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ASTER: surgical staging * E(B)US

|—> Surgical staging ' ‘l,if )

N = 241

NSCLC known/likely
cMO

resectable+operable
no bulky N2/3

Thoracotomy

EUS+EBUS '—>if' Surgical staging

Preoperative detection N2/3

Sensitivity 80% 94% 0.04

Negative predictive value 86% 93% 0.26

Incidence of N2/3

Tounoy et al. ASCO 2010: abstract 7000. &




Implications of ASTER

 “Initial mediastinal evaluation by endosonography
should be the new standard in resectable NSCLC”

* Remaining questions:

- relative contributions of EUS and EBUS
- need for both procedures

- how was the T4 status in the E(B)US arm confirmed
- what about the results at individual LN levels
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Adjuvant gefitinib in resected IB-IlIA NSCLC

Experimental arm:

| Gefitinib 250 mg/d for 2 year

N =503

« Completely resected
stage IB-IIIANSCLC

+ adjuvant chemo

Control arm:
Placebo for 2 year

Trial demographics | Trial stopped early following SWOG 0023 § '

Median age 67y

Women 46% Gefit Plac HR
AdenoCA 59% median DFS 41y NR 1.22
Never smokers 1% median OS 5.1y

§ median duration of treatment <5m
Goss et al. ASCO 2010: abstract LBA7005.



Adjuvant gefitinib in resected IB-IlIA NSCLC

HR mut vs WT

e g in placebo arm
KRAS mutation 27% 1.12
EGFR mutation 21% 1.06
EGFR high copy (FISH) 41% 0.94 - 1.26

HR gefitinib vs placebo

Wild type Mutant
KRAS mutation 1.13 1.51
EGFR mutation 1.21 1.58
EGFR high copy (FISH) 1.38 1.25

l Biomarker analysis vailable in ~70% of patients '

Goss et al. ASCO 2010: abstract LBA7005. &
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Single agent vs doublet chemo in elderly

 Advanced NSCLC

 Chemo-naive
 Age 70-89 y
« PS 0-2

Trial demographics
77y

26%
26%
951%
21%

Median age
PS 2
Women
AdenoCA

Never smokers

Single agent arm:

Doublet chemo arm:

Erlotinib

Gemci or VRB
Q3wks x 5)

N =451

Erlotinib

Carbo + Pacli
(Q4wks x 4)

___ MST = 10.3 months (95% Cl 8.3-13.3)

1-year survival 45.1% (95% Cl 38.2-51.8)

MST = 6.2 months (95% Cl 5.3-7.4)
1-year survival 26.9% (95% Cl 21-33.1)

§ 06| p = 0.00004
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Quoix et al. ASCO 2010: abstract 2.



Single agent vs doublet chemo in elderly

« Advanced NSCLC
* Chemo-naive
 Age 70-89 y

 PS 0-2

* p<0.05

Single agent arm:

‘ > Gemci or VRB
Q3wks x 5)

Erlotinib

N =451

Doublet chemo arm:

Carbo + Pacli
(Q4wks x 4)

Trial demographics l Trial stopped early following interim analysis '

Median age 77y

Erlotinib

(0]
PS2 26% median PFS 3.2m 6.3m* 0.55
W (o)
omen 26% Medianios 62m 104m* 060
AdenoCA 51%
haem tox gr3-4 18% 54% *
Never smokers 21%

Quoix et al. ASCO 2010: abstract 2. &




Phase lll trials dedicated to patients 270-years
old with advanced NSCLC

Study arm

ORR (%)

Median OS

QoL comparison

ELVIS BSC 78 NA 21 weeks Functional scales and several
Vinorelbine 76 20 28 weeks cancer-related symptoms better
for Vinorelbine
WJTOG 9904 Vinorelbine 91 10 9.9 mo Docetaxel improved overall
Kudoh &Al Docetaxel 91 23 14.3 mo disease-related symptoms
compared to vinorelbine
SICOG Vinorelbine 60 15 18 weeks Combination therapy associated
Frasciea' VRB+ Gemci 60 22 29 weeks with clear delay in deterioration
of symptom & QoL
MILES Vinorelbine 233 18 36 weeks Quality of life similar among
Gridelli ea? Gemci 233 16 28 weeks the three treatment arms
VRB+ Gemci 233 21 30 weeks

! Frasci et al. JCO 2000; 18:2529-36.
2 Gridelli et al. JNC/I 2003; 95:362-372.




Subgroup analyses of large phase lll trials
(including mainly younger patients)

« Platinum-based doublet “standard” 1s*-line
chemotherapy or standard 2"d-line chemotherapy have
similar efficacy in selected elderly patients (PS 0-1)
compared to younger patients.

« Compared to younger patients, the elderly patients tend
to experience more grade 3/4 toxicities.

Proc ASCO 20083, 22 : 639
JCO 2005; 23:190-196.
JNCI 2002; 94:173-181.
JCO 2006; 24:4405-4411.




ACCP guidelines: elderly patients with
advanced NSCLC

* |n patients who have stage IV NSCLC and are elderly (>70 to 79
years old), single-agent chemotherapy is recommended for most.

Grade of recommendation, 1A

 However, in patients who have stage IV NSCLC, are elderly (>70
to 79 years old), have good PS, and lack significant comorbidities,
two-drug combination chemotherapy is recommended as an
option.
Grade of recommendation, 1B

* |n patients who have stage IV NSCLC and are >80 years old, the
benefit of chemotherapy is unclear and should be decided on the

basis of individual circumstances.
Grade of recommendation, 2C

Chest 2007; 132: 227S-289S. &
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Topical trial: erlotinib in pts unfit for chemo

Experimental arm:

| Erlotinib 150 mg/d

R N =670

« Advanced NSCLC
e Chemo-naive

 Unfit for platinum chemot

Control arm:
§ PS 2-3 or GFR <60ml/min Best Supportive Care

Trial demographics

Erlotinib

Median age 77y

PS 2.3 849 median PFS 2.8 m 2.7 m
Women 399% median OS 3.8 m 3.6m
AdenoCA 38% |—>female 53m* 4.3 m
Never smokers 5% L’EGFR m+ 11 m

* p=0.025 Lee et al. ASCO 2010: abstract 7504. G



CALGB 9730: carboplatin + paclitaxel vs
paclitaxel in advanced NSCLC

Survival in the PS 2 subset

101 PS 2 patients
C No. 50 49
08 Response rate
g — Paclitaxel (P) % 10 24
g 0. PackaxelCarboplatin (P/C) 95% ClI 31024 12 to 41
% Survival, months®
€ 0. : Median 2.4 4.7
@ 95% ClI 1910 3.6 3.1t06.9
0.2 g Yo Survival, %
‘ 1-year 10 18
. . . ) , , 95% ClI 4 to 23 10 to 33
0 6 12 18 24 36 48 60 Abbreviations: PS, performance status; P, paclitaxel; CP, carboplatin-paclitaxel.
Months *Hazard ratio, 0.60; 95% CI, 0.40 to 0.91; P = .016.
Conclusions

 The overall survival of PS 2 patients was indeed much poorer than
patients with PS 0-1.

 However, PS 2 patients treated with combination chemotherapy had a
significantly better survival compared with those who received single-

agent therapy
o0 2005:M




Phase Il trial in NSCLC patients with PS 2-3
or other significant comorbidity

f N Trial design: \ / Overall Survival \
R Paclitaxel 80 100 ~
f CBDCA AUC=5.0, d1 mg/m2 Q wkx 6, 2 '
L = Gemcitabine 1000 = WK break, then 80 -
- mg/m2d1,8 Q3 wk x 2 repeat until
N progression g
T '; 60
\ (N=47) (N=39) (N=29) / E
@ 40
Table 2 Toxicity for carboplatin/gemcitabine phase 32
Toxicity Grade 201
3 4 0 T T T T 1
0 100 200 300 400 500
No. % No. %
Days
(a) Hematologic toxicity
Neutropenia 14 30 9 19 3
Thrombocytopenia 11 23 5 11 Overall survival
Anemia 7 15 1 2
(b) Nonhematologic toxicities
Infection 3 6 — -
Fever 4 9 1 2 6m 8%
Nausea/vomiting 2 4 - -
Conclusions

« Sequential carbo/gemci to pacli is well tolerated and active in this population.
 The prognosis for these patients is very poor even with treatment

Lung Cancer 2008; 61:61-66.



ACCP guidelines: poor PS patients with
advanced NSCLC

 In patients with stage IV NSCLC and a PS of 2,
chemotherapy is recommended on the basis of defined

response rates and symptom palliation.
Grade of recommendation, 1B

 |n patients with stage IV NSCLC and a PS of 2, no
specific recommendation can be given with regard to
the optimal chemotherapeutic strategy. A single phase
[l trial showed a survival benefit to a carboplatin-based

doublet compared with a single agent in a prospectively
planned subset analysis.
Grade of recommendation, 2C

Chest 2007; 132: 227S-289S.




Erlotinib * CarboPacli in 15t line

« Chemo-naive NSCLC

« Never or former light $
smoker

« AdenoCA

Erlotinib
| i N = 82

Erlotinib + CarboPacli (6x)
N = 100

§ <10PY and 21y stop smoking

l EGFR genotyping in 95% of pts > EGFR mutation in 39% of pts '

Erlot + CP RR PFS OS
All 47% 6.0m 19.6m

Erlotinib

All 34% 6.7m 24.0m

EFGR mutant 66% 16.4m  27.6m EFGR mutant 69% 17.2m 39.0m

EGFRWT 8% 2.8m 15.4m EGFRWT 31% 4.8m 13.7m

Janne et al. ASCO 2010: abstract 7503. &




1st-line EGFR-TKI in NSCLC patients
with activating EGFR mutations

EGFR-TKI PFS(m)  OS (m)

IPASS 1 Gefitinib 0.6 ~20 RCT vs chemo; asian population
WJTOG3405 2 Gefitinib 9.2 31 RCT vs chemo; asian population
SLCG?3 Erlotinib 14 28 cohort study; caucasian population
CALGB30406 2  Erlotinib 16.4 27.6 never/light smokers with adeno
NEJSG 4 Gefitinib 6.5 17.8 PS2-3 or >80y; asian population
TOPICAL ® Erlotinib NR 11 pts “unfit for chemotherapy”

1 Mok et al. NEJM 2009; 361:947-57.
2 Mitsudomi et al Lancet Oncol 2010; 11:121-128.

3 Rosell et al NEJM 2009; 361:958-67.
4 . 574204 aJanne et al. ASCO 2010: abstract 7503. G
inoue etal JCO 2009; 27:1394-1400 b ee et al. ASCO 2010: abstract 7504.




TORCH trial: EGFR-TKI and chemotherapy
sequence in unselected NSCLC patients

.. PD Gemcitabine +
| Erlotinib ' Cisplatin (x6) '

N =760

Gemcitabine + PD o
Cisplatin (x6) '__) Erlotinib '

l Trial stopped early following interim analysis '

» Advanced
NSCLC

 Chemo-naive
« PS 0-1

Trial demographics

Median age 63y

Women 34%

PS 0 50% medianPFS 22m 57m*
AdenoCA 56% medianOS  85m 120m* 136

Never-smokers 25%

* p<0.05 Gridelli et al. ASCO 2010: abstract 7508. &
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Gemci maintenance following Carbo+Gemci

Experimental arm:

| Gemcitabine + BSC

- Advanced Carboplatin
NSCLC +
) _ _ N = 255
« Chemo-naive Gemcitabine

« PS0-2 4 cycles

Control arm:
Best Supportive Care

Trial demographics l Trial closed early due to slow accrual '

Median age 67y

Women 37% BSC

PS 2-3: entry 64% median PFS 7.4 m 7.7 m 1.097
PS 2-3: random. 57% median OS 8.0m 9.3 m 0.971

1 p=NS Belani et al. ASCO 2070: abstract 7506. &



Gemcitabine or Erlotinib maintenance
following Cisplatin + Gemcitabine

|—> W Pemetrexed '
] PD

M)—) Pemetrexed '
.. PD

Erlotinib Pemetrexed '

Trial demographics Obs Gemci Erlot
Median age 58y

Cisplatin +
Gemcitabine
4 cycles

median PFS 1.9 m 38m* 28m*

Women 27% HR 0.55 HR 0.82
medianOS  10.7m 121m 11.8m

PS 2 at entry 0% preliminary HR 0.86 HR 0.91

AdenoCA 65% 2rd line treat  82% 64% 68%

Non-smokers 38%
EGFR-mutation analysis is ongoing

p<0.05 comapred to observation Perol et al. ASCO 2010: abstract 7507. G




Maintenance with gemcitabine vs BSC
following platinum+gemcitabine doublets

N HR Median PFS (m)
Brodowicz! 352 =0.7 1 6.5vs5.0° PFS from start 15t-line chemo
Perol 2 309 0.55 38vs1.9° PFS from start maintenance
Belani 3 255 1.09 7.4 vs 7.6 PFS from start 1st-line chemo, ~60% PS2

Testimate *P <0.05

' Brodowicz et al. Lung Cancer 2006; 52:155-163.
2 Perol et al. ASCO 2010: abstract 7507.
3 Belani et al. ASCO 2010: abstract 7506



Gefitinib maintenance following platinum CT

Experimental arm:
Gefitinib 250mg/d

 Advanced _
NSCLC Platinum
o ChEmEdnETE chemotherapy N =173

4 cycles

+ PS0-2

Control arm:

Placebo

Trial demographics

l Trial closed early due to slow accrual '

Median age 61y

Women 23% Gefit Plac HR

PS 2 7% median PFS  4.1m 29m 0.61°
AdenoCA 56% medianOS 109m 94 m 0.83

22%

Never smoker
* p<0.05 Gaafar et al. ASCO 2010: abstract 7518. G




Maintenance with EGFR-TKI following
platinum doublets in unselected NSCLC

EGFR-TKI N
Cappuzzo ' Erlotinib 881
Perol 2 Erlotinib 310
Gaafar 3 Gefitinib 173
Ciuleani * Pemetrexed 481

HR

0.71°
0.55°
0.61°

0.47°

Median PFS (m) T

3.1vs27"
3.8vs1.9°
41vs29°

4.4vs 1.8°

T following 1st-line chemotherapy * P <0.05

' Cappuzzo et al. Lancet Oncology 2010; 11:521-29.
2 Perol et al. ASCO 2010: abstract 7507.

3 Gafaar et al. ASCO 2010: abstract 7518.
4 Ciuleani et al. Lancet 2009; 374:1432-40.
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Oral ALK inhibitor in ALK-positive NSCLC

« Advanced NSCLC
* ALK fusion (FISH) *
* Any prior therapy

N =82

> Crizotinib 250 mg bid '

* mainly in adenoCA and never/former smokers

« Median # of prior therapies: 3 (0-7)
h-....«—.;\.-.;_:f‘ oR
« Objective response rate: 63% N i ‘L-J.qd ’84”)
|—> in PS 2-3 pts: 57% 0 80 (4/5)
* Disease control rate at 8 wks: 87% ' 52 (14/27)
» Median PFS: not reached : AL AL
. . 23 56 (19/34)
« Median treatment duration: 5.7 m e
- phase lll trial initiated

Bang et al. ASCO 2070: abstract 3. G



Miscellaneous

* Selenium chemoprevention in pts with resected stage |
NSCLC":

- 1.36 second tumors per 100 person years in the placebo
group compared with 1.91 among patients assigned
selenium -> trial stopped early for futility

* Picoplatin pts with SCLC refractory or progressive
within 6 months after 1st-line chemotherapy 2:

- median OS for picoplatin was 20.57 wks versus 19.71
wks for BSC alone (p = 0.0895)

"Karp et al. ASCO 2010.
2 Ciuleanuet al. ASCO 2010.



