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Immunotherapy as first-line for NSCLC

Immunotherapy to replace chemotherapy

Immunotherapy in addition to chemotherapy




Immunotherapy to replace chemotherapy
Selection based on PD-L1250%

KEYNOTE-024: design

Key Eligibility Criteria Pembrolizumab
* Untreated stage IV NSCLC 200 mg IV Q3W
* PD-L1 TPS 250% (2 years)

* ECOG PS 0-1

* No activating EGFR mutation or.
ALK translocation

» No untreated brain metastases Platinum-Doublet

» No active autoimmune disease Chemotherapy?
requiring systemic therapy (4-6 cycles)

Pembrolizumab
200 mg Q3W
for 2 years

End Points Pemetrexed + carboplatin®
Primary: PFS (RECIST v1.1, blinded Pemetrexed + cisplatin®
independent central review) [Tt L .
Gemcitabine + carboplatin »
Key secondary: OS Gemcitabine + cisplatin n

Secondary: ORR, safety
Exploratory: DOR

aQptional pemetrexed maintenance therapy for nonsquamous disease. PPermitted for nonsquamous disease or;lfy.
°Prior to the DMC recommendation and amendment 6, which permitted those in the chemotherapy arm to_be offered pembrolizumab (based on interim analysis 2 data),
patients were eligible for crossover when PD was confirmed by blinded, independent central radiology review.

Reck et al. N Engl J Med 2016; 375:1823



Immunotherapy to replace chemotherapy .,
Selection based on PD-L1250% * ., e

No. No. (%) {95% Cl)

Five-Year Outcomes With Pembrolizumab Versus o] il
Chemotherapy for Metastatic Non—Small-Cell g R T s e

Lung Cancer With PD-L1 Tumor Proportion
Score = 50%

Martin Reck, MD, PhD!; Delvys Rodriguez-Abreu, MD, PhD?% Andrew G. Robinson, MD, MSc?; Rina Hui, MBBS, PhD*; Tibor Csészi, MD®; 0 6 12 18 2 30_ 36 42 a8 54 72
Andrea Fiilop, MDS; Maya Gottfried, MD’; Nir Peled, MD, PhD®; Ali Tafreshi, MD®; Sinead Cuffe, MD'®; Mary O'Brien, MD'%; Time (months)
Suman Rao, MD'?; Katsuyuki Hotta, MD, PhD, MPH'3; Ticiana A. Leal, MD'%; Jonathan W. Riess, MD, MS*%; Erin Jensen, MS?5; No. at risk:
Bin Zhao, MD, PhD'S; M. Catherine Pietanza, MD'%; and Julie R. Brahmer, MD"? Pembrolizumab 154 121 106 89 78 73 66 62 54 51 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 0
Table 3. Adverse Events in the As-Treatad Population.* 100
E HR
Pembrolizumab Group Chemotherapy Group 90 - - L
Adversa Event [N=154) [N=150)
80 1 Pembrolizumab 154 sl 0.50
Any Grade Grade 3,4, or 5 Any Grade Grade 3, 4, or § )
704 N Chemotherapy 151  14{§93.4) (0.39 to 0.6
n“mb”qum'ems {percent) Median (95% Cl)
— 604 7.7 (6.1 t0 10.2)
Treatment-related = 5.5(4.210 6.2)
B0 |- e A
Ay 113 (73.4) 41 (26.6) 135 (90.0) 80 (53.3) w
Serious 33 (2L4) 29 (18.8) 31 (20.7) 29 (19.3) B a0
Led to discontinuation 11 (7.1) 8(5.2) 16 (10.7) 3 (6.0) 30 4 242ii;%
Lad to daath 1(0.6) 1(0.6) 3[2.0) 3 (2.0) 20 4 ——._...L_‘__‘_
10 )
T T T T T T
0 6 12 18 24 30 36 42
Time (months)
J Clin Oncol 39:2339-2349 No. at risk:
Pembrolizumab 154 92 62 46 38 36 30 24 20 15 3 0

Brahmer et al. ESMO 2020
Chemotherapy 151 73 20 6 5 4 3 2 1 1 0 0
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Immunotherapy in addition to chemotherapy
Non-squamous cell carcinomas

KEYNOTE-189: design

Key Eligibility Criteria
* Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

* ECOG PS0or1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Stratification Factors

» PD-L1 expression
(TPS2<1% vs 21%)

+ Platinum
(cisplatin vs carboplatin)

» Smoking history

(never vs former/current)

=Parcentage oftumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay. ®Patients could crossover during the induction or maintenance phases.

Pembrolizumab 200 mg +
Pemetrexed 500 mgim?2 +
Carboplatin AUC 5 OR
Cisplatin 75 mg/im?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mgim? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo

Stratification on PD-L1
Exclusion of EGFR/ALK

Pembrolizumab
200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/m?2 Q3W

Placebo (normal saline)
for up to 31 cycles
+
Pemetrexed
500 mg/m2 Q3W

Pembrolizumab PD®
200 mg Q3W

for up to 35 cycles

To be eligible for crossover, PD must have been verified by blinded, independent central radiologic review and all safety criteria had to be met.

Gandhi et al. NEJM 2018;378:2078



Immunotherapy in addition to chemotherapy
Non-squamous cell carcinomas

KEYNOTE-189: results
OS: ITT Population

1004
904 Events, n (%) Median (95% Cl) HR (95% CI)
80 169.8% Pembro + chemo 329 (80.2) 220(19.5-245)
| :48.0% 0.60
| " s (0.50-0.72)
70 B ; Placebo + chemo 183 (88.8) 10.6 (8.7-13.6)
60 1 45.7%
B3 ¥ 27.3%
B B0 B A G By S STTEP TP PRT TP PREES Seesriiiiniiiene
= : : §31.3% : i (5-y 0S
217.4% £ 23.6% i 19.4%
30 : 13.8% i 11.3%
20+ T
10- : : .
"o 12 2 36 48 60 72
No. at risk Time, mo
Pembro +chemo 410 283 184 126 95 77 0
Placebo + chemo 206 98 55 34 27 22 0
PD-L1 TPS 250% PD-L1 TPS 1%-49% PD-L1 TPS<1%
Pembro + chemo Placebo + chemo Pembro + chemo Placebo + chemo Pembro + chemo Placebo + chemo
(n=132) (n=70) (n=128) (n=58) (n=127) (n =63)
OS HR (95% ClI) 0.68 (0.49-0.96) 0.65 (0.46-0.90) 0.55 (0.39-0.76)
5-y OSrate® % 296 214 19.8 77 96 53

Kaplan-Meier esimate. Data cutoff date: March 8, 2022.

Garassino et al. ESMO 2022
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Consolidation 10 with durvalumab iIs the current
standard-of-care

Updated PFS (ITT; BICR)

No. of events/ Median PFS
total no. of patients (%) (95% CI), months

PAC' F I C S d D . Durvalumab 268/476 (56.3) 16.9(13.0-23.9)
10—,
. Study Design g s s ssesan
7 ks stratified HR (951% CI: 055 (0.45-0.68)
Phase 3. Randomized. Double-blind. Placebo-controlled. Multicenter. Internationgl Studv?* Stratfied WA from the primary anslysi {95% C1}2 0.52 (0.42-0.65)
‘: 45.0%
= 39.7%
Unresectable, Stage Ill NSCLC Durvalumab . ) 2 T o — g
without progression after definitive 10 mg/kg 2w for Primary endpomt_s £ B “r
platinum-based cCRT (22 cycles) up to 12 months +  PFS by BICR using
N=476 RECIST v1.1 . = ;
18 years or older 1-42 days - . 0s 19
WHO PS score 0 or 1 post-cCRT - A A A A A A
2:1 randomization, Key secondar o o ez N
If available, archived pre-cCRT stratified by age, sex, and Y y ime from randomization (months)

endpoints
* ORR, DoR and

All-comers population . TTDM by BICR Updated OS (ITT)

tumor tissue for PD-L1 testing* smoking history

PFS2 by
(i.e. irrespective of PD-L1 status) investigator No. of events/ Median 05
- Safety total m:./a'pnlum (%) (95% C1), months
_ q Durvalumab 264/476{55.5) 47.5(38.1-52.9)
N=713 randomized PROs 10 . 155/237(65.4) 29.1221-35.1)
09 Stratified HR (95% Cl1): 0.72 (0.59-0.89)
08 - Stratified HR from the primary analysis (95% C1):*7 0.68 (0.53-0.87)
i 66.3%
*Using the Ventana SP263 immunohistochemistry assay s Ry

TDefined as the time from randomization until the date of objective disease progression or death by any cause in the absence of progression. BICR, blinded independent central

gy T 56.7%
review; cCRT, concurrent CRT; PFS2, time to second progression; RECIST, Response Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis. L3 o

@
S
s
49.7%
ClinicalTrials gov number: NCT02125461 Z . 22.9%
g * "
————
8 oa W -1
3
& o3
4
02
o1
L I S A SN SO S B S S S S S S S . S S S S — —— —
013 6 9 12 15 18 21 24 7 0 3 % 339 & 45 & 51 4 57 0 6 6 6 12 75
Time from randomization (months)
No.at risk
Dunvalumsb 476 464 431 414 385 364 243 319 208 269 18 207 196 s 91w 0
3 up:all patient 7J; censored pat
' d 2018:379:2342-50; 2. Ban b (mfinzl). Sumary of product char
. confides : 1R, hazand ratio; ITT 05, averall sunvival IAcces
Presented By N 3 #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. ASCO
Dr. David R. Spigel " popery. el ” 2021

Permission required for reuse. ANNUAL MEETING

Spigel et al. ASCO 2021



Analyse post-hoc: expression de PD-L1 2/<1%

Probability of PFS
o
(S}
|

PFS (BICR) by PD-L1 TC 21%

No. events /
No. patients Median PFS
(%) (95% CI), mo
Durvalumab, 21%  84/212(396) 17.8(16.9,NR)
Placebo, 21% 59/91 (64.8) 56(36,11.0)

21% PFS HR 0.46 (95% Cl, 0.33, 0.64)

Durvalumab, 21%

Placebo, 21%

No. at risk
Durvalumab, 21% 212
Placebo, 21% 91

T T T T T T T T 1
3 6 9 12 1 18 21 24 27

Time from randomisation (months)

174 143 127 82 52 30 14 1 0
50 30 ke 20 13 8 4 3 0

Probability of PFS
=]
(3]
1

PFS (BICR) by PD-L1 TC <1%

No. events /
No. patients Median PFS
(%) (95% CI), mo
Durvalumab, <1% 49/90 (54 4) 10.7 (7.3, NR) r
Placebo, <1% 40/58 (69.0) 5.6(3.7,10.6)

<1% PFS HR 0.73 (95% Cl, 0.48, 1.11)

Durvalumab, <1%

Placebo, <1%

No. at risk
Durvalumab, <1% 20
Placebo, <1% 58

70
45

T T T T T T T 1
6 9 12 15 18 21 24 27

Time from randomisation (months)

51 42 23 9 4 1 0 0
25 21 14 8 5 0 0 0

Faivre-Finn et al. ESMO 2018




Analyse post-hoc: expression de PD-L1 2/<1%

OS by PD-L1 TC 21%

No. events /
No. patients Median OS
(%) (95% CI), mo
Durvalumab, 21%  70/212(33.0) NR(NR, NR)
Sl = Placebo, 21% 45/91(495) 29.1(17.7NR)
0' 9 21% OS HR 0.53 (95% Cl, 0.36, 0.77)
0.8
g 0.7 - Durvalumab, 21%
; 0.6
= 05
2
® 04 A
g 03 Placebo, >21%
* e
0.1
00T 7T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)
No. at risk

Durvalumab, 21% 212 208 183 187 178 171 185 156 134 105 62 34 12 1 0 0

Placebo, 21% 91 81 75 67

64 58 52 46 41 20 17 7 5 2 0 0

OS by PD-L1 TC <1%

No. events /
No. patients Median OS
(%) (95% Cl), mo
Durvalumab, <1% 41/90 (456) NR(20.8,NR)
1.0 — Placebo, <1% 19/58 (32.8) NR(27.3,NR)
0.9 - <1% OS HR 1.36 (95% Cl, 0.79, 2.34)
- 08
O 0.7 Placebo, <1%
- - :
S 06
£ 05-
o Durvalumab, <1%
o 04
a
E 03+
0.2

0.1 1 Difference in RMST (95% CI): —0.6 months (-3.4, 2.3)

No. at risk

T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time from randomisation (months)

Durvalumab, <1% @0 88 84 81 72 65 56 50 45 35 20 7 3 0 0 0
Placebo, <1% 58

56 47 45 44 43 40 3B 3B 21 11 8 3 1 1

Faivre-Finn et al. ESMO 2018

* Inthe PD-L1 TC <1% subgroup, the number of events are low and overall the subgroup is small

« Imbalances in baseline characteristics
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New data: IMpower-010

No crossover
Atezolizumab

Completely resected . Cleplatie 1200 mg q21d
stage IB-IlIA NSCLC ‘ pemetrexed, 16 cycles
per UICC/AJCC v7 ‘ %emctitabilne, e Survival
— — e
- Stage IB tumors 24 cm v?::;ﬁ:n:f \111/ N=1005 follow-up
- ECOG 0-1
+ Lobectomy/pneumonectomy 1-4 cycles “
« Tumor tissue for PD-L1 analysis
N=1280
Stratification factors Primary endpoints Key secondary endpoints
- Male/female - Investigator-assessed DFS tested « OSin ITT population
- Stage (IB vs Il vs llIIA) hierarchically: - DFS in PD-L1 TC =250% (per SP263)
- Histology « PD-L1TC 21% (per SP263) stage II-1llA population
- PD-L1 tumor expression status: stage II-IlIA population - 3-y and 5-y DFS in all 3 populations
TC2/3 and any IC vs TCO0/1 and - All-randomized stage |I-1llA population
IC2/3 vs TCO/1 and IC0/1 - ITT population (stage IB-1l1A)
. . - . . . Endpoint not met at IA; Endpoint not ./‘
Hierarchical statistical testing of endpoints [ | Endpoint met at IA [ | P . D P > e
follow-up ongoing formerly tested [ Ba™
b,
! 519 " in all-randomised "t DFS in ITT populati t L84
DFS in PD-L1 TC21% et DFS in all-randomised Stage SR MR EEUEE positive 0S in ITT population )
Stage II-IIIA population | [I-11IA population — (Stage I1B—IIIA) — . - o
. . . 2-sided a=0.05
2-sided a=0.05 2-sided a=0.05 2-sided a=0.05 /
[ ]
Both arms included observation and regular scans for disease recurrence on the same schedule &.\
aPer SP142 assay
AJCC, American Joint Committee on Cancer; BSC, best supportive care; DFS, disease-free survival; ECOG, Eastern Cooperative Oncology Group; IA, interim analysis; IC, immune cell; ITT, intention-to-treat;

NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death ligand 1; q21d, every 21 days; TC, tumour cell; UICC, Union for International Cancer Control
Wakelee HA, et al. Presented at the 2021 ASCO annual meeting (Abstract 8500); Felip E, et al. Presented at IASLC 2022 WCLC World Conference on Lung Cancer (Abstract PL03.09) \,/'

Felip et al. WCLC 2022 )|



New data: IMpower-010

DFS in the PD-L1 TC21% Stage II-IIIA population?

DFS in the Stage II-IlIA population?!

100 —— Atezolizumab: median NE (95% C1 361 months to NE) Atezolizumab: median 42-3 months (95% 01 36.0 to NE) Atezolizumab: median NE (5% C136-1 months to NE)
e Best supportive care: median 353 months (95% C1 290 to NE) Bast s ive care: median 352 months (95% C130-4 to 46.4) Best supportive care: median 372 months (95% C131-6 to NE)
k\ N Stratified hazard ratio: 0-66 (95% C1 0-50-0-88), p=0-0039 Stratified hazard ratio: 0-79 (35% 01 0-64-D-96), p=0-020 Stratified hazard ratio: 081 (95% C1067-0-99), p=0-040
20 o
z g g o, e
E 60 § §
& : & £ O e T ——
§ 40 | | | - —— g
L s i i i H 0
a | ! 2 ‘
| | | <« DFS 71% at 2 years
— Atezokzumab | | |
— Best supportive care. | | | T T T T T T T T T
T L 1 6 & 8 & %7 5 5 % 5 & & 4384 I R R R EE TR
N——— Time since randomisation (months)
mber a
(number censored)
Memolzumab 248 235 15 27 206 198 190 181 159 134 W 76 54 3 n 12 31 M4 418 B4 367 2 IF |9 W5 269 1S 185 10 &4 48 WY 16 u 0§ 3 48 4y 418 403 3§ 367 33 06 2y 2w B 53 3B/ X
@ 6 |\ (o) ) 1y 04y (13 @) @) (G5 G QW) (139 (139 (148 (15) 15 15 @ () (12 @ 15 (16 (1) (09 @6 G (1) (160) (197) E2) (36) @53 @58) (264) (266) a5 (18 Q0 @) @ @) @ (6) (69 (35 (192) (230) (268 (283) (01) (306) (312) (16}
Bestsupportivecare 228 212 186 168 160 151 M2 135 17 7 80 ® 0 U 7 6 4 40 412 %6 B W4 292 277 263 230 182 M6 102 71 ¥ 1 10 4 467 418 383 365 342 324 309 269 A9 173 12 90 46 30 13 10 5 4
o (o) (13 03 (4 0% (6 @ @ G5 g (88 (102 (109) (116 (1) (119 (120) @ ) 09 @ Q4 (5 @) @8 G0 (86 (16 (150 (77) 209) @2) @33 234) (38 @39 19 @) @4 @) @ @0 6y (&) (95 (B4 (75 (03 243 (58 @4) (@6 (28) (282
. o, . . o, .
DFS in the PD-L1 TC250% Stage II-IIIA population2ab OS in the PD-L1 TC250% Stage II-IIIA population
(excluding EGFRm/ALK-positive NSCLC)?2
Excluding EGFRIALK+ —_ ;
100
87.0% 804
=
80 £
o s
63.6% 75.1% g 504
=
g 60 50.4% =3
w 5 <0 4
9 40 3 Atezo (n=106) BSC (n=103)
Median DFS (95% Cl), NE 37.3 20 Events.n (%) 15 (14.2%) 30 (29.1%)
201Mm (NE. NE) (301, NE) mOS (95% Cl, mo NR NR
HR (95% ClI) 0.43 (0.26, 0.71) HR (95% CI)* 0.42(0.23,0.78)
i i o H
036 9121518212427303336394245485154 D 3 6 9 1215 18 21 24 27 20 33 35 30 42 45 48 51 54 O7 60 63 66 €9 72
Months
No. at risk Months —
Mezoeuman 3-8 2 Ne
es: e 4 =

aData cut-off: 18 April 2022; "Median follow-up: 46 months; °Stratified; YUnstratified

Cl, confidence interval; BSC, best supportive care; EGFRm epidermal growth factor-mutated; DFS, disease-free survival; HR, hazard ratio; ITT, intention-to-treat; mOS, median OS; NE, not estimable; NR, not reached;
NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1, programmed cell death ligand 1; TC, tumour cell

1. Felip E, et al. Lancet 2021;398:1344-57; 2. Felip E, et al. Presented at IASLC 2022 WCLC World Conference on Lung Cancer (Abstract PL03.09)

Felip et al. ELCC 2022; Felip et al. WCLC 2022
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Mutations de 'EGFR
L'osimertinib est le standard de premiere ligne

FLAURA: Phase lll, double blind, randomised open-label study to compare osimertinib
vs. Gefitinib or erlotinib as first-line treatment for patients with advanced NSCLC with an
EGFR-activating mutation

Patients with locally advanced or
metastatic NSCLC

Osimertinib

. . — (80 mg p.o. qd)
Key inclusion criteria Stratification by (n=279)
* =18 years* mutation status RECIST 1.1 t
« WHO performance status 0/ 1 (Exon 19 deletion / e ety

L858R) Randomised 1:1 6 weeks' until objective

« Exon 19 deletion / L858R (enrolment d progressive disease
: and race
o non-Asian) eiitinib (250 mg p.o. qd) or Crossover was allowed for
EGFR-TKI therapy Erlotinib (150 mg p.o. qd) ; )
. . . o patients in the SoC arm, who
« Patients with neurologically (n=277) Id recei label
asymptomatic or stable CNS 001_1 re_ct_elve OEIHE ‘e
metastases were allowed 05'"“?”'""’ Lo cer!tral
confirmation of progression and s

Endpoints T790M positive status
. Primary endpoint: PFS based on investigator assessment (according to RECIST 1.1)

+ The study had a 90% power to detect a hazard ratio of 0.71 (representing an improvement in median PFS from 10 months to 14.1 months)
at a two-sided alpha-level of 5%
. Secondary endpoints: objective response rate, duration of response, disease control rate, depth of response, overall survival, patient
reported outcomes, safety

FLAURA data cut-off: 12 June 2017; NCT02296125
*220 years in Japan; *With central laboratory assessment performed for sensitivity; fcobas EGFR Mutation Test (Roche Molecular Systems);

5 Sites to select either gefitinib or erlofinib as the sole comparator prior fo site initiation; TEvery 12 weeks after 18 months
CNS, central nervous system; EGFR, epidermal growth factor receptor; NSCLC, non-small cell lung cancer; PFS, progression-free survival; p.o., orally; RECIST 1.1, Response Evaluation Criteria In Solid

Tumors version 1.1; qd, once daily; SoC, standard-of-care; TKI, tyrosine kinase inhibitor; WHO, World Health Organization

Ohe et al. ESMO Asia 2017



Mutations de 'lEGFR
L'osimertinib est le standard de premiere ligne

FLAURA

Primary endpoint: PFS (By investigator assessment)

1.0 7

0.8

0.6 4

0.4

Probability of progression-free survival

Median PFS, months (95% ClI)
Osimertinib 18.9 (15.2, 21.4)

— Erlotinib/gefitinib 10.2 (3.6, 11.1)

HR 0.46
0.2 (95% C10.37, 0.57)
P<0.0001
0.0 I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27
No. at risk Time from randomisation (months)
Osimertinib 279 262 233 210 178 139 71 26 4 0
Erlotinib/gefitinib 277~ 239 197 152 107 78 37 10 2 0

Soria JC, et al. N Engl J Med. 2018; 378:113




Challenge #1: Overcoming Osimertinib resistance

Delivering Targeted

On-Target resistance Bypass resistance Chemotherapy - ADCs
Amivantamab Amivantamab Patritumab Datopotomab
Deruxtecan Deruxtecan
EGFR EGFR MET
4 \ Y/ \\ &
HER3 TROP2
0900000000 oe 0000000000000000000 -“‘ ..m
EGFR KD 3rd Generation Selective ' {‘
mutations EGFR TKI MET TKI
.’6')97X 4th Generation Osimertinib Savoliti;b
| L792X ' EGFR TKI Lazertinib
. G796X '
s @0
g1 BLU-701
EC R
Y s + JBJ-040125-02

BC Cho et al. Presnted at ASCO 2021, L. Sequist et al. Lancet Oncology 2020,
P. Janne et al Presented at ASCO 2021, EB Garon et al. Presented at ESMO 2021
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MET amplification o
Tepotinib post-osimertinib: INSIGHT-2

Detection of METamp y .\.
. ( METamp definitions ~ Among 425 pre-screened patients, METamp
Study Des i g n of I N SIG HT 2 ST was detected in 153 patients (36%) by:

BEIEE S anaior MET OO 33 B
An open-label, two-arm Phase Il study of advanced EGFRm NSCLC with METamp after progression METICEP7 22 ot

on 1L osimertinib (N=~120)

Central testing was mandatory for both

N=106 N=33 N=14'
) o TBX FISH: METamp - TBx FISH: METamp + &%) ®%)  J3%)
. . o Primary objective
Key inclusion criteria TBx LBx
— Locally advanced or metastatic NSCLC Tepotinib 500 mg QD = CRIR [ RO P 5 Ui et ki
y ) ) METamp centrally confirmed by b3 %
with activating EGFR mutation + TB: o . (33%) (11%)
h . - L T x FISH treated with tepotinib
— Acquired resistance to 1L osimertinib Osimertinib 80 mg QD plus osimertinib
= METamp_delected by either central or !oca\' Secondary objectives include: MET GCN, 2.33; MET/CEP7, 096 MET GCN, 17 4; MET/CEP7, 7.35
FISH:estlng (TBx) or central NGS testing — ORR by IRG in patients with: EMI™™ ot
ety - METamp by LBx NGS treated with tepotinib
— ECOGPSofOor1 Tepotinib plus osimertinib
— Stable, treated brain metastases allowed monotherapy arm® = METamp centrally confirmed by TBx

FISH treated with tepofinib monotherapy

Objective Response Rate of Tepotinib plus Osimertinib
Initial results are presented; global enroliment is complete,

primary analysis is planned when all patients have 29 months’ follow-up Tepotinib plus osimertinib (IRC) Tepotinib monotherapy (IRC)
METamp by METamp by METamp by
*Enroliment could take place based on local results while central confirmation of METamp was ongoing. TSubmission of tumor tissue and blood sample obtained after progression on 1L osimertinib was mandatory central TBx FISH central LBx NGS central TBx FISH
for all , for MET3 s leted. b *Ps b thy hd itch. th bi th of di
pa..ms . u;gg.;;mg afety run-in was compieted prior to combination ireatment. “Paients receiving tepoini MoNGerapy Could SWIch over t fne combinaton atthe fime of dissase progression. Followtp e T e S Followap ——
m Julien Mazieres Cantent of this is copyright of the author. Permission is required for re-use. (N=22) (N=48) (N=16) (N=23) (N=12)
ORR 54.5% 45.8% 50.0% 56.5% ORR 8.3%
(95% CI) (322,7586) (31.4,60.8) (247,753) (345,76.8) (95% CI) (0.2, 38.5)
BOR, n (%) BOR, n (%)
PR 12 (54 5) 22 (45.8) 8(50.0) 13 (56.5) PR 1(8.3)
sD 2(81) 5(10.4) 1(6.3) 1(4.3) sD 2(16.7)
PD 4(18.2) 10 (20.8) 5(31.3) 5(217) PD 8 (66.7)
NE 4(18.2) 11(22.9) 2(125) 4(17.4) NE 1(8.3)
Similar ORRs were reported according to METamp GCN (TBx FISH): Seven pa}iems switched to lepclin]b plus
Patients with >3 months’ follow-up (N=48): 210 GCN: 51.9% (95% CI: 31.9, 71.3) (N=27); osimertinib and five of them are still on
5-<10 GCN: 40.0% (95% CI: 19.1, 63.9) (N=20)1 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-18-related eariy (n=1), and P earty (n=5). "One patient had GCN 4.96 and enrolled through
a MET/CEP? ratio 2.

ongress
Julien Mazieres Content of this

Mazieres et al. ESMO 2022

is copyright of the author. Permission is required for re-use.
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EGFR-mutant, resectable NSCLC: ADAURA

Patients with completely resected

stage* IB, II, [lIA NSCLC, with or without
adjuvant chemotherapyt

Key inclusion criteria:

=18 years (Japan / Taiwan: =20)

WHO performance status 0/ 1

Confirmed primary non-squamous NSCLC
Ex19del / L858R*

Brain imaging, if not completed pre-operatively
Complete resection with negative margins$

Max. interval between surgery and randomization:
10 weeks without adjuvant chemotherapy
26 weeks with adjuvant chemotherapy

Endpoints

Stratification by:
stage (1B vs Il vs IlIA)

EGFRm (Ex19del vs L858R)
race (Asian vs non-Asian)

Osimertinib

80 mg, once daily

Randomization
1:1
(N=682)

Planned treatment duration: 3 years

Treatment continues until:
 Disease recurrence

* Treatment completed

« Discontinuation criterion met

Follow up:
 Until recurrence: Week 12 and 24,
then every 24 weeks to 5 years,

then yearly
* After recurrence: every 24 weeks
for 5 years, then yearly

 Primary: DFS, by investigator assessment, in stage II/IllA patients; designed for superiority under the assumed DFS HR of 0.70

« Secondary: DFS in the overall population, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

LA W




EGFR-mutant, resectable NSCLC: ADAURA

109 90% Median DFS, months (95% CI)
0.9 - - 84% — Osimertinib (n=233)  65.8 (54.4, NC)
1
08 - ! : 219(166, 27.5)
07 I : HR (95% Cl) 0.23 (0.18, 0.30)
> : : : Maturity* 51%
% 0.6 — 1 1 i osimertinib 32%, placebo 70%
s | : |
S 05+ : ! !
o ] ] 1
2 04 : : |
(] 1 1 1
0.3 | | :
| : |
0.2 - : ] :
1 : 1
0.1 | | |
1 1 1
0.0 | | I I | 1 | I | I I |
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)
Osimertinib 233 222 216 202 196 192 174 138 90 45 20 2 0
Placebo 237 191 141 124 106 91 74 61 4 23 " 1 0

Data cut-off: 11 April 2022; median follow-up: osimertinib 44.2 months (range 0 to 67), placebo 19.6 months (range 0 to 70); DFS by investigator assessment; tick
marks indicate censored data

*Planned maturity for DFS analysis: 50%

Cl, confidence interval; DFS, disease-free survival; HR, hazard ratio; NC, not calculable

Tsuboi M, et al. Presented at the ESMO Congress 2022 (Abstract LBA47)



EGFR-mutant, resectable NSCLC: ADAURA

ALL CAUSALITY ADVERSE EVENTS (210% OF PATIENTS)

» Completed planned duration of treatment of 3 years: osimertinib n=222 (66%), placebo n=139 (41%)
* Median total duration of exposure: osimertinib: 35.8 months (range 0 to 38), placebo: 25.1 months (range 0 to 39)

Diarrhoea 47 3l < 2 « Interstitial lung disease (grouped
Paronychia 27 1 terms) was reported in 11 (3%)*
Dry skin 5| < 7 patients in the osimertinib arm
Pruritis 21 9 (all grade 1/2)t
St OZ:_?_h o] 18  QIc prolongation was reported
omauitis 120 4 in 30 (9%) patients in the
URTI 16 1 osimertinib arm and 8 (2%)
Nasopl;aryngltls 5[] 110 patients in the placebo armt
Decreased appetite w14
Dematitis acneiform 12 5
Mouth ulceration 12 I: 3 |:| Osimertinib, all grades
Nausea 10[<] 16 B Osimertinib, Grades 3/4
W\eight decrease 10 3 Placebo, all grades
Arthralgia 70 1 Placebo, Grades 3/4

100 90 80 70 60 50 40 30 20 10 O 10 20 30 40 50 60 70 8 90 100
Percentage of patients with adverse event (%

*Compared with the January 17, 2020 data cut-off, one additional patient reported interstitial lung disease (grouped term): pneumonitis, Grade 2;

PARIS Mongress *Grade 1, n=6; Grade 2, n=5; Grade 3, n=0; *Osimertinib: Grade 1, n=16; Grade 2, n=10; Grade 3, n=4; placebo: Grade 1, n=7; Grade 2, n=0; Grade 3, n=1.
2022

QTc, electrocardiogram QT; URTI, upper respiratory tract infection
Data cut-off: April 11, 2022.
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Poster B541

Durvalumab (durva) after chemoradiotherapy (CRT)

Introduction

* Standard of care Yr patants weh uniesociable stage Il nonsmad ol lung  + PACIF‘C lNCNE‘ZSdE‘J it & Prussa 1|, randomizedd, double-bind, umwmuee
canger (NSCLC) inchides: reatment with The PACIFIC regimen’ based on

. - wan the P PACIFIC trial eoemed ScamiP’sl 01 and no dsease pm;msonaﬂnrpimum -basod concunant CHI tﬁqm 14, .
in unresectable stage Il EGFR mutation-positive ) olowes by an Ervoimont was rct resticed by 0o = Db [—
_ all-comer population’ <2 death-ligand 1 (PD-L1) expression 0m PES (BICR) wting
. Primary analysis: overall survival {05) hazard ratio (HR) v placebo, 0.88;  + Prémary endpoints weeo PFS by bindod indopsedont contral rovisw |a|cﬁpx,m MCET w118
(EGan) NSCLC' A post hoc SUbgroup analysls 99.73% confidence intarval (CI) 0.47, 0.997; progression-fnee sunvival Response Evaluation Criteria in Sold Tumars (RECIST) v1.1 and OS; key secondary endpoinis -
(PFS) HR ve placabo, 0.52; 95% C1 042, 065 Included objective responce rate {ORR and safety iy mciroians
from PACIFIC - Updatod S-year analysis: OS HA vs placebo, 0.72; 95% C1 0.59, 0.89; * Pationts tosing onty n this post-hoc + ORALDRA, and TTOW
PFS5 HR vB placebo, 0.55; #5% C1 0.45, 065 SUDGFOUP analysis (BICH] wairy RECEST vi.1
= recapton are prosent in 10-30%  + Troatment allocts jol the * Batety
of pasents. #2390 |1l NSCLC of hazard modeds with Imﬂlmﬂaﬂoﬂll‘fnﬂv:n:\n no adjustment for muliple mm - Paer ed
higtology* . Ho-awr tha boneli of i in patients with EGFR rfios for . Medians
mutasion-positive (EGFRM) unmsectable $1ape Il NSCLC is uncieas™** mwthod. Statisteal ysos for this ploe
- We report a post-hoc exploeatney analysis of eicacy and salety from a » Data cut-off (DCO) for the EGFRm subgroup baseline characseristics and safety analysis was Bhoci naramabantiony
subgroup of 35 patants with EGFRm NSCLC from the PACIFIC trial 13 February 2017. DCO for the EGFAM subgroup efficacy analysis was 11 January 2021 . vy

Objective

Results and interpretation U ; PACIFIC EGF & i B )

+ Torepan a past hoe explorato
the PACIFIC triad (NCTO2125¢

Conclusions -

In this expioratory analysis o -

svakumals were simiar o pk 1.0 7 96% 1w 0N
. e I ! PFS Median PFS (95% Cl) 0 = os Median OS (95% Cl) 28 J

Durvalumab (n=24) 11.2(7.3,20.7) 0.9 7 Durvalumab (n=24) 46.8 (29.9, NE)

* To sy sty oG Placebo (n=11) 10.9 (1.9, NE) 0.8 - Placebo (n=11) 1%%(2 (; 1 549-9.2%5; R |
iy HR (95% CI) 091(039,218) | _ 6705 HR(95%CI) 02(0.39, 2.
+ Evidence fram ihe early stage & 2 71% )

altemasive treatmant option 1o 3 E 0 6 . woeks (B-52 weeks) inthe
. PO - 1

s e W 8 i 05 61% 49% o Tro o comnenAE3

g g - ; l [ Uipe? W
:Lai:dlanguag::um g 8 04 4 E ! PP S § ams nana o which
we perform rese 1

9nnt-.nswnn stage il non smal ! 25% 25% 0.3 E 4|4% 36% -
urresectable NSCLC) ave recor i : ¥ & 1 h m
SEProRh es LA o s i 24% 0.2 1 i i
Remats from i st Shmod | i : i 0.1 - ! ! LS A o
Pl TR | i ot L ; = = — 3
recenved GRT and placebe. 00 FrT——TT—+——T T T T T T +t—T T 1Tt T T 00FrTTT T T T T T T T T T T T T 7
mcnon pat (EGE R NS 013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 013 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
were part of the PACIFIC trial r
Haw did we perform this rese Time from randomization (months) " Time from randomization (months)
Wo anlyosd how ko 36 partk No. at risk ( ) No. at risk ]

Foichordaedl oo — 2421 19 15 10 8 6 3 3 3 2 2 1 1 1 1 1 1 1 0 =—24242323232322222019171515121212108 8 8 5 4 2 1 1 0 =uius

this typa of lung cancer axparie

Whaterothe lndinga st 44 9 5 5 4 4 3 2 2 2 2 2 2 1 1 1 0 0 0 0 — 111110109 8 8 7 7 7 7 6 6 6 6 4 4 4 4 4 42 10 0 0"

[mpe—r—

The na_'wpanlsm\h‘E_c.FM L) "

b g No. of events: durvalumab, 17/24; placebo, 8/11 (maturity 71%) No. of events: durvalumab, 15/24; placebo 6/11 (maturity 60%)

trom the PACIFIC trial, further 1

urresecibe siagell NSCLC - DCO: 11 January 2021. Tick marks indicate censored data. BICR, blinded independent central review; Cl, confidence interval; DCO, data cut-off; EGFRm, epidermal growth factor receptor mutation-positive;
Where can | aceess mare e R N@Zard ratio; OS, overall survival; NE, not evaluable; NSCLC, non-small cell lung cancer; PFS, progression-free survival

res

The PACIFIC wial (NCT02125461) can be accessed at: hilps: a1 : | ; { Docosnted aponte
90 drrrT Grvren
; A T 013 8 9 121318 21 24 27 30 33 36 1942 45 48 51 54 57 60 83 84 8872 78 o
Tima from randomization {nonths) Tima from randomizaton [nomhs)
— - — - o st - o at sk I
o o b ety aies o o i et W W 53332 F A 1111110 —MNNPNNERN SIS0 EE 54T
et e HPCAT — 1 % 5 & 4 4 3 2 2 2 ¥ 2 441000 S —uimwWEASET TE BB M 4444021000 Pransmcritin.
mdmmmmmmaﬁmmmmmmmmmm s o e valmat, 1734, a1 | iy T M o et orviomat, 1434; it 111 makurty 63 e
OroG.CHd WOt parmiasion s ASDOR of e auor of Bia pocter oo T 0k ot 0 . i e 4 L e, O, A 8.1 e S A P 8 W P ut gases
I Sacard radi. Jov-vxnnu'\\. ot evahsstie. WESGLE, non-amad ool ung cancer, 113, pragreaman-in Mg W Pacebo graces 34
Subsequent Nerapies [, e ep—

¢ Im the durvalimab and placeba EGFRm subgroup arms, T9% and 73% went on 1o receive a subsoguant anti-cancor traatment, respoctively
+ I fotal, 54% and 64% of patients in the durvalumab and placebo EGFAM subgroup arms recedved an EGFR.THI as post.study
discontinuation anti-cancer reatment (any line) (Table 2)
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TKIs ALK en premiere ligne
Efficacité

CROWNS3

Efficacy data Alectinib Crizotinib Crizotinib Lorlatinib Crizotinib E
(n=152) (n=151) (n=138) (n=147) (n=149)

e

Median PFS, months 34.8* 10.9* 24.0" 11.17 Not reached® 9.3% =
0.43 0.48 0.27
0,
HR (95% C1) (0.32-0.58)* (0.35-0.66)" (0.18-0.39)"
PFS rate at 36 months, 46.4* 13.5% 43.0 19.0 63.5 18.9
% (95% Cl) (CI not reported) = (Cl not reported) (34.0-51.0)° (12.0-27.0)° (Cl not reported) (Cl not reported) |-,
Median duration of 378 404 36.7
follow-up, months

Cross-trial comparisons have significant limitations. This information is presented in order to generate discussion, not to make comparisons between study results:

1. Mok T, et al. Ann Oncol 2020;31:1056-64; 2. Tiseo M, et al. Presented at ELCC, March 30<April 2,

*INV; TIRC. . :
2022, Virtual (poster available at:

Cl, confidence interval; HR, hazard ratio; INV, investigator-assessed; IRC, independent reviewer
committee;

PFS, progression-free survival ); 3. Solomon BJ. CT223. Presented at AACR Annual

Meeting, April 8-13, 2022; New Orleans, Louisiana, USA (poster available at:
).


http://www.oncologypro.esmo.org/meeting-resources/european-lung-cancer-congress/brigatinib-brg-vs-crizotinib-crz-in-anaplastic-lymphoma-kinase-alk-tyrosine-kinase-inhibitor-naive-alk-non-small-cell-lung-cancer-nsclc-a
https://www.pfizermedicalinformation.com/en-us/congress-materials/congress/aacr-2022
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ASCO 2020: BRAF

The Updated Overall Survival and Genomic Analysis from a Single-Arm Phase 2 Study of Dabrafenib plus Trametinib
in Patients with BRAF V600E Mutant Metastatic Non-Small Cell Lung Cancer

David Planchard', Benjamin Besse', Harry J.M. Groen?, Sayed M.S. HashemP, Julien Mazieres®, Tae Min Kim®, Elisabeth Quoix®, Pierre-Jean Souquet’, Fabrice Barlesi®, Christina Baik®, Liza Villaruz™®, Ronan J. Kelly", Shirong Zhang®”, Monique Tan",

Eduard Gasal“, Libero Santarpia®, Bruce E Johnson™

Gustave Roussy, Vil
il Universit

M
“Novartis Pharma AG, Basel, Switzerland; “Dana-Farber Cancer Institute, Boston, Massachusetts, United States

juif, France; "University of Groningen and University Medical Centre Groningen, Groningan, The Netherlands; VU University Med
Marseille, France; “Fred Hutchinson Cancer Research Center, Seattle, Washington, United St

cal Cantor Amstordam, Tho Notherlands; ‘Hospital Larrey, Toulouse, France; “Sooul National University Hospital, Seoul, South Koroa; “Univorsity Hospital of Strasbourg, Strasbourg, Francs
“University of Pittsburgh Medical Center - Hillman Cancer Center, Pittsburgh, Pennsylvania, United State “Nowa

‘Baylor University Medical Center, Dallas, Toxas, United Stat
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Dursionof Responsa (DGR) Table 3. Figure 3. GenomioL ERAF CPationts
Background T FERTIURMI
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ROS1-1: les données

Pop

majoritaire

Taux de
réponse

Shaw et al
(1001)

Maziéres et al
(EUROS cohort)

Moro-Sibilot et al
(AcSé crizo)

Goto et al
(Oxford Oncology
Study - OO0 12-01)

Caucasienne

Caucasienne

Caucasienne

Asiatique

2014

2015

2015

2016

/11

Recuell
retrospectif

1L 13%
55 2L 38%
3L 49%

1L 3%
31 2L 29%
3Let+ 68%

1L 5%
37 2L 27%
3Let+ 68%

1L 19%
127 2L 42%
3Let+ 39%

69,8%

80%

53%

(a 2 cycles)

69,3%

19,3

9,1
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Most frequent alteration for 2L: KRAS G12C
CodeBeak 200: Sotorasib

/ Key eligibility criteria \
» Locally advanced/unresectable or metastatic
KRAS G12C-mutated NSCLC
» 21 prior treatment including platinum-based
chemotherapy and checkpoint inhibitor*
* No active brain metastases Randomisation
* ECOG performance status < 1 1:1 (N = 345)

Sotorasib 960 mg oral daily
N=171

Stratification factors Docetaxel 75 mg/m? IV Q3W
* Prior lines of therapy (1 vs 2 vs > 2) N=174
* Race (Asian vs non-Asian)
\_* History of CNS involvement (yes vs no) J

Primary Endpoint: PFS by BICR

Secondary Endpoints: Efficacy (OST, ORR, DOR, TTR, DCR), safety/tolerability, PRO 7
ITT population analysis included all randomised patients
{ &
Per regulatory guidance, protocol was amended to reduce planned enrolment from 650 to ~330 patients, and t. N
crossover from docetaxel to sotorasib was permitted. Pd
Enrollment period: June 4, 2020 to April 26, 2021; protocol amendment: February 15, 2021; data cutoff: August 2, 2022. R

or

I q

Y"

Johnson ML, et al. Presented at European Society for Medical Oncology (ESMO) 2022 Annual Meeting, September 9-13, 2022; Paris, France.



Most frequent alteration for 2L: KRAS G12C

CodeBeak 200: Sotorasib

1.0 - : u. O 60 Do - _A
*g 0.9 HR (95% CI)* 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) | 4.5 (3.0, 5.7)
25 - o7
c () 0.5 L Skl
a 2 4- 12-month PFS* = 24.8%
Sa 0.3- 12-month PFS* = 10.1%
S 029 i b o
o 01- Median study follow-up: 1 N
o : 17.7 months ! | A/ %
0.0 T T T T T 1 T T T T T T T e
0 2 4 6 8 10 12 14 16 18 20 22 24 3
Months from Randomisation &,
Number of Patients at Risk: Ve »
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

CodeBreaK 200 met its primary endpoint with sotorasib demonstrating superior PFS over
docetaxel (HR 0.66, P = 0.002); 12-month PFS rate was 24.8% for sotorasib and 10.1% for docetaxel

Johnson ML, et al. Presented at European Society for Medical Oncology (ESMO) 2022 Annual Meeting, September 9-13, 2022; Paris, France
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EGFR Exon 20 insertions: key features

FREQUENCY and HETEROGENEITY

- 12% of EGFR
mutations

- >100 subtypes

- NGS required
for diagnosis

N771_P772insH, 3,1%
D770_N771>GSVDN, 4, 2%

- Insensive to
EGFR TKIls
(except FQE,

HT73_V774dupHV, 6, 2%
D770_N771>GYN, 6,2%
H773dupH, 8, 3%
P772_H773dupPH, 9, 3%

D770_N771insG, 10, 4% N771_H773dupNPH, 20, 8%

A763_Y764insFQEA, 15, 6%

Riess et al. J Thorac Oncol 2018;13:1560

TREATMENT: REAL-WORLD
EVIDENCE (Flatiron database)

Treatment, n (%) Line 1 Line 2
Number of patients 181 115
Platinum-based regimen 111 (61.3) 27 (23.5)
Platinum doublet 50 (27.6) 13 (11.3)
Platinum + 10 32 (17.7) 8 (7.0)
Platinum + VEGFi 25 (13.8) 5(4.3)
combintions® 4@2) 0
Platinum alone 0 1(0.9)
lLlalone 39 le.SI II 25 21.7! I
Other TKI combinations 1(0.6) 0
10 alone 16 (8.8) 33(28.7)
VEGFi alone 1(0.6) 11 (9.6)
’c\lr?:mp;?r::;?y 528  15(13.0)
Others 8 (4.4) 4 (3.5)

Median (95% CI) rwPES by Therapy
Line 1
(n=181)
Platinum bases 66
(n=111)
TKI alone -2‘9
{n=39)
10 alone 31
(=16}
[ 2 50 7s 00
Months
Line 2
(n=27)
TKlalone 25 .
(h=25)
10 alone. -3
(n=33)
Non-platinum _ 43
chemo (n=15)
00 25 50

Manths

Girard et al. MA04.07. WCLC 2020




EGFR Exon 20 insertions: targeted therapies

L] -II \.
}
2

POZIOTINIB:
ZENITH20 phase 2 trial

- 115 patients

- Response rate by BIRC: 15%
(95%CI 9-23%)

- mPFS: 5.5 mo
(95% CI, 0-13.1)

- Grade 23 TRAE: 30%
- AEs leading to discontinuation: ?

Socinski et al. LBA60. ESMO 2020
Cornelissen. MA11.04. WCLC 2020

MOBOCERTINIB:
Phase Y2 and EXCLAIM
cohorts

- 114 and 96 patients

- Response rate per IRC:
23/26%
(95%CI 15-33/19-35%)

- mPFS: 7.3 mo
(95% Cl, 5.5-10.2)

- Grade 23 TRAE: 30%
- AEs to discontinuation: 17/10%

Ramalingam et al. OA04.03. WCLC 2020

AMIVANTAMAB:
CHRYSALIS PHASE 1
trial

- 81 patients

- Response rate by BIRC: 40%
(95%CI 29-51%)

- mPFS: 8.3 mo
(95% ClI, 6.5-10.9)

- Grade 23 TRAE: 16%
- AEs to discontinuation: 4%

Sabari et al. OA04.04. WCLC 2020

P

57
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GOOD SCIENCE

BETTER MEDICINE

BEST PRACTICE.
REVIEW

Recommendations for the use of next-generation sequencing (NGS) for

ANNALS o
ONCOLOGY

hing innovaton in oncelogy

patients with metastatic cancers: a report from the ESMO Precision

Maedicine Working Group

F. Moselel, J. Remonz, . Mateoj, C. B. Westphalen“, F. {
F. Meric-BernstamB, N. Waglem, A. Stenzingern, J. Bonag
5. Jezdic'®, J-Y. Douillard™®, J. S. Reis-Filho'’, R. Dienstmd

Gene Alteration Prevalence ESCAT  References
EGFR Common mutations (Del19, L858R) 15% (50%—60% Asian) 1A Midha A, et al. Am J Cancer Res. 2015°°
Acquired T790M exon 20 60% of EGFR mutant 1A Mok T, et al. J Clin Oncol. 2018°”
Uncommon EGFR mutations (G719X in exon NSCLC 1B Soria J-C, et al. N Engl J Med. 2018°°
18, L861Q in exon 21, 57681 in exon 20) 10% [1]:3 Ramalingam S, et al. N Engl J Med. 2020°°
Exon 20 insertions 2% Mok T, et al. N Engl J Med. 2017°°
Yang JC-H, et al. Lancet Oncol. 2015°*
cho J, et al. J Thorac Oncol. 2018°%
Cardona A, et al. Lung Cancer. 2018**
Heymach J, et al. J Thorac Oncol. 2018*"
ALK Fusions (mutations as mechanism of resistance) 5% 1A Solomon B, et al. J Clin Oncol. 20187
Soria J-C, et al. Lancet. 2017*°
Peters S, et al. N Engl J Med. 2017°7
Zhou G, et al. Aan Oncol. 2018°°
Camidge D, et al. N Engl J Med. 2018*°
MET Mutations ex 14 skipping 3% B Tong J, et al. Clin Cancer Res. 2016"°
Drilon A, et al. Nat Med. 2020"
Focal amplifications (acquired resistance 3% 11:] Camidge D, et al. J Clin Oncol. 2018**
on EGFR TKI in EGFR-mutant tumours)
BRAF“**  Mutations 2% B Planchard D, et al. Lancet Oncol. 2016"
Planchard D, et al. Lancet Oncol. 2017**
Planchard D, et al. J Clin Oncol. 2017*
ROS1 Fusions (mutations as mechanism 1%—2% B Shaw A, et al. N Engl J Med. 2014"°
of resistance) Shaw A, et al. Ann Oncol. 2019*°
Drilon A, et al. Lancet Oncol. 2020"
NTRK Fusions 0.23%—3% IC Drilon A, et al. N Engl J Med. 2018%
Hong D, et al. Lancet Oncol. 20207
Doebele RC, et al. Lancet Oncol. 2020™
RET Fusions 1%—2% Ic Drilon A, et. J Thorac Oncol. 2019°"
KRAS®1?€ Mutations 12% 11 Barlesi F, et al. Lancet. 2016
Fakih M, et al. J Clin Oncol. 2019™"
ERBB2 Hotspot mutations 29%—5% [II:} Hyman D, et al. Nature. 2018
Amplifications Wang Y, et al. Ann Oncol. 2018°°
Tsurutani J, et al. J Thorac Oncol. 2018”
BRCA 1/2 Mutations 1.2% A Balasubramaniam S, et al. Clin Cancer Res. 2017%*
PIK3CA Hotspot mutations 1.2%—7% A Cancer Genome Atlas Research Network. Nature. 2014™
Vansteenkiste J, et al. J Thorac Oncol. 2015
NRG1 Fusions 1.7% ne Duruisseaux M, et al. J Clin Oncol. 2019°°
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