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epidermal growth factor receptor - tyrosine kinase inhibitor

(EGFR-TKI ; }+ & ‘m¥e 4 & F] 2 Fic B-foieps i Fr 4] #)) ¥ Fud ? H
4 7| (anti-angiogenesis) °

B e Lg% e EGFR-TKI @ J}é”ﬁ gefitinib
(Iressa > X333 ) 27 erlotinib (Tarceva® {§4F4 ) B o ¥ 14 * e
Fin § 32 R h# & ¢ 4 bevacizumab (Avastin s L iB) o YTIE T

I )

AP BRI RNRI LY BLFH L 56 B

PoAE AL B o RAGREWFRAORLAT 0 F iy

WA Ed FHOISBY X FEHESS B o
LR R T G EESESRERY B2 36T R 4R

HALAT BT oD EWFEA R WERE ST B4 G AE-

# o §h ¥ EGFR-TKI #23 »xendF gk o & % H;]T\[% SR s 1D

M ¥ 4 o EGFR ¢ kinase domain exonl8-21
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PR SRLH
EGFR-TKI 15 ks » 3 F e 5 9 60%5| 85% - EGFR F #&

<ok

1% J g * % K (overexpression £ amplification) > § #res 5. it



A o@F TI90M %% > kras %% > & MET &1 s m e §
EGFRTKI {m*)&—f ’t@_l"&o E]Eﬁ”ﬁ %E"gggﬁg%,]\ipiw E’E'ﬁéf%g _:{’;%J,
A RSN A RE R PR e RR o Fa FH 2

& B v 12 Avastin (anti-VEGF antibody) % & o Avastin &% = #

=
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N\

Tl R P P A X Bk P A Rm R A 2R
wHY R EXFL e e 7 P FLAp AT e~ TRk
W oo Avastin 33 B HZHERTRAEZER o 5 - BF = P TRAEF
% ST 1% 4 = 24 2( paclitaxel + carboplatin )£7 3£ 5 % ( paclitaxel +
carboplatin + Avastin 15mg/kg) = o H%ETF BF > EARET
g9 B4 5 At 4e Avastin 78— 30 BEEAF o i B TR TS
PERAD T L - s AP TRA RN B2 3P LE- £ D

TRk Esk e fh — N ekie s # 5 (EGFR-TKI anti- VEGF antibody)
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RS R ORE S Flen® - e [1] SR 95 &R 5
F - iy B e W ZE | Wi W G X % 0 b 5 85-87%:r
TR ] o F] T0%NZE | i W oy e S ETE S LR INEE

AL BRES S HRNBRIR R EER R (7 ER

*.F”»

MR RS A S e P k) ER SR & B
iR (R LR NE Z PR L) - [2]

RE S AFREEL S APG S auEE o FE MR ELR
PRI o el ia A B FARE G 0 1R e L
i & LA M BER S T A S TR iR o A F e
A o S P A ) A G B BH BP0 Roplg
PEETE R A o A B BB EL g A B LB

Bo fs o AL e a8 % AT 2| m e 0 R chin gk B B m%%?r‘;ﬁk{
epidermal growth factor receptor - tyrosine kinase inhibitor

(EGFR-TKI: * 4 fm¥ 24 £ T3 5 jc B-pe e e drd]A) e P 5 7 12
¢ * v EGFR-TKI ¢ #5 73 gefitinib (Iressa > ¥ 3 75 ) & erlotinib
(Tarceva > {# 474 ) [3] 7 B EGFR ¥2 EGFR-TKI A ## 52k > &
Y RNV S gk 30 V) A A kg sxen EGFR-TKI
TR BEEETRIFT BRI DREHRT PR R LR wE D

EGFR-TK #_3 fiigenprdla 4+ > w4 H s 2t EGFR ¢ TK ¢ # ¢
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Bhetk § £ VT X Renvig ¢ %)) 4
€1

FHEF " & BUg it 2 7 H b EGFR-TKIL jp oy » 8 b it
B ik oML HY EGFR-TKI &2 C B ZE R 0% » S5 T £ &
i@ * EGFR-TKI & * & #F 5o e ook it P EEF R0k e

Gk B = @ % BGFR-TKI SR % £ = o [4] £ 5 A% 5(¥

st

LR EE) B A Y - B TRAk RS o [5-10] % - B OTRA RSk
o g iﬁ # R i TKI 28] dove 5 [&'F,»[P’a Rochnn gy 000 5 5 %
@ % 4 dose limiting toxicity (DLT ; F] & & 4 T i€ 3 (£m m2 £
i‘gﬁté’%’ﬂ R E AN A5 1000 F o0 2N EEER] A

200 ¥ 5% o - fa%¥a DTL i & £ “Hop bRl 2k o AH

k

FH-BESDLT $ 4B LLAEE > THT L5 - DIk R

‘zﬂt

[Bl3# % 544 € B F K 27 7 »c(response rate)  H g i * (toxicity
profiles)siid B | #Td B~ e vt §_ i3 * & i3 4 4~ # & (optimal biological

dose) » #Triis PEE S - WIRAkFR T T g N ETOHE LB -



BB E F250F sy SR AHE > VAL AT - BHAATS00E
oA E > MR ARAETE { 4vj »x e IDELA-1 £ IDEAL-2 if £ AR
{2k @ 2 3E TR 5% o [11,12] IDEAL-1 4 & & p A giie 7
TRk iR [ﬁa% A # 210 = - IDEAL-1 m[};’:, LA - S
M- R R & prep koo B 250 F R A A 500 F RV e
oo ¥v g oomam ko R ?“"&'firij‘ﬁ?i%i »E Pl L Y BERER
(median time)&_8 * » # E & F e d 2 AP IDEAL-1 » 3 IR
BoA A ikt fE A 45 (F B 27.5% vs. 10.4%, p=0.0023) -
IDEAL-2 1 & & feit £ it (70 5 & 4 #0216 &0 ZUEFE S SRt
% pz(platinum ¢ docetaxel)i$ - * F gk up R BS TG A p 250
F LA 500 F s o - B3 (IDEAL-1, IDEAL-2)chF fi &

4 18.4% 11.8% » 500 F 5 crvc % 1 250 F 2450 0 @ Bl 1

k

AN

o BXRTISHRMRT F L B PR RO R F
= % o ipJk F »x(complete or partial response)ifips R i3 i PR R
Lo X NABIRIEERT L He plivr Bl LS

VIR LYV BRSO T8 L I L

‘\'.1

R~ rECE o Ve R A RV EF R o & IDEAL &
(7 ek pFo B K 0 e TR 5 250 F S A 500 F LB O B - AL

gemcitabine + cisplatin (INTACT-1) g paclitaxel + carboplatin



(INTACT-2) - [13,14] =¥ 'Pﬁ- e §_» INTACT-1 &2 INTACT-2 en’d % &
7 & # EGFR-TKI £ it 5 & ;2 3 4r "% <1 F & 5 (response rate) » ¥4 &
P & P [ (progression-free survival)£? 13 /% (overall survival)» 2L 7§
e -

d * IDEAL-1 # IDEAL-2 i % S0 4p iR & 4 350 507

e

& (historical control) ¥ 3§ 4r = 3 = B * % & (median survival 7.6
months, 6.5 months, and 4 months, respectively, for 250 mg Iressa arm in

IDEAL-1, IDEAL-2, and historical control) - &| (¥ % > » &%t & 4t 4 5
AECF MBI A RS S F P F R (FDARRT fed 1 e
& REA S BIRAET () TR 250 £ L &% FAlNED Rk
()it * X3y 250 F sU w448 5 (docetaxol) o & - AT
RN & A RN Sk M A B 1692 Lok o R &g v
CHPOBALT B HHA 56 B oA FHL S B

p=0.0871> & % preni % o [15] & {;Iha@ RREASHEEA T G
VAP EAFHOSBY A X FHLSSBY P HUELS

foo #irt> AP FDAX TR EATRLEE RN § RAn YT %

Jar)

S AT LR Y R A M TRARRHE LR T R
W LI RIFICRTRE LA LG ok R I
FIEOT LR T o BAYIITH LA F ok g kel

A2 s as ks 2o 33 FDA & f94¢ aen® 2 B Tk 5% 0 2
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R edp Bl g Rk o AP AR TR R A B 244)
BEME VR R A B 245) a0 RPIBE T VT F RSP R
(22.5% vs. 12.8%, p=0.009) » # & & B+ (p=0.023) > &l (T * Fs >
Flioch 2 proERRE > F B },;3 L i e pF R (time to disease
progression) B £2 g ' % % fi% — % (median 2 months) > & §_i3 & PF R R
M v R % 42 B% 7&(11.5 months vs. 14 months, p=0.33) o [16] d ** & &
PRE AR AR X B URE I N H B SR A v U & R s
EXH B 5%k A Bl B % o overall survival F]pt B 2 L o ¥ ¢
- B At Sy Py e R R R iR % (INTEREST) &
24 BRIRTH 1466 om0 LA R R 2206 0 Rk s BT
VEH L FE T AL v m R @ Sk el B A At
Too ¢ EA FHETHHATLE B AR BLS B o
EGFR gene copy 3 *c i & > @& % Vo iy & mod S Hphehe @2
# (8.4®" vs. T.OBY ) &- F3FEF (32% vs. 35%) ©ir
4 mESHLE o [17]

FEEHRPG> FEIHT I - v aF - PREFRTYE
DLT # 24 &5 p 200 T ool £ 18 » T &% B BN RERT
U0 F L 200 F M- BenE|E o0 4 )I‘KJ*B 150 5. v JR:E{T & =

P TRk i o [18] & A 5T A 0 F s 123% 0 ¢ B iE T 8.4



B2o- EFnEF40% FEETEY - BTk % T‘r'imﬁﬁfé' FDA
¥ 3 indication » @ HiE N % Z WIS TRA AR XA B

Rt B &k 3 (response rate) 5 9% B R v i€ H g A A

-

e F&Fmﬂ;67 [ 2R

&

SRR RIS N VI U
TR AT B OH e 42.5% 0 — F i iE L 21%3 4o 3] 31% o
[19] B&EF H 2 P g RER LT FDA R ¥ 205 - ML 5 - R

MisenZl ) e ORISRy o RIEBA T A G o %iﬂw I Hﬁ'{

s FRFE LA FrLEfF o a2 A s B MRS A
itz - o B GAPNE  AEFHBEIFEE ISR DF - M

SRS TR Bk C RTEAEEER Y LR R E
Btk (Rt H - R ) e R hRE S Tk 32 % (TRIBUTE -

TALENT) © [20] % % £ X358 75 c0 INTACT-1 & INTACT-2 - %% >

A EEERZHR - R BDE L RFERZ e LA
L34 7 “Aﬁ‘f}% B X (F4% &3 paclitaxel ¥2 carboplatin ;5% > H

response sate(30% vs. 11%, p=0.02)% median survival (22.5 months Vs,
10.1 months, p=0.01)3514 7 52 it F fs & 5 A UL o [21]

B ¥ tb-d fesk 2 # EGFR-TKI $if »endd Bh(& 12~ Sk ~ 7
B~ g A ) R3] EGFR enfw 2 b kinase domain 77 exonl18-21 7

”{%‘m/};‘a B ¥ EGFR-TKI F s » 5 F B 5 5 60%3] 85%



(Table 1) « [22-31] 4 ¥ # % . EGFR § ## & & % 4
(overexpression £ amplification) > 3 e 5 &4 W K F o [32-34] &
- BT ER o v A ip s EGFR R % endis > 5 k-ras R # 0
# % 0@ F keras % % %t EGFR-TKI § ccis 5485 2.2 o a1
A 5 EGFR REBFERF > 1 30%F R¥ o 5 Pt
EGFR-exon % % e F i€ » &7 5 e F| E_F|e5 55 @ i B FI e
EGFR % % 7 Ap M & £ 22 k-ras R Ap M 05 e F o 4e e @ 2 4
Hefe 5 B3 F EGFR R % 5555 4 Hobt 4p $1 AR 118 & i % o[35]
i SRR ";’TJ&'\’ PG BFE O EB- A R
EGFR % % o8 % £.30% 0 1 = 665 > £ 40%3] 50% > = 5k # 1%
25 N3 60%RFOE T o AT AL MR AR &
oA A RS S HE K o 320 exonl8-21 Wi %G ELR o - &g
7 exonl9 % % (detetion)E % - exon21 % % (point mutation)H =t o
Exonl9 % % 4+ EGFR-TKI ch# sk Jgddd o » F < /F?J%’% I exonl9 %
o B AR TKL SR chin i@ b 4 o

?'*‘ fopeine R & EGFR-TKI in % % 2 BB 18> 85 50%

E_Flg e TT90M % %33 = EGFR-TKI & /2 £ #2 EGFR X

"

L

=

20 [26,36-38] i A+ F L p R EABRIRER L 5 TT9OM R % -

[39] &iTx MY F - Lzt T790M ?-i%‘m[l% Bl o x 12 MET &
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L ig & EGFR-TKI % 3% i 4 o [40] 4 4zt Mg B R F 8 47T R
EE AL A R AT E R S N KA L AFEEE Y 5
4 BIBW2992 :‘]"JDEI—L? fe VO S PR T79OM R % enFTAl 3 7 i M4
EGFR-TKI -

F B ERFY BGFR § A 2% AFIEA AR (- &
* FISH # %)% EGFR 3-¢ § ¢4 3(- 4 * immunohistochemistry,
[HC) » % i& {7 w j# |4 (retrospective) & & iz & > N F ¥ U 7F R R
EGFR-TKI £ % $23 72 # 3 £ 3 ¥ £ RIFRIH & 073 7 (survival) -
BIR P > & > FH 5335 FISHi &0 R ¥ ARG L& LRy

FEoa A FEEFRUE L RS L AAGRE R FISHEL -

%«)
Iy

ELAY CMAENT U RRRNIRERE LI APRFES
a0 B M4 (prospective) 7 & % 4 K (» ,T} LA A E R AT REE/
A FISHH R ZRABHI G > 4 2 F058%) 1 A RERT 275~
Ladp e AF0RDE Lk AT 5 2xddF 1 £ oo

d % EGFR-TKI %A% - &\ - {8 # mﬁiﬂ’/f&&”ﬁ = e
Feso FHI LA T3 RInpEAT B T8 T8
WAL R P R R o - AT BEE LT A
&g (1) * A48 4 i £ (performance status 2) &% & & fi + (270 #&)

s B o [41] SBHR B E 0 £ Mk B ie(3 1 EGFR %

11



R EFRDBH) T F A3 EGFR-TKI 5% o (2)% v L
e FiEH G EGFR R % ~ & # WA 4+ p L 4% EGFR-TKI

iwfe B)F W AR 0 v EiE#H 5 EGFR R B F g d05H

A
2/
—n

“’»”
R

G4e ¥ iE 3 A p}kﬁ:ﬁj’i#fﬁ:}%ﬁ[?ﬁ'& R EA X H {g‘\% A~
EGFR-TKI & & it e 5 o [42] (4)7 ta T 0 G fe > e 350 3t i 22
EGFR-TKI %5 chpF & & B ~’§I}a’a€ A i R 20 B X %7» B
EGFR-TKI /5% o % - #5258 e a4k B9 10%- - 4@
TOBEY AL kS FNE PR - A AFRESR e B
L2 A ek RIFPIERE > 7 20%F T o AT IERHost B N e sk
AP AL A fEA A i ARk RE - AT R & TKI
BB ko w o AP N L A BT AL S A
EGFR-TKI — " H it F4F o % -3 T ok m DEHF
TG s 2T D RRIEF AHERLE IR - RIWE AT (70
iefooom Do~ BIER S  FRE AT 55%~85% 0 7 ek hE AR E
thom g EAyY B2 e R (FFIREGTAY BA T
TS S FRFIAL A Ea BN T EHRERF 2 E) -

[39] =2 8gerinh > ¢ 25 B ACPYTRAEFTT 2 DREFT
(phase III randomized study) P # & & #3x ¥ =% > 105 % = & 124k

LR L R LRI S A
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& &3 EGFR-TKI % EGFR > % 4 4 (wild type) “fim*e » &
EERE= O F A RRpeet wre ¥ GLY o AT TKI &
PIRA® v F > ARis#FH % vy EGFR-TKI » &7 =X 1 % B 4o
#cx & - ¥ g 4= EGFR-TKI %3 4~ chipsk idsk s % & 5l ko
e B E R AD - M FA LB REE LR E L
EGFR-TKI e#7 3 » B en% - & &0k ar 7R3 8L - [43]
FoobB - fERD L N s TKI £ B drdl e F O 4 o E R
(anti-angiogenesis) » & * 3% - WM& H - BB L o HR T 0 F o FE
S F ARy o PNy CEE REAHIRER
Monoclonal antibody against EGFR
Erbitux #_ EGFR ¥ fkF 48 » 5 d fedr EGFR >+ # i 33 v
EGFR-TKI #2x % > & §_Erbitux & % ¥ #7%% /1 6f¢ X o F % 3 ik
4+ 3 I Erbitux % 7 EGFR-TKI choc ¥k 12 ¢h » e L4 R 120 & o7
¢ ¢ EGFR /& - (downregulation) - [44,45] #%&&4cyt > Erbitux B & F
£ 71 FDA $ % % B % &2 51 SR Pl B 0 2] e g e
Frox A5 -tk Btk - ARRELS sk il

£ Z B (g B L BRI (U e TR SRR B 2R

Anti-angiogenesis $us § 3 2 &
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mie S MBS S F 2 A N R AP

o FH A o BAAPBELIT P %02 VEGF £ VEGFR #4525 5 5
Xeorsh X o Yk B AP Ptk SR T en# 5o VEGFR 4 &
4 346 VEGFR-1 % VEGFR-2 3 & § # % ## 2 > » VEGFR-3 i
L h T A o T gtk Sy (VEGFR pathway) e & & 35 *
188 bevacizumab (Avastin) & #7188 e3R8 (> (trap) % & VEGF >
VEGF s ;% it % > VEGFR - & * Fuf#re%r VEGFR > &% 2 % 3¢ iy
EGFR-TKI =3/ & &+ it #* 3+ 'm¥Pz . VEGF pathway = tyrosine kinase »
g H (T o @ JRETE H B2 o B T BRSO
bevacizumab (Avastin)g & # & = & > Avastin £ £ # X 17 3 21 % o

wn e
2

A A o 45 4 FR 0> target therapy & Y B A& H i % - AL

‘“?

JmRE R E o I E R BT RER o BV E Y
BB LY 2 B TRk sk 01 4 Pz 3 (INTACT-I ~ INTACT-II ~
TRIBUTE ~ TALENT) - it &_Avastin f| = > % - & = ECOG 7 =« i
* Avastin 3t 2] e R % Z H) iRk TS R T BUEHs A 5 =
® . ¢ * paclitaxel + carboplatin (n=32) > paclitaxel + carboplatin 4r
Avastin 7.5mg/kg # = ¥ ;1 &+ =t ( n=32) » £ paclitaxel + carboplatin
4v b Avastin 15mg/kg & = ¥ /3 8+ ¢ X (n=35) - [46] S & F IR *

Avastin 15mg/kg 78— 222 % &4 & #hHEF B F(31.3%°21.9%40%)
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N HEPER(Y B E 1490 1160 17.7 B 1 )aE o v 813 B ek
Wk FA OB e o H P w A= o gk b R (squamous cell
carcinoma)ifufs B0 gL F & 4 A ¥4 o MR R ITE o Bk o B

Forh R S REAE AL o ANIERE . AT

\H

KRS TR R BRI R fTsb Bk P AR R 0 B 2 kY 0 &
F AL L R P FLAH R AT e~ R E%R 0
A s 74 4] 2 ( paclitaxel + carboplatin ) 35 % ( paclitaxel
+ carboplatin + Avastin 15mg/kg ) = ¢ o [47] ¥ x5 878 = &
Sodv U TR SR o B R BT R S (15% ¢ 35% 0 p<0.001) > & B P
Ei-Hp@4.5 6212 »p<0.001) 227 @4 58 (103 123 @ % »
p=0.003) > %} 4= Avastin 78— 2IoP BIRE o B IRk SRR
AP w 5 abvE— Pk AR TRA R&R DY B2 FHALE - & DTRE
3FH o Avastin » F]t £ 3] FDA Aazb | fme s - M L g &5
E% i B o Fle iR AR B RS Avastin ¥ R iR o @ F%
FerpppEt o LFFUAMFEAR > FPFBLE Avastin P
WG EF e MRERS BRAEFLES BFERARENY > 2

Fl4e b Avastin @ PP REiEH o e A Mg E R T LG P REEH 0 S

—\

PG 0 S R TO K E AL g §les o [48] d %

Avastin f% % B % § 4B Rk ER Hp LT T

‘E«W
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gt LRy R EE T5mgkgrm ¥ 2w Ry - AR

B A T B E R BT - B % TR 5k T AVAIL - [49]
AR TR ERR(A B 1043) s = ek N H B

¢ * gemcitabine+cisplatin (GC) i % » GC +4c } & = ¥ Avastin
7.5mg/kg i“F > GC 4c + & = i¥ Avastin 15mg/kg i F o 2% 3 B4

4 M B AR Avastin 357 3 e B RS (20% 0 34% 0 30%) 0+ T Y

f;n\&
B

7 B 4v }ifﬁﬁ% iLt#(6.1°6.7>651 ") (i#* Avastin e7 HR
0.75 £2 0.82 5 p=0.002 £7 0.003) >  ** fRfk @Sk k|2 S F X » P
WA AT AP AT iR Ae R o d Y Avastin iE 2 B £ & c0fRAk iR
B30k Avastin AR R RS F 2 FEF eI R EL > £ F
Tt i R TSRk L Avastin 37 4T o B S e - Avastin
VR g - SRR &Y A oxeno @ 2 MAHE (7.5mgkg) &
FHE (ISmgkg) $57 »2e B oy REFTHFHv LA R L]
"2 i % 5. > 4o docetaxel » vinorelbine © £ pemetrexate & * /% 0 4p
ks g EBRET LR EE o 4 F RAEBRESZ R
EGFR-TKI # EGFR-TKI 4¢ } Avastin &% > % % + A+ EGFR-TKI

£ ¥ Avastin 7<% vt ¥ B EGFR-TKI 4%

Multi-targeted therapy % {&¥= ;5%

A% - e ie ) n ok 2 5(EGFR-TKI » anti-VEGF antibody) = #
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i NI e s S B F B R R4 R § -

BB SEIELS X S 3 RS- RBER (3R D
LA ERM) AT Er A A Senke F oo kA fEG S

e if o 7 BPFIT* & EGFR ¥ VEGFR fifé'?ﬁ” v Bl ZD6474
(Zactima > Vandetanib) % 2 £ 73 B @k %5 g ¢ & ¢ (ASCO20006)
W B A SR A TR TR U R AR E R
E(1 i 81%F)  @lic? 4 3 5 o £ #(2007)51 ASCO % $ #-v ¥
Wi ® 3% - & & & i (paclitaxel + carboplatin ) 0 & H jb it
% - B TRk S ERAHIRL o [50] R c Hip * vk R
A7 49 o £ E Y NH PR F Lk ap LR
(progression-free survival, overall survival) o v+ 7 S{%3:8% & &
docetaxel 2« ¥ fib docetaxel /5% B (51t K £ BT Ho# £ # Vandetanib ¥2
docetaxel »z % $&4F# o Sunitinib (Sutent) » F_% {&¥= & 5., (¥ % 3%
VEGEFR (-1 > -2 > -3) » PDGFR-a * PDGFR- » RET » KIT » FLT-3 » ¥
Flot R R e g ) L e (neovascular endothelium) - i & [F]
wre (pericyte) » &g imre AE o e £ 3] FDA $aL) h¥ k&
£ imatinib © & »ccn3 33 B A B(GIST)eif o v &2 & ASCO
(2006)+ F — f& % = P Tk REH%IEL o Fp R Y 50 FAONE L

B % Rcsp B(4 T 0% % 8 BGFR-TKI) i e b0 kA - e £
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B 95% 7 BFES5.6BY o SEDGRFEEP 375 FRF KL
% 3F 2 o [51] Sorafenib (Nexavar)f| i * »* Raf» VEGFR(-2 > -3) »
PDGFR-B » FLT-3 » ¢-KIT » 2 p38a-~ gt Z ¢ £ 5] FDA 98 § %
W 5 # ASCO £ € » #2470 {5 3 s iy o v
¥ NSCLC £%* ¥ 5 2 & %1% Raf/MEK/ERK §:j5 > » 5 d VEGFR
2 PDGFR | ¢ # 2 - 3 & ASCO 0% = TR i#%F+ 7 59%
¥r#1 5 (control rate) o 4 & ASCO » 7 & * 3+ % - A e R eDsE
%4 > @& * “window of opportunity” X3 3 12% F &I > ¢ EFE
8.8 " » — #3%7% 36% (k™ sorafenib &2cis > 3 X 7 gmenit
) e [52] 4 & ASCO * 3 ¥ — 7% axitinib (AG-013736) % = ¥ 7&
JiES 0 o # (t% 3% VEGFR(-1 » -2 » -3) » PDGFR-B » & KIT >
32 Aden s HY YR ER VR o BREI2XS5ER o FRF
594% ¢ BEFEE 128 B o [53] - a3 o gk e chEE

ZEard b N EAF Y R EGFR-TKI # i > T K it 4od 4~ d 1Y B B

3] EGFR-TKI 3 F* &g cr:g o

R

o
Bde g Bg S A ki8R . e B Rl s
I ML E LABINE AR AR I AR

IR R e (S R R) TARfes  BIIARY § A2
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Table 1. Clinical Predictors of EGFR-TKIs Responsiveness.

Response rate, %*

Setting Istline  2ndline  3rd line
Chemotherapy (single or doublet) 20-45 10-20 <10
TKI (East Asian population) 20-35 20-35 20-35
TKI (Caucasian) 10 10 10

TKI (EGFR mutation+) 60-85 60-85 60-85
TKI (EGFR mutation-) 10-15 10-15 10-15

*Response to EGFR-TKI treatment correlated well with survival.
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Table 2. Anti-angiogenic agents in clinical development for NSCLC.

Mechanism Main molecular target(s) Stage of
Drug of action development
Bevacizumab Anti-VEGF VEGF Phase 111
antibody
Sorafenib TKI Raf-1, VEGFR-2, -3, PDGFR-B, Flt-3,Phase III
(BAY43-90006) c-Kit
Sunitinib TKI VEGFR-1, -2, -3, Flt-3, PDGFR-a, -B,Phase II
(SU11248) c-Kit
Vatalanib TKI VEGFR-1, -2, -3, PDGFR-B, c-Kit,Phase Il
(PTK787) c-Fms
CP-547,632 TKI VEGFR-2 Phase II
AZD2171 TKI VEGFR-2 Phase II-111
Vandetanib ~ TKI VEGFR-2, -3, HER1/EGFR Phase II

(ZD6474)

AG-013736 TKI VEGFR-1, -2, -3 Phase 11
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Abstract

Lung cancer is the leading cause of cancer death in the world. Seventy percentage of

non-small-cell lung cancer (NSCLC) was diagnosed with advanced or metastatic

disease. The standard or conventional treatment for these patients is chemotherapy

alone or with radiotherapy. Target therapy was available after millennium. Target

therapy that is available for the treatment of NSCLC includes epidermal growth factor

receptor-tyrosine kinase inhibitor (EGFR-TKI) and anti-angiogenesis. Available drugs

that had been approved for use in NSCLC in Taiwan included gefitinib and erlotinib

as EGFR-TKIs, and bevacizumab as anti-angiogenesis. Median survival was 5.6

months in patients received gefitinib comparing 5.1 months in those who received

placebo treatment in a randomized phase III study. However, it was 9.5 months and

5.5 months, respectively, in subgroup analysis of Asian patients. In contrast, median

survival was 6.7 months in those who received erlotinib treatment comparing 4.7

months in those who received placebo treatment in another phase III randomized trial.

In addition, median survival was longer than one year in Asian patients who received

erlotinib treatment in this study. Female, adenocarcinoma, non-smoker, and East

Asian patients had a better response to EGFR-TKI. Those with EGFR mutation, over

expression or amplification also had a better response to EGFR-TKI treatment. Those

with T790M mutation, k-ras mutation, or MET activation had poorest response.
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Regarding anti-angiogenesis, combine Avastin with paclitaxel and carboplatin had

significantly better survival than paclitaxel and carboplatin treatment in

non-squamous, chemo-naive, advanced NSCLC. Multi-targeted therapy is second

generation targeted therapy and whether or not they are more effective in the

treatment of lung cancer is still undetermined and we have to wait until more matured

data available. In conclusion, targeted therapy is the main treatment modality of

NSCLC right now and in the future. Who, when, and how to incorporate targeted

therapy with other treatment modalities is the main issue we need to resolve.
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