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Treatment algorithm for stage IV NSCLC with positive molecular test Gec'I;
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Mechanisms of Acquired Resistance

(A) Darwinian selection

Pre-existing
resistant/tolerant cells

Sensitive clone

(B) Lamarckian induction

EGFR-TKIs : .

Tolerant cells
induced by the drug

EGFR-TKIs : . EGFR-TKIs :

EGIR-TKIs :

Resistant clone

Resistant clone

On-target resistance

[ Secondary mutations ] [ Target gene amplification ] [ Target gene mutation-loss ]
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Gatekeeper mutation (EGFR-TT90M) DAPMMAP ’ Mutation
Solveni-front mutation (ALK-G1202R) (e.9.T790M) (e.g. loss of T790M)
Covalent mutation (EGFR-CTI7S) mm
Compound mutation DNA N ATDNAD]

Other site mutations (EGFR-D761Y)

Chhouri H et al. Cancers 2023
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Combating resistance mechanisms from the 15! line of therapy: New drugs

KRAS mutstion -1%
BRAF mutation =1%
EMT 1-2%
PI3K mutation 2-3%

MET amplification
~5%

ERBBZ
ampidication
10-15%

Qther EGFR
alterations ~1%

B on target
- Off target
B Unknown

EGFR amplification
concurrent wih T79004
~10%
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Overall Survival

No. of Median Progression-free Survival
Patients (95% CI)
mo
Osimertinib 279 18.9 (15.2-21.4)
Standard EGFR-TKI 277 10.2 (9.6-11.1)
Hazard ratio for disease progression or death,
0.46 (95% C1, 0.37-0.57)

P<0.001
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Month

No. at Risk
Osimentinib 279 262 233 210 178 139 71 26 4 0
Standard 277 239 197 152 107 78 37 10 2 0
EGFR-TKI
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The same drug, different resistance mechanisms -
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On target (16-32%)
G797X, L792X, G798X, L1780, G724S,

$768i, EGFR amp

EGFR mutation
6-12% EGFR
ampification
Unknown 10-15%
40-50%
MET
amplification
7-15% Bypass (35-62%)
adiiied MET amp, HER2
amplfications amp, KRAS, BRAF;
5-10% Fusions

Acquired

mutations

12-15%

DD Gt oyce gene
, ‘ altarations
Fusion Histological B-12%
1-10% transformation
12-15%
Histological
3G L1 Transformation (12-15%)

SCLC 5-15%, SCC 15%

Treatment with EGR-TKIs is associated with changes in the tumor microenvironment

Zhang J et al. Chinese Medical Journal Pulmonary and Critical Care Medicine 2023
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Combating resistance mechanisms from the 15! line of therapy: Combinations Gec'I;
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Osimertinib + Chemotherapy (FLAURA 2) Lazertinib + Amivantamab (MARIPOSA)
Satuty rundn peniod (N=30) Key Eligiary Craeria o0 gravn MY were regured for 4% patents Primary endpoint of progression-free
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Progression-free survival per investigator

* Medan PFS was improved by ~8.8 moaths with osirmneatind plus platinum-pemetraxed vs osimeninib monotheragy

Planchard D, et al.. N Engl J Med. 2023;389(21):1935-1948.

Primary Endpoint: Progression-free Survival by BICR?

Amivantamab + lazertinib reduced the nsk of progression or death by 30% and improved median PFS by 7.1 months
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Osimertinib + Chemotherapy (FLAURA 2)
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Lazertininb + Amivantamab (MARIPOSA)

Median OS with osi + CTx was 47.5 months NoRAT L. ... IO

0. pationts (%) _monthe (85 €O

T T T T T T T T
0 1 G g 12 15 18 2 M 7 33D 33 b/ 3 42 45 48 51 54 57 H 8
Time from randomisation (months)

45 B osisCTx 144/272(82)  ATS(410,NC)
M:_:‘_ 2 yoars B Osimono 11/278(82)  310(32.432)
me- . HR (95% C1) 0.77 (0.61, 0.96); p=0.02
08~ .
\\:t,\\ 3 years
- 5 BY
2%
8 06— v \\::\\—l\ 4 years
3 ] - ] \'\ 43%
g ! -\"\ - &
’ BI%E N s, PPN
2 04+ : ) \*N
2 n% ®
c - ) ' e
' | [
02~ ] | 1
' | [
ehan 1odow-us (caranced (erly) ronte o : : :
00 T T T T T T t } t T T T T 1

A Overall Survival

i Median Overall
a Survival
g (5% Q)
3 .
3 Amivantamab-Lazertinid  NE (42.9-Ni
2 © Osimertinib 6.7 (1)
8
s 3 Hzed
5 N 9% Ci 3
: Pa0 008
.....................
0 ) : 4 27 0 3 % ¥ ]
Monaths
No. at Rish
Artesantamab M 390 18 1 M) ] . () ! 0
Orement 405 I 43133 12 8 0

MARIPOSA OS HR 0.75 (0.61, 0.92) p=0.005

FLAURA2 OS HR = 0.77 (0.61,0.96) p=0.02

24M 36M 48M

Osi - CTx 80% 63% 49%

Osi 72% 51% 41%

Planchard D, et al.. N Engl J Med.; Janne P et al. NEJM 2025

24M 36M
Lazer+Ami 75% 60%
Lazer 70% 51%

Cho BC, et al.. N Engl J Med. 2024; Yang JC et al. NEJM 2025
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Combating resistance mechanisms from the 15! line of therapy: Combinations Gecp

Osimertinib + Chemotherapy (FLAURA 2) Lazertininb + Amivantamab (MARIPOSA)
Osimertinib vs 1G TKI Osimertinib + pemetrexed + platinum Amivantamab + Lazertinib (n=36)
vs osimertinib
C7978 12% EGFR/MET dependent
. C7978 4% S ; SR
© Other EGFRm 4% 2 . MET amp. 9% B cGFrR*
' B MeT
On-target N— © ERBB2amp 6% : TI;53/RB1
1% " CCND1amp P,E;(z
mm . ERBB2 amp 1% 6% RAS/RAF
" CCND1 amp © CDK4/6 amp " Other RTK
Off-target éakm amp - Cell cycle
© KRAS mut eeoeee o [ 1) (] Complex Resistance
BRAF V600E 6%
¥ PIKICA mut 4% .
""‘” s RET tusion 27.8% had alterations
Other fusion 7% Y PIK3CA mut 8% WNE: Swston 3% H H
ALK fusion RET Saston A% Other fusion 4% in 22 resistance pathways
Y% BRAF fusion 4%
Osimertinib (n=54) P=0.017 &
51 136w 8 owwrre
FOFRMET dep (! N 3 ] 5 Amiiiianlss Yol
el : LT H A8 = P-0.014 z
mooner @ (M T nee EERREEEER £ 2 g
HERZ W ! g E
s e : ‘
omererc ® [T TTTHTTTET TN 11 T I INERNERRRRRNE E n B A ' :
Gom?“ﬂ;):nm L Ll L 0 S00Ne0Ne LLl Ll L L
0 o
42.6% had alterations METampication 000l mff;'{;::’:‘z;‘:.,

in 22 resistance pathways

Yang et al. ESMO 2024 ; Besse B, et al. ESMO 2024; Hayashi H, et al. WCLC 2025
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Treating resistance at the time of progression to osimertinib GecP

--------

BDTX-1535,4G EGFR TKI JIN-A02, 4G EGFR TKI

FOURTH-GENERATION

EGFR TKI BaF3_hEGFR ex19del/C7975 _
: - t g
THIAZOLE AMID-BASED ,E.ml f + Osmetb Soghy 0, 0, 6
L [ mmnes
D4 e
T 4 e
0 7 " 2
Days after the start of treatment
BDTX-1535

BAY 2927088

il BBT-176, 4G EGFR TKI BLU945, 4G EGFR TKI

REVERSIBLE ALLOSTERIC B2 moBLUNECD  HIOmBUMNSQD 8 100 m BLUNS QD
WHIBITION 190+ # 00 my B 00 w400 my BUU-MS QO
EGFR Ex19Del/L858R @ i i
EGFR wild type x 8 54 EGFR-CTI7S CtDNA levels
EGFR uncommon A § E
ERBB2/ERBB4 x < ; o
EGFR T790M D ég
CEGFR/TI90M/C7975 @ is
CEGFR/C797S ® ‘ gg peol
2

Janne P et al. Cancer Discovery 2019
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Treating resistance at the time of progression to osimertinib GecP
TKI inhibitor: Tepotinib + Osimertinib (INSIGHT 2) Any Grade

Any 88.3 (113) 34.4 (44)
z o] i I astal rporee Y Neinpogesion e sl et 49.2 (63) 0.8 (1)
g o N =98 B Progrestedeee S 40.6 (52) 4.7 (6)
5 Dejecthe espams e SD.% (85% 01 39.7-60.3) ; o] 22.7 (29) 0.8 (1)
- "‘T'I”l. I 20.3 (26) 3.9 (5)
£ -4 [ . Hypoalbuminaemia 18.0 (23) 0.8 (1)
5 = L A e ) AT increase 12.5 (16) 0
3 _100 Nomberatrisk 98 6 3% 2 1 4 2 1 1 0 - - 11.7 (15) 1.6 (2)
- (umbercensred) (Q)  ©) () (5 (0 QO B @) () @) () () 11.7 (15) 0.8 (1)
11.7 (15) 0

Y ! 10.9 (14) 2.3 (3)

' Tepotinib + osimertinib demonstrated an ORR of 50% in patients with 10.9 (14) 1.6 (2)

. EGFR-mutant NSCLC who progressed on osimertinib and had METamp | Rash 10.9 (14) 0

' (central TBx FISH) i
. mPFS 5.6 months and mOS 17.8 months

Wu Y et al. Lancet Oncol 2024
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Treating resistance at the time of progression to osimertinib

TKl inhibitor: Savolitinib + Osimertininb (SAVANNAH)

Progression-free Survival

Protocol versions 1-6* Protocol version 7
. PD on osimertinib (any line), <3 prior lines of tharapy PD on first-line osimertinib In a preliminary analysis of SAVANNAH, estimated
Key Inclusion critarla: MET IHC3+/250% or FISHS+ MET IHC3+/ 290% or FISH10+ prevalence of MET IHC3+/290% and / or FISH10+ Investigator assessment - primary efficacy population*
» 218 years was 34% in patients with EGFR-mutated NSCLC
(Japan. 220 years) San;l:u;l 1:2 g% 0:1‘%] 5",,,,:::,‘: ‘zogom B‘;% 5 and progression on osimertinib' .
; . y e o osam, mg 0
: t:i:d?dvg?: < (48, included in primary » TA{S,75)
’h’;;('l ¢ SR I Savalitmity 300 mg 8&%’ 2 g lation) & 0.8+ No. of events / patients: 85 / 80; Matunity: 81%
RIS osimadtinid BC mg . -
PO on ossmertnib (n=54; n=32 Included in primary randomisation 2061
; sfficacy population S 044
Centrally confirmed e Savolitesd 300 mg 30 + § -
MET overexpression Sk by £ 0.2 1
{IHC) or ampification S redatass (jos & w0
(FISH)y 0.0 : :." 3.0
Popadation Do
ECOG i}s 0/1 MET HC34/Z00% and | or FISHI0H status siter PO Savoltnd 100 =g B ¢ osimertinib Time from first dose (months)
Siable CNS on firsi-fins ovenertinib (pravary sficesy populsion. n=08) No. at risk
metastases permitted* MET MCI/250% and | or FISHS® status afier PD on owmsrinib  Savokten® 300 mg QD # caimertind :
Secanday endpaints Inchided: ORR (BICR)S PFS, DoR (both by investigator and BICR).* OS, safety 0 58 &7 % 12 5 2 1 1 1 0
population (n=80)*
Investigator assessment BICR assessment
Confirmed ORR, % (95% Cl) 56 (45, 67) 55 (43, 66)
CR, % 1 1
PR, % 55 54
Median DoR, months (95% CI) 7.1 (5.6, 9.6) months 9.9(6.0, 13.7) months
Median time to onset of response, weeks (IQR 6.1 (6.0-6.7) weeks 6.0 (5.7-6.6) weeks
: R St (128 (0] mDOR mPFS
Investigator assessment - primary efficacy population* BICR assessment — primary efficacy population*

By investigator 55% 7.1mo |7.4mo
By BICR 56% 9.9mo |7.5mo

Best objectve response . ICR PR MSD WD Bestobective reaponse  IBCR PR MISD WPO BWINE

S L

n
8 o
1

baseline in target losion size

Bost percantage change from

Best percentage change from
aseline in targe! lesion size

Ahn M et al. ELCC 2025
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Treating resistance at the time of progression to osimertinib

Biespecific antibodies: Amivantamab + Chemotherapy (MARIPOSA 2)

MARIPOSA-2: Phase 3 Study Design

( Koy Ebgibility Croteria \

* Localy aavanced of
metastanc NSCLC

* Documerted EGFY
Ext6del of LESER

QLTMGMND MNPy
(&5 moat racent ive)

+ ECOG PSSOt

was Nt feqUYed (untreated)

Suatification Factors
» Osimertinib ine of theragy
(15t vs 2nd)
* Asian race (yas or na)

Senal bram MRIs were required for ail patienis*

Amivantamab-Lazertinib-Chemotherapy
(n=263)

Chemotherapy

(n=263)

Amivantamab-Chemotherapy
(n=131)

2:21 Random(zation (N~687)

Dosing In 21:day cycles)
Amivantamab 1400 mg (1700 mg # 250 hg) %0r e st 4 wasts, Ten
1790 mg 100 mg # 280 kg) svary 3 weeks wtarting st Cycle 3 fwest 7)
Lapertsaib 240 mp dady Slanng aer compieton of comoglatn®
Ch "y L Loy 0 of every vpthe
+ Carboplatin AUCE for the st 4 gyckes

+ History of brown metastases
\ (yes of na) )

« Pematressd: 500 mpim’ sl Sesase progression

ORR

Dual peimary endpaint of PFS* by BICR

por RECIST v1.1

+ A ab-Lazertinib.Chematherapy
vs Chomotherapy

+  Amivantamab. Chemotheropy
vs Chemotherapy

Secondary endpaints:

»  Obyective responise rafe (ORR)*

»  Duration of resporse (DoR)

+  Overall suraval (OSF

+  Intrscranad PFS

*  Twne 1o subssguent therapy®

»  PFS aher first submequent therapy (PFS2)F
»  Symptomatic PFS?

» Sadoty

OR=3.0
100 - P<0,001
OR=3.1
P<0.001
80 1 Amdiventamab
Chemotherapy Chemotherapy
(0=263) (h=111)
S 80 Beat Response
4 R 1(04) 2@ 5@
o« PR 93 (36) #1(62) 167 (61)
3 40 4 sD 2 (1) 023 61(24)
PO £ (20) 10 (8) 14 (5}
NEJUNK 2N 145 2148
) 56 mo 69mo 94mo
Madion DoR (96%C), 42-95)  (95%CI55-NE|  (95% CI, 6.9-NE)

Chemotherapy

A T
Chemolberapy  Cremothesagny®

Primary Endpoint: Progression-free Survival by BICR

At a medvan fotfow-up of 8 7 months, amwantamab-chemotherapy and armvantamab-lazertnib-chemotherapy
reduced the riek of progression or death by 52% and 56%, respeclively

. 10y Cl N o
& T —r— O i
= Medan PFS. 0.3 vs 4.2 monts. Medkan PFS. 83 vs &2 months
£ HR. UM | HR, 0.44
e 1, 0 8-0 0 | 5% Ct 0.35-0 58
] P om
§ 0 4
=
s 40 4
% ab) | mpertindts C "y
g 21 Amivantamat € hemoohe opy
=
o
0 r + r + * J
0 3 1] $ 2 " %
- Months.
D e = & o T ' ]
AT S —"—y n ol = = b “ o
Dwretuwy M2 ) “ i . ' 0

Consistent PFS benefit by investigator: HR_0.41 (8.2 vs 4 2 mo. P<0 001" 8 HR_ 0.38 (8.3 vs 4.2 mo, P<0.001Y)

MPFS: Ami + CTx 6.3 vs CTx 4.2 months

Overall Survival
100 <
g
_g 80 o Amivantamab-Chemotherapy
e
-]
2 401
H
5 201 HR, 0.77
E (85% CI, 0.48-1.21) Chemotherapy
0 T T T T 1
] 3 G 9 12 15 18 21
Months
Mo at risk
H’“'Mallﬂna)-clﬁﬂmeﬁp)‘ 13 12 89 54 24 1 o i
cremmes 3 R R B Passaro A et al. ESMO 2023
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Treating resistance at the time of progression to osimertinib Gec';
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Biespecific antibodies: MCLA-129 MCLA-129 Activity in 1L EGFRmut NSCLC
Study Design

10s

MCLA-129 Development Program
Bt Dol Binieag
ORR" 75.0% (95% CI: 47.6-92.7; 12/16) o

Inclusion Critaria Treatment Plan )
, , « Locally advanced unreseciable or metastatic NSCLC « MCLA-129 1500 mg ol DCR 93.8% (95% Cl: 69.8-99.8;1511¢) |~
Ongoing Phase 1/2 global With sena:bzing mulzh
) . ) ons* and no pnor freatrment (1L), or IV Q2W unhl PC or
open-labei ciinical trial progressed on o afler camerbnib (2L+) » unacosplable taxicy
—_———————— * Measurable diseasa al baseline per RECIST v1 1 = Osimerinid 80 mg QD

EGFRmut NSCLC + =18 yearsof age, ECOGPSofDor 1 + Tumor maging Q8W
Lo expectancy = 12 weeks, a3 per the iwesbgator

Endpoints and Population Enroliment and Analysis =1

Bt prrcamisge changs
o
:

Primary endpoint Data cutoff date Primary efficacy analysis population

ORR® uming RECIST v1.1 per investigalor assessment August 10, 2023 = 16 pabents in 11 o

Secondary endpoints Eivolesaek * 34 pabontsin 2L e A N A R B2 B B S B R R
DoR, DCR = PFS, 08, and safety! 6{;"‘:0:’9" i o 5 piants 11 21 exchided wih < Z cyces and o B - 4 K E—— -
Primary analysis population patwnts i :‘“’“‘:‘;”:"" :c“.':""“"’:n RS

22 MCLA-129 cyclas, with baseline and 2 1 postbaseline scan + 16 patenism 1L u-wmmmmdu!mn'

M vl M MCLA-129 Activity in 2L+ EGFRmut NSCLC

Best % change in target lesions from baseline? Duration of exposure?

ORR" 35.3% (95% CI: 19.7-53.5; 12/34) e
| DCR 73.5% (95% CI: 55.6—87.1; 25/34) - RrSessnNRde
5 Median duration of exposure (months)
! : - : = 2.8 (range: 0.3-11.5)
i 1 M o Median duration of response (months)
- e — not reached (range: 1.6"-9.2"*)
e 17 patients (39%)
| —— on treatment at the data cutoff date
M&r—.f\';lrmunm‘;:u!_ - (B —-4 =z = - o =
:‘x) ;z:.:- j‘ : | .‘. .l ‘.i | v 4 | ' | ‘/ n’l: < | ‘il 3_ o
e Ll [ B Rt SN MR MR MR W T TH e e o . o
Coloe intaneity reflects INC - Store Months

Desslne SGrRmuestion siaten dhse SR BB

Cappuzzo F et al. ESMO Asia 2023



Treating resistance at the time of progression to osimertinib

Summary TKls and Biespecific antibodies

Amivantamab

A\

MET

0000900000090 0064¢

Selective
MET TKI

&G

MET amp
15%

--------

MET gene copy number (GCN) 25
MET/CEP7 ratio 22
Liquid biopsy, no clear consensus

Trial Drug N RR DoR PFS
(%) (mo) (mo.)
MET TATTON Osimertinib + 55
TKI Savolitinib (B1 69 33 9.5 (0S: 30.3)
cohort)
ORCHARD Osimgr‘tipib + 17 41 NR NR
Savolitinib
SAVANNAH Osimc.elttipib - 193 32 83 53
Savolitinib
INSIGHT2 Osimertinib+ 98 Tissue 50 8.5 56
Tepotinib 31 Lx Bx 52 56 46
INSIGHT2 Tepotinib 12 83 NR NR
EGFR/ CHRYSALIS-E Amivantamab +
MET Lazertinib 4 3 96 49
mAb :
CHRYSALIS-D Amlva.nt.amab + 108 30 10.8 57
Lazertinib
CHRYSALIS-A Amivantamab +
(Post Osi & PBC)  Lazertinib 162 - B4 5

RemonJ et al. ASCO 2024
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Anti HER3: Patritumab Deruxtecan

HERTHENA-Lung01: Phase 2 trial of Patritumab Deruxtecan in EGFR-m NSCLC who have progresses to
prior therapy

bt bost sweed e M

A Multicenter, Open-Label, Randomized, Two-Arm, Phase 2 Study (NCT04619004)

b 3 Orgrey veemny
‘ HER3-DXd IV Q3W E N = 22 5
« Advanced EGFR-mutated NSCLC Fixed dose: Enrollment continued b~ g ----------------------------------------------------------------------------------
56 Ik N = 225)¢ - CPTn TR o, P AR R T e TR &y T
* Progression on most recent systemic by of. (--« : %5 S NNy l “ u]”u il |
m“apy ’ . . , 50 S A A A B o =y~ 4 H-1HIH !
+ Prior EGFR TK! and platinum-based A benefit-risk assessment | ¥ ’ ‘ l
chemotherapy (amended protocol required —° of phase 1 data supported - ORR 298%
prior osimertinib) the closure of the . ' ‘
* Inactive or previously treated asymptomatic Upviration sy " 114 | il i { | 0 i | ' (il | !
brain metastases allowed Uptitration Enroliment
+  Pretreatment tumor tissue required® C1D1: 3.2 mg/kg discontinued (N = 50)¢
C201: 4.8 mg/kg
+ Primary endpoint: cORR by BICR C3D1+: 6.4 mg/kg

+ Key secondary endpoint: DOR by BICR

' EGFR-independent ->ORR 27.2%
' CNS ORR 20% (33.3% in patients without RT)

Y . . I . ) ) .
, » Notaknow mechanism of resistance to i ' Efficacy was observed across diverse mechanisms of 1
. EGFRTKI | . | !
! > : - EGFR TKI resistance !
1 © Expressed in 60% of EGFRm NSCLC : ! |
R R Rl -  EGFR-dependent -> ORR 32.4%. :

!

|

Camidge R et al. ASCO 2020; Yu et al. JCO 2023
U
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Treating resistance at the time of progression to osimertinib

Anti Trop2: Datopotamb Deruxtecan (TROPION-Lung 05)

Best Percent Change From Baseline in Sum of Diameters of Target Lesions

~Study Design

. 100 Mo. of prior systemic lines for
Key inclusion criteria Endpoints* s advanced or metastatic disease
& 60
- Stage llIB, llIC, or IVNSCLC Primary: ORR by BICR E’ " W 172 =3
« Presence of =1 actionable genomic alteration (EGFR, ALK, ROST, Secondary: 20
NTRK, BRAF, MET exon 4 skipping, or RET) - DaoDXd 11 | - ByBICRand invesgtor: DOR, g
- ECOGPS of Oor 1 - DCR, CBR, PFS, TTR 2 20
. - + By investigator ORR =
z1llr\eqfiargeted_|i‘empy B - _ _ T et 2 40
= 1 or 2 prior cytotoxic agent-containing therapies including platinum- -60
based therapy in the metastatic setting 0. Onguing paricipant )
- Radiographic disease progression after targeted therapy 0 Patient
All Patients Patients with
Response per treated with EGFR ALK
BICR patients mutations rearrangement
_ _ . (N=137) (N=T78) (N=34)
Relative Frequency of Genomic Alterationsb-d ORR comr—
. (%)“““ ifmed 49(358) | 34(436) 8 (23.5)
[95% CI* [27.8-44 4] | [32.4-553] [10.7-41.2]
Median DOR 7.0 7.0 7.0
EGER (95% Cl), months ~ (4.2-9.8) (42-10.2) (2.8-8.4)
S E%E)““““"“Ed’ 108(78.8) | 64 (82.1) 25 (73.5)
ROS1 rearrangement [95% CI L0653 [r.res s (e5.60r]
% Median PFS
' 54 58 43
R
- FET reaengement (95% - @770) | (5483 (2.6-6.9)
\ " MET exon 14 skipping
BRAF mutation 4% BOR: In the overall population (N=137), 4 patients (3%)
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

Paz-Ares L et al. ESMO 2023 treated with osimertinib




Treating resistance at the time of progression to osimertinib

Anti Trop2: Sacituzumab tirumotecan

a4

o
GecCP

OptiTROP-Lung03 Study Design

Open-label, randomized, multicenter, registrational trial (NCT05631262)

Key Eligioility

+ ECOG score 0 or 1

v N3qg-NSCLC [stage MBWIC Sac-TMT
Inedgitie for surgery or racal 5 mg/kg IV, Q2W

Primary Endpoint*
Treatment untl discase « ORRA" sasesssd by BIRC

progression, intolerable

rackutherapy or stage IV) Seconcwy endpaings®
+  EGFR-sensiang mutabons toxicily, or any other s
Inclutng 19-0sl and LESSR reason for discontinuation
- + 08

+ Progresson afwr prior combimtion
of sequential reatmert 'wih
EGFR-TKIs and platinam-based

+ ORRK assessod by invesigator

+ DOR,DCR, TTR
chemothasapy
Docetaxel . Sty
TE mg/m? IV, QIW

Sxatibication facters:
+ Braln mefastases [present vs. adsent|

o TUror SManiTrts o0 B pOrOrmad overy & washs | T T Ayl wie S8 anes St INRARTALAOM

» APar 43 mwwen o >t Lo Wil be per wrery 12 0ews L Toep

OptiTROP-Lung04 Study Design

Randomized, multicenter, open-label, phase 3 trial (NCT05870319)

Koy Ehglity Sac-TMT Prim oty

« ECOG score 0 or 1 5 markg IV, G2W « PFS assessed by BICR

= Nag-NSCLC (stage HIBAIC or stage IV) Secondary endpoints’

+ EGFR-sansitve mutalions T = 05 (key secandary endpont)

\ {3rd gen TKI in 1st line vs in 2nd line vs no 3rd gen TKI)
|2. Brain metastases (yes vs no)

Progression-Free Survival by BIRC

Sac-TMT significantly improved PFS over docetaxel with 70% lower risk of disease progression or death.

Aoo <4 Ouceotmam

n» a8
PFS aveents, n (%) 8470.% Qg

"o

- Nadipn PFS, monsts (85% C1) LERLEN ) 280104
-
é Goncoth PFS tate, % 842 “e
o
é HR: 0,30 {95% CI: 0.20, 0,46)
P < 0.0001
g w{ mPFS:28mo mPFS: 6.9 mo
M4
—. B TMY
e Dt 0t

o
-

Time (Marara)
No ot Rws
SacTMT W 6s s "

Occetarsl i 17 . b | )

Zhang L et al. ASCO 2025

« Progression after 3rd gen TKI therapy + Pemetrexed 500 mg/m? + Carboplatin AUC § » PFS assessed by investigator
or progression after 13 or 2nd gen TKls or Cisplatin 75 mg/m’ Q3W for up fo 4 cycles * ORR, DCR, DOR, etc
with negatve T790M * Pemetraxed 500 mg/m’ maintenance, Q3W « Safely
Traatment unitl diseste progresson, nlolerstle lonicty, of patient feques! 10 daconinue treatment
Stratification factors: Statistical considerations:

* Heerarchical testing was conducted for PFS by BICR and OS
« Pre-specified imlenm analysis for OS

af approxmately 50% matunty,

or 24 months aller the first pabient randomized

1. Pnor EGFR-TKI therapy

Progression-Free Survival by BICR
Sac-TMT significantly improved PFS over chemotherapy with 51% lower risk of disease progression or death.

Sac-TMT  Chemotherapy

LR

(n=188) (n=188)
PFS avents, n (%) 144 {76.6) 159 (84 6)

4
Madian PFS, mo (25% CI) B3(67-99) 43(42-55)

w4

HR 0.49 (95% CI: 0.39 - 0.62)
P<0.0001

Progressdon-ree Suryival (%)
2

0 ) " " 1 15 I8 n M
Thne (Mouthn)

| 2 =) " 4
Clomocogy (B8 125 1 ' " o 4 0

12-mo PFS rate, % (95% Cl)  323(2655-392) 79(44-128)

Zhang L et al. ESMO 2025
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Treating resistance at the time of progression to osimertinib

HARMONI-A: lvonescimab + chemotherapy

Study Design z

Ivonescimab 20mg/kg Ivonescimab 20mg/kg 3

Key Eligibility Criteria < o - i 2

. Pemetrexed 500 mg/m? Pemetrexed 500 mg/m? reatm o >

Non-squamous NSCLC (Stage I1IB/C ineligible for Carboplatin AUCS o latolarable ;

surgery or local therapy and IV ) Q3W for 4 cycles Q3w toxicity w

= EGFR sensitive mutation positive No clinical benefit g

- ECOGPSOorl JodeRion of pew §

anti-tumor

- Regardless PD-L1 expression therapy g
Stratification Factors: Placebo Placebo

+ + Up to 24 months B

= Exposure to 3" EGFR-TKI before (yes vs. no)
+ Brain metastases (yes vs. no)

Enrollment. Jan 2022 - Nov 2022

Pemetrexed 500 mg/m? Pemetrexed 500 mg/m?

Carboplatin AUCS
Q3Wfor4 cycles

Q3w
Endpoint

Primary endpoint: progression-free survival (PFS) by IRRC
Key secondary endpoint: overall survival (OS)

Data cut-off date: April 2025

Narber of R

) ey g wte Ky

Bantn=Dwnrw Ty

Progression-free survival

-

—MEEVEGE— (median follow-up of 32.5 months) " e ottt Chanatengy
% é’ ol ———— Placebo+Chemotherspy
/ Ivonescimab Placebo
. + + -y 80 12-month rate , 24-month rate  30-month rate
— Engineered chemotherapy \chemotherapy >3 65.0% 1 35.3% 1 29.1%
& S s e ORR', % 50.6 354 g ™ : 28.8% 18.4%
‘ l (95% CI) (426, 58.6) (28.0,43.3) « .
5 () DCR', % 93.1 832 2
< - (95% ClI) (88.0,965) | (765,886) | &  S------mmmmmmmmmemmoanas R O
e mPFS!, months 71 43 4 ol |
(95% CI) (59,87) (42,56) g !
PFS HR! 0.46 (0.34, 0.62) 3 u |
(95% Cl) p<0.001 ! !
mOS?2, months 16.8 14.1 A : |
(95% CI) (14.5,20.0) (12.8, 16.3) " E E E
OS HR? 0.74 (0.58,0.95) : | i
(95% Cl) p=0.019 (two-side) R e —_— e
‘Interim analysis 02 46 0 2 W % 18 2 2 4 B B M RN K B 3B
Number of Risk
*Final analysis Ivonescimab+Chemotherapy 161 158 155 143 17 14 % 8 4 ] Gl 5 & 43 3 bl 10 5 0
Zhang L et al, ST|C 2025 PlacebotChemotherapy 181 150 152 138 108 ¢ B 6 8 55 50 48 4 N 2 13 8 0




Treating resistance at the time of progression to osimertinib

PM8002/BNT327 + chemotherapy

Study Design

STUDY DESIGN

Key Eligibility Criteria

. Age218

*  Nsg-NSCLC {Stage [lIB/C and IV
ineligible for surgery or local therapy)

*  EGFR sensitizing mutation

*  Failure of EGFR-TKI treatment(s)

*  No other prior systemic therapy than
EGFR-TKI(s)

*  Asymptomatic/stable brain metastasis
were zllowed

Treatment

PM8002/BNT327 (30 mg/kg)
Carboplatin [AUC S mg/mi/min)
Pemetrexed {500 mg/m?)
Q3W for 4 cycles

Grouping

Negative {n=28)
TPS<1%
PD-L1 <
2 Low expression (n=23)
expression g
TPS 1to49%
n=64
High expression [n=13)
TPS 2 50%

PMS3002/BNT327 (30 mg/kg)
Pemetrexed (500 mg/m?)
Maintenance Q3W

Primary endpoint

ORR assessed by investigator per RECIST v1.1

* Analysis by PD-L1 expression was determined with immunohistochemistry and
classified based on tumor proportion score (TPS)

* All biopsies were taken after progression on EGFR-TKI therapy

utoff date: July 24, 2024

Anti-VEGF-A (IgG)

Anti-PD-L1 (VHH)

Wu YL. et al. ESMO 2024

Lladinn Enflniss i birmnns T 7 mmmnthne

Response Assessment

ORR

u

(o
aeEy

Waterfall plot of best change of target lesions from baseline for

patients grouped by PD-L1 expression

Negative

Low Expression

» SD
= PD
m PR

‘H:r:- Expression

60

€ 4w

@

£

2 20

©

©

E 0

o

=

L -20

=

©

S -0

-

3

@ 60
-80

Overall
n=64

PD-L1

negative
n=28

PD-L1 low
expression
n=23

PD-L1 high
expression
n=13

ORR by investigator, n (%)
[95% Cl]

Confirmed ORR by investigator, n (%)
[95% Cl]

Best overall response, n (%)
PR
SD
PD

DCR, n (%)
[95% CI]

Median TTR, months
[95% Cl]

39 (60.9)
[47.9,72.9]

37(57.8)
[44.8,70.0]

37(57.8)
24(37.5)
3(4.7)

61(95.3)
[86.9,99.0]

2.9
[1.5,4.1]

13 (46.4)
[27.5,66.1]

11 (39.3)
[21.5,59.4]

11 (39.3)
15 (53.6)
2(7.1)

26 (92.9)
[76.5,99.1]

5.8
[2.7, NE]

14 (60.9)
[38.5,80.3]

14 (60.9)
(38.5,80.3]

14 (60.9)
9(39.1)
0(0)

23 (100)
[85.2,100.0]

2.9
[1.4, NE]

12 (92.3)
[64.0,99.8]

12 (92.3)
[64.0,99.8)

12 (92.3)
0(0)
1(7.7)

12 (92.3)
[64.0,99.8]

16
[1.5,2.9]




Treating resistance at the time of progression to osimertinib GeC'I;
| Treatment | HR; 95%IC | HR, 95%IC
CheckMate 722 y;"g'é‘é“ab PEG 206  5.6vs.54  075:056-1.00 19.4vs.159 0.82:0.61-1.10
KEYNOTE 789 \'I’:’F’,'é’('f"z“mab RaG 480 5.6vs. 5.5 0.80:065-097 15.9vs.14.7 0.84:069-1.02
ORIENT 31 f;“gg’gab +PBC 318  55vs.43  072:055094 20.5vs.19.2 097 0.71-1.32
IMPOWER 150  /tezollzumab + BVZ + PBC 58 10.3vs. 6.1  041:023-075 29.4vs.1814 060 0.31-1.14
vs. BVZ + PBC
IMPOWER 161  Atezollzumab + BVZ + PBC 163 8.5vs. 8.3 0.86: 061-1.21 NR NR
vs. BVZ + PBC
ATLAS Cste;‘l’a'g“mab HBVE = PEC 215 8.4 vs. 5.6 062:045-086 20.6vs.20.3 1.01:069-1.46
ORIENT 31 f;"gg’gab +IBISUS +FEC 318 7.2vs. 4.3 051:0.39-067 21.1vs.19.2 098:0.72-1.34
Atezolizumab + BVZ + PBC
ABC-Lung s Aeaoioiiab 1 Bvy » o 95 6.3vs. 7.5 NR 15.4vs. 15.5 NR
HARMONi-A Nonescimahis PEC 322 7.1vs. 4.8 0.46:0.34-062 17.1vs.14.5 0.80:0.59-1.08
vs. PBC + Placebo

RemonJ et al. ASCO 2024
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g concer
SQarch

Ancestry s EUR m AFR - AMR = EAS s SAS

TMB level 1 Low (<10 mutMb) B8 High (210 mutMb) | + ot 7 ot
w 075 4 —
l,. B 2 L_, PO T — - -—:I_I m"?s:;:isa?::;f:i;g;tﬂm ” CT + ICI = 10 months (95% CI 7-ND)
EﬁFR 1 PR ’ U — = 9.0 months (85% CI 6-19)
R I
NKXZT 3 .| ! &
N H 035
CCNET |
NFKBIA 000 n 00 ]
MYC i!l 10 20 k) IIITI
A}F’% E% Months o 10 Months 20 EN
M1 | _
RICTO 2 § : . . Number at risk | Number at risk
% '9 g 2:1 13 [ ; b ? ;:I 15? ; g :
BA%KA a 16 0 m a0 5 0 0 1
chiip c D
o] | "
AL I 1 - 1 4 11 & 1 + CT+TKI - :Tnl:rr:im:iﬁ
Number of samples: 107 0% 50% 100% | i o7 - D morthe — 5.0 ot (955 L 34
m Amplification mm Truncation m Amplification & point mutation/indel m Point mutation/indel 1 Elevated in EGFR +TKI = 8.0 months (95% C18-ND) S e o o 2ma)
i Deletion ™ Fusion/rearrangement M Deletion & truncation i Other multiple mutant vs. WT PP I e 01 S —
g 025 g('IJS—
et = - i N |
. . . " [] b 3 kR 0 o a0 60 80
I « Histologic transformation can occur across all subtypes I Mont e
I « Patients with co-occurring EGFR/RB1/TP53 alterations hada o : e . 4y s e
1 higher risk of transformation | ol oo L L oo

¢ TP53 95%, RB1 83%. PIK3CA 25%.
-« Histologic transformation EGFR Del19 vs. L858R (64% vs. : | . mOS 9 months, mPFS 2 months |

Offin M et al. JTO 2019; Catania C et al ESMO Open 2025
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Resistance to ALK TKls GecCP
g cancer
On-target resistance Off-target resistance
' Bypass pathway activation Lineage transformation |
ALK fusion protein : _
A ALK’ Im? cancer
| attime o
ALK TKls — 5 \ ‘diagnosls
) |
- Aggvgcarclmm
16 Resistance
ALK TKis LG] %‘ to ALK TKI
Resistance mutational
hotspots: o
L1g6, L1198, G123, iy
G1202, D1203, E1210, e . A |
51206, L1204, 1154, L1152, T iete Ex‘
C1156, V18O, 71, RIZTS, : L
F1174, F1245, G1269 Lorlatinib Diagnestic biopsy

« ALK®Y ' : ALK mutations

Schneider JL et al. Nat Cancer 2023

MEK
inhibition

to define histology

ic modifiers?
ALK TKls amW&mmj itors? =

Bypass pathway

activation Histologic transformation
independent. Squamous carcinan

of ALK signaling s e ks



Resistance to ALK TKls

m Brigatinib

N=55 N=24 N=46 N=7 >
. 43%
21% 29%
G1202R
2%

M L1196MQ B G1202R B E1210K [] G1202del

] G1269A O M171TINIS B F1174C [] 22 ALK mutations

Bl c11s6Y [ s1206Y @ vi11soL [C] ALK WT (ALK-independent)

30-40% mutations in the kinase domain

11186 L1151 ‘miisg

752"
C1156
i

E1210 81206

Gainor JF et al. Cancer Discovery 2016

G1202R Primary resistance to
alectinib, brigatinib, ceritinib

kY

o
GecCP

Cellular ALK Phosphorylation Mean IC50 (nM)

Mutation status Crizotinib Ceritinib Alectinib  Brigatinib Lorlatinib

Parental Ba/F3 FLER 885.7 890.1 27740 11293.8

EML4-ALK VI

EMLA-ALK
C1156Y
EMLA-ALK
I1171N
EMLA-ALK
111715
EMLA-ALK
11171T
EMLA-ALK
F1174C
EMLA-ALK
L1196M
EMLA-ALK
L1198F
EMLA-ALK
_ G120R
EMLA-ALK
G1202del
EMLA-ALK
D1203N
EMLA-ALK
E1210K
EMLA-ALK
G1269A
EMLA-ALK
D1203N+F1174C

EMLA-ALK
DI1203N+E1210K

L)
=
©

130.1

94.1

-
~

117.0

338.8 75.1

153.0 97.8 82.8 136.0

g cancer
nesQarch
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Lorlatinib after 2G ALK TKls (e.g. Alectinib)
Progression-free Survival

Patients With Prior Second-Generation TKI (Pooled EXP3B to EXP5; n = 135)

T T T T T T T
012345678 8 1011121314151617 1818 20 21 22 23 24 75 26 27 28
Time Since First Dose (months)

— M Tumor ALK mutation positive 1.0 4 + Censored
== [l Tumor ALK mutation negative — Tumior ALK mutation positive (n - 20}
— Tumor ALK mutation unknown Median PFS, 11.0 months (85% CI, 6.0 to NR)
g E 0.8 4 s Tumior ALK mutation negativea in = B1)
= E Median PFS, 5.4 months (95% Cl, 3.0 to 6.9
a = HR, 0.47 {85% CI, 0.27 to 0.83)
%] m 0.6
o 20-MFF--------"—-—-""-""—"""""¥""¥"—"—"¥—"-——————————————————- =
o =
= = $
L2 © |
o _
@ N 0.2 L
o™
=
o
=
[l ]
e
L7
@
(wi]

MNo. at risk
Tumor ALK mutation positive 29 28 26 24 24 23 20 18 17 1514 1412 W0 1010 8 8 7 7 3 3 3 3 3 3 1 1 0
ORR (95% CI) Tumor ALK mutationnegative 81 76 G5 44 37 34 30 25 22 22 20 20 1713 0 0 &8 8 & 7 6 4 3 2 2 1 0 0 0
Tumor ALK mutation positive 69% (95% CI, 49% to 85%)
Tumor ALK mutation negative 27% (95% CI, 18% to 38%)

ORR in 139 pts 21 2G ALK TKI: 39.6% (95% CI 31.4-48.2) :
Median DOR 9.6 months (95% CI 5.6-16.7) I
Median PFS 6.6 months (95% CI 5.4-7.4) |

Felip E, et al. Ann Oncol 2001; Shaw AT JCO 2019
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g coancer

llllll il

Lorlatinib as fisrt line: CROWN Progression-free Survival

100 - Lorlatinib (n = 148}  Crizotinib {n = 147)
90 Events, n 55 115
. PFS, months, median NR (64.2 to NR) 9.1{7.4 10 10.9)
Study Design s 1
80 HR (95% CI} 0.19(0.13 to 0.27)
70 4
Kay oligiility criteria Primaty endpoint . B0 -
v Slage BNV ALK NSCLE o PPS* by CK 32
+  Nopror systemic Seatmant for Secomiary endpolms — 50
"E::O“:: :;‘.' o Overnll survwal E
: it Wreated of Stratited by *  PFS by evestiguior o
uniteated CNS metastates . Presence of bran metastases +  OHR by BICR and nvestigator 40 +
pormill (yon v no) «  DOR IC ORR, and
. :'":mm:m:muuvnu — *+  Ethnkny IC 0OR by BICR 30
target leson (RECIST 1.1) with (Aslan va non-Aslan) ¢ ICTTP by BICR
N0 P EedEtion Mcured . TTR and IC TTR by BICR
N
*  Quality of e ¥
«  Piomarker anatyses 10 H 1 } I Ly
No bty W AT Wi pormvitied
D T T T T T T T T T T T T T T T T T T T T
* In a subsequent post hoc analysis, at 3 years of follow-up, median PFS by BICR was still not reached (95% CI, 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
NR-NR) with lorlatinib and 9.3 months (95% CI, 7.6-11.1 months) with crizotinib (HR, 0.27; 95% CI1, 0.18-0.39)
Time (months)
Mumber at risk

— Lorlatinib 149 126 118 111 103 96 93 a7 &1 = 78 77T 74 &7 45 2% 14 4 1 ]
—— Crizotinib 147 107 70 42 30 19 6 16 N 10 9 9 9 8 6 4 2 Q 0 0 [}

With a median follow-up for PFS of 60.2 and 55.1 months, respectively, median PFS :
was not reached (NR [95% CI, 64.3 to NR]) with lorlatinib and 9.1 months (95% CI, 7.4
to 10.9) with crizotinib (hazard ratio [HR], 0.19 [95% CI, 0.13 to 0.27]) !

Shaw AT, et al. NEJM 2002; Salomon BJ JCO 2024
U
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Resistance to ALK TKls _ _ _ _ _ -
Resistance mutations associated with therapeutic
resistance to different generations of ALK TKI agents
, - " : — Alectinib
\ | / 1718 L1196M V1180L
G1202R . ‘\,\ /" ; G1202R 11171T/N/S
\ 76‘\ | G1269A+ L1152R/P G1202R
s1208Y SN B c1156Y 11511-f L1196M
A - Lorlatin
\ R orlatinib
CD1203N 7 T N G1269A+ G1269A/S
L 0/ N % G1202R C1156Y/T L1198F + C1156Yc
~ ‘ Ry ey — 51206Y G1269A + G1202R
E1210K N ’ (\* . . ‘6'1';:‘"' F1174C/LN L1196M/D1203N
$ 2 =t V1180L
L B ‘«. W | G1202R 1*generation TKI 2" generation TKI ~ 3™-generation TKI
g | | nTINSH
G1202R c12688 Er210K LORLATINIB
MNew single mutations 0%
ALK compound mutatiions 0%
‘ Crizotinib Brigatinib ‘ Ensartinib MAPK pathwat aberration 12%
PI3K/mTOR/PTEN 8%
P certinic T Atectinib Lorlatinib RTK pathway aberration 8%

3d_generation TKI

I Lorlatinib is primarily associated with compound resistance mutations. ;
' G1202R+L1196M mutation is currently the most resistant ;
' Loss of neurofibromatosis type 2 (NF2) function and upregulation of miR-100-5p are recognized :

mechanlsms of resistance to Lorlatinib |

Xie J, et al. Interrnational J General Med 2025
U
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TesQaCh

Neladalkib (NVL-655), 4G ALK TKI: Preliminary Efficacy Ph 2 trial (ALKOVe-1)

REC?T 1.1 ORR, NSCLC Response-Evaluable {Any Prior ALK TKI, range 1 - 5) Prior Lorlatinib (=2 ALK TKlis) Lorlatinib-naive (=1 2G + 1G)

% (n/N)

All patients + Any ALK Any ALK Compound ALK Any ALK

chefnathersupy Al mutation = Shenic All mutation mutation ¢ All mutation

All Doses 38% (39/103) 52% (30/58) 69% (22/32)¢ 35% (30/85) 47% (23/49) 54% (15/28) 53% (9/17) 88% (7/8)

RP2D 38% (15/39) 55% (12/22) 71% (10/14) 35% (11/31) 50% (8/16) 64% (7/11) 57% (4/7) 80% (4/5)
Prior Lorlatinib ® Lorlatinib-naive ©

Best % change in target lesions

o ERZieel a
% 21117 2770l 2 2
221199\ 74| | | 2 7 7%%
"l gl A / fa
2
%

-100—4
PDPDPDPFDPDPDPDPDPDPD PD S0 5D 50 5D 5D 5D PD 5D 5D 50 PD 50 50 PD PD 5D 5D 50 PD 5D 5D 50 PD PDPDSD 50 50 50 50 5D 50 50 50 50 50 50 PR PR SDPRSDPRPRPRPRPRPRSDPRPRPRPRPRPRPRPRPRPRPRPRPRPRPRPRPRPRSDPRPRPR  PDSD 5D PDSD 5D PR 50 PR PRPRPR PRPR PR PR

Data cut-off: 15 June 2024, Response-evaluable patients with NSCLE. Al responses were confirmed.

NSCLC, non-small cell lung cancer; ORR, objective response rate; PD, progressive disease; PR, partial response; RECIST 1.1, Response Evaluation Criteria in KEY: PATIENT DETAILS
Solid Tumours version 1.1; AP2D, Recommended Phase 2 dose (150 mg OD); S0, stable disease; TKI, tyrosine kinase inhibitor.
# |ncludes all patients with =1 identified ALK resistance mutation as per local or central testing of blood [ctDMA) or tissue. Responses observed in patients Lorlatinib Pre-treated: Lorlatinib-naive: ALK singie
with ALK 11171MN/S, V11801, 111560, L1198F, D1203N, or E1210K mutations, induding where multiple mutations co-ocour, in addition to those with . >3 pn‘or ALK TKI I >7 pricr ALK TKls resistance
G1202R. - mutation
b |ndudes patients with 51202R single and compound (2] mutations. . 2 prior, 2G + lorlatinib l 1 prior, alectinib
¢ Cis-allelic configuration has not been confirmed for all patients with compound (22) ALK resistance mutations. l } o ALK mmpuund
4 ORA = 57% [20¢30) for G1202R patients with prior loratinib, and ORR= 100% [2/2) for lorstinib-naive G12028 patients. 2 prior, 1G + lorlatinib 7 ) (22) resistance
*Five response-evaluable patients (4 with no known ALE mutations and 1 with single ALK mutation) not shown due to incomplete or missing post-baseline 1 priur {lﬂﬂﬂtiﬂih ﬂﬂl‘f} Patient treated at RP2D mutation

tumor assessments in the setting of PD or symptomatic deterioration.

Drilon A. et al. ESMO 2024
U
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Bypass mechanism

MET amplifications

MET rearrangements

MET exon 14 mutations
RET rearrangements

EGFR activation
EGFR mutations
HERZ2 amplifications

KIT amplifications/activation
IGF1R activation

SHP2 signalling

NF2 mutations

YES1 amplifications

KRAS mutations

BRAFY*®E mutations

MAP2K1 mutations

DUSP6 loss
PIK3CA mutations

AXL overexpression

Prior ALK TKI®
Second-generation TKls
Lorlatinib

Alectinib or lorlatinib
Alectinib

Brigatinib

Crizotinib
Crizotinib

Crizotinib, alectinib

Crizotinib
Crizotinib
Ceritinib

Lorlatinib
Crizotinib, ceritinib
Crizotinib

Alectinib
Ceritinib

Crizotinib

Lorlatinib or ceritinib

Earlier-generation TKls

Prevalence Refs

12% in first or later lines 12

22% in later lines £
3%inlaterlines L
Unknown, data limited 2]
to case reports

Unknown, data limited 6>
to case reports

44% in first line 151
9-14% infirst line Lasl

Unknown, data limited =~ '#1%
to case reports

15% in first line 151
80% in firstline 154
Preclinical data only 157
20% in later lines 107
11.8%in later lines 141
18% in first line 153

Unknown, data limited U
to case reports

Unknown, data limited 15
to case reports
83% L2

Unknown, datalimited  '®*¢
to case reports

Preclinical data only 155,156

This table includes selected studies and is not intended to reflect the entirety of clinical and
preclinical work on bypass mechanisms in ALK-rearranged NSCLC. NSCLC, non-small-cell lung
cancer; TKI, tyrosine kinase inhibitor. “The ALK TKI received immediately before biopsy sampling

isreported here.

GeC.I;
ALK TKI + METi Therapy in METamp =

Treatment Alectinib Lorlatinib
History (7 months) (2 months)

Chemo + Bev
[@weeks)

Alectinib + Capmatinib
(7 months)

Treatment Alectinib
History (19 months)

3

——

L.ung mass at baseline prior to Initiation of
Lorlatinib + Crizotinib

Near resolution of lung mass after
4 months on Lorlatinib + Crizotinib

Cooper AJ. et al. Nat Rev Clin Oncol 2022; Dagogo-Jack | et al. JTO Clin Res Rep 2023
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Activity of patritumab deruxtecan in NSCLC with

2 i 1
hon-classical EGFRmut AGAs « Patritumab deruxtecan (anti-HER3

b

. :._I e ADC)1 & datopotamab deruxtecan (anti-
HE Y TROP2 ADC)2 have shown signals of
§5 activity in patients with ALK+ NSCLC

 Clinical activity of ADCs across AGA

Al Fatients || Patients with subsets appears irrespective of the
Response per treated with EGFR ALK
BICR patients mutations rearrangement .
T ey spectrum of known or unknown resistance
Activity of d_atOPOtamab. nO . presss passsa] dorsia hani
deruxtecan in NSCLC with == = = = mechanisms
AG A52 in Clu ding EGFR {96% Cl), months ({.2-9.8) (§.2-1Q.2) (2_.3-§.f_1)
DCR confirmed,
and ALK Lo rosss pirass | Eseern
Median PFS,
{89% Cl). (4.:'1’;;.0) (s.ig.a) (z.;lg.s)

months"

Steuer C. et al. ASCO 2022; Paz-Ares L et al ESMO 2023; Ha et al. WCLC 2023
U
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Resistance to ROS1 TKiIs in NSCLC

Lorlatinib

Repotrectinib

Taletrectinib

5
e

NVL-520

Patients
ORR

Median PFS
CNS activity

Clinical ROS1
G2032R activity

Most common
TRAEs or TEAEs
(all grades)

Reference

(Phase 1/2)
N=40

35%
(prior crizotinib)

8.5 months

12/24 (50%) with measurable or
nonmeasurable CNS disease

Response in 0/6 (0%) patients with
a baseline ROS1 G2032R in plasma

Hypercholesterolemia,
hypertriglyceridemia, edema,
peripheral neuropathy,
cognitive/mood effects, weight
increased

Shaw AT et al, Lancet Oncol 2019

(TRIDENT-1 Phase 1/2)
N=56

38%
(only 1 prior ROS1 TKI and no
prior chemo)*

*FDA breakthrough therapy
designation

9.0 months

5/13 (38%) with measurable CNS
metastases

Responses in 10/17 (59%)
patients with a baseline ROS1
G2032R

Dizziness, dysgeusia,
constipation, paresthesia,
dyspnea, anemia, fatigue, nausea,
muscular weakness, ataxia

Cho BC et al, WCLC 2023

(TRUST China Phase 2)
N=38

50%
(prior crizotinib)*

*FDA breakthrough therapy
designation

9.8 months

11/12 (92%) with measurable
CNS metastases (TKl-naive &
crizotinib-pretreated)
Responses in 4/5 (80%) patients
with a baseline ROS1 G2032R

Diarrhea, nausea, vomiting, ALT
increase, AST increase, anemia,
neutrophil count decrease

Li W et al,, ELCC 2023

(ARROS-1 Phase 1)
N=21
48%
* 53% (9/17) with >2 prior ROS1
TKI, =1 chemo
* 50% (9/18) with prior lorlatinib
or repotrectinib

Not reported
CNS responses reported

Responses in 7/9 (78%) patients with
a baseline ROS1 G2032R

No DLTs or treatment-related SAEs
or dizziness reported

Drilon A et al, EORTC-NCI-AACR 2022




Best % change from baseline

Resistance to RET inhibitors in NSCLC

EP0031 (A400(KL590586)
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Garralda et al. ESMO 2024




Conclusions
On-target " Combinat! 0} Off-target
resistance Weat s b o resistance
Acquired
s [ Imatnb { MET inhibitor
| Gefnin + | HERZ Inhibitor
égl;&'\l;n‘b : | BRAF Innibitor |
: i Osimertinib - | KRAS inhibitoe |
Covalent inhibvtor  Alosteric inhibitor  Change binding mode | Pralsetei - | MEKinnibhor
Alternative
pathway
activation
Dual-acting Inhiior Seoondary ................ Novel bispecific amtibody/ADC
mutation Mutnbo EGFR [ NET HERD FOFRC
& =@-=T17  XNX
, w S $ i OBEGFR s MET
ORI N | g 1 """"" , Amivantamab
proTAC (om0 @ (2R
i ABLT3151 EGFR
L EGFRCT978 ;
[ i -—'x anli-HER2 ADC
Gene s iAst— [ KRAS_) anli-HER3 ADC
T, E - ]“* anli-MET ADC
lampliﬁcationl m RESISTANC e — CRRARy) enll-TROP2 ADC
. WEn — Cwex )
Monocional antibodies e T S Downstream
et pamy
Y -~ activation
S  EMT
i { R ——
SM-EGFR mAb %#’ L, .
ant-HER2 mAb NSCLC SCLC
Histological
T™ME =
V - transformation ,_?
";%'"'"".{ : o)
J
X
“mm + +
Anti-angiogenic drugs Chemotherapy

Off-target resistance

Ou X et al. Medd Comm 2024
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The current SOC 1L therapy for most targeted
alterations are TKis

Mechanisms of resistance include on-target
mutation, bypass pathways, and histological
transformation

Next-generation TKls can overcome on-target
resistance to previous treatments

Combination therapy is an approach to delay the
development of resistance

After progression to TKls, chemotherapy with or
without immunotherapy remains the standard of
care

New therapies like TILs, CAR-T, cancer vaccines,
etc., may be an alternative for these patients
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