~F  del Sacro Cuore
\\

\.&\n, \."’0— ‘ .?'“ . S,
, < UNIVERSITA O Comprehensive @ I =y G m ” "
= CATTOLICA (C: Cancer Center J ot emell =

ol
Universita Cattolica del Sacra Cuore

AIGOM:CARCINOMA DEL POLMONE: QUALI NOVITA NEL 2023?
Sessione | - NSCLC avanzato: malattia oncogene addicted

Superamento della Resistenza a
Osimertinib nel Pazienti con EGFR
Mutato

Emilio Bria

U.0.S.D. Oncologia Toraco-Polmonare,

Comprehensive Cancer Center,

Fondazione Policlinico Universitario Agostino Gemelli IRCCS,
Universita Cattolica del Sacro Cuore, Roma
emilio.bria@unicatt.it

Verona, 09 Ottobre 2023



Disclosures

« Advisory Boards / Speakers’ fee:

— MSD, Astra-Zeneca, Celgene, Pfizer, Helsinn, Eli-Lilly,

BMS, Novartis, Roche

» Research Support / Grants from:

— Universita Cattolica del Sacro Cuore (UCSC),
Fondazione Policlinico Universitario Agostino Gemelli
IRCCS, A.l.LR.C. (Associazione Italiana Ricerca sul
Cancro), I.LA.S.L.C. (International Association for the
Study of Lung Cancer), L.I.L.T. (Lega Italiana per la
Lotta contro i Tumori), A.1.LO.M. (Associazione ltaliana
di Oncologia Medica), Fondazione Cariverona,
Fondazione Roche, AZ Open Innovation

» Travels / Hospitality:
— Roche, Astra-Zeneca, BMS, MSD.

G'emelll

dazione Paliclinico Unive Agu o Gemelli IRCCS
Uwer acn\ el Sacra Cuor

=i
o
=
=)
-

71

WA

UNI\/ERSITA
CATTOLICA  ATIRC

IASLC o\,

- !D %@— Nwen,{.gvv’ere
N4, Astra_Zeneca -
BN openinnovation

Fondazione FONDAZIONE
Roche Cariverona




Addiction

Advanced NSCLC: Estimated Prognostic Horizon(s) according to
Biomarker and Current Best ‘Matched’ Treatment in RCTs*

Biomarker

Current Options

Alectinib

Data
Source

Phase 3

Median OS

(months)

Estimated
OS @5 yrs

0,
VES ALK+ Brigatinib Phase 3 N-R. 62%
Crizotinib Phase 1b
YES ROS1+ L Pooled 48 mo. 45%
Entrectinib
Ph.1b
YES EGFR+ Osimertinib Phase 3 40 mo. 35-40%
)
YES | BRAF+ Dabrafenib + Phase 2 18-20 mo. 22%
Trametinib
PEMBRO Phase 3
NO PD-L1 >50% Atezolizumab Phase 3 24 mo. 30-35%
Cemiplimab Phase 3
4 Chemo + PEMBRO Phase 3
- - 0, 0,
NO | PD-LL1-49% | 5 Chemo + NIVO-IPI | Phase 3 19 mo. 20%
4 Chemo + PEMBRO Phase 3
- 0, 0,
NO | PDLL<I% | 5 Chemo + NIVO-IPI | Phase 3 16 mo. 10%

5-yrs OS
................................................................ 62%
r N N | ‘
-k 37% |
ALK —EGFR . ?00—'
—PD-L1>50% —PD-L1 1-49% v
—PDL1 <1% 10%
0 6 12 18 24 30 36 42 48 54 60

* Pending Important Limitations/Variability with
regard to Histology, Data Maturity and Follow-Up



Testing Resistance Mechanisms

Stage IV mNSCLC with EGFR-activating mutation

B - )  With the increasing use of first-line

PS5 3-4 for all following options [IIl, A]

T osimertinib, management of resistance
G M L to osimertinib has become a major

Erlotinib—bevacizumab [I, B; MCBS 2; ESCAT I-

Eftnt-chwcun .5, MBS BT 4 clinical issue ...
Dacomitinib [1, B; MCBS 3; ESCAT |-A]* a » n
* |tis advisable to test for resistance

Gefitinib—carboplatin—pemetrexed [1, B]'
mechanisms when feasible.
I ]

Local ireatment Rebiopsy or cfONA plasma testing (at least T790M for progression
(surgery or RT) + Latesie P on g ion TKI [1, A], NGS for progression on
and continue targeted systemic progression osimertinib [lll, C], with rebiopsy if plasma test is negative)
treatment [IV, C]
- -
A
[If first-line first- or second-generation TI(I]
1

+

W+ v

Resistance No resistance Exon 20 T790M
mechanism identified mechanism identified mutation positive
but not feasible
Osimertinib Systemic [ Platinum-based ChT [IIl, A]
progression [, A; MCBS 4; ESCAT I-A]*< progression 7 Atezolizumab-bevacizumab—
- - paclitaxel-carboplatin [Il, B; MCBS 3]

Oncogene-addicted metastatic NSCLC ESMO Clinical Practice Guideline 2023

Exon 20 T790M mutation
negative or rebiopsy indicated

C

linical trial [lIl, B] or refer to
no resistance mechanism




Clonal Evolution of EGFR Mutant NSCLC on Therapy
go Chemotherapy 08 O Progression oo o

QO ———» 000
ol Oo oo %00 OO 0©
O%o- ooo T790M+/- 2™ site mutation T790M+/- 2" site mutation
o@ (i.e C797S) (i.e C797S, G724S)
B . e %
ot e ;s;@s °
0@ Afatnid \i”o”* 8 Oo
Oo ogoooo Moty 00 0 %9
Osimertinib Progression o / O Gla@ o Progression o
: (%) 000 l )
0 o o ‘—J 0 oo AIternateTbZIQO?s_ pathways o oo o o
oo & 080 0%
T790M-
o EGFR activating mutation clone *MET amplification, HGF expression, HER2 amplification,

- PIK3CA mutations, PTEN loss, KRAS mutations, NRAS
O Alt te b h b ' * :
e LR mutations, BRAF mutation, MAPK1/AKT3 overexpression,

© EGFR T790M mutant clone o FGF20FGFRI loop mutation, IGFRI activation, RB1/p53 loss,
O EGFR additional second site mutation (ie C797S) small cell histologic switch, fusion events

Murtuza et al, Cancer Res 2019



Resistance Mechanisms to First Line Osimertinib

FLAURA: Acquired alterations in
GEF/ERL vs. OSI Arms

Comparator EGFR-TKI
Gefitinib or erlotinib
(N=277)

Osimertinib
(N=279)

Patients with paired samples Patients with paired samples
n=159 (57%) n=113 (41%)

Prevalent Prevalent

Mechanism: Mechanism:
On target [ 1 | | Off target
(T790M: 47%) g EGFR mutations No EGFR mutations EGFR mutations No EGFR mutations - [JUICIEN L)

detected in baseline detected in baseline detected in baseline detected in baseline
plasma samples plasma samples plasma samples plasma samples
(n=129; 81%) (n=30; 19%) (n=91; 81%) (n=22; 19%)

[ Acquired EGFR mautations

[H Acquired ool oycle gena akamtions

MET amplification: 4% HER2 amplification: 2%
T anphicabon s O 2% CTTX: T%; LI18QwCII7S. 1%, ks, -

CCOCARET. 2% ] L L7160 + exXies 1% ST6M 1%

PIKICA mutations: %! BRAFOSORN. 1% PIK3CA mutations: 7' BRAF mutsions (VBOUE) 3% [
KRAS GI2C: 1% ” "y ul a
- 9 NRASGIZD 1% - ? KRAS mutations (G12D/C, AMET): 3% - I A-uq irad Ilqﬂhlﬁﬂ'l D I rfrown
E s “zrs [ Acquired ic Fusions
QP SEwn Uil Dnoogan B Trnskmmations (SCLC, 5CC)

[ Acquirsd MAFK-Plak mutations

Ramalingham S et al, ESMO 2018 Leonetti et al, Br J Cancer 2019



Resistance Mechanisms to 1L Osimertinib: ELIOS

Phase 2 open-label, multicenter, single-arm trial to characterize resistance to 1L osimertinib
Primary endpoint: proportion of patients with a given tumour genetic and proteomic marker at PD

Patients with locally advanced Osimertinib 80 mg, once daily" RECIST 1.1 assessment

or metastatic NSCLC (N=154) every 8 weeks until PD Follow-up

Key inclusion criteria
» 218 years
» WHO performance status 0/1
. . Tissue biopsy prior to ctDNA collected Tissue biopsy
» EGFR mutation(s) associated L
. e f

with EGFR-TKI sensi tIVIty rrearminrstan longitudinally aﬂelr PD

(including atypical mutations) I = :
+ EGFR-TKI treatment-naive =~ = = = === === é -m—————————

. Paired samples analysed by NGS (Foundation Medicine Inc., FoundationOne CDx)
ELIOS data cut-off: 28 Feb 2022 and mass spectrometry (mProbe; LiquidTissue assay)?

»  Only 39% (46/115) of patients with PD on osimertinib provided an evaluable biopsy pair
» Most common failure: no biopsy (patient/anatomic factors), technical failure of NGS on either baseline or PD biopsy

Piotrowska Z et al, ESMO 2022




ELIOS: Multicentre, Phase Il, Molecular Profiling Study

Heatmap of
protein
expression
based on mass
spectrometry

50
2

500 1000 1500 2000

Colour key
and histogram

Count

(=)

Upregulation of
MET and AXL in
a subset of PD
tumours

amol peptides / pug protein

Baseline (n=32)

PD (n=17)

[ M | | | BEE N ecR
AXL
I MET
HER2
HER3
L | | [] FR-a [
HE B BN N ENVEEECE B DEENEEEEE  TROP2 H B B m
fii | B | TOP1 H B
[ | SLFN11
CD56 - Markers
SYP - for
Potential
Chromogranin A - ?SET_:? tscLC
PD-L1
LTI TP T R TPT[[etteta [ [ [ [ | | | HYENE B
0 VIM I OO
All samples Paired samples All samples Paired samples
MET MET AXL AXL
3000 - 3000 - 500 500
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00 g £ 400- £ 400-
2000 o 2000 = =
3 3 300 3 300
1500 8 g 2
2 2 200 2 200
1000 - 2 1000 s e
= 4S0LC 5 100 = 100
o . [=] [<] - . ° -
500 i = £ E *SCLC
0 T - 0 T 1 0 T S 0 1 1
Baseline PD Baseline PD Baseline PD Baseline PD

Piotrowska Z et al, ESMO 2022



Resistance Mechanisms to 1L Osimertinib

ELIOS study
N =46 (PAS-ITT)

I Unknown
Baseline EGFR-TKI sensitising mutations IIIIIIIIIIIIIII 91% W L858R

Ex19del
Baseline EGFR atypical mutations III 13% M Atypical
) EGFRCT9TS IIIII | I |
EGFR I I I II 26% B crers
° M Known missense
_ MET I III I II I m M Rearrangement
" [ Truncation / Frameshift
CDKN2A | CDKN2B III II I I 28% B Amplification
NKX2-1 I IIII 1% Amplification loss
I Deletion
PIK3CA I 2% Deletion loss
ARAF I I 4%
Il Off target
BRAF I II I %%
HRAS I 2%
CCNE1 / CCND1 I I I I 9%
ALK I 2%
FGFR3 II 4%
TP53 I 2%
RB1 I I I I 9%
< n=46 (PAS-ITT) >

Piotrowska Z et al, ESMO 2022 Passaro A et al, Nat Cancer 2021



Resistance Mechanisms to 1L Osimertinib: RWD

» Real-world cohort of patients with EGFR-mutant NSCLC treated with 1L osimertinib at MSKCC (n=327)
* N=95 patients with postprogression biopsies

EGFR amp
7.4%

I - C7978
| 3.2%

67248
s
0-f- /

MET amp
7 as%

HER2 amp

/ 32%
MYC am
‘4 T P

1.1%
=8 MDM2/CDK4 amp
1.1%
" CCND1 amp
\ 1.1%
PIK3CA mut
3.2%

\ KRAS G12A
RET fusion

1.1%
21%
BRAF fusion
\ 1.1%
| SCLC \. RB1 loss

LCNEC L Squamous 7.4% 21%
21% 53%

Unknown
47.4% \

Unknowh

Improved OS with treatment adaptation on the basis of
identified mechanisms of resistance at PD using tissue-

based genomic ana

lysis

Group Med (95% CI) -
197 Transformai 271 (189NR P
ransformation — 27.1 (18.9-NR) o — No therapy
Ondarget ~ — 23.3 (13.7-NR) ~— Tailored therapy
Offtarget  — 126 (74-NR) ~ Not-tilored therapy
o~ Unknown — 13.3(11.9-23.1) o
® 075 ©
2 - O
2 £
5 H
“w L
o €
o o
- 2
Y050 mm e m e b & = ,
c L o
o 4 -
. ;
'] 2 P
o §
2
9 =
- -
& 025 e @
o 6 12 18 2 30 3% o i L Illlll LI 11 —L 1 1
_ Time (mo) 0 10 20 30 4
Number at risk
Unknown 45 34 24 13 7 5 1 Months from progression
Transkoemglon {1 i U 8 4 2 0 24 mo HR 0.09 (tailored therapy vs. not tailored therapy)
Off-target 24 17 12 4 2 1 1 24 mo HR 0.31 (tailored therapy vs. no therapy)
Ondarget 12 1 7 5 3 1 1 p<0.001
°

Choudhury NJ et al JTO 2023



Recommended Strategies at Progression

Stage IV mNSCLC with EGFR-activating mutation

Preferably, patients
progressing on
osimertinib are enrolled
in a clinical trial, if
possible, standard
treatment is platinum-
doublet Chemotherapy

N
S 0-2[1,A]
PS 3-4 for all following options I, A]

, B: MCBS 4; ESCAT I-A]*
Erlatinib-bevacizumab [, B; MBS 2; ESGAT I-AJ:==

Erlotinib-ramucirumab [I, B; MCBS 3; ESCAT I-A]**
Afatinib [I, B; MCBS 5; ESCAT I-AJ
Dacomitinib [1, B; MCBS 3; ESCAT I-A]*
Gefitinib—carboplatin-pemetrexed [1, B]'

Disease progression®

{

Local treatment
(surgery or RT)

and continue targeted systemic
treatment [IV, C]

Systemic progression

W
g i Rebiopsy or cfDNA plasma testing (at least T790M for progression
ystem_c on first/second-generation TKI [I, A], NGS for progression on
progression asimertinib [Ill, C], with rebiopsy if plasma test is negative)

-
A4
If first-line osimertinib [ If first-line first- or second-generation TI(I]
T

\J

Resistance
mechanism identified

linical trial [lll, B] or refer to
no resistance mechanism

+

Exon 20 TT90M mutation
negative or rebiopsy indicated
but not feasible

s
Exon 20 T790M
mutation positive
v
Osimertinib
[I, A; MCBS 4; ESCAT |-A]*

L4
Mo resistance
mechanism identified

Systemic e

e | 8 Aezoltmeb_tevacizumas
progression / ezolizumab—bevacizumab—

paclitaxel~carboplatin [lll, B; MCBS 3]*

Oncogene-addicted metastatic NSCLC ESMO Clinical Practice Guideline 2023



Classical Chemotherapy-based Strategies

[ Platinum-doublet Chemo ]V
[ Platinum-doublet Chemo - I-O ] x »

Checkmate-722: Chemo +/- Nivo in NSQ NSCLC

100
NIVO + chemo Chemo
(n = 144) (n = 150)
80 Median PFS,® mo 5.6 5.4
HR (95% CI) 0.75 (0.56-1.00)

g 60 P =0.0528
wv
&

40

20

NIVO + chemo
0 . : : | ; i Chemc - - - - - ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months

Mok T et al, ESMO-Asia 2022
Keynote-789: Platin-Pem +/- Pembro in NSQ NSCLC

100 =
- 80 =
3
z
= 60 =
=]
©
=]
© 40 =
Q.
n
(@]

20 =

0 =

o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

No. at risk Time, months

— Pembro 545234217182 151129114 99 75 65 50 40 29 23 13 7 3 O
+ chemo

—_ 247 237 211 169 146 122 103 76 65 55 42 31 24 19 17 10 3 O

Yang J et al, ASCO 2023




Classical Chemotherapy-based Strategies

IMPower-150: Carbo-Taxol-Beva +/- Atezo in NSQ NSCLC

[ Platinum-doublet Chemo ]V Senszing £GP .

%

g 80

3 70

g o

B gpdeennsnsi al e st ]

a

=

s

& 30

2

o 20 H H
10 Median OS, 18.1 months | i Median OS, 29.4 months
o (95% CI: 11.7-27.8) | } (95% CI: 24.9-NE)

A\ H
0 3 6 9 12 15 18 21 24 27 30 33 36 30 42 45 48 51 54

2
g

Time (months)

[ Platinum-doublet Chemo - I-O ] x - Nogarﬁi ;\I‘et al JTO 2022

ORIENT-31: Platinum-Pem + / - Sintilimab +/ - IBI305

100
L%
< 80
£ 70
3 60
@

[ Platinum-doublet Chemo - 1-O ]
+ Antiangiogenics

uuuuuuuuuuu

Lu S et al, Lancet Respir Med 2023



Is There a role for Osimertinib beyond Progression? RWD

—_ A Post-progression PFS B Post-progression OS5
) —__ BPD
£ 100, —wr0 | & 100 'l —Bo |
z —ge |z — srorar
= B0 TLLL — = i B0 _L"]—l_
E 80, 1\1.'{'1- -E 60 il
40 ] 1 — 40 _"‘b—_‘
3 E ] 2 "
20 £ 20 L
| -

g 7 _'_I__I— ﬁ Ez_l
E 0 — | 0
o

0 5 10 15 20 25 30 35 0 5 10 15 20 25 30 35

Months Months

Number at risk Number at risk
Group: BPO Group: BPO

" 14 4 2 1 0 0 0 31 18 [ 3 1 0 0 0

G Switch

Group:SWER & 4 ] o o o o I 25 1 3 1 0 0 0
Group: BPO+LAT Group: BPO+HAT

19 12 4 2 1 1 1 0 19 16 9 [ 3 2 1 0

Cortellini A et al, Clin Transl Oncol 2019



Management of EGFR-mutant NSCLC progressing on Osimertinib

Special Circumstances at Progression

Suspect progression on osimertinib? ____ i oligometastatic progression:
Obtain brain MRI and CT of chest/abdomen/pelvis Consider LAT with TKl continuation

Radiographic progression confirmed —_—

If slow and/or asymptomatic progression:
Consider treatment beyond progression

Obtain tissue biopsy of progressing lesion If CNS-onl P
{liguid biopsy is less sensitive for fusions and transformations, B Ilm;e‘{ripél‘:lgrl.$:ement_ attempt LAT
but can be considered if tissue biopsy is not feasible) L with continued TKI

For diffuse CNS involvement, consider
transition to CNS-penetrant systemic therapy

a—
- Clinical trials - RET: Consider If SCLC: - Platinum-doublet - Platinum-doublet
combining FEGFR and compassionate access - Platinum/etoposide® chemaotherapy; consider chemotherapy; consider
MET inhibition osimertinib + pralsetinib or - Role of chemolO continuing osimertinib if continuing osimertinib if
- Consider off-label off-label osimertinib + unknown CNS stable (limited data) CNS stable (limited data)
osimertinib + cabozantinib™®® - Clinical trials - Consider IMpower 150 - Consider IMpower150
crizotinib™ -ALK: Consider off-label regimen (some safety regimen (some risk of

EGFRTKI + ALK TKI%=T If squamous: concerns regarding future toxicity with subsequent
- ROS1: Consider off-label - Histology-appropriate TKI use)® reintroduction of TKI}®
EGFR + ROS1 TKI® platinum-doublet - Clinical trials - Clinical trials

- Any fusion: Clinical trials - Clinical trials

Piper-Vallillo AJ et al, J Clin Oncol 2020



Clonal History/Genomic Predictors of SCLC Switch in EGFR-driven NSCLC

EGFR T790M-positive LADC
Initial LADC l Initial LADC

- [N || NARARRAN ARUAARAAAR ARARARRCHN NUNRARVARR JACCHYNN RNARANY
oss AR CHNNIRREN T RN i mmmnmmimn

Small-cell-transformed group Nontransformed group
(n=17) (n =58)

R

I Wild type: heterogenious nuclear expression Complete absence of expression I Nuclear overexpression

Paclitaxel Etoposide
Treatment history: Gefitinib + carboplatin Osimertinib + carboplatin

Tumor volume (1,000 mm? : § € = o SR 2 S o N N e R (L @ SCLC SW|tCh

* 5-10% of EGFR+
NSCLC

+ EGFR+ NSCLC with
pre-treatment

APOBEC-induced hypermutation

SCLC transformation

MRCA

EGFR T790M scLC
PIK3CA E545K :
EGFR del E746-A750 T5C2 A100T RB1/TP53 alterations
RB1ILN388fs LADC ROS1R1035* i
TP53 CMG242fs EGFR focal amplification with chrMT-15217 « 43Xrisk of SCLC
EP300 rearrangement EGFR T790M .
CAMK2A R259C Switch
*—@ L & L &
Months from diagnosis: 0 2 12 15 18 22 36 38 40

Tissue acquisition: LC1a LC1b LC1e LC1d Lee JK et al; J Clin Oncol 2017



Squamous Histology Shift After Osimertinib

o Pretreatment nt %
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Mechanisms of Resistance to Osimertinib

The 4 Most Common Mechanisms Mechanisms of Resistance
of Resistance (% of pts) according to Setting/Line

80 |- M MET alteration [l C797X || SCLC transformation [I] Fusions
FLAURA AURA3 Piotrowska et al.

JO- 128

Acquired changes (%)

60 |- aL
50 |-
40 |- 2L L EGFR mut
MET amp
30 |-
L
20 |-
10 |- BRAF mut

0 KRAS mut
N N o f‘g N
o// o// o// o// o//
& 8 AN W& W&
o & 4 P
&‘g éb N & & &
) &
q® (‘5*'0 9'5\ ,_-OEP
R &
&
&
Q
Q@

Piper-Vallillo AJ et al, J Clin Oncol 2020 Rudin C, Discussant at ESMO 2018



Investigational Treatment Strategies
to Overcome Resistance

i i Delivering Targeted
On-Target resistance Bypass resistance Chemotherapy - ADCs

Amivantamab Amivantamab Patritumab Datopotomab

Deruxtecan Deruxtecan
EGFR )k EGFR MET

HER3

000000000 D000000000000000000000000000QNO000000000000000000

00000006000000000000000000 000000000000000000

EGFR KD 3rd Generation Selective '

mutations EGFR TKI MET TKI
(C797X ' 4th Generation Osimertinib Savolitinib
'L792X | EGFRTKI Lazertinib
| G796X
o @D s
| G7248 | iy
i s7681 | BLU-701 T
' EGFR Amp | BLU-945 *
----------- + 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

Modified from Recondo G, ASCO 2022



Treatment Opportunities for EGFR-driven Resistance to OSI

EGFR act+
T790M

EGFR

|

Osimertinib

l| EGFRact+
[] T700m
§l c7o7s

[l T7e0mic7975

Leonetti et al, Br J Cancer 2019

> Osimertinib

EGFR act+
C797S

(Osimertinib in 1stline/T790M loss)

EGFR act+
T790M/C797S
cis

1st gen EGFR-TKI
2nd gen EGFR-TKI

4th gen EGFR-TKI

EGFR act+
T790M/C797S
trans

+

Osimertinib + 1stgen
EGFR-TKI

acquire sensitivity to
1/2-gen. EGFR-TKIs

NSCLC cells re- “

Novel fourth-
generation EGFR-
TKls

with OSl and 1 gen.

Combination therapy
EGFR-TKIs




Combo OSI + GEF: Phase I/l = NCT03122717

Preclinical Models: Combo prevents acquired

secondo-site EGFR resistance mutations

Patients’ Subgroup with EGFR mutations
detectable in blood with retest

Best change from baseline in target lesion size (%)

% resistant clones

7z
EGFR L858R Ba/F3 < oo itini
12 Osimertinib EGE'; 557;75 Gef't,"“b
. T790M Active
10 =l L718Q
. mm C797S
S
g EGFR T790M | Osimertinib
; P Prolonged
Gefitinib  Osimertinib Both Osémfeir,n!‘l;b » Seco Slte » Treatment
Adapted from Ercan et al. Clin Can Res. + Gefitini Aéyfatl = Response‘)

2015. 21(17):3913-23

25

=25

-50

-75

-100 -

1

ObJectlve Response rate - 88.9% (71.9% -
% % of patients (95% C))" %1% | ch* 96.1%

I Stable Disease
M Partial Response
* DL1 (osimertinib 40mg/gefitinib 250 mg), Escalation Phase

% Change EGFR AF at C1D15

N

Patients (n=17) with detectable baseline

plas

72 EGFRm by cfDNA, Two Weeks Treatment EGFRm by cfDNA, Serial Assays

o

N
&
w
o
.

@
S

EGFRm % Allele Fraction
N
O

o
@
=
o

Baseline 2Weeks 4 Weeks 8 Weeks
m Radiographic SD

W Radinoranhic PR

NGS at Resistance  yet and EGFR Amp
(n=7) 15%

CDKN2A/B Loss

14%
No
Mechanism
Identified MYC Amp and
57% ~ CDKN2A/B Loss
14%

Rotow G et al, ASCO 2020



Selected Investigational Treatment Strategies

Resistance mechanism

Clinical trial

Intervention(s)

75 EGFRC797
@ GFR C797S

€53 MET amplification

ALK fusion
€% RETfusion
BRAF fusion/mutations

4

7

SCLC transformation

NA

ORCHARD
SYMPHONY
HARMONY
NCT04820023
NCT05256290
NCT05394831

SAFFRON
SAVANNAH
INSIGHT2

ORCHARD
ORCHARD
ORCHARD

ORCHARD

ORCHARD
COMPEL
HERTHENA-Lung02
TROPION-Lung05
PALOMA-3
CHRYSALIS-2
MARIPOSA-2

Osimertinib + gefitinib
BLU-945 +/- osimertinib
BLU-701 +/- osimertinib (or ChT)
BBT-176
BDTX-1535
JIN-A02

Osimertinib + savolitinib vs ChT
Savoltinib +/- osimertinib
Tepotinib +(/-) osimertinib

Osimertinib + alectinib
Osimertinib + selpercatinib
Osimertinib + selumetinib

Platinum + etoposide + durvalumab

Platinum + pem + durvalumab / others
ChT +/ - osimertinib
Patritumab deruxtecan vs ChT
Datopotamab deruxtecan
Amivantamab + lazertinib
Amivantamab + / - lazertinib
ChT +/ - amivantamab + lazertinib

= W NWWDN N

3

Modified from Piotrowska Z, ELCC 2023

Courtesy of Pilotto S



EGFR + MET Co-targeting (for Acquired MET Ampl.)

<Y
S
o
e

Patient population MET Efficacy Toxicity
selection

Osimertinib +
Tepotinib

Osimertinib +

Savolitinibl

Osimertinib +
Teliso-V

s/p 1L osimertinib
Stable treated CNS dx

Prior 3 gen EGFR TKI

Prior osimertinib
L858R/Exon19del
57% 3+ prior lines
86% prior chemo

MET FISH
MET NGS

MET FISH
MET IHC
NET NGS

MET IHC
43% high
57% intermed

*SAFFRON (ph 1ll) ongoing [osi + savolitinib vs ChT]

ORR 54.5%
ORR 50%

ORR 49% (high MET)
mPFS 7.6mo
DoR 9.3mo

58%
50%
63%

Any grade/grade >3

One patient grade 5
pneumonitis

Any grade/grade >3

4% hypersensitivity reaction

with savolitinib

Grade >3 TEAE
Anemia 12%
Pulmonary embolism 12%

Diarrhea 31/0%
Edema 24/4%
Paronychia 17/1%
Nausea 14/0%

Nausea 49/3%
Anorexia 34/4%
Fatigue 35/4%
Edema 32/2%
Diarrhea 28/3%

Any grade
Neuropathy 36%
Edema 24%
Anemia 20%
Fatigue 20%
Nausea 20%

» Multiple studies have established MET amp as a clear driver of resistance to EGFR TKIs and
» MET + EGFR inhibition as a valid therapeutic strategy

Mazieres J et al, ESMO 2022; Myung Ju A et al, WCLC 2022; Goldman JW et al, ASCO 2022



INSIGHT 2: Multicentre, Phase IIR, Open-Label, After OSI 1L

Key inclusion criteria

— Locally advanced or metastatic NSCLC
with activating EGFR mutation

— Acquired resistance to 1L osimertinib

— METamp detected by either central or local®
FISH testing (TBx) or central NGS testing
(LBx)t

- ECOGPSof0Oor1

— Stable, treated brain metastases allowed

EGFRm NSCLC progressing on prior EGFR TKis due to METamp

(N=100)
| Tepotinib monotherapy (N=12)
+ > METamp detected by central TBx FISH

with prior 1L osimertinib
Tepotinib + osimertinibt (N=88)

METamp detected by central/local TBx FISH and/or central LBx NGS

— 48 patients with follow-up 23 months (median follow-up: 8.3 months)
— 22 of 48 patients with follow-up 29 months (median follow-up: 12.1 months)

v

METamp detected by central TBx FISH (N=70)
with prior 1L osimertinib

METamp detected by
central LBx NGS (N=27)
with prior 1L osimertinib

— 23 patients with follow-up 23 months
— 16 of 23 patients with foll p29

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

100 -
g 80 Best overall response
Tepotinib plus osimertinib (IRC) £g 60 — e
METamp by METamp by £ (“g 40 A M Progressive disease
central TBx FISH central LBx NGS 5 E 20 e
o=
Follow-up 29 months 23 months 29 months 23 months 55 OtTg
(N=22) (N=48) (N=16) (N=23) 2T 0l Mow N § §§§§§
ORR 54.5% 45.8% 50.0% 56.5% 38 75 e § §§§§§
(95% ClI) (32.2,7556) (31.4,60.8) (24.7,75.3) (34.5,76.8) 2% § §§§§\\§
- 82 60 - A\ §§§\§
BOR, n (%) S e AN
PR 12 (54.5) 22 (45.8) 8(50.0) 13 (56.5) 5 -801  METamp detection MET GCN A\
SD 2(9.1) 5(10.4) 1(6.3) 1(4.3) 100 TBx FISH 5-<10
PD 4(18.2) 10 (20.8) 5(31.3) 5(21.7) MLBXNGS W10
NE 4(182) 11(22.9)* 2(12.5) 4(17.4) METamp detection 1 1] a u 1] EEEEE 1 uu
MET GCN I | ‘HOEH HE H H EEEE  EE EN EENE  EEN  EE

Mazieres J et al, ESMO 2022



INSIGHT 2: Multicentre, Phase IIR, Open-Label, After OSI 1L

Tepotinib + osimertinib Intracranial responses TBx FISH (n=24) Tepotinib + osimertinib
= > 0, =
Response (n=128) ORR, % (95%Cl) 202 (12.6, 51.1) Grade 23 AEs, n (%) (n=128)
0, 0,
ORR, % (95%Cl) 50.0 (39.7, 60.3) BOR. n (%) Any 44 (34.4)
0 B
BOR, n (%) CR 6 (25.0) Peripheral edema 6 (4.7)
PR 49 (50.0) PR 1(4.2) Appetite decreased 5(3.9)
SD 13 (13.3 Nausea 3(2.3
( ) SD 12 (50.0) 23
PD 23 (23.5) Lipase increased 3(2.3)
PD 2(8.3)
NE 13(13.3 Anemia 2(1.6
( ) NE 3(12.5) (1.6)
mDoR, mo (95%ClI 8.5 (6.1, NE ALT increased 2(1.6
(95%C1) ( ) DCR, % (95%Cl) 79.2 (57.8, 92.9) (16)
Diarrhea 1(0.8
mDoR, mo (95%Cl) NE (3.6, NE) 08)
Paronychia 1(0.8)
mPFS, mo (95%Cl) 7.8 (3.9, NE)
Hypoalbuminemia 1(0.8)
Progression-free survival Overall survival Vomiting 1(08)
1.0 4 1.0 4
MPFS 5.6 mo (95%Cl 4.2, mOS 17.8 mo (95%Cl 11.1, NE)
4 8.1 4
éo.s ) éo.s
S06 Z06
%3 0.6 § 0.6
(’%0.4- 50.4 -
s (%))
802+ o021
04 0 4
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27 30 3
No. at risk Time, months Time, months
9% 61 38 22 12 4 2 3

1 1 0 98 8 78 62 31 19 13 7 2 1 1 0 Kim TM J et al, WCLC 2023



Best % change in target lesions

Targeting Bypass Resistance Mechanisms

Osimertinib + Selpercatinib
[RET fusion]

209

Best overall response

—100 -

*

ORR, n (%) 5(50)

PR* 5 (50)

sD 3(30)

PD 2 (20)

DCR, n (%) 8 (80)
Median depth of response, n -43

Osimertinib + Crizotinib

[METex14]

Osimertinib Osimertinib PC9 METex14
Adjuvant Active + + ®
erlotinib surveillance Erlotinib savalitinib® Crizotinib crizotinib — 100 : [ ] ; & Without crizotinib
= - With crizotinib
24.7 months 20.5 months 12.5 months, 2.4 months 1.9 months Ongoingt E
® @ > 5
@ 50
Lobectomy for No evidence M Py ion: Pr i P i =
stage IIB of disease recurrence EGFRT790M, =
EGFRL858R EGFRL858R MET amplified, @
left upper lobe METex14 o
adenocarcinoma 0 T T T T -
0.0001 0.001 0.01 0.1 1 10
Timing of test Type of test Sample | Result Osimertinib (uM)
q B Hotspot
Diagnosis stage IIB q Tumor EGFRL858R detected
genatyping (a) H1975 METex14
Digital PCR (b) Tumor EGFR T790M negative
[ S R e = 100 1m -e- Without crizotinib
i = -m With crizotinib
Molecular MSKMPACT (¢) | T4™mor R = i erizotint
testing - =
Digital PCR (b) | CONA EGFR T790M positive =
Digital PCR (b) | Tumor EGFR T790M negative © 50
Progression during =
erlotinib treatment NGS by THE EGFR LB58BR with amplification (FC, 3.8); MET exon 14 =
MSK-IMPACT (c) splicing variant (c.2888-1G>A) with amplification (FC, 2.5) S
FISH (d) Tumor MET amplification 0 T T T T hal

00001 0.001 001 01 1 10
Osimertinib (uM)

Rotow et al, WCLC 2021; Suzawa K et al, JCO Precision Oncol 2019



EGFR MET

Amivantamab + Lazertinib

Amivantamab (am-e-van-tuh-mab)

Fully human bispecific antibody that targets EGFR and MET
Fc portion has immune cell-directing activity’
Demonstrated clinical activity across diverse EGFRm NSCLC24

Granted Breakthrough Therapy Designation for EGFRm
Exon20ins NSCLC post-chemotherapy in US and China

Lazertinib (la-zer-tin-ib)
Potent 39-gen TKI with efficacy in activating EGFR mutations,
T790M, and CNS disease®?
Low rates of EGFR-related toxicity such as rash and diarrhea®
Low cardiovascular safety risk”

Safety profile that supports combination with other anti-EGFR
molecules

Mean Tumor Volume

(mm3t SEM)
-
o
o
o
1

(42}

o

o
1

H1975-HGF (EGFR L858R; T790M, HGF Autocrine)

Dosing
phase

—e&— Human IgG1 + Vehicle

—&— Lazertinib 10 mg/kg
—#— Amivantamab 10 mg /kg

—a— Lazertinib + Amivantamab

20 40 60 80
Days Post Tumor Implant

Combination Efficacy: Osimertinib-resistant, Chemotherapy-naive

Best Change from Baseline
in SoD Lesions (%)

70
60 -
50 -
10 -

n=45

1stline osimertinib

W 2" line osimertinib

X Received lazertinib

Cho BC et al, ESMO 2020



Amivantamab + Lazertinib [CHRYSALIS-2]

AEs (220%) by preferred term, n (%

- DL id U1 WYL S L) D]

Rash 15 (75)

CHRYSALIS-2 (NCT04077463)

Dosing (21-day cycle)
Eligibility Lazertinib | 240 mg daily Paronychia 12 (60)
So o mllEsy 1400/1750° mg on C1 D1/D2, C1D8, C1D15 L 12 (69)
advanced NSCLC | ReuliChiChiC PRt 1750!2%00" mg C3+ Qaw : Dermatitis acneiform 8 (40)
post-TKI (max of - larrhea
3 prior lines) Chemothera Carboplatin (AUCS; stopped after 4 cycles) Associated with MET inhibition
py — - - =
Pemetrexed (500 mg/m2) until disease progression Hypoalbuminemia 8 (40) 2(10)
D . Other
. Endpoints : [Neutropenia 18 (90) 14 (70) |
i = Adverse events (primary)- Duration of response » Progression-free survival | IRR 13 (65) 0
:L » Objective response rate + Clinical benefit ratec + Qverall survival i Fatigue 10 (50) 5 (25)
------------------------------------------------------------------ ' Nausea 10 (50) 0
COVID-19 8 (40) 0
B0 [ Thrombocytopenia 8 (40) 5(25) |
o Best overall response: [l PR 0 HMee A NEﬂJNK| Constipation 7 (39) 0
S LN Decreased appetite 7 (35) 1(5)
E ENLE - Leukopenia 7 (35) 4 (20)
c 2 7 = Alanine aminotransferase increased 6 (30) 0
B3 L e T ——
cs ol o e Pulmonary embolism 6 (30) 1(5)
R I ‘9:::‘;:;;:’ Aspartate aminotransferase increased 5 (25) 0
BE 0] ongomgresmonse 8 o 10 reaponders Back pain 5 (25) 0
m 80 DOR 26 months & of 10 responders Epistaxis 5 (25) 0
w0j  ceRe TG e, Hemorrhoids 5 (25) 0
1% Peripheral sensory neuropathy 5 (25) 0

Lee S-H et al, WCLC 2023



Antibody Drug Conjugates (ADCs)

[ Patritumab Deruxtecan (HER3-DXd) ] [ Datopotomab Deruxtecan (TROP2-DXd) ]

807 .
Best Change in SOD (BICR) and Tumor Genotype®
g 607
Z 100 HER3-DXd 5.6 mglkg (N=225) g 40
a
% «o Confirmed best overall response (BICR) 2 * 207
2 o m(R WPR 5D mPD mhE * Ongong seaiment ££ o
£F w0 $% 20
38 up | £3
2L -40
gg o0 ml“l 0 1. -E Dose level
@
o

81
oleEl

HegE1
i . [

[Quiewso P 4L

jQuisewso |

meu Lx3
1ML

e

[Qursawso o |

ey

e

HES
1P61X3
SO
Hv
Hv
LR

1206 |
A
e

umou:
ameban
HESHT
#PELXT
CRE]

#PELXT
12p6Lx3
12p6Lx3

e
oo
ML
L
L
QSISO O/M 3 L

0 ] . B 11 111[111] 60
£ & a0 Il ||| | lI III 60 4 mglkg
8" 400 | -80 I 6 mg/kg
g 0 | M 3 mg/kg
G 600 4 -
= | T 23

C(' na e
Bt

4L
73 %

)uu EGFR

Prior TKI

1341 soud opy

s | | [IETD

1L Joud oy
1311 Joud on

QUIIBWISO O/M I L EEE aneBay

aunourso s | o) [
131 Joud oN
jQrmIa W S0 jou) L M #PELX3

of
QURISWISO [9U1 4L M 12P61X3

jqunsewrso jou L

QUUILIBUIST O/M |1

N =225 N = 34
ORR 30%, mPFS 5.5 ms, OS 11.9 ms ORR 35%, mDoR 9.5 m

Janne PA et al, WCLC 2023; Yu et al, JCO 2023 Garon EB et al, ESMO 2021



Amivantamab + Lazertinib [ph. lll post-o0si]

| MARIPOSA-2 (NCT04988295) | | PALOMA-3 (NCT05388669) |

Carboplatin/Pemetrexed x 4 +
amivantamab + lazertinib =
pemetrexed/amivantamab/lazertinib
maintenance
Osimertinib
e ™
/-R\ Carboplatin/Pemetrexed x 4 +
111

(e ) pemererciimenamE > ence A Study of Lazertinib With Subcutaneous
) "~ Amivantamab Compared With Intravenous
- ~  Amivantamab in Participants With Epidermal

Carboplatin/Pemetrexed x 4 -

| eremeimieme | Growth Factor Receptor (EGFR)-Mutated

1s.gen
EGFRTKI

OR
27 gen
EGFRTKI

congress Primary endpoint: Progression-Free Survival Advanced or Metastatic Non.sma” Cell Lung
Phase 3 MARIPOSA-2 Study Meets Dual Primary Endpoint Resulting in Can cer

Statistically Significant and Clinically Meaningful Improvement in PFS
for amivantamab plus ChT With and Without Lazertinib versus ChT
Alone in Patients with EGFR-Mutated NSCLC after Disease Progression
on Osimertinib

See Presidential Symposium @ESMO 2023! Nagasake M, Lung Cancer: Targets and Therapy 2022

https://clinicaltrials.gov/ct2/show/NCT05388669



ORCHARD: Biomarker-Driven Ph. 2 Platform Study

Analysis of tumour
biopsy from patients
with EGFRm NSCLC
progressing on first-
line osimertinib
monotherapy

Osimertinib (80 mg qd PO)
+ savolitinib (300 / 600 mg qd PO*)

Osimertinib (80 mg qd PO)
+ gefitinib (250 mg qd PO)

Osimertinib (80 mg qd PO)
+ necitumumab (800 mg V')

Osimertinib (80 mg qd PO)
+ alectinib (600 mg bid PO [300 mg bid in Japan])

Qsimertinib (80 mg qd PO)
+ selpercatinib (160 mg PO)

Future treatments 1, 2, etc.

For up to 6 cycles: durvalumab (1500 mg IV) +

carboplatin ([AUCS] IV) + pemetrexed (500 mg /
m? IV) g3w; followed by D (1500 mg IV) + Disease

P (500 mg / m? IV) g4w progression

Follow-up
for overall
survival

Future treatments 1, 2, etc.

Group C: Observational group for patients whose optimal treatment involves medication not available
within the Group A or B cohorts (e.g. transformation to SCLC or squamous histology; presence of an
actionable biomarker for which treatment Is not currently avallable in ORCHARD)

Screen failures with baseline NGS results

DOI: https://doi.org/10.1016/j.jth0.2021.01.1084



https://doi.org/10.1016/j.jtho.2021.01.1084

Adding Chemotherapy to Osimertinib

|  COMPEL (NCT04765059) |

Continuing osimertinib with carbo/pem is an appealing strategy (i.e. BM, slow progressors)

4 A
Locally advanced/ Plat (cis 75 mg/m? or Pem 500 mg/m? ( \ > 4 \
metastatic EGFRm carb AUCS)-pem R malntanancs + » PD v __ ;
NSCLC with or 8l 500 mg/m? osimertinib TS Optional open-label 0s
: . osimertinib 80 mg QD : Ny h
without CNS y 80 mg QD = osimertinib +/- chemotherapy
metastases R” USR] (for patients who experience [ Subsequent [ EFRYPS
RN Plat (cis 75 mg/m? or Pem 500 mg/m? anPafl:ySSls CNS PD as their first ietany PFS
Non-CNS B carb AUC5)-pem 500 maintenance + ? PIOGIOSsIoN event)
progression on mg/m? + placebo QD placebo QD ‘
first-line osimertinib W N J
e 7 Administration on Administration on [~ X K Approx.
Day 1 of 21-day cycles Day 1 of 21-day 4t9/° 45
for four cycles cycles maturity months
\ \ /

Sequist L et al, WCLC 2021



(Main) 3 Open Questions

Tissue Tailored Anticipating
VS./& VS. VS.
Liquid Agnostic Sequencing
Crucial and . ,
Ethical Treatment Patients
Tailoring Prognosis, QoL

Implications for:

Modified from Pilotto S
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