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Objectives

* To review the key trial results that are
helping us personalize the management
of NSCLC

* To provide key lung cancer updates from
ASCO 2010 and ESMO 2010

* To discuss current controversies In the
management of lung cancer




Lung Cancer — what it looked like
iIn 20007?
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Outline

* Anti-Angiogenics In first line setting

« EGFR Targeted Therapies
— Update from the IPASS Trial

— OPTIMAL Study - Erlotinib in the first line
setting

— New Generation of EGFR TKI — first line and
beyond

— Combining Anti-Angiogenics to EGFR TKI

 The role of Maintenance
— Who Benefits the most?
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Phase Il trial of Bevacizumab Plus
CP in NSCLC (E4599): Trial design

Vo ‘ CP" 6
Previously untreated (N=444)
stage IlIb/IV - _
non-squamous | Beveske " Bevacizumab
NSCLC T~ (15mglkg) every - pp
(n=878) | every 3 weeks 3 weeks until
+CP” 6 progression
(n=434) ~
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Primary endpoint: overall survival

Bevacizumab 15mg/kg i.v. administered every 3 weeks

Carboplatin i.v. to AUC 6mg/mL and paclitaxel 200mg/m? i.v. every 3
weeks

*No cross over permitted
PD = progression of disease; i.v. = intravenous; AUC = area under the curve

Adapted from Sandler A, et al. N Engl J Med 2006;355:2542-50.




Phase Ill Trial of Bevacizumab in
NSCLC (E4599): Overall survival

-

Probability of survival

12 months 24 months

CP + Bevacizumab 51% 23%
—— CP 44% 15%

HR=0.79 (0.67 - 0.92)
p=0.003

18 24
Time (months)

Adapted from Sandler A, et al. N Engl J Med 2006;355:2542-50.




AVAIL:
cis/gem +/- bevacizumab

PROGRESSION FREE SURVIVAL

Chemo + Bevacizumab 7.5 mg/kg vs. Placebo Chemo + Bevacizumab 15 mg/kg vs. Placebo

HR vs. Placebo: 0.82
P=0.0301

HR vs. Placebo: 0.75
P=0.0026

Possibility of PPS
Possibility of PPS

Placebo + CG . Placsho + CG
Bev 7.5mglkg + CG Bev 15mgikg + CG

Time (months) Time (months)

Manegold, Proc ASCO 2007, #7514

\,

ESMO update: 7.5mg 15mg placebo
Median survival 13.4m 13.6m 13.1m

Currently Gemzar+Cis combined with Bevacizumab is not indicated in the Gemzar label

Adapted from Manegold C, et al. Presented at the 2007 ASCO Annual Meeting. Chicago, Illinois. June 2007.
Adapted from Manegold C, et al. Presented at the 33rd ESMO Congress, Stockholm, Sweden. September 2008.




New Anti-Angiogenics — First Line



Study Comments



Lung Cancer — 2010 — Histology Is
Important!
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’ Patients

*Chemonaive

*Age 18 years
*Adenocarcinoma histology
*Never or light ex-smokers*
Life expectancy 12 weeks
*PS 0-2

*Measurable stage IlIB/IV
disease

Gefitinib
(250 mg/day)

Carboplatin
(AUC 5 or 6)/
Paclitaxel
(200 mg/m?)
3 weekly**

Endpoints

Primary
*Progression-free survival (non-inferiority)

Secondary

*Objective response rate
*Overall survival rate
*Quality of life
*Disease-related symptoms
«Safety and tolerability

Exploratory

*Biomarkers
EGFR mutation
EGFR-gene copy number
EGFR protein expression




Carboplatin / paclitaxel

EGFR M+ odds ratio (95% Cl) = 2.75
(1.65, 4.60), p=0.0001

EGFR M- odds ratio (95% Cl) = 0.04
(0.01, 0.27), p=0.0013
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(n=132) (n=129) (n=91) (n=85)
Mutation positive patients Mutation negative patients

Odds ratio >1 implies greater chance of response on gefitinib




Progression-free Survival in EGFR
Mutation Positive and Negative Patients

Adapted from Mok T, et al. Discov Med 2009;8:227-31.



Final overall survival results from a Phase lll,
randomised, open-label, first-line study of
gefitinib vs carboplatin / paclitaxel in clinically
selected patients with advanced non-small-cell

lung cancer in Asia (IPASS)



IPASS: 2010 updated OS analysis (ITT)

C/P

C/P

Gefitinib
C/P



IPASS: 2010 summary of subsequent

systemic therapy (ITT)
Gefitinib (n=609)* C /P (n=608)
Chemotherapy 65% 41%

60%

EGFR TKI** 20% 52%



Study Comments



Efficacy results from the randomised phase Ill OPTI  MAL
(CTONG 0802) study comparing first-line erlotinib v ersus
carboplatin (CBDCA) plus gemcitabine (GEM), in Chin  ese
advanced non-small-cell lung cancer (NSCLC) patient s
(pts) with  EGFR activating mutations

Caicun Zhou, 1



OPTIMAL study design

Gemcitabine (1,000 mg/m 2
d1,8) Carboplatin (AUC5 d1)
g3w, up to 4 cycles

Primary endpoint Stratification factors

Secondary endpoints
Efficacy assessment



Study profile (16 August 2010)

82 assigned
to receive gem/carbo

10 excluded
— 9 withdrew consent
— 1 did not start treatment

71 discontinued study
— 63 PD or death
— 4 protocol violation*
— 4 |ost to follow-up

_ 72 received gem/carbo

1 remains in study



OPTIMAL PFS: updated analysis
(ITT)

HR=0.16 (0.10-0.26)




Subgroup analysis of PFS

HR (95% ClI) N

HR



Best tumour response*

ORR 68 (83) 26 (36)

DCR 79 (96) 59 (82)



Study Comments



Ongoing trial of first-line erlotinib vs
chemotherapy in EGFR MUT +ve
NSCLC: EURTAC

Erlotinib

Chemonaive advanced
NSCLC

150mg/day
until PD

EGFR MUT +ve Platinum-based
(exon 19 or L858R) doublet

chemotherapy*




Efficacy and Safety of PF-00229R@04 s & IFstst-Lime
Treatment of Patients with Advanced NSCLC
Selected for Activating Mutation of Epidermal

Growth Factor Receptor (EGERR)




Known Mechanisms of EGFR TKI
Resistance



Trial Design and Dosing Regimen



Study Conduct



Best Tumor Change in Target Lesions:
Overall Population

g




Best Tumor Change in Target Lesions:
Patients with EGFR Mutation




Best Objective Response



Conclusions: Efficacy



Study Comments



Phase lIb/lll trial of afatinib (BIBW 2992) + best  supportive
care (BSC) vs. placebo + BSC in patients failing 1- 2 lines of
chemotherapy and erlotinib/gefitinib (LUX-Lung 1)



Afatinib: Background



LUX-Lung 1: Rationale



Patients with:

e Adenocarcinoma of the lung

o Stage llIB/IV

 Progressed after one or two lines of chemotherapy (incl. one platinum-based regimen)
and 12 weeks of treatment with erlotinib or gefitinib

+  ECOG 0-2
N=585

Randomization 2:1
(Double Blind)
Oral afatinib 50 mg once daily Oral placebo once daily
plus BSC plus BSC

Primary endpoint: Overall survival (OS)

Secondary: PFS, RECIST response, QoL (LC13 & C30), safety




Statistical design and study
conduct



Independent Review

Afatinib (%) Placebo (%)

PR, (regardless of confirmation)

PR, (confirmed)

DCR (PR+SD) 8 wks




Maximum decrease In tumor size
from baseline (independent
review)



65

16




PFS by
subgroups



390

Primary analysis: Overall
survival

344 283 217 122 69 32

12



OS by subgroups



Anticancer therapy

Any

Chemotherapy
Pemetrexed
Docetaxel
Vinorelbine
Other

EGFR TKI

Anti-angiogenesis

Radiotherapy

Afatinib (%)

Placebo (%)




Most common AEs: >10% difference between treatments




Patient reported outcomes



Conclusions



Study Comments



Study Comments



Study Comments



Next Steps



Sunitinib in Combination with Erlotinib for the
Treatment of Advanced/ Metastatic Non-Small
Cell Lung Cancer (NSCLC):
A Phase lll Study



Study Design




Overall Survival




Progression-free Survival*




Objective Response Rate



Post-study Systemic Therapies*



Conclusions



Study comments



EGFR Conclusion






Maintenance therapy in advanced
NSCI—C Second

First-line fua;[]hder
treatment lines of
treatment
Diagnosis PD Y

¢ : esSssuccoastsee ¢ 0000

Diagnosis PD PD



Do we need maintenance
therapy?
Results of recent phase Ill studies



SATURN: study of maintenance
erlotinib and biomarkers

Erlotinib
150mg/day m
Chemonaive 4 cycles of
advanced first-line
NSCLC platinum-based
(n=1,949) doublet

tumour
sampling



Maintenance treatment with an
EGFR TKI

PFS OS

HR=0.71 (0.62—-0.82)
Log -rank p<0.0001

HR=0.81 (0.70-0.95)
Log -rank p=0.0088




SATURN: PFS with erlotinib
according to response to first-line
chemotherapy

SD CR/PR

HR=0.68 (0.56—-0.83) HR=0.74 (0.60-0.92)
Log -rank p<0.0001 Log -rank p=0.0059

11.3 121 111 124



SATURN: OS with erlotinib
according to response to first-line

chemotherapy
SD CR/PR
HR=0.72 (0.59-0.89) - HR=0.94 (0.74-1.20)

Log -rank p=0.0019 Log -rank p=0.6181

119\\ 12.0 12.5




Road to Personalized Care



Discussion



