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Les CBNPC mutés EGFR

Tissue Biopsy

A procedure that involves

Activité détaillée de génétique somatique dans le cancer du poumon en 2016

removing a piece of fissue
or a sample of cells from the Plateformes hospitaliéres de génétique moléculaire des cancers
body. Most patients require
a tissue biopsy as part of
their cancer diagnostic
work-up, but they can be
painful and invasive.

P

1 11 l: Nombre ' Pourcentage '@ Pourcentage @
Localisation Marqueur Année de d'altérations de tests non
patients moléculaires interprétables

Poumon Mutations BRAF 6.7

Common (classic) mutation

Poumon Mutations EGFR Rare mutation 6.2

Complex mutation

(NIIFCT

Poumon Mutations HER2 Co-mutations 6.8
Biomarqueurs France Poumon Mutations KRAS 2016 26889 28.7 6.2
89%, exon 19/21
(n=1837) Poumon Mutations PI3KGZA 2016
Poumon panel de mutations par NGS 2016 12987
Poumon panel de translocations par 2016 466
des techniques
multiparamétriques
Poumon Translocation ALK 2016 23434 3.1 1.6
Poumon Translocation ROS1 2016 17680 1.0 1.2

N

Données INCa 2016; Leduc C, Ann Oncol 2017, 28:2715



es CBNPC mutés

ONIFCT

Biomarqueurs France

89%, exon 19/21
(n=1837)

Exon 19
51%

Leduc C, Ann Oncol 2017, 28:2715
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Les CBNPC mutés EGFR

EGFRWT
Baseline

Shin, Korea, n=176
10.2%

Han, China, n=126

11.0%

During progression

Han, China, n=126
22.0%

EGFR mutated
Baseline

Heon, USA, n=100
19.0%

e Shin, Korea, n=138

More female and distant metastasis

27.5%

Han, China, n=108
More female and non smoker

27.0%

During progression
Heon, USA, n=100
35.0%

Han, China, n=108
44.0%

Heon S, Clin Cancer Res 2010, 16:5873Shin DY, JTO 2014, 9:195; Han G, Oncotarget 2016, 16:56998
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Les CBNPC mutés EGFR

2012 Regional compliance to reflex EGFR testing and 1st line EGFR-TKI treatment

169 (11,3%) EGFR-driven NSCLC on 1850 advanced NSCLC tested
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Swalduz A, Future Oncol 2019, 15:2139
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Research Article

For reprint orders, please contact: reprints@futuremedicine.com

Compliance to regional recommendations
for molecular analyses and management of
advanced lung cancer patients

Aurélie Swalduz*'?, Pierre-Jean Souquet’, Maurice Pérol, Denis Moro-Sibilot*®, Camille
Schiffler®, Sylvie Chabaud®, Yohan Fayet’, Muriel Rogasik’, Héléne Labrosse®, Fadila Farsi®,
Philippe Brun®, Chantal Decroisette™, Pierre Bombaron'', Pierre-Paul Bringuier'?,
Véronique Haddad", Fablen Forest', Michel Peoc’h™, Sylvie Lantuejoul® ", Florence de
Fraipont's, Isabelle Ray-Coquard®'* & Pierre Fournel'

Median time to first subsequent therapy

= Compliance to regional guidelines: 9.1 (95% Cl: 8.4-12.2)
— Non-compliance to regional guidelines: 2.5 (95% CI: 1.6-3.7)

HR: 0.23 (95% CI: 0.15-0.38)
Log-rank test: p < 0.0001
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ITK, puis chimiothérapie...




ITK, puis chimiothérapie...

Trial Trial design (phase, primary end point and Median follow-up Outcomes (ORR, median PFS and
treatment arms, including number of patients duration (months) median OS)
harbouring EGFR mutations)®
1stgeneration TKls SR gener o]
IPASS =1l 17 *71.2% versus 47.3%
*PFS sQ5 us 6.3 mo (HR 0.48; P < 0.001)
L (Geﬁtini 1.9 mo (HR 1.00; P=0.99)
n=
LB :ICI;S T KI - E G F R VS C T R 0.54; P=0.086)
- g’: o(HR 1.04)
WJTOG3405 . :;IF - b )
. 0.49; P <0.0001
_ @ <ORR:56-85% vs 18-47%
. EF (?I-FI{ I::).30; P P< 0.001))
+ Gé o 0.89; P=0.48
ol ¢ PFS:9.2-13.1 vs 4.6-6.9 mo.
OPTIMAL =1l
N o (HR 116 P=027)
« HR:0.16 to 0.58 T
ENSURE =1l
«PF Lo HR 0.34; PTOfOOI)
" * Better QoL and less toxicities R
EURTAC =1l
*PH . [HR0.37; P.< 0;0001)
m s - Cost-effectiveness o (R 1L0F=07
Second generation
LUX-Lung 3 =1l
" « OS: 19.3-34.8 vs 19.5-37.3 mo.

«PF o (HR 0.58: P=0.001)

= Afat mo versus 28.2 mo (HR

(n=1
ion: 33.3 mo versus 21.1 mo
(HR 0.54; P =0.002)
LUX-Lung 6 =1l 33 * 66.9% versus 23%

*PFS *11.0 mo versus 5.6 mo (HR 0.28; P < 0.0001)

= Afatinib (n = 242) versus cisplatin + gemcitabine »23.1 mo versus 23.5mo (HR 0.93; P=0.61)
(n=122)

Recondo G, Nature Rev Clin Oncol 2018, 15:694
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ITK, puis chimiothérapie...

LUX-Lung 3 and 6 brain metastasis efficacy by IRB

Outcome With Brain Metastases

Afatinib Cisplatin-pemetrexed
LUX-Lung3 n=20 n=15 p Value

ORR, n 14/ (70.0, 45.7-88.1)|  3/(20.0, 4.3-48.1) 0.0058
(%, 95% CI)

DCR, n 19 (95.0, 75.1-99.9) 12 (80.0, 51.9-95.7) 0.1986
(%, 95% Cl)

Afatinib Cisplatin-gemcitabine
LUX-Lung6 n =28 n=18 p Value

ORR, n 21|(75.0, 55.1-89.3)|  5|(27.8, 9.7-53.5) 0.0027
(%, 95% Cl)

DCR, n 25 (89.3, 71.8-97.7) 13 (72.2, 46.5-90.3) 0.1486
(%, 95% Cl)

Schuler M, JTO 2015, 11:380

A LUX-Lung 3 With Brain Metastases
25th Median 75th
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ITK, puis chimiothérapie, pour les mutations communes...

Trial Trial design (phase, primary end point and Median follow-up Outcomes (ORR, median PFS and
treatment arms, including number of patients duration (months) median OS)
harbouring EGFR mutations)®

1stgeneration TKls SR gener o]

IPASS =1l 17 »71.2% versus 47.3%
*PFS Q5 mn us 6.3 mo (HR 0.48; P < 0.001)
- (Gnejtini 1.9 mo (HR 1.00; P=0.99)

e, TKI-EGFR vs CT caser ~
(n .

wrrocsies - - EGFR-mutations

oo < ORR:56-85% vs 18-47%
*PF (HRO

_ @ .PFS:9.2-13.1vs4.6-69mo. [ °OnlydelT9andLESER

(Crctic s by ©Re mutations in almost all studies
o HR: 0.16 to 0.58 o

ROUE T o woq * Except, IPASS and LUX-Lung
" * Better QoL and less toxicities . _

EURTAC Wl ol 3 and 6 studies (r79om; L861Q;

= Afat
(n=1

"« Cost-effectiveness
mm LUX-Lung3 ::i'F\.\QS: 19.3-34.8 vs 19.5-37.3 mi/

(HR 0.54; P =0.002)

o (HR

QNQX; S768I; Exon 20 ins) /

o (HR 0.58: P =000T)
mo versus 28.2 mo (HR

ion: 33.3 mo versus 21.1 mo

LUX-Lung 6 =1l 33 * 66.9% versus 23%
*PFS *11.0 mo versus 5.6 mo (HR 0.28; P < 0.0001)
= Afatinib (n = 242) versus cisplatin + gemcitabine #23.1 mo versus 23.5mo (HR 0.93; P=0.61)
(n=122)

Recondo G, Nature Rev Clin Oncol 2018, 15:694



ITK ou chimiothérapie, pour les mutations rares...

Table 4 * Afatinib better than CT (1)

Response rates and survival outcomes from a post-hoc analysis of afatinib in patients with advanced lung adepdca|RRFaELl NIl IR G ET R ENCERTETE o]y
EGFR TKI (2)

| ° Osimertiinib efficacy (3)

ORR, DOR, Disease control Median PFS;

% months rate, % months
Group 1: point mutations and deletions 71 111 84 107”7 . Osimertinib authorizatioh 0 use sidered as responsive to
in exons 18-21 (n=38) or CT?2
Group 2: T790M alone or in 14 8.2 64 29 14.9 o The limited clinical activity seen in
combination with other mutations « Poziotinib (4) groups 2 and 3 is consistent with

(n=14) * TAK 788 (5) preclinical findings
Group 3: exon 20 insertions (n=23) 9 7.1 65 2.7 9.2

3 Median follow-up 19.2 months.

b Median follow-up 34.7 months. DOR = duration of response; NR = not reported; ORR = objective response rate; OS = overall survival; PFS = progression-free survival.
Reproduced with permission from Yang JC, et al. Clinical activity of afatinib in patients with advanced non-small-cell lung cancer harbouring uncommon EGFR mutations:
a combined post-hoc analysis of LUX-Lung 2, LUX-Lung 3, and LUX-Lung 6. Lancet Oncol. 2015 Jul;16(7):830-8. doi:10.1016/S1470-2045(15)00026-1 [43].

Masood A, Seminars in Oncology Epub September 2019;
1) Yang JC Lancet Oncol 2015,16:830; 2) Shen Y, Lung Cancer 2017,110:56; 3) Cho JH, J Thorac Oncol 2018,13:5344
4) Heymach J, J Thorac Oncol 2018, WCLC; 5) Neal J, J Thorac Oncol 2018, WCLC



Erlotinib=gefitinib, puis CT...

Therapeutic sequence

Sequence 1 100%

TKI 1st generation
Table |, 9-13 mo.

Chemotherapy  TKI (retrospective cohorts)
IMPRESS®?6), 5 mo. 2-4 mo.

Overall survival

= 19-36 months

Study name  Details of the study PFS (months) 0S (months) ORR (%)
CTONG 0901  Erlotinib [128] vs. gefitinib ~ 13.0 (erlotinib) vs. 10.4 22.9 (erlotinib) vs. 20.1 56.3 (erlotinib) vs.
[128]; EGFR-mutant; 66%  (gefitinib); ns (gefitinib); ns 52.3 (qefitinib):
in 1%-line; phase Il ns

Cadranel J, Ann Transl Med 2018, 6:57
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ITK de deuxieme vs ITK de premiere génération, puis CT...

Phase Ill/lIb trials evaluating 15t vs 2"d generation EGFR TKIs in 15t line treatment

Study name  Details of the study PFS (months) OS (months) ORR (%)

o LUX-Lung7 Afatinib [160] vs. gefitinib [11.0 (afatinib) vs. 10.9} [27.9 (afatinib) vs. 24.5] - No brain metastasis

[159]; EGFR-mutant; 1= | (gefitinib); P=0.017 (gefitinib); ns : glf%bc\e/r;e;ﬁct) ‘f/?rg cr:aadu:gstisgs

line; phase Ilb - Detrimental QoL
* Which place in the context

® ARCHER 1050  Dacomitinib [227] s 14.7 (dacomitinib) vs. 9.2) [ 34.1 (dacomitini) vs. 26.8 | | B RA
gefitinib [225]; EGFR- (gefitinib); P<0.0001 (gefitinib); P=0.0438 (dacomitinib) vs.
mutant; 1°-line; phase Il 72.0 (gefitinib);

ns

Karachaliou N, Transl Cancer Res 2019, 8:S23; Yang JJ, BJC, 2017, 116:568; Park K, Lancet Oncol 2016,17:577; Wu YL, Lancet
Oncol 2017, 18:1454; Mok T, J Clin Oncol 2018, 36:2244



CBNPC muteés pour ’EGFR, quelle séquence thérapeutique?

Therapeutic sequence

Sequence 1 100% 44-74% m
T

Kl 1t generation

Table I, 9-13 mo. Chemotherapy  TKI (retrospective cohorts)

IMPRESS®?9), 5 mo. 2-4 mo.
100%

TKI 2nd generation

LUX-Lung 7%, 11 mo. =~ =========————e———————————
ARCHER 105097, 15 mo. ~  ====m=m====——————————————

Overall survival

19-36 months

28 vs 25 months
34 vs 27 months

[Beyond progression

Oligometastatic progression, brain
\2-6 Mo. (retrospective cohorts)

ASPIRATION®?, 3 mo, ==========

~N
34 vs 23 months

J

Cadranel J, Ann Transl Med 2018, 6:57; *Reck M, Lancet Respir Med 2019, Epub
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CBNPC muteés pour ’EGFR, quelle séquence thérapeutique?

Comparison of pharmacokinetic characteristics of EGFR-TKI

Cost and availability

Adapted from Cadranel J, RMR 2018 cours du GOLF

Characteristics Gefitinib Erlotinib Afatinib
Type 1st generation, 1t generation, 2" generation,
reversible reversible irreversible
Target EGFR wt EGFR wt EGFR/HER2,4,(3) (and T790M)
MDT 800-1000 mg 150 mg 50 mg
Recommended dose 250 mg 150 mg 50 mg
Formulation - 25, 100, 150 mg 20, 30, 40, 50 mg
Biodisponibility 59% 76% 45-70%
Impact of food intake No increased abs. decreased abs.
Effect of gut pH reduced abs. reduced abs. No
Pharmacologic CYP CYP P-gp
interaction
Smoking effect No Yes No
Liver elimination 96% 90% 85%
=grade 3 toxicity 21-29% 17-45% 36-49%
Skin toxicity 66-78% 71-80% 88-95%
Diarrhea 39-58% 26-57% 81-89%
Hepatitis 61% 6-41% 20%




ITK, puis rebiopsie a la progression...

Bonefi PFS | otk
Toxicity/QoL :




ITK, puis rebiopsie a la progression...

Molecular resistance

{ No identification
[ AR mechanism

EMT ~1-2% ~15-20%
HER2 amplification
~8-13%
nggﬁ: BRAF ~1% A .
o MET amplification ~5% alone
20%) = ameTeer ’ ~40-55%
PIK3CA ~1-2%
EGFR
SCLC alone ~6% T790M
with EGFR target
SCLC with PIBK ~4% amplification
~10%
Other EGFR
point mutations
1-2%

Less frequent T790M selection in the CNS
More MET alterations (amplification, HGF expression)

alteration
~60%

How to detect (T790M) resistance mechanisms?

50% clinical sensitivity
(NGS, PD-L1)

Acquired resistance
to EGFR TKI

.

All pts undergo
biopsy, FDA-approved =
FFPE assay for T790M

—>» T790M+ —>» Third gen. EGFR TKI

—>» T790M- —>» Chemotherapy

h 70% clinical sensitivity

(NGS, gromagranine, enolase)

Acquired resistance
to EGFR TKI

|

T790M+ = Skip biopsy, start third gen. EGFR TKI
FDA-approved plasma ‘

assay for T790M and Biopsy, FDA approved T790M+ = Third gen. EGFR TKI

sensitizing mutations T790M- _)FFPE assay for TI90M ST R —

Camidge R, Nat Rev Clin Oncol 2014, 11:473; Oxnard GR, J Clin Oncol 2016, 34:3375; Chouaid C, Lung Cancer 2014, 56:170



Absence d’anomalie moléculaire, CT sans poursuite de I'lTK

IMPRESS Phase lll trial placebo controlled trial, 2" line treatment of EGFR NSCLC
After progression on gefitinib, Cis-Pem/Pem t Gefitinib, n=265

100 —— Gefitinib group A
----- Placebo grou
90 S
80 ©
g 2
= 70 =
2 e
S 601 o
g 2
u%: 50+ E
o o
g 40- £
o =
g 304 E
B 20 2
s SES Gefitinib plus CT
104 . 0.1 Placebo plus CT
HR 0-86 (95% Cl 0-65-1-13); p=0-27* Ak ey — —
0 T T T T T T 1 1 T 1 T 1 T T 1 T 1 T 1 1 T 1 T 1 T 1 T 1 1 T
0 b) 4 6 8 10 12 14 0 2 4 6 8 10.12 14 16 18 20 22 .24 26 28 30 32 34 36 38 40 42 44
_ Time since randomisation (months) Time From Random Assignment (months)
Number at risk No. at risk:
Gefitinib 133 110 88 40 25 12 6 0 ' '
Placebo 132 100 85 39 17 5 4 0 GefitinibplusCT 133 125 111 103 87 76 63 56 51 48 38 32 23 16 11 9 9 6 5 2 2 0 0
Placebo plus CT 132 130 119 108 101 93 84 77 66 61 57 45 36 26 22 20 13 7 4 3 3 1 0

Soria JC, Lancet Oncol 2015, 16:990; Mok T, J Clin Oncol 2017, 35:4025



Absence d’anomalie moléculaire, CTtbevacizumab et atezolizumab

IMpower 150 Phase lll trial, 15t line treatment of all comers NSCLC

Carboplatin paclitaxel plus becacizumab (BCP) or atezolizumab (ACP) or atezolizumab plus bevacizumab (ABCP)
Subgroup analysis in EGFR driven NSCLC after EGFR-TKI (n=123)

» Which proportion of

EGFR-positive mutation§{|
Number of patients
Proportion of patients with an objective response
Complete response
Partial response
Stable disease
Progressive disease
Median duration of response, months (range)

Number of patients with ongoing response at cutoff

Similar frequency of 23 grade toxicities, with increased proportion of irAE in ABCP vs ACP arm

T790M mutation after
Intention-to-treatpopulatity | TKI progression?

P FS Landmark progression-free survival (95% Cl)

34
(24.(70-6%; 95% C152:5-84.9)
2(5:9%; 95% C10.7-197)

22 (64:7%; 95% C1 46.5-803)
\_5(147% 95%CI50-311)
2(5:9%; 95% C10.7-197)

Progression-free survival (%)
L)
T

6 months 12 months 18 months
—— ABCP  69-7% (54-0-85-4) 42-4% (25-6-59-3) 257% (7-3-44-1)
— BCP  55.6%(411-70-1) 22-2%(10-1-34-4) 9-7% (0-0-19-5)

[ HR 0-61 (95% Cl 0-36-1-03) ]

Median 10-2 months
,,,,,,,,,,,,,,,,,,,,,,,,, (95% C17-9-15-2)

(111(28-18.0)

| 9(375%)

Reck M, Lancet Respir Med 2019, Epub

40| Median 6-9 months i
% 7-8.5) 1
ACP group BCP group 2 e
10+
S e s s s I S e R N S AL
01234567 89101112131415161718192021222324252627282930
Time since randomisation (months)
ratrisk
45 43 ABCP 3433312928252323211817141312 8 8 4 4 4 42 1 1 1
BCP 454543413934252221151111109 6 5 43 2 222 2 1 1
16 (35:6%; 95% C121:9-512) 18 (41:9%; 95% C1 27-0-57-9)
1(2:2%; 95% C10-1-11.8) 0 oS
15 (333%; 95% C120-0-49-0) 18 (41-9%; 95% CI 27-0-57-9) .
l\__‘?‘ku_*\ Landmark overall sur‘:valm::ﬂ) -
21 (467%1 95% a 317-621) 19 (442%1 95% a 291—601) 1 H\L‘.'_:.“\ — ABCP (l::::x(:ss 730) lsa-msvl-ssél :;::zs&m)
80+ "“"{t‘:}‘ o —BP  606%(557-654) 423%(371-475) 355%(298-413)
6 (13-3%; 95% C15:1-26-8) 3(7-0%; 95% C1 1-5-19-1) 2" " ﬂ\f\\ K076 65K 1063.09%)
) [ 56@6152) 47 (26-135) ; . e e
“1 “""““.m—\." hy W‘b“lll
) | 3(188%) 0 » e
EEEEREEEEX) ]:',o["::l:"; 11'73“1‘4 15 16 17 18 19 z‘om:':jj;:ll;) %576 27 28 29 30 31 32 33 34

ratrisk

ABCP 400 380367 361 351 347 333 320308 297288 281265244 208185162 147130112 93 73 62 45 38 32 18 10 2 2 2
BCP 400388 376 366 344 335 317 303 293 278 255 241 233209 180154139 123104 90 78 68 51 41 36 27 15 6 3 1 1 1 1
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Transformation en CBPC (¥T790M), platine plus étoposide

Retrospective cohort of Small Cell Lung Carcinoma — post-EGFR TKI and de novo, in EGFR driven NSCLC

Characteristics Total (n=67) Therapy Received No. (%)

Age, years old 56 (27-87) Received before transformation to SCLC n = 58

Female/Male, % 57/43 ORIGINAL ARTICLE

White/Asian/Others, % 49/42/9 . .
Concurrent RB1 and TP53 Alterations Define

N ker/smoker, % 73/27 .

o SOt a Subset of EGFR-Mutant Lung Cancers at risk
Pl - for Histologic Transformation and Inferior Clinical
* de novo SCLC 13 Outcomes
Del19/L858R/others, % 67/24/12
de novo T790, % 3 Michael Offin, MD,® Joseph M. Chan, MD, PhD,® Megan Tenet,® Hira A. Rizvi

TABLE 3. Frequency of Common Mutations WithWCell Lung Cancer Cases, Checkpomt inhibitor 4
by Testing Method p < Cytotoxic chemotherapy 21 (36)
Genotyping Platform TP53 RB1 PIK3CA

All assays 38/48 (79) 1831 (58) | 14/52 (27) Platinum-doublet regimens 20 (34)
Allele-specific PCR L 2/8(25) - y 3/8 (38) Bevacizumab 9 (16)
NGS 32/35 (91) 15/26 (58) 11/39 (28)

Whole-exome sequencing 3/4 (75) 3/4 (75) 0/4 (0)

Unknown 1/1 (100) 0/1 (0) 0/1 (0)

Lee JK, J Clin Oncol 2017, 35:3065; Marcoux N, J Clin Oncol 2018, 18:278; Offin M, JTO Epub May 2019




Transformation en CBPC (¥T790M), platine plus étoposide

Retrospective cohort of Small Cell Lung Carcinoma — post-EGFR TKI and de novo, in EGFR driven NSCLC

Therapy Received (%)
Cytotoxic chemotherapy 63 (97)
@ Platinum-etoposide 53 (82)

Other platinum-combination 7(11)
@ Taxane 21 (32)
Campthotecin (topotecan, irinotecan) 12 (18)
Temozolamide 4 (6)
EGFR TKI (combined with CT) 34 (52)
Checkpoint inhibitor 17 (26)
PD-1 or PD-L1 monotherapy )

Ipilumumab plus nivolumab

1.0
] . Median, 3.4 months
0.9 5 95% Cl, 2.4 to 5.4 months
0.8
. . Median, 2.7 months
= 0.7 1 95% Cl, 1.3 to 3.4 month
S 0.6
S ]
S 0.5 OR=54%
= ]
P 0.4 3
. ]
o- 0.3
] OR=50%
0.2
0.1 4

01 2 3 45 6 7 8 9 1011 12 13 14 15
Time (months)

No. at risk:

Platinum- 48 43 32 24 21 19 11 7 3 1 1 1 1 1 o o0
etoposide

No. at risk:
Taxanes 17 15 9 5 2 2 0 0 0 O O O O O o0 O

1.0

0.9 = Qverall survival

Median, 31.5 months

0.8 95% Cl, 24.8 to 41.3 moni

E 0.7 = Time to transformation
= Median, 17.8 months
= 0.6 95% Cl, 14.3 to 26.2 mon!
S 05
=
— 04
(7¢)
© 03
0.2
0.1
0 10 20 30 40 50 60 70 80 90
Time (months)
No. at risk:

Overall survival 67 59 49 26 15 6 1 1 1 0
Time to transformation 58 46 28 18 7 2 1 0 0 0

Jiang SY, Medicine 2016, 95:1; Lee JK, J Clin Oncol 2017, 35:3065; Marcoux N, J Clin Oncol 2018, 18:278
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Amplification de MET (¥T790M)?

MET TKI
French retrospective cohort of EGFR NSCLC with MET alteration after TKI 2] |
Tested for MET IHC 3+ and/or FISH amplification 18 |
: |
. . >
ClinicalTrials.gov . .
identifier Phase; population Treatment Status
NCT02468661 Phase I/ll; EGFR TKIl-pretreated; c-MET Erlotinib + INC280 (capmatinib; c-MET Recruiting
amplified inhibitor) vs. chemotherapy (phase ll)
NCT01610336 Phase IB/Il; EGFR TKI-pretreated; c-MET Gefitinib + INC280 Ongoing, not
amplified recruiting
NCT02374645 Phase |Ib; EGFR TKIl-pretreated; c-MET Gefitinib + volitinib (c-MET inhibitor) Ongoing, not
amplified recruiting
NCT01982955 Phase Ib/ll; EGFR TKI-pretreated; c-MET Gefitinib + tepotinib (c-MET inhibitor) Ongoing, not
amplified and T790M negative recruiting

MET, mesenchymal-to-epithelial transition; MET, MET proto-oncogene receptor tyrosine kinase; PFS, progression-free survival; TKI, tyrosine kinase inhibitor; cfDNA, cell-free DNA.

Baldacci S, Oncotarget 2017, 8:107103; York E, JTO 2017, 12:€86; Kang J, JTO 2017, 13:€50; Deng L, JTO 2018 Epub

September; Karachaliou N, Transl Cancer Res 2019, 8:S23



=~ 40-60%

Identification de la mutation T790M, osimertinib

Phase | and Il trials of osimertinib in T790M resistant EGFR NSCLC after progression on EGFR-TKI

lowy ooy AABOTSE AR ows sl Posed R
RR (%) 61 [48-74] 61 [54-68] 71 [64-67] 66 [61-71]

DR (months) 9.7 [8.3-NR] NR 7.8 [7.1-NR] NR [8.3-NR]

DR up to 6 months (%) 72 [54-84] 83 [74-89] 75 [65-82] 78 [72-84]

DCR (%) 95 [86-99] 90 [85-94] 91 [87-95] 91 [88-94]

PFS (months) 11 [7-15] NR [8.1-NR] 8.6 [8.2-9.7] 9.7 [8.3-NR]

Gonzalez-Larriba, TLCR 2017, 6:S21



=~ 40-60%

Identification de la mutation T790M, osimertinib

AURA 3 Phase lll trial osimertinib vs platinum pemetrexed, 2" line treatment of EGFR NSCLC
All patients with T790M mutation after 15t line EGFR TKI, amendment for osimertinib cross-over

A Patients in Intention-to-Treat Population

Median Subgroup No. of Patients Hazard Ratio (95% Cl)
1.0+ No.of Progression-free  oyecral 419 g
z Patients Survival Cox proportional-hazards model —e— E 0.37 (0.29-0.48)
é mo {95% q) Log-rank test —— 1 0.30 (0.23-0.41)
'9 0.8— . - ace i
\ . 0“'“"‘":: i:g lgi (i';';zs-” Asian 274 —— | 032 (024-044)
_ ‘“l\ Osimertinib tinum-pemetrex 4 (4.2-56) Non-Asian 145 o | 0.48 (0.32-0.75)
Sex :
g § 0.6- Hazard ratio for disease progression Male 150 - 1 043 (0.28-0.65)
5 or death, 0.30 (95% CI, 0.23-0.41) Female 269 ——— ' 0.34 (0.25-0.47)
‘8 v B P<0.001 Age at screening i
> 0.4 \ <65 yr 242 —_— | 038 (0.28-0.54)
= ! =65 yr 177 B — | 0.34 (0.23-0.50)
3 ' EGFR-TKI-sensitizing mutation i
_ g T8 . status before start of study '
0 02 il ool Better QoL and less toxicities Exon 19 deletion 279 ——— | 034 (0.24-0.46)
L e L858R 128 ' 0.46 (0.30-0.71)
Duration of previous EGFR-TKI therapy E
0.0 T T T T T ] <6 mo 24 i NC
0 3 - 9 12 15 18 =6 mo 395 — i 0.39 (0.30-0.51)
CNS metastases )
Month Yes 144 - ! 0.32 (0.21-0.49)
No 275 ——— | 0.40 (0.29-0.55)
No. at Risk Smoking history E
e Yes 136 s 1 0.40 (0.27-0.62)
Osimertinib 279 240 162 88 50 13 0 NG 283 — ! 036 (0.26-0.49)
Platinum- 140 9 4 17 7 1 0 01 02 03 04 0506 08 10

pemetrexed
Mok TS, N Engl J Med 2017, 16:376



=~ 40-60%

Identification de la mutation T790M, osimertinib

AURA 3 Phase lll trial osimertinib vs platinum pemetrexed, 2" line treatment of EGFR NSCLC
All patients with T790M mutation after 15t line EGFR TKI

100 - 0.5 - Osimertinib
Platinum-pemetrexed Sl — — Non-CNS progression
o)
@ 80 - 0.4 ] e Death
ué_ = Platinum-pemetrexed
o X £ CNS progression
‘o — 60 - = 0.3 | —— Non-CNS i
i a i S 1 on- progression
L > © e . Death
(e £ ool
g = 40 £ 0.2 J ’
= . !
céa I o
o 20 ¢ ]
T :
0 3 6 9 12 15 18 6 9 12 15
Time Since First Dose (months) Time (months)
No. at risk
Osimertinib 75 53 27 15 5 2 0
Platinum-pemetrexed 41 23 6 2 1 0 0

Wu YL, J Clin Oncol 2018, epub July



" o
CBNPC muteés pour ’EGFR, quelle séquence thérapeutique?

Stage IV NSCLC
(age <75 year/old, PS <2, no comorbidity)

Common EGFR mutation

1L EGFR-TKI
gefitinib, erlotinib, afatinib

|

=%9

Diffuse progression
plasma and/or tissue biopsies

|

T790M-/ADC SCLC
platinum doublet (T790M + or -)
* bevacizumab ddp etoposide

Pharmacology? Oligo-progression

Other alteration
TK, trials

increase dose TKI T790M+
change TKI beyond progression osimertinib

T790M-/ADC

Carbo-placlitaxel
+ beva + atezo

Planchard D, Annales Oncol 2018, 29:192; Planchard D, Annales Oncol 2019, Epub
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CBNPC muteés pour ’EGFR, quelle séquence thérapeutique?

Therapeutic sequence Overall survival

TKI 1%t generation

------------------------------------------- — o
. Table I, 9-13 mo. Chemotherapy  TKI (retrospective cohorts) 19-36 months
- TKI 15t generation IMPRESS®9), 5 mo. 2-4 mo.
100%
TKI 2nd generation
ChemOtherapy LUX-Lung 7118, 11 MO. = = e e e e e o o o e e -+ 28 vs 25 months
ARCHER I05007 A5 M0, 0 o o' o o o i o e i e e e s o -+ 34 vs 27 months
nd i
B TKI 2 generation e
. . Beyond progression
- Osimertinib AASPIRATIONCTL ey, oo s e s e s e i » 34 vs 23 months
Oligometastatic progression, brain
2-6 mo. (retrospective cohorts) = = —mmmm———c————————— > ?
( IMpower 150", 10 MO. mmemcccc——————————————— > ?\
ABCP, T790M?
<50%
Sequence 2 s — ?
TKI 37 generation, T790M+ u
AURA 32, 10 MO,  —memcemccccccce—————————— > 7
\§ J

Cadranel J, Ann Transl Med 2018, 6:57; *Reck M, Lancet Respir Med 2019, Epub



Osimertinib ou ITK 1¢¢ génération en 1¢' ligne?

0 272 TS Ty of progression
Resistance mechanisms

Toxicity/QoL




Osimertinib ou ITK 1¢¢ génération en 1¢' ligne?

FLAURA Phase lll 15t line treatment, osimertinib vs gefitinib/erlotinib
Advanced NSCLC, common EGFR mutation, double blind, amendment for osimertinib cross-over

A Progression-free Survival in Full Analysis Set

No. of Median Progression-free Survival
Patients (95% Cl)
mo

Osimertinib 279 18.9 (15.2-21.4)
Standard EGFR-TKI 277 10.2 (9.6-11.1)
[Hazard ratio for disease progression or deathj

0.46 (95% Cl, 0.37-0.57)
P<0.001

1.0+

0.8

0.6
Osimertinib

Probability of Progression-free
Survival

0.4
0.2
Standard EGFR-TKI
OO 1 1 | | | | | | 1
0 3 6 9 1:2 15 18 21 24 27
Month
No. at Risk

Osimertinib 279 262 233 210 178 139 71 26 - 0
Standard 277 239 197 152 107 78 .37 .10 2 0
EGFR-TKI

Soria JC, N Engl J Med 2018, 378:113

Subgroup

Overall
Log-rank test: primary analysis
Cox proportional-hazards model
Sex
Male
Female
Age at screening
<65 yr
=65 yr
Race
Asian
Non-Asian
Smoking history
Yes
No

Known or treated CNS metastases at trial entry

Yes
No
WHO performance status
0
1
EGFR mutation at randomization
Exon 19 deletion
L858R

EGFR mutation by circulating tumor DNA

Positive
Negative
Centrally confirmed EGFR mutation
Positive
Negative

No. of
Patients

556

206
350

298
258

347
209

199
357

116

228

327

349
207

359
124

Hazard Ratio for Disease Progression or Death (95% Cl)

b1 |HIMI| I; IRIRL

T AL
02 0304 06 10

2.0

Osimertinib Better

Standard EGFR-TKI Better

0.46 (0.37-0.57)
0.46 (0.37-0.57)

0.58 (0.41-0.82)
0.40 (0.30-0.52)

0.4 (0.33-0.58)
0.49 (0.35-0.67)

0.55 (0.42-0.72)
0.34 (0.23-0.48)

0.48 (0.34-0.68)
0.45 (0.34-0.59)

0.47 (0.30-0.74)
0.46 (0.36-0.59)

0.39 (0.27-0.56)
0.50 (0.38-0.66)

0.43 (0.32-0.56)
0.51 (0.36-0.71)

0.44 (0.34-0.57)
0.48 (0.28-0.80)

0.43 (0.34-0.54)
NC (NC-NC)

1
10.0



Osimertinib ou ITK 1¢¢ génération en 1¢' ligne?

FLAURA Phase lll 15t line treatment, osimertinib vs gefitinib/erlotinib
Advanced NSCLC, common EGFR mutation

Table S7. Most common possibly causally-related adverse events (as assessed by the investigator) reported in at least 10% of
patients treated with osimertinib or standard EGFR-TKI

Adverse events by Osimertinib (n=279) Standard EGFR-TKI (n=277)
preferred term*
Any Grade1 Grade2 Grade3 Grade4 Any Grade1 Grade2 Grade3 Grade4
grade grade
Number (percent)
rRashes and acnes™ 152 (54) 125 (45) 24 (9) 3(1) 0 205 (74) 105(38) 81 (29) 19 (7) 0 ]
Diarrhea 138 (49) 105(38) 27 (10) 6 (2) 0 142 (51) 105(38) 31 (11) 5(2) 0
Dry Skin' 93 (33) 80 (29) 12 (4) 1(<1) 0 92 (33) 70 (25) 19 (7) 3(1) 0
Paronychia' 91 (33) 48 (17)  42(15) 1(<1) 0 84 (30) 52 (19) 30 (11) 2(1) 0
Stomatitis 69 (25) 57 (20) 11 (4) 1(<1) 0 45 (16) 36 (13) 8(3) 1(<1) 0
Decreased appetite 33 (12) 15 (5) 13 (5) 5(2) 0 29 (10) 16 (6) 11 (4) 2(1) 0
Pruritus 43 (15) 36 (13) 6(2) 0 0 38 (14) 26 (9) 12 (4) 0 0
ﬁspartate 22 (8) 15 (5) 5(2) 2(1) 0 57 (21) 31 (11) 16 (6) 10 (4) 0
aminotransferase
elevation
Alanine 17 (6) 11 (4) 5(2) 1(<1) 0 62 (22) 23 (8) 16 (6) 19 (7) 4(1)
aminotransferase
\elevation

Soria JC, N Engl J Med 2018, 378:113;, Ramalingam S, ESMO 2019
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Osimertinib ou ITK 1¢r¢ génération en 1¢ ligne?

Patients remaining on study treatment

FLAURA Phase lll 15t line treatment, osimertinib vs gefitinib/erlotinib 0 1
Advanced NSCLC, common EGFR mutation 1
g
) * What will be the results g
Overall survival S e e i g1
2 w0
1.0 —hs 2
Median OS, months (95% CI) 54
09 - — Osimertinib 386 (345, 418) g R
g — Comparator EGFR-TKI 31.8(26.6, 36.0) £ 4
o8 | M; HR (95.05% Cl) 0.799 (0.641, 0.997); p=0.0462 10 1
|
g i P 321 deaths in 556 pafients at data cut-off: 58% maturity — 24 months
© I |
= | !
§ 0.6 - | : Time to first subsequent treatment*
1
% : : i 11): — Osimertinib (n=279)
g 05 _ i i i g ] = Comparator EGFR-TKI (n=277)
"6 : : . g 07
2 04 - i ! !
= ! ! !
.g : | | E
[ 0.3 - ] i I & o
o 1 ! | 2 03
! ! !
0.2 : | l N
! ! | "
0'1_ E i i ”“‘M91001215111'.:&:1173‘17(3;“::9&45“51
1 ] | Osimertinid 279 271 255 235 212 185 166 157 136 125 112 100 90 79 S5 3 9 0
! E i Comparator EGFR-TKI 277 249 222 195 153 123 96 76 58 45 39 35 31 28 18 10 5 0
0.0 T T T i T T T T T T T T T T T T T 1 : y
0 3 6 9 12 15 18 71 24 27 30 33 36 39 42 45 48 51 54 Time to first subsequent therapy or death  Events Median, months (95% CI)
Osimertinib 194 255(22.0,29.1)
Time from randomisation (months) s
No. at risk Comparator EGFR-TKI 242 13.7(12.3,15.7)
Osimertinib 219 276 270 254 245 236 217 204 193 180 166 153 138 123 8 50 17 2 0
Comparator EGFR-TKI 77 23 252 239 29 205 182 165 148 138 131 121 110 101 72 40 17 2 0 [ e i ]

Ramalingam S, ESMO 2019



Osimertinib ou ITK 1¢r¢ génération en 1¢ ligne?

* only 31% of pts from SOC arm on

FLAURA Phase Il 15t line treatment, osimertinib vs gefitinib/erlotinib A G g bl ,
Advanced NSCLC, common EGFR mutation , 9 Wil 6 i) -t THEU] 2t pregleesien (2:2)

Overall survival subgroups analysis Subsequent therapy after progression

Subgroup e Favours osimertinib Favours comparator EGFR-TKI HR 95% CI

Overall (n=556)
Log-rank (primary) Bt 0.799 0.641, 0.996
Unadjusted Cox PH e 0.789 0.634,0.983

Se! —_
I)J(Iale (n=206) [ o] 0.794 0.554,1.135 X
Female (n=350) 0.786 0.595, 1.037 ep

Age at screemng29 ‘qé;
<65 years (n=298) 0.723 0.539, 0.969 =
265 years (n=258) 0.873 0.627,1.215 a

Race

[ Asian (n=347) 0.995 0.752,1.319

———
Non-Asian (n=209) —— ] 0.542 0.378,0.772
* |
—e—
—_——
e
*
P @]

Smoking history i )
ﬁ"ﬁ}?’ * Del 19 having a 75% likehood to
0 (N= -
CNS metastases atral sntry devglop_ a T790M muta_tlon (1)
Y:s((n-ﬁs) * Is it driven by prevention of T790M 5 b . — : 5 —
n=440 simertini eceive omparator eceive
WHO performance status occurrence in del19 populatlon’? (n=279) (n=133) EGFR-TKI (n=180)
0 (n=228 (n=27T7)
L 1""327 ° 535 . 913 Patient disposition
EGFR mutation at randomisation* / ) ) )
Ex19del (n=349) ——i 0.679 0.509, 0.904 B Received first subsequent (second-line) anticancer treatment
LB58R (n=207) —— 0.996 0.708, 1.404 B No subsequent anti-cancer treatment
EGFR mutation by circulating tumour DNAT ;
Positive (n2359) 2 —e— 0773 0.601,0995 B il on study treatment
Negative (n=124) I & 1 0.719 0.374,1.359 First subsequent (second-line) anticancer therapies
] 1 1 1 rmrriri 1 1 1 L *
01 02 03 04 06 08 10 20 10 Il Other . .
HR for death (35% C) M Cytotoxic chemotherapy
[ Osimertinib

B EGFR-TKI containing regimen, other than osimertinib

Ramalingam S, ESMO 2019; 1) Jenkins L, JTO 2017, 12:1247; 2) Ramalingam S, AACR 2018; 3) Gray JE, ESMO 2019




Traitement des CBNPC mutés EGFR
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CBNPC muteés pour ’EGFR, quelle séquence thérapeutique?

Therapeutic sequence Overall survival

TKI 1%t generation

------------------------------------------- > B
Table I, 9-13 mo. Chemotherapy  TKI (retrospective cohorts) 19-36 months
- TKI 1St generatlon IMPRESS®?9, 5 mo. 2-4 mo.
100%
TKI 2nd generation
Chemotherapy DT e G gy, om0 S + 28vs 25 months
ARCHER 10507, 15 MO. == e e e e e e e e e e e e e e = 34 vs 27 months
B 7K 27 generation 100%
. L. Beyond progression
- Osimertinib ASPIRATION®, 3 MO, ========rmee=— e —————————— » 34 vs 23 months
Oligometastatic progression, brain
2-6 mo. (retrospective cohorts) = emmeccccccc———————— P
/ IMpower 150, 10 MO. mmemccc——————————————— > 7 \
ABCP, T790M?
Sequence 2 100% 45% -E? I ?
TKI 3rd generation, T790M+ u
? AURA 320, 10 MO0. =eemcccccccccccccccce———— > ?
|
Sequence 3 100% %
TKI 3rd generation

\ FLAURA®S), 19 MO. = e e e e e e e e o e e e e e e e -+ 38.6 vs 31.8 months

Cadranel J, Ann Transl Med 2018, 6:57; *Reck M, Lancet Respir Med 2019, Epub
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CBNPC muteés pour ’EGFR, quelle séquence thérapeutique?

Factor of choice Sequential therapy Osimertinib upfront
Availability and cost Favored Unfavored

Level of proof Many trials/clinical experience FLAURA phase Il trial
PFS Unfavored Favored

0s Unfavored Favored

Brain efficacy Unfavored Favored
Tolerance Unfavored Favored

Need tissue/liquid rebiopsy Yes No
Resistance mechanisms Complex Highly complex
Futility of previous TKils No Yes

Impact on compliance to Difficult Easier?

recommandations




Traitement des CBNPC mutés EGFR

A new paradigm?

X
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Traitement des CBNPC mutés EGFR

CNS progression vs oligo vs systemic progression

Oncogenic dependent mechanisms
Resistance Non oncogenic dependent mechanisms
by plasma or tissue biopsy

TKI A TKI B L evrnanennnde TKi “n” T R
- q A T 3¢ . *Bevacizumab
First generation Second generation Next generation +ICl

Beyond progression
Loco-regional treatment

Decreased oncogenic dependency

Increased tumor heterogeneity




Traitement des CBNPC mutés EGFR

Osimertinib vs erlotinib/gefitinib post progression molecular alterations in pre- and post-TKI plasma specimens
FLAURA trial, NGS Guardiant360 assay (73 genes)

[ Erlotinib/gefitinib (n=129) : T790M=50% ]

[ Osimertinib (n=91) : unknown=50% ]

Acquired T790M: 47%

-#
HER2 amplification: 2% MMM  MET amplification: 4% Sadheiaey ECEN wistione HER2 amplification: 2% (AL
Other EGFR mutations® 1% P ’ CCDCB-RET: 2% MET amplification + TT90M: 2% | DARIR. 4% 17100 DTS 18, HER2 mutation: 1% SPTBNI-ALK: 1%
PIK3CA mutations: 3%! BRAF D594N: 1%
KRAS G12C: 1%
@ NRAS G12D: 1%

MET amplification: 15%

PIK3CA mutations: 7%

BRAF mutations (VBOOE): 3%

KRAS mutations (G12DIC, A146T): 3%

<
<>

///L{ D) Cell oyce gene alteratons _ERK :
4
T790M predominant mechanism

CDK4/6 amps: 5%

T790M plasma monitoring
More indolent disease

No predominant mechanism
No occurrence of T790M mutation
Osimertinib effective in T790M resistance

Complexity of resistance mechanisms
More aggressive disease?

Ramalingam, AACR 2018
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Traitement des CBNPC mutés EGFR

(15”8 Combotherapy to prevent or delay resistance

90
1 COUNCIL
80 = o] :". -
@ 100
= 70 - .
= | ulture Negative —o
= .
o 60 o
- ' Mo 6 mo 3
c c
] 50 o
s, -
2 - 10* 8 A%
7] n
2 1 2 o
b= 30 S
3
- 20
g L] L] L] L) L)
107 1ins (assessments 0O 20 40 60 80 100 120 140
o-l

Time (days)

Months of treatment

Mitchison DA, Am J Respir Crit Care Med 2005, 171:699-706;, ATS/CDC, Am J Respir Crit Care Med 2003,167:603-662
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Traitement des CBNPC mutés EGFR

Adaptated therapy to resistance mechanisms VS. Combotherapy to prevent or delay resistance

Kinase inhibitor
{erlotinib, gefitinib

B i Stage IV lung carcinoma with EGFR-activating mutation

Chemotherapy
directed against
SCLC (cisplatin
and etoposide)

J_ PS 0-2 [I, A]
PS 3-4 for all following options [lll, A]

Monoclonal antibody /l/

(cetuximab, panitumumab)

. Histologic
transformation (4%)

(e.g., EMT, SCLC)

41 Gefitinib [I, A]
S Erlotinib [1, A]

Impairment of apoptotic
pathway (e.g., BIM)

Accessory pathway activation (~20%) +/- bevacizumab [“, B, MCBS 3]a
4 = MET amplification .
Target modification (~60%) I—l « HER2 upregulation Afatinib [l, A]
* EGFR S492R mutation = EGFR T790M mutation Mechanism? = KRAS T
— Dacomitinib [l, A]®
T T T Osimertinib [I, A; MCBS 4]
B e  —" S Gefitinib/carboplatin/pemetrexed [l, B]
panitumumab specific inhibitors chemotherapy fargeted agents =
for cetuximab (CO-1686 or AZD9291) or clinical trial E >
or combination of of experimental 0 |
afatinib and cetuximab therapy % Disease prOI'eSSion

Chong CR Nature Med 2013, 19:1389; Planchard D, Annales Oncol 2018, 29:192; Planchard D, Annales Oncol 2019, Epub
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Traitement des CBNPC mutés EGFR

« Patients fit for anti-angiogenic therapy
» Additional toxicity

* Preserve T790M emergence?

Phase lIb/lll trials, 1st-line EGFR-TKI\vs EGFR-TKI plus anti-angiogenic combination in EGFR NSCLC
Author Population Mutation n Combo TKI OR (%) PFS (mo.) HR [95% CI] OS (mo.) HR [95% CI]

“ All common 553 \Osimertinib E/G | 80/76 18.9/10.2 0.46 (0.37-0.57) 38.6/31.8 0.799 (0.64-0.99)
\
Asia common 152 E+Beva E 69/63 16.0/9.7 0.54 (0.36-0.79) 47.0/47 .4 0.81 (0.53-1.23)
Asia common 224 E+Beva E 81/74 16.9/13.3 0.61 (0.42-0.88) - -
All common 449 E+Ramu E -/- 19.4/12.4 0.59 (0.46-0.76) - -

E: erlotinib; G: gefitinib; A: afatinib; Beva: bevacizumab; Ramu: ramucirumab; CaPm-PM: carboplatin pemetrexed and pemetrexed maintenance in eligible patients;. *
Phase llb trial.

Soria JC, N Engl J Med 2018, 378:113; Seto T, Lancet Oncol 2014, 15:1235; Yamamoto N, ASCO Chicago 2018; Saito H, Lancet
Oncol 2019, Epub; Nakagawa K, Lancet Oncol 2019 Epub October; Ramalingam S, ESMO 2019
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Phase lIb/lll trials, 15t-line EGFR-TKI vs EGFR-TKI platinum-pemetrexed doublet in EGFR NSCLC

Author Population Mutation n Combo TKI OR (%) PFS (mo.) HR [95% CI] OS (mo.) HR [95% CI]

“ All common 553 \ Osimertinib | E/G | 80/76 18.9/10.2 0.46 (0.37-0.57) 38.6/31.8 0.799 (0.64-0.99)

Asie common 342 | G+tCaPm-Pm | G 84/68 20.9/11.2 0.49 (0.39-0.63) 52.2/38.8 0.70 (0.52-0.93)
India gosrgrgon’ 350 | G+tCaPm-Pm | G 75/68 16.0/8.0 0.51 (0.39-66) | NR(24mo)-17 | 0.45 (0.31-0.65)

E: erlotinib; G: gefitinib; A: afatinib; Beva: bevacizumab; Ramu: ramucirumab; CaPm-PM: carboplatin pemetrexed and pemetrexed maintenance in eligible patients;. *
Phase llb trial.

Soria JC, N Engl J Med 2018, 378:113; Nakamura A, ASCO Chicago 2018; Noronha V, J Clin Oncol 2019, Epub, Ramalingam S,
ESMO 2019
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Essai de phase Il

Doublet de platine 4,6-6,9 mo.

EGFR-ITK 1ére

19,3-38,8 mo. (8 études) >

19,5-35,5 mo. (8 études) > NS vs. doublet de platine

Dacomitinib 14,7 mo. 34,1 mo. HR: 0,76 (0,58-0,99), p=0,04
(vs. géfinitib)
Osimertinib 18,9 mo. 38,1 mo. HR: 0,799 (0,641-0,997), p=0,0462

(vs. erlotinib/géfitinib)

Erlotinib+bevacizumab 16,0-19,4 mo.
Erlotinib+ramucirumab
(vs. erlotinib)

Géfinitib+carboplatin/ 16.0-20.9 mo

47,0 mo. (2 études+1 phase Il) NS vs. Erlotinib (Phase I1)

HR: 0,70 (0,52-0,93), p=0,013
HR: 0,45 (0,31-0,65), p=0,0001

pemetrexed-pemetrexed

52,2-NR mo. (2 études)

(vs. géfitinib) T T T

0 10 20

v

30 40 50

Survie sans progression/Survie globale (mois)

Cadranel J, Cours du GOLF 2019
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Osi? Chemotherapy

Afa? Osi?

MEK inh
MET inh

1stgen. Metformine
TKis

or
Osimertinib

Anti-
angiogenic

Immunotherapy
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= Améliorer I'identification des CBNPC mutés EGFR
m La premiere ligne de traitement doit comporter un ITK-EGFR

m L’essai FLAURA positionne I'osimertinib en 1¢'¢ ligne de
traitement

Les mécanismes de résistance de I'osimertinib en 1¢ ligne doivent
étre mieux connus... biopsies liquides *tissu

m La place de I'association carboplatine, paclitaxel,
pevacizumab, atezolizumab reste a definir

m La place des combinaisons théerapeutiques en premiere doit
étre définie







