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Vandetanib plus docetaxel versus
docetaxel as second-line treatment for
patients with advanced non-small cell
lung cancer (NSCLC): A randomized,

double-blind phase Il trial (ZODIAC).

R. S. Herbst, Y. Sun, S. Korfee, P. Germonpré, N. Saijo,
C. Zhou, J. Wang, P. Langmuir, S. J. Kennedy, B. E.

Johnson

Abstr # 8003

ZODIAC
Phase Il study of Docetaxel £

Vandetanib

1391 Patients
B/ 1V,
1 prior therapy

Randomized 1° endpoint:

N =69

Arm 1
Vandetanib 100mg/d
Docetaxel 75mg/m2 d Day 1
1 cycle = 21 days

%697 1 PFS with V

Arm 2
Placebo
Docetaxel 75mg/m2 d Day 1
1 cycle = 21 days

Herbst, ASCO 2009, Abstr # 8003




Vandetanib — Dual inhibitor of VEGFR

& EGFR Tyrosine Kinases

Kinase IC;, (uM)
VEGFR-2 (KDR) 0.04
FUB’ VEGFR-3 (FIt-4) 0.11
RET 0.13
HN EGFR 0.5
o VEGFR-1 (Fit-1), >1
7 | SN PDGFR-, Tie-2,
/) FGFR1
O/\O N MEK, CDK2 >10
~N c-kit, erbB2, FAK, >20
PDK1
AKT >100
IGF-1R >200

Adapted from Wedge S, et al. Cancer Re2002;62:4645-4655;
Ryan AJ, Wedge SR. Br J Cancer2005;92:S6-S13.

ZODIAC : Results
Doc +V Doc+P |HR/P value
OR 17% 10% P=0.001
Median PFS mo 4 3.2 HR 0.79 (0.7-0.9) p<0.001
Median OS 10.6 10 HR 0.9 (0.7-1.0) p=0.19

Delayed time to deterioration of lung cancer

symptoms with Vandetanib (Zactima)




A Randomized, Phase llIb Trial (ATLAS)
Comparing Bevacizumab Therapy with or
without Erlotinib, after Completion of
Chemotherapy with Bevacizumab for 1st-
line Treatment Non-small Cell Lung
Cancer (NSCLC)

Vincent A. Miller, MD," Paula O’Connor, MD,2 Chang-
Heok Soh, PhD,2 and Fairooz Kabbinavar, MD,3 for
the ATLAS Investigators

LBA # 8002

ATLAS
Phase lll study of Bevacizumab = erlotinib
maintenance after platinum based therapy

Advanced

NSCLC Bevacizumab

] erlotinib
No prior Rx 4 cycles of

i 1st-line 1:1

Treated brain chemotherapy* :
mets + bevacizumab n=768 (66%)
LMWH | Bevacizumab
anticoagulation 1°endpoint PFS placebo

Miller, ASCO 2009 # 8002




ATLAS: PFS

(ITT population, investigator assessment)

1.0 |
= | A === Bev + Placebo (n=373)
g 0.8 ]ik —Bev + Erlotinib (n=370)
1] -
3 06 % B+ Plac B +Erl
g i Med PFS mo |3.75 4.76
= 04 %% 6mo PFS 28% 40%
(]
£ *M“t HR=0.722 (0.592-0.881) p=0.0012
[«
2 0.2 ﬂﬂ-«n‘
o T L

00 | i P

0 3 6 9 12 15 18 21

Progression-Free Survival (months)
No. of patients at risk:

Bev + Placebo 373 142 58 27 15 6 3 0
Bev + Erlotinib 370 178 81 43 20 6 3 1

ATLAS conclusions

» The addition of Erlotinib to Bev during
maintenance Bev increases PFS

* OS expected 2010
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Maintenance Therapy in Advanced
NSCLC

® Optimal duration of treatment with first-line
platinum-doublet chemotherapy is 4-6 cycles

® Randomized trials comparing limited # of
chemotherapy cycles to more or indefinite # of
chemotherapy cycles showed no survival benefit




Maintenance therapy with “switch in
agent”

Maintenance therapy

4-6 cycles of Single agent approved for
platinum =) second line treatment
based Docetaxel
chemotherapy

Pemetrexed

Erlotinib

SATURN: a double-blind, randomized, phase
[l study of maintenance erlotinib versus
placebo following non-progression with 1st-
line platinum-based chemotherapy in patients
with advanced NSCLC

Federico Cappuzzo', Tudor Ciuleanu?, Lilia Stelmakh®, Saulius Cicenas®,
Aleksandra Szczesna®, Erzsebet Juhasz®, Emilio Esteban Gonzalez’,
Olivier Molinier®, Gaelle Klingelschmitt’, Giuseppe Giaccone'®, on behalf
of the SATURN investigators

Abstr # 8001




SATURN Study Design

Erlotinib

150mg/day -

Chemonaive
advanced
NSCLC
n=1,949

4 cycles of
1st.-line , Non-PD
platinum- n=889
based doublet*

— Placebo — m

1° endpoint: PFS

Post-study treatment

Erlotinib Placebo
(n=438) (n=451)
% with at least one treatment
All classes 71 72
taxanes (including docetaxel) 30 31
antimetabolites (including pemetrexed) 24 23
antineoplastic agents 16
tyrosine-kinase inhibitors 1 @

platinum compounds 9 12




PFS*: all patients (ITT)

1.0 Erlotinib  Placebo
PFS at 12 wks (%) 53 40
z 08 PFS at 24 wks (%) 31 17
T-a“
o 0.6
o HR=0.71 (0.62-0.82)
g 0.4 Log-rank p<0.0001
Erlotinib (n=437)
0.2 — Placebo (n=447)
0 .

0 8 16 24 32 40 48 56 64 72 80 88 96
Time (weeks)

*PFS is measured from time of randomization into the maintenance phase;
assessments were every 6 weeks; ITT = intent-to-treat population

PFS according to histology

Adenocarcinoma Squamous-cell carcinoma
PFS probability PFS probability
1.0 1.0-
HR=0.60 (0.48-0.75) HR=0.76 (0.60-0.95)
0.8 Log-rank p<0.0001 0.8+ Log-rank p=0.0148
0.6 0.6-
— Erlotinib (n=204) — Erlotinib (n=166)
0.4 ~ Placebo (n=197) 047 " Placebo (n=193)
0.2 0.2+
0 T T 1 1 1 1 1 T T T 1 0 T T T T T T T ] T 1 1
0 8 16 24 32 40 48 56 64 72 80 88 0 8 16 24 32 40 48 56 64 72 80 88
Time (weeks) Time (weeks)
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PFS in EGFR mutation+ tumors*®

PFS probability

1.07 — Erlotinib (n=22)
— Placebo (n=27)
0.8+
HR=0.10 (0.04-0.25)

0.6 Log-rank p<0.0001
0.4+ ‘
0.2

0 T T ] 1 1 T ] ] 1 1 1

0 8 16 24 32 40 48 56 6 72 80 83 96
Time (weeks)

*609% censored

OS*: all patients (ITT)

_ Erlotinib Placebo
1.0
MS 12 mo 11mo
08 HR=0.81 (0.70—0.95)
2 Log-rank p=0.0088
5 0.6
% OO Erlotinib (n=438)
S 04 — Placebo (n=451)
»
(o]
0.2
o 1 1 1 1 1 T 1 1 1 T 1 1

0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months)

*OS : measured from time of randomisation

into the maintenance phase; ’ Cappuzzo, WCLC 2009, # 6928
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OS subgroup analyses

HR (95% ClI) n
All P 0.81 (0.70-0.95) 889
EGFR IHC+ —— 0.77 (0.64-0.93) 621
EGFR IHC- I + | 0.91 (0.59-1.38) 121
*EGFR mutation+ | { 0.83 (0.34-2.02) 49
EGFR wild-type | —— 0.77 (0.61-0.97) 388
I T T T T T T 1
0.4 0.6 08 1.0 1.2 141.61.82.0

Favours HR Favours

erlotinib placebo
* 67% of patients with EGFR mutation+ disease in the|
placebo arm received a second-line EGFR TKI Cappuzzo, WCLC 2009, # 6928

SATURN conclusions

* Erlotinib maintenance
- 1T PFS,
— T OS is a median of 1 mo — acceptable endpoint?

* Only 21% of patients on placebo arm received
EGFR TKI at some point

» No deterioration in Qol between erlotinib/placebo
reported

12



Maintenance Pemetrexed Plus
Best Supportive Care (BSC)
Versus Placebo Plus BSC: A
Phase Ill Study in NSCLC

C.P. Belani}, T. Brodowicz? 3, T. Ciuleanu3 4, J.H. Kim5,
M. Krzakowski3 ¢*, E. Laack?, Y.L. Wu$, P. Peterson?,

K.Krejcy?, C. Zielinski% 3

Abstr # 8000

Study Design

+ Stage IlIB/IV NSCLC Pemetrexed 500 mglm2

¢ PS 0 (d1,q21d) + BSC (N=441)*

¢ 4 prior cycles of gem,
doc, or tax + cis or carb,
with CR, PR, or SD

. 2:1
Randomization factors: Randomization | Primary Endpoint = PFS
¢ gender

¢ PS
¢ stage

¢ best tumor response to
induction Placebo (d1, q21d) + BSC

+ non-platinum induction (N=222)*

drug
¢ brain mets

*B,,, folate, and dexamethasone given in both arms

13



Systemic Post-study Therapy

Pemetrexed Placebo
(N=441) (N=222)
%o %

52% 67%

Patients with post-study therapy (3" line) (2 line)

Most common post-study therapies

Docetaxel 22 29
Erlotinib 22 21
Gefitinib 13 10
Pemetrexed 1 ( 19 )
) —

Progression-free Survival
2009

HR=0.60 (95% CI: 0.49-.73)
P <0.00001

Pemetrexed 4.0 mos

Placebo 2.0 mos

Progression-free Probability

Time (months)

14



Overall Survival
2009

HR=0.79 (95% CI: 0.65—

0.95)
P =0.012

2

a8

[

2

o

1

o | Pemetrexed 13.4 mds

®

$  [Pcchonoends

=

(]

Time (months)
Overall Survival by Histology
Non-squamous (n=481) Squamous (n=182)
HR=0.70 (95% CI: HR=1.07 (95% CI: 0.49—
0.56-0.88) 1.73)
P=0.002 P=0.678

2
]
[
2
2
§ =T
®
2
E Placebo Placebo
a 10.3 mos 10.8 mos

Time (months) Time (months)

15



Maintenance pemetrexed study
conclusions

« OS 1 in non-squamous histology

+ Only 19% of patients on the placebo arm
received pemetrexed

« Would survival difference been observed if more

patients on the placebo arm received
pemetrexed?

Maintenance therapy
Perspective

16



Phase Il Study of Immediate Versus
Delayed Docetaxel After Induction
Therapy with Gemcitabine Plus

Carboplatin in

Advanced Non-Small-Cell Lung Cancer

P. Fidias, S. R. Dakhil, A. P. Lyss, D. M. Loesch,
D. Waterhouse, J. Cunneen, R. Chen, J. Treat,
C. K. Obasaju, J. H. Schiller

Late Breaking Abstract LBA-7516

ASCO

2007

Eligibility & Treatment Plan

Patient Eligibility

* NSCLC Stage llIb/
v

+ Chemonaive

—

Immediate
Docetaxel

75mg/m? day 1,
every 21 days until
progression or
maximum of 6 cycles

CR, PR
SD
R
GC Phase A
» Gemcitabine, N
1000 mg/m?, D
Days 1, 8 —-+ 0
» Carboplatin
AUC 5, Day 1 M
* Every 21 days. |
4 cycles Z
E

Primary endpoint:
Overall Survival

Delayed
Docetaxel
Best Supportive
Care, then start
therapy at PD

75mg/m2 on day 1,

every 21 days, until
P% or 6 cycles

17



Progression-Free Survival

1.0 -
Immediate [Delayed | LR
3 (n=153) |(n=154) |p-Value
o 0.8
<= L Med PFS months 6.5 2.8
= <0.0001
E ool (95% Cl) (4.4,7.2) ((2.6,3.4)
@ el 1yr PFS, % 20% 9%
S o4l . (95% ClI) (13,26) | (5, 14)
8
e
O 0.2 _
therapy Delayed e Eidedetlelets - _---"
O'O 7\ T T T T T T T T
0] 3 6 9 12 15 18 21 24
Progression Free Survival (months)
l: 153 72 27 11 5 Patie_nts
D 154 28 10 4 2 atRisk
—/——
Overall Survival
Total Randomized Population
o Immediate | Delayed | LR
(n=153) (n=154) |p-Value
DE‘ Med OS, months 11.9 9.1 0.071
E’ = (95% Cl) (10.0, 13.7) (8.0, 11.2)
38.39
5 = 1yr S 48.5% 30;’
= = (95% Cl) | (39.9, 57.1) (46 5
7 o -
Ay
Overall Survival Time (in .
Patients at
Months) Risk
l: 153 111 56 27 12 5 2
D: 154 98 45 22 9 3 2

18



Immediate vs delayed docetaxel

study
Immediate Doc Those who received
N=145 Doc on delayed arm
N=98
MS months 12.5 12.5
(95% Cl 9.6-14.6 mo) (95% Cl 10.6-15.8 mo)

> T lines of therapy increase survival

» Immediate second line or maintenance therapy does not
necessarily make a difference

Implications of Maintenance
chemotherapy trials

Some patients may benefit from
maintenance therapy

Some will be over treated

Grade 3 toxicities uncommon, however, long
term grade 2 toxicities are concerns

Many patients still enjoy a treatment
holiday....

19
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Molecular and clinical predictors
of outcome for cetuximab in

non-small cell lung cancer (NSCLC):

Data from the FLEX study

Kenneth J O’Byrne, Igor Bondarenko,
Carlos Barrios, Corinna Eschbach,
Uwe Martens, Yevhen Hotko, Cornelius Kortsik,
Ilhan Celik, Christopher Stroh, Robert Pirker

Abstract # 8007

20



FLEX : Study Design

&8 Maintenance

C225 till PD or
intolerable toxicity

&8

: Cisplatin 80mg/m2 D 1
N || Vinorelbine 25 mg/m2 D1
Adv Stage NSCLC| | D 6 cycles
EGFRIHC 1 + o) C225 400mg/m2 x1 —
No prior Rx M 250mg/m2/wk
No brain mets |
N=1688 ¥4
E Cisplatin 80mg/m2 D 1
p| | Vinorelbine 25 mg/m2 D1
— 1 cycle = 3weeks
1i endpoint; OS
2° endpoints; PFS,
RR,
DC,
safety.

Stratification

ECOG PS: 0/1 vs 2
Stage : llIB (wet) vs IV

g
3
@
§
§

s 8 &8 & 8 8 3 8 8

(-]

Patients at risk 0
(ar 568
CT + Cetuximab 557

FLEX Overall survival

A 1-year
Median OS sur);IivaI

CT + Cetuximab
(n=557)

(n=568)

0.1 months 42 %

HR = 0.871 (95% C10.762-0.996)
p = 0.044

21



Biomarkers in cetuximab studies

CT+Ce CT
Wild Type 11.4 mo 10.3 mo
KRAS
Mutant 8.9 mo 11.1mo
FISH+ 11.6 mo 9.9 mo
EGFR
FISH- 10.6 mo 10.0 mo

O’Byrne, ASCo 2009 # 8007

1st-cycle rash and OS

— Anygrade: CT + cetuximab
(n=290)
< Grade 0: CT + cetuximab
< (n=228)
§ (n=540) CT
2 HR=0.631 (95% CI: 0.515-0.774)
E p<0.001
[
>
o
8.8 months 15.0 months
10.3 months
Months

Cl, confidence interval; CT, chemotherapy; HR, hazard ratio; OS, overall survival

22



Conclusions

KRAS mutation and EGFR FISH do not
predict for cetuximab activity

Rash during first cycle may be the best
predictor of outcome and may be used for
patient selection

First line EGFR TKI
By genomic selection (EGFR mutation)

By clinically enriched population
(adenocarcinoma, never or former light
smokers)

23



Gefitinib vs chemo in EGFR S
mutation

R
A
N
D
Adv Stage NSCLC| | O
Sensitive EGFRMT| | M
|
Y4
E
D

Carboplatin AUV 6
Taxol 200mg/m2
Q 21 days

Gefitinib
250mg/day
1 cycle =21 days

1j endpoint; PFS
2° endpoints; OS
RR,

Kobayashi, PASCO 2009,
JCO 27 (15s) Abst # 8016

Gefitinib vs chemo in EGFR S

mutation
G CP
N=80 N=75
RR 75% 29%
PFS 10.6 mo 55mo HR 0.36
P<0.001

24



IPASS Study

First line Gefitinib versus chemotherapy

Gefitinib

Adv Stage NSCLC
Adenoca
Never or light smokers

N=609 (250 mg / day)

L 1°endpoint :
1:1 randomisation PFS

Carboplatin

(AUC 5 or 6) /
paclitaxel
(200 mg / m?)

3 weekly*

N=608

*Never smokers, <100 cigarettes in lifetime;

light ex-smokers, stopped =15 years ago and smoked
<10 pack years

Mok, Chest conference 2008, Late breaking abstract

First -SIGNAL

Gefitinib
250mg/day

Adv Stage NSCLC
Adenoca

<100 cigs/lifetime

1 cycle =21 days

Cisplatin 80mg/m2

Gemcitabine 1250mg/m2
day 1,8
Q 21 days

lomN-Z00z> x|

1i endpoint; OS
2° endpoints; PFS
RR,

JS Lee, WCLC, 2009 Abstr # 6859

25



Results of IPASS and First SIGNAL

IPASS First SIGNAL | Comments

PFS HR =0.741 HR =0.813 Overall PFS in
0 || |(95% Cl0.651,0.845) | (95%CI 0.641 to 1.031) favor or EGFR

vera p<0.0001 p=0.044 TKI
PFS HR =0.48 HR 0.613 Favoring EGFR
EGFRMT | (95% Cl 0.36, 0.64) (95%CI 0.308 to 1.221) | TKI
PFS HR =2.85 HR 1.517 Favoring
EGFRWT | (95% Cl 2.05, 3.98) |(95%CI 0.880 to 2.615) | chemotherapy

p<0.0001 P=0.071

oS Final pending No diff in OS in overall n chemo

population or by EGFR
MT

arm received
EGFR TKI 2™ line

Biomarker based first line therapy

* In EGFR mutation positive population,
EGFR TKI T outcomes

* In clinically select population, frequency of
EGFR mutation is ~ 60%

26
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Surgery Alone, or Surgery Followed by
Adjuvant (adj) Paclitaxel/Carboplatin (PC)
Chemotherapy (CT) or Preoperative
(preop) PC Followed by Surgery, in Early
NSCLC: Phase Ill NATCH Trial

E. Felip, B. Massuti, G. Alonso, J.L. Gonzalez-Larriba,
C. Camps, D. Isla, E. Costas, J.J. Sanchez, F.
Griesinger, R. Rosell

Abstr # 7500

27



Meta-analyses on neoadjuvant therapy

Overall survival

Berghmans 6 RCT'’s
Lung Ca 2005, 49,13-23 N =590

HR 0.66 (Cl 0.48-0.93)
in favor of neoadjuvant chemo

HR 0.68 (CI 0.56-0.83)

Huang 8 RCT

PASCO 2005; 23 Abstr # N=1 9653 Higher quality trials HR 0.80

7265 (Cl 0.58-1.09)
5yr OS 1 6%

Burdett 7 RCT’s

JTO 2006, 1:611-621. N=988 HR 0.82 (C1 0.69-0.97)

P=0.02

NATCH Study Design

Clinical stage

IA(>2cm), IB, I, T3N1

1° endpoint: DFS ‘

MN—-=00Z>»3X

Surgery

Chemo —p Surgery

Surgery —0p Chemo

« Paclitaxel 200 mg/m?2/3h + Carboplatin AUC=6

g3wk for a total of 3 cycles

* Post-op thoracic RT allowed for p-N2 disease

28



Clinical Stage at Baseline

Clinical stage Surgery alone Adj CT Preop CT
(N=210) (N=210) (N=199)
Stage | | 154 (73%) 163 (77%) 148 (74%) |
T1NO 20 (10%) 30 (14%) 16 (8%)
T2NO 134 (64%) 133 (63%) 132 (66%)
Stage Il 52 (25%) 46 (22%) 46 (23%)
T1N1 1 (0.5%) 3 (1%) 4 (2%)
T2N1 25 (12%) 25 (12%) 24 (12%)
T3NO 26 (12%) 18 (9%) 18 (9%)
Stage Il 4 (2%) 1 (0.5%) 5 (3%)
T3N1 4 (2%) 1 (0.5%) 4 (2%)
T4NO* - - 1 (0.5%)
*Ineligible pt
(=]
g “\\ Surgery  AdjCT
3 (N=210)  (N=210)
S \\ Median DFS (mo) 25.1 26.0
b ealan mo . .
= \‘\}‘Q:T:‘_nnp vVs-surgery 5-year DFS 341%  36.6%
g S — HR = 0.96; 95% CI (0.75 to 1.22);
a g Preop G| P=0.73
2 Surgery
N
S preopct 140 105 81 57 37 24 = \
;’ S:Jrqel'v 1‘30 ?B 7‘7 §3 %4 % g
0 1 2 3 4 5 6 o9 \ Adi-vs-suraery
Time (years) N \ ] Iy
Eg \\
Surgery Preop CT 5 8 \
(N=210)  (N=199) 3= o~ AdiCT
Median DFS (mo) 25.1 315 =
5-year DFS 34.1% 38.3% g Surgery|
HR = 0.92; 95% CI (0.81 to 1.04); e
P = 01 76 ] Surgery 130 98 7 53 34 23
0 1 3 4 6
Time (years)

29



Overall survival

Probability

Surgery Adj CT Preop CT
° (N=210) (N=210) (N=199)
- Events 109 102 99
o) & Median OS (mo) 48.8 50.3 55.2
e ‘_\\.\_\ 5-year OS 44% 45.5% 46.6%
g Surgery vs Adj CT: HR=0.99 (0.75 to 1.3); P=0.93
~ Surgery vs Preop CT: HR=0.96 (0.84 to 1.1); P=0.56
=}
©
=)
> M
o
< ‘hﬂ%
S 1
[s2]
<}
At risk:

N -
o TreopTT Liele) TST 9T 7T 4o O
o | ager = 161 121 2 65 40 29
oS- Sugery == 168 131 105 72 40 27

T T T T T T T

0 1 2 3 4 5 6

Time (years)

DFS in Pts Responding to Preop CT

Probability

PR/CR to Preop CT

PCR to Preop CT

I ol 5
o Y = - :
~ My ~
2 IH"‘—'-.._ bg
: i || E
s —|e=
T R 5| e R
Time (years) Time (years)
PR/CR to Preop CTpCR to Preop CT
(N=106) (N=19)
3-year DFS 59% 79%
5-year DFS 51% 59%

30



NATCH conclusions

» Unfortunately no benefit of perioperative
chemotherapy in addition to surgery

— ? Sample sizes too small to detect a
difference

—73-77% stage |
— Carboplatin was the platinum of choice.
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A Phase Il Study of Pemetrexed,
Carboplatin and Thoracic Radiation with or
without Cetuximab in Patients with
Locally Advanced Non-small Cell Lung
Cancer:

CALGB 30407

Govindan R, Bogart J, Wang X, Hodgson L,
Kratzke R and Vokes EE

On Behalf of Investigators from
Cancer and Leukemia Group B

Abstr # 7505

CALGB 30407

Carboplatin AUC5 q3week x 4 cycles
Pemetrexed 500/mg? q3week x 4 cycles

Pemetrexed
\ 500 mg/m?
Carboplatin AUC5 g3week x 4 cycles
Pemetrexed 500/mg? g3week x 4 cycles q 3 weekly x 4

Cetuximab 400mg/m? loading
and 250mg/m? weekly

mMN—2 002>

XRT - 70 Gy over 7 wks |

Eligibility:

Untreated stage |l | 1° endpoint: OS

PET mandatory

32



Prbabity
w02 w81

CALGB 30407
Overall Survival

CALGB 30407: Overall Survival

Median Overall Survival

Arm A 22 months (95% Cl: 17-NA)
Arm B 22 months (95% Cl: 13-NA)

18 Month Overall Survival

Arm A 57% (95% Cl 44-75)
Arm B 50% (95% Cl 37-68)

Pty

w0 08 N

CALGB 30407

Overall Survival by Histology

Median Overall Survival

SCC 18 months
(95% CI: 11.8-NA)

Non SC 22 months
(95% CI: 15-NA)

18 Month Overall Survival

scc 48%  (95% Cl: 32-73)
NonSC 56%  (95% CI: 44-71)

33



CALGB 30407
Summary

+ Pemetrexed, carboplatin and radiation with or
without cetuximab produced a MS of 22 mo.

* Trends toward better outcomes observed with
non-squamous NSCLC in this study.

* Toxicities related to concurrent
chemoradiation are similar to previous studies

=i Future Directions
.4 RTOG 0617- Schema

A Randomized Phase Il Trial

Carboplatin
Paclitaxel

XRT - 60 Gy in 6 weeks Carboplatin
Carboplatin Paclitaxel

Paclitaxel
XRT — 74 Gy in 7.5 weeks

Carboplatin
Paclitaxel

Cetuximab Carboplatin

XRT — 60 Gy in 6 weeks Paclitaxel

MN—T=200Z2>»X

Carboplatin Cetuximab

Paclitaxel
Cetuximab
XRT-74 Gy in 7.5

34



 Thank audience for their attention

» Thank the presenters at ASCO who
provided me their slides

» Back up slides
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IPASS study

Progression-free survival in ITT population

Probability 1.0 Gefitinib  Carboplatin /
of PFS paclitaxel
N 609 608
0.8 Events 453 (74.4%) 497 (81.7%)
HR (95% Cl) = 0.741 (0.651, 0.845) p<0.0001
0.6 Median PFS (months) 5.7 5.8
4 months progression-free  61% 74%
6 months progression-free  48% 48%
0.4 12 months progression-free 25% 7%
Gefitinib demonstrated superiority relative to
carboplatin / paclitaxel in terms of PFS
0.2
0.0 T T T T T 1
Patients atrisk: 0 4 8 12 16 20 24 Months
Gefitinib 609 363 212 76 24 5 0
Carboplatin / 608 412 118 22 3 1 0
paclitaxel
Mok, Chest conference 2008, Late breaking abstract
EGFR mutation positive ‘ ’ EGFR mutation negative
Gefitinib (n=132) Gefitinib (n=91)
3 107 Carboplatin / paclitaxel (n=129) 5 107 Carboplatin / paclitaxel (n=85)
% i HR (95% Cl) = 0.48 (0.36, 0.64) % | HR (95% CI) = 2.85 (2.05, 3.98)
0.8 p<0.0001 o 08 p<0.0001
2 pa
0.6 2 0.6
]
: 2
S 0.47 5 047
s s
E 2
F 0.2 H 0.2+
E 38
o 3
a g0 T T & 0.0 T T T 1 T 1
0 4 8 12 16 20 24 0 4 8 12 16 20 24
Patients at risk : Months Months
Gefitinib 132 108 71 31 1 3 0 91 21 4 2 1 0 0
C/P 129 103 37 7 2 1 0 85 58 14 1 0 0 0

Treatment by subgroup interaction test, p<0.0001

Mok, Chest conference 2008, Late breaking abstract
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First -SIGNAL

* First-line Single Agent Iressa versus
Gemcitabine and cisplatin Trial in Never-
smokers with Adenocarcinoma of the

Lung

JS Lee, WCLC, 2009 Abstr # 6859

Probability of OSh

First-SIGNAL:

Overall Survival h

Gefitinib GP chemo

(N=159) (N=150)
N Event 96 (60.4%) 86 (57.3%)
Median OS 21.3m 23.3m
6month OS (%) 92.5 93.9
1-year OS (%) 74.2 76.2

HR (95%Cl)=1.003 (0.749 to 1.343)
P=0.428

Months h

Progression-Free Survival h

Probability of PFS h

Gefitinib GP chemo

N=159) h N=150)
N Event h 153 (96.2%) h 142 (94.6%) h
Median PFS 6.1m 6.6 m
6 month PFS (%) 50.2 58.8
1year PFS (%) 20.3 5.0
2year PFS(%)h 4.2h 0.7

HR (95%Cl) = 0.813 (0.641 to 1.031)
P=0.044 h

Months h

Front line Gefitnib improves PFS but not OS in clinically
select population
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Probability of OS h

First-SIGNAL: OS /PFS
by EGFR mutation status

Overall Survival h Progression - Free Survival h

1 year
Median h survivalh

I M@_ 306m  734%
Gefitinib h| y ('h 184mh 704 %h

M(#)— 265m  813%

1 year
M(-)h-- 23.3mh 815%h

Median h PFSh

P=0.941 (by Log-rank test) h

o M+) — 84m 34.6 %
Gefitinib h M(-)h== 24mh 74%h

M+) — 67m  143%
GPh M(-)h-= 64mh  7.4%h

P=0.004 (by log rank test)

Probability of PFS h

» 2 “ ) T T T T 1
0 » » » 0 El

Months h Months h

In MT EGFR , Gefitinib T PFS
In EGFR WT chemo appears better
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