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Outline

Resistance in oncogenic driven NSCLC
Evidence of drugs at progression
How to choose a therapy at progression

Local challenges
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Take-home messages
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1. Resistance in oncogenic driven NSCLC



15" JCONGRESS

ember 2023

on uv:gCANCER 23824

Challenges in succesive therapies

e Pretreated patients

e Reduced performance status: tolerability becomes more important

e Low response rates: tumor control becomes important

e More symptomatic patients: symptom control and symptom improvement become important
e It is hard to show any improvement in efficacy...
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Challenges in succesive therapies
“Classic” 2nd line therapy

Socinski et al. 20021 N
Belani et al. 20032 [

Brodowicz et al. 20063
von Plessen et al. 20064 A
Barata et al. 2007° M-

Park et al. 2007°

Ciuleanu et al. 20087

Pirker et al. 20088

Scagliotti et al. 20087
Fidias et al. 20091° 0 2 - p i - ; =

Patients receiving 2nd-line therapy (%)

In recent studies, approximately 50% of patients did not receive second-line therapy

1) Clin Oncol 2002;20:1335-43; 2] Clin Oncol 2003;21:2933-39; }Lung Cancer 2006:52:155—63; *Br J Cancer 2006:95:966—73; 3] Thoracic Oncol 2007;2(Suppl.
4):5666 Abs. P2-235; 8 Clin Oncol 2007;25:5233-39; 71 Clin Oncol 2008;26(Suppl. 155):4265 Abs. 8011; & Clin Oncel 2008;26{Suppl. 155):65 Abs. 3; 9] Clin Oncol

2008;26:3543-51; 0] Clin Oncol 2009;27:
R R R R A —— R R R R R
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Molecular profiling

Genes to Test Molecular Assay Actionable Alterations

EGFR BRAF Sequence mutations
EGFR p.L858R
ALK MET
Copy number changes
ROS1 ERBB2 MET amplification
DNA/RNA-Based NGS
RET NRG1 Fusions

CD74::ROS1

NTRK1/2/3 STK11

—_— Splice site variants
KRAS Others MET exon 14 skipping

~ 1 ™~

Reraa manloasiilar neanfilinre ~nf NIQT r® 11cines NAIDNA «mnrd N smahlac ramnrabhanciva
Broad molecular profiling of NSCLC using DNA/RNA-based NGS enables comprehensive,
ic

anAnnaiusl rnrd biccita affiriant cbtratarms far mlniidalina. c~amnlata manatunines
economical, and tissue-efficient Yp”.w'.-"EL‘é:}‘/ 10r ‘»:]Llijétglil;L-‘\JJT‘.UJ\‘\;EC genotyping

Pennell. JCO Precision Oncol 2020
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Today, all patients become resistant

Tumor cell
composition

Senstive cells

Partially sensitive/
woakly rosistant cells

Fully resistant cells

Drug-lolerant
porsistor ceolls

&

Primary
: resistance

Resistance

Acquired /
wsrs:ancy

Mutational and
epigenatic changes
' * >
: Drug ; Time
+ stan
‘ >

Natural evolution (mutagenesis, epigenetic changes)

Tumor compaosition in time

Aldea. Cancer Discovery 2021




CONGRESS

W CANCER 23&24

16 or 26 TEI (afstinib, 1G TEl {gefitinibl plus 16 TEI larlotinial phas
dacomatinib, chamathrapy artiangicgonic

wricdinib, ard gefitmib] iplatinem-pematraxed) tharapy iramasxirumsb|

| I
.

3 TKX
(asimartinib}

Algorithms

Retlopay {or plasanal

THOM-negatee TrdM-poeiive fioer EGFR THOM pnd
resistanice ragstance otk resistance
| * alteraticns testing
Chematharapy with I ,
*Comsider local nruﬂthﬁ Qeimartinib Corsider festing
i N far rassstance
iFrapees Tos imemumnotherapy atierations
oligeprogreesian and artiangicgenic
thstrapy
Advanced ALR-rearranged NSCLC
20 TEI lalecginik,
G TEI 35 TEI First-lina
|erizntinib) brigtinik, carlinib, tlarlsinib tharapy
and srsariinikl
; !
206G TEI [alactinib, 3G THI Cormidar laeling
brigatimib, and (ot atirdb] for resistance
cariinibd aHersiions
G TEl |
Ilcerlatimik|
3
*Conpder locnl Chematherapy with
tharagbes Toa : ar without
ol i T L Pl oy
E— oy Tan. JCO 2022
Thezera pay

e e e



CONGRESS

WWOCANCER 23&24

er 2023

Actionable genomic alterations
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Cellular composition within TME and effect on TKI resistance

s
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Yang. Signal Transduction and Targeted Therapy 2022
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Cellular composition within’
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Yang. Signal Transduction and Targeted Therapy 2022
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Overview of the mechanisms of tumor resistance to TKls

Tumor metabolism alterations
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Resistance to EFGR TKis

Known mechanisms of EGFR resistance
EGFR-dependant

EGFR

Mutations
* Exon 20
o T790M pos/neg

o C797S/G

o C796X, C797X L798I

o L792X

o S768|

o ins20

o L792X, L798I
* Exon18

o L718Q/V

o L692V, E709K
* Exon 21

o V834x, V843X

Amplifications

EGFR-independant

METS..  MET ALK ('  HER2/3{
EGFR exon14jothers ROST ] MET
HER2 HER2 RET ||
FGFR | FGFR NTRK1 ALK
FGFR3 Y w
Amplifications Mutations Fusions Over-expression
JAK KRAS ?3‘;‘50‘33,2?;‘3{(‘: PI3KCA &uzt&»i/ﬁigﬁfdw [ EMT ] [ scLe/sce
1 1 :rgl}ncauons l Amvllﬁcal(igni’ ‘ Phenotipic alterations
<— PTEN |Mut.
STAT ) ([ BRAF m‘m \:‘2005 AKT SR

l

MEK

l

bl

1

mTOR

Mut.

/ TP53
MAPK Amplifications

Mut.
Cyc|e / RB1 u

CCND1/2,
CCNE1.

Laface. Pharmaceutics 2023
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Resistance to EFGR TKis
1st-2nd generation EGFR TKis

T790M 17 - 2° generation EGFR TKls
20 —
20 —
&£
7)
= 19—
@
=
cr
2
LL
10—
PI3KCA
2— 8-12%
10%
5% 5%
o EGFR Unkown Histological EGFR HERZ MET Other
Mut. transformation amplifications amplification amplification mutations

Laface. Pharmaceutics 2023
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Resistance to EFGR TKis
3rd generation EGFR TKis 2nd line therapy
3° generation EGFR TKiIs in Second-line Therapy

3 F
Ex 20 T790M pos/neg

50 — C797S/G, C796S, L798I,
L792X, SV768IL, ins20

/ Ex18 L692V, E709K, L718Q, G719A

20 — \Ex21 VB34X, V843X I
&
) CCDND1/D2
s 15— CCNE1
o= CDKN2A
RET ROS1, ALK,
o 30/40% SOpA/D | BRAF, NTRK, FGFR
& 7 10/25% /
10— [ HER2 FGFR,
: NRAF, KRAS,
LIS | PI3KCA, MET |
5
3/12%
6/10%  5/10%
0 o
Unkown EGFR MET Cell cycle Histological Gene fusions EGFR Other Other
Mut. amplification amnlifinatinne transformation amplifications mutations amnlifications

Laface. Pharmaceutics 2023
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Mechanisms of osimertinib resistance

Resistance Mechanisms To Second-Line Osimertinib

CraTx

L7ax 'Jnnmp (5—‘%‘/
GIS6X HER2amp [5%)
L7180 PIIKCAamp |5%)
EGFR wxon
20insertion

® Unknown

® EGFR dependent
® Lineage plasticity

Amplification
FGFR

Sl ce Fusion Independent
C7a7s Amplification = X
) transformatior . MET ' Mutations
( \ *  HERZ & Cell cycle alterations
Other QUAMOLS C
= S763 [ HENHEMaLoY ] :‘2;‘;3’\’1«:5»0’?5
¢+ L718Y Mutations .-,.om
o LTIZHN *  NRAS RET fusiors
. GTOES/C ¢ PIFKCA Mmzqns
. Gr2as BRAF fusiors
\' G719A /
Fusions
: * DRAFVEDOE (5%)
o ALK lusion :
*  RET tusion *  CCNDlamp > :'::i!;":;‘"
CCND2amp {
CONELamp
Cell cycle alteration = CDxGamp
. CODENZAE2TIS

Schmid. Lung Cancer 2020
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Resistance to EFGR TKis

EGFR dependent - secondary mutations
Resistance mechanisms to second-line osimertinib

G7o6X
./_ L718Q
/_ EGFRamp/other EGFR tartiary mut*

/

10-26% ..— o 20ins
/ \\ —— METamp {(>-50%)"
f \
5-50%
\ —— HER2amp (5%)"

/a

/__/ — PISKCAamp (5%)

FGFR3 fus:ons

N NTRK fusions
RET fusions
ALK fusions

CCND1tamp e BHAF fusions
CCND2amp /
CCNE1amp / / — BRAFVB0O0E (3%)

CDK&amp PI3KCA (4-11%)
CDKN2A E271s S— — KRAS (2-8%)

* Other EGFR ledliary mulations include G719X, G7245 AND
4 Mutations nave alse baen raportod

[ Acquired EGFR mutations

[J Acquired amplifications

] Acquired oncogenic fusions

[0 Acquirad MAPK-PI3K mutations

Acquired cell cycle gene alterations

[J unknown

[ Transformations (SCLC, SCC)

Resistance mechanis

EGFRamp

E / G724S
/ i_ Sveal
- 7 \

METamp (7-15%)

HER2amp (1-2%%)

SPTBN1-ALK
“Se—— RET fusions
“—— BRAF fusions

k BRAFVGOOE (3%)
' PI3KCA (75%)

KRAS (3-4%)
HER2 (1%)

\ 40-50%

CCND1amp
CCNDZamp
— CCNE1amp
\ CDK4amp
N CDK&amp

Leonidas. BJC 2019
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Resistance to EFGR TKis
EGFR dependent - secondary mutations - C7975S

EGFR inhibitor EGFR mutant type (preclinical model prediction)

Sensitizing Mutation |
(Sm) SM/C797S SM/ TT90M SM/TT90M I CT97S
oxon 19 indels / LESER

resistant _ sensitive

1% gen, reversible &
EGFRTKI "". ‘ osimertinib

l

EC?FR-SM EGFR-SM / T790M EGFR-SM /
exon 19 indels / L858R T790M /
C797S

1%t gen. reversible
osimertinib > EGFR TKI T

EGFR-SM EGFR-SM / C797S

Rangachari. JTO 2019
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Resistance to EFGR TKis
EGFR dependent - secondary mutations - C7975

EGFR inhibitor
Sens
x

Amivantamab EGFR/MET Ab Phase |l

Gefitinib

; _(1“ gen. mbh) |
Erfotinib 1
(1"901\ mwubh) ]
Afatinidb

(2 gen. irreversible) |
Dacomitinid

(2% gen. irreversible) |
° 8 || .l T

BLU-945 EGFR TKI Phase /1|
BIU-701 EGFR TKI Phase |

BBT-176 EGFR TKI Phase |
JIN-AOQ2 EGFR TKI Pre-clinical

- JBJ-09-063 Allosteric inhibitor Pre-clinical

Approved for EGFR exon 20

Inhibits EGFR T790M and C797S oM

97S
Does not inhibit EGFR T790M

Inhibits EGFR T790M and C797S
Inhibits EGFR T790M and C797S

Only works in L858R background

Rangachari, JTO 2019. Calles SEOM 2023
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Resistance to EFGR TKis

EGFRindependent - activation of bypass pathways

Resistance mechanisms to second-line osimertinib

C707X
‘ - L7eax
' G796X

= ‘J‘_— L718Q

10-26% ‘.— x20ins

b

EGFRamp/othar EGFR tartiary mut*

FGFRA tlussons
NTRK fusions
RET tusions
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BRAF fusions

CCNDt1amp
CCND2amp

CCNE1amp J,” /
COKEamp et '/
CDKN2A E271s d

— BRAFVB00E (3%)
PISKCA (4-114%)
— KRAS (2-8%)

e
\\ —— METamp <_s-soa\
\

- HER2amp (5%) "

L PISKCAamP (5%)

/

[0 Acguired EGFR mutations

[[J Acquired amplifications

L] Acquirad oncogenic fusions

[ Acquired MAPK-PI3K mutations

[ Acquirsd cell cycle gene altarations
[J unknown

B Transformations (SCLC, SCC)

Resistance mechanisms to first-line osimertinib

— C797X
L7180
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ey

e METAMP (7-15%) \

HER2amp (1-2%)

SPTEBN1-ALK
~—— RET lusions

t BRAF Tusions
k BRAFVE00E (3%)

' PISKCA (755)
KRAS (3-4%)

HER2 (1%)

CCND1amp
CCNDZ2amp
— CCNE1amp

CDKaamp
. CDK&amp

Leonidas. BJC 2019
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Resistance to EFGR TKis
3rd generation EGFR TKis 1st line therapy

3° generation EGFR TKis in First-line Therapy

50 —
20 —
> HER2, FGFR, P
e 15— BRAF, KRAS, CCDND1/D2
S 40/50% / PI3KCA, MET | CDKN2A
= CDK6 ,
@ | CCNE1 , Ex20 C797X, S768I, Ins20
e Ex18 G724S, L718Q
10— ' —
12/15% | PI3KCA, BRAI
e KRAS, HER2
SN12% 3/12%
0 :
Unkown Other Histological MET EGFR EGFR Other Gene fusions

mutations transformation Cell cycle 5 hjification amplifications pyt  amplifications
amplifications

Laface. Pharmaceutics 2023
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Acquired resistance to TKis and next therapies

* |nadequate * Bypass
CNS penetration pathway
activation
Crizotinib G @
) Crizotinib

Crizotinib Jl 0 Il[{ “LOI

(&)
°\ '“M‘ |
scLC
ADC
¢ Altered drug * Phenotypic
target change

Garcia-Pardo, Prec Canc Med 2021. Calles, SEOM 2023
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Acquired resistance to TKis and next therapies

Increase dose * Inadequate e Bypass Combos
. CNS penetration
Check Ddi i Py ADC
activation
Change TKi BsAb

SN
: W
Crizotiiib G @
&
Crizotinib
Crizotinib Jl : ‘ A AAN
o \® )
[~

VY
o\ o Uyl
: . SCLC
Next-gen TKi ADC . Chemotherapy
ADC ¢ Altered drug * Phenotypic
target change (+/- TKi??)

BsAb

Garcia-Pardo, Prec Canc Med 2021. Calles, SEOM 2023
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2. Evidence of drugs at progression
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Monotherapy 10 in EGFR/ALK/ROS1 NSCLC

EGFR wild-type and mutated sshgrowps

Hazard Ratie Favors PD-1/PD-L1  Favors

Trial (95% C1) inhibitor ~ Docetaxel Weight, %

EGFR wild-type
QK 0UED [(0L57-0.81) ] 126
Chesclebdade D57 066 (0.51-0.85) & 16.2
Keynate 010 066 (0.55-0.79) = EER
POPLAR 0,70 (04 7-1,04) — 7.1
Subtokal 06T (0LED-0,75) ] 29 4
Heterogeneity: x=0.18, P=.98; F=0%
Test for everall effect: r= 694 (P < 001)

EGFR mutated
DAK 1.24 (07 1-2.18) — £
Checkblate Q57 118 (ue5-2.02) ™ .9
Keymate L0 OB [045-1.22) . 2.5
POPLAA 0.99 (0.25- 3.40) ' 0.7
Subtotal 1.11 (0uB0-1.53) =l = 10.6
Heterogeneity: x4 =0.65, P=.88; F=0%
Test for ovarall effect: 2=0.61 (P= 54)

Total 0.71 (0.64-0.79) <& 100
Heterogenelty: 5= 8.90, P=.26; F=21% . N i )
Test for overall effect: z=6.37 (P <.001) 0.2 10 a0
Test for subgroup dfferences: x2=8,03, P=005; "=87 6% Hazard Ratio (95% C1}

Calles ASCO 2020
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Turning cold tumors into hot tumors?

Bk © © & & 6 @ i

Tumor cells NK MDSC TAM Treg CD8T IFNy

Oncolytic
virus

Cold tumor Hot tumor

(A)

Innate sensing: STING . . . Immunomodulatory
Cross presenting DC Metabolic Epigenetic factors

CD8 T cell infiltration reprogramming reprogramming (oncolytic virus, nanoparticle) D uan. Tr Ca ncer 20 2 1
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10 + chemotherapy in EGFR NSCLC

CheckMate 722
100 4

NIVO + chemo Chemo

—__ (n;j44) (n :7150)
80 - Median PFS,> mo 5.6 5.4
HR (95% Cl) 0.75 (0.56-1.00)
e 60 - P = 0.0528
wv
a
40 -
20 -
NIVO + chemo
0 - : { mo ! -~
0 3 6 9 12 15 18 21 24 27 30 33 36 39 47
Months

NIVO « chemo 144 106 52 28 21 19 13 9 4 3 1 1 1 1 0
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10 + chemotherapy in EGFR NSCLC

CheckMate 722 Keynote 789
100
o Events, HR P
1001 n (%) (95% C1) value*
80 901 42.8% Pembrolizumab + chemo 198 {80.8) 0.80 3‘("‘0'1‘2‘2‘ )
80 o Placebo + chemo 214 (s66) (065-0.97) ___J
a? 60 - : *Efficacy boundary, P = 0.0117 for PFS (1A2),
n 2 Median (95% CI)
v B B R e e S 5.6 mo (5.5-5.8)
40 5 5.5 mo (5.4-5.6)
20
0 - X . . - - “
0 3 6 0 3 6 9 2 15 18 21 24 21 30 33 36
Time, mo
No, at risk
Pembrolizumab 245 181 90 57 25 17 9 6 5 3 1 1 0
NIVO « chemo 144 106 52 «+chemo
1eme I ! Placebo 247 184 75 7 19 12 7 5 5 4 3 2 0
+ chemo
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10 + chemotherapy in EGFR NSCLC

BCPem/Pac®
n=153

ABCPem/Pach?

n=152

Patients with an event,

n (%) 114 (75.0) 125 (81.7)
Median, mo 9.5 7.1
85% CI (7.6, 10.6) (6.9, 9.5)
Stratified HR (95% CI) 0.84 (0.65, 1.09)

P value® 0.18

i Minimum follow-up, 10.5 mo
Median follow-up, 14.0 mo

CheckMate 722 Keynote 789 ImPower 151
100
100+
10001 =
”4
80 o0
MI
m_
2 60— L 70
m S 60 -
Q. ‘ﬂ. 50 ............. -E i
40 * w A
40+ . 410 =4
30 a0
20 - ol o
10+ 10 —— ABRBCPemPac
0 4 . 0- 0 — BCPem/Pac
0 3 I c 1
No. at risk No. at risk
Pembrolizumab 245 181
NIVO « chemo 144 10 « chemo ABCPemvPac 152 1385 130
1eme . )1 Placebo 247 ¥ oepermiPac 153 139 124

+ chemo

S

102

ma

3

-|
=

b

{/

12 14 16 14 20 &2 24 26 28 30
Month=s

47 33 17 14 10 15 T 3 3 i

SHR 5 1 18 13 8 i 4 Z o




15" JCONGRESS

ember 2023

on ["/:%CANCER 23824

10 + chemotherapy + antiVEGF in EGFR NSCLC

ORIENT 131
Sintilimab +/- IBI305 plus chemotherapy

itud% met primary endpoint of PFS (by IRRC) in Arm B vs
m

~ epemane
N A

Secondary endpoint: Z)ERTR. DCR and DOR (by IRRC)

NI D A A

H
oA0
RBAN"
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10 + chemotherapy + antiVEGF in EGFR NSCLC
ORIENT 131 ImPower 150

Sintilimab +/- IBI305 plus chemotherapy  Atezolizumab +/- Bevacizumab plus chemotherapy
itud{: met primary endpoint of PFS (by IRRC) in Arm B vs

ACP versus BCP
Sensitizing EGFR+ With Prior TKI Therapy

1o -
. - — 5 _q‘TL, b
" —_ . - - 80 " MR=122
T . i “ € 11_1';\“ 09% Cr 0.03-2.22)

R b
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3 =
o i & M b
: £
| Lo b
' w v TMeds
) ‘ 2 * r % o
g 9 b} L ’ 2 % 1 A 7 0N ¥ @8 4 u
Secondary endpomt ORR, DCR and DOR (by IRRC) - Time (menths)
L L Y AN
ABRCF versus BCP
. Semnitizing £GF R
! <) " - A
» . - 000 ..
E - % C1 83%1 %
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Overview of ADCs for lung cancer

Datopotamab

Ado-trastuzumab deruxtecan

Tusamitamab ravtansine
emtansine

Patritumab
deaiinian Telisotuzumab

' ' DM4 R Ifinatamab
' . s ? deruxtecan
‘ TTAR TN : ; Sacituzumab ' '

|| deruxtecan ~' .I gavlt VR

\ > '

|

]
MGC018 g

B

\ , '
\
)
i

\f 7 f VAR

Passaro. JCP 2023
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Selection of ADCs for lung cancer

Target Drug Payload Linker DAR Bispeciﬁc Ams
8 \v HER3 Patritumab-DXd Topoisomerase Inhibitor Cleavable 3
g -
s \‘;’,_' TROP2 Sadtuzumab govitecan Topoisomerase Inhibitor Cleavable 76
{ ’-,'::
(0]
E ':&.4;;'.
-g ,r : TROP2 Datopotamab-DXd Topoisomerase Inhibitor Cleavable 4
D
(?'i‘;‘,’i HER2* Trastuzumab-DXd Topoisomerase Inhibitor Cleavable 8
5
8 '-§ g4
8 5 __-I' CEACAMS Tusamitamab ravtansine Microtubule Inhibitor Cleavable 33
S 7
- N
2 - % c-Met Telisotuzumab vedotin Microtubule Inhibitor Cleavable ER |
g N : . o
? c-Met ABBV-400 Topoisomerase Inhibitor Cleavable -
7" |
Predictive biomarker required, others act as “agnostic” drugs Multiple New generation ADC

such as Datopotomab Deruxtecan, anti-TROP2

Payloads in NSCLC

BL-B01D1: EGFR/HER3

Remodn. ESMO 2023
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Clinical trials in EGFR resistant NSCLC Blaquier. Clin Cancer Res 2023

Drug and trial Trial design Outcomes Toxicities G23

On and off target resistance

Avimantamab + lazertinib Phase | ORR 36% 16%
CHRYSALIS ORR, DoR, PFS, safety DoR 9.6 mo Discont. 4%
n=45, EGFR 2L prior osi, chemo PFS 4.9 mo
naive
Amivantamab + lazertinib Phase Il cohort A ORR 36% Discont. 7%
CHRYSALIS-2 ORR, DoR, PFS, OS, safety DoR 5.1 mo
n=162 EGFR 3L prior osi and PFS 5.1 mo
chemo mOS 14.8 mo
Necitumumab + osimertinib Phase | Cohort E ORR 16% 38%
NCT02496663 ORR, PFS, safety PFS 2.3 mo (rash 20%)
n=18 EGFR 2L prior osi
Selumetinib + osimertinib Phase IB part B ORR 34% 23%
TATTON ORR, PFS, safety ORR 3GTKi 22.9%
n=47 EGFR 2L prior Tki, PFS 4.2 mo

n=35 prior 3GTKi
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Clinical trials in EGFR resistant NSCLC

Drug and trial Trial design Outcomes Toxicities G23

Off-target MET driven resistance

Savolitinib + osimertinib Phase IB part B1 ORR 33% 57%
TATTON ORR, PFS, safety DoR 7.9 mo

n=69 EGFR mutant and MET PFS 4.4 mo

amplified
Savolitinib + osimertinib Phase Il ORR 49% Not reported
SAVANNAH ORR, DoR, PFS, safety DoR 9.3 mo

n=109 EGFR mutant and MET PFS 7.1 mo

amplified
Tepotinib + osimertinib Phase |l ORR FuP>9 mo 23-9%
INSIGHT 2 ORR 54.5% (n=22)

n=70 EGFR mutant and MET ORR FuP>3 m 45.8%

amplified by FISH (n=48)

Blaquier. Clin Cancer Res 2023
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Drug and trial Trial design Outcomes Toxicities G23

. Delivering targeted chemothera
CI|n g targ py

TDM-1 + chemotherapy Phase Il ORR 13% 21%
TRAEMOS ORR, PFS PFS 2.8 mo

n=27 EGFR mutant HER2 positive

by IHC or HER2 amplified

Patritumab deruxtecan Phase | ORR 39% 54%
NCT03260491 ORR, DoR, PFS, safety DoR 7 mo Discont. 11%
n=44 EGFR mutant 3L prior osi PFS 8.2 mo
and chemotherapy OS NE
Datopotamab deruxtecan Phase | ORR 35% 54%
TROPION-pantumorl ORR, DoR, safety DoR 9.5 mo Discont 14%
n=34 NSCLC with AGA
Telisotuzumab vedotin Phase Il Cohort EGFR ORR 11.6%
LUMINOSITY ORR ORR 16.7% MET-
n=60 EGFR mut 3L high cohort
Telisotuzumab vedotin + Phase | ORR 58% 32%
osimertinib ORR, safety
NCT020990523 n=25 EGFR mut MET

overexpresing prior oOsi
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Summary combinations at TKI progression

Bispecific Ab ADC - Cx+10
MET TKI + EGFR TKI + EGFR TKI __+EGFRTKI __ CTx+10  iantiangiogenic
. ORCHARD CHRYSALIS-2 Teliso-V TROPION LU31402-A- CM722 ORIENT-31
COHORT D + Osimertinib -PanTumor0l (AGA) uioz [KN789 [IMpower150
Dru Osimertinib Osimertinib Osimertinib Amivantamab Teliso-V Datopotomab Patritumab 10 + CTx 10+ CTx
& +5avolitinib +Savolitinib +Tepotinib + Lazertinib + Osimertinib deruxtecan deruxtecan +Anti-angiogenic
N=20 N=193 N=122 N=108 N=25 N=102
n (1L Osi) (Prev Osi) (1L Osi) (Prev Osi) (Prev Osi) B (Prev Osi) N=294/492 N=158/59
Target EGFR/MET EGFR/MET EGFR/MET EGFR/MET EGFR/MET TROP2 HER3 -
MET IHC 3+ GCN25
Biomarker MNGS FGCN25 Ligquid NG5S MET IHC -
MET/CEP722  MET/CEPT22
ORR 41% 32% 44% 30% 58% 35% 40% 31%/ 29% 44%/70%
mPF5 5.3 (4.2-5.8) 5.4 5.7 (4.0-8.2) - - 6.4 (5.3-8.3) 5.6/ 5.6 6.9/ 10.2
mDOR NR 8.3(6.9-9.7) 9.7 10.8 (5.5-NR) - 9.5 (3.3-NR) 7.0 (3.1-NR) 6.7/6.3 8.3/11.1
Grade 2
3 TRAE 30% 45% 28% 9% 44% 26% (@6mg/kg) 32% 45%/ 55.9% 51%/ 64%

Calles. SEOM 2023
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Summary combinations at TKI progression (till sept 2023)

Bispecific Ab ADC - Cx+10
MET TKI + EGFR TKI + EGFR TKI __+EGFRTKI __ CTx+10  iantiangiogenic
. ORCHARD CHRYSALIS-2 Teliso-V TROPION LU31402-A- CM722 ORIENT-31
COHORT D + Osimertinib -PanTumor0l (AGA) uioz [KN789 [IMpower150
Dru Osimertinib Osimertinib Osimertinib Amivantamab Teliso-V Datopotomab Patritumab 10 + CTx 10+ CTx
& +5avolitinib +Savolitinib +Tepotinib + Lazertinib + Osimertinib deruxtecan deruxtecan +Anti-angiogenic
N=20 N=193 N=122 N=108 N=25 N=102
n (1L Osi) (Prev Osi) (1L Osi) (Prev Osi) (Prev Osi) B (Prev Osi) N=294/492 N=158/59
Target EGFR/MET EGFR/MET EGFR/MET EGFR/MET EGFR/MET TROP2 HER3 -
MET IHC 3+ GCN25
Biomarker MNGS FGCN25 Ligquid NG5S MET IHC
MET/CEP722  MET/CEPT22
ORR 41% 32% 44% 30% 58% 35% 40% 31%/ 29% 44%/70%
mPF5 - 5.3 (4.2-5.8) 5.4 5.7 (4.0-8.2) - - 6.4 (5.3-8.3) 5.6/ 5.6 6.9/ 10.2
mDOR NR 8.3(6.9-9.7) 9.7 10.8 (5.5-NR) - 9.5 (3.3-NR) 7.0 (3.1-NR) 6.7/6.3 8.3/11.1
Grade 2
3 TRAE 30% 45% 28% 9% 44% 26% (@6mg/kg) 32% 45%/ 55.9% 51%/ 64%

Calles. SEOM 2023




CONGRESS

WWOCANCER 23&24

november 2023

MARIPOSA-2

Trial design

( Key Eligibility Criteria \

Locally advanced or
metastatic NSCLC

* Documented EGFR
Ex19del or L858R

Serial brain MRIs were required for all patients®

- = Dual primary endpoint of PFS¢ by BICR
Amivantamab-Lazertinib-Chemotherapy per RECIST v1.1

(n=263)

+ Amivantamab-Lazertinib-Chemotherapy
vs Chemotherapy

2:2:1 Randomization (N=657)

* Progressed on or after - Chemotherapy * Amivantamab-Chemotherapy
osimertinib monotherapy (ﬂ=263) vs Chemotherapy
(as most recent line) Secondary endpoints:

+ ECOGPSOor1

+ Stable brain metastases Amivantamab-Chemotherapy  Objective response rate (ORRY
were allowed; (n=131) + Duration of response (DoR)

radiation/definitive thera
Py * Overall survival (OS)

was not required (untreated) ( \
. F
Stratification Factors Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then SRR FE0 '
» Osimertinib line of therapy 1750 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (week 7) + Time to subsequent therapy"
(1st vs 2nd) Lazertinib: 240 mg daily starting after completion of carboplatin® + PFS after first subsequent therapy (PFS2)¢
* Asian race (yes or no) Chemotherapy administered at the beginning of every cycle: « Symptomatic PFS®
* History of brain metastases *  Carboplatin: AUCS for the first 4 cycles . Safety
\(yes or no) / k' Pemetrexed: 500 mg/m? until disease progression j

MARIPOSA-2 (ClinicalTrials.gov identifier. NCT04988295) enrollment period: December 2021 to April 2023, data cut-off: 10 July 2023

*Patients who could not have MRI were allowed to have CT scans

SAll patients randomized before 7 November 2022 initiated lazertinib on the first day of cycle 1

“Key statistical assumptions: 600 patient with 350 events across all 3 arms would provide approximately 83% and 93% power for amivantamab chemotherapy and amivantamab-lazertinib chemotherapy,

respectively, vs chemotherapy to detect a HR of 0 65 using a log-rank test, with an overall 2-sided a of 0.05 (median PFS of 8 5 months for amivantamab-containing arms vs 5.5 for chemotherapy). Statistical

hypothesis testing included PFS, ORR, and then OS

“These secondary endpoints (time to subsequent therapy, PFS2, and symptomatic PFS) will be presented at a future congress

Passaro A, et al. Ann Oncol. 2023.34(Suppl 2):Abstract LBA15; Passaro A, et al. Ann Oncol. 2023;50923-7534(23)04281-3 Passaro' ESMO 2023
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MARIPOSA-2

Progression-free survival by BICR

e e Amivantamab-Chemotherapy Amivantamab-Lazertinib-
§ vs Chemotherapy Chemotherapy? vs Chemotherapy
3 Median PFS: 6.3 vs 4.2 months Median PFS: 8.3 vs 4.2 months
& \
s 8019 - HR, 0.48 HR, 0.44
: x‘\ N ~~ ”~ " ~ e
o) —_— 95% ClI, 0.36-0.64) (95% CI, 0.35-0.56)
- \\ 50% P<0 001 P<0.001
]
5
0 : 3 I'."f
—
® 40 B
o Y - - Amivantamab-Lazertinib-Chemotherapy
5 .11' - 1l Ly
E::: :! ' L}
‘2 20 ' — ]
o : ey , ' Amivantamab-Chemotherapy
- L]
a : .
' . emotherapy
0 : '
0 3 6 9 12 15 18
Months
No. at risk
vanbamal Chomod! Wy k) ] 45 27 7 0 0
Amavantamab Lazertind Chemotherady 263 154 104 52 21 1 0
Chemor 263 135 49 17 A 0 0

Consistent PFS benefit by investigator: HR, 0.41 (8.2 vs 4.2 mo; P<0.001°) & HR, 0.38 (8.3 vs 4.2 mo; P<0.001%)
Passaro. ESMO 2023
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MARIPOSA-2
Progression-free survival by BICR and ORR

OR=3.0
100 - P<0.001
—_ 100 5 Amivantamab-Ehemotherapy Amivantamab-Lazertinib-
EE__ vs Chemotherapy Chemotherapy® vs Chemotherapy
& Median PFS: 6.3 va 4.2 months Median PFS: 8.3 va 4 2 months
@
E 80 HR, 0.48 HR, 0.44
=] [85% CI, 0.356-0.64) [95% CI, 0.35-0.56)
= w 5% P=0.001 P=0_001
o
é E GO -
8 3
B
& E .
‘E 1 Amivantamab-Lazertinib-Chemotherapy
= i i 1]
% 20 o i 1 )
o ! ! Amivantamab-Chemotherapy
- i
o] i i
& i m: Chemotherapy
u 1 1
Amivantamab- T T T T 1
Chemotherapy g:::;r::h- Lazartinik- o 3 [ | 12 15 148
P¥Y  Chametherapy* Month
Mo, ak rink =
Arnivantamab-Chemoferamy 131 B ] a7 0 -]
Aerivsrtamab-Lazacinib-Chamatbersgy 203 104 i g2 21 4 [}
Chamateramy 263 135 A5 17 ] o o

Passaro. ESMO 2023
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MARIPOSA-2

. . Amivantamab-chemo and amivantamab-lazertinib
Progression-free survival by BICR and ORR

chemo reduced risk of progression or death by 52% and

OR=3.0 56%, respectively (median FUP 8.7 mo)
100 - P<0.001
—_ 100 5 Amivantamab-Ehemotherapy Amivantamab-Lazertinib-
= vs Chemotherapy Chemotherapy® vs Chemotherapy
: Madian PFS: 6.3 va 4.2 months Meadian PFS: 8.3 vs 4.2 months
@
E 80 HR, 0.48 HR, 0.44
=] (85% CI, 0.36-0.64) (95% CI, 0.35-0.56)
— ‘o m F=0.001 P=0.001
G 2
B g ]
— =
o =8
E g
m 40
‘E Amivantamab-Lazertinib-Chemotherapy
= . I
E : :
o 20 1 ! ! Amivantamab-Chemotherapy
- i
o] i i
& ' m: Chemotherapy
u 1 1
i Amivantamab- T T T T 1
Amivantamakb-
Chemaotherapy Chemotharapy ¢|1I;“"t|2r|':;|jll o 3 3 “n::thn 12 15 18
Mo, ak rink
Agrrivania mab-Chamotanay 131 1] 4 a7 7 0 -]
Ao Larerinib-C T 203 104 i g2 21 4 [}
Chamatheramy 263 135 43 17 & o ]
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MARIPOSA-2

Early interim overall survival (8.7 mo)

100 100 -
E E Amivantamab-Lazertinlb-Chemotherapy
2 &0 4 Amivantamab-Chemotherapy 2 84
= =
E l E B -
g § Y —
& &
5 ?1 HRoOTT § ° HR, 0.96
a 0 (86% C1. D.48-1.21) Chemotherapy o o (95% L4, D&T-1.35) Chamotherapy
0 3 6 a 12 15 18 2 0 3 6 a 12 15 18 21
Months Months
Wi, ot risk Wz, ot ik
Areenipros-haToitenrs T rr K4 = 24 1 o] ErramniyrobH _arsrbrib- heroihaamy 6 1 1 n 12 s | k| q
) Fe ! ) " ' v herrobaay 20 e 14 L) % ' o 1
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Intracranial progression-free survival by BICR

100 - Amivantarmab-Chemotherapy Amivantamab-Lazertinib-
—_ we Chamotherapy Chemotherapy® vs Chemotherapy
= Madian icPF5: 12.5 va 8.3 months Madian icPFS5: 12.8 va 8.3 months
3 HR, 0.55 HR, 0.58
= a0 - (95% CI, 0.38-0.79) (95% CI, 0.44-0.78)
= :m P=0.001" P=0.001"
2 |
w i
8 s oo
g :
=3 : | Amivantamab-Chemotherapy
E a0 i | | -
o " Chemotherapy : Amivantamab-Lazertinib-Chemotherapy
£ | |
; 1 i
£ 204 ! |
2 I :
[ : I
o i :
':I L] L] r lI L] L]
0 3 & ! 12 15 18
Months
Ho. at rigk
Areteaniamsb-Chemolharapy i 103 Tz ail i1 ] ]
Serisantamab-Lazeinb-Chomatherapy 283 211 135 T4 3z g o
Cmwrclharmpy 263 167 B ar 13 1 0
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MARIPOSA-2 Lazertinib is adding benefit?

More mature data awaited

Intracranial progression-free survival by BICR

100 4 Amivantamab-Chemotherapy Amivantamab-Lazertinib-
—_ we Chamotherapy Chemotherapy® vs Chemotherapy
Madian icPF5: 12.5 va 8.3 months Madian icPFS5: 12.8 va 8.3 months
3
2 HR, 0.55 HR, 0.58
= a0 - (95% CI, 0.38-0.79) (95% CI, 0.44-0.78)
= P=0.001" P=0.001"
2
i
8 s oo
g :
=3 : | Amivantamab-Chemotherapy
g : |
: 40 ! Chemotherapy : Amivantamab-Lazertinib-Chemotherapy
£ | |
; 1 i
1 i
£ 204 ! |
2 I :
[ | I
o i :
ﬂ L] L] r lI L] L]
0 3 & ! 12 15 18
Months
Ho. at rigk
Areteaniamsb-Chemolharapy i 103 Tz ail " ] ]
Serisantamab-Lazeinb-Chomatherapy 283 211 135 T4 3z g o
Femlharpy 284 167 L] aw 13 1 0
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Intracranial progression-free survival by BICR

100 - Amivantarmab-Chemotherapy Amivantamab-Lazertinib-
—_ we Chamotherapy Chemotherapy® vs Chemotherapy
= Madian icPF5: 12.5 va 8.3 months Madian icPFS5: 12.8 va 8.3 months
3 HR, 0.55 HR, 0.58
= a0 - (95% CI, 0.38-0.79) (95% CI, 0.44-0.78)
= :m P=0.001" P=0.001"
2 |
w i
8 s oo
g :
=3 : | Amivantamab-Chemotherapy
E a0 i | | -
o " Chemotherapy : Amivantamab-Lazertinib-Chemotherapy
£ | |
; 1 i
£ 204 ! |
2 I :
[ : I
o i :
':I L] L] r lI L] L]
0 3 & ! 12 15 18
Months
Ho. at rigk
Areteaniamsb-Chemolharapy i 103 Tz ail i1 ] ]
Serisantamab-Lazeinb-Chomatherapy 283 211 135 T4 3z g o
Cmwrclharmpy 263 167 B ar 13 1 0
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Anti HER2 agents

DESTINY-Lung 01 + DESTINY-Lung 02 pooled analysis with and without brain metastases

DESTINY-Lung012

« Unresectable/metastatic
nonsquamous NSCLC

+ Relapsed from or is refractory to
standard treatment

« Measurable disease by RECIST v1.1
+ ECOGPSofOor1

+ Locally reported HER2m (Cohort 2)
« Asymptomatic BM allowed¢

DESTINY-Lung02®
« Metastatic HER2m NSCLC

» 21 prior anticancer ther%py (2L+),
including platinum-base:
chemotherapy

« Measurable disease per RECIST v1.1
« ECOGPSofOor1

+ Locally reported HER2m

« Asymptomatic BM allowed®

Cohort 1: HER2-OE
(IHC 3+ or IHC 24)
T-DXd 6.4 mg/kg Q3W
N=49

Cohort 2: HER2m

T-DXd 6.4 mg/kg Q3W
N =42

Cohort 1a: HER2-OE
(IHC 3+ or IHC 2+)
T-DXd 5.4 mg/kg Q3W
N =41

Cohort 2 expansion:
HER2m

T-DXd 6.4 mg/kg Q3W
N =49

T-DXd 5.4 mg/kg
Q3w
n=102

T-DXd 6.4 mg/kg
Q3w

n=50

Endpoints

In patients with and without

baseline BM:

« Systemic cORR per BICR

+ Systemic DoR per BICR

 Sites of progression per
BICR

« TEAEs

In patients with measurable
baseline BM:*

* IC-cORR per BICR

* |C-DCR per BICR

» |C-DoR per BICR

T-DXd 5.4 mg/kg
DL-02
BM (n = 32)
Non-BM (n = 70)

Pooled T-DXd 6.4 mg/kg
DL-01 HER2m/DL-02
BM (n = 54)

Non-BM (n = 87)

Planchard ESMO 2023
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HER2 mutant patients
DESTINY-Lung 01 + DESTINY-Lung 02 pooled analysis with and without brain metastases: response (BICR)

T-DXd 5.4 mg/kg Pooled T-DXd 6.4 mg/kg
DL-02 DL-01 HER2m/DL-02
BM BM
IC-cORR, n (%)* 4 (50.0) 3 (50.0) 3(21.4) 6 (37.5)
95% CI° 15.7-84.3 11.8-88.2 4.7-50.8 15.2-64 .6
CR 0 3 (50.0) 0 0
PR 4 (50.0) 0 3(21.4) 6 (37.5)
sSD 3 (37.5) 3(50.0) 7 (50.0) 6 (37.5)
PD 1(12.5) 0 3(214) 1(6.3)
NE 0 0 0 2(12.5)
Missing 0 0 1(7.1) 1(6.3)
IC-DCR, n (%)* 7 (87.5) 6 (100.0) 10 (71.4) 12 (75.0)
95% CI° 47.3-99.7 94.1-100.0 41.9-91.6 47.6-92.7
IC-DoR, median, months® 71 9.5 44 56
95% CI° 3.6-NE NE-NE 2.9-NE 2.9-NE
Time to IC progression, median, months 2.8 NE 26 5.6
Range 1.3-10.9 NE-NE 1.2-6.9 06-14.0

IC responses were similar in patients with or without prior BM treatment among patients with BM at baseline

Planchard ESMO 2023
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Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations
TROPION-Lung05 design

* Dato-DXd is a TROP2-directed ADC consisting of a humanized anti-TROP2 IgG1 monoclonal antibody covalently linked to a highly potent
topoisomerase | inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable linker’

* |n the phase 1 TROPION-PanTumor01 study, Dato-DXd showed promising efficacy in patients with actionable genomic alterations?

* TROPION-Lung05 (NCT04484142) is a phase 2, single-arm study evaluating Dato-DXd in patients with advanced or metastatic NSCLC
with actionable genomic alterations that progressed on or after targeted therapy and platinum-based chemotherapy

Key inclusion criteria
+ Stage I, IC, or VNSCLC Primary: ORR by BICR
« Presence of 21 actionable genomic afteration (EGFR, ALK, ROS, Secondary:
NTRK, BRAF, MET exon 14 skipping, or RET) Dato-DXd + ByBICR and investigator: DOR.
« ECOGPS of Oor 1 6 mg/kg DCR. CBR,PFS, TTR

- : W + By investgator ORR
« 21 line of targeted therapy . 0S, salely, PK i -
« 1 or 2 prior cytoloxic agent—containing therapies including piatinum- » 000, FY, BTTAOgenacRy
based therapy in the metastatic setting
« Radiographic disease progression after targeted therapy

Paz Ares. ESMO 2023
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Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations

TROPION-Lung05: radiological response
Best Percent Change From Baseline in Sum of Diameters of Target Lesions

150 No. of prior systemic lines for
.;, advanced or metastatic disease
g :: w12 | 23
K
 f
L U Patient
Percent Change From Baseline in Sum of Diameters of Target Lesions in
Patients With Confirmed CR/PR*
- Confirmed BOR
, A PR
R
A
$ 9l
3
8 ).j - i e
§
00 L

Ly R SRS T . Paz Ares. ESMO 2023
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Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations
TROPION-Lung05: response (BICR)

All Patients Patients with

Response per treated with EGFR ALK
BICR patients mutations rearrangement

(N=137) (N=78) (N=34)
nog,?) confimed.  49(358) 34 (436) 8 (23.5)
(95% CIJ [27.8-444] [32.4-55.3] [10.7-41.2)
Median DOR 7.0 70 70
(95% Cl), months  (4.2-98)  (4.2-10.2) (2.8-84)
iy rmed 108(788) 64 (82.1) 25 (73.5)
195% ClJ* (71.0-85.3] [71.7-89.8) [55.6-87 1)
Median PFS,
(95% CI), >4 58 43

BOR: In the overall population (N=137), 4 patients (3%)
achieved a CR and 45 (33%) achieved a PR

EGFR subset: Among patients with sensitizing or T790M
mutations (N=68), the ORR was 49.1% in those previously
treated with osimertinib

Paz Ares. ESMO 2023
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Datopotamab deruxtecan in 2L NSCLC with actionable genomic alterations
TROPION-Lung05: safety profile and conclusions

* Antitumour activity with Dato-Dxd in heavily pretreated patients even those
with genomic alterations

» Safety profile: manageable, nausea and stomatitis most frequent AEs

* Ongoing phase lll trial TROPION-Lung01 assessing Dato-Dxd vs docetaxel in
pretreated patients

Paz Ares. ESMO 2023
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Phase Ill datopotamab deruxtecan vs docetaxel
TROPION-Lung01: design

Key Eligibility Criteria
« NSCLC (stage IlIB, lliC, or IV) Dato-DXd Dual Primary Endpoints
+ ECOGPSof0or1 ato-  PFSbyBICR
* No prior docetaxel 6 mg/kg Q3W . 0S
Without actionable genomic alterations® (N=299)
* 1 or 2 prior lines, including platinum CT and R1:1
ang-PD{L)1 mAb therapy Secondary Endpoints
With actionable genomic alterations :
» Positive for EGFR, ALK, NTRK, BRAF, ROST, g < * ORR by BICR
MET exon 14 skipping, or RET — 75 ma/m? Q3W « DORDbyBICR
* 1 or 2 prior approved targeted therapies + IAl=20E o Safety
platinum-based CT, and <1 anti-PD-(L)1 mAb SR

Stratified by: histology ® actionable genomic alteration ©
anti-PD-(L)1 mAb included in most recent prior therapy, geography®

Lisberg. ESMO 2023
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Phase Ill datopotamab deruxtecan vs docetaxel
TROPION-LungO01: interim overall survival

100 P =
“\..\ Median (95% CI), il
= Y months® 124 (108-148)  11.0(98-125)
» | - 0.90 (0.72-1.13)
£ 80
z
£
o 40
(=]
20 .
" Information fraction
+ Lensored
; at intenm analysis
0 2 s 6 C 10 12 14 18 e 20 2 (events/total events
& 2 Time since randomization. months required): 74%.
Dato-DXd 200 273 243 201 186 121 8s % 33 4 8 1
Docetaxel 305 273 2% 193 156 15 7% a2 3 13 - 1

Non-squamous HR (95% Cl): 0.77 (0.58-1.01); Squamous HR (35% ClI): 1.32 (0.87-2.00)

Tnal is continuing to final OS analysis

HR, hazard ratio; ITT, intention to treat. OS, overall survivel
Median OS follow-up was 118 (85% Cl, 11.3-127) and 11 7 (85% C!. 10.8-12 8) months for Dato-DXd and docetaxe! respectively

Lisberg. ESMO 2023




Phase Ill datopotamab deruxtecan vs docetaxel
TROPION-LungO01: progression-free survival

100 -+ ‘ Docetaxel
. months* 44(42-56) 37(2942
~ , HR 0.75 (062:091)
= P-value 0.004
#
£ 60
:
o 40 -
&
20 -
0 + Censored 1 i
0 2 4 6 £ 10 12 14 16 18
No. at risk: Time since randomization, months
Dalo-DXd 209 216 156 9% 74 46 24 10 2 0
Docetaxel 305 186 120 63 42 19 14 7 0 0
Dato-DXd Docetaxel
ORR (95% Cl), %* 26.4 (215-318) 128 (93-171)
DOR (35% Cl). mo 7.1(56-109) 56(54-81)

CR, complete response, DOR, duration of response. HR. hazard rabio, ITT, intention 1o treat. ORR_ objective response rate. PFS, progression-free sunaval PR partial response
Yledian PFS follow-up was 10.9 (95% CI. 9.8-12.5) and 9.6 (95% C1. 8.2-11.9) months for Dato-DXd and docetaxel, respectively. *included 4 CRs and 75 PR for Dato-DXd and 39 PRs for docetaxel

Lisberg. ESMO 2023
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Phase Ill datopotamab deruxtecan vs docetaxel
TROPION-LungO01: progression-free survival by histology

Non-squamous Squamous
(with and without AGAs) 100 (with and without AGAs)
100 ¢
Median (35% CI) Dato-DXd " Do , a ‘ Median (95% CI), Dato-DXd
801 months 56(4470) 37(2942) & months 28(1940) 39(2845)
> HR A 063 (051-0.78) - HR | 1.38(094-202)
g 80 ORR, % 312 128 g 80 1 ORR, % 92 127
% 17 56 3 DOR, months 59 81
o a .
g 407 g 0
20 1 20
« Censored
0 T T T T T T T Y ] 0 T T T T T T T T 1
0 2 N 6 8 10 12 14 16 18 0 2 - 6 8 10 12 14 15 18
No. at risk Time since randomization months No. at rlek Time since randomization, months
Dato-Dxd 229 178 14 8 68 4 20 7 1 0 Dato-DXs 70 38 2 10 8 S 4 3 1 0
Docetaxel 232 135 %0 S0 2 14 10 . 0 0 Docetanel 73 L)) k1 13 10 S - 3 0 0

PFS HR for non-squamous without AGAs: 0.71 (0.56, 0.91)

AGA, actionable genomic alteration; DOR, duration of response; HR_ hazard ratio; ORR. objective response ratel PFS, progression-free survival
Squamous subset included 3 patients with AGAs

Lisberg. ESMO 2023
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Phase Ill datopotamab deruxtecan vs docetaxel
TROPION-LungO01: progression-free survival by histology
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0 2 N 6 8 10 12 14 16 18 0 2 - 6 8 10 12 14 15 18
No. at risk Time since randomization months No. at rlek Time since randomization, months
Dato-Dxd 229 178 14 8 68 4 20 7 1 0 Dato-DXs 70 38 2 10 8 S 4 3 1 0
Docetaxel 232 135 %0 S0 2 14 10 . 0 0 Docetanel 73 L)) k1 13 10 S - 3 0 0

PFS HR for non-squamous without AGAs: 0.71 (0.56, 0.91)

AGA, actionable genomic alteration; DOR, duration of response; HR_ hazard ratio; ORR. objective response ratel PFS, progression-free survival
Squamous subset included 3 patients with AGAs
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ADCs in oncogene-driven NSCLC

Response Rate (%) Progression Free Survival (mo.) |

TROPION-ungos (Al. N-137 »« [
Several
s || patritumab Deruxtecan. 21 q
And HERZ
DESTINY-lungo? (HERZ) N-102 g
HERTHENA-Lung 01 N-215 g 2 F
TROPION-Lungas (EGFR) N-78 «« I ;-
EGFR
mutant
BL:80101 (EGFR/HER3). N=40 - I -
TelsoV + Osimertnb. N<25 g

&0 40 20 1] 2 4 6 8 10 12
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Taletrectinib in ROS1 NSCLC

: . . « TRUST-II (NCT04919811), a global phase 2, multicenter, open-label,
TRUST-II' s tUdy : desi gn single-arm study in patients with ROS1* tumors, has 4 cohorts

TRUST Il (NCT04919811) Study Design

Key Eligibility Criteria (N~154)
Inclusion Criteria:
* Locally advanced Or metastatic NSCLC + Evidence of ROS1 fusion
Or other sOiid tumors + Stable ONS involvement alowed
* AQ 218 yoars (inchuding leptomeningeal carcnomas)
* ECOG PS 01 + At least 1 measurable lesion per RECIST v1.1

v

Cohort 1 Cohort 2 Cohort 3*

NSCLC: ROS1 SCLC: 1 prior ROS1 NSCLC: 22 prior ROS1
TKl-naive, <1 CT TKL, <1 line of CT TKis, <1 e of CT

v

Cohort 4

Sold tumors including

NSCLC i ineligible for
cohorts 1-3; =3 ROS1Y
TKlis, <2 lines o CT

Study Endpoints
Primary: Key Secondary: Study Populations:
+ IRC-assessed cORR par  + Intracranal cORR * TTR RECIST v1.1) * Safety - Al patients who received 21 dose of
RECIST v1.1 RECIST v1.1) . PFS talotrectind
+ DoR . 08 « EMcacy’ - Patients with documented ROS1 fusion,
. DCR . S 21 measurable lesion at baseine per IRC, and
2 approxmately 6 months of 1ollow- up

*Prior TKI use was limited 1o approved ROST TKis (crizotinib or entrectinid). "Prior TKI use could include any ROS1 TKI regardiess of
spproval status, per most recent protocol amendment 3.0. “Taletrectinib was administered in 21-day cycles. “For interim analysis only Pe ro I . ES M O 202 3
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Taletrectinib in ROS1 NSCLC
TRUST-II study: responses

Responses by Cohort*®
’ . TKI-Naive TKI-pretreated
100 cCR (n=25) (n=21)
19.0 ® cPR
~ 804 cORR: ® SO Median follow-up, 8.1 1".7
£ 57.1% ® pp  Months (95% Ci) (5.6,11.7) (5.5, 15.8)
2 907 Median PFS, NR 11.7
i o months (95% CI) (12.0, NR) (4.0, NR)
> 12-month PFS rate, 823 426
20 4 % (95% Cl) (59.2, 93.0) (18.0, 65.5)
0
TKI Naive 1 Prior ROS1 TKI
n=25 n=21
Micacy population "Assessed by an independent review commitios per RECIST v1 1
Duration of response was not mature in either cohort
DoR: TKI-Nalve DoR: TKi-pretreated
L e TN 1.01 | I
0.8 t i 0.8 _\_L | |
8. e j - | ' | 81.5% 81.5%
0.6 ; 0.61 !
3 0.4 1 | § : 0.41 ’
| {
e "M-Lu‘ﬁl F I l o WS%Cy) W2 l l
0.04, i ; : = 00 4yl v v
0 3 3 9 12 18 0 3 6 9 12 18
Time (months) Time (months)
At Risk 23 19 1" ) 2 At Risk 12 1" 6 5 3
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3. How to choose a therapy at progression
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Treatment Options for EGFRm NSCLC

1L 2L 3L
ADCs*
Amivantamab/Lazertinib*
Osimertinib Amivantamab/Lazertinib* *
ADCs*
Osimertinib +
Carboplatin/Pemetrexed* Carbo/Pem
Carbo/Pem —
Amivantamab + Carbo/Pem/Amivantamab*
Lazertinib* -
Third-line chemo —
Carbo/Pem/
Amivantamab/Lazertinib*

ongress *Experimental regimen, not yet approved.
mm Zosia Piotrowska, MD, MHS Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Difference between mutations from baseline to progression
ELIOS study: EGFR 1L to PD

* High frequency mutations at baseline (EGFR, TP53 mutations, EGFR amplification and CDKN2A loss) did not differ

significantly at PD
Baselne ] HPD Difference in proportions (95% Cl)

EGFR mutation 45 (98%)" 2.2% (-5.0,9.1)
I

§ - TP53 mutation 34 (74%) 2.2% (5.0, 9.1)
z

2- EGFR amp 13 (28%) 11 (24%) 4.3%(-19.4,11.1)
=3

% | CDKN2A loss 10 (22%) 11 (24%) 2.2% (-13.7,17.9)
2

100 90 80 70 60 50 40 30 20 10 0 10 20 30 40 50 60 70 80 90 100
Samples with specified alterations (%)

Paired biopsies in only 36% of patients

Piotrowska ESMO 2022
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Challenges with ADCs in oncogene-driven NSCLC

T

Brain penetration

and activity

Monotherapy
v combination

7

Best place in the Biomarker-agnostic
sequence of treatment Biomarker-driven

Hendriks and Remodn. JCO 2023
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How to select patients who benefit most from
Amivantamab/Lazertinib?

Amivantamab/Lazertinib Post-TKI and Post-Chemotherapy:

Amivantamab 3
Mech of Action MET IHC+ may be correlated with response
Inhibition of Ligand Binding MET+ MET-
ORR=E1% (17/28) ORR=14% (7/4%)
IFE|.'|'1n'l’.lhI % zg*nl igand ) .-.: B
EGFR Yo MET E . % ; ———
f o o
¥ - —
5%,
 The biology of EGFR-mutant NSCLC is different in the treatment-naive vs.
MET Amplification occurs £ treatment-refractory setting.
:"';l"w::;ﬂrl’;*:t:‘:iiz " » Careful examination of patient specimens collected on MARIPOSA and
—_——— MARIPOSA-2 will be essential to identifying biomarkers of maximal response

u“ErES-S 1. Haura E, ASCD 201 E; 2. Pictrowska £, ASCO 2023 Abstract 9108, 3. Bassze B, ASC0 2023 Abslracl 9013
M Zosia Piotrowska, MD, MHS Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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How do we move forward?

Potential baseline stratification factors Risk-Adaptive Trial Design
" ' e.g. EGFR Shedders Trial
Co-mutations (e.9., TP53, others) Mchmmm; Pl- H Yu Osimertinib +
Additional Therapy
Dynamic factors

W (Chemo, Amivantamab, etc)
g
t

S I

- (Lack of) ctDNA clearance on treatment
Osimertinib

(3 weeks)

Novel biomarkers
«  Moving beyond NGS (multi-omic analyses)

ONEress
M Zosia Piotrowska, MD, MHS Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Patient preferences and tolerability

A She looks GREAT!

Trouble with word retrieval/Focusing

‘l
'|§ ! ]

e § -y
t 'r) l"' .f"dl"‘"

N
vie

outh Sores/thange in taste

== > Dry mouth
| paronychia Words

Chest wall pain Rash

SOB - loss of lung function_
_Fatigue — [EEP=

)

o et [ e b L Tt s o

-
" e | ———

Foggy Brain

_Anxiety/Depression

How my care team and
others perceive | feel

Hiai ot o s |

_ How | actually feel

Numbness/pain surgical sites

Diarrhea/nausea .

Manageable for you as a clinician
not equal to
tolerable for me as a patient!

Tolerable is
Relative!

. |

Jill Feldman, Lung Cancer Patient and Advocate @jilifeldmand
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4. Local challenges
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Local therapies at progression

TKI-Acquired

Resistance T .
l Oligoprogression
- - L A
Systemic Mot amenable to LAT l LAT appropriate

R ———————

Progression

L ’

&

o

L}

| :

:
@B oSS f/ *I*DJ/;_ ®

¥ LAT + TKI continuation

L
Clinical wrial Congider systemic Standard next-line (Clinical trial preferred if available)
(preferred if available) therapy tailored 1o systemic therapy
specific resistance (eg. platinum
mechanism* doublet
chemotherapy)*

Hubbeling. JCO 2022
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Other “local” resistance mechanisms: availability in Spain

RET

NTRK

Larotrectinib

ROS

o
—

=
Crizotinib 11 Ceritinib 1L ‘ Alectinib 1L Lorlatinib 2L o 3L

S post ITK ALK
ALK
Ceritinib 2L Alectinib 2L Brigatinib 2L
m post-crizotinib post-crizotinib

2011 > 2012 > 2013 > 2014 > 2015 > 2016 > 2017 > 2018 > 2019 > 2020 > 2021 > 2022 >
¥ T Y —

Osimertinib 1L |
» Osimertinib
adyuvancia
Amivantamab

& £
Pacomitinib 11 Afatinib 1L

BRAF Dabrafcplb "
trametinib

Calvo. Clin Transl Oncol 2023
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5. Take-home messages
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Take-home messages: challenges in resistance

1. Impact of molecular profiling in NSCLC therapy

2. In NSCLC with actionable genomic alterations, all patients become resistant

3. Patient profile: symptoms, comorbidities, preferences...

4. Drugs: impact of new generation Tkis, increasing knowledge about ADCs, no
clear rule for 10...

5. Drugs: monotherapy vs combination

6. Understanding resistance: Biomarkers? Tissue vs liquid biopsy

7. Local therapies in local/oligometastatic progression

8. Availability of drugs
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Muchas gracias

@anaflauraortega
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