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#& 1 SR AT VEGFRA/ BEGERI i (19 # F1Z54)
Tab 1 Commonly used drugs targeting the VEGFR and/or EGFR pathways

Drug name Target Stage of development in NSCLC
Erlotinib (OSI-774; tARCEVA®) TKI: EGFR Aprroved
Bevacizumab (Avastin®) mAb: directed against VEGF Aprroved
Vandetanib (ZD6474; Zactima™) TKI: VEGFR, EGFR, RET Phase I1I

XL647 TKI: VEGFR, EGFR, HER2, EPHB4 Phase I/11

NSCLC: non-small cell lung cancer; EGFR: epidermal growth factor receptor; TKI: tyrosine kinase inhibitor; VEGFR: vascular endothelial

growth factor receptor; RET: Rearranged during Transfection; EPHB4: ephrin receptor B4.
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RSB, Hrp, 7EJLIg R e 4L 1085351
F6.74 A 4.7 [ fE& b (hazard ratio, HR ) =0.70,
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AR I R RN, M3-4HE R R A <3%. 82%
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BPCH (HE+RH) MSTHEK (1231 vs 10349 ;
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T PFSHYHR40.82 ( I PESHK6.5 1, ZREHI4 K

www.lungca.org
O O0000 0



+ 1318 -

b iR 2 i 20094F 12 F B 12 B 55 1204

Chin J Lung Cancer, December 2009, Vol.12, No.12
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AT LLR B ARG RS 7447 VEGFRFIEGFR[BIfELEFFA T RIS
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J7 o ELUIRFFE A, A LA S A 25 5 2 =2 1) A AH A
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oIy (Z UMb FEsIE R M%) ; QT+ IR hL; @
g e+ VAR, AU i SE R RRE AL, (A
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AR, A5 25 R E N [N Y 2 A oA R AR T i 4
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&, AHeBIBEIRIT M (2BIRITAHDE) |, 6B HET
SO/ B R e, S A TR EAEIR (<2)F]) N
RHBIAIT . 106 (30% ) HBFIKFIPR, PERAFEIHNS.S
AL CEBIBEVIE R 720 o FETES, 16M 3T
e, 130 AEIRTT R, 3341 AT 219 fil e
TEAE IR 5T 0, 480 e JedT DR BHE (1S mg/
kg/21K ) +JLiE# e (150 mg/d) Jr 4R, Fli)s
KHAEHAMMZL T mF (area under the curve, AUC ) =6],
ZVPGERZEE (200 mg/m*) FIDLARHHT (1S mg/kg/21d)
TR (F2) o WFHEZER4A BT %
TR BB B e 1 SR, B R AR BRAT+
JEIE R JIRIT AILIEST R, H RPN . HERR A i
. SR EZIN A B . REA63% (306 ) myEE
FEM T HRAR T, HIEAE X E R DR R+ i e
BIT R, 12%EHIKFIPR, 64%EHAFISD, BEM
ANRNALTE R (12% ) | JBYE (4% ) . WA
(4% ) . mardl (4%) o BEfE, XHMEITIEB360 8 #H I
iR, 21%8HIKFIPR, 45%BHKFISD, g
Moyl (109% ) | PREAEPESG (109% ) | JRGL (8% ) A
A RITE 2 G 2 N o X HERRIRTT B 19491 £ 5 TEAG
RI, 17%H R FIKFIPR, 39%H)HEIRFISD, F12)7
ASJEH S BR T DA BN RSN, 109 9 R3S A IR
el B B VLR AR 49%, 0SiA12.91H, 10
BB AR, (B0, SR DU BT+ Ig B e iRdyT
S APREGSDAY B E, MSTH (23.31)] vs 6.6,
P<0.001) . XEELEIRIRIR, iR e -5 DUARRAT A
FEREHINSCLCH 1 — IR P A 8L

4 ZHRTY)

5 R M Z 2 oy JI W 2 A AR AN F, o5 — 0
FE[E] | EGFRAIVEGF ) 38 W 2 >k FH 7T/ FH FEGFRAN
VEGFR TKI Z #5245 . i — 1 Z 8 S 25 1E IR IR
FRII AR R FH A4 8 7R A AR BB 64 o
4.1 JLEEMbJE R B2 Tk NAEMLE (ZD6474 ) &—F
I f/NGyF-RETRI, Al 87 /R FEGER, VEGFRHIRET
TKs (WLF1) , 762 Fh e A 0 v 52 3050 5 40 1 19
M A KAE ™Y fEEGERI 25 B fiig b, FLAS b JE s
SLFM R A KA AR R b, PLE A 5] <300
mg/ RIS VRS, FELOFSE b B VS A iz B0
EDLTs, HEMARRNAIME ., EAK. AR

MIQTCHER: . RAEZ R/ MEARRE, A B,
B FRPSEAE FF H40% K FISD, 5 —IRUY I KR I B
/R, 4/9MINSCLCHE #H K FIPR, X4 s A HE B AT ML
T th J& ZE BEAILIG AR VR FH I TIEA

T — TR REHL A T BF 5 2, BEKLZS T 36
NSCLCH % MM JE (300 mg/d ) #i7IEEJE (EGFR
TKIPIFH] ) (250 mg/d) HATIRYT (F2) o T
iR, BE VPR SCR A — TRy % . MRS ik
FIHFA S, N e HPFSAEK 11H, FARE el
PFS#AE:8.1)# ( HR=0.69; 95%CI: 0.50-0.96; P=0.025) .
TEREZ A XRIT MR A, w2 UEEAJe i i &
(R s 45 ) > 8 J ) A= 8 g 45% (137/83) , Wl 4%
ZHAB B E N34% (29/85) . HAB B 2
% Ry NLAE A JE VR T ) SR I BRI R E > 8 & AR R R 43%
(16/37) , MWt NLEEAb I i 52 4% R BB R iR TT I
BEN24% (7/29) o EHKUL, BIRTTAIRIOSTEH] i
25 (UEf e 61 HIEEFRAN7410A)
IS ZAA XPA YR A Y . SRR
JEALAREL, ML) 4 A RRES 25 FLPES I , {2 fdi 17
TSR FH M 25 R4 T Y BEMLITOW AIF ST . — TRLE R BEALBF 5T
(ZEST ) Pl FLEE M 2 8% B Je /E M INSCLC i
TEIRIT IR . 53 —WEsY (ZEPHYR ) HCESHENR
EGFRINGIRITATT 5 15 2950 e i NS CLC R 25 v ML
fLfth Je s 2 BRI VR -

LA JE BR2GY 7 1 1 20 A M AN 7 80 3 — B H AR
HEATEORFFE A BNESE . X I I 7] R AR R 5 Y
7N, BRHINSCLCE X ZE A T IFAN Y 34 351 k1) PL A Al
Je R PIEIA IV . 100 mg, 200 mg 1300 mgjfi| &4
HIIRRAM I 18% . 6%F117%, S35 [)JORR A 13%.,
TCAEAR QT HE K F3 /490 AN KL G & A 26 5 551 e AR ol
PR, HER E, IBIT R Z MR . AR IR IR,
VEGFIEZ /K885 FLEE AL JE MRRER R A G . 59—
1, O AW B /REGFRZE AR s /5 5L R 45 D1 46 HTEGFR
RITRUR, (AR T MBI JE IR YT B/ N o B PR L
SR . X T BRI A i — RS
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Tab 3 Ongoing trials of targeting dual inhibition of the VEGFR and EGFR pathways in advanced NSCLC

Primary endpoint ~ Trial status

n

Eligibility

Phase Treatment

Trial

Recruiting

PFS

200

Advanced or metastatic NSCLC with no prior chemotherapy

Erlotinib+bevacizumab vs chemotherapy+bevacizumab

—
=

NCT00531960 BO20571

Recruitment complete

PES/safety
[ON

1150

Advanced or metastatic NSCLC with no prior chemotherapy

Bevacizumab with or without erlotinib

Recruiting

930

Third/fourth-line progression after chemotherapy and an EGFR TKI

Vandetanib with or without BSC

Recruitment complete

PFS

1240

Advanced NSCLC after failure of prior chemotherapies

Vandetanib vs erlotinib

Recruitment complete

PFS

1391

Advanced NSCLC after failure of priortherapy

Docetaxel with or without vandetanib

Recruitment complete

PES

534

Advanced NSCLC after failure of priortherapy

Pemetrexed with or without vandetanib

Ho= o= =
= = = = o= = =
= o= = A = =

=

NCT00257608 ATLAS

NCT00404924 ZEPHYR

NCT00364351 ZEST

NCT00312377 ZODIAC

NCT00418886 ZEAL

ORR; safety/tolerability Recruiting

42

Advanced NSCLC with confirmed EGFR activating mutation, Asian, female, or nonsmoker

NCT00364780

Recruitment complete

34 ORR

Advanced NSCLC with progression after an EGFR TKI

NCT00522145

EGFR: epidermal growth factor receotor; TKI: tyrosine kinase inhibitor; PES: progression-free survival; ATLAS: Adjuvant Tamoxifen Longer Against Shorter; BSC: best supportive care; ZEPHYR: Zactima Efficacy trial for NSCLC Patients with History

of EGFR-TKI chemo-Resistance; OS: overallsurvival; ZEST: Zactima Efficacy when Studied versus Tarceva; ZODIAC: Zactima in combination with Docetaxel In non-small cell lung Cancer; ZEAL: Zactima Efficacy with Alimtain Lung cancer; ORR:

objective response rate.
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