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HER2 is an actionable driver gene that can be activated in lung cancer Gec';

through distinct mechanisms & detected by distinct methods
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Importance of reporting HER2 alterations in NSCLC Gec

lung cancer

research

Specimens collection

OPEN CANCER v
HORIZONS Whether the patient is medically fit for invasive tissue
sampling and whether adequate tissue are available?
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Test repeated when any one of
following is presented:

(1) results are inconclusive

(1) initial sample quality is low
(111) plasma testing is negative
(1v) close to a cut-off limit

(v) anovel mutation is found
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Ren etal. ESMO Open 2022; Yamamoto et al. JNCI 2013




Limited information about HER2 alterations in NSCLC in Spain GecCP
Incidence of HER2 Alterations by Country (Table 1, ESMO Open)
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HER2 alterations are diverse and can coexist in NSCLC Gec';
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HER2 is an emerging tumor agnostic target in solid tumors GecCP
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HER2 HER2 HER2 ERBB2 ERBB2
| IHC 1+ IHC 2+ IHC 3+ amplification mutation
Tumor-agnostic indication (all in r/r Biomarker
Drug/medicine Target solid tumors) testing
| salivary gland cancer Lung cancer Larotrectinib TRK  NTRK gene fusion (first indication)  Tissue/NGS
‘N X ® - . .
R e o s DO AN AR N oW S Entrectinib TRK NTRK gene fusion (first indication)  Tissue/NGS
—— Pembrolizumab PD-1 MSI-H or dMMR Tissue/NGS
Breast cancer (MS"H)
@ ® @ ®
28%  20% 10% 20% 2% | 2% 8% 2-5% 2% <% Tissue/IHC
(dMMR)
Biliary tract cancer Gastric and ga P
® - s & @& TMB-H >10 mut/Mb Tissue/NGS
|BoER BAOR SR TR A 18208 T % Th1ex 3% Dostarlimab PD-1 dMMR Tissue/IHC
therinecegl Colarectal cancer Dabrafenib and ~ BRAF BRAF V600E mutation Tissue/NGS
. . S trametinib
8% 39% 13% 13% 29 13-21%  4-8% 3% 5% 2%
Selpercatinib RET RET gene fusion Tissue/NGS
[ ovarian cancer Urinary tract cancer
® - o ® @ - o Trastuzumab Her2 Her2/neu Tissue/IHC
% 20% Sk e A% 418% 5-28% 22% 9% 10% deruxtecan
‘ Cervical cancer . Prostate cancer
s & = = B FDA grants accelerated approval to fam- =TD)/A
™ Wk % % 3% 13-35% 10-18% 5% 5% <% trastuzumab deruxtecan-nxki for unresectable or ]
metastatic HER2-positive solid tumors Abril 2024

Yoon, J., Oh, DY. Nat Rev Clin Oncol 2024; Subbiah et al. CA Cancer J Clin. 2024;74:433-45




Proof of concept of HER2 ADCs (T-DM1 and T-Dxd) in NSCLC with HER2

overexpression

Phase 2 study of T-DM1
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DESTINY-Lung 01 - Cohort 1 T-Dxd
(HER2 2+/3+) - N =49

Key eligibility criteria

* Unresectable/metastatic
nonsquamous NSCLC

* Relapsed from or is
refractory to standard
treatment

* Measurable disease by
RECIST v1.1

* ECOGPSofOor1l

=

Cohort 1: Cohort 1a:
HER2-overexpressing® HER2-overexpressing
(IHC 3+ or IHC 2+) (IHC 3+ or IHC 24) Primary end point
T-DXd 6.4 mg/kg q3w T-DXd 5.4 mg/kg q3w * ORR
n=49 n=40 Secondary end points Interim
* PFS analysis
% 105 ’ of cohort 1
Cohort 2: HER2-mutated *+ DOR
T-DXd 6.4 mg/kg q3w Cohort 2 expansion: * DCR
n=78 HER2-mutated + Safety and tolerability ‘
(Encore to be presented at WCLC: T-DXd 6.4 mg/kg q3w
abstract 1419)° n=50
Data cutoff:
May 31, 2020

C Cohort 1A (trastuzumab deruxtecan 5-4 mg/kg; n=41)
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Peters S, et al. Clin Cancer Res 2019;25:64-72; Smit et al. Lancet Oncol 2024;




What is the efficacy of T-DXd in NSCLC overexpressing HER2? Gec';

DESTINY-Lung 03 - Part 1

research
(HER2 2+/3+) - N= 36
Patient population ~ Part 1: dose escalationt (enroliment complete) Key endpoints: T-DXd
monotherapy (arm 1D)

« Aged 218 years

Arm 1A: T-DXd + durvalumab + cisplatin

+ Centrally assessed Arm 1B: T-DXd + durvalumab + carboplatin Sscondary:
HER2-OE (IHC 3+/2+)* - ORR
unresectable, locally + DOR | Investigator
advanced or metastatic Part 1: T-DXd monotherapy (enrollment complete) . DCR | assessed
nonsquamous NSCLC

- Measurable disease per Arm 1D: T-DXd 5.4 mg/kg IV Q3W (N=36) = PES
RECIST v1.1 - 0OS

+ WHO/ECOG performance 5 Z = « Safety and tolerabili
Status 0 & - Part 3: dose confirmation and expansion (currently recruiting) v v

s . Exploratory:

« Patients in Part 1 had one or T-DXd + volrustomig + carboplatin .

two prior lines of therapy; + Efficacy outcomes by:
40+ those with therapy-targetable — HER2 |HC status
alterations must have - Part 4: safety run-in and expansion (currently recruiting) — Prior EGFR TKI
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Smit et al. Lancet Oncol 2024; 25: 439-54 ; Planchard et al. WCLC 2024




What is the efficacy of T-DXd in NSCLC overexpressing HER2? Gec';

DESTINY-Lung 03 - Part 1

research

+ +
( H E R2 2 +/3 + ) - N — 3 6 Part 1: T-DXd monotherapy (arm 1D) HE?:_I,:-IB? : HE?:_';;): -
— Part 1: dose escalationt (enroliment complete) Key endpoints: T-DXd Confirmed ORR, % (n)** 56.3 (9) 35.0(7)
monotherapy (arm 1D) 95% CI 29.9,80.3 15.4,59.2
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al O e H
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IS o
0.2 0.2
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No. at risk No. at risk
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Smit et al. Lancet Oncol 2024; 25: 439-54 ; Planchard et al. WCLC 2024
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NCCN guidelines recommend to test for HER2 in NSCLC (SCC and non SCC) Geﬁiﬂ

PLEASE NOTE that use of this NCCN Content is governed by the End-User License Agreement, and you MAY NOT distribute this Content or use it with any artificial intelligence model or tool.

National

WO Cancer
Network®

Printed by Ernest Nadal on 11/23/2025 2:19:27 AM. Copyright © 2025 National Comprehensive Cancer Network, Inc. All Rights Reserved.

comprehensive NCCN Guidelines Version 1.2026
Non-Small Cell Lung Cancer

NCCN Guidelines Index
Table of Contents
Discussion

PRINCIPLES OF SYSTEMIC THERAPY FOR ADVANCED OR METASTATIC DISEASE - SUBSEQUENT

ADENOCARCINOMA, LARGE CELL, NSCLC NOS (PS 0-2)

SQUAMOUS CELL CARCINOMA (PS 0-2)

Preferred (no previous 10)
Systemic ICls

* Nivolumab (category 1)

« PembrolizumabX (category 1)

* Atezolizumab (category 1)

Preferred (EGFR mutations')

» Datopotamab deruxtecan-dink

Other Recommended (EGFR exon 19 deletion or L858R mutation

* Lazertinib + Amivantamab-vmjw™"

Other Recommended (no previous immuno-oncology [IO] or previous |I0O)"

* Docetaxel

* Pemetrexed
3+ and EGFR wild-type)

* Gemcitabine
* Docetaxel + Ramucirumab
» Albumin-bound Paclitaxel
Fam-trastuzumab deruxtecan-nxki (HER2 IHC 3+
* Telisotuzumab vedotin-tllv >

Preferred (no previous 10)
Systemic ICls

* Nivolumab (category 1)

« PembrolizumabK (category 1)

* Atezolizumab (category 1)

Other Recommended (no previous 1O or previous 10)"
* Docetaxel

* Gemcitabine

* Docetaxel + Ramucirumab

. Y . |
Fam-trastuzumab deruxtecan-nxki (HER2 IHC 3+

NSCLC NCCN Guidelines v1.2026
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ERBB2 (HER2) mutations in NSCLC etk

« ~2-4% of NSCLC harbor HERZ2 (ErbB2) mutations leading to constitutive activation of downstream
signaling pathways and oncogenesis'’

 Associated with a poor prognosis and higher incidence of brain metastases’

« The most common activating mutations in NSCLC are tyrosine kinase domain (TKD) mutations,
particularly exon 20 insertions,'? although non-TKD mutations also occur

Mutational profile of HER2 mutations in NSCLC3* P -
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1. NutzingerJ et al. Lung Cancer. 2023;186:107385; 2. Robichaux JP et al. Cancer Cell. 2019;36:444-57; 3. Le X etal. ESMO. 2024. Poster 1298
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HER2 mutations patterns are different across distinct solid tumors GECcP

b
G/GEJC CRC O — NSCLC
7 S310F/Y 6.3% : S310F/Y 6.3%

S310F/Y 15.7%

R678Q 25.7%
R678Q 13.5%
L1
4%
CR1
ECD —
3% 2%
L2
CR2
“TMD D769H/Y 10% VTTIL/M 6.3%
V842111.3%
Vv8242110% L Y772_A775dup 38%
G776-G778 variant 14.8%
BTC Urothelial carcinoma
KD R678Q 3.0%
R678Q 3.8% S310F/Y 46.2% S310F/Y 41.4%
L755S 4.0% .
CcTD Y772_A775dup 3.0% ] Extracellular domain |

] Furin-like cysteine-rich region (ECD Il)
@ Driver mutation O Neutral mutation .
I Receptor L domain (ECD III)

L755S 4.0% || Growth factor receptor domain IV (ECD IV)
|| Protein tyrosine-kinase domain

[T] Others

Yoon, J., Oh, DY. Nat Rev Clin Oncol 21, 675-700(2024).




Landscape of treatments investigated in advanced HER2 mutated NSCLC Gec';
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Monoclonal antibodies: ADCs:
trastuzumab TDM1, T-DXd and SHR-A1811
% x
HER2/ Mutant “rea
dimer HER2
v J_ ADC Linker is cleaved,
Dimerization and Inhibition of internalization releasing the

stimulation of dimerization and payload and leading

downstream pathways  downstream pathways to cell death

Promising activity.

Modast activiy Risk of ILD/pneumonitis
Early pan-HER TKis: Novel pan-HER TKls: HER2-selective TKis:
neratinib, dacomitinib and afatinib pyrotinib and poziotinib BAY 2927088, zongertinib, ELVN-002, NVL-330 and IAM1363
Wild-type Wild-type Wild-type  Mutant
Mutant YPe LER2 HER4  Mutant vp P

HER2 HER4 oo ith HERZ with HER2 HER2 with
exon 20 exon 20 : exon 20
J_ J_ J_ J_ insertion insertion J- insertion

v EGFR-related J_ v J-
Stimulation of toxicities Few EGFR-related

downstream pathways toxicities

Improved activity against exon 20 insertions.
Limited activity against exon 20 insertions Associated with EGFR-related toxicities, such as
diarrhea and rash

Promising activity.
Improved tolerability due to HER2 selectivity

Figure from a manuscript in preparation



Limited efficacy of pan-HER TKils with significant skin & Gl toxicities
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Afatinib 40mg/d (n=23)

B Partial BResponss (PR) (ne3)
B Siabile Diseass (S0 (=13}
B Progressive Dissass (n=T)
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Maximal Change im Tumor Size from Baselies (%)
a

11 3+

{3

HER2 Exon 20 (Cohort 2)

Best Overall Response
M Partial Responsc

- Stable Discase

¥ Progressive Discasc|
W Not Evaluablke

* Treatment O

- | ‘
-

ORR: 27.8%
mDoR: 5.1m
mPFS: 5.5m

_50 .

Best Change in Target
Lesions From Baseline (%)
I

.| ORR: 13% (HER2mut)

| 1 V777L mutation

1
Q0 <
o o o

1 |

Pyrotinib 400mg/d (n=60)

B 12-bp exon 20 insertion
B G776 mutations
[ 9-bp exon 20 insertion

ORR: 30%
mPFS: 6.9m

B L755P mutation

Patients

Kris MG, et al. Ann Oncol 2015;26:1421-7; Lai WV, et al. Eur J Cancer 2019;109:28-35; Socinski MA, et al. Presented at: IASLC WCLC 2020; Zhou C, et al. J Clin Oncol 2020;38:2753-61




ERBB2 mutations increase the HER2 internalization which partly Gecp
explains efficacy of ADCs targeting HER2 like T-DM1
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HER2 internalization in MCF10 cells Trastuzumab Emtansine (T-DM1; n=49)
rme® R »AMW
2007, w ERBB2 amplification % L
1808 = FRBB2 mutation weaS
160 -9 = FRBB2 mutation and amplification Gornat M aytanen1CC  TastuzumaD
140
120
WT
- HER2 2 ORR 51%
T e mPFS 5.0m
O w40
= S310F g 20
HER2 2 g
-20
—40
—60
HER2L7553 80
_‘HI]

Li BT, et al. Cancer Discov 2020;10:674-87




Overview of Key HER2-Directed Therapies in NSCLC GECE
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HER2-Directed ADCs HER2-Directed TKIs

Status Pivotal Trial(s) Status Pivotal Trial(s)

FDA & EMA Approved FDA Approved

NSCLC indication:

Trastuzumab = NSCLC indication(s): DESTINY- Zongertinib * Previously treated ?_%argqe]zn
deruxtecan * Previously treated Lung01 unresectable or metastatic

unresectable or metastatic S NSCLC with activating HER2
(T-DXd) NSCLC with activating HER2 & 02 mutations.

mutations. Investigational

« Previously treated metastatic Sevabertinib .

HER+ (IHC 3+) solid tumors (BAY 2927088) May 2025 - F:‘):\‘/igef\?lnted priority SOHO-01
Trastuzumab | sational HORIZON-
rezetecan nvestigationa Lung NVL-330 Investigational HEROEX-1




HER2 ADCs: Trastuzumab-deruxtecan (T-Dxd) became the first
treatment approved in HER2 mutated NSCLC

Humanized anti-HER2

1gG1 mAb*3

‘»i!"."’

Destiny-Lung01

Phase 2 study of trastuzumab deruxtecan (T-DXd), a novel antibody-drug conjugate, in patients
with HER2-overexpressing or HER2-mutated metastatic NSCLC (NCT03505710)

Key eligibility criteria

* Unresectable/metastatic
nonsquamous NSCLC

* Relapsed fromoris
refractory to standard
treatment

* Measurable disease by
RECIST V1.1

* ECOGPSofOor1l

* Intheinitial cohort 2, 19 patients remained on treatment, and 23 patients had discontinued treatment primarily because
of PD or AEs (n = 9 each)

=

Deruxtecan**

H 9 H % H 1
\)LN/YNMN\,O\)L,H 0
ol X ; "8 : N

Tetrapeptide-Based Cleavable Linker

HC

Cohort 1: HER2-overexpressing

(DXd)

(IMC 3+ or IHC 24)* Cohort 1a: HER2-overexpressing
T-DXd 6.4 mg/kg Q3w (IHC 3+ or IMC 2+)
n=42 T-0Xd 5.4 mg/kg q3w
(To be presented ot WCLC: n=40
abstroct 1587)
Cohort 2: HER2-mutated | IR agvabobu sivat
T-DXd 6.4 mg/kg q3w T-DXd 6.8 mg/kg a3w
n=42 n=50

Topoisomerase | Inhibitor Payload

Characteristic

o
GeCP

lung cancer
research

Patients (N=91)

Primary end point

* ORR

Secondary end points Interim

* PFS ’ analysis

+ 05 of Cohort 2

* DOR

* DCR

» Safety and tolerability ‘
Data cutoff:

November 25, 2019

Median age (range) —yr 60 (29-88)
Female sex — no. (%) 60 (66)
Race — no. (%) T
Asian 31 (34)
White 40 (44)
Black 1(1)
Other 19 (21)
Geographic region — no. (%)
Asia 23 (25)
North America 35 (38)
Europe 33 (36)
ECOG performance-status score — no. (%)
0 23 (25)
1 68 (75)
Location of HER2 mutations — no. (%)
Kinase domain 85 (93)
Extracellular domain 6 (7)
Previous cancer therapy — no. (%) 90 (99))
No. of lines of previous cancer therapy 2 (0-7)
— median (range)
Previous cancer therapy — no. (%)
Platinum-based therapy 86 (95)
Docetaxel 18 (20)
Anti—PD-1 or anti—PD-L1 treatment 60 (66)
HER2 TKI 13 (14)

Li BT, et al. N Engl J Med 2022; DOI: 10.1056/NEJMoa2112431




T-Dxd demostrated clinically relevant efficacy in this clinical setting, Gecp
regardless of the type of mutation, Her2 expression / amplification

¢ s Median PFS =8.2 m

A Best Percentage Change in Sum of Largest Tumor Diameters :Z: _L‘_L-'-:‘H'“\‘ (950/0 CI 6-0-11 -9)
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0
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Li BT, etal. N Engl J Med 2022; DOI: 10.1056/NEJMoa2112431
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o
The rate of G3-4 treatment-related AEs was 45% with 26% of drug- ey

related lung toxicity (any grade)

Table 3. Most Common Investigator-Reported Drug-Related Adverse Events in the Study Population (91 Patients).
Event Grade 1-2 Grade 3 Grade 4 Grade 5 Overall
number of patients (percent)
Drug-related adverse event 46 (51) 37 (41) 4 (4) 1 (1)* 88 (97) Adjuticated drug-related ILD
Drug-related adverse events with 30
=20% incidence
25 24
Nausea 58 (64) 8 (9) 0 0 66 (73) %
c

Fatiguef 42 (46) 6(7) 0 0 48 (53) .‘g 20

Alopecia 42 (46) 0 0 0 42 (46) & 15

Vomiting 33 (36) 3(3) 0 0 36 (40) S 15

Neutropenia; 15 (16) 14 (15) 3 (3) 0 32 (35) £ 10

Anemiaf 21 (23) 9 (10) 0 0 30 (33) e 5 3 4

2
Diarrhea 26 (29) 2(2) 1(1) 0 29 (32)
| o M B ¢ m

Decreased appetite 27 (30) 0 0 0 27 (30) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Total

Leukopenia¥| 17 (19) 4 (4) 0 0 21 (23) rade rade rade rade rade ota

Constipation 20 (22 0 0 0 20 (22 . . L.

A A Of the 24 patients with adjudicated drug-related ILD,

* One patient had grade 5 (i.e., fatal) pneumonitis that was assessed as drug-related by the investigator (subsequently 21 received at least one dose of glucocorticoids_
adjudicated as interstitial lung disease). Another patient had grade 3 interstitial lung disease, as reported by the inves-
tigator, and died; the reported interstitial lung disease was subsequently adjudicated as grade 5 by the interstitial lung
disease adjudication committee. All adjudicated events of drug-related interstitial lung disease are reported in Table S5.

Li BT, et al. N Engl J Med 2022; DOI: 10.1056/NEJMoa2112431



T-Dxd 5.4mg/kg was considered the optimal dose for future studies Ge.ﬁ!i,
DESTINY-Lung02

Key Eligibility Criteria®

Study Design

Primary Endpoint
+ Confirmed ORR by BICR

T-DXd 5.4 mg/kg Q3W

» Metastatic HER2mP NSCLC
» 21 prior anticancer therapy (2L+), including

* Measurable disease per RECIST v1.1
+ ECOGPSof0Oor1

Stratification Factor:
* Prior anti—PD-(L)1 treatment

platinum-based chemotherapy

Patients and investigators were blinded to the dose level

n = 102¢

T-DXd 6.4 mg/kg Q3W

n =50

Secondary Endpoints
Confirmed ORR by INV
* DoR by BICR and INV
+ DCR by BICR and INV
* PFS by BICR and INV

The study was not powered to statistically compare the 5.4 mg/kg and 6.4 mg/kg doses of T-DXd

T-Dxd 5.4mg/kg

T-Dxd 6.4mg/kg

ORR (%) 49% (95% Cl 39-59) 56% (95% Cl 41-70)
Median PFS 9.9m 15.4m

1y PFS rate (%) 45% 53%

G3-4 TRAEs (%) 39% 58%

Dose reduction/discont’ 17% 1 14% 32% / 20%

ILD (%) 13% 28%

Goto K et al. J Clin Oncol. 2023;41:4852-4863 2. Goto K et al. J Clin Oncol. 2023;41:4852-4863

B



Unexpected intracranial efficacy with T-Dxd in HER2 mutated NSCLC GecCP
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Posthoc analysis from DESTINY-Lung01 + 02

Figure. Best Overall Response in Patients With Measurable Brain Metastases

IZ] Patients in the T-DXd 5.4-mg/kg group (n=14)
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Janne et al. JAMA Network Open. 2025;8(11):e2543107




ESMO Guidelines: T-Dxd is considered the standard of care in 2L in

HER2 exon 20 mutated NSCLC

Stage IV mNSCLC, molecular tests
positive (RET/NTRK/HER2/EGIFR

ex20ins/METIKRAS G12C)
RET translocation HER2 activating mutations/ NTRK translocation MET ex14 skipping KRAS G12C
[ESCAT I-A] EGFR ex20ins mutation [ESCAT I1-C] mutation [ESCAT I-B] mutation [ESCAT I-A]
l Platinum-doublet Entrectinib MET TKI monotherapy Refer to ESMO CPG on

ChT = ICI [IV; B]
if EGFR ex20ins,

RET TKI monotherapy
[Hi, A; MCBS 3]

amivantamab-vmjw—
carboplatin—pemetrexed
[1.B; MCBS 3]

FDA *

[, A; MCBS 3] (a)
Larotrectinib
[, A; MCBS 3] (a)
Platinum-doublet
ChT = ICI [IV, B]

!

[, A; MCBS 3] (b)

Platinum-doublet
ChT = ICI IV, B]

|

non-oncogene-addicted
mNSCLC (c) [, A]

Disease progression

)

Disease progression

®

Disease progression

©)

G Disease progression
EUROPEAN MEDICINES AGENCY @
SCIENCE MEDICINES HEALTH I
x v
HER2 exon 20 EGFR ex20ins
mutation [ESCAT Il-B] mutation [ESCAT I-A]

| .

Amivantamab vmjw,

if not received in
firstline [lll, B; MCBS 3]

Trastuzumab—demuxtecan
[iil, B; MCBS 3]

}

Entrectinib
[, A; MCBS 3] (a)
Larotrectinib
[, A; MCBS 3] (a)

If previous NTRKi:
Repotrectinib [Iil, A] (a)
Platinum-doublet
ChT = ICI [IV, B]

|

If first-line Chl:
MET TKI monotherapy

[lll, A; MCBS 3]

KRAS G12C monotherapy

[, B; MCBS 2-3] (c)

Alternative: if ICl monotherap

given in first line:
platinum-doublet ChT [ILA] ,

o
GecCP

lung cancer
research

ESMO Living Guidelines. Oncogene-Addicted Metastatic NSCLC (v1.2 2025)




Importance of having a low suspition threshold for lung toxicity

Patient 1

Patient 2

4 weeks after IV methylprednisolone

2 weeks after first dose of T-DXd

Baseline

After 3 months of T-DXd

WCIC

After 10 months of T-DXd

' ‘

Baseline

Pre-T-DXd treatment

On T-DXd treatment

If ILD suspected

—

o
GecCP

lung cancer
research

4 Complete history and physical \
HRCT
Baseline SpO,
Consider pulmonary consult for patients with significant lung comorbidities
Provide patient education on risk and symptom identification
\— | 4
HRCT at least every 12 weeks, or every 6-9 weeks with baseline respiratory symptoms g
Vitals signs including SpO, and symptom assessment with treatment visits
¥ - 4
4 ) A
T-DXd-related ILD/pneumonitis should be suspected when
Radiographic changes potentially consistent with ILD/pneumonitis are seen
Patient experiences acute onset of new or worsening pulmonary signs/symptoms, such as dyspnea,
cough, or fever J

l

1

I

Blood tests J

HRCT

L Vitals and SpO,

Consider early

Consultation of a

o o i pulmonologist

If clinically indicated, consider Treatment with
PFTs corticosteroids as
ABG clinically indicated
Bronchoscopy/BAL

Differential diagnostic workup and subsequent management should involve MDT including specialists
as appropriate

Follow standard clinical practice as indicated for infectious, inflammatory, etc etiologies

For confirmed T-DXd-associated ILD, Tables 1 and 2 and T-DXd prescribing information

Swain et al. Cancer Treatment Reviwws 2022; Rugo et al. JCO Oncology Practice 2023




Other emerging ADCs targeting Her2: Trastuzumab-Rezetecan (SHR-A1811

HORIZON-Lung: Phase 2 of T-Rezetecan in Her2 mutated NSCLC

100 D

Progression-free
survival (%)
= ]
1 1

o]
wm
1

-
) GecCP

lung cancer
research

Median progression-free survival 11:5 months (95% Cl 9-9-not reached)

o]
L]

1 2 3

Numberatrisk 94 94 88 84
(numbercensored) (0)  (0) (5) ()

L G )

Time since first dose (months)

296 W ca
9 (0 @ G2 G7) (o (61 (64 (69)

Tumor response  HER2 mutation Lines of prior therapy Prior HER2 TKI BM
BN PR B A775_G776insYVMA 1 I Yes 0 Yes
SD 777 Exon 20 insertion (other) mm >2 No No
mm PD B SNV
10
oL
3
3 A0
£~
%§ -20
L
52 40
o 8
g5 -50-
D
8 S -60
0.E 20|
27 799 perIRC
o -804 ORR: 74.5%
-904{ DCR: 98.9%
1004 Median SoD reduction: 54%
_ HERZmutation gyuuuuamsnnnununuunuunuunsnsnununuenninnn e n e e N nnng
Lines of prior therapy gy y nn 1 ey i mmryrmemornen IO i
Prior HER2-TKI mono mi QLT LLEET] | B0 B I B | Y Y BN |
BM at enrolment n mn [ (BT [l O B B [ B

ILD
Grade 1-2
Grade 3

8 (8.5)
7 (7.4)
1(1.1)

Li et al. Lancet Oncol 2025; 26: 437-46



Selective HER2 TKls: Zongertinib mechanism of action Gecé

lung cancer
research

Zongertinib is an orally administered, irreversible TKI that selectively inhibits HER2
while sparing wild-type EGFR, thereby minimizing associated toxicities

Previous

ErbB TKls x

Zongertinib

mutations, cell mutations,
including including
ex20ins ex20ins
X X
b v
Limited activity I _L Active against

against ex20ins ex20ins

v
! t EGFR spari

Fewer AEs expected

Common AEs caused by blocking
EGFR

—,
E Gl [ﬁ, Skin
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BEAMION LUNG-1: Phase 1 clinical trial in HER2 mutated advanced NSCLC GecC

lung cancer
research

Phase la Y [ Phase Ib (Dose Expansion) N
(Dose Escalation) Selected dose after interim futility analysis: zongertinib 120 mg QD
HERZ-altered ;
Current Analysis ;
Eldue:g:;dmm previously treated patients with HERZ2-mutant | Ongoing Amelyeln (deta not yet mvalinkla) Primary Endpoint:
advanced NSCLC '

Objective responsse (RECIST v1.1)
by BICR (Cohorts 1 and 5) or

Treat t-nadve with vwestigator review (Cohort 3)

Patients recened

escalating doses of
zangertinib edher
BID or QO In

Cohort 1 :l Patients with TKD mutations®

3-weeak cycles to ; Secondary Endpoints:
determine the RDE ;
. . ; TED mutations and DoR, DC, PFS (RECIST w1.1)
for Phase Ib Cohart 5 | Patients with THD mutations and : @ brain in all patients, and objactive
J prior HERZ-dirscted ADC traslmant active metastases
The MTD was not ; response and DC (RANO-BM) In
raached with alther ] patients with CNS leslons at

baseling, by BICR (Cohoris 1 and

schedule
5) or Investigator review (Cohort 3)

Cohort 3 | Patients with non-TKD mutations®
Two doses were

taken to expansion
\_ for optirmization y.

Heymach et al. N Engl J Med 2025; DOI: 10.1056/NEJM0a2503704




BEAMION LUNG-1: Phase 1 clinical trial in HER2 mutated advanced NSCLC .
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Cohort 5: Patients with

TKD mutations and prior
HER2-directed ADC treatment

Cohort 3: Patients with
non-TKD mutations

Cohort 1: Patients with
TKD mutations

N=75 N=31 N=20

Median age, years (range) 62 (30-80) 61 (31-85) 65 (27-77)
Female, n (%) 51 (68) 21 (68) 9 (45)
Race, n (%)*

Asian 40 (53) 11 (35) 9 (45)

Non-Asian 24 (32) 14 (45) 8 (40)
Lines of prior systemic anticancer treatment, n (%)™

1 46 (61)° 5(16) 8 (40)

=2 29 (39) 26 (84) 12 (60)
ECOG PS, n (%)

0 28 (37) 7 (23) 4 (20)

1 47 (63) 24 (77) 16 (80)
Brain metastases, n (%) 28 (37) 23 (74) 8 (40)
HER2 TKD mutation type, n (%)

A775_GT776insYVMA 48 (64) 18 (58) 0

P780_Y781insGSP 8 (11) 3 (10) 0

Other 19 (25) 10 (32) 0

Heymach et al. N Engl J Med 2025; DOI: 10.1056/NEJMoa2503704



BEAMION LUNG-1: Efficacy of Zongertinib in patients with HER2 TKD mutant -
NSCLC who were previously treated oo

Cohort 1
Drug-related AEs*, n (%) All Grade 23

Any 73 (97) 13 (17) .
= Diarrhea’ 42 (56) 1 (1) N

\ )1‘ Rash$ 25 (33) 0 ]

AST increased 18 (24) 4 (5) B

L A
- Nausea 11 (15) 0 I

Patients with TKD mutations*

M
[=]

APPROVED

(=]
’

N
(=]
L

Best Change from Baseline in SLD (%)*
1 L 1
<]

Dry skin 11 (15) 0 1
N _ Pruritus 10 (13) 0 |
ORR: 71% WBC count decreased 10 (13) 0 ] Grade: "2
%1 Median PFS: 12.4 m Anemia 9 (12) 0 l rade. 3
-100- Neutrophil count decreased 9(12) 1(1) [ md
o Nail disorder 8 (11) 0
o 0 20 40 60 80 100
* Most toxicities G1-2 Patients (%)
o « G3 Diarrhea in only 1 patient
] « Dose reduction 7%; discontinuation 3%
0 1I 2I :Il :; é (Ii ?I émmh:; 1I0 1I1 1I2 1I3 1I4 1I5 1I6 1I7 Py NO Cases Of ILD/pneumonitiS

N 75 75 68 65 65 57 49 4 & ¥ % 2 19 9 6 & 3 0
Heymach et al. N Engl J Med 2025; DOI: 10.1056/NEJMoa2503704
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BEAMION LUNG-1: Efficacy of Zongertinib in patients HER2 TKD mutations Gecp
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NSCLC who received prior ADCs or with nonTKD mutations ==

\ Patisnts with TKD mutations and

|
Cohart 3 | orior HER2-directed ADC treatment

- ) B e e e R e e
E P1129S (N = 1)
i
— o Intraceliutar domain
o
@
e -20
s Confirmed response b Fonboe .
@ ontir » y non-TKD
IE 40- mvastlgatur review mutations
E according to RECIST v1.1 N = 20
= 601 . ORR 30%
=2 ORR: 48% 95% Cl 15-52
(i1
ﬁ 80 CR, % 0
g PR, % 30
-100- DCR 65%
95% CI 43-82
SD, % 35
PD, % 30
NE, % 5

Heymach et al. N Engl J Med 2025; DOI: 10.1056/NEJM0a2503704



BEAMION LUNG-1: Intracranial efficacy of Zongertinib (Cohort 4) Gecp
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In Cohort 4, the intracranial ORR by RANO-BM was 43% in patients with active brain metastases (N = 30)

In a pooled analysis of 58 patients with stable, asymptomatic or active brain metastases in Cohorts 1 and 4
(Cohort 1: 28, Cohort 4: 30),” the intracranial ORR by RANO-BM was 41%

n =238
ORR, % 41%
CR, % 9
PR, % 33 Median PFS 8.2 months
DCR, % 83% 95% ClI 45-12.3
SD, % 41
PD, % 7
NE, % 10

Zongertinib demonstrated encouraging intracranial efficacy by RANO-BEM

in patients with stable, asymptomatic or active brain metastases

Ruiter et al. WCLC 2025



BEAMION LUNG-1: Efficacy of Zongertinib in patients HER2 TKD mutations -
NSCLC who were treatment nave (1L) il

rrrrrrrr

- Cohort 2 Treatment-naive patients with TKD mutations

90+ 801
Primary endpoint: Objective response by BICR (RECIST v1.1) 80 801 :
| ! g 70+ 1
Secondary endpoints: DC, DoR and PFS by BICR (RECIST v1.1) " i - !
.60 ! 1
Key inclusion criteria: aged 218 years, advanced/metastatic %50— : E 501 :
non-squamous HER2-mutant NSCLC (TKD mutation), 21 measurable ® 40- | é’ 40 ,
non-CNS lesion (RECIST v1.1) and ECOG PS of 0/1. Patients with 304 ! E a0 :
\ stable/asymptomatic brain metastases were eligible 20 I “ 0 !
10 i 107 :
1 0 II

n

There were no grade 4/5 TRAEs
Dose reduction 15%; discontinuation 9%
* Two cases (3%) of ILD/pneumonitis (G2)

T T T T T T T T T T 1
-II 3 4 & 6 7 8 5 10 1 12 o 1 2 3 4 5 & 7 8 8 10 11 12
74 73 71 64 64 55 49 41 40 37 26 23 18 N 57 5 54 47 46 40 34 20 26 20 12 N 7
Median follow-up for PFS: 11.0 months (95% Cl, 9.7-12.4) Median follow-up for DoR: 9.7 months (95% CI, 7.1-9.9)
L] O L]
G3 TRAEs in 13 (18%) patients

Best change from baseline in SLD (%)§

ORR: 77% (8% CR)

Mutationtype COCOEEONOEEONECCEEEEEOCOEEECOOCONSCOEEEOCOSENEONCCNEECNEEEENEENEEENENONOENONEEER

Popat et al. ESMO 2025



Sevabertinib. Mechanism of Action and SOHO-1 clinical trial (Ph1/2) GecCP

EGFR HER2 (ERBB2)  HER2
EGFR activating activating (ERBB2)
wild-type mutations mutations wild-type

A
~\
hS
~\
s,
-,

" Sevabertinib (BAY 2927088)

NS

May 28, 2025 1:08 PM Eastern Daylight Time

U.S. FDA Accepts New Drug Application Under Priority Review
for sevabertinib (BAY 2927088) in HER2-Mutant Non-Small
Cell Lung Cancer

Patients with advanced HER2-mutant NSCLC*

Expansiont : Extensiont

Cohort D: Patients naive to HER2 ex20ins-targeted
therapy (N=81)

Expansion Cohort D1: Dose optimization
(N=36)$§
Sevabertinib 10 mg BID

e - - - - - - - - - -

Cohort E: Patients previously treated with
HER2-targeted ADCs (N=55)

Cohort F: Patients naive to systemic anticancer
therapy for locally advanced or metastatic disease

(N=73)

Cohort G: Patients naive to HER2
ex20ins-targeted TKIs with active,
clinically stable CNS metastases

Le et al. N Engl J Med 2025




SOHO-1 - Sevabertinib Efficacy Results GecCP
Previously treated naive to Previously treated with Previously naive to
HER2 ex20 therapies ADCs anti-HER2 systemic therapy (1L)
o0 Cohort D (N=81) o Cohort E (N=55) ey Cohort F (N=73)

o 404 40- 40-
£ 20- 20tk —— -~ == —————— 20+
U 0 s 0+ il
;, I||||||||||||||||
S -40- ~40-
% 501 ORR: 64% | -501 ORR: 38% 1 ORR: 71%

-804 Median DoR: 9.2m -804 Median DoR: 8. 5m ; -307 Median DoR: 11m

-100 L _100 ~100

HER2 Mutation Type

® YVMA [ Other ex20ins
P> Non-1io N | N

B TKD ® Non-TKD 1 NA
Brain Metastases o ves NI AN
sty e (NN [T

O
L Ol

IIII

Le et al. N Engl J Med 2025




SOHO-1 - Sevabertinib Efficacy Results

C Progression-free Survival
100

90+
80~
704

60—

|
404 Cohort E |
Median, 5.5 mo

Percentage of Patients

20+

104

I
|
|
I
|
I
I

50 -------==1=-~

30-(95% Cl, 4.3-8.3)

Cohort D
Median, 8.3 mo

o (95% Cl, 6.9-12.3)

Cohort F

Median, NE
(95% Cl, 9.6—-NE)

Cohort D

0

0 3 6

No. at Risk

Cohort D 81 66 45
Cohort E 55 38 23
Cohort F 73 63 41

32 25 14, 9
15 11 3 1
23 12 0

Progression-free Survival According to HER2 YVMA
Mutation Status

100+
A
S YVMA
"3 75 Median, 12.2 mo
o (95% Cl, 6.9-16.4)
L
A 1 oy UL e e S S
8 .
= Other TKD
Q 254 mutations .
g Median, 7.0 mo
a (95% Cl, 4.0-NE) |
0 T T T T
0 6 12 18 24
Months
No. at Risk
YVMA mutation 49 32 19 7 3
Other TKD
mutations 23 10 5 i 0

Progression-free Survival According to TP53 Mutation

Status :
TP53 coalterations

100~ Median, 5.3 mo

- (95% Cl, 2.7-8.1)
t |
:f:' 75— No TP53 coalterations
a Median, 12.3 mo
B o (95% Cl, 6.7—18.4)
8
£
Q 25
g 5
T
o
0 T T T T
0 6 12 18 24
Months
No. at Risk
No TP53 co- 44 26 17 8 3
alterations
TP53 coalter- 17 6 0 0 0
ations
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Le et al. N Engl J Med 2025



SOHO-1 - Sevabertinib Safety Results

Most frequent treatment-related adverse events (TRAEs, 210% of total)2

Grade 1 Grade2 [ Grade 3

Cohort D® — 20 mg BID (n=81) Cohort Fc - 20 mg BID (n=39)

84 ) 26 Diarrhea 54 26 § 82
49 9 41 Rash a4 13 s6
25 1 14 Paronychia 10 8 18
19 @ 14 Stomatitis 15 '8 23
19 25 11 Nausea 558 15
16 B0 Hypokalemia 8 518 21
16 1 Vomiting 8 30l 21 *
14 87 Anemia 18 § 21
17 3 15 Weight decreased 55 10
15 8 11 Alanine aminotransferase increased 8 58 15
1778 15 Dry skin g8 8 é
16 | 14 Aspartate aminotransferase increased 538 10
16 £4 10 Pruritus 83 10
15 f56 Decreased appetite 83 10 e
15 § 10 Amylase increased 8 8
10 |73 Lipase increased 8 8 15
6 34 Mouth ulceration 10 '8 18 .
100 50 0 0 50 100
Patients (%) Patients (%)

o
GecC
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In pretreated patients (Cohort D), the safety
profile was consistent with previous reports

— Grade 3 treatment-related diarrhea occurred
in 24% of patients

— Exploratory analysis showed a median of 1
episode (IQR 1, 1) and a median time to

onset of 1.3 months (IQR 0.5, 3.6)

In first-line patients (Cohort F), treatment-
related grade 3 diarrhea was reported in
only 1 patient (3%)

Overall, there were no cases of grade 4
diarrhea

There were no reported cases of interstitial
lung disease or pneumonitis

4 patients (4.9%) in Cohort D and 1 patient
(2.6%) in Cohort F had TRAESs leading to
treatment discontinuation®

Loong HH, et al. ASCO 2025. Oral Abstract 8504



Which is the best treatment in the frontline?

DESTINY-Lung04: Trastu-Dxd vs Chemo + ICI

Patient population (N=264)

e Unresectable, locally advanced (not
amenable to curative therapy), or
metastatic nonsquamous NSCLC with
HERZ2 exon 19 or 20 mutations?

« Naive to systemic therapy in the
locally advanced or metastatic setting

« No known other targetable oncogenic
mutations/alterations

3 HER2 mutations may be detected in tissue or ciDNA.
bt Crossover is not permitted.
¢ Investigator's choice of cisplatin or carboplatin.

|

|
Randomization
1:1

|

Arm 1: T-DXdP

Arm 2: Standard of careb
platinume (cisplatin or carboplatin)

+ pemetrexed
+ pembrolizumab

Beamion LUNG-2: Zongertinib vs Chemo +ICI

N=416 (estimated)

Adults aged 218 years with:

» Advanced and/or metastatic non-squamous
NSCLC

* Documented HER2 mutation in the TKD as per
local laboratory results

* No prior systemic treatment for locally advanced
or metastatic disease

+ 2] lesion evaluable by RECIST v1.1

« Eligible to receive cisplatin/pemetrexed or
carboplatin/pemetrexed + pembrolizumab

« Life expectancy =12 weeks at start of treatment

+ ECOGPS0-1

Randomized 1:1,
stratified on presence of
A775_G776insYVMA
mutation

*500 mg/m? platinum-pemetrexed IV chemotherapy plus 200 mg IV pembrolizumab followed by

Phasellil

120 mg zongertinib

once daily orally in 21-day cycles

(n=208)

Standard of care*
(n=208)

either 75 mg/m? cisplatin/carboplatin AUC 5 on Day 1 (determined by investigator prior to
randomization), Q3W, for 4 21-day cycles, followed by maintenance therapy with 200 mg
pembrolizumab plus pemetrexed 500 mg/m? Q3W for up to 35 cycles.

o
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SHR-A1811-310: T-Rezetecan vs Chemo +ICI

300 participants in 2 patient groups

SHR-AI1811
Experimental group @

Treatment:
Drug: SHR-AI8I
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Key inclusion criteria (e

Standard of Care (Camrelizumab, Pemetrexed/
Paclitaxel, Carboplatin/ Cisplatin)

Active comparator group (%)
Treatment:

Drug: Camrelizumab, Pemetrexed/ Paclitaxel, Carboplatin/
Cisplatin

HO-02: Sevabertinib vs Chemo+ICI
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Do HER2 mutant tumors benefit from immunotherapy?

NSCLC with de novo Immunotherapy External datasets
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Do HER2 mutant tumors benefit from immunotherapy?
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Patients treated with IClI monotherapy
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Open Questions and Challenges Ahead GecCP
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Optimal Sequence:
ADCs or TKiIs first?

Personalized HER2 Mechanisms of Resistance
therapy in the curative Role of comutations

setting Value of ctDNA




Take Home Messages GecCP
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 HER2 mutations represents a novel actionable target in NSCLC

* Trastuzumab Deruxtecan was the 1st treatment approved for HER2 mutated (FDA &
EMA) and for HER2 3+ overexpressed advanced NSCLC (FDA)

 New emerging ADCs and selective TKls against HER2 have demonstrated clinically
relevant efficacy in previously treated advanced NSCLC:

Treatment >G3 AEs Approval for HER2
mutant NSCLC
Trastuzumab-deruxtecan | 91 55% 8.2m 46% FDA and EMA
Trastuzumab-rezetecan 94 74.5% 11.5m 62% China
Zongertinib 75 71% 12.4m 17% FDA (*)
Sevabertinib 81 64% 8.3m 31% FDA (*)

(*) Accelerated approval

Li BT, et al. N Engl J Med 2022; Li et al. Lancet Oncol 2025; Heymach et al. N Engl J Med 2025; Loong HH, et al. ASCO 2025. Oral Abstract 8504
e = e -




HER2 is a new frontier in Precision Medicine in NSCLC: GeC'I;
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“The church says the earth is flat, but | know that it is round, for | have seen the
shadow on the moon.” — Frequently attributed to Magellan, though likely apocryphal
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