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BRAF MUTATIONS IN NSCLC ROUSSY,
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MECHANISM OF ACTION FOR DUAL MAPK PATHWAY INHIBITION WITH ROUSSY.
DABRAFENIB + TRAMETINIB TO OVERCOME ERK ESCAPE MECHANISM
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BRF113928 STUDY : MAXIMUM CHANGE IN TARGET LESION BY BEST

CONFIRMED RESPONSE WITH DABRAFENIB + TRAMETINIB

Cohort B (N=57 NSCLC BRAF V600E) Cohort C (N=36 NSCLC BRAFV600E)
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THE SAFETY PROFILE FOR DABRAFENIB, OR DABRAFENIB +  £3A%/
TRAMETINIB

Dabrafenib + trametinib Dabrafenib + trametinib Dabrafenib monotherapy
1st line' 2nd line? 2nd line?
Category AEs, n (%) All grades Grade 3 All grades Grade 3 All grades Grade 3
Pyrexia 23 (64) 4 (11) 26 (46) 1(2) 30 (36) 2(2)
Asthenia 4(11) 1(3) 18 (32) 2 (4) 25 (30) 3(4)
General Decreased appetite 12 (33) 0 17 (30) 0 24 (28) 1(1)
Chills 9 (25) 0 13 (23) 1(2) 13 (15) 1(1)
Peripheral edema 13 (36) 0 13 (23) 0 - -
Arthralgia 5(14) 1(3) 11 (19) 0 14 (17) 1(1)
Dry skin 12 (33) 0 15 (26) 1(2) 19 (23) 0
Rash 8 (22) 1(3) 12 (21) 1(2) 17 (20) 1(1)
Hyperkeratosis - - 6 (10) 1(2) 25 (30) 1(1)
Skin Basal-cell carcinoma - - 2(2) 1) 4(5) 4(5)
Squamous-cell carcinoma - - 2 (4) 2(4) 10 (12) 10 (12)
Skin papilloma - - - - 22 (26) 0
Nausea 20 (56 0 23 (40) 0 23 (27) 1(1)
Digestive Vomiting 12 (33) 3(8) 20 (35) 0 17 (20) 1(1)
Diarrhea 13 (36) 1(3) 19 (33) 1(2) 14 (17) 1(1)

1. Planchard D et al. Lancet Oncol 2017;18:1307-1316;
2. Planchard D et al. Lancet Oncol 2016;17:984-993



The combination of encorafenib plus binimetinib  &oUs;
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Binimetinib is an orally
available, ATP-

Encorafenib is an orally
available, selective, [
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Encorafenib, Binimetinib, and Cetuximab
in BRAF V600E-Mutated Colorectal Cancer
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Encorafenib + Binimetinib in metastatic BRAF-V600E NSCLC E%SJEEV
PHAROS Trial (Phase 2 Study) e
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PFS by IRR ROUSEY.
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Incidence of TRAEs of Any Grade 210% Tumor molecular alterations in baseline biopsy

Overall (N = 98)

AE Preferred Term Any Grade Grade 3 Grade 4
Ay TRAE= No (22 Q2 (gAY 7 (32 3 ()2
Nausea 49 (50) 3 (3 0
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Most frequent genomic alterations identified at baseline:
SETD2 and TP53 (43% each), SMAD4 (21%), ATM, MLL2, CSF1R, SMARCA4 (14% each), and CDKN2A (11%).

None of these alterations associated with outcome
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PI3BK-AKT-mTOR and RAS-RAF-MEK pathways

WES, RNA sequencing (RNAseq) (lllumina Integragen) and comparative genomic hybridisation (CGH) array
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OS according to BRAF-mutant ctDNA status or ROUSSY
concurrent genomic alterations, at PD

Prospective cohort of 78 BRAF-mutant NSCLC patients (N=208 samples)
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PFS and OS by ctDNA status at the first radiographic evaluation  roussy-
(<100 days after start of targeted therapy)
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IMMUNOTARGET registry (BRAF, n=37 pts)

Driver

BRAF 46% 30% 24%
MET 50% 34% 16%
KRAS 51% 23% 26%
HER2 67% 26% 7%
EGFR 67% 21% 12%
ALK 68% 32% 0
RET 75% 19% 6%
ROS1 83% 0 17%
TOTAL 57% 24% 19%
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J. Mazieres et al, Annals of onco 2019



IMMUNOTARGET COHORT: PFS

PFS (months)

KRAS 3.2 3.2
EGFR 2.1 2.1
BRAF 3.1

MET 3.4 2.9
HER2 2.5

ALK 2.5

RET 2.1 2.2
ROS1

TOTAL 2.8

PFS according to driver alteration (p < 0.001
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BRAF non V600 cohort (AcSé Vemu)
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BRAFV600mut NSCLC — TR

Practice Guideline for diagnosis, treatment and follow-up
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Stage IV NSCLC with BRAF V600 mutation

Dabrafenib—trametinib
[, A; MCBS 2; ESCAT I-B]**
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Disease progression
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immunotherapy [IV, Aj

Local treatment (surgery or RT) and continue Systemic M saroking istory:
5 : g history: immunctherapy +
targeted systemic treatment [IV, C] progression platinum-based ChT IV, B]

Dabrafenib-trametinib if not
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D.Planchard et al, annals onco 2018; L.Hendriks et al, 2023



MET Ex14 mutant NSCLC
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MET Agents — A Broad Therapeutic Landscape ROUSSY.

MET KINASE INHIBITORS MONOCLONAL ANTIBODIES (MET/HGF)

MULTI-TARGETED SELECTIVE MONOSPECIFIC POLYSPECIFIC ADCs

wr e

MET

EGFR-MET
CRIZOTINIB TEPOTINIB HGF
CABOZANTINIB CAPMATINIB FICLATUZUMAB (AV299)
GLESATINIB (MGCD265) SAVOLITINIB RILOTUMUMAB (AMG- METx MET
MERESTINIB (LY2801653) BOZITINIB (APL-101) 102)
SAR125844 GLUMETINIB (SCC244)
FORETINIB (GSK1363089) MET
ELZOVANTINIB (TPX-022) HLX55

EGFR-MET-MET

Slide courtesy of Dr. Reguart / J.Remon



Antitumor Activity of Crizotinib MET Exon 14-Altered NSCLC E‘é%:?‘é%
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Alexander Drilon et al , Nat Med 2020 D. Moro-Sibilot et al, Annal ono 2019
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VISION Study (Tepotinib) ROUSSY-
Selective MET Kinase Inhibitor

Selected endpoints

Key inclusion citaia
S i
» Tepotinib is  highly selective, ATP-competitive, reversible, potent Tepetinlbkinome COhOI'!A Primaw'
MET tyrosine kinase inhibitor (TK() AL : L '
AT e Adarce NCLG (EGFRALK METex1l4sk|pp|ng | —————
+ At 1M, nlyMET s tibitedout f apanel of over 300 kinses SN WicHype, l istolgies (primary} Tepofinp
+ NoMTD reached at 1400 mg QD; RP2D s 00 mg QD )y ] mgi Secondary
+ Preclinical brain penetration : - v Central comfirmation of
* High binding to rat brain tissue (f,, = 0.4%) © o LA Unce DOR PFS OSISﬂfE
':hgelf.,_lratltn-affree brain s pla;raocZntenira:iunlin rats was 0.25, ' L METEX14SkIpp|ng hy ||qi-”d da”y Ex | t , RANO BWM l §
i, 25% of free tepotinib levels in brain, relative tolevels found in plasma . ' Urao i ana 5|5:
* Complete brain and s\,'s:emi:[e;p-nnslelas;iwgalmtl}s_t lyeefip patient with aﬂdiorllssue b|0psy p ry ' y |
CHUM Montreal, Canado) i ’ 1 ' A
’ : ey Paseline tumor assessment| dsease confol s
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METex14 mutation: Tepotinib RosY
VISION Study (cohort A)

Treatment-naive (n=69)

ha
o

o]

)
o

Lot o8 Lo o

L
o

BOR (IRC)
M CRr )
PR _
M sD -60
B eD Prior therapies:
NE 1 B Platinum-based chemotherapy
-80 - M
M Others

&
=1

Best percent change in sum
of target lesion diameters

do
S

=

-100 _ (LLTLRLT AR T RRY LR LR L DR DR CLRR LR O R R R LT T T

ORR: 44.9% ORR: 44.6%
mPFS: 8.5mo mPFS: 10.9mo

Xiuning Le et al, CCR 2021



METex14 mutation: Tepotinib
VISION Study (confirmatory cohort C)

e 9 o =
» o o ©

PFS probability

O
N

0

No. at risk
CohortC16112793 56 38 23 16 11 56 2 0 0 O O O O

0
Cohort A15211388 59 44 34 27 20 18 1711 9 8 8 8 5 4

ORR: 54.7% 62.3%

Response in

CohortC (n=69)
ORR, % 547 62.3 51.0
= =161pt (95%CI) {46.6, 62.5) (49.8, 73.7) (36.6, 65.2)
n= PtS DCR, % 80.1 87.0 82.4
. (95%CI1) (73.1, 86.0) (76.7, 93.9) (69.1, 91.6)
- mPFS (Cohort C): 13.8mo
mDoR, mo 208 NE 126
(95%CI1) (12.5, NE) (10.4, NE) (4.3, NE)
N mPFS, mo 138 159 138
(95%CI1) (10.4, NE) (10_8, NE) (6.9, NE)
mOS, mo 188 227 196
= Cohort C (95%CI1) (14.4, 25.5) (12.7, NE) (14.6, NE)
} ." H—t—3 | Cohort A

T 1
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Time, months

O 0 0 O
- - -

Thomas M, et al. WCLC 2022



Intracranial activity of Tepotinib (METex14, VISION trial)  RoUssy

Intracranial response in patients

cohort A cohort C with target lesion (n=15)

40
517 patient 55
patients 53 201
Patients with measurable brain lesions per RANO-BM (n=T) Patients with nonmeasurable brain lesions per RANO-BM (n= 8p g E D
s 528 " b ? .8
SeEgs 20 : c?
55;@53 -40 : 5 c -20
iged Intracrarial best ' L
§§§§,3 o obiéﬁmsp:nmper | g" n —40 4
E g5y w0 RANO-BM — gl
w o (g ronagle 55 —60 1
) W SD g rontarge!lesions 3] %
l (=]
" " if;’ > 5 -80
faae® i -100 -
H gg B : Best overall response
= el
" | Bcrk BPrR s WD
|
|

Syslemic BOR by IRC per
RECIST v1.1 (ime on 98
treatment, months)

Prior RT recelved® el i
(total doseffractions) 29 -_';._ 1 -".-g‘_; ‘.II 1
Time between RT and lepotinib :
(weeks) 53 261 54 40 74 143 26 56 164 U4 44

Xiuning Le et al, CCR 2021



GEOMETRY Study (Capmatinib)

No Previous
100- Previous Treatment © Cohort 5B naive
“g’n 75+ Cohort 4 pretreated N=69pts E N=28pts
© i |
62 ORR:41% . ORR:68%
22 1k :
= © 0= R —— —
S s T R T
& 50 S :
3 75
-100-
Allowed: Patients
-stable CNS mets Primary endpoint: ORR by IRC

-asymtomatic CNS mets 1. Wolf et al, ASCO 2021
J.Wolf et al, NEIM 2020
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Capmatinib - PFS per BIRC assessment S
2/3 L 1L

104 10
084 » Censoring Timas 08 « Censoring Times
~ T Cohort4 (2/3L, Mutant) with 85% confidence levels {n/M = 60/B) - == Cohort 5b (1L, Mutart) with $5% confidence levels (nN = 17128)
v] ¥
2 #
o Kaplan-Meier medians [85% C.1]{months) 9 Kaplan-Meier medians [85% C.1] (months)
}!g' 06 Cohort4 (231, Mutant) 542 [4.17:6.97] g 06 Cohort55 (1L, Wutant) 1242 [3.21NE]
E E
£ t
g 2
@ o
I B
2 044 z 041
] ¥
o o
o o
o g
o o
“| mPFS: 5.4 " mPFS: 12.4
m . 9.4 MO m - 1.4 MO0
1(4.2107.0) ., (8.2 to could not be estimated)
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 7T T T T 1T T 7T T T 1 T T T T T T T T T T T T T T T T T T T T 1
001 23 4 5 68 7 8 9101 1213141516 1771819 2021 22 23 24 25 2627 28 28 30 N 0012345678 9 1W0NMNREIHUHBETBEPIDND2DINEETHHNN
Time (months) Time (months)
No. of patients still atrisk No. of patients stil at risk
Tmefmonths) O 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 1 22 23 24 25 26 27 28 29 30 ¥ Tmemonths) O 1 2 3 4 5 6 7 8 S0 1213 W56 18 1900288856807 8200N
Cohort4 (231 Mutant) 69 64 57 45 43 34 27 24 24 21 21 18 16 14 1212 10 9 8 9 8 7 7 5 &6 4 4 2 1 1 10 CohortSb (1L, Mutant) 28 28 26 26 24 21 18 18 18 16 14 14 1412 9 & 8 & & & 8 B 6 5 3 1 1 0 0 0 0 O

J.Wolf et al, NEJM 2020



Best Change from Baseline in Target Lesion(%)

Savolitinib 1L — MET Exon14 mutation NSCLC

1001
80
601
401

601

L=}

-2

[=1

404

f=1J

-80 1

1004

Deep and Durable Response (IRC assessment)

Waterfall Plot - Tumor Shrinkage of Target Lesion
(IRC Assessment) - Tumor Response Evaluable Set

Tumor shrinkage in 92.9% of pts in TRES by IRC,

with ORR 60.7%

ORR: 60.7%

Best overall response
| EUE

50 (n=29)

[P0 =49

Swimmer Plot - (IRC Assessment) - Tumor Response Evaluable Set

KM plot of PFS- (IRC Assessment) FAS

mFollow-up
N mPF %C1 0
[B5%E1) mo. NN MEES (I5XL); ny

11.1(11.0,13.7) 36/87 13.8 (9.7, NR)

.
— e

1}

| 6-mo PFS rate (95%C1), %
! 76.4 (65.6, 84.3)

1}

mPFS: 13.8mo

Savoltinb  B7(0) S42) TME) TAT) TAT) 6ST) 60(8) S6(10) S211) 46(12) 40(15) IN21) W) T3S Tiad) 645 645 5

Shun Lu et al, WCLC 2023
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METex14 tyrosine kinase inhibitors ROUSSY-
g [
| Nonselective Selective TK!
CRIZOTINIB CAPMATINIB TEPOTINIB GLUMETINIB
SAVOLITINIB
PROFILE 1001 GEOMETRY Mono-1 VISION (C) (TBx) GLORY
IC5, (NM) 26,5 0.6 3.0 2.1 0.42
m 250 mg BID 400 mg BID 500 mg QD 400-600 mg QD 300 mg QD
21 ! . T | 2 [ 1 |2 1 =
D - o | w0 | | sa | & | 2 a2 2
RR (%) 32 68.3 44 62.3 51 60.7 40.5 66.7 51.9
DoR (mo.) 9.1 16.6 9.7 NE 12.6 NR 9.7 NE 5.1
7.3 12.4 5.4 159 | 13.8 13.8 6.9 NE 5.7
20.5 25.5 13.6 22.7 19.6 NR 19.4 NR NR

Comments

J.Remon Slide

Shorter PFS in
ctDNA positive at
baseline

Higher activity in

15t line vs. >2M [ine

@ 2022 0 2022 (2™) % 2021 . 2021 (2")

Drilon —Nature Med 2020 * Wolf —ELCC 2022 * Wolf — ASCO 2021 * Thomas — WCLC 2022 * Lu — Lancet Resp Med 2021 * Lu — ELCC 2022 * Lu — AACR 2022

The RR regardless
Age, line & type of
previous therapy

Sarcom. vs. others
RR: 40% vs. 44%
PFS: 5.5 vs. 6.9

@ 2021



Overview - key adverse events

Pleural effusion

Conduct thoracertesis and cytological testing to ruke out
malignant effusion.

Other concomitant therapies and/or freatments should
be considered as potential sources of plaural effusion.

Mithough rare, monitor patients for sians of ILD throughout
1 treament duration and beyond, and consider previous
treaiments.

Rufe out other causes of ILD; evaiuate king funcfion,
@ bronchiclar [avage, bronchescopy.

Discontinua MET Inhibitor treatment.

Initiate sterids,

Consider a referal o puimonary speclists.

Ruée out ather causes of ILD.
Consider ethnicity - Japanesa pafients may be more lkely
1o devedop ILD than non-Japanese pafients.

Hypoalbuminemia

Gl disturbances

Diarrhea can usually be managed by standard
anfidiarrheal therapias.

Ensure thal there are no underlying reasons far G
disturbance, and treat non-MET TKI-ralated causes of
Gl disturbance appropriately a5 needed,

Although symplome are usually low grade, proactive

management should be considered 1o minimize the
impact on qualy of iifa.

Increased liver

transaminases and phosphatases

L’:{ Proactively monitor liver funcion

if necessary,
Switch MET inhibitors.
@ Mast events are low grade and reversible

@ Consider MET mhibitor dose reduction or intermuption

In patients, ncrease may
not require dose reduction or intemuption

145 Monilar for reductions in abumin without stabifization,

High protein diets may not be affective.
Albumin transfusion or fwosemide may provide
tranzient banefits andior prevent dateroration, L .

@ Eficlogy urknown.

Peripheral edema

Monitor all patients for asymplomatic adema following WA “ I
MET inhibitor Initiation. /
Monitor skin for arosions. N "4
Consider prophylactic measures. T

o Consider MET nhibitar dose reduction, and interruplion

of intermittent dosing.

Consider diuretic and/or corticostaroid (reatment.
Lymphatic drainags (manual or mechanical) may
be required.

@ Peripheral edema & a cumulative, late-onsat

adverse event.

Consider whather other medications might cause
peripheral sdema,

Rue out systemic causes of edema.

L Increased creatinine

Transienl MET inhibilor-relatid increased creatinine
Id may indicate creatining fransporter inhbition rather

than renal impainment,

Consider methods other than craatinine-griven GFR

to assess renal function and guide therapy.

Cloge and frequent monitoring in early mentas of

therapy wil hely dentfy clinically relevant increases

in ereatining,

Before deciding on an intarvention based upan
Increased creatining levals, check GFR using
nos-crealining measures.
Conskier MET inhibitor dose: reduction or interruption
if clinically relevant increases in crestinine levels,
or impaired renal function, is identified.
Refer to & nephrclogist for assistance with
determining GFR,

Non-clinically relevant increases and plateau in creatinne
levels might be expected with MET intubitor use.

ﬁ Mondoring e Maragement @ Other considerations

1= Loy

=,
Fid

1

USTAVE/
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A.Cortot et al, Clinical Lung cancer 2022



Bispecific mAb anti-EGFR & anti-MET

Amivantamab

GUSTAVE/
ROUSSY-

CANCER CAMPUS I
BRAND PARIS

CHRYSALIS Study Phase 1

MET
Kp=1.4 nM Ko=40 pM

RP2D
Amivantamab
{050mg (@01
1400 mg (280 kg)

Inravenous dosing
C1QW,C2+ QW

v Mefastafic or unresectablefadvanced NSCLC
+Faied or ineligiole for standard of care therapy

cin o s cd@ can

Part 2: Dose Expansion

MET-2 Cohort: METex14 n=55°
(upto 100 planned)

Objective: Safety and efficacy at the RP2D

Elibity for METext4 Cohort

v Measurable disease
v Primary METex14 mutation by NGS of tumor or ciDNA

Mattew G.Krebs et al, ASCO 2022



Bispecific mAb anti-EGFR & anti-MET ROUSSY.
METex14 mutation: Amivantamab
CHRYSALIS Study Phase 1

= 100 -
g ;\-D-. & . N:97ptS Best overallresponse: ll PR [l uPR WM SD
% -;;; o o B PD W NE/UNK
T | |
GE > ORR: 33%
Q5
@
g 2 . - - : :
‘hg‘ 0_**** - e == —
CE'J’E 2011 - Treatment-naive: - ' ‘ ‘ ‘
8% 4w|| spPrs/16;0RR=50% |50% "
.3 % 60 { | — No prior MET therapies: 0
§o 13 PRs / 28: ORR*=46% | 46%

o0 J| — Prior MET therapies:
190 11PRs/53;0RR*=21% | 21%  p.tients
Treatment-naive I I I I I I I I I I I I I I II
| noprior weTcherapies [ I IR IR | J 1 1 LI i LIt mn 1rmnfn i
LD DN D LA mwrm s w o mw o een

N.B.Leighl et al, WCLC 2023



100°9 Median PFS: 5.4 months
(95% CI, 4.3-7.0)
£ =0
=
L« "= mPFS:54
w = 1
5 44% | m . 9.4MO0
g. ------- 12 months
@ 40 -
=
@
-—
L]
= 20
a
0 L] L]
(o] 3 6 9 12 15 18 21 24 27 30 33 36
Months
No
at risk o7 69 36 27 19 14 9 S5 4 2 1 1 0
OS (n =97)
m—— 6 months
100 T Median OS: 15.8 months
______ n 23% (95% CI, 13.1-21.8)
80 - E 12 months
= : 66%
= - .
= T, M mo
@ - H ] n
] ' 2
= : H
2 40 C '
2 : g s
== ; i
20 4 - '
1] "
1 "
H H
" 1]
(8] 4 T 4 T T T v T T - +
o 3 6 9 12 15 18 21 24 27 30 33 36
Months
Mo
at risk a7 a7 77 51 as 22 14 11 10 [ 2 1 (s ]

GUSTAVE/
ROUSSY-

and OS of amivantamab monotherapy HEE

PFS (n = 97)

Safety Profile

Median follow-up: 10.0 months
(n=197)

47 (48.5)
Dermatitis acneiform 40 (41.2)
Rash 37 (38.1)
Stomatitis 27 (27.8)
Pruritus g
Associated with MET inhibition

Associated with EGFR inhibition
Paronychia

Hypoalbuminemia 37 (38.1) 2(2.1)
Peripheral edema 36 (37.1) 4 (4.1)
Infusion-related reaction 70(72.2) 4(4.1)
20200 yA VD)
Dyspnea 22 (22.7) 5(5.2)
Hypokalemia 22(22.7) 3 (3.1)
Nausea 21(21.6) 0
Decreased appetite 21(21.6) 0
Alanine aminotransferase increased 20(20.86) 2(21)
Rasha 76 (78.4) 331
Venous thromboembolism® 8(8.2) 2(2.1)
Interstitial lung disease® 4(4.1) 1(1.0)

N.B.Leighl et al, WCLC 2023



First line MET TKI therapy appears to be associated with RoUssy
higher ORRs and PFS medians

90% 1L gumarontinib

80%
70% pre-treated
60% gumarontinib

ORR 50%

40%

1L savolitinib

1L tepotinib
30%

Pre-tréated pre-treated

20% savolliaib tepotinib

10%

0% :
0 3 6 9 12 15

Median PFS

Reffs: Lu et al, WCLC 2023; Lu et al, Lancet Resp Med 2021; Mazieres et
al, JAMA Onc 2023; Wolf et al, NEJM 2020: Yu et al eClinicalMedicine 2023 A.Drilon, WCLC 2023



Molecular Mechanisms of Acquired Resistance to MET TKis GUSTAVE/

CANCER CAMPUS / \
GRAND PARIS

Post MET TKls plasma specimens Postcapmatinib plasma specimens

On-target Off-target
35% 45%

: Unknown - KRAS amp
\ 25%
Unknown i
ln..lumn
| ER]
[ting
s el Ibiayi Dagogo-Jack et al, JTO 2021

LONZalo Reconao etal, LUK ZuZu 8 Gy e G e



MET TKI and resistance mutations

Drug name

Inhibitor type

Selectivity

Activity against other
kinases

Solvent-Front Activation-Loop Beta-9 strand Hydrophobic-core

steric hindrance

conformational resistance

RESISTANCE MUTATION ACTIVITY

Crizotinib DFG-Din Multekinase ALK; ROS1
inhibitor
Tepotinib DFG-Din MET selective G1163E
. . . Active on cell
Capmatinib DFG-Din MET selective lines
s ; ; Active on cell
Savolitinib DFG-Din MET selective .
lines
Cabozantinib DFG-Dout M_ult|_ k.|nase VEGFR; KIT; RET; AXL; FLT3: § Variahly a_1ct|ve Kriown tobe active
inhibitor ROS1 on cell lines
5 Multi ki Acti I :
Merestinib DFG-Dout i FLT3; AXL; ROS1 cHve on e 1 1nown to be active
inhibitor lines
s Multi kinase . .
Glesatinib DFG-Dout inhibitor VEGFR; TIE2: SMO Known to be active

Ref/s: table courtesy of Matteo Repetto MD, Univ Milan/MSKCC

D1228Y

L1935V

References

Cosmic drug resistance
Hataset; Recondo et al CCR
2020; Fujine et al ITO 2019

Fujino et al ITC 2019

L1935V

Cosmic drug resistance
Hataset; Recondo et al CCR]
020; Fujino et al JTO 2019

L1935V

D1228Y/A

Cosmic drug resistance
dataset; Fujino et al ITO

2019
Fujino et al JITO
2019;Fujino et al IHO
2022; Kang et al Lung
Cancer 2023;

Fujino et al JTO 2019

Recondo et al CCR 2020;
Fujine et al JTO 2019

- Clinical evidence of resistance
Preclinical evidence of resistance

Evidence of activity

A.Drilon, WCLC 2023



GUSTAVE/

Antibody-based therapeutics may address complex ontarget and  roussy
off-tatget resistance

N lobe
solvent
front Mt

core

GB263T

TAVO412

TR1801 (MET)
SHR-A1403 (MET)
RC108 (MET)
ABBV-400 (MET)
BYON3521 (MET)

AZD9592 (MET-EGFR)

MYTX-011 (MET)

REGN5093-M114 (MET-MET)

MET Ab

Onartuzumab, telisotumab, HLX55
REGNS5093, Sym015
Amivantamab, MCLA-129, CKD702

MET
MET, MET
MET, EGFR

MET, MET, EGFR
MET, EGFR, VEGF

hydrophobic YT FXaTe Warhead (if disclosed)

Telisotumab vedotin (MET)

MMAE
PBD

Microtubule inhibitor

Topo | inhibitor

Duocarmycin based

Topo | inhibitor
MMAE

Maytansine derivative

sucgowrs [\

* 2250 ®
G 2000
g
E 1750
E 1,500 MET protein
2. .. axpression detectod
@ 1250 .
#
.E 1,000 [
'g 70 MET protel @ @
= 5 expression .
u not detectad . .

250

(1
: 90000

Ref/s: Bachall et al, Cancer Discov 2017; green - volumes occupied by: Merestinib (4EEV), Foretinib (6SD9) and Cabozantinib (Docked)

A Drilon, WCLC 2023
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| n ‘ A
Attenuated efficacy of ICl in METex oar
MSKC cohort IMMUNOTARGET GFPC 01-20
f)4R7 I’:_'Elr; o 36 MET+ 30 MET+ & PD-
PFS--1 9 ? ORR: 16% L1250%
- -7 mo PFS: 3.4 mo ORR: 43%
e HOBHOBEARARNABHBEHAAEHEE D ——
el DHBBEHHHBBARHHHBHBRHOBEHE ln=3?JM_fi. -  — : -
TR Y Y E o5|z(ale|z|B]-|-|e[a|8]z |2|2] |- = I  F— ' p——
LI R R VR E R E R Y BT  — = =
(0=245) KRAS - e re—
(n=27) HER2 ! e ——— ottt
(=115 EGFR | —— 1 beervton

Changea from baseline (%)

fri—s Lpmm— e — ] on.
(=19} ALK  —— e mmm»m'
| — & Partial menonss
(n=16) RET l‘ —_— '::r:tumm
.—.__- Adeacarcinama
(n=6) RO51 i — NSCLE NOS
e Squamess ool carsncma
= Adenasquamous carehama
T T T T B D i sl
0 10 20 30 40 S0 60 70 80 80 100 : s . -
Percent of patients
N PO [ S0 PRICR

RR not enriched in
PD-L1 2 50% nor high TMB

J.Remon Slide Awad —JCO PO 2021 * Sabari — Ann Oncol 2018 * Mazieres- Ann Oncol 2019 * Guisier —JTO 2020 * Guisier — Clin Lung Cancer 2022 * Mayenga —Lung Cancer 2020
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Practice Guideline for diagnosis, treatment and follow-up

Molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HERZ/EGFRex20ins/KRAS 612C)

! ' ! ' ! ! v

N vV vV " 4 v Vv vV
EGFR mutation ALK translocation ROS1 . BRAF mﬂ RET translocation NTRK/HER2/ METex14 skipping HRAS 612
(refer to Figure 2) (refer to Figure 3) translocation mutation EGFRex20ins mutation

(refer to Figure 4) (refer to Figure 5)

I

Capmatinib [lll, A;
MCBS 3: ESCAT I-B*"
Tepotinib [lll, A: MCBS 3
ESCAT I-BJ==
N ————————

L. E. Hendriks, K. Kerr, J. Menis, T. S. Mok, U. Nestle, A. Passaro, S. Peters, D. Planchard, E.F Smit, B. J. Solomon, G. Veronesi& M. Reck, Annals of onco 2023
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HER2 mutations occur mainly in the tyrosine kinase domain =obss

GHAKD PARIS

Pertuzumab

Trastuzumab

— TKls
Poziotinib

Pyrotinib

HER2 mutations in ~1-4% .~ . Mobocertini

S30Y _oaq Other HER2 mutation
GﬁGﬂD\ \ '\ Other HER2 mutation +amp = A775_G776insYVMA
VITR. N\ \\ L « G776>VC
S3IC N « P780_Y781insGSP
L755P — = G7765LC
VES9E — . = A775_G77BinsSVMA
$310F — ex20ins « GV
» G776>AVGC
« G778_S779insCPG
V777_G778insV
e V777_G778insC

® A775_G776insVVMA
G776_V77T7T>AVCG

0 G776_V777>CVC
G776>ACV

» Other

+  4.2% of NSCLCs had HER2 alterations includina ex20ins (1.5%
Robichaux et al, AACR 2019 Alissa J.Cooper et al, JCO 2022



Dacomitinib and Afatinib for HER2 mutated NSCLC

Dacomitinib

Il HERZ mutation
W HERZ2 amplification
%
| ORR: 11% (HER2 mut)
i 0% (HER2 ampl)

Kris et al, Annals onco 2014

114

3+

Maximal Change in Tumor Size from Baseline (%)

a
o
1

w
=

=104

204

-30

40+

~50+

TAVE/
5SY-
sepgers [\

59
= E"‘
U=

Afatinib 2

B Partial Response (PR) (n=3)
3 Stable Disease (SD) (n=12)
M Progressive Disease (n=7)

-ﬁ“y 3&"&9

ORR: 14%

Lai et al, Eur J Cancer 2019



Best % Change From Baseline in Sum of Diameter

Poziotinib - HER2 Exon 20 Insertion after Prior Therapies:

L]
ZENITH20-2 T
- rI a Linas
=3
2
Parameter As-Treated® (N = 90) Evaluable” (n = 74) 2
ORR. Mo (%) 25 (27.8F 26/135.1)" =2
95% Cl 18910382 24410471 _2%
Best overall respansa, No. (%) _:,.
CR 0'(Q) 0 () 1
PR 25 (27.87 26 (35.1° ‘3
sD 38 142.2) 35 47.3) S
PO 13 (14.4) 13 {178} =3
30 4 NE 14 (15.6) 0 (@) ;
DCR, No. (%] 63 (70.0) 61 (82.4) =3
95% Gl 50.4 10 79.2 71810903 3
20 4 Dok, months, median (rangs) 5101-14.1 =
95% Cl 42105 =
10 PFS, months, median {range) 5.5(0.0:17.6}
by 95% Cl 39mw58 391t 62 1
=3
=3
01 1
=3
=2
-10 4
~20 <
S e e e
-ap 4
N ORR: 35.1%
. 1 /0
-804
70 4 p
—gp - Best overall response
L mPFS: 5.5mo
| |
a0 M sD
W ro
100 4 K Treatment anguing

Prior Type
of Tharapy
CT, HERZ-m, CP1
€T
CT, HER2-a
CT,CP1
cPl
cr.ch
CT.CP
€T
CT.CP
CT, HEfiZ-m, CP1
€T, P
cT
cT
cT,ch
CT, HERZ2-mat, CP
cT
€T, P
CT, HEAZ-m1
€T
€T
T, P
€T, cP
CT, CPi
CT, HERZ-m, CP1
CT,cm

GUSTAVE/
ROUSSY

A
Mutation
N¥TTZ_ATTSdupYVMA —— e -
WT72_ATTSdupYVMA — — x -
G778_PTE0dupGSP
G778.F P * x .
YTTZ_ATTSdupYVMA —— - "
G778_P
WIT2_ATISdupYVMA —— — . A
G7¥78_PT80dupGSP — ——
G778_PTE0dupGSP .-
Mot specified —— = 'y
YT72_AT7Sdup¥VMA — — -
a778delinsVC —— — A
¥T72_ATTSdupYVMA - — —
¥IT2_ATTSdupYVMA —— — -
YTT2_ATTSdupYVMA —— —
G778_PTB0dupGSP —— L] | g
YT72_AT7SdupYVMA e —— - lamg
Y772 ATTSdupYVMA — e 512 mg
¥772_ATTEdupYVMA —— it ma
¥T72_AT7EdupYVMA —— | dmg
Y772 ATISdupYVMA — =Bl
G778_PT80dUpGSP — — W, tiret eginnen
@ First progression
VITT_G778insV —— A Death
GT6dalinsVC E— — > Traatment ongoing
G¥76dalinsVC —

0 28 56 B4 112 140 168 196 224 262 280 308 336 364 392 420 448 476 504 532 560 588 616 644 672 700 728

Study Day
N=90, n (%)

| 7887
| 70(78)

Any Grade
Grade 3

Treatment-related AE
Dose interruptions
Dose reductions

Preferred Term (PT)

Diarrhea 74 (82) 23 (26) 0
Rash 61 (68) 27 (30) 0
Stomatitis 59 (66) 20 (22) 1(1)
Paronychia 34 (38) 1(1) 0
Pneumonitis 1.(1) 0 0

Xiuning Le, et al, JCO 2022



POZIOTINIB: First Line HER2 exon 20

Best % Change from Baselne inSim of Dometer

Best %Change from Baseline in Target Tumor Size

%o Patients Progression Five - As-Treated Population, Responders

i ol |
<10+
.20
«30 = -

.1 ORR: 43.8%

| Best Overall Response
20 M Complete Resporse
B Panal Regponse
#04| Stable Dissaze
¥ Progresswe Dmcasc
1009 W Not Evaluable

118 £ TmahrmtOnEm

U
=

*Median % tumor reduction = 35%
+88% (42/48) had tumor reduction

10- GUSTAVE/
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guescams  f \

08

Z oo mPFS:5.6mo
? 04
02-
0o
0 3 6 9 IIE 15 I8 21
T1me (months)
AtRisk 48 (A 14 7 6 | | 0
Any Grade Graded  Graded/5
Diarrhea 40(83) 7(19) 0
Rash 34(69) 17 (35) 0
Stomatitis / Mucosal Inflammation 39(81) 10 (21) 0
Paronychia 22 (46) 4.(8) 0
Pneumonitis 2(4) 1(2) 0

R.Cornelissen et al, ESMO 2021



Ado-Trastuzumab Emtansine (T-DM1)

in HER2-Mutant Lung Cancers (Phase |l Basket Trial)

100 -

Best Response per RECIST

-100

HERZ2 immunohistochemistry ranged from 0 to 2+ and did not predict response

B Confirmed partial response
~ Stable disease
I Progressive disease
N=18pts
=
ORR: 44%

(95% Cl, 22% - 69%)

Patients

Individual Patients

mPFS: 5 months
(99% ClI, 3 - 9 months)

B Confirmed partial response
Stable disease
B Progressive disease
=» Ongoing
@ Partial response start

I
12 13

o 1 2 3 4 5 6 7 8 9 10 N
Time on Treatment (months)

Bob T. Li et al, JCO 2018



Clinical activity of T-DM1 in NSCLC ROUSSY.

CANCER CAMPUS / \
GRAND PARIS

2007, w ERBB2 amplification a

180-@ m ERBB2 mutation ' -
160-@ m ERBB2 mutation and amplification 'EEE(G?IOHOWIS&&S&
140 — ' - 1 Stable disease
120 N=49pts 'j : : 1 Parta response

o 100 S — i m Complete response

2 g0 # Onset of objective response

% u 0 i

o & ORR: 51%

g 40

@ 20

8?‘

X -30% |

mPFS: 5mo

-80 -

o . T II!"-FH""I
100 o ' Patients 3 0 1 2 3 4 5 6 7 & 9 10 11 1218243036
55% (6/11, 95% Cl 23-83%) for ERBB2-amplified patients, Months on treaiment

50% (14/28, 95% Cl 31 to 69) for ERBB2-mutant patients
50% (5/10, 95% CI 19-81) for concurrently ERBB2-mutant and amplified patients Li et al, cancer discovery 2020



Differences between T-DXd and T-DM1 ROUSSY.

HER2-Targeting ADCs With a Similar mAB Backbone

Next- generation First generation

ADCs T-DXd ‘ ADC Attributes ADCs
Trastuzumab Topqlsqmerase Payload MoA Antimicrofubule Trastuzu_mab
deruxtecan | inhibitor emtansine
(T-DXd) (T-DM1)
~8:1 Drug-to-antibody ratio ~3.5 1
3 [ Vi Tumor-selective NG \ /

cleavable linker?
Ves Evidence of bystander
antitumor effect?

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019;67:173-85. 2. QOgitani Y et al. Clin Cancer Res. 2016;22:5097-108.
3. Trail PA et al. Pharmacof Ther. 2018;181.126-42. 4. Ogitani Y et al. Cancer Sci. 2016;107:1039-46. 5. LoRusso PM et al. Clin Cancer Res. 2011;17.6437-47.
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Trastuzumab-Deruxtecan (T-DXd)

40

(0]
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g %5 40
O €
= 35
S -60
e c
é‘.’ -80
®
)]
o -100
HER2 mutation

(exon and subtype)
HER2 protein expression

+
ER2 gene amplification I I IIIII I II IIII

Prior HER2 TKI therap

/
5 I ] 9 o

Patients (N = 85)8 (95% CI; 442'654) M Kinase domain ™ Extracellular domain

Zadrasizlsne

History of any prior systemic cancer therapy,

n (%)

Prior lines of treatment, median (range) 2 (0-7)2

Prior treatment, n (%)
Platinum-based therapy 86 (94.5)
Anti—PD-(L)1 therapy 60 (65.9)
Platinum-based and anti-PD-(L)1 therapy” 57 (62.6)
Docetaxel 18 (19.8)
HERZ TKI 13 (14.3)

20| 20{ 208K 20,
(RN |
2|1 2
+| + +

+

Y Y

Li BT et al, NEJM 2022



PFS in the overall HER2m NSCLC Population

T-DXd

Progression-Free Survival Probability

-
o
)

o
[

g
[}

o
N
1

o
(N

o
=}

Overall Population (N = 91)

Median PFS
8.2 months (95% Cl, 6.0-11.9)

—_— e -

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0123456738 91011121314151617 1819202122 2324 252627 28 29 30 3132 33 34
Time (Months)

No. atrisk: 9189 8374705549423932282625242121201513119 7 6 4 3 2 2 22222110

Bob T.Li et al, ESMO 2022



NSCLC adenocarcinoma HER2-insertion in exon 20 ROUSSY
- Lymph node metastases, adrenal glands, hepatic, spleen, brain, bone...
- 18t line carboP-pemetrexed and 2" line pembrolizumab

D.Planchard, Throacic Group, Gustave Roussy, 2022
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Drug-related TEAEs Reported by Investigator Y
Patients
(N=91)
n (%) Any grade | Grade 23
Patients with 21 drug-related 88 (96.7) 42 (46.2)

TEAEs

Drug-Related ILD/Pneumonitis

Nausea 66 (72.5)

Baseline 2 weeks after first dose of T-DXd 4 weeks after IV methylprednisolone

Fatigue? 48 (52.7)

Alopecia 42 (46.2)

Vomiting 36 (39.6)

Anemia® 30 (33.0) 9 (9.9)

Decreased appetite

Leukopenia® n (%) 3 (3.3) 4 (4.4) 0 2(2.2)

(16.5‘7) (26.4°/)

Constipation

Median time to onset of first reported drug-related ILD/pneumonitis:141 days (range, 14-462 days)
with a median duration of 43 days (95% CI, 24-94 days)

Li BT et al, NEJM 2022



R
Trastuzumab deruxtecan
9.4 mg/kg q3w

Key patient inclusion criteria (n=102)

KEYPOINTS + HER2+ NSCLC o
S Stratification

i< e Emy * Prior anti-PD-L1 therapy (yes vs. no)
- HER2 mut advaced NSCLC (PS 0-1) (ni‘;ff ikl
- 21 prior therapy (platinum based chemo) Tras“ﬁ‘zfr;*;?kgeégﬁeca" PD)

. S toxicity
- Adecuate washout of prior treatment (n=50)
- CNS+ allowed if treated/asymphomatic Eriinaty endpaint Secondary endpoints
* ORR(BICR) + 0S, PROs, PK, safety

- Stratification: prior PD-(L)1 inhibitor

« DESTINY-Lung02 is a randomized, phase 2 trial assessing the
efficacy and safety of 2 doses of T-DXd (5.4 and 6.4 mg/kg) in

previously patients with metastatic HER2m NSCLC

The study was not powered to statistically compare the 2 arms

Goto K et al, ESMO 2022



Trastuzumab Deruxtecan in Patients With HER2-Mutant Metastatic NSCLC:
Primary Results of DESTINY-Lung02

Drug-related TEAE, %

Any grade
Grade

=3
Seriou

Associated with drug discontinualioﬁ

Associated with dose reduction
Associated with drug interruption

Associated with death

Overall Safety

M TDXd54mgkg ™  T-DXd 6.4 mg/kg

N = 1012 N = 509

96,0 1 100,0
38,6 [ 58.0
3,9 1240

3,91 20,0
6,8 ' 32,0
26,7 1 48,0

1,0 2.0

100 . 59 0 100
Adjudicated Drug-Related ILD
T-DXd 5.4 T-DXd 6.4
mg/k ma/k

Adjudicated as drug- N =g109|a N 253.
related ILD
Any grade, n (%) 12 9(% 13 (12.9) 14 (28.0) 28%

Grade 1 4 (4.0) 4(8.0)

Grade 2 7(6.9) 9 (18.0)

Grade 3 1(1.0) 0

Grade 4 0 0

Grade 5 1(1.0) 1(2.0)

P.A.Janne et al, WCLC 2023 - JC02023
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Best Percentage Change in Tumor Size by BICR with T-DXd 5.4 mg/kg (N = 102) To K

Location of HER2 mutation:
. = Kinase domain
B 207 = Extracellular domain
é_ 0 I_I_.l o E llular d
C‘E -20
- AL 1 H L MEANENEEEENN " - o L
£ 407
2 -607
> = ORR (54mg/Kg):49%  ORR (6.4mg/Kg): 56%

20]20)20J20]20]20}20{20{20}2020)20| 2020} 20§20J20 20| 2020 }20}20 [20]20)20}20}20)20 20§ 20{20}20{20 20120§20{20§20}20§20}20}21{20}20§20{20}20{20{20}20|20 |20} 20|20 |20} 20|20 20]20)20J20}20)20}20}20]20}20}20]20}20) 20]2020]20)2020}20{20|20{20{20}20|20{20|20|20{20|20|20]20|19 |20|20|20|20{20| 20| 19|

HER2 mutation?
HER2 amplification®
Prior HER2 TKI therapy Y I I
e A0 0 DOCRRBRRRESRRRD i pem
i B0 I B B | B B ERE IO
systemic anticancer therapy

Responses observed regardless of HER2 mutation type, HER2 amplification status, and number or type of prior therapies

P FS T DXd 5. 4 Ik OS T-DXd 5.4 mglkg

Medi 95% CI
Wedian (95% CI) 99 74 NE 15.4 (8.3-NE) Median (95% C) 19.5 (13.6-NE) NE (12.1-NE)

100
0s ts,9 n (%) . .
"PFS events/n (%44 (43.1) 20 (40.0) wae“ nle 271369 14280
601 - T_I

40

[ <]

80

60—

40

20

Censored cases

T-DXd 5.4 mg/kg
T-DXd 6.4 mglkg
T — T T

20- + Censored cases
== T-DXd 5.4 mg/kg
= T.DXd 6.4 mg/kg
0] T T T T T T T T T T T T T T T T T T T T T 1
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Time, months

111+

Progression-free survival
probability, %
=
Overall survival probability, %

o 1t 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Time, months

P.A.Janne et al, WCLC 2023 - JC02023
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IC Objective Response Rates & Best Overall Response (BICR)

Measurable BM at Baseline

DXd 5.4 mg/kg Pooled T-DXd 6.4 mg/kg
DL-( DL-01 HER2m/DL-02
B BM
: n =30

IC-cORR, n (%)? 7 (50.0) 9 (30.0)

95% CI° 23.0-77.0 14.7-49.4

CR 3(21.4) 0

PR 4 (28.6) 9 (30.0)

SD 6 (42.9) 13 (43.3)

PD 1(7.1) 4 (13.3)

NE® 0 2(6.7)

Missing 0 2 (6.7)
IC-DCR, n (%) 13 (92.9) 22 (73.3)

95% CIP 66.1-99.8 54.1-87.7
IC-DoR, monthsd

Median, (95% Cl) 9.5 (3.6-NE) 4.4 (2.9-10.2)

12/14 (86%) patients with measurable BM receiving
T-DXd 5.4 mg/kg and 21/27 (78%) in the pooled

6.4 mg/kg group experienced a reduction in brain lesion
size from baseline as their best overall response

EREMD ™
2023 David Planchard, MD, PhD

Best % Change in Sum of

Best % Change in Sum of

Diameters from Baseline

Diameters from Baseline

T-DXd 5.4 mg/kg

25+ n=14 ________________________________________________ Progressive
Disease
° B
264 I __ Partial
Response
_50_
-
s B without Prior Treatment
7 with Prior Treatment
*Indicates Surgery
-100
Pooled T-DXd 6.4 mg/kg
25+ n=27cProgresswe
Disease
o LT
25+ ~ Partial
Response
_50_
s B \Without Prior Treatment
With Prior Treatment
*Indicates Surgery
=100




FDA and EMA approval RoUSSY.

First drug approved for HER2-mutant NSCLC

On August 11, 2022, the FDA granted accelerated approval to fam-trastuzumab deruxtecan-
nxki for adult patients with unresectable or metastatic NSCLC whose tumors have
activating HER2 (ERBB2) mutations, and who have received a prior systemic therapy.

September 2023, Enhertu as monotherapy is indicated for the treatment of adult patients with
advanced NSCLC whose tumours have an activating HER2 (ERBBZ2) mutation and who require
systemic therapy following platinum-based chemotherapy with or without immunotherapy.

o S T P

Trastuzumab- ~ DESTINY-Lung04 264 First-lne advanced NSCLC Trastuzumab- Pembrolizumab + pemetrered +  PFS
eruxtecan v HERZ ex19 or ex20 mutations derurtecan platinum



BEAMING Lung-1, Phase | of ZONGERTINIB (Bl 1810631), in

pts with HER2 aberrations

N=34pts
¥ NSCLC Overall (N=46)" NSCLC (n=34)’
ORR: 41.3% ORR: 50.0%
B Other DCR: 91.3% DCR: 97.1%

ORR: 50%

Esophagus T
Biliary tract

GUSTAVE/
R OUSS\{\—

GGGGGGGG

Phase la dose escalation and safety

Zongertinib BID | Zongertinib QD Total
(n=17) (n=33) (N=50)

Phase a TRAEs Grade

(%) Any Any 23 | Ay >3

Any TRAE 76.5 121 80 100
Diarrhea 471 - 364 - 40.0 -
AST increased 5.9 - 182 30 40 20
Rash’ 11.8 - 152 a2 140 =
ALT increased 5.9 59 152 61 120 60
Paronychia 59 = 121 - 100 -
Dry skin 118 = 6.1 - 8.0 -
Anemia 11.8 - 6.1 - 8.0 -

N. Yamamoto et al, WCLC 2023



100 A

ORR (95% Cl):

73.9%

(53.5, 87.5)

Overall (N=23)*

* The first interim analysis in Cohort 1

was passed

* Patients included in the efficacy

analysis all had between 2-5 cycles of
treatment at cut off

* DCR:91.3%

* Median best percentage change from

baseline in target lesions: -41.2%

N. Yamamoto et al, WCLC 2023



Early evidence of efficacy in pts with HER2 exon20ins in RsUssy
phase | with BAY292088

Patient characteristics

Al treated patients 20 patients
(N=76) (26.3%)

Females, n (%) 45(59.2)
Median age, years (range) 60.0 (35.0-81.0) H E RzexZOi n S
Baseline ECOG PS, n (%) f
1 49 (64.5)
Patients who have never smoked, n (%) 55(72.4)

Number of previous systemic anti-cancer treatments, n (%)

0 2(2.8) | |
; fg iffj HER?2 | EGFR | m HER2 ex20ins
23 38 (50.0) _ mutationsc - & Other
NSCLC histology, n (%) - y HER2
Squamous cell carcinoma, small cell, non-keratinizing 1(1.3) _
Adenocarcinoma, not otherwise specified 70 (92.1) N = ; EGER ex20ins
Adenocarcinoma with mixed subtypes 1(1.3) /% _ ' : EGFR classical
" - - " EGFRCT9758
Papillary adenocarcinoma, not otherwise specified 1(1.3) 56 patiems i | . s
Mising 369 73 7%) Or incomplete by cut-off
Median time since initial diagnosis, months (range)® 28.2(2.1-195.2) -
Median time since most recent progression / relapse to first 15 (0-30.0) EG FR/Other H ERZ

administration of study treatment, months (range)®

Herbert H.Loong et al, ESMO 2023
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Best % change in target lesion size across all dose levels=="*

Percent change in tumor size (%)

-5() =

=100 —

150 =

100 —

50 —

- s

B HER2ex20ins
I Other mutations

N=69pts

All patients

26%

(163, 38.1)

ORR (95% Cl)

N=20pts
HER?2 ex20ins

60%

(36.1, 80.9)

ORR (95% Cl)

: 60%

ajafalafaiafalafalafiia]
mwuuuuwounuwnoyv

atient (best overall response)

o

n (%) All evaluable patients? HER2 ex20ins subgroup®
- (n=69) (r=20)
CR 1(14) 1(50)
PR 13(18.8) 8 (40.0)
uPR 4(5.8) 3(15.0)
SO¢ 27(39.1) & (30.0)
PD 20(29.0) 1(5.0)
NE 343 1(5.0)
NA 1(14) 0
ORR 18(26.1) 12 (60.0)
16.3, 38.1 36.1,80.9
DCRe 38(551) 16 (80.0)
426, 67.1 56.3, 943

= e T g o e e - e

11T

Herbert H.Loong et al, ESMO 2023



Dose escalation / backfill: safety

n (%) All grades Grade 23
(N=T76) (N=76)

Any TRAE 66 (86.8) 19(25.0)

Most common TRAEs occurring in

210% of patients
Diarrhea 57 (75.0) 12 (15.8)
Paronychia 19(25.0) 0
Dry skin 17 (224) 0
Dermatitis acneiform 16 (21.1) 0
Stomatitis 14 [18.42 1 51 .3':
Pruritus 12 (15.8) 2(2.6)
Vomiting 12 (15.8) 1(1.3)
Rash 12(15.8) 0
Decreased appetite 11 (14.5) 0
Increased amylase 11(14.5) 2(26)
Nausea 10(13.2) 0
Hypokalemia 10(13.2) 5(6.6)
Increased alanine aminotransferase 8(10.5) 2(2.6)

GUSTAVE/
ROUSSY

CANCER CAMPUS , \
BRAND PARIS

Safety summary

76 patients have been treated in dose-
escalation / backfill cohorts at the cut-off

5 patients with dose-limiting toxicities (3/5 in
40 mg BID, 1/9 in 30 mg BID, and 1/5 in 60 mg
QD)

No discontinuation due to TRAES

20 patients (26.3%) with dose reductions due to
TRAES

2 patients (2.6%) with serious TRAES (diarrhea,
vomiting)

Most AEs were reversible and manageable

Herbert H.Loong et al, ESMO 2023
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Next Generation of EGFRwt sparing HER2 TKis

Investigational

C IC50 NCT Number Trial Status Indication Sponsor

ompounds

ELVN-00223 4.2 nM NCT05650879 Phase 1 Advanced/metastatic Enliven
Recruiting HERZ2 mutation—positive Therapeutics

NSCLC

JIN-AQ44° 11.1 nM N/A Preclinical N/A J INTS BIO

NVL-330°6 <20 nM N/A Preclinical N/A Nuvalent

ENT-H17 NR N/A Preclinical N/A Entos

} ) = ) o ; ) 2. ClinicalTrials.gov. https://classic.clinicaltrials.gov/ct2/show/NCT05650879.
Accessed July 25, 2023; 3. Aujay M, et al. Presented at the AACR Annual Meeting 2023, Orlando, USA, April 14-19, 2023. Poster 4019; 4. Yu M, et al. Presented at the AACR Annual
Meeting 2023, Orlando, USA, April 14-19, 2023. Abstract 4029; 5. Chang M. Korea Biomedical Review. Accessed on July 27, 2023; 6. Andrews KL, et al. Eur J Cancer. 2022;17451.53-5128.
7. Zhao, C, et al. Presented at the AACR Annual Meeting 2023, Orlando, USA, April 14—-19, 2023. Poster 4034.



Molecular tests positive (EGFR/ALK/ROS1/BRAF/RET/NTRK/MET/HERZ/EGFRex20ins/KRAS 612C)

! ' ! ' ! ! v

N Vv . of \'4 v N A4

EGFR mutation ALK translocation ROS1 BRAF V600 AET yandocation NTRI/HER2/ KRAS 612C
mutation

(refer to Figure 2) (refer to Figure 3) translocation mutation EGFRex20ins METex14 skipping

(refer to Figure 4) (refer to Figure 5)

I

o
HERZ mutation

2" |ine

Y

Trastuzumab—

deruxtecan
[ll, B; ESCAT I, BJ®

L. E. Hendriks, K. Kerr, J. Menis, T. S. Mok, U. Nestle, A. Passaro, S. Peters, D. Planchard, E.F Smit, B. J. Solomon, G. Veronesi& M. Reck, Annals of onco 2023



GREAT ADVANCES HAVE BEEN MADE IN LUNG CANCER THERAPY
FOR BRAF, MET AND HERZ2...

Personalised therapy in advanced-stage NSCLC

GUSTAVE/
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GRAND PARIS

1. Multidisciplinary discussion to determine optimal procedure for tissue procedure 4.

2. Biopsy
3. Morphology

Review of patient and tumour data

y

Integrated NGS-based assay to detect mutations, amplifications, and translocations

Diagnostic

workup

Molecular

profiling

Patient

selection

ALK

Treatment
Gefitinib,
erlotinib, afatinib,
dacomitiinb
osimertinib
Crizotinib
Alectinib
Ceritinib
Brigatinib
Lorlatinib
TPX-0131
NVL-655

@ EMA approved

e e

Crizotinib

Entrectinib
Ceritinib

Lorlatinib
Repotrectinib
Taletrectinib
NVL-520

A 4
BN

Dabrafenib (1]
+ trametinib

Vemurafenib
Encorafenib
+Binimetinib

Crizotinib
Cabozantinib
Capmatinib

Tepotinib
Savolitinib
Merestinib
Glesatinib
Amivantamab

(1)
(1]

Cabozantinib
Vandetanib
Sunitinib
Lenvetanib
Alectinib
Ponatinib
Selpercatinb @

Pralsetinib (1)
TPX-0046
LOX0-26°
TAS0953

EP0031
APS03118

BN R

Entrectinib g
Larotrectinib ©

Selitrectinib
Repotrectinib
Taletrectinib
ICP-723

Neratinib+/-
Temsirolimus
Afatinib
Dacomatinib
Poziotinib
Pyrotinib
TAK-788
Trastuzumab

TDM-1
Trastuzumab-
Deruxtecan
Zongertinib
BAY292088

o

KRASS12¢

® [ Zenocutuzumab
Seribantumab

Sotorasib
Adagrasib
JNJ746

NRG1

Afatinib
Seribantumab
Zenocutuzumab

Therapy switch/combination based on re-biopsies or liquid therapy




THANK YOU !
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