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-+ Early NSCLC - Abstracts overview

e Early diagnhosis
e #1521PD - Elena Almagro-Casado

Lung Malignancies and Second Neoplasias in patients with
Hodgkin“s Lymphoma

e |nitial Work-up
e # 1180PD - Yoshihiro Miyata

* Expression of hypoxia-induced factor 1 and glucose transporter 1
correlates with [18F]-fluoro-2-deoxy-glucose uptake on positron
emission tomography and tumor aggressiveness in different
histologic subtypes of lung adenocarcinomas

e Surgery - Adjuvant treatment
e #1181 PD- Hiroshige Yoshioka

e Randomized phase Il study of adjuvant chemotherapy with S-1
versus CDDP+S-1 in resected stage IlI-1lIA non-small-cell lung
cancer (WJOG4107)

e Biomarkers for prognosis and predictive effect of chemotherapy
e #1192 PD - Pierre Hainaut

e | ACE-Bio Pooled Analysis of the Prognostic and Predictive Value
of TP53 mutations in Completely Resected Non Small Cell Lung
Cancer (NSCLC)
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-+ Early NSCLC - Abstracts overview

e Early diagnhosis

e #1521PD - Elena Almagro-Casado
Lung Malignancies and Second Neoplasias in patients with
Hodgkin®s Lymphoma
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-+ Classical Hodgkin’s lymphoma
Standard treatments in adults patients - EORTC

5 yrs OS

Stages I - II* ABVD x 3 +
W/O risk factor  Radiotherapy 30 Gy involved-fields 94-100%

Stages I - II* ABVD x 4 +

_QLco
With Risk factors Radiotherapy 30 Gy involved-fields 92-95%
* supra-diaphragmatic stages ol iy, ABYD alone
80
EORTC Risk factors X 704 Radiation therapy
A - Large mediastinal mass* S 6o
B - Age > 50 ans 5 so-
C-Aand ESR >50 mm = 40
D - > 4 nodal sites g 30
E-B +ESR > 30 © 2 .
Hazard ratio, 0.50 (95% Cl, 0.25-0.99)
109 P=0.04
0

I 1 I 1 1 I 1 I 1
0 2 4 6 8 10 12 14 16 18
Years since Randomization

congress .
m Courtesy of Fermé, Meyer NEJM 12 5
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40-
| Recurrent Hodgkin’s lymphoma
Second malignant condition
30

Cardiovascular events

Cumulative Occurrence (%)

congress :
m g Armitage NEJM 10 6




-» Hodgkin’s lymphoma )@ qusTave roussy

Second malignancies in 32591 pts

Relative risk (95% Cl) Absolute excess risk
All solid tumours 2-:0(1-9-2-4) 331
Oesophagus 2-8 (1-8-4-0) 0-7
Stomach 1.9(1-5-2-4) 1.5
Small intestine 1.5(0-3-3-5) 0-1
Colon 1.6 (1-4-1-9) 2-0
Lung 2-9(2:6-3-2) 9-7
Female breast 2:0(1-8-2-3) 10-5
Leukaemia 9.9(8-7-11-2) 3-8
Data from Dores and colleagues.® All p<<0-05, except for small intestine.

congress
m g Lorigan Lancet Oncol 05/




-» Hodgkin’s lymphoma )@ qusTave roussy

Second lung cancer in 5519 pts

BY TIME SINCE TREATMENT (YEARS)

Number of Relative risk Absolute
lung cancers (95% CI) excess risk
0-4 18 1.9 (1-1-2.9) 39
5-9 25 3-8 (2:5-5'5) 13-8
10-14 21 49 (3-1-7-4) 21-5
=15 14 5-2 (3-0-8-5) 28-3

congress
m g Lorigan Lancet Oncol 05 8




-» Hodgkin’s lymphoma )@ qusTave roussy

Second lung cancer in 222 pts

e RELATION WITH PREVIOUS TREATMENT AND
CIGARETTE SMOKING

Treatment Other* Moderate to heavy smokert
Radiation =5 Gy  Alkylating agents  Relative risk (95% Cl)  p Relative risk (95% Cl) p

No No 1-0% 0 (1-9-20-4) 0-002
Yes No 72 (2:9-21-2) <0-001  20-2 (6-8-68.0) <0-001
No Yes 43 (1-8-11-7) <0001 16-8(6-2-53-0) <0-001
Yes Yes 72 (2:8-21-6) <0-001  49-1(15-1-187) <0-001

*Includes non-smokers, light cigarette smokers (less than one pack per day), former cigarette smokers, smokers of cigars and
pipes only, and patients for whom tobacco smoking habit was not stated. TAt least one pack-per-day cigarette smokers.
fReference group.

congress
m g Lorigan Lancet Oncol 05
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LUNG MALIGNANCIES AND SECOND NEOPLASIAS IN PATIENTS WITH
HODGKIN’S LYMPHOMA

E. Almagro-Casado?, D. Pérez-Callejo!, A. Lépez-Gonzalez3, P. Ibeas?, A. Ruiz-Valdepefias?, M. Palkal, C. Maximiano!, M. Méndez Garcial, S. Mellor?, M. Provencio Pullal;
IMedical Oncology ,Hospital Puerta de Hierro, Majadahonda (Spain), 2Internal Medicine (idem) 3 Medical Oncology ,Hospital de Ledn (Spain). Corresponding e-mail:
e.almagro.c@gmail.com

BACKGROUND AND METHODS

Patients distribution
(n=514)

Hodgkin Second
lymphoma neoplasias

Thoracic

Malignancies
435; 84%

NO 2nd neoplasia
® 2nd neoplasias no TM
M 2nd neoplasias TM
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LUNG MALIGNANCIES AND SECOND NEOPLASIAS IN PATIENTS WITH

HODGKIN’S LYMPHOMA

RESULTS

YES

« Thoracic malignancies were more prevalent in men (83% P=0,001)
What is the smoking status ?

* Treatment with radiotherapy was asociated with increased risk of
thoracic malignancies (0r 2,9 1C 95% 1,1- 7,7 P=0,033)

Confirmation of previous studies

« Elapsed time to diagnosis of second neoplasia

was longer in TM group
(median of 16,4 years in TM and 9,7 in HL P=0,03)

Late screening ?

0,57

0.6

0.4

0,2+

Overall survival

0,0

T T T T T T
] 3 g 9 12 14

Years since SN diagnosis




-+ Lung cancer

after Hodgkin’s lymphoma

Poorer prognosis Better survival
(SEER database) If incidentally-detected
1.0
0‘9_1 — Incidentally-detected
8)08— _I-l ----- Symptomatic
2074 & (p < 0.001)
506
205 1
£044
20.3- :
a 0.2- "
0.1+ -1
00 | 1 ] I 1] 1 | I I I
0 10 20 30 40 50 60 70 80 90 100

Time from diagnasis (months)

Population to screen ?

ner .
mco gress Milano, Cancer 2011; Schoenfeld, Ann Oncol 2012 12
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-+ Early NSCLC - Abstracts overview

e |nitial Work-up
e # 1180PD - Yoshihiro Miyata

* Expression of hypoxia-induced factor 1 and glucose transporter 1
correlates with [18F]-fluoro-2-deoxy-glucose uptake on positron
emission tomography and tumor aggressiveness in different
histologic subtypes of lung adenocarcinomas
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PET/CT accurately
predicted the T stage
In 82% of cases
compared with 68%
with CT alone

The accuracy of lymph
node staging

by PET and PET/CT
IS up to 56% and 78%
when compared with
surgical staging

PET/CT
discovers
occult
metastatic
disease in up
to 29% of

congress
EEEFSMD

Kligerman, AJR 2009
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-+ Tumor (T) FDG uptake is of prognostic value

Ahuja [5] ——
Sugawara [B) ————1—
“Yansteenkiste [7] ——
Dhital [8] —— 1.0 g e e
Higashi [9] 09 1
Jeong [10] —— ] = -
Downey [11] S _ 08 i F———
Borst [12] — 07
Cerfolio [13] — € 06 1
Port [14] , o ]
Sasaki [15] ' = E 0.5
Eschmann [1B] — @ 0.4 ]
Prévost [17) —a— 8031 — air—gpe _
Raz [23] @ | == solid-type with SUVmax < 2.15
5 o 02 ---- solid-type with SUVmax =2.15
EJOI’]Q |24] ——
Downey [25] - 0.1
‘Van Baardwijk [28] — 0 - - - - - -
Zhang [30) —— 0 10 20 30 40 50 60
Goodgame [31] —— Months from surgery
Hanin [32] —
Hoang [33] . .
A TRt Stage la disease, n=100
HR (95% CI) on a logarithmic scale.

By convention, HR 1 means that patients with a higher
standard uptake value (SUV) on the primary tumor have a
worse prognosis.

mcongress Paesmans JTO 2010, Murakamia EJR 2012 15




[All case (n=287)]

[Stage IA (n=166)]

16

12 —_

‘;;;!!!

SUVmax

10

ol

Insitu  Minimally Lepidic Papillary Aciner  Solid
l .\

invasive
HIROSHIMA UNIVERSITY

In situ

Minimally Lepidic Papillary Aciner
invasive

Solid

16
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-+ Lepidic (ex-BAC) influences FDG uptake

a

100 ¢ emese 15.00 1
;\g L oues ¢ 12.50 4 °
; Bbtastad
- y =-3.9633x + 59.149 1000
g \- G000 0000 o R2:01699 g :
= p <0.0001 3 .
Q
&
=
[= 5.00
S
<
o

250

‘ 2.0 — 3.0 0.60 20.00 491.00 80].00 80.00 10000

A PVC-maxSUV on PET/CT the ratio of BAC component

The SUVmax and the ratio of lepidic component
had significant inverse correlation

congress
m £ Nakayama Cancer 2010, Liu Ann Nucl Med 2010 17




[GLUT1]

in situ:13 Lepdic:36 Papéléary: Acinar:34 Micropgpillary: Solid:3
0 11 34 20 14 1 0
1 2 1 17 5 3 0
2 0 0 10 9 4 0
3 0 1 5 6 1 3
mean = SD 0.15+0.36 0.11+0.52 1.0+0.98 1.2+1.2 1.6+0.83 3
P=0.019
[HIF1a])
in situ:13 Lepdic:36 Paptisléary: Acinar:34 Micropgpillary: Solid:3
0 13 35 45 26 8 0
1 0 1 5 3 1 1
2 0 0 1 2 0 0
3 0 0 1 3 0 2
fnean £ SD 0 0.028+0.16 0.19+0.56 0.47%+0.95 0.11+0.31 2.3+0.94
P=0.010

HIROSHIMA UNIVERSITY

18
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-+ Early NSCLC - Abstracts overview

e Surgery - Adjuvant treatment

e #1181 PD- Hiroshige Yoshioka
e Randomized phase Il study of adjuvant chemotherapy with S-1

versus CDDP+S-1 in resected stage IlI-1lIA non-small-cell lung
cancer (WJOG4107)
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-» Biochemical Action of S-1
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S-1

| Gimeracil | | Tegafur | | Oteracil |

1:0.4:1

Neurotoxicity
Hand-foot
Syndrome

Degradation

Congress
EEESMD

Metabolism

P
“$i5-Fu

DPD

1

Tumor Antitumor
—) activity
Gl tract 4

N
| 4 Gl toxicity
OMAT (Diarrh'ez.;\,
Stomatitis)
Bone
marrow Myelo-
toxicity
Phosphorylation

Shirasaka T, et al. Anti-Cancer Drugs 7: 548-557, 1998.



-+ Design

~ ™
R CDDP 60mg/m2 day1
(NscLe ) Al AT s-180-120max/body
- pStage I, llIA D day1-14
(N2:sigle station) |=» 3 \ /
. _ repeated every 3 weeks, 4 cycles
PS 0-1 NG S
* Age < 75 yrs. ) | S-1 80-120mg% /body
day1-14
Stratification factor \ J
 [nstitution repeated every 3 weeks, 1 year
. Histology : *According to body surface area,
o pStage: Il or HIA Sample size 200 pt BSA < 1.25 m2, 80 mg/day

1.25=<BSA<1.5, 100 mg/day
BSA >=1.5, 120 mg/day

Primary endpoint: Two year relapse free survival

congress 21
EEEFSMD
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Adverse events

5-1 CDDP+5-1

(n=97) (n=95) i
3 H
Grade 3 or 4 Grade 3 or 4

General

Fatigue 1 4.2 0.209

Anorexia 2.1 9.5 0.032

Mausea 0 6.3 0.014

Vomiting 0 2.1 0.244

Erruption 0 0

Febrile neutropenia 0 5.3 0.028
Hematological

Anemia 1 g.4 0.018

Meutropenia 13.4 27.4 0.020

Thrombocytopenia 0 2.1 0.244
Biochemical

ALT elevation 1 0 1.000

Creatinin elevation 0 1.1 0.495

Completion of protocol treatment
S-1 CDDP+S-1
________________________________________ YA oY Ty £ S A W

noroecc
VIENNA natv99 22
2012




Relapse free survival

S-1 CDDP+S-1
65.6 58.1

95%Cl: 55.3 - 74.0 95%Cl: 47.7 - 67.2

_, probability

o
o

90 2 RFS (%)

80 -
70 -
60
50

0 - —— 81 (n=99)

30 -

10 -

0 6 12 18 24 30 36 42 48
months

Conclusion: S-1 and CDDP+S-1 demonstrated a promising activity with a

favorable 2-year relapse free survival and safety as an adjuvant

chemotherapy in patients with completely resected NSCLC. ”
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-+ NSCLC Meta-analyses Collaborative Group

Events Totals

10— — Salone 1729 4142
\\ ----- ST 1594 4305
ﬂg_ \':\.\-\:‘--\\
0.8 R
DE_ _‘_\-\-\_‘_"‘"—\-._\_\_‘- _:-.-:------"" . LT
| h\_"‘—|—|.._|_|R_\_‘_‘—-
-
§ 05—
-4
03~
N=8447
01—
0 | | | | | | | |
0 1 2 3 4 g 6 7 8
Years
MNumber at risk
Salone 4142 3648 3102 2584 2083 1601 841 407 148
S+CT 4305 3809 3201 3746 2278 1785 036 473 165

HR = 0.87 (0.81-0.93) p<0.000001
Absolute benefit of 4% at 5 years

mcongress Lancet 2010; 375: 1267-77 24
2012
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-+ NSCLC Meta-analyses Collaborative Group

Number events/ numberentered  O-E Variance HR (fixed)
S+CT Salone

Platinum+vinca alkaloid+tegafur and uracil/tegafur i

SGACLC ACTLC1® 68/154 75/152 -7:09 35.62 H—+

OLCSG1e 5/12 7/16 -0-19 2.93 — + —

SGACLCACTLC2® 64/165 68/167 -4-80 32:88 H——  HR 0,79

WJSG2 (1+3)5 44/115 49/100 766 22.94 ——H—  (95% CI 0,67-0,93)

WJSG3® 27/109 40/116 -6:01 1674 i P=0,005 | |

YU 19/35 26/35 -4.67 1118 : L ’

ACTLC4a™ 10/52 18/52 522 6-92 | —H—

OLCSG2b® 28/47 28/48 238 13-87 ———
Subtotal 265/689 311/686 -33-25 143-07 <>

Tegafur and uracil/tegafur ;

0LSCGla® 307103 28/158 -0-09 14-47 :

WJSG2 (2+3)

WJSG4%

NJSGLCS

0LCSG2a®

ACTLC4b14 17/52 18/52 —058 875 — ! } } HR 0,76

JLCRG 67/498 91/501 1172 3949 Z (95% CI 0,64-0,9)
Subtotal 234/1191 304/1199 -36-85 134-04 <> P=0 001
Heterogeneity: y?=32.23, df=31, p=0-40, I’=4% f T T : I T T 1
Interaction: y’=12.25, df=6, p=0-06 01 0-2 05 1 2 > 10
Interaction (without OLCSG1B): y’=6.06, df=5, p=0-30 5+CT better S alone better

mcongress Lancet 2010; 375: 1267-77 25
2012
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-» LACE : adjuvant cisplatin-based regimens

No. Events Hazard ratio
/ No. Entered (Chemotherapy / Control) HR [95% CI]

569 / 1088 = 0.95 [0.81;1.12]
458 [ 840 —== 0.82 [0.68:0.98]
152 / 307 1.00 [0.72:1.38]
980 / 1867 0.91 [0.80;1.03]
197 / 482 0.71 [0.54:0.94]

2356 / 4584 . 0.89 [0.82;0.96]
. .

0.0 0.5 1.0 1.5 2.0
Chemotherapy better] Control better
Test for heterogeneity: p = 0.34
Chemotherapy effect: p= 0.004

Absolute OS benefit at 5 years = 5.3% +1.6%
Toxic death =0.8t0 2%

Congress J Clin Oncol 2008; 26:3552-3559.
EEESMD




Relapse free survival

S-1 CDDP+S-1
65.6 58.1

95%Cl: 55.3 - 74.0 95%Cl: 47.7 - 67.2

probability

100
90 -
80 -
70 -
60 -
50 -

40 - —— 81 (n=99)
30 -

10 -

2 RFS (%)

0 6 12 18 24 30 36 42 48
months

e No implication for clinical pratice

e Both arms may be evaluated vs. standard
treament
e in larger population
® in western population

congress ”
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-+ Early NSCLC - Abstracts overview

e Biomarkers for proghosis and predictive effect of chemotherapy
e #1192 PD - Pierre Hainaut

e | ACE-Bio Pooled Analysis of the Prognostic and Predictive Value
of TP53 mutations in Completely Resected Non Small Cell Lung
Cancer (NSCLC)

congress 28
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-+ TP53 mutation in NSCLC : the most frequent

701
604 Somatic TP53 mutations
0 B Significant on the basis of 3 methods
,5 50- B Significant on the basis of 2 methods
E 40- B Significant on the basis of 1 method
E
©
E 30+
E 204
Z
10+
0-
B oL oS S Rl ereNgDRYY
SEEOE N EEcERpETEF 65 E32ER
N w

Germline TP53 mutations : Li-Fraumeni Syndrome

mcongress Ding et al. Nature 455, 1069, 2008 29
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-» p53 role

Decision making by p53: life, death and cancer

wild-type p53

Topoisomerase 1
activation

Angiogenesis,
invasion and
metastasis

Proliferation
and survival

ATM pathway
inactivation

Inactivation of
p63 and p73

Tumour initiation
and progression

Cooperation
with Ras in
transformation

Differentiation

Genetic
block

instability

Drug resistance
and inhibition of
apoptosis

Inhibition of
autophagy

NF-kB pathway
activation

Mechanisms involving
DMNA-binding

congress 30
EEEFSMD
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-+ TP53 vs. p53

v

v _ - c

21800 R248] [R273 -

= Lg &
g RI75

E 1,200 A L VL P g

4 Q

Y - v

o . \ [R282] L4 5

_g 600 4 §

o ") L2 E

3 | il g L R P

50 100 150 200 250 300 350 393 o%

TA | PR H DBD I Tet | Reg |

TP53 gene
(mutations)

n Non-sense (7.7%)
. Other (2.3%)
Silent (4.3%)
Splice (1.9%)
Frameshift (9.1%)
n Missense (74%)

Truncated|protein Accumulatiomof abnormal p53
P53 protein e

(IHC)

- R e L s=E=SS=S=S=SS=S=ScS o M

3 egial.b o
2012 Brosh Nat Rev Cancer 2009




TP53 Mutation Description

Four Mutation Classification systems were tested:
Classification 1: WT/MT

Classification 2: WT/3 classes of MT based on measured residual p53 transactivation
activity in a standard functional assay

Classification 3: WT/ 3 classes of MT based on effects of mutation on p53 protein structure

Classification 4: WT/ 3 classes of MT based on interpolating classifications 2 and 3 above.

Data are presented for classifications 1 and 3 only. Classifications 2 and 4 do not add to the
message.

Analysis of classification 1 was presented before. However, in present analysis, all datasets
were reviewed using the same criteria. Silent mutations were reclassified as WT, a well
as mutations not previously found in TP53 database and predicting no
functional/structural effects

International

Institute

P t
QRI Research -
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-» LACE : adjuvant cisplatin-based regimens

No. Events Hazard ratio
/ No. Entered (Chemotherapy / Control) HR [95% CI]

569 / 1088 = 0.95 [0.81;1.12]
458 [ 840 —== 0.82 [0.68:0.98]
152 / 307 1.00 [0.72:1.38]
980 / 1867 0.91 [0.80;1.03]
197 / 482 0.71 [0.54:0.94]

2356 / 4584 n 0.89 [0.82;0.96]

0.0 0.5 1.0 1.5 2.0
Chemotherapy better] Control better
Test for heterogeneity: p = 0.34
Chemotherapy effect: p= 0.004

Absolute OS benefit at 5 years = 5.3% +1.6%
Toxic death =0.8t0 2%

Congress J Clin Oncol 2008; 26:3552-3559.
EEESMD




Dataset/Classification 1

TRIAL
IALT

JBR10
ANITA
CALGB

TOTAL

VIENNA UUIIEI GID
2012

Nb
%
Nb
%o
Nb
%
Nb
%

303
58
286
72
74
70
112
61
775

MT
221
42
111
28
31
30
71
339
434

TOTAL
524

397

105

183

1209

34



Analysis

Cox model used in LACE-BIO

stratified on trial

adjusted on :

- Attributed treatment (no chemotherapy, chemotherapy)

- Sex (male, female)

- Age (<55, 55-64, 265)

- Histology (squamous cell carcinoma, adenocarcinoma, other)
-T(T1,T2, T3-4)

- N (NO, N1, N2)

A test was considered significant if p-value = 0.01

Test for heterogeneity will not be presented: Tthey all are non-significant

congress 35
EEEFSMD




-+ Classification 1

Prognostic analysis : unadjusted Kaplan-Meier survival curves

100% -
80% =+
©
% 60% =+
=]
['/]
T
o 40% T
>
o
20% 4+ = Wild-Type
— Mutated
0% } } } i } i
0 1 2 3 4 5 6
Time from randomization (years)
At risk
— 772 692 590 466 357 264 168
—_— 432 376 303 237 176 117 67

congress 36
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Classification 1 — Overall Survival

Predictive analysis

P53 mutation

Wild-Type
n=772

Mutant
n=432

HR for event
Mutant vs. WT
[95% CI]

e A

Chemotherapy group

(Nb deaths /
Nb patients)

153/377

127/233

1.39 [1.09;1.77]
p=0.008

Control group
(Nb deaths /
Nb patients)

190/395

100/199

1.02 [0.79;1.30]
p=0.90

HR for event
CT vs. no CT
[95% CI]

0.77 [0.62;0.96]
p=0.02

1.05 [0.81;1.37]
p=0.71

Test for interaction
p53*treatment
p=0.07



TP53 mutation
(classification 3)

Wild-type
n=772

Non-missense
n=91

HR for event
Non-missense vs. WT

Missense-nonDBM
n=153

HR for event
Missense-nonDBM vs. WT

Missense-DBM
n=188

HR for event
Missense-DBM vs. WT

congress
EEEFSMD

CT group
(Nb events /
Nb patients)

179/377

34/56

1.31 [0.90;1.90]
p=0.16

48/78

1.52 [1.10;2.10]
p=0.01

56/99

1.15[0.85;1.56]
p=0.36

No CT group
(Nb events /
Nb patients)

218/395

18/35

0.88 [0.54;1.44]
p=0.62

45/75

1.11 [0.80;1.54]
p=0.53

52/89

0.99[0.73;1.34]
p=0.94

HR for event
CT vs.no CT
[95% CI]

0.75 [0.62;0.92]
p=0.005

1.12 [0.63;1.98]
p=0.71

1.48 [0.81;2.72]
p=0.21

1.03 [0.69;1.55]
p=0.88

1.37 [0.87:2.16]
p=0.18

0.88 [0.60;1.29]
p=0.50

1.17 [0.76;1.79]
p=0.48

!. GUSTAVE ROUSSY
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-» LACE : adjuvant cisplatin-based regimens

No. Events Hazard ratio
/ No. Entered (Chemotherapy / Control) HR [95% CI]

569 / 1088 = 0.95 [0.81:1.12]
458 [ 840 —== 0.82 [0.68:0.98]
152 / 307 1.00 [0.72:1.38]
980 / 1867 0.91 [0.80:1.03]
197 / 482 0.71 [0.54:0.94]

2356 / 4584 n 0.89 [0.82;0.96]

0.0 0.5 1.0 1.5 2.0
Chemotherapy better] Control better
Test for heterogeneity: p = 0.34
Chemotherapy effect: p= 0.004

Absolute OS benefit at 5 years = 5.3% +1.6%
Toxic death =0.8t0 2%

Congress J Clin Oncol 2008; 26:3552-3559.
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-» P53 in BR10

100 -
-'”‘-ll : ﬁgg vn\: iLI](:IatTpe
80
< oo e Neither |
= prognostic or
S 404 -
< predictive
20
P=.45
HR = 1.15 (95% CI; 0.75 to 1.77)

0 2 4 6 8 10
Time (years)
. at risk
3 mutant 64 48 26 14 3 0
3 wild type 136 106 55 27 10 0

CONGress Tsao JCO 2007 40
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e Many biomarkers analyzed in LACE-BIO (KRAS,
EGFR, ERCC1...)

e Pathway analysis > single biomarker analysis ?

e Pasi Janne : KRAS & P53 correlation in LACE-BIO -
17:15 Hall D

e Validation in prospective trial

e P53
Discovered 33 yrs ago, still so much to learn !

congress 41
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