503 () A7 3 S RH 2 L3 5 T e e i
(Kang % A, 2002) . AHELZ ', HFS [F)95 BEA B2 B AT A AR ol (ZbE R 261 ) 440
A5 A1 I (] B A5 P S0 8 A ] 92 B3 A 35 R 1tk HFS o SE AR WA SIS FH 28 ke 5 A7 i L)
ZWABE A I B A0 M F4E (Goldstein 28 A, 2000 ;Solomon 2% A , 2005) , (A4 H BT
WSS Hob B v g P Rz 4 B R REDRE J 38 XCEL, 256 g P Bz 4 B i) el i 2 (2. 4-13
K HIEHHLS (47-23, 000 K ) R 20-2000 f% (Hobson Al Denekamp, 1984) .

[0163] i, R R Ath e I ZE K A 4 G RO W] 803 g e B RN A7 3, [T INEmT DA I =25 %
fIC HFS X 56 88 11 4 o B s J8 3 (OB, AT 7R COX—2 VB ALAE A WA A . X 7R 1E 55
Jieg 2R p A Py COX—2 Y A XA 227 VAT / BURUR ML — 20 1 m] Re o A il i 1
SRPUILE AL RS CELREAS A A A2 T (R PR i e, U2 AR A B ) il
COX—2 15 ‘5 1 IR AT FF 050385 g 42 il 1) e £ 77 3K

[o164]  SCjifs] 3

[o165] A5 2 BIBHRIFI T V%

[o166]  HEFAIT

[0167] 18 5L Jir K %% M. D. Anderson J i /O (R LA o 25 25 o0 2 Lo 17 3K — ] oot ek g
FTo M 2000 4F 10 H 2 2003 4 12 H, Fra 7~ 750 38 # R 42527 32 H 55 & 1000mg/
m2/d bid FJREHhIE (Xeloda,Roche Nutley,NJ) & 21 K¥pak 14 KEKE — 2 & T AR
DL &FR 200mg PO b. i.d. %K &4 (CELEBREX®, Pfizer, NY) ,

[o168]  PEAfAIE X

[0169]  7EHESZ 56T Tk (1) XCEL 22 Ry AT BT A R #8452 F I PRAS 8 L S 38 28 M
SALBTZ 73 8o P B B A M v 7 HL Rt 22 CR 5215 2 G G B A .
U AR R E o« PTH 19 AL E # B HR MEAE W B AR B O o A B 2K LA 5B
KTA R PR WATEPRE 3. 0 BORXVRITAH KRBT 73 2% A8 RECIST bRt vEAh
TR S5 N G R S84 e e s A R BT PEA 0 () 56 A AR A T R AR b AR A 1)
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EHA. FETH MA@t SRS %R (ssdi. genealogy. rootsweb. com) RHfi7E o
TES B AR 1 A 2005 4F 10 H .

[0170]  ZEil40HT

[0171]  ESF R FIME (£ bz ) 8o E (JERD) KR, 7R T EMET
IRERZR P o AT A FH - 77 K6 56 B 2 5 RS A 36 X e A7 o () R P A0 R AT B . BI5e e
S N R B 1) 2 5 SR PG XCEL J7 VAR 1 IR0 R i A5 22 58 A IR NN TA) o 58 4 SO PR R
S )2 8 SO BIEE — IR CR RIS — IR R BET (IR Jodk A7 B2 52 X W46
XCEL 7 {525 903 0k F s AT R ] 5 R IR AE T I ) o A7 02 52 U AU XCEL 977k
BT SRR 5 R FET I ) o G SR R skt T, I8 A7 5 Ja bl U F A 2 i o
H Kaplan Fl Meier (¥ 757 {EMEHE TCRE R AL BAT IS #3046 o BT N2 ek A7 v B AL A7
TR T 95 % BEEIX IR (CL) RibH o BUR PEHAL AT 5 A AR T I (R g v 3
GASE 3

[0172]  SEjifsl 4

[0178]  WHETFVEMIER (BF5T 2)

[0174]  HERZES A DG EURMRE T8 L h. Jrg s e RN # A8 BA I
J BEEMETER =17 BHER (h=5) fl/ BOEME— %P T8 EA RV (0
=9) 21 frBEH . AN RIRRAE R LT P E R R M (84% ) AN (80% ) 2kt
P (68% ) A A RME (33% ) FIKT 5cm PR (24% ). RUFIPRIUSAE R MR
(42% ) IETW LR AR AT (95% ) FEJ P IR /K T <200ng/ml (95% ) FHSEHTXT 26
—IRTT IR MY (43% ) o BRI, A B EH AT VIRE (0= 17) s AT PIRE (b =
2), BL45 9 AL ANSLE W E S B, 3 AT AE T ARERIN IS R ILA T VIR, 3 A7 O & SG i ik AT T
A, H 3 A BA I F AR E R G HE (Janjan 58N, 2000) o ¢ T XCEL 1697 Fl G 827
VR I B AR s Rl 26 2 A 5 rp A R R S

[0175]  SE4 MY

[o176]  Xf T CLUIRR &Gk ud, 2 CR By {ER &2 6.5 M H (JuH, 2.5-12.5 1~ H ) H CR
[ PR RIS (RS2 13 H L X TR VIR B R Ui AR B (Bl 6) o HA T+ m s G
PRI A LB EEREDT T CEA IEH L (R ) o 1ERDIFR &, 5% WL CR
AR SN (43% ), Bl G RT (36% ) A (21% ). 6 i FREEP, EFRZ
BN XCEL fIR M AZRELS: CR(n = 1) /- RN (n = 4) FIRRERM (b= 1. B TEH
XCEL J& A R0 %) 55 — 28 XELIRT A0 R 5 8 (1 — {57 Jo LR 4 £ 3, LA B — 4 e v 2%
A)NLSEIL T CRo ARSI CR 1A\ AL IR s B AR P S5 1 e B 3 P U — {42 55 % 5
PE, FOR TFL SRR 1Y, 2RSS 2EA8 A XCEL I B iU s = deoe w18 N H o A iyim e e f7
FFE 18 AN, Bl 5 R FE T IlFI B 8 #6801 H B sr e i Wi 51,5 M H UL LIRS .

[0177]  PFS 1 0S A KB K

[0178]  7E XCEL &t & i FL4F PRS X T A g FAEFARA 5302 57% M 71% . Tifir ik
EARFE XCEL, Hoh e KAt 43 M H UL E (5) o FidF 0S X T AT R AR T R &2 i
64%F192% (B 7), % T P B kR UL ARAE 54 A H I B {E 0S, A F AR A =4
TETo AN R VIR IR L R CR 5 1E 24 A H BT, B4 ib7E 6 4~ H XCEL. ff
J& XCEL 0 b g i i, ihda 4 ey idi. M CR HBIR R RIS TR 14 N H (95%
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CL6-17TNH) o /ML ER (41% ) HRAEEIRGEHA (BT CUIREE ), FAFEES
ARV EE (29% ) MEVIRREE (67% ) 28], EELECU)kEE 3T I G 89077 i
T2, CUIREEEAERME (8-15cm) HAL—FAr % XCEL B4 CR [ 252 7] LLH
HRREIR A ) R R R AIBET 3 AR, IS EAT FH M0 2 ) bR A 1) £ 3 4k 2L 34T il
By XCEL, 5B H A BH ML k(1) B E A LA AR TS 5 o

[o179] &1k

[0180] U ZRSL I XCEL [P {E FRLmf ()2 12 A 3 (Y8, 1. 8-43 A~ H ), 1 XCEL 1y
B LR R HA T SRS R CR(n = 8) H.FAL A 2 24 & iy H W 28 5k 8 A iy Pz [
Jaok 1 i iE DRI A S i i Wy LT SE AT R, S W ELE— 1Y 3/4 2R R AR Al
PR 2 25 PRk BRI (28% ) o B WL 1/2 MR IEYE (44% ), Bl 2 HFS (28% ) o
MEE AR R ER N (n = 2) FIE RAEE (b = 1) MEFERT 1 gk
F3 40 A ek i R MR ek /D o 5 TR ME FR A A -2 FY MCV A L, 7E XCEL VA7 2RI AT 2
JG A AR (mean corpuscular volume sMCV) B E I 10 (JEH & 5-20) »
[o181]  {FFH XCEL &4 2 WPty 5 Sl Rl #5748 CR 28, SEURE HA V2 A R IR R
B ELA U LR 1N 1 i 4k 65 19 B e S5 16 SR g ) AP A7 3G . A N ialid i,
R CR B 1 HAE PFS(70% ) A1 0S(92% ) it H A i BP0 a] DIBRMERT 2 1) B
[R5 SR HE (Fong 28 A, 1999 ;Taieb 55N, 2005) o 7547 LU 538 A7 B2 R 41,
B A /S Br B TP = A7 EAT T RLYIRAR (Abdalla 28 A, 2004) o H BTRFFTE/ HL2 A1 1tk
(17, AEARR TE RIS R 4 ) A8 R, N TR SR — e B — 4 e v R XCEL [ 38 th k
IMILAERK G HE . BT 134083 (62% ) ST H o3 (47% ) 4K
N AR 8 IR S ATAEAT G 2 R e o ZEATHE PR 53 38 4iE XCEL 2 /Y, 4
FAAT , BA W UIRR ) 45 1 B e % 1) B N 216 VIR A (Fong, 2000 ;Topham i1
Adam, 2002 ;Abdalla 25 A , 2004 ;Adam 25 A , 2001 ;Kemeny 26 A, 1999) , SR, i i 1% —Hff
FERR T DR Jk AR E FH A G000 s, DU AE A IS 257 R i i s b, Forb szl
50 % [1] CR 2, IXLEph 28 =5 & [ IR I 45735 D3 A R 1R A T M 2 AR 2B 0 i

[0182]  ZEA¥ A XCEL BkF A S5 (508 — 2k S sk 24 HiUst I » AR 3 4k 4 A XCEL LA il e
RIHAK, SRS 2 SN I 90 % I CR FAR VIR 8B HF I 70 % MO FFSE CR ., IXFf
1 CR AT B S — Sy iAIME— 25 S (A AAFZAE CR) HAAURR AE AL 24 38U V6 97 1 R
R S B e B8 TP BT PO ) A B A CR 38 (6-30% ) MIRDBLIPR 22 (20-30% ) kR 2
AMATHY (Lin %A, 2005 sKim 25 A, 2005) o RIS A —07 5 35 76 AN 28 FE SR 1 B A e 5K
LS CR(5% ) , L L H'E CR B FH AT T AR ABIE, Thil XCEL 19 14 53 (B RA
ZAILMEFERE R 9 ALEFE ) T INAL (43% ) 1E 36 N H I ERE U B R EF CR, T HE 7R 7EIX
— ISR AE CR BT BRI T 6% . H4b, 16 AL FH TSI CR JG 4k XCEL ¥ 23l
MR AR, UM AE 14 F (95% CT,6-17 4 ) WP B ) J5 4 XCEL A G i 2 &
HR R AAEATT A6 I FRAL, 6 T &5 W B R UG, SOM e 2 DAZE BT & IR B K 0. 083mm (
K 0.008-0. 262mm) [1JHF(ELMEA KR 130 K (53-1570 K) HIH{EARFEIG RS ) A2 45
BRI R (Bolin 55N, 1983) 6

[0183]  {EZNAAIY A, £ A B[R] BT A 78 A e sl R PR VR 7 i B 0 SO0 B8 4 it 73 A=
Ko E 1 CR A8 A RAR 2 PP oRd R IR Y (O Reilly 8N, 1997 ;0' Reilly 58 A, 1996) .
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HLSCFEUN R 75 XCEL 1] LA 25 2 9] 5 AR Hb P il A A2 B (Browder 25 A, 2000 ;
Kerbel 1 Kamen, 2004) o &b, Ji 87 (i 88 A= i 1 Al o 8 2 — 2 i 5 05 Lk 418 B0 PN 52 +H 41 P
(CEP) , Hoif it R AR EY) SR 1E A CD34 A1 CD133 F ik (K T 40 e (HSC) JL P LA 43
(Lyden %8 A, 2001 ;Peichev 5§ A, 2000) o fIGHHI 554 BB I IE 5 30 CEP 1E 44, T 55 K
i} 52 751 12 R T e I i s 53 HH BB AT 35 1R CEP, 3% 5582 32 Sl B AL 22 T 7 v i S0 JB 3 TP i)
RIL—3L Bertolini 25 A, 2003 ;Furstenberger 25 A , 2006) . 5L 27IEAEG, 20
A T R I i 5 75 M A BRI 1) s . 7= A Fe i A ¥ g S Y. (Shaked, 2005) o 3 i i
A AR B i CD133mRNA I & 1) CEP 7K P48 A e iE A 7+ iy H 59 iE 8k fE A ¢ (Mancuso
5N, 2003 sLin 28 A, 2002) o CEP 7K -1 BRAR BYIE 3 A6 5 X Bt I8 A 7 V25 1 RO A K
(Willett Z£ A, 2004) o A& B3 MR5E T =1 (19 MCV (Sussman %5 A, 2003) « 5z {1 B2 & 1 1 fiE 7
TR 25 R B BRI D% HSC I FH ] REE I 55 W03, 1M A2 %) CEP ) fn By H e sk #:4E A
(Furstenberger % A , 2006) » #H 5, CEP [{1%k B A1 L) B85 /00 1 45 JRUSS EAL - SOpE ¢, HoMT
Hi PO M SR AEFIBETS (Hi11 %8N, 2003 sWerner 58 A, 2005) , ¥ EHUARRE T U IT
RSO R . 4

[0184] PR FEREAA KRG T (Lin A, 2005) LISk, & B35 46 Rk A XCEL #
i 24 A H B PSR RER & SR (v = 2) AL 2B BUsmAAE (= 1.
RIAETE 70 % 35 XCEL ke it 12 4~ H (LA B DL REFI). 76 CR LASMk S 4E
¢ XCEL 7] fig 2 S 8U1s F AL 22 00 1 BB 38 18 10-30 % sliAd AL 2 v R B 1 1-5 % i A
I, BT X L8 R W] RE O AR A A MO0 e o SEBIRL 56 40 4% CR. ERICA XCEL 28 11 [ i
F 5 BT CA— A7 S8 T Ja AR TEIR R, 5 TR 28 25 P IR~ 2 +10 A L, JLUE MCV 7E XCEL 2
AIANZ JEJ =20 S MCV m] DL VB R B S P (1) 48 (Sussman 25 A, 2003) .
[0185] oz, 7E P b # #% ME 45 i B e AR % XCEL ‘3 3L o ol (1 4L CR & PFS il
0S, M T ASE ST 2 2 95 S A0 Bl 12 P 503 o XCEL 42948 11 R 224 FLASE B 3 EL T LA 32 s i T
BT 5 — 48 S N3 114 3 52 0] B8 LA VA (19 52 ), AT Ay A5 FH A 1) 24500 1R e T 3 — R 227 v
Ao HASHGEE CRZ, VB K I N 35 3] 80% (Hurwitz Z5 A, 2004 ;Diaz Rubio %%
N, 2005 ;Hochster, 2006) » ZEX] 28— £ BLyP R EA L G SOV B 3 77 CR 7E XCEL 154 T
B AT SEIRA o Ad T BN TR PRt COX—2 T 5 AL 22T P T e A A 4Rt T
R/ He Mg v M S PR B R A BE AR 22 YR IB 7 BIA TT MEYR (19 BB 3 AN 45 & U 77 (Werner
2 N, 2005 ;Shaked 2% A, 2005 ;Kieran 25 A, 2005 ;Spieth 25 A, 2003) o B3 % 51| 2E 3k & A5
X R B AR R PETF R SR AIE RE A AT R B AL TTT BRRFST LAAR, & B 4T S BRI
PRIFFAE LAAR G T~ B IR CR B3 /0 28 9F HL U T i CR ZE MR ARIR ¢ & 4 AL,
{8 H1 CEP FNH & bR EWAE A B S AR A4k XCEL (157 5 AT [R) e R LI 1)

[o186]  SLJifs] 5

[0187] 5T 3 (AR iZ:

[0188] %%

[0189] WL H &2z e TaX—H5T. BT T UL AT DIBR S RS 1t 45 1 B W esh i
FEM 2001 4F 2 HEI 2003 4F 11 HHF4h XCEL ( REGAhiE & BK 1000mg/m2BTD FlZE kK & Af /&
200mg PO BID) o {7 &g AT 55— S {7 S8 HERT 5FU B 35t H. 8 47 i35 R FH XCEL+
WURAE NS — 897k ANALEE AT L2 (RO) sRAOWIA%% RL) VIBRA, Hd—fisE
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XCEL Z i /& BE%% CR HPR AT S i 4 (R2) VbR A . i & 2-3 > H#fdET
I RS A SEE0 5 R CT F94 . 4i%e XCEL ( ZEfh By ) &g XONBRIBUH BF AR CR(n =
14) VAAMREE XCEL.

[0190]  PEAfATE X

[o191]  FLWFFTE R AL RSN 2 K d & 7T CT H K5 4R RECIST AruEts
CR 52 Sk ] 0 2 B AN m] 0 B (1) 0 56 A2V %o 41 CR(eCR) A& R IA A RE € A TH IR I
B GER) (N GET ) IE A . FSEIR) CR AL HE IS 445 1ot 1 /& RECIST bR HL A CR Bl 5k
IR eCR BIUR A% CR (RS o 4T CR (nCR) A28 SOANARYE CT 494l ml Il 225 JL T 58 42V 2%
(95-99% ) o TLERAFIEM (RFS) 428 N M —URJBU CR 25—k Bk 1 R BT
I TR) o DGRk RRAFIE M (PFS) I TR) 2 & S M Gf XCEL RIAFAT Jir [R5 | 262 Fyml 0 2920 5
U EEIET I (B o OS 28 XA AES— IR CR BRI B 5 A2 R FE T (RN ) o 457 FH
FIBNEFUIT R TAS R FAF ) H WEEPEFRAE 3. 0 RRORANHG T A ST AT 40 Ko

[0192]  ZiH7rHr

[o193] Ml (JEM ) MEEa i 0y R M TR . nF R AR
A s R RIS, I ALE e Ja BT H A A% 3 . R H A2 A A A S AR
SR (ssdi. genealogy. rootsweb. com) B{HL TG RV R 2 . Pk, PrAs 221 0S B (8] ]
Be KT BTG 25 1) RFS A1 PES ISHA] . $14L RFS. PES A 0S 3% 22 — AR AL 148, H A% A i
PRI AT R LA P AT PR AR T R R AEE (RS (R8I (R
& /R1-2 B RO) JEBAL (AN EUFAN ) I K/ O8em 8RN ) VR IREL ( HLIKAHXT T2
KB VST RIEA I B (1T 3k TT1/1V #1) STV 3550 2 A i e i TR) (eI B (6 > H B8
72 )« XCEL Z /i LDH C 1IEH AR T 58 ) Vst CREEE ) RINEE 58 — 2o i B Be i
TR (B ) .

[0194]  SZJfEfs] 6

[0195]  ZHA 7 VMRS 3 IVEH

[o196] AR FEUFAE

[0197] i A OGRV-EIEMES T3 6 o FE41E 7 ARG BRI R TR 7 FIE 9 s
JA B A B AE R (n = 15) B R I8 br s ) R0 BH A 1) 5245 22 S RAAIE B
(n=4) . ARG H =R ZIN 85 R AR PR TV 35 (16/19,84% ) JHFAME
Ji (13/19,68% ) BKZ 4w (10/19,53% ) BUHIE K/ >8em(5/16,31% ) AFETH—
LRAP TR AR BT (3/19,16% ) o R AFR TS REAE 2 1EH FLER I S KT (16/19,
849% ) JEJE R A B JF /K SF <200ng/ml (18/19,95% ) X4 — 297 A | W (11/19,58% )
FARSTAEFERE (9/19,47% ) o FRe 22 A I B JC s I TA) [R) R A2 5. 7~ H (95% C1,3.9-23.5
ANH D) o AEAEH XCEL+ U HEH s B AL 227 V545 /N KNG, CE TP URT T IR 0, HALIHEAT e
PEZIE RO PIER AR H— A2 4T R1 IER AR W ALEAT R2 DIER AR . W22 RN - — AL B2
CR P ST AOM % 4R 1508 RN AL 2 s o 1 A, JR 3 AT U 97732 (35-50. 4Gy) i XCEL H.
J\ALXS B — 2P ST BT A RN

[0198] 3K 6 JELE RS M AIGITRE (n = 19)

[0199]
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AR AERIEYR o S AN A R AT IS 19 £ SR R 4 A2 USRI N BB A
7;@“0 UESEI) CR BB AFE 1 AL FE2% CR B35 3 A7 eCRV4 7 CR FI 7 L FAR V)R 3 (4 47
RO VIBRA L A7 RL PIBRAFN 2 A7 R2 PIFRA ) o A BRI A, 7R R 582 A8 H IR M 2 A A7
VERF RS 1) 3 b R AR B2 CRe DU AR TESE Y CR AR ATtk BH g (), L rp i 47 i
& B BRI 25715 B b ek S0 OB FE 3T IX 4 s HAE P AL #EIE CR g o R
— T CR B FETRIB I 451 O3em) W BAFEAL 228U 5 T 0B B JE K 4515 AR 4R
1. 2cm BT HEHAE CR EFH BRAICI M, TEBUR Y720 | XCEL J5 248 M 3em
THIBE) 2mm (R 7) o HA TS MG 8 IR PR (CEA) B it CAL9. 9 /KPP A iR %%
#BEAFE CR B TR (F 5 4k 2L CEA B CA19. 9.

[0203] RFS
[0204]  7ECR 5 5 2| 27 D™ H, AL BB LT HEE K. M RFS 2 57% (K 8). KF|
EHE RES (95% BEAFIX 8] [CI], 17 4 H —[NR] R BE ), FJE A2, A RES XT T 14 £k
PIRFI RI-2 VIR R E 2 71% (95% CI,0. 51-1. 00) ikt T FA7 RO V)b fE & 20% (95%
CI,0.03-1. 00) , Horr— A7 2 H e CR B (p = 0. 07) BUAHATT 0%, AELHEIX — 7 5 BE 2
CR #3 (p = 0.015) . PH4F RFS ﬁfrﬁ%ﬂﬁé&% XCEL 412 73% (95% CI1,0.54 | 1. 00)
MARYESRF XCEL 42 0% (p = 0. 002) ( E& 10A) o H& FUG FIE 7 R 2= FF A F RFS (3K 8) »
HIHEWE—E B TR CR 5 PR AR 4E RF XCEL (1) IR 8B %, v B R # AN R AT
KA. AR E R, TATAE B XCEL 8% XCEL B FI6 97, PIAEHHT SH ahA, H
—REAEFR IR R AL SR BRIV G A BEAT VIBR AR o B0 23 A A AN 4G A R IE S CR
(1) 4 A7 5838 AR AR v BN PR 58, T 138 8 e T RES 1 OS &5 SRR AL, Horp oK
RFS (p = 0. 0005) {1 sl EAAHSEEE RO IBRAR . EARVIERA R1-2 PIBR &L (b = 0. 069)
MILERES2 Y7 XCEL B3 (p = 0. 002) Tt 2230 7 & [ PFS A o
[0205] 3K 8 :FIH T REKAFFEM (RES) FLGAFEI (0S) M43 Hrimt ), n = 19,
[0206]

T | CABIS D ED | Fi® LEW ] JROLGwe.ch] P
(el asT(hse a8y | PRAE[OM@S M |
?‘3} . il 4 1} .5 ST

HYEEE

o ga@tt:@m? '

e (0,57, 095 ;
SE Tado @ (60

ﬂﬁﬁti“ &3 !L'kf‘}

*G*%{} i? @3‘7’% i 1 (}Ja‘iﬂ‘ii 19!3;
B (078055, 000 | 119 |@dipn 160)
s s i bie o o oo

& awioeon | fs SIsEst 1o
ﬁ?a“ﬂ B

[0207]  0S
[0208] DU AERE U IR SET, G AREE AT YRR T ILR) 3 A7 RO DR 84 RIAE 4 75
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XCEL )\~ H JG ¥ 2 B 3 — 97 VA0 LA RIESER CR B3 A CR R IZ WA 711 3
CEAIE & T9% (95% C1,0.59-1.00) F195% (95% CI,0.85-1.00) . M XCEL 2
MR AR A 0S 73 A 21k 51,9 A~ H (95% CI1,45 A~ H - KR F[i5 [NR]) #1173, 3 4
H (95% CI, NR-NR H ) o 23/ 0S 5 4R XCEL #H3< (p = 0.04) (& 10B), A\ CR &I IY
A0S 1A 93%, A AR H B UGS BAIT IR 3 (R 8) .

[0200]  # 1k

[0210]  FEMERILBL TRy (5K 8 —8gi R ). 18 — B FEEPIE XCEL J5 A
1 G I 3% WUER BT T w1 o Ui 285K B A o 7F XCEL Jo AR TR 4R 1) FP AR 3 20 40 AR AR (MCY)
BEINAZ 11.5(95% CI,8-14) . {EIX—ZAhBF oo Rk H O 403 % XCEL #7412 4 H
BRI ) R B A S BB R 52 81mg SR IR »

[0211] g

[0212] 4% XCEL i JEAF & il & 1 TS BUR 7 R A7 AR . T DO IX—
YEF AR T CR 2 5%, PRUAIESE R CR 23 100% 554 3 4F PES, M ARIESZH CR BE 2 0%,
1M RO-2 PIBR B2 37% . A MBIAE, \ALAEF AR CR BE A LALTE 24 > H MGkl 4 &7
XCEL (JE /2 27-50. 3 A~ H ), AL 2 R, RUE SR CR 38 R 52 4 F7 XCEL 552 /N T 6
A A BIYERF XCEL. M Z2 45 B B AR B9 HLAr B (USRS T2k B XCEL 245 2 M 2000 4F 10 H
2 2003 4 11 HRA“CR7EE . RUE AR FIRE, /A3 B EE R 514 H Ro-1
DIl B3 1) RES 1 0S 55 X M —3 . R — W B HE 19 A7 83, (EARE S A7 /i
J¥ 43 Bt IBEE R F 4ERF XCEL 1) 88 3% HH I RFS 1 0S 4R 38 % 5+

[0213]  {E ¥ 4E+F XCEL 8 ) 45 i EL s il e 7%, R AEAT ] XCEL N E S 2R . i 9 47
FRARIRAL R A, B T VUL RO PIBRAE OL, 1X 5 K240 (84% ) CREEE1EH —F W IR Z R I
HEWRE 5. /£ Barst N CR B R AR A2 13, 1A H, 2 DU i Lo T
&5 o L g TR A5 (1K 0. 083mm [ P EZR PR AR K (FE 2 BK 0. 008-0. 262mm 45 15 5%
G EE AN B (I [R) o E 42 BEUB 4l B XCEL 0 b i U0k 8 5 vh, BRI — 7 B
H2E CR H AL A O 4500 » 1K 26 R IR AE A TRAR R 2840 25 U VAT I LARC % . H
I, PERT A A A 257 V250 S N IR 8 1t 65 i L s Sl UL B0 5 7 B0 B 2% CR. L
Pr B — G A R N A\ L2 A 58l XCEL B¢ XCEL TR SE3R CR(88% ) , IX A2
ST ok 21 A5 RO 4% P29 2R 3 B 2% CR 8 n] SE T LU 3R 5 B 2% CR 2K 0, (H AT B i T BT
MELEN 5% (1/19) , B4 14 AL B RIFATUIBRAR H. 3 4F RES X TR R LA 2] 57%
F KRB IR L2 B CR Ja I 4ERF XCEL LA FH e 3 — e A Ak 25y T PR . Ad I 4
Ff XCEL A %0 7] 45 )l B T ke B8 7 AR i IR PR CR, 3 2R AL g e A B A 420 45 38 (1] 1)
PRAR ) i R ARABE AR 1 R TR o

[0214]  SCjtEfH] 7

[0215]  ERFEFEM K CD133 LM A

[0216] #5252 XCEL ¥ v I /838 1 ¥ CD133mRNA 7K 1. FEFTA & T, i RT-PCR
M 5E CD133 1M3E mRNA 7K1 FLA B A AR HEAL I FE i ) GAPDH R IAZKF (2 WA 4T Tinuma
G, 2011) o XA R TR 9. M 20124F 1 H 1 HE, H“*"RnR 15T
HEFHIEE . P, X2 8% LIRS, /£S5 0l T~ 10 4. EEE
(172, A7 IR R 3 A R AR AR M3 CD133RNA /K F. FESE b, BRI % deR it B (xX{r
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A TER M 2 AU AR ZI7VE) A1, B CD133RNA ZK~F-#B/NF 1. 0 (Wnkr#fiEfk &y GAPDH) , Bk
% 5 GAPDH % WA LL , 7 AEE /D CD133 Bk Winids Dl . R RG34 CD133RNA
ACERETE 1,000 (1, 444. 6215) H [ “*” $877 10 5 1 F %) CD133RNA K2 0. 3381 (4

H A2 48 ) o L, XEERRAR CD133 AKEFUREE 58 4 I N RIATELE G B K o
[0217] K 9 :HA 5 RMNAEFE K CD133mRNA /K-

SL. NO | BW 1D | F& Bl DIA 0y BLO S DIF

54 BW79I8 |75 081172001 02122003 1399763

44 BWT317 |63 08/18/2000 07/31/2002 517

17 BW6SSY | 71 O1/18/2002 IGO0 0.029

62 BWZI3Z |36 2232002 O3/ 272003 608

4 BW6764 | 87 12/07/2001 037152002 0.000049

59 BWSRO0O2 | 32 04/24/1995 02/26/2003 0.035

as BW7161 |56 11/06/1908 0624, 2002 0.017

28 BWT706S |67 05/78/1994 05/ 152002 0.000000005

38 BW7197 |57 12/27/1996 07032002 211

74 BWRI2T |39 03/17/1998 OR/11/2003 188

i¥ BWouGE | 52 paaiues 05012008 1

45 BW7i22 | 59 03/1%/1068 07312002 013

& BWeEIOD | 4] Dl 1999 0327 o 374,51

22 BW7005 |80 05022000 05082002 0.00061

30 BWAORS | 6l G6:01,2000 03,07,2002 0.12

12 BW6U20 | 65 03/23/1998% 04/ 1872002 2874

39 BW7214 | 34 10102000 07032002 12.34

43 _(BWTI72 |60 (8282000 H7/312002 1408

44 BW7429 | 46 0919, 2000 091 12002 3.2

i1 BW6900 | §1 04/ 182000 0/ 17/2002 0001 |
BWSR 168 mmmma :

| BW7105

Foott 11055

Lo - 1

BWoR2S

BWas24

T BW6045

T2A05 /20y (401 12002

mmmm

: | 24,2002
®3 BWOGhe | 70 (13»"’5'% 03/23 /1999 m;m*zc}m 903
41 BWT7ITH | 66 (}6@0«4; {’iﬁ() o !?:'2{’.‘0”«“ 4.749

BWUIT6 |7

N m:;z;mm |

06/ izfzfm o,

30 : {1 5/ 2001 68/ 12002
El BWe277 [ 72 09728, 2001 ORI
31 ’5%?’7136 o9 05/30/200] 06/ 1272002
i BWaTIA | AD G170 3R 3000
2 BWoise | 35 0104 2000 (03 152000
3 BWE7ST | 5% 017287000 3 150000
7 BWsd |24 54V 000 05 180K (R OO06R0
26 BW7022 |60 13 12/2000 Y1500 0014
9 BWAEDE | 5% G810/ Py 040120072 .36
2 BWAEIGD | 6y 0P 132000 O30 017
13 BwWoire | 72 04;"305 [y (/IR 2002 1566221
0 BWeERDY | 45 ) (1 7000 ot 7
4 BWG6UEd | 75 02122000 04220000 4y
4 BWoUTO | 56 3 2720m 05012002 (0000084
16 BWoYSE | 55 G800 20002 018
23 BWIS | 6 04003 2002 05082002 (00044
24 BwWI020 | 67 b1 L2002 08142002 LODGORY
2% BWTZL |49 Qa0 2002 051 5/2002 (00000072
31 BWTI04 |64 (3012001 06/ 12,2002 1R8O
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[0218]
29 BW7093 |47 04/01,2002 06/04,2002 0.000003
52 BWROg2 |71 05/17/2002 012003 0078
30 BW7103 |37 04/16/2007 06042007 0.0000076
37 BW7174 |44 05032001 (7/01/2002 00016
R6 BWUIYG | 79 0408/ 2002 11/17,2003 261
36 BW7173 |37 (233002 GT0L2002 Biis
40 BW7215 |39 05/30/2002 07/ 1072002 3.66
84 BW9020 |65 07/31,2002 1082003 0.092
47 BW7409 |61 06/19/2002 0R/ 122002 9.35
a6 BW7i72 |47 0602002002 08122002 982
45, BW7410 |43 06/13/2002 08/30/2002 8324061
51 46 1126/2001 09112002
&2 70 1071 33000 P203200
53 BW7903 | 80 01710/1996 02/10/200 0,0004%
5% 51 0171 62003 027242003
6 BW7963 43 Pa2002 (27102008 12
57 BW7977 67 0200 | D0 027242005 152
60 BWEOR | 52 037292001 03/17/2003 0012
6l od 1373122002 040272003
67 BWX237 |58 017192001 042172003 114
65 BWEI9 | 62 027042003 04.09/2003 0.94
- ,,WIS*’EG{E e ﬂﬁ«s’lEiEG{}} sttt
041082003 !
75 B’WS& 55 |58 05 24;2003 n&mam& 0.46
7 BWS621 | 75 07/01/2001 07/28/2003 0.00006
74 BWE683 |35 07012003 O0730/2003 0.00022
76 BWETO6 3(3 037132003 08/05/2003 0027
77 01242003 08/06/2003
79 BWS740 41 10:03/2001 08/13/2003 0.014
80 BWES36 |43 07/17:2003 09/03/2003 0.0063
81 BWE96Y | 60 087152003 09/20/2003 022
45 BWYIT0 | 68 10/14/2003 11/10/2003 0.21
it} BWIZTR |51 L 02003 TEOR200% fi.i6
90 47 12/10/2003 12/792003
[ BWY346 | 55 0971572003 12/29/2003 1.93
[0219]  * ¥/ AN 2012 4F 1 H%j@iﬁﬁ‘] B CHI _DIA” fenigWi HIE ;“ HE _BLO” T
SR H 3 5 DIF” $5oR i@ ok RT-PCT 52 MG AE S P ) CD133 RNA ZKCF (FRvE
£¥. A GAPDH)
[0220] VTb?%ﬁX?%m?ﬁﬁn% DL 52 CD133 7K~ 5238 3 M R FE 297 1
[0221] ‘EIFR E w2 = b SCRT ) XCEL S7 v VR 97 S8 — 41 I CD133 7K. 4R

ﬁﬁ,%EiXﬂ' ha UL TS AT SIS RT-PCR ZRAF40E X mRNA #% DI (3K 10) . £E— 281500 1, #iX
SeAH bR UEAL g PRI 5% 3 R P A —Fh :GAPDH T GUSB ( A M 4 ANMEFAE ) o & 11 A
AL, A8 GusB 5 GAPDH AE 76 X3k IR LIRS HEAL BT - AR R A L4 s af . B2, 18
XL W, AN S B eI R (R A AR L, iy LA A4 B e i he 32 il Hh B
RERIIKCFAREL, B 585 S NI B AT J8 8 8 HAT 28 AR AU MY CD133RNA 7K

[0222] 3% 10 524 B & FAE G FR 1Y) CD133mRNA 7K *F
[0223]
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#al F. 2 T 4% 4 AR a0 4 0 ﬁmﬁmﬁeﬁﬂ#x
CDPI33 |GAPDH |GUSB  CDI3¥ |CDI3¥ [CD13¥  [CD13¥
GAPDH _|GUSB __ IGAPDH IGUSB |
ATTI-0P  [45RE+01 |320E+05 |6.70E+03 [1.43E-04 [6.B4E-03 |1 43E-02 | 6R4E-0]
ALOL-01*  [S.87E+01 |7.00E+05 |244E+04 [8.39E-05 |241E-03 |8.39E-03 |241E-0]
AL0S-O1*  2.66E+01 |4.38EH)S |9.89E+03 [6.07E-05 |269E-03 |6.07E-03 |2.69E-01
ALOZ-01*  [R39E<00 |1LT9E+0S [579E+03 [4.69E-05 |14SE-03 [4.69E-03 | |ASE-0I
ALO4-01%  [2.A2E+01 |Z16E+0S | TASE+03 |1LOTE-04 | 3.50E-083 |1.07E-02 | 3.30E-D1
F ¥l RB4E-05 |334E-03 [8.84E-03 [334E-01
=R P2 = 4% 3 Al fhdo 4 0 3 ﬁ;ﬁ;mﬁﬂﬁﬂx
CDI33  |GAPDH |GLSB  |CDI3y (D133 |CDI33 | CDI3%
GAPDH | GUSB GAPDH |GUSB
3 1.0SE+02 |3.62E405 |702E+03 [2.08E-04 |1.36E-02 [2.98E-02 |1.36E+00
4 5,13E+01 [2.89E405 [403E+03 |1.78E-04 | 127E-02 |L7SE-02 | 1.27E+00
3 T AUE+H02 [2.57EHD5 |6.73EH03 |S.45E-04 |2.08E-02 |5ASE-02 |2.08E+00
8 LOOES02 (2098408 [RT9EHDY 3 3RE-14 Li4E2 I 3mE02 1 B0
9 SASE+D] [3.75EH05 | LISE+0d 2.26E-D4  |6.2BE-03 |2.26E-02 | 6.28EDI
F 840 3I6E-04 | L30E-2 [3.06E-02 [1.30E+00
POS Tyl AR T ah 3 0 4 e e 1 & x
e 100
CDI33 |GAPDH |GUSB |CDI33 |CDI3  [CDI3Y  |CDI3Y
GAPDH | GUSE GAPDH | GUSB
POS HI LAIE+04 |3.00E+05 | 1L.99E+03 [4.70E-02 [7.09E+00 [4.70E+00 |7.09E+02
POS LO 6.73E+01 |3.26E4D3 |721EA00 | 2Z.06E-02 |9.33E+00 | 2.06E+00 |9.33E+02
F ¥4k 138E-02  [S21E+00 [3AREHO0 [H2IE02
[0224]  * FR7RX XCEL y7¥: Bon e & OV H B (B e K B S5 588 6 ) » XTIER

AR GRS B2 B L s “POS HI” F1“POS  LO” 7t B & B.or Bidy ml H A1 AH
XF i) CD133 FIAHAHK Y CD133 Fy My A i

[0225] ks

[0226]  HRHG AL TT, AP v 2 TR SRARA B BT 7 VA P] AEAT FpAAT T Jo i 5
Bro IR ORI PLIE SE i 77 SRR A R W R A5 AN T3 1 AR T ARSI B AR N B3 8 1
G0 W, A6 AN B A B R & S ARSI 15 D0, AR A AT DA AT AR S T ik 1 77 VA
TR REOE BRI o S8 ARG, S 2 W, 7T LA AL EANAR T AR 5 R B 24 55)
BARA SR P B 24701 5 [R] I 4 2 S B [R] sl 2B A SR o T AU R N 52 1 2 WL
JITA 1255 2R AR R S AR A 6 Gt B BRSO B S 45 i s SR A BH BRORG Af F ATAME

T

[0227] =

[0228]  DATF 2275 SCHRAE HC A A6 b 70 I8 8 A 3 o Jir 13 BT F6) A 25 ) 7 491 1 e e sl TR 1
[RIRRRE Ee et L5 | 77 O0F AR

[0229] EEERF) 3,817,837

[0230] S LF) 3,850, 752
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[0237]  SEE LR 5, 279, 721
[0238]  SE[H LR 8, 044, 033
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