























LACE: CT Effect & Combined Drugs on OS

No. BEvents / No. Entered

Category Study Chemotherapy Control
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Ted for heterogenety, p=0.1043

Chemotherapy effect: p=0.0043




Other Factors

Effect of chemotherapy on overall and
disease-free survival did not vary
according to age, gender, performance
status, type of surgery, histology, planned
radiotherapy, planned total dose of
cisplatin
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Meta-Analysis 2007

Surgery + CT vs surgery alone

* 1995

—14 trials available
— 4357 patients

» 2007

—30 trials available
— 8147 patients



Overall Survival (S +/- Ct)
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0.2 HR: 0.87 (0.81-0.93), P<.0000001

- Absolute benefit at 5 years 4%, from 60% to 64%
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Survival Time, years
Patients at Risk

Surg alone 4068 3585 3043 2539 2034 1548 779 358 103
Surg+chemo 4079 3607 3074 2584 2137 1665 835 389 108



Survival by Stage

[no. events/no. entered]

Surg+chemo Surg alone Hazard Ratio (Fixed)
STAGE
A n aIyS | S | 717/2659 881/2694 -
- . Il 311/652 353/654 - Tren d P = 05
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When 89 IlIb/IV patients removed, trend p=0.178

STAGE
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Trend P =.208
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Overall Survival (S + Rt +/- Ct)
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Absolute benefit at 5 yrs 4%, from 29% to 33%
O.O — I LI ¥ L L] L] | LI ¥ ¥ LI L l ¥ ¥ LI ¥ ¥ l ¥ | L ¥ L] l
0] 2 4 6 8
Patients at risk Survival Time, years
CT 1315 711 385 203 84
Control 1345 660 376 202 85
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Long-Term Results of the
International Lung Cancer Trial Evaluating
Adjuvant Cisplatin-Based Chemotherapy
In Resected Non-Small Cell Lung Cancer




Long-Term Results of the International Lung
Cancer Trial Evaluating Adjuvant Cisplatin-Based
Chemotherapy in Resected NSCLC

IALT Trial Design

Stratified by
center, stage and
type of surgery

7N

Chemotherapy Control

+ Thoracic Radiotherapy <60 Gy
(optional, predefined according to N stage)
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Overall Survival

Chemotherapy: 578 deaths

- 495 deaths before 5 years
- 83 deaths after 5 years

/

Control 590 deaths
- 534 deaths before 5 years
- 56 deaths after 5 years

HR = 0.91 [0.81-1.02]
P=.10

0

— 935
— 932

Le Chevalier T, et al. J Clin Oncaol.

1 2 3 4 5 § 7 8 years

775 619 520 447 372 282 208 125
780 650 550 487 399 300 208 133

2008;26(May 20 Suppl): Abstract 7507.



Hazard Ratios of Death Before 2.50
and After 5 Years
2.00

CT worse

First 5years 0.86 (0.76; 0.97) 1.50
After 5years 1.45(1.02; 2.07)

......................................................................... 100

+ 0.91
Interaction P = .006
CT better

First 5 After 5 0.50

years years Total
Le Chevalier T, et al. J Clin Oncol. 2008;26(May 20 Suppl): Abstract 7507.
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The IALT- Bio Project

Main markers tested in 867 paraffin blocks

« Kras and MSP in different genes
« Ki67; MRP1,2,3; P27; Cyclin D3

« E-Cathepsin, HSP105, p-AKT 1 & 2, PIDK, EGFR,
c-erb-B2

* Cyclin E, Cyclin D1

* pl6, p53, Fas, FasL, Bax, Bcl-2, DAPK,
« ERCC1, HTERT, Telomere length, Ku

e Survivin, PKC beta, FGPS, FGPH

Olaussen K, et al. N Engl J Med. 2006;355(10):983-991.



VEWIEL

All IALT centres
1867 pts

IALT Centres > 10 patients
1045 patients

867 blocks received

783 exploitable NSCLC (after pathologic review)
761 patients evaluable for ERCC1

Olaussen K, et al. N Engl J Med. 2006;355(10):983-991.
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ERCC1 Expression (IHC)

761 patients
Test for interaction P = .02

« ERCC1 neg « CTvs Control
HR 0.76 [0.59-0.98]

« ERCC1 pos « CT vs Control
HR 1.20 [0.91-1.59]

Olaussen K, et al. N Engl J Med. 2006;355(10):983-991.



Effect of Adjuvant Chemotherapy According
to ERCC1 Status

ERCC1 negative 100% 1
. Chemotherapy (105 deaths)
Adjusted HR = 0.65, 95%CI [0.50-0.86], P = .002 .
55) 60% -+
I
§ 20% L Control (113 deaths)
(@)
20% +
0% } } } } |
No at risk 0] 1 2 Years 3 4 5
Chemotherapy__ 554 194 161 121 81 47
Control__ 502 163 120 91 59 35
100% -
Control (80 deaths)
80% T
©
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S 60% +
n
g 40% T Chemotherapy (92 deaths)
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20% T
0% f f f f i
No at risk (0] 1 2 Years 3 4 5
Chemotherapy — 165 147 121 85 62 34
Control — 170 149 127 96 69 33

Olaussen K, et al. N Engl J Med. 2006;355(10):983-991.



Early-Stage NSCLC
Adjuvant Radiotherapy

Hazard ratio

Evants Total
PORT 707 1056 . -
Mo PORT 681 1072 Test for trend

¥ =13194
p=00003

No PURl Nodal Status

Test for trend
.'-'5? i “=5- 80
p=0016

0 : 24 a6
Months
Patlents at risk L] T L]
PORT 1056 493 340 10 15

Mo PORT 1072 541 306
PORT better Mo PORT better

PORT Meta-analysis Trialists Group. Lancet. 1998;352(9124):257-263.
Burdett S, et al. Lung Cancer. 2005;47(1):81-83.




Early-Stage NSCLC
Adjuvant Chemoradiotherapy (ECOG 3590)

« Completely resected stage Il or 1A NSCLC
— Chemo plus thoracic RT vs thoracic RT alone

HR =0.93[0.74, 1.18] ; P = .56
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Keller SM, et al. N Engl J Med. 2000;343(17):1217-1222.



Adjuvant MAGE-A3 Vaccine Therapy

« MAGE-A3 antigen: expressed in NSCLC

A 1B IV

 No expression in normal cells, genuinely tumor-specific

 Postoperative MAGE-A3 immunotherapy might be a tumor-specific
well tolerated, effective adjuvant treatment

MAGEAS His-tai

-1
109 aa 311 aa 7/ aa

Vansteenkiste J, et al, J Clin Oncol. 2007;25(18S): Abstract 7554.



Phase Il Trial of Adjuvant MAGE-A-3 In NSCLC
Study Design

Double-blind

MAGE-A3 ASCI i.m.

Induction: q3w x5
122 _
Maintenance: q3m x 8

Total duration: 27 months

Stage IB or I
MAGE-A3 (+) tumours

After surgery
Recovered (PS 0-1)

\ placebo
60

same schedule

Vansteenkiste J, et al. J Clin Oncol. 2007;25(18S): Abstract 7554.



Phase Il Adjuvant MAGE-A-3:
Efficacy Results:Disease-Free Survival

1  m——
0.9
0.8 v MAGE-A3
- 0.7 - placebo
0 . -
E 0.6 I H'|_|_‘_ . S—— I.,mm,muli— i .
E 05 "
g 0.4
» 0.3 Relative Benefit : 27%
E 0.2 HR=0.73 (96% CI = 0.45 - 1.16)
one sided log rank P= .093
0.1 Median FU : 28 months
0
0 6 12 18 24 30 36 42 48 64

Time from Surgery, months

Number at risk

MAGE-A3 122 103 20 80 7o 69 24 10 4
placebo 60 63 41 34 32 i 9 & 1

Vansteenkiste J, et al. J Clin Oncol. 2007;25(18S): Abstract 7554.
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Phase Ill Study Desigh—MAGRIT

Resectable MAGE-A3+ NSCLC

: 1
Surgery
1 1
17 Pathologic stage IB, II, llIA _l
No chemotherapy | Up to 4 cycles

Platinum-based chemotherapy

l 1
O~ O~

MAGE-A3 ASCI MAGE-A3 ASCI

2270 patients, double blind, 2:1 randomization
Trial design accepted by the FDA (SPA procedure)



Conclusions (1)

Adjuvant chemotherapy can be considered part of
the standard management of operable NSCLC

» Cisplatin-based chemotherapy is effective for
stages Il & Il

 |Its role is less clear for stage |

 The benefit observed in BR 10, ANITA, and LACE
suggests the use of modern doublets in the
postoperative setting

 Long-term effects of chemotherapy should be
analyzed in all randomized trials



Conclusions (2)

e Patients with ERCC1-negative tumors derive a substantial
benefit from adjuvant cisplatin-based chemotherapy in
contrast to patients with ERCC1-positive tumors

« ERCC1 expression is a prognostic factor in resected patients
which are not treated with adjuvant chemotherapy

e Other markers are being explored and might help at tailoring
adjuvant treatments

e Other adjuvant treatments including tailored chemotherapy,
targeted agents and vaccines are still investigational





