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IR AAFI (progression-free survival, PES ) | /&
HRE (response rate, RR ) . FFRIEHIR | Jifried AH 5
R DL R B8 AR O B B, SO P T R i
B . KIMBLWISEL (Iressa Survival Evaluation in Lung
Cancer ) IIRL R B/, TERTRARED, 5245
Fo, SRR R IR ok B Gt a2 ik
ke, o, B TR RIS, HARR
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SEGY T IARE) o FRE I 25 OB K o 3B I K
A3t PR 2 Ji2 g 88 1 /5 T EGFRAIVEGE S S % (K
1) o VEGFR] 5380 AN [R] 1) 32 (K B 2 BRI g 45 1 5 I
W I N R AN R VEGEZ AR (VEGER ) 215 5 it
JEE BTG e P I A A Y A SRR EGRRfG S
55X R RN 8% 2 G B 2 A G, A4
DTN = N (11 N A - AN = A Sl e [
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Tab 1 Clinical development of selected combinations of
molecular targeted agents as treatment options for advanced
non-small-cell lung cancer
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EGFR+VEGF /67 /15160 24
EGFR+mTOR /810 ZERF —
EGFR+IGF-1R VAl ER TR
VEGF+VDA V2131 RN —
mTOR+IGF-1R Vi R

Abbreviations: EGFR=epidermal growth factor receptor; IGF-
1R=insulin-like growth factor receptor-1; mTOR=mammalian
target of rapamycin; NSCLC=non-small-cell lung cancer;
VDA=vascular disrupting agents; VEGF=vascular endothelial
growth factor.

Note: Reprinted with permission from the copyright holder ©CIG
Media Group, LP
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Fig 1 Signal transduction and biologic processes downstream of egfr and vegfr activation and targeted therapies that inhibit components of
these signaling pathways. Activation of EGFR on tumor cells leads to phosphorylation of tyrosine residues in the kinase domain of the receptor
and subsequent activation of the Ras/Raf/MAPK or the PI3K/Akt/mTOR pathways, resulting in nuclear activation of genes related to angiogenesis,
cell proliferation, growth, metastasis, and adhesion. Activation of other growth factor receptor pathways (eg, IGF-1R) also signal via PI3K and
other downstream components, resulting in gene transcription. Activation of VEGFR on endothelial cells also activates the Ras/Raf/MAPK pathway
and regulates gene expression and survival. Two strategies are available to inhibit EGFR-mediated signaling: small-molecule TKIs (eg, erlotinib
and gefitinib) that bind to the intracellular kinase domain or monoclonal antibodies such as cetuximab, which bind extracellularly and prevent
ligand binding. VEGF-mediated downstream signaling can be similarly abrogated via anti-VEGF antibodies (eg, bevacizumab), which bind directly
to the VEGF ligand and prevent receptor activation, or by small-molecule TKIs (eg, sunitinib and sorafenib) of the VEGFR.
Abbreviations: EGFR=epidermal growth factor receptor; IGF-1R=type | insulin-like growth factor receptor-1; MAPK=mitogen-activated protein
kinase; mTOR=mammalian target of rapamycin; PI3K=phosphatidylinositol 3-kinase; TKIs=tyrosine kinase inhibitors; VEGF=vascular endothelial
growth factor; VEGFR=vascular endothelial growth factor receptor.
Note: Reprinted with permission from the copyright holder ©CIG Media Group, LP
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SRR R ZR G A3 1 MRS, RG] W o L AL g
TG AS AR, F AT ol 45 5 90 A R 5 2% 1 4 i 1
FE6 o TERERETRYT H, Xk 22 5 DAL A 40 ) 2 o 22 b 2
FE 2 AR LR A, PT84 AH I 28 A8 1) 240 it
(n, MRdni ) MEARIERF A, Xy ZEnT )T
Y CiEp Gl E NP NSI REE =2 N IDAV RS rApsL W[ R=pag v
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Tab 2 Efficacy and tolerability outcomes of the 3 treatment arms of the phase Il study of erlotinib plus bevacizumab!'s!
* 2 EIRER+ IR ER B H BN R 3418 T HEY T s 52 (45 R 06

730/ AR AR BB+ R DUk B AAHETT B—1{Lfy
H{z0S (A) 13.7 12.6 8.6
1EEFE (%) 574 53.8 331
6™ APFSE (%) 33.6 30.5 21.5
FRRESBIAPIEREEE (%) 13 28 24

Abbreviations: OS=overall survival; PFS=progression-free survival.

Note: Reprinted with permission from the copyright holder ©CIG Media Group, LP
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Tk 22 BR2g 2 ( New England Journal of Medicine )
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frosH12.61 1, dEFaE B #H (XMEGFREIR NG ML JC %
3K BIFRAIPES 6.2 H o i HIF£E 3443 41 A TUF
FEERE , IR R F AT (2P0 2R
FrSeMi 28 ) + 2R . DR BT+ H AR I8 e
+DURER BT (F2) 09, JLig R e+ DRk b dl i
BN VFEAEAF RN S7.4%, VARBRAPT+ILIT 4 153.8%,
AT N 33.1%, LI e+ DURER LA B T A2.0S
M3 A, DR BT+ T A 2.6, kT
HHN8.61H . ShEfbyr ML, JEigE e+ D ARER AT
TR 52 P IR EC AT o OIS e+ DR ER B b 41 P i T AR
WHAIT IR 17 13%, B—fby7 2 k4%, DUARERSRHT
+HIT 4 R28%.

TE—IPFAL TR I8 e + DUARER BLbt — 2By T R 0 422
ZRLIRYT R E IR, 75% M R TE SR 6 )5 R L
PRt i, HECA BRI Z L, 3/4HAEM LR
RS, L, TR e BA DRGSR BT HAA Im IRYT
SR SZ PR IIRYT I %, VPR TR 2050, M
AT G RAY T A B RIME R . T H, B2
RGP ARG RER . A SHISS 5 —
ZHPIIIT R X — R R T N T B JE + DL ARk
BT IR NSCLCIIG RIRIR Hh U, 3k BB 5 (R R A7
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M INSCLC £ & i —Flosr B H A I AR R Ak 7 iR
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Tab 3 Selected molecular targeted agents interacting with the her or vegf pathways

% 3 SHERS{VEFRERIBEERAMIEEN S FREZHY

E Y VEGF-AEZ & VEGFR EGFR HER

UILe27 3k v

Ei%ER v

HIEERS v

EXTE S v/ PDGFR-B, FLT-3, c-Kit, Raf kinase
G-I v PDGFR- 3, FLT-3, c-Kit
Faith 2 75/AZD21718637) v PDGFR- B, c-Kit
FliftsfRBes 4 v RET
BMS-6905145 v 4 Pan-HER
PF-00299804!6" 4 Pan-HER
SRABE R /HKI-272161 4 HER2
XL647'61 v 4 HER2, EphB4

Abbreviations: EGFR=epidermal growth factor receptor; PDGFR=platelet-derived growth factor receptor; VEGF=vascular endothelial

growth factor; VEGFR=vascular endothelialb growth factor receptor.

Note: Reprinted with permission from the copyright holder ©CIG Media Group, LP
#5 EGFR: REAKEFZK; PDGFR : M/MRIREEKE FZ 4K VEGF | MERNEAEKEF; VEGFR | BN K EKEFZ 4K,

i | AEBEMRAETE EOCG Media Group, LPE #liF7]

EEBRBHE Nk ERAEIENMEMERT PR
B, MRS ERRIE

RIS IR RN, 5 0A 200 S R 5
i ZE ) 7 A H, T8 R Je Bk DL ARER Bt i) 2 I AE
g A NN, i FREERERZ 5 EEAN (270
%) FHOG, eI R A DURER Bub A T Be ol R
RINSCLCHEAE B F R AL IR 7 5% . file, —0
B 7E PP L% B JE B A DUARER PRBLIA T A Y 2 iR )7
MIBIINSCLCEA B HE (2702 ) J7F A0 TF TN %
IEFER R — AR, 55— i B e B A DAk
PS5 A BeTa Lung trial, H R —IA7 5k B Je Bk
A IR ER BT LA T WINSCLCIIBENL . 2P, %
RIFDGRE . WH I . AR, BRI N
JEI R JE 150 mg/d+HiHikid S 4 Bt g — A — Ik 8w B
JE150 mg/d+ D ARER BPT15 mg/kghf = JH—Wk ., FHAK L
NOS, WELSALFEPES . &AL R R R A
FUNANME I EGERAE WIFR I I 555 23, %5 191 45
SERUIESE T LIS B R DL ARER AT I R 7 LA i
SO, JEISEE+ DURER BT I RRER B e + &
RIFIA I ks (g e+ UARER B4l 12.6% vs JE
KR+ HIZH ]6.2%, P=0.006) . JLIEEJE+ U1k
TP B I PES 3.4 A, IR e + 2 Bt R 4

#1170 A [f&ks I (hazard ratio, HR ) =0.62, P<0.000 1]

A, WA AI0SHY (JEig e e+ DR ER b gl
N3N JLIEE e+ LRGN 925 HR=0.97;

P=0.75) o ZIXBWAP P RT B EEZ T IEE
IBIT, MAE R AR B bRk ) F A T oS, TE
ATLASiE I, BF 2 — R TH2 T I 22
6 0E I F2+ DR ER BT —ZIAYTFNSCLC. 47 i)

B E BEALARZE T DA R B0+ 22 T 0] sl DL AR BR LT+
JEIBR R, ZIR IR )2 4 RAE T20094F 36 [ i K
Jifii 2% 2 ( American Society of Clinical Oncology, ASCO )
S b AIT+ DARERHTIR YT S, SRR e+ DL
fRER AP B EMEPES, H etk 5 — 2 B i
Latk—3. MO dAE, JEIEE e+ IR T4 i
I PES 4.8 )1, il DUARER BT+ 22 Tt R 41 M 3.7 4
(HR=0.722; P=0.0012 ) 7, A AFHAM 25 5 v 75 S5 Ff o

XS TE G R BT FR e SR B DL Ak B
HWINSCLCHEFRFFI —Ziny 7 e

B NRBRRTE D S TR E YRS
AT A VF 2 25 9 40 T 115 PR B s I IR F & B B

"B AT A U R £ 2 AR 2 L PN R A LA 22 R R 1
PRGBS 2e Z2 80 i 245 ) Sy B 1)/ T — Pl el 2 b
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Tab 4 Results from the phase lll trial (escape trial) evaluating chemotherapy plus sorafenib versus chemotherapy alone in

patients with previously untreated advanced non-small-cell lung cancer'¢%
R 4 WAL T+ R SR — LT iR T R AT AR HA3E/ N B A R BT SN ERIR3E (ESCAPEIRES) 55064

Eg it A/ EE+RAEAER A/ B+ R R ekt
0S (A) 10.7 10.6 1.16; 95%Cl: 0.95-1.43; P=0.93
PFS (R) 5.1 5.4 1.0; 95%Cl: 0.85-1.18; P=0.51
ORR (CR+PR) (%) 30 24 —
FALRFEBPOS (A)
B 8.9 13.6 1.81; 95%Cl: 1.19-2.74
3+ 1.5 10.3 0.98; 95%Cl: 0.78-1.24

Abbreviations: CR=complete response; HR=hazard ratio; NSCLC=non - small-cell lung cancer; ORR=objective response rate;

OS=overall survival; PFS=progression-free survival; PR=partial response.

Note: Reprinted with permission from the copyright holder ©CIG Media Group, LP
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Tab 5 Results of completed phase Il trials of vandetanib as second-line therapy for advanced non-small-cell lung cancer
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. V: N V:6.1
K33 V:8
G:8.1 G:74
V (300 mg) Versus G (250 mg)*%; n=168 G:1
HR=0.69; P=0.0252 HR=1.19; P=0.34

RI6
V (100 mg)+D (75 mg/m?) Versus V (300 mg)+D (75 mg/m?)
Versus Placebo+D (75 mg/m?)16; n=127

V (100)+D: 13.1
V (300)+D: 7.9
D:13.4
P=NS

V (100)+D: 26
V (300)+D: 18
D: 12

V (100)+D: 18.7; ®°HR (V100)=0.64; P=0.074*
V (300)+D: 17.0; ®HR (V300)=0.83; P=0.416

D:12.0

aStudy met its primary endpoint significance criteria.
®HR is compared with placebo + docetaxel.

Abbreviations: D=docetaxel; G=gefitinib; HR=hazard ratio; NS=not significant; NSCLC=non -small-cell lung cancer; OS=overall survival;

ORR=overall response rate; PFS=progression-free survival; V=vandetanib.

Note: Reprinted with permission from the copyright holder ©CIG Media Group, LP
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Tab 6 Ongoing phase lll trials evaluating vandetanib as a single agent or in combination with chemotherapy in patients with advanced non-

small-cell lung cancer
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V (300 mg/d) vs. E (150 mg/d)
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Abbreviations: D=docetaxel; DR=duration of response; E=erlotinib; EGFR=epidermal growth factor receptor; NSCLC=non-small-cell lung

cancer; OS=overall survival; P=pemetrexed; PFS=progression-free survival; RR=response rate; V=vandetanib; ZEAL=Zactima Efficacy With
Alimta in Lung Cancer; ZEPHYR=Zactima Efficacy Trial for NSCLC Patients With History of EGFR-TKI and Chemoresistance; ZEST=Zactima
Efficacy Study Versus Tarceva; ZODIAC=Zactima in Combination With Docetaxel in NSCLC.

Note: Reprinted with permission from the copyright holder ©CIG Media Group, LP
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