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Antiangiogenic agents for NSCLC in 20009:
Current status






Where do we go from here?



Steps In tumor angiogenesis:
VEGF Is not the whole story!
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Antibodies and other proteins
targeting VEGF signaling
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BV combinations



B BEHR__ P




Interim analysis of phase |Il ATLAS

S’[U dy (Press release, Roche, Feb. 3, 2009)



BV In NSCLC patients with CNS
metastases and anticoagulation



VEGF trap (Aflibercept)



Other proteins targeting
VEGF/VEGFR pathways



TKIls targeting VEGFR and other
angiogenic RTKs (angiokinase inhibitors)



Possible benefits from VEGFR
TKIs vs antibodies















Randomized phase

Placebo
= | Docetaxel 75 mg/m 2
n=41

Vandetanib 100 mg
=P Docetaxel 75 mg/m 2
n=42
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Vandetanib 300 mg
= | Docetaxel 75 mg/m 2
n=44




@)
4
O
n
Z
)
=
<!
)
~~
e
N

Randomized phase (Part A)

Vandetanib (300 mg)

Gefitinib (250 mg)




Phase Il, randomized, partially-blinded, study of
vandetanib (ZD6474) alone or with CP vs CP for
first-line NSCLC (Trial 7)
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Randomized phase

->

Placebo
Carboplatin/paclitaxel
n=52

Vandetanib300 mg
Carboplatin/paclitaxel
n=56

Vandetanib 300 mg
n=73

Probability of remaining

progression free

Median PES (weeks)

=== Placebo + CP 23.1

=== \/andetanib + CP 24.0
HR=0.76 (2-sided 95% ClI, 0.50-1.15)
P=0.098 (1-sided); 0.197 (2-sided)
Vandetanib * 11.6

| | | | | | | | | | n | | | | n n n | |
1 2 3 4 5 6 7 8 9 10 11 12 13
Progression - free survival (months)

Heymach et al, J. Clin. Oncol, 2008




PHASE 11l TRIALS OF zD6474 (VANDETANIB) IN 2 NP+ LINE NSCLC

Study Population

Monotherapy

Combination with chemotherapy



Randomized phase Il studies of vandetanib
for NSCLC: preliminary results

(press release Nov. 19, 2008)



Sorafenib in relapsed NSCLC: E2501

Schiller et al, J Clin Oncol 26: 2008 (May 20 suppl; abstr 8014)



Phase Il trial of sorafenib, carboplatin
and paclitaxel (ESCAPE)



Sunitinib Shows Single-agent Activity In
Pretreated Patients with Recurrent NSCLC

11.1 2.1






: CP+ ChP+
NSCLC 1st line placebo placebo
Randomize 1:1

Stratified by:

Center

PS, 0/1 vs 2
Stage, IlIB vs IV
Prior adjuvant Rx
Prior EGFRI




XL647 for NSCLC



VEGFR PDGFR HUVEC /HSMEC
1/2/3 alb proliferation

69 /137




FGF receptor inhibitors



Other targets



CA4P

AVEB062A ASA404 bevacizumab
(DMXAA)

sunitinib sorafenib

Exherin



ASA404 in NSCLC



Treatment

== ASA404 1200 + P/C

P/IC

Median (months)

5.4

4.4

Hazard ratio (95% CI) = 0.86 (0.5, 1.4)

Treatment

== ASA404 1200 + P/C

PIC

Median (months)

14.0

8.8

Hazard ratio (95% ClI) = 0.73 (0.39, 1.38)

Reduction in risk of death = 27%




Thalidomide



Biomarkers for VEGF pathway
Inhibitors



Blood-Based Biomarkers in E4599



Month: 0 2 4 6 8 10 12 14 15 Month: 0 2 4 6 8 10 12 14 16

Atrisk: 93 48 20 14 7 5 2 2 1 Atrisk: 70 28 10 4 4 2 2 1 1



Cytokine and angiogenic factor (CAF) signatures identify groups
that have different PFS benefit from VCP compared to CP
(5 marker signature)
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Cytokine classifier for predicting
response to pazopanib in NSCLC




 Many new promising TKIs in development

 Moving beyond VEGF blockade will require:

— New targets being explored and rational combinations
developed early.

— New types of agents e.g. VDAs

— Biomarkers for identifying patients likely to respond or
develop resistance.
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ZODIAC 2nd+ Van+Doc Doc PFS Yes OS not sig improved
ZEAL 2nd+ Van+Pem Pem PFS No OS not sig improved
ZEST 2nd4 Van E PEFS NoO Non-inferior to E

BeTa 2nd+ BV+E E OS No PFS improved
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Summary



