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i) Liens d’ intérets

Participation congres : MSD, Pfizer, Pharmamar,
Astrazeneca, Janssen
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Takeda, Sanofi

Honoraires investigateur (recherche clinique): GSK,
Novartis, Astrazeneca, MSD, Sanofi, Pharmamar, Roche,
Abbvie, Takeda, Novocure, Loxo oncology, Genentech,
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immunotherapeutics, Byondis, Puma Biotechnology,
Bicycle therapeutics...
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ELIOS: a multicentre, molecular
profiling study of patients with

EGFRm advanced NSCLC treated

with first-line osimertinib
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CANDIDATE ACQUIRED ALTERATIONS WITH OSIMERTINIB

Baseline EGFR-TKI sensitising mutations

Baseline EGFR atypical mutations
EGFR C797S

EGFR
MET
CDKN2A / CDKN2B

NKX2-1

PIK3CA

ARAF

BRAF

HRAS

CCNE1 /CCND1
ALK

FGFR3

TPS3

RB1

PARIS ngress
2022 Zofia Piotrowska, MD

n=46 (PAS-ITT)

>

91%
13%

28%
11%
2%
4%
9%
2%
9%
2%
4%
2%
9%

W 1858R
Ex19del
M Atypical

W C797S

B Known missense

B Rearrangement
Truncation / Frameshift

W Amplification
Amplification loss

M Deletion
Deletion loss

*Potential false negative due to low tumour content.

EGFR, epidermal growth factor receptor; Ex{9ds!, exon 19 deletion; TKI, tyrosine kinase inhibitor.
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Tepotinib + osimertinib for EGFRm NSCLC
with MET amplification (METamp) after S

progression on first-line (1L) osimertinib: ~ O
XX

Initial results from the INSIGHT 2 study XX ‘
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Phase 2 en ouvert, chez mCBNPC EGFR muté apres progression sous Osimertinib en 1L et
présentant une amplification de MET.

i) INSIGHT 2: Design de I'étude

Primary objective

Key inclusion criteria
— ORR by IRC for patients with

— Locally advanced or metastatic NSCLC Tepotinib 500 mg QD e T
et bl L + TBx FISH treated with tepotinib
— Acquired resistance to 1L osimertinib Osimertinib 80 mg QD* plus osimertinib
- METamp Idetected by either central or !ocal* Secondary objectives include:
FISH ;cestlng (TBx) or central NGS testing — ORRby IRC in patients with:
(LBx) = METamp by LBx NGS treated with tepotinib
— ECOGPSof0or1 Tepotinib plus osimertinib
— Stable, treated brain metastases allowed monotherapy arm® » METamp centrally confirmed by TBx

FISH treated with tepotinib monotherapy

Initial results are presented; global enroliment is complete,
primary analysis is planned when all patients have 29 months’ follow-up

n WWwWw.onco-nouvelle-aquitaine. fr




Détection de I'amplification de MET

(" METamp definitions h
and/or MET GCN 22.3;
and/or Arihar®
METICEP7 22
e Central testing was mandatory for both )

TBx FISH: METamp -

MET GCN, 2.33; MET/CEP7, 0.96

TBx FISH: METamp +

MET GCN, 17.4, MET/CEP7, 7.35

— Among 425 pre-screened patients, METamp
was detected in 153 patients (36%) by:

N=106 N=33 N=14
(25%) (8%) (3%)
TBx LBx
FISH NGS
N=139 N=47
(33%)* (11%)

*30 patients were local TBx FISH test positive and were also analyzed by central TBx FISH.
When excluding these locally preselected patients, the central TBx FISH METamp rate was 28%.
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Objective Response Rate of Tepotinib plus Osimertinib

Tepotinib plus osimertinib (IRC)

METamp by METamp by
central TBx FISH central LBx NGS
Follow-up 29 months 23 months 29 months 23 months
- (N=48) YT (N=23)

ORR 54.5% 45.8% 50.0% 56.5%
(95% CI) (32.2, 75.6) (31.4, 60.8) (24.7, 75.3) (34.5, 76.8)
BOR, n (%)

PR 12 (54.5) 22 (45.8) 8 (50.0) 13 (56.5)

SD 2(9.1) 5(10.4) 1(6.3) 1(4.3)

PD 4(18.2) 10 (20.8) 5(31.3) 5(21.7)

NE 4 (18.2) 11 (22.9)* 2(12.5) 4 (17.4)

Similar ORRs were reported according to METamp GCN (TBx FISH):

Patients with 23 months’ follow-up (N=48): 210 GCN: 51.9% (95% Cl: 31.9, 71.3) (N=27);
5-<10 GCN: 40.0% (95% ClI: 19.1, 63.9) (N=20)!

Tepotinib monotherapy (IRC)

METamp by
central TBx FISH

Fo"m_up ZE I"I'Iﬂnths
ORR 8.3%
(95% CI) (0.2, 38.5)
BOR, n (%)

PR 1(8.3)

sSD 2 (16.7)

PD 8 (66.7)

NE 1(8.3)

Seven patients switched to tepotinib plus
osimertinib and five of them are still on
combination treatment

Confirmed ORR was 54.5% in patients with METamp detected by TBx FISH

with 29 months’ follow-up

*Incomplete post-baseline assessments (n=2), SD <12 weeks (n=3), COVID-19-related early discontinuation {n=1), and PD/AE-related early discontinuations (n=5). 'One patient had GCN 4.96 and enrolled through

a MET/CEPFT ratio 22,

WWW.onco-nouvelle-aquitaine.ir




Tumor shrinkage (IRC) in patients with METamp detected by central TBx FISH (N=48)"

100 +
< 80+ Best overall response
= 60 - W Partial response
E& W Stable disease
& g 40 M Progressive disease
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Time on treatment in responders (IRC) with METamp detected by central TBx FISH and/or LBx NGS treated
with tepotinib plus osimertinib (N=26)

L

Best overall response:*
METamp Partial response
detection: - Po

TBx FISH

M LBx NGS Time of:

4 Partial response*
# Disease progression*

P Treatment ongoing

0 3 6 ] 12 15
Months since treatment initiation

[ Responses mostly occurred within 6 weeks; half of responders had a duration of treatment 26 months

ouvelle-aquitaine.fr
Median DOR was not reached
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Sotorasib versus Docetaxel for
Previously Treated Non-Small Cell Lung

Cancer with KRAS G12C Mutation: 20
CodeBreaK 200 Phase 3 Study XX
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CodeBreak 200

Design de lI'étude

(<. .

K ligibility criteria
Locally advanced/unresectable or metastatic
KRAS G12C-mutated NSCLC
2 1 prior treatment including platinum-based
chemotherapy and checkpoint inhibitor*
No active brain metastases
ECOG performance status < 1

Stratification factors
Prior lines of therapy (1 vs 2 vs > 2)
Race (Asian vs non-Asian)
History of CNS involvement (yes vs no)

~

Randomisation
1:1 (N = 345)

/

Sotorasib 960 mg oral daily

N=171

Docetaxel 75 mg/m? IV Q3W

N=174

Primary Endpoint: PFS by BICR

Secondary Endpoints: Efficacy (OST, ORR, DOR, TTR, DCR), safety/tolerability, PRO
ITT population analysis included all randomised patients

Per regulatory guidance, protocol was amended to reduce planned enrolment from 650 to ~330 patients, and
crossover from docetaxel to sotorasib was permitted.

Enroliment period: June 4, 2020 to April 26, 2021; protocol amendment: February 15, 2021; data cutoff: August 2, 2022.
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CodeBreak 200
Objectif primaire: la PFS

1.0 D SOU ’ ..'.’: )
- 0.9+ HR (95% ClI)t 0.66 (0.51, 0.86)
é 0.8- P-value (1-sided)* P =0.002
< 0.7 - | Median PFS, months (95% CI)$ 5.6 (4.3, 7.8) 45(3.0,5.7)
€8 06"
$8 o0s-
A 2 04- 12-month PFS* = 24.8%
S o 0.3 - 12-month PFS*=10.1%
:E .
8_ 0.2- 1
<) 0.1 Median study follow-up: 1 )
a *''| 17.7 months : ' f i
0.0 I T I I I | I I I I I |
0 2 4 6 8 10 12 14 16 18 20 22 24
Months from Randomisation
Number of Patients at Risk:
Sotorasib 171 139 93 63 56 38 30 24 14 6 2 1 0
Docetaxel 174 93 62 36 20 10 7 5 3 1 1 0
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% Change from Baseline in Sum of Diameters

CodeBreak 200

Réponse objective

100
80
60 Sotorasib (N = 158)*
40 Tumour shrinkage in
80.4% of patients
20 =1 Wil -
n —
—201
—40
—60
Confirmed BOR
_80- B CR O sD
O PR = PD
-100-

% (95% Cl) Sotorasib
ORR 28.1 (21.5, 35.4) 13.2 (8.6, 19.2)
DCR 82.5(75.9, 67.8) 60.3 (52.7, 67.7)
Median DpR* 58.8 48.7

Docetaxel (N = 129)*

Tumour shrinkage in
62.8% of patients

WWW.onco-nouvelle-aquitaine.fr




CodeBreak 200

Duree de la reponse
Sotorasib (n = 48) Docetaxel (n = 23)
— - -
—
=
— =
— -
o oa 3
B
8
©
o
—
e— 4 First response 4 First response
—* Ongoing PFS —+ Ongoing PFS
1 1 I I 1 I I I I L] I I 1 Ll | I L] ] ] ] L] ] ] L} L] ] |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 2 4 6 8 10 12 14 16 18 20 22 24 26
Months Months
Sotorasib 960 mg oral daily
(n = 48)!
Median TTR, months (range)* 1.4 (1.2, 8.3) 28 (1.3, 11.3)
Median DOR, months (95% CI)* | 8.6 (7.1, 18.0) 6.8 (4.3, 8.3)
WWW.onco-nouvelle-aquitaine.fr




CodeBreak 200

Profil de toxicité
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Up-date a 5 ans des doublets + Pembrolizumab en

f) lere ligne métastatique

Keynote 189 &

Non épidermoide g ¥
64,5 mois de médiane de follow-up &

: 69.8%
| 48.0%

: 45.7%
:27.3%

Events, n (%) Median (95% CI) HR (95% CI)
Pembro + chemo 329 (80.2) 22.0 (19.5-24.5) 0.60
Placebo + chemo 183 (88.8) 10.6 (8.7-13.6) (0-50:0.12)

 31.3% - (5-yos

17.4% 23.6% 19.4%

: 13.8% 11.3%

No. at risk
Pembro + chemo 410
Placebo + chemo 206

Keynote 407
Epidermoide
56 mois de médiane de follow-up

0S8, %

12

283

:64.7%
$49.6%

24

184

36 48 60 72

Time, mo
126 95 7 0
34 27 22 0

Eventsn (%)  Median (95% Cl) HR (95% Cl)

Pembro + chemo 225 (80.9) 17.2 (14.4-19.7) 0.71
Placebo + chemo 248 (88.3) 11.6 (10.1-13.7) (0.59-0.85)

0

No. at risk
Pembro + chemo 278
Placebo + chemo 281

12

180
137

100

36 48 60 72

Time, mo
83 60 10 0
50 33 7 0

WWW.onco-nouvelle-aquitaine.fr
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A randomized phase |l study of preoperative nivolumab

D

plus relatlimab or nivolumab in patients with resectable > v
non-small-cell lung cancer :,1::1,:
NEOpredict-Lung N

RO
DDA
XX

N
N
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Koen Hartemink®, Bert Du Pont?, and Clemens Aigner’
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Key eligibility

NEOpredict-Lung

Design de lI'étude: phase II randomisée

n = 30 patients

Histologically
confirmed non-small-
cell lung cancer
Stage | B, ll or lIl A
(UICC 8t edition)
Curative resectability ' [®)
as determined by
the multidisciplinary
lung cancer board
Sufficient organ
function

Nivolumab

Nivolumab

240 mg 240 mg

n = 30 patients

Nivolumab
240 mg

Nivolumab
240 mg

—

d15

Objectif primaire: faisabilité d’'une chirurgie
curative dans les 43 jours

Objectifs secondaires: Réponse objective
radiologique et histopathologique, survie sans
maladie et survie globale a 12 mois, tolérance,
taux de résection RO

SoC
adjuvant
therapy

<d43
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NEOpredict-Lung

Criteres de jugement

| Nvolmab | NvolumabRelatimab

Primary endpoint:
Feasibility (surgery < d43)

Secondary endpoints:

ORR (RECIST version 1.1)

ORR (PERCIST version 1.0)°
Complete/major pathological response™
DFS at 12 months

OS at 12 months

RO resection rate™

100%

10%
38%
27%

92% (70-98%)

92% (70-98%)
100%

100%

27%
38%
30%

91% (66-98%)

100%
97%

WWW.onco-nouvelle-aquitaine.fr




NEOpredict-Lung

Réponse histopathologique

T ELOLS T POPPSSS FEES S CF SIS P FESIES IS TS SES FELPEL TIPS LIPS
Fryrr s oo’o’o’ooo oo‘oo’oo’o?oo’oooo’o oo‘ooo’o“o’o"ooe‘oo’oo’ F PP oo’o’o’ T

(4]

20

w0 } -
40 }

S0

&0

0

80 b

PD-L1 TPS < 1% PD-L1 TPS 1-49% PD-L1 TPS 2 50%

WWW.onco-nouvelle-aquitaine. fr
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Platform study of neoadjuvant durvalumab
(anti-PD-L1) alone or combined with oleclumab
(anti-CD73), monalizumab (anti-NKG2A), or
danvatirsen (anti-STAT3) in patients with
resectable, early-stage non-small-cell lung
cancer: pharmacodynamic correlates and
ctDNA dynamics in the NeoCOAST study

Jonathan Spicer’, Tina Cascone?, Gozde Kar?, Ying Zheng?,
Jorge Blando?, Tze Heng Tan5, Lin-Yang Cheng?, Ray Mager?,
Oday Hamid*, Yee Soo-Hoo$, Patrick Forde’, Walter Weder?,
Rosario Garcia-Campelo®, Italia Grenga'?, Rakesh Kumar?, and
Lara McGrath'®

'McGill University, Montreal, QC, Canada; The University of Texas MD Anderson Cancer Center, Houston, TX, USA;
3AstraZeneca, Cambridge, UK; *AstraZeneca, Gaithersburg, MD, USA; *AstraZeneca, Munich, Germany;
SAstraZeneca, Wilmington, DE, USA; "Bloomberg-Kimmel Institute for Cancer Immunotherapy, Sidney Kimmel
Comprehensive Cancer Center, Johns Hopkins University, Baltimore, MD, USA; Thoracic surgery, Clinic Bethanien,
Zurich, Switzerland; °Medical Oncology Unit, University Hospital A Corufia, A Corufia, Spain;

'°AstraZeneca, Waltham, MA, USA.
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Durvalumab seul Durvalumab + oleclumab (anti CD73)

EGFR/ALKRET mm mm EE = mEE= . EGFRALKRET s mm = = mm = mm -
KRAS mm mm EE = EEN . Il B N | I e | e
STE11/KEAPY = - EE B EEN [ ¥ | STK11/KEAPY mm - . m - . [ | B ] [ |
— 0400 0-1- G B
&= -10 = -10-10
% 20 Q
S -25 1 ~A0-30-30-0 § —257 0%
8 4040 2 -
8 50~ EEEE 20-3
g g0 %
] 2 N
a ~751 e § =757 B0 -0
I’El'z ————————————————————— - Eﬁ;’-___-_-______-_-_m.:ﬂlﬂ-ﬂlﬂl. .
=100 4 -0 ~400 - -100
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An Actionable Inflammatory Axis fo
Non-Small Cell Lung |

" I
Possible Causes of the Increase
Two main causes have from time to time been put
ward : (1) a general atmospheric pollution from the exhaust
fumes of cars, from the surface dust of tarred roads,
from gas-works, industrial plants, and coal fires;
(2) the smoking of tobacco. Some characteristics of
. former have certainly become more prevalent in the
50 years, and there is also no doubt that the smoking of
cagarellu has greatly increased. Such associated changes
in time can, however, be no more than suggestive, and until
. recently there has been singularly little more direct evi-
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! SMOKING AND CARCINOMA OF THE LUNG
R | PRELIMINARY REPORT
L
S RICHARD DOLL, M.D., MRCP.
- Member of the Seatisncal Reseorch Umis of the Modical Researchk Cowncil
w AND

g

- —— A- BRADFORD WHLL, FRD, DS ‘ - dence. That evidence, based upon clinical experience and
e oo gl g, syt g dd o o records, relates mainly to the use of tobacco. For instance,
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Role de la pollution dans la

carcinogénese
Initiator Promoter
Pre-existing PM2.5 drives
mutation clonal outgrowth

Pre-Existing

Oncogenic Mutations Pollution
in Normal Lung in
Non-smoking Adults
Increase with Age
EGFRm
‘ PM2.5 Induced

Interleukin 1 Beta

Trans-differentiation to a progenitor stem-cell state

11-15
16-25
26-35
36 - 69
270

Data not available
Not applicable

PM, , : Fine particulate matter of 2.5 microns or less.

Pollution de l'air:
Tumour “Responsable de 267000morts par

Formation

cancer bronchique en 2017

*Seconde cause de cancer
bronchique derriére le tabac

*> 95% de la population vit avec des
taux de pollution de lair > aux
recommandations de la WHO
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Synthese

= Lutte contre la pollution
= Trémulation immunologique en néoadjuvant

= Sotorasib comme 2eme ligne apres platine et
immunothérapie

= Bloquer I'amplification de MET en post Osimertinib
dans le CBNPC muté EGFR
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