Are there new targets in advanced NSCLC?
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centers
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Background

e Lung Cancer in France

« 39,495 new cases (41)

LES CANCERS
ENFRANCE

EDITION 2013

¢ 29,949 deaths (15

Les cancers en France en 2013, INCa 2014
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Background

e 2004: Discovery of oncogene addictions

e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 MAY 20, 2004 VOL.350 NO.21

Activating Mutations in the Epidermal Growth Factor
Receptor Underlying Responsiveness of Non—-Small-Cell
Lung Cancer to Gefitinib

Thomas J. Lynch, M.D., Daphne W. Bell, Ph.D., Raffaella Sordella, Ph.D., Sarada Gurubhagavatula, M.D.,
Ross A. Okimoto, B.S., Brian W. Brannigan, B.A., Patricia L. Harris, M.S., Sara M. Haserlat, B.A.,
Jeffrey G. Supko, Ph.D., Frank G. Haluska, M.D., Ph.D., David N. Louis, M.D., David C. Christiani, M.D.,
Jeff Settleman, Ph.D., and Daniel A. Haber, M.D., Ph.D.
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Background

e 2006: Genetic centers’ network launched by
the French NCI

— Routine
— Clinical trials

— HOME€ investment
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Background

e 2011: Assessment of emerging biomarkers

— Clinical trials EGFR

Unknown

— Anticipate new ' KRAS
| b7

biomarkers
ERBE? // \\\ ALK rearrangement

PIK3CA
NRAS  BRAF
ROST rearangement VT amplfcation
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Background

e Quality control (internal)

25

20.0% Validation de méthodes

¥ 4] ¥
pour la recherche de mutations
en génétique somatique

20

DOCUMENT DESTINE AUX LABORATOIRES DE BIOLOGIE MOLECULAIRE POUR
'OMPAGNER LA DEMARCHE DE VALIDATION DES TECHNIQUES D'ANALYSE

15,0%

. S
| L

- 5,0%

10,0%

Sanger Targeted
techniques

Available @ www.ecancer.fr
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Background

e Quality control (external)

5 Vol. 36, No. 1, January 2014

ORIGINAL ARTICLE

we Journal of

Cross-Validation Study for Epidermal Growth Factor FLSEVIER
Receptor and KRAS Mutation Detection in 74 Blinded
Non-small Cell Lung Carcinoma Samples
A Total of 5550 Exons Sequenced by 15 Molecular French A Multicenter Blinded Study Evaluating EGFR and KRAS
Laboratories (Evaluation of the EGFR Mutation Status for the Mutation Testing Methods in the Clinical Non—Small Cell

Administration of EGFR-TKIs in Non-Small Cell Lung Carcinoma Lung Cancer Setting—IFCT/ERMETIC2 Project Part 1
[ERMETIC] Project—Part 1) ) ) .
Comparison of Testing Methods in 20 French Molecular
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Updated results

e Daily practice — All Cancers (2013)

Pathologie Biomarqueur Nombre de tests
Cancer du sein Amplification d'HER2 8924
Cancer de I'estomac Amplification d"HERZ2 709
Mutations de KRAS 19 347
Cancer colorectal
Mutations de NRAS 3 330
Mutations de KIT 1105
GIST
Mutations de PDGFRA 1 005
Mutations d'EGFR 23 336
Cancer du poumon
Translocation d’ALK 18 861
Mélanome Mutation de BRAF Ve00 5026
Détection de BCR-ABL & 750
Leucémies
Mutations d’ABL 861
TOTAL 89 254
15-18 April 2015, Geneva, Switzerland Available @ www.ecancer.fr
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Updated results

e Daily practice — Lung Cancers (2013)
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15-18 April 2015, Geneva, Switzerland Available @ www. ecancer. fr
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Updated results

e Daily practice — Lung Cancers (2013)

2% m Pts treated at the site of
the genetic center

m Pts treated in a public
hospital (outside GC)

Pts treated in a private

center
Samples referred from
another lab
15-18 April 2015, Geneva, Switzerland Avallable @ www. ecancer. fr
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Updated results

e Daily practice — Lung Cancers (2013)

Margueur Mombre de patients “md::;irli;]r;m
Mutations EGFR 23 336 10,0 %
Translocation ALK 18 861 3,5 %
Mutations KRAS 22 958 27,0 %
Mutations BRAF 20 100 2,0 %%
Mutations HER2 17 843 0,7 %
Mutations PIZKCA 17 375 2,4 %

4
elcc*
- 15-18 April 2015, Geneva, Switzerland Available @ www.ecancer.fr
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Updated results

e Daily practice — Lung Cancers (2013)

tests

EGFR mut 23,386 8.0
ALK rearrang* 18,861 13.4
KRAS mut 22,958 7.9
BRAF mut 20,100 8.9
HER2 mut 17,843 10.1
PI3K mut 17,375 10.4
elcc.C *, mainly assessed by FISH only at this time (2013)

15-18 April 2015, Geneva, Switzerland Available @ WWW. ecancer fr
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Updated results

e Daily practice — Total costs (2006-2012)

CHU-CLCC de Strasbourg ; CH de Colmar ; CH de Mulhouse 2000 € 6 500 € 27 000 € 60 000 € 80 500 € 34 000 € 546 000 €
CHU-CLCC de Bordeaux 3500 € 29 500 € 232 000 € 140 000 € 235000 € 99 000 € 1505 500 €
CHU-CLCC de Clermont-Ferrand 2 000 € 9 500 € 5000 € 59 000 € 78 500 € 33 000 € 464 500 €
CHU-CLCC de Caen 4000 € 5 500 € 3500 € 47 000 € 55 500 € 23500¢€ 348 000 €
CHU-CLCC de Dijon 2 000 € 8 500 € 17 000 € 65 000 € 100 000 € 41000 € 557 000 €
CHU de Brest 12 500 € 9 500 € 16 000 € 25000 € 74 000 € 31000 € 411 500 €
CHU-CLCC de Rennes 18 500 € 34 000 € 118 000 € 201 000 € 84 500 € 954 333 €
CHRU de Tours ; CH d’Orléans 7 500 € 30 000 € 81000 e 83 500 € 35 000 € 451 000 €
CHU-CLCC de Reims 8 000 € 18 000 € 47 000 € 65 000 € 25 500 € 369 500 €
CHU de Besangon 6000 € 22 000 € 40 000 € 61 500 € 26 000 € 410 500 €
CHU-CLCC de Rouen 11 500 € 38 000 € 85 000 € 97 500 € 41000 € 578 000 €
AP-HP 5 000 € 54 000 € 198 000 € 405 000 € 544 500 € 229 000 € 4109 500 €
Institut Curie ; CLCC de Saint Cloud ; CH de Versailles 2000 € 6 000 € 18 000 € 107 000 € 95 000 € 36 500 € 762 500 €
Institut Gustave Roussy 21500 € 3500 € 47 000 € 79 500 € 33 500 € 501 500 €
CHU-CLC C de Montpellier ; CH de Nimes 2 000 € 11 500 € 31 000 € 118 000 € 168 000 € 70 500 € 793 000 €
CHU de Limoges 6 500 € 9 000 € 25 000 € 41 000 € 17 000 € 215 000 €
CHU-CLCC de Nancy 9 500 € 21 000 € 94 500 € 113 500 € 47 500 € 601 500 €
CHU-CLCC de Toulouse 3500 € 12 500 € 34 000 € 118 000 € 116 500 € 49 000 € 1082833 €
CHRU-CLCC de Lille 14 500 € 40 000 e 178 500 € 183 000 € 7700 € 1599333 ¢
CHU-CLCC de Marseille 4000 € 19 500 € 21000€ 138 500 € 236 500 € 9
CHU-CLCC de Nice 15 000 € 6000 € 70 500 € 68 500 € 2
CLCC d’ Angers 11 500 € 8000 € 80000 € 49 000 € 2
CHU-CLCC de Nantes 2 500 € 26 500 € 46 000 € 57 000 € 102 000 € 4 2 1 9?3 UUU E
CHU d’Amiens 31000 € 75000 e 71 500 €
CHU de Poitiers 5 000 € 28 000 € B0 000 € 83 00D € 3 '
CHU de Grenoble 4 500 € 4000 € 40 000 € 95 000 € 40 <
CHU-CLCC de Lyon <4 000 € 25 500 € 80000 € 138 500 € 161 000 € &8 000 € €
CHU de Saint-Etienne 6 500 € 3000 € 35 500 € 30 000 € 13000 e 222'000 €
TOTAL 49 000 € 370 500 € 824 000 € 2 575000 € 3 369 500 € 1 381 500 € 21 973 000 €
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Updated results

e Impact on patients /outcomes?

Biomarqueurs
France

U SR

Reality of
bioguided
treatments?

Efficacy?
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Results

e Preliminary report
— 10,000 patients

EGFR act mut EGFR res mut
9.5% 0.8%

HER2 mut
0.9%

BRAF mut

ALK 1.7%
rearrangement PI13K mut )
3.7% > 6% Barlesi F et al,
15-18 April 2015, Geneva, Switzerland ASCO 2013 (#8000)
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Updated results

e Final cohort

— One full year of recruitment
— Data cut-off for analysis: Jul. 2014

— Median follow-up of #25 months

e_lcc ’

15-18 April 2015, Geneva, Switzerland Barlesi et al, submitted
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Updated results

e Final cohort

e_lcc s

Molecular analyses sent to the database
N=19,386

A J

Excluded, n=525

- Qut of recruitment time, n=403
- Other than NSCLC,n=103

- Other, n=19¢

Molecular analyses available
N=18,861

v

Treating physician missing, n=182

Molecular analyses considered
N=18,679

Corresponding patients
N=17,664

15-18 April 2015, Geneva, Switzerland
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Updated results

e Final cohort

15-18 April 2015, Geneva, Switzerland
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Expected results

e A local example of achievement
— Initial diagnosis during 2012-2013

— Stage IV ADC patients

e Molecular profile?
e Type of treatment?

e Qutcomes?

e_lcc ’

15-18 April 2015, Geneva, Switzerland Fournier C & Barlesi F (unpubllshed data)
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Expected results

e A local example of achievement
EGFR
— N=262 pts 11% HER2
1%

UNK/other
56%

o

B
ALK PIBK 5oy

> 10
elcc oo
o 15-18 April 2015, Geneva, Switzerland Fournier C & Barlesi F (unpubllshed data)
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Expected results

e A local example of achievement

< Driver w bioguided Rx
= — Driver w/o bioguided Rx
E 05 o —— No driver identified
?
T o4 - HR for OS=0.5
)
5 ,, | 95%Cl 0,3-0,9

d p=0.014

' 1 20 3 4'0

Time (months)

elcc ’
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Expected results

e A local example of achievement

No driver Driver w Bioguided Rx  Driver w/o bioguided Rx
N=150 (%) N=32 (%) N=79 (%)
Gender Men 75 37 65
Women 25 63 35
Age < 70yrs 72 81 75
> 70yrs 28 19 25
Smoking <10 PA 13 53 39
>10 PA 84 47 59
Comorbidities COPD 11 9 7
Diabetus 10 12 5
HTA 18 22 25
ECOG PS Oorl 75 94 68
2 13 3 16
3or4 9 0 13
| Brain mets + 47 44 40
e | § W W

15-18 April 2015, Geneva, Switzerland Fournier C & Barlesi F (unpubllshed data)
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Perspectives

e Biomarkers France versus LCMC?

e

No targeted
therapy

Targeted therapy

o
I
|

Survival Probability
o=
i

Mo driver
0.2
Log-rank P<.001

0 T
0 1 2 3 - 5

Years

\ZL A &

15-18 April 2015, Geneva, Switzerland
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Perspectives

e Biomarkers France: ancillary studies
— BRAF mutated pts
— KRAS mutated pts
— HER2 mutated pts
— ALK rearranged pts
— Pts w rare EGFR mutations
— Pts w double mutations
— Medico-economics

e_lcc ’
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Perspectives

e From the 2015’ routine testing (Lung cancers)

Lung EGFR activating mutations Afatinib, Erlotinib, Gefitinib
Nari-sg EGFR resistant mutations Clinical trials
NSCLC EML4-ALK transloc. Crizotinib, Ceritinib®
ROS1 rearrangement Crizotinib*
KRAS mutations Clinical trials
HER2 ex20 mutations Clinical trials
BRAF mutations Clinical trials, Vemurafenib*
MET amplification Crizotinib*
15-18 April 2015, Geneva, Switzerland £ ATU (#EAP); *, Acsés programs
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Perspectives

e To the 2017’ routine testing (Lung cancers)

INSTITUT
NATIONAL
pu CANCER

Appel a projets 2013

— NGS

— Liquid biopsies: ctDNA

Structuration du séquencage
de nouvelle génération
a visée diagnostique en cancérologie

? Action 21

elcc s
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Perspectives

e Biomarkers France #2
— NGS to be widely implemented in 2017

— More drugs available through the network of 2015’
certified phases | depts (CLIP?)

— Support will depend on the Biomarkers France #1

results

e_lcc ’
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Conclusions

* French NCI certified genetic centers
— Accomplish a great daily work for patients
— Evolve regularly (biomarkers, techniques)
— Are subject to several quality controls

e The updated results of Biomarkers France study
— Are still embargoed for OS

— A NGS Biomarkers France #2 study will be conducted

.ln case of encouraging results
elcc

15-18 April 2015, Geneva, Switzerland
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