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4 AR A RHR T BT
— GBS FREANENNEE

it K B
PEEFHFR BRERAE BEER

FTEER , B PR 2 1 2 R B B 40 1A W B R 4R 1 FOut & i LS MR B L 7 F K S s —
FINREEHAT — T 2FH R, XN CFE AT R LK FFZE(EGFR) BB
P 3 B ks o S B A R D B B SRR, St 3R S B R B ) I B S AR B BV B, B
BB RNy, U, BRI ES. ISR EARENRnENAY; R
A A ERAAGREE (cytostatic VR s B BRBEST A A — E REA 2U 3 & FR 1 vE #44 (DLT) Fi B
K 2B (MTD) ; BEHEE A Ml KRS A (cytotoxic) YA B RK H; 5% BB
(L7 BUT) B AR B MR SE, Hie, W AEREARI R R E T 1.1 e Rt
FEREFEEFER , QLK B K TFH bR A S MR br S BT AR R, L
BRI R ER . FAXDURATL N ENF AN E B — A g, UERRS %,

—, [SS¥#% SHPHIF (signal transduction inhibitor)

1. HER-2 R ¥ 4% 1 & Herceptin

Bl A AAARFZ A K HEFZME-2 (human epidermal growth factor receptor-2, HER-
DTFEM YRR IR AR ER T BN, IR R R B F . e N %
TR RS, 2 E R AUR A KB THME K (EGF-like ligands) B XU 43 F, B — 4401
R ENRBLUEFERSHAEEREREIR R A% R1E, W E#P HER-1 . HER-3
5% HER-4 |, i MmFESAMEMESE#ED HER-2 b, HER2 A N EHAH S RtaL 2
(co-recepter) , (LI R B A KR FEAE MY BES. Fit, HER2 R RR—4 K HFZ &2
— P 28 3% {& (networking recepter), H1 X —$#tE, HER-2 A5 1 W] LITE @ AR M= A B B AR IR
AT R AERKE FRE T #ES, A, HER-2 HH b HER HAE AT UER —RIEERY
MEEM. Hb, 858E H 8 —BEK4ER HER-3, HER-2 (338 #A# M T HER-2-HER-3 &
“ERAEGHE,ATMRT HER2 M55 . EANESMEEH T M E R EmFE. &
i HER-2 #{5 SThEEHER SRREHI S5 A Bl i AR i< . BT HER-2-HER-3 R “REKIES
T M B B B A AR A R

Herceptin &ifi i HER-2 f] P4 75 W FE A if 29 FF MU AR, BNE R 2 ThsE— A 1T
AT LUEKIE HER-2 43 Fa% BB A G S A RA, 75— F mit 5DH 4277 K % HE8 (ubiquitin
ligase) c-CB1 FVi% P31 UKL 1k PG 2% S0 WS W9 A8 — S5 MR, Herceptin A9 ZE 4L {8 7] B AR FA MG T
HER-2 BB DMK AL RR , % T HER-2 3 AR50, Wil 1L T & 5 H AL HER BEA M

1



HAEER; K+ o-CBI BT EEEM.

Herceptin 7E 52 RETRAIG EFF M WRRUS , K ERIBIT LIEER RS PIE ST E A Lo

Seidman 2! & 75— [ HIBFF e ] Herceptin MIZREIFEME T 95 4 HER-2 M A K
A, XS A LIETR B 2k S WAL b 87% AR, 65% A BRI LAY, R
#5350 90mg/m?, 55 BB — K, IARME Herceptin . R Z3H 2R L (IHC) 8 HER-2
HEFPEEEBES B0 83% F 45% , Hp — 005 A7E 20 M AR MIBENRRESR . BH
35mg/m? FEF N Herceptin BIFF WML 13 & HER-2 FAHHE B4R AHRE 1 & CR,6 & PR
5%,

%5 FE 288, Herceptin Fil Vinorelbine 7 B B 8 B EIfEH . B ERENITOBRENEIE
WA E; G R A AT RS A X - RTRAERS 1. XEN—THHRER
BT 40 BEBHEARERE?, Vinorelbine AL A 25mg/m?, B —K. SREIMRAMZ RIT,
80% iR % # Vinorelbine EBE R B4 T, X 3/4 B MK FHHE, M BEFHEBREL Vinorel-
bine MZGMEH . BHAEN 75% ,HER2 =+ " S HHHMEN 80% . BAT, 722 MH.LIEE
HATE—F REOFIAETRR.

5, Herceptin il EC( R FIE R AIFBEELE ) B R tLIEAE#AT, URIERE T/ 8 0O #H
EVER. Herceptin fill Xeloda HI¥ & HIBF 5 WAL TR o LLIRAIEBE & 70 AT SR MPUIEE . AT X
HHRRBREHEEEYS TR 4 BEE Herceptin I14bsT B9 BT & RS AT FLIRE

2. RBEKEFEE(EGFR) R EMHF

EGFR B—F i EAMBEEZ &, EEREBLE KBE FZEREN X —R A, B HERL,
EXAFHE—IL 4 MR, 250 HER1, HER2,HER3 1 HER4,, 33X #6532 (K75 # 1 A LA & 204k
MAEE FAREEMR. —BfRtEfcE (ligand) i EGF 5 TGF-o 454 b3, SUAESEE T HA I B
KRS B B B%RR L 4E B (autophosphorylation) TN IS F &, N\ A THHRAKNESESESR
Riff DNA &8 HRAE K M. EGFR A Y —Ma BT HEARBENEL, MEEH
98 Sk SR AR iR LIRS . R AR B T R R (R )

%1 EGFR T RMMtH & 5N

2 Bt BEHE(%) # " ok W
she 2577 Salomon (1995); Messa (1998)
e 80~ 100 Salomon {1995); Grandis (1996}
1% 3050 Salomon (1995); Uegaki {1997)
95 Imclone, fFH4%E%
e/ A v 40—80 Fujeno (1996): Rusch (1997); Fontanini (1998}
5 % 50~90 Salomon (1995); Yoshida (1997)
B 1491 Klijn (1992); Bechman (1996} ; Bucci (1997); Walker (1999)
9 A 35~70 Bartlett (1996); Fischer-Colbrie (1997)
LE=T 0% ] 40~63 Salomon (1995); Watanabe (1996); Rieske (1998)
T Bk 31~48 Salomen (1995); Chow (1997)

BRACM EGFR EMESMRMNAER BEMFESETEE TRERNEMN, ERTERER
5Hi/E £ HBRAEFEFMX, EGFR M%7 n] f RN 0208 T S E 4R o g s
2



B A0 AR F8 % T T SCRBUB I . B A1H T S4ur Mo iR 3 th EME RS .
H T, EGFR 7] s ot il =2 R iRt B A A 0T JLAF (R 2).
%2 EGFRHAEHNEBRARRE

LA * B o HE
IMC-C225 Mab i EGFR._%. T mClone R
ABX-EGF Mab i EGFR #4% Abgenix
MDX447 Mab Ht EGFR #l Fer R AU 5 1 441 Medarex
0S1-774 Quinazoline T S e T V0 1 7R OSI Pharmaceuticals
ZD183% Quinazoline o 4 A S A A0 e 79 Astra Zeneca
CI 1033 Pyriolopyrimidine A S O R0 ) Piizer
PKI-166 Pyriolopyrimidine % R B D 5 7 Novartis

I PRATRT S & B , BB EGFR o] LAfE AR A4 K 1k . EGFR BB MRS BEIE T LIS 25 4%
A4 e DA Ay 00 ) e B T T A A SR RS T 0 5 T e e M BEL BT

ZD1839 (Iressa) EFBE WML 4 (anilinoquinazoline) , -4 189 EGFR B4 & RE
WL AR A A K FIENE SRS A RER K YEM. 2WRXEHN T M
PDD.CBP . Taxol \Docetaxel & ADM 2591 3R (AN Gemzar BB ERT . 75 H ARy
1 $3WFFE Fr 7RI & 24 : SOmg, 100mg, 225mg, 400mg # 525mg, 8 H O RR&ELE 2 BT R A REL
FI DLT. FEESEHAEC Kok BB %, AT iR, 25 40 A g 2 & %% 3 GOT.
GPT FH#- 7E 20 B8 HE/NRATE 4 4 215 PR, ARCRN 20% . RREHBFET B8 BIVEH
FERHBEREZ M. S84 2RHBM 70 4 NSCLC 9=/ 1 $IHF35, PR 29 9% (6/70)%.
AEHNRREFTEGHT—EANIENE L CHREHBNER  AABSKERE.

OSL-774 5 —FEZEWMMEL S, v EF M E M4 EGFR B8R KA M > EGFR
08 et A, AT S BB A R Ik A A T, (R Ah S0 IE Se g FLAREE . NSCLC 150
BAR. OSI-774 78 1 MG RBIFE R £, 4 IHC ¥ #F EGFR PR 15 4 NSCLC % A ZEH I %
W5, B HOR 150mg 7 3 4 PR,3 4 SD,40%3K25. 42 ZL8UKA 34 PR,7 4 SD,24% 2K,
F—IR T AR A 78 ZLFEM 2RI 5 13% (10/78)PR, 29% (23/78) SD°. BHIZ S 4L,
T BIBRA R R IEFE#EAT

C225( Cetuximab) LR EH [gG1 B AT IL A BT, 7 LIBHMT EGF #l TGFa 55 EGFR #
Ga. X—RPHESANEREMS THEA LS SRR EMREEBEEAMLEMRRER.
R EX 121 £2 SFu Fl CPT-11 1897 JG KRB G R M EHAT T8, R 72% 23 HC # &
7 EGFR Btk (R E R C225 400mg/m® H 54 250mg/m? BN 5 VL BT 1497 T30 48 R 7] &
B CPT-11. Z55A 17% (21/121) BF IR PR 7 31% (37/121) FKEE, BIHE 48% A K251,
H AT ETEDTST C225+ CPT-11 + SFu+ CF TE 85 iss - -8 1857 U8

53 M. D. Anderson 98 %0 Hong W. K. % A T 96 4 555 8 8 & 1 3k SiEp B #is A
FRHIT AL, XSG AR PDD M Taxol 8% PDD in 5Fu BE 4 4 EBi6¥7F., H,22 43K CR #1 PR,
O ARRE, 22 H R TERE R R AR A b T C225 400mg/m? 3, 250mg/m? 1l PDD 75meg/m?
H 100mg/m’4 MTFE, 45 RBEHE AT IK 24% (10/41) 9 RR ZH1 61% (25/41 ) B 22 3 ; iR
RIFE AR 23% (5/22) 1 PR %M 27% (6/22) Mka 2 %, L B8 A BN T EGFR, BtAE
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EHRTM LT AV EURE , EGFR 0 Al 7E— 28K & 7 R B A AT RERUR &3 8.

.\ DFEEEAY—STI 571(Gleevec)

18 140 48 O 15 1955 (CMIL) 1 43 F-5% B 2 U5 #2448 3¢ 62 4% (Philadelphia chromosome, Ph’
+IRAB., KEMEXEHRAk M2 BAMERN. X—SBR T P210 Ber-Abl F#4&
FEAL,EETFHE CMLBEAR, BEET—¥ P’ + MR ASSEREEREIMB(ALL) P, KT
4y Ph’ + 9 JLEE ALL 155 —2E Ph’ + M A ALL £ 34 185-Kd 9 Ber-Abl #8815, Ber-Abl B2
B B RS A LS R 26 B, 5 AU HERE fL A e 8 B X — Rl & B F169 Abl 3B/ B 2 3 L a9 R 4
RRBAE TS L, o] LUK BERREL M APT ERHERIB AR Y B AR R F 3| % CML. Eik, Abl &
I BR SRR B (419 1) 790 7 % BB A5 R0 18 B 0 15 77 CMIL 1 L4 Ber-Abl BE % 49 &1 1% , STI 571
R EFRESH T ATP 7 #25 Ber-Abl BEE MBS, MADH THEZF S, BEIEHTREMFIFTE Abl
8§, fU¥E p210 Ber-Abl, pl185 Ber-Abl, v-Abl 1 c-Abl B4 & B 8AES .. W5, AESE THEM S oKit
B @ MRMBHE Y, MAMH A ER 28R/ N ERBORSH. R, S XE PDGF-R M.
XEER G TR AT T T EEAEM,

STI 571 &9 1 AW SR BB IA B0 BER B MR (DLT) , RIS % 4 . ZEF B =300mg/KAT,
98% (53/54) B A ZRIB R M B2 M SE 2 B (CR)! , —RELAE 3 AR LR, £ETHMR
£, ARA% f5 24 % (cytogenetic response) K7 53% (17/31), Hith 10% 2K CR. 7 2E2 88 (myeloid
blast crisis ) AH,55% (21/38) 4 3 (37 HE H : marrow blasts < 15% ), 45% (17/38) i&EE marrow
blasts (3R <5% ).

STI 571 By I KB STTE 532 4 IFN AT KIMAR A 8 3~9 1~ H B1IEI7 4 28% TR A
RBHIBGF M B, 7 233 LW (accelerated phase) 55 A, 44 % 2K BR M2 B CR, 21 %
REMREFHRME . 75260 BT BHAPD, 2% HH, P AEEN N 6~9 M H12,

STI 571 78388 S5 Bt 5 B 1] 5 BP9 ( gastrointestinal stromal tumors, GISTs)B9I4FFHr, & 1A
EUE T B MR . GISTs BM/NBIEE ) Cajal MBIATETIIR ., 5 4 % 7035 BB B (pro-
to-oncogene) c-kit 3 H A T REIRAGFHE kit 228 T F B IRR B PEMEIE M. LR IR 3 — REETT A
BEIT T REBIRITFRILEME . Blanks CD %53 36 £ A el VIR MY GISTs BAHAS T
WEE , B RBEHN (THO K kit FAERIX A BE R A 400mg /K H 600mg/K 2 41, 35 N TR
B, 7E 35 BAIVEMMR A FLIBTI T 69 & 23 4,28 1~3 4 A BI9497 PR N 54% (19/35), & .
R _HER F. AF 34% (12/35) B E R E (SD), P8 3 B4 PRI/ 48% ~
49%). SRIIRIMALL 88% . HHA 89% B E L FDG - PET Ko 2 & BUARHESE A/ #E0f 50% ,
AMERANAR, R PAAFERED . SHRE 4 4(11%)RAZR, HiGIF k.,

B STI 571 7 CML # GISTs 438 6] 3877 o B2 HAF I, E+ 2001 4£ 5 A 8 FDA #t E
(i:

B0k
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The appropriate and valid selection of endpoints {outcomes) o measure in cancer trials is a point
of ongoing debate. This lecture provides the definitions, advantages, and potential drawbacks of the
major endpoints used in cancer trials. Factors in the design of a clinical trial include the patient popula-
tion to be studied (e. g. , metastatic setting versus adjuvant trial) , the trial’s purpose, the phase of the
trial, the type of agent being studied, and the selection of a control arm. Traditional endpoints, such
as survival, time-to-progression, disease-free survival, response rate, and palliation of symptoms will
be discussed. Examples from recent clinical trials in advanced colorectal cancer will be used to illustrate

these endpoints.

Survival. Survival is defined as the time from randomization to death. Analysis should include an
intent-to-treat population with all randomized patients included. This is an unambiguous endpoint that
is not subject to investigator interpretation or bias. Survival can be assessed daily. Survival trials usual-
ly require large sample sizes and longer follow-up periods than endpoints discussed below. Methodologi-
cal debates continue as o the effect of cross-over therapy on survival. An example of the use of survival
as an endpoint in clinical trial design is the clinical development of irinotecan (CPT-11) in the treat-

ment of metastatic colorectal cancer.

Time-to-Progression (TTP) . TTP is defined as the time from randomization to the time
progressive disease is documented. The TTP endpoint usually requires a smaller sample size than a sur-
vival endpoint and also has a sharter follow-up period. TTP will not be obscured by subsequent thera-
pies prescribed at the time of progression. TTP may be subject to assessor, physician, and investigator
bias. This can be problematic in unblinded trials. TTP is measured relatively infrequently compared to

the continuous assessment of survival. The clinical significance of small changes in TTP may be of
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