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Alteraciones de HER2 en CNMP
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No mutations
Other drivers

HERZ2 amp 1.4%

HER2 mut 2.3%
3 . ’\

EGFR 28.0%

ROS1 2.6%

ALK 3.8%

EGFR, epidermal growth factor receptor; HER2, human epidermal growth factor receptor 2;
MNSCLC, non-small cell lung cancer; SCLC, small cell lung cancer.
1. Jordan EJ, et al. Cancer Discov 2017;7:596-609; 2. Blackhall F, et al. EMJ Oncol 2020;8:33-42,
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& B¢ Determinacion de HER2: ;gen o proteina?

HER2-EGFR HER2-HER3 HER2-HER4
eteradimer eterodimer oterodimer
N “~ p AN ~

Mutaciones activadoras (PCR o NGS 1-4%

Receptor
Dimerization

Mayor valor predictivo de respuesta a tratamientos dirigidos
Mutuamente excluyente con otras mutaciones drivers
QW POOPPPPPOPOOPPPPIPOIPOPPPOOOS ' ComUtaCIén més frecuente p53

Receptor

Amplificacion génica (FISH o NGS) 2-20%

Verdadera amplificacion 2-4%
Mecanismo de resistencia a TKis, ej. EGFR-TKI 7-15%

Sobreexpresion proteica (IHQ 2+/3+) 2-35%

Heterogeneidad en la medicion |
Escasa correlacion con amplificacion genica

Cell growth + Survival

Angiogenesis
Migration/Invasion

Trillo Aliaga P et al. Molecules 2025;30:2645
Ren S et al. ESMO Open 2022;7
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1-4% de los pacientes con CNMP'~

1% 50% de mutaciones en el A775_Y772dupYVMA
g e ‘ dominio tirosinquinasa, 33.9%
Exon 21 . la mayoria en exon 20
Extracellular
10%
18% Transmembrane 55313: |GEEY o
Exon 20 S 6222¢ ' A edunGs? e F1021Q AL0S7Y Aij?:;fs
2% ‘ 3.4% ‘ L !
Exon 18 Exons g (10[11] 12 || 13 |14| 15 [18] 17 13“ 20 | 21 25-31

> Receptor-L Furin-like Recentor-L Growth factor receptor
Exon 13 " ? domain IV

1.Trillo Aliaga P et al. Molecules 2025;30:2645
Figures adapted from Hyman DM, et al. Nature 2018;554:189-194 and Robichaux JP, et al. Cancer Cell 2019;36:444-457. 2.Ren S et al. ESMO Open 2022;7

HER2, human epidermal growth factor receptor 2; NSCLC, non-small cell lung cancer; TKD, tyrosine kinase domain. 3. Reinhorn et al. Cancer 2025:e35780
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paciente con
mutacion de HER2

=

Perfil clinico del

paciente con

HER2 |
sobreexpresado o
amplificado

DE PULMON

Adenocarcinoma
de pulmén

No fumadora

o baja carga Peor
. e pronostico

Frecuente presencia de

o) . ’ .
metastasis cerebrales 20% al diagnostico

50% en la evolucion

Ren S et al. ESMO Open 2022;7
Reinhorn et al. Cancer 2025:e35780
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Necesidad de mejorar los resultados

Stage IV mNSCLC, molecular tests positive (EGFR/ALK/ROST/BRAFRET/NTRK/MET/HERZEGFRen20ins/KRAS G12C)

+ + + : )

N v L oy v 2 v
EGFR mutation ALK translocation ROS1 BRAF VE00 RET transiocation MET ex14 KRAS G12C
{reter to Figure 2) frefier to Figure 3) translocation miutation EGFR ax20ing skipping mutation mutation
(reder to Flgure 4) (refer to Figure 5)
__,—,. . ._ w - l s L %
Osiinertin Mectini I, A; MCBS 4; (lll  Crizotinib [, A il Pralsetinib [, A&; ||| Patinum-doublet ' Refer to ESMO
[l &; MBS 4; ESCAT |-Ajstes ESCAT -AJuas MCBS 3; ESCAT I-gpe (§|  trametinh Y} wegs 3; escaT -cpv ||| CHT £ 101 [V, B] | CPB on nan-
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& 8§ Estrategias terapéuticas estandares

@ HOTEL BOUTIQUE GAREUS
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ORR en poblacion HER2
(datos retrospectivos)

ORR 30-40%

Comparable a
poblaciones no
seleccionadas

ORR 6-14%

BajaTMB y
expresion de
PDL1

ORR 29-55%

Comparable a
poblaciones no
seleccionadas

Reinhorn et al. Cancer 2025: e35780
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Nonselective, pan-HER TKls Selective HER2 TKls Monoclonal Antibody Antibody drug conjugate
Afatinb  Dacomitinib  Neratinb  Poziotinib  Pyrotinib TAS0728 Bl 1810361 JBJ-08-176-01 JIN-AQ4 Trastuzumab Pertuzumab  T-DM1 Trastuzumab deruxtecan
Tucatinb Furmonertinib Mobocertinib BAY2927088 Tuxobertinib ELVN-002 NVL-330 ENT-H1 G
o Internalization via
an&gen-dependent
: : . pathway
& & 4 ':“E & N L\ % \% &) ..\(
) il & g é o . — [
EGFR HER2 HER3 HER4 HER2 HER2 HER2/3 dimenzation HER2 .)"Et/k

Endosome

Lysosome
r\‘ »uw:ow‘o ::, eRe gEﬂdOCYtOSIS
€) Cleavage of ADC within
endosomes and/or lysosomes $ Q ; u*g“»‘aw’%*
8;@%

= WMLM ol

W‘m"w

Lysosome
B B0
e e “ O
o Payload is released from y:
endosomes and/or lysosomes Microtubule
. BN
1 | -
Nucleus .Y 7 (@ Bystander effect: Payloads
' - At ‘ -*",_1_-\:» are membrane-permeable,
Prollferabon . . .+ % " and kill neighboring cells
differentiation, PR RPN j | S l
angiogenesis, © Cell death : ;
cell cycle survival, =
EMT

Nutzinger et al. Lung cancer 2023;186:107385
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Anticuerpos Inhibidores Otras estrategias

conjugados con tirosinquinasa (TKis)
drogas (ADCs)

/\

Pan-HER EGFR/HER2 HER2Z2
selectivos

Zongertinib
/[HERNEXEOS®

Sevabertinib
/IBAY2927088

Trastuzumab
deruxtecan
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& B¢ Trastuzumab deruxtecan

DESTINY-Lung 01 Fase 2 DESTINY-Lung 02 Fase 2

Cohort 1 (n = 42)

Patients HER?2 expressing (IHC3+ or [HC2+)

Unresectable/metastatic nonsquamous NSCLC

Relapsed/refractory to standard treatment Key Ellglblllty Criteria2 Pfilﬂﬂl'y Endpnint

. o . Cohort 2 (n = 42 T-DXd 5.4 maq/k
HER?2 expressing or HER activating mutation A LC A Dy Metastatic HER2mb NSCLC Q3W Sl . Confirmed ORR by BICR
No prior HERZ2 targeted therapy, except pan-HER

« =1 prior anticancer therapy

TKls T-DXd 6.4 mg/kg g3w : : : N = 102°¢ )
pased chemotharapy Secondary Endpoints
- : « Confirme y
Trastuzumab Deruxtecan in HER2-Mutant Non-Small-Cell Lung Cancer * Measurable disease . DoR by BICR and INV
er RECIST v1.1
MULTICENTER, INTERNATIONAL, PHASE 2 STUDY . ECGG PS ﬂf U' or .I * DCR b}' BICR and INH
Trastuzumab T-DXd 6.4 mg’kg ) E.'FSS b}" AR e b
9 1 Stratification Factor: ﬁ:i“:u - Safety
Adults with metastatic HER2-mutant Y * Prior anti-PD-(L)1 treatment =
NSCLC refractory to standard treatment - __
(medianr(;olz;;\g_r:po;ﬁ:o; . | = Patients and investigators were blinded to the dose level
4 eruxtecan
Confirmed objective response 0
(assessed by independent central revicw)g. 5 5 /0 OORKL >
Duration of response 9.3 mo L _ _
Progression-free survival 8.2 mo 2 cohortes pero no disefiado para encontrar diferencias entre ambas

Overall survival | 17.8 mo
Grade 3 or higher drug-related adverse’events occurred inf46%ofipatients:

Trastuzumab deruxtecan showed durable anticancer activity.

Li BT etal. N Engl J Med. 2022;386:241-251
Goto K et al. J of Clin Oncol. 2023:41:4852-63
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& %8 Trastuzumab deruxtecan
DESTINY-Lung 02: balance beneficio-toxicidad a favor de 5.4 mg/kg

Overall Safety

_ T-DXd 5.4 mg/kg T-DXd 6.4 mg/kg B T-DXd 5.4mg/kg M T-DXd 6.4 mg/kg
Efficacy summary N = 102 N = 50 Drug-related TEAE, % N =101° N = 50°
confirmed ORR,*n () [55% C1l ' o = Any grade

Sb | PD Maite” I m— Grado> (306 [5800

SD , PD 45 (44.1) | 4 (3.9) 18 (36.0) | 2 (4.0) Grade 23 38.6

Non-evaluableb 3(2.9) 2 (4.0) Serious
DCR,® n (%) [95% Cl] 95 (93.1) [86.4-97.2] 46 (92.0) [80.8-97.8] Associated with drug discontinuation
Median DoR,%¢ months (95% Cl) 16.8 (6.4-NE) NE (8.3-NE) Associated with dose reduction
Median TTIR,Y months (range) 1.8 (1.2-7.0) 1.6 (1.2-11.2) Associated with drug interruption

s Associated with death . ,
Median follow-up, months (range) 11.5 (1.1-20.6) 11.8 (0.6-21.0) 10 I2 0
100 50 0 50 100
| e | Adjudicated Drug-Related ILD
T T-DXd 5.4 T-DXd 6.4
E mg/k mg/k
8 <20 - Adjudicated as drug- N =g1 DE-:a N S 533
E | I I I related ILD
s ‘ mmmm) Any grade, n (%) 13 (12.9) 14 (28.0)
g Grade 1 4 (4.0) 4 (8.0)
o Grade 2 7(6.9) 9 (18.0)
Grade 3 1(1.0) 0
HERZ mutatin Iiiiiiiﬁiiiiiﬁiiiiiiiﬁliiiﬁﬁiliiiiiiiiiiiiiiiiiiiiiiiilﬁiiiiﬁiiiiiiliiiiiﬂiliiiiiiiiiiiiliﬁﬁiiiiliﬁﬁil s ; )
HER2 amplification rade
Pior HERZ TKI therapy IIIIHHHIIHIHHHHIIHHIHHMHﬂﬂﬂlﬂlﬂﬂﬂﬂﬂllﬂﬂﬂﬂmHlmlﬂmmHﬂﬂﬂﬂﬂmlmlHﬂﬂmlHHHHIIIHHHHHIIIHHIMIHI
previous ansi--Lt eneravy {1 AR 9 2R R QA2 AR AR E AR AR Grade 5 101.0 1(2.0)

systomic anticancer thorapy  HAMANANA AR HHRRR R R A R AR R ARRR AR BRIRRARRAARARERRRER
Janne PA. WCLC 2023 Singapore 9-13 September. Goto K et al. J of Clin Oncol. 2023;41:4852-63
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& B¢ Trastuzumab deruxtecan

Primary Endpoint
3 T-DXd - PFS by BICR®
Fases 3 en marcha ﬂ 5.4 mgikg IV QAW | ey B e
o + ORR by BICR and investigator®

Unresectable, locally advanced, or
metastatic non-squamous NSCLC with + OS

DESTINY-Lung04
HER2 mutado (ex19-20)

DESTINY-Lung06
HERZ2 sobreexpresado (2/3+)
PDL1<50%

HER2 exon 19/20 mutations
+ Treatment naive to systemic therapy
 Measurable disease based on 21

* PFS by investigator®
+ PFS2
* DOR by BICR and investigator®

RECIST v1.1 + PFS12 by BICR and investigator
« Tumor tissue available for central - O824
testing « CNS-PFS by BICR®
N=4502 Platinum® + pemetrexed + Safety and tolerability®
+ pembrolizumab - PKe
- Q3W

* Immunogenicity

ClinicalTrials.gov website. Accessed May 2, 2025.https://clinicaltrials.gov/study/NCT05048797

Patient population

Locally advanced unresectabéa’metastatic

e s = pem:r[;ﬁ:du; B
rolizumalb-

Mo prior systemic treatment for advanced/metastatic NSCLC

Centrally confirmead HERZ2 overexprassion and PO-L1 M = 686

TPS <50%

Mo known actionable genomic alterations (AGAs]" with
lacally avallable theraples in 1L

Mo known HERZ mutation basad on existing test resulis”

Pembrolizumab + pemetrexed
+ platinum-based chemotherapy?

Extraido de Janne PA. WCLC 2025, Poster P3.18.58
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TKIl irreversible, selectivo y potente de HER2
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HERz?UMA
Zongertinib is highly
_ Zongertinib
1 selective for HER2 over
EGFR
0- ~
g . 4
QL
= v
O EGFR wild-type
'E O Erlotinib . Neratinib | | a ¥P
E 1- . Gefitinib . Tucatinib X X HER2 wild-type
o -
o ® N . l l
IL?':l]I ® . Afatinib P"(mtmlb v . HER2 tyrosine kinase
Osimertinib .. Zongertinib Tumor cell Signaling Proliferation and survival .d-::-mai.n mutations,
maintained of tumor cells blocked including ex20
Olmutinib insertions
) \
Neumuller R, et al. AACR-NCI-EORTC 2023 (Poster C140); Wilding, et al. Cancer Discov 2024; doi:10.1158/2159-
8290.CD-24-0306. HERZ2, human epidermal growth factor receptor 2; NSCLC, non-small cell lung cancer; TKD, tyrosine
CTG, CellTiter-Glo®; EGFR, epidermal growth factor receptor; HER2, human epidermal growth factor receptor 2; 1Cx, kinase domain; TKI, tyrosine kinase inhibitor; wt, wild-type.

half maximal inhibitory concentration; ins, insertion; KO, knockout; TKI, tyrosine kinase inhibitor. Heymach J et al. Clin Lung Cancer 2023;24:¢65-68
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Beamion LUNG-1: Phase la (dose escalation) and Phase Ib (dose expansion)

Phase la: dose escalation'-? Phase Ib: dose expansion??

(zongertinib monotherapy in patients with advanced solid tumors (zongertinib monotherapy in patients with HER2 mutation-positive NSCLC)
with HER2 aberrations)

180 mg
| 120 mg

g 60mg

One oral dose, QD, 3-week cycles

Ph la endpoints Ph Ib primary endpoint
Primary: MTD and DLTs ORR? Cohort 1: Rre-treated NSCLC* with HER2 TKD mutation
_ . . N
Further: preliminary efficacy (ORR) Cohort 2: Treatment-naive NSCLC with HER2 TKD mutation
Key inclusion criteria Key inclusion criteria Cohort 3: NSCLC with a non-TKD HER2 mutation or HER2 TKD mutation-
HERZ aberration: overexpression, Patients with HERZ positive squamous NSCLC, pre-treated
amplification, somatic mutation, or gene mutation-positive NSCLC ’
rearrangement Cohort 4: NSCLC with active brain metastases with a HERZ2 TKD mutation
i i Received 21 line of
involving HERZ or NRG1 platinum-based Cohort 5: I‘fISCLC with a HERZ2 TKD mutation and prior treatment with HER2
Exhausted or not suitable for combination chemotherapy directed ADCs
existing standard treatment options (Cohorts 1, 3, 5)

* Randomized toreceive either 240 mgor 120 mg Q0. One dosewill be selected atinterim analysis; T RECIST v1.1; # Excluding patients pre-treated with ADCs,
ADC, antibody-drug conjugate; BID, twice daily; HERZ, hurman epidermal growth factor receptor 2; NSCLE, non-small cell lung cancer; QD, once daily; TKD, tyrosine kinase domain,
1. Heymach 1, et al, ) Clin Oncol 2025;42:1337-1347 {ind. suppl.); 2. Heymach J, et al, ASCO 2024, Oral presentation 8514, 2, Clinicaltrials.gov, Available at: https://clinicaltrial s gov/study/MNCT 04886204 [accessed March 2025]

Heymach JV et al. N Engl J Med. 2025;392;23:2321-33
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& & Zongertinib

Caracteristicas basales

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 1 46 (61)% 5(16) 8 (40)
anticancer treatment, n {%)'* - 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) & (40)
HER2 TKD mutation type, A775_G776insYVMA 48 (64) 18 (58) 0
n (%) P780_Y781insGSP 8 (11) 3 (10) 0
Other 19 (25) 10 (32) 0

Data cut-off: November 29, 2024,

* Missing: Cohortl, n=11; Cohort 5, rn=6; Cohort 3, rn=2; T Median lines of prior treatment: Cohortl, n=1 (range, 1-10); Cohort 5, n=2 (range, 1-8); Cohort 3 (non-TKD only), rn=2 (range, 1-4); ¥ 76% of patients in Cohort 1 received prior immunotherapy; § Three patients received
prior treatment in the adjuvant setting only, butwithin & months of initiating zongertinil; therefore, these patientswere considered as previously treated in the advanced/metastatic setting per protocol,

ECOGPS, Eastern Cooperative Oncology Group performance status; HERZ, human epidermal growth factor receptor 2;ins, insertion; N5CLE, non-small cell lung cancer; TKD, tyrosine kinase domain,

Heyrnach 1, et al. AACR 2025, Oral presentation CTOS0,

Heymach JV et al. N Engl J Med. 2025;392;23:2321-33
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Resultados cohorte 1: CNMP pretatado con mutaciones en TKD HER2

Confirmed response by BICR (RECIST v1.1):

SD

25%
N=75
ORR: 71%
DCR: 96%

PR
_ Median time of response 1.4 months (range 1.1-6.9)

The median best percentage change from baseline in target lesions was -43% {range, -100—-22}*

Data cut-off: Movermber 29, 2024 Median follow-upwas 11,2 months (95% C, 10.2-12.3).

* Due to the central review process, lesion measurements are only available for investigator assessment

BICR, blinded independent central revievw; Cl, confidence interval; CR, complete response; DC, disease control; DCR, disease control rate; HERZ, human epidermal growthfactor receptor 2; ORE, objective response rate; PD, progressive disease; PR, partial response; Q0,
once daily; RECIST v1.1, Response Evaluation Criteriain Solid Tumorsversion1.1; S0, stable disease; SLD, sum of lesion diameters; TKD, tyrosine kinase domain,

Heymach, et sl AACR 2025, Oral presentation L1050 Heymach JV et al. N Engl J Med. 2025;392;23:2321-33
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Resultados cohorte 1: CNMP pretatado con mutaciones en TKD HER2

100 - Median, 14.1 months 100 - Median, 12.4 months
90 - (95% Cl, 6.9-NE) 90 - (95% Cl, 8.2—NE)
- 80 -
"E 80 _,'-_.=ﬂ
IE ?D .E ?D =
lll.'-ul 60 - .ll.'-U' 60 -
=1 =1 .
= I SR e 5 50 === m e | o
i @ 40 - ‘
an 40 5'.9 :
& 30 - — = 30 4 I
T - SR .
- - |
o 2 E ; |
2 10 - : 2 10 - :
0 | | | | | | I | | | | | |I | | 0 | | | | | | | | | | | I | | | | |
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Months Months
No.atrisk 53 53 51 49 47 39 31 24 22 16 13 11 8 5 2 1 0 No.atrisk 75 75 69 65 65 57 49 43 43 37 26 21 19 9 6 6 3 0

Figures reproduced with permission from Heymach IV, et al, N Engl 1 Med 2025;392:2321-33, Copyright Massachusetts Medical Society, *Cohortl: Previously treated WSCLC with a HERZ TKD mutation (excluding patients previously treatedwith ADCs), fIn adults with
unresectable or metastatic NSCLC whose tumors have HER2 TKD activating mutations and who have received prior systemic therapy. ADC, antibody—drug conjugate; C, confidence interval;

Dok, duration of response; HERZ, human epidermal growth factor receptor 2; MNE, not evaluable; NSCLE, non-small cell lung cancer; PFS, progression-free survival; QD, once daily; TED, tyrosine kinase domain

1. Heymach IW, et al. N Engl 1 Med 2025,;392:2321-32; 2. .5, Food and Drug Administration. https:/Awvaew fda gov /drugs/resources-information-approved-drugs A da-grants-accelerated-approval-zongertinib-non-sguamous-nscl c-her2- tkd-activating-mutations [ Accessed.
September 2025); 3. Boehringer Ingelheim. https:/Awaew, boehringer-ingelheim. com/human-health/cancer Aung-cancer /hernexeos-approved-china-targeted-therapy-nsclc (Accessed: September 2025)

Heymach JV et al. N Engl J Med. 2025;392;23:2321-33
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Resultados cohortes 3y 5

SD

Cohorte 5:
tratamiento previo
con ADCs HER2

NE CR

3%

N=31
ORR: 48%

4% DCR: 97% PR

Cohorte 3:
mutaciones HER?2
fuera de TKD

>% PR

PD
N=20

ORR: 30%
DCR: 65%

35%
SD

Cohorte 1:
pretatados mutaciones
TKD HER2

PD CR

SD

25%

N=75
ORR: 71%
DCR: 96%

PR

Data cut-off; November 29, 2024, Median follow-upwas 6.8 months (95% O, 5.5 t0 8.5,

* Due to the central review process, lesion measurements are only available for investigator assessment

ADC, antibody-drug conjugate; BICR, blinded independent central review; Cl, confidence interval; CR, complete response; DCR, disease control rate; HERZ, hurman epidermal growth factor receptor 2; ME, not evaluable; ORR, objective response rate; PD, progressive disease;
PR, partial response; RECIST w11, Response Evaluation Criteriain Solid Tumorsversion 1.1; 50, stable disease; SLD, sum of lesion diameters; T-Dxd, trastuzumab deruxtecan; TED, tyrosine kinase domain,

1. Heymach J, et al. AACR 2025, Oral presentation CTOS0; 2. Wilding B et al, Cancer Discov 2025;15:119-138; 2. Nilsson B, et al. AACR 2024, Abstract 5857, Heymach JV et al. N Engl J Med. 2025;392;23:2321-33
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J\ | IASLC 2025 World
Conference on Lung Cancer

"-‘\
g ; _’»"r » b4
. ',"':;,f‘}‘:" ‘ ;» 3
{‘? ' SEPTEMBER 6-9, 2025 | BARCELONA, SPAIN

Eficacia intracraneal en metastasis asintomaticas °°"°*¢' o activas °°"°"¢*

Current analysis: patients with brain metastases at baseline n=58

' |
- 8
K

Cohort1 | CR 9%

PR 33%
Secondary endpoints: CNS OR and DC by BICR (RANO-BM); systemic DC, DoR, SD 41%
and PFS by BICR (RECIST v1.1) PD 79

+ _a NE 10%

Treatment-naive or previously treated™ patients with TKD mutations and
Cohort 4 . : :
active brain metastases at baseline

95% ClI 4.5-12.3
Primary endpoint: CNS OR by BICR (RANO-BM)
Secondary endpoints: CNS DC, DoR, and PFS by BICR (RANO-BM);
systemic OR, DC, DoR, and PFS by BICR (RECIST v1.1) Sin RT cerebral previa ORR 44Y
0

Adapted from: Ruiter G, et al. IASLC 2025 World Conference on Lung Cancer, Barcelona, Spain, 2025. Poster presentation.
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Resultados cohorte 2: 1° linea mutaciones TKD

D —
Confirmed
response by BICR
(RECIST v1.1)
_ZD —
ORR 77% ‘Tg
2
95% Cl 66—85 2
o -40 -
p value’ <0.0001 =
E
CR, n (%) 6 (8) =
Q
PR, n (%) 51 (69) E" 60 -
o
DCR 96% S
s
95% Cl 89-99 a0 -
SD, n {%) 14 (19) Mutaciones TKD
. 66%
PD, N (%) 1 (1) Other 32%

=100 =
Mutationtype OOODONEONONSE0OEE0O0OSNENEEE0O0ONEE0O0O0ONNEONEEE0O0ONE0ON0O0ONES0OSSESESSESEENEENEEENONONECOEEEEER

Popat S, et al. ESMO, Berlin, October 17-21, 2025
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Seguridad y toxicidad

Cohort 1
Drug-related AEs*, n (%)  All Grade >3

Any 73(97) 13 (17)

97% toxicidad de cualquier grado Diarrhead 42 (56) 1 (1)
Rash§ 25 (33) 0
17% toxicidad grado 3 o superior ASTincreased 18(24)  4(5)
ALT increased 16 (21) 6 (&)
7% de AEs que condujeron a reduccion de Nausea 11(15) 0
: : : : Dryskin 11 (15) 0
dosis y 3% discontinuaciones 4
Pruritus 10 (13) 0
_ o WBC count decreased 10 (13) 0
No casos de enfermedad pulmonar intersticial .
Anemia 9 (12) 0
Neutrophil count decreased 9 (12) 1(1)
Nail disorder 8 (11) 0
0 20 40 b0 80 100

Data cut-off: November 29, 2024. * AEs leading to dose reduction: AST increased, ALT increased, blood creatinine phosphokinase increased, gamma-glutamyltransferase increased, hypertransaminasemia, neutrophil count decreased, and
suspected drug-induced liver injury; T AEs leading to treatment discontinuation: AST increased, ALT increased, blood alkaline phosphatase increased, gamma-glutamyltransferase increased, and pyrexia; ¥ Drug-related AEs as assessed by the
investigator that occurred in 210% of patients are shown; § Grouped terms.

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; ILD, interstitial lung disease; TKD, tyrosine kinase domain; WBC, white blood cell.

Heymach J, et al. AACR 2025. Oral presentation CTO50.
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Beamion LUNG-2: Confirmatory Phase lll trial

9 Beamion"‘m

patients with unresectable,

locally advanced or metastatic
NSCLC with HER2 TKD mutations

R 2

Hospital Universitario Valld’Hebrén (Dra. Enrigueta Felip)

ICO - Hospital Duran i Reynals (Dr. Ernest Nadal)

Hospital de la Santa Creu i Sant Pau (Dr. Andres Barba)

Hospital Clinico Universitario Valencia (Dra. Amelia Insa)

Hospital General Universitario de Alicante (Dr. Bartomeu Massuti)

Hospital Universitario de Basurto (Dra. M2 Angeles Sala)

» Complejo Hospitalario Universitario de La Corufia (Dra. M2 Rosario G. Campelo)

Hospital Universitario 12 de Octubre (Dr. Jon Zugazagoitia)

Hospital Universitario La Paz (Dr. Javier de Castro)

Hospital Universitario Ramoén y Cajal (Dra. Pilar Garrido)

Hospital General Universitario Gregorio Marafién (Dr. Antonio Calles)

Hospital Regional Universitario de Malaga (Dr. Manuel Cobo)

vV
SoC

{pembrolizumab + CT [cisplatin or
carboplatin + pemetrexed])

Hospital Universitario Virgen del Rocio (Dra. Reves Bernabé)
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TKI reversible de HER2/EGFR: SOHO-01

" Ensayo fase 1-2, abierto
N internacional, multicohorte

EXPANSION AND EXTENSIONa
Cohorts of patients with HER2 mutationsb
PRIMARY ENDPOINT

To evaluate the safety, tolerability, and efficacy, (extension phase)
and to characterize the pharmacokinetics, +  ORR per RECIST v1.1
of sevabertinib atthe RDE by BICR

2025

pill
DOSE

ESCALATION
AND BACKFILL

Patients with advanced
NSCLC with HERZ or
EGFR mutations

SECONDARY ENDPOINTS

DoR, DCR, and PFS
(per RECIST v1.1) by
BICR and investigator
assessment

Previously treated, naiveto HER2-targeted
therapies

Patients were treated with

increasing oral doses of
sevabertinib to identify the

RDE (5 QD dose levels
and 3 BID dose levels,

from 10 mg QD to
40 mg BID)

Previously treated with HER2-targeted ADCs

Naive to systemic therapy for advanced . Safety and tolerability
disease

P atients from dose escalation / baddill tre ated with 20 mg BID and who metthe zame eligibility criteriaweare combined forstatistical analysis; "Cohorts of patientswith 2655 mutations are not shown

Le x, et al. Fresented atthe European Society for bedical Oncology (ESMO)Annual Meeting; 17-21 October, 2025; Berlin, Germany. Abstract LBATS.
Le X. Presented at ESMO Annual Meeting 17-21 October 2025
Le X etal. N Engl J Med. 2025, October 17
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Caracteristicas basales

Cohort Da
in=01)

Cohort Fs
=13}

Cohort D2
in=81)

Cohort F¢
(n=13)

Female, i {"n) all (b Jb (ba) b (b3) Activating HER2 mutations, i (%)
Race, (%) W2 ASTAdup A, A9 (B0 A0 (7 3) a0 ()
Other HERZ exZ0] 159 23 9 (16 11 (15
Asian 57 (70) 32 (58] 51 (70) = BrainE (23] 1) 15)
| HEFR point mutation 12 14) 5 (4] 101}

White 15 (22) 15 (27) 19 (25) Mot applicables 1(1) 1(2) 3 (4]

Elack ar African American 101} 4 (7] I HER2 TKD mutation, # (%)

Mot reported N |5) 4 7] GNEY oS £ (50 02 [95) 71 (57
Median age, years (range) B0 (29529 55 (35-91) 5 (31829 Mo 7 (9] 313) 2 (3)
Baseline ECOG PS, » (%) Mot applicabler i : -

Mumber of previoussystemic

I 31 (58] 15 (27 18 [25) anti-cancer therapies, n (%)

1 20 (529 40 73 54 (74} 0 U 0 b7 (32)
Smoking habits at informed 1 48 (/) 12 (2] &)
consent, » ") =2 35 (43) 43 (78) 23]

Mavar 50 (B2) 35 (B4) 57 (78] Previous anti-cancer therapies, r ("1)

Chemothera 7o (Hb 44 gl b

Farmer or current a1 (38) 20 [3b) 1B (22 _ & _ ) 50 &)

Flatinum and no immunotherapy A0 (25) 12 [22) GREY
Adenocarcinoma histology 7 Ha) a5 (100) f1 97 Platinum and immunatherapy 56 (B9) 31 (56) 3 ()
‘ Brain metastases at baseline, n (%)" 18 (22 15 (27 S 12) \ Trastuzurmab deruxtecan 2 12 41 (75) I

Le X. Presented at ESMO Annual Meeting 17-21 October 2025
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& &8 Sevabertinib/BAY2927088
Resultados cohorte D: previamente tratados, sin ADCs (n=81)

Median follow-up: 13.8 months (range 1-32)

Best overall response (RECIST v1.1

BCR BPRISDIPDENE

BICR
ORR 64°% 0
DCR 81% uu
a 204 L
7 I ]
n (%) = 404
CR 2{2) o
PR 50 (62) =
SD 20 (25) o 07
PD 6 (7) @
Not evaluablea 3 (4) m -50-
ORRP [95% CI] 52 (64) [53, 75]
DCRc [95% CI] 66 (81)[71, 89] e
DoR, median months [95% CI] 9.2 [6.3,13.9] Mediana duraciéon 9.2 meses
PFS, median months [95% CI] 8.3[6.9,12.3] Mediana PFS 8.3 meses

Analysis cut-off date was June 27, 2025, Data for patientswithouttarget lesion measurements are notshown inthewaterfall plot
*Requirementfor CR, PR, S0, or PD was not met; "Confirmed CR or confirmed PR; *Confirmed CR, confirmed PR, or S0 for 212 weeks

Le X, et al. Presented atthe European Society forMedical Oncology (ESMO)ARnual Meeting; 1721 Qctober, 2025; Berlin, Germany. Abstract LBATS. Le X Presented at ESMO Annual Meetlng 17_21 OCtOber 2025
Le X etal. N Engl J Med. 2025, October 17
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Resultados de las diferentes cohortes

Previamente ADCs No tratamiento previo

3 Fatients with non-squamous NSCLC b c
Cohort D and HERZ TKD mutations Cohort E Cohort F

BICR
ORR 64%

BICR
ORR 38%

BICR
ORR 1%

BICR
ORR 71%

Le X. Presented at ESMO Annual Meeting 17-21 October 2025
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Eficacia segun la presencia de metastasis cerebrales

DE PULMON

Cohort Fd

Erain metastases atbaseline, /N (7%)3 18/81 (22) 1555 (27) 973 (12) 42/209 (20)
ORR by BICR [RECIST v1.1), /N (%)

All patients 52/31 (64) 21/55 (38) 52/73 (71) 125/209 (60)
Brain metastases 11/18 (61) 4115 (27) 7/9 (78) 22/42 (52)
No brain metastases 41/63 (65) 17/40 (43) 45/64 (70) 103/167 (62)

Cohort Fu
EBrain metastases atbaseline, h/N (“4)2 18/81 (22) 15£55 (27) 9773 (12) 42209 (20)
Post-baseline progression in brain 4118 (22) 315 (20) 0/9 (0) 142 (17
No brain metastases at baseline, n/N (%) 63/81 (78) 40/55 (73) 6473 (88) 167/209 (80)
Post-baseline progression in brain 4163 (6) 2140 (5) 2/64 (3) 8/167 (5)

Le X. Presented at ESMO Annual Meeting 17-21 October 2025
Le X etal. N Engl J Med. 2025, October 17
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Seg u ri d ad y to I e ra b i I i d ad Most frequent treatment-related adverse events (=10% of total)=

Grade 1/2 | Grade 3

Cohort D" — 20 mg BID (n=81) | Cohorts Db E,c F! — 20 mg BID {(n=209)
o _ g6 IEEE 63 Diarrhea 73 87
96% toxicidad de cualquier grado 50 | 49 Rash 48 49
27 27 Paronychia 26 26
0 . 18] 17 Stomatitis 18 19
36% toxicidad grado 3 B Nausea —
16 12 Hypokalemia 14 20
26% AEs que condujeron a reducciones 18 @4 Vomiting 11 [ 15
16 | 15 Anemia 16 17

. o . . .
de dosis y 5% de discontinuaciones 17 W79 Decreasedweight 14 14

16] 15 Decreased ALT 12 | 14

No descrita enfermedad pulmonar :;u ’}12 | Dry sﬂST E 14
' Tel ncrease 14
Intersticial 20 g 47 —— 131 14

1580 11 Decreased appetite 13 ©= 15
15 715 Increased amylase 14 | 15
127127 |ncreased lipase 16 16

’l[:"JEJ a0 Bl[] 4.[] 20 0 [ 20 40 Gl a0 100
Patients (%) Patients (%)

Analysis cut-off date was June 27, 2025

MdedDRA w220, CTCAE w5.0; P atients were natve to HERZ-targetad therapies; =P atientswere pretreated with HERZ-targeted ADCs; 9P atients were nalve to systemic therapy for advanced
hypokalemia, and elevated ALT were reported, and 1 grade S ewent of cardiorespiratony arrest (this patient had baseline cardiopulmonany comorbidities and experienced renal failure, and th
outcome remainsunclear andwas reported by the investigator as "possibly related”to the study drug)

Le X. Presented at ESMO Annual Meeting 17-21 October 2025
Le X etal. N Engl J Med. 2025, October 17
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NOW ENROLLING: SOHO-02: A Phase 3 Open-label, Randomized, Active-controlled, Multicenter
Trial to Evaluate the Efficacy and Safety of Orally Administered BAY 2927088 Compared With
Standard of Care as a First-line Therapy in Patients With Locally Advanced or Metastatic Non-small

Cell Lung Cancer (NSCLC) With HERZ-activating Mutations (NCT06452277)

Treatment arms

Patient population: BAY 2927088 PRIMARY ENDPOINT:
18 Years and older 20 mg BID oral 7/ PFS per RECIST 1.1 by BICR
/1L advanced NscLc ~ N=278 (n=139)
with activating mutation SECONDARY ENDPOINTS:
in the HER2 TKD 7 OS
/ ECOG PS 0-1 7 ORR
/ Eligible for SoC SoC (n=139) # DOR

/21 RECIST 1.1 lesion (platinum chemotherapy + / Safety and tolerability, PK
pemetrexed + pembrolizumab) 7 PRO

PF5, Progression free survival, BICR, blinded independent central review, RESIST 1.1, Response Evaluation Criteria in Solid Tumors, version 1.1; SoC, Standard of care; ECOG P35, Eastern Cooperative Oncology Group
performance status performance status; BID, Twice a day; 05, Overall survival, ORR, Objective response rate; DOR, Duration of response; TKD, tyrosine kinase domain; PRO, Patient reported outcomes; PK, Pharmacckinetics;
CTCAE, Commaon terminology criteria for adverse events.
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@ HOTEL BOUTIQUE GAREUS
VALLADOLID




REUNION DEL GRUPO DE

CANCER
DE PULMON

Stage IV mNSCLC, molecular tests positive (EGRR/ALK/ROS T/ BRAF/RET/NTRK/MET/HERZ/EGFRen20ins/KRAS G12C)
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h " ' R Tt T
EGFR mutation ALK translocation ROSY BRAF Y&D0
{refer to Figure 2) {reder to Figure 3) translocation mutation
(refer to Flgure 4) (reter to Figure 5)

l

e, i~ N Sy E— —

~ Debrafenib-
Osimertinib tramatinit
MCES 3; ESCAT |-Bj

Entrectinib I, &; [, A; MCBS 2;

MCaS 3; Escar |-gjes| [l ESCATFEI™

Altermativa:
Repaotractinib [, B;

ESCAT |-BY'

.

[, A; MCBS 4; ESCAT |-A] ket
Gefitinib
[, B; MCBS 4; ESCAT |-A]*~
Erlatinib
[, B; MCBS 4; ESCAT |-A]~
Erionib—bevacizumab
[1, B; MCBS 2 ESCAT I-A]*=*
Erlotinlb=ramucirumab
[1, B; MCBS 3; ESCAT I-A]*
Atatindy
L. B; MCBS 5; ESCAT -A]~
Dacomitinib
[l B; MCBS 3; ESCAT I-A]~
Gefitinib-carboplatin-
pemetrexed [1, B]'

Alectinib [, A; MCBS 4;
ESCAT [-A] 2+
Brigatinibs [1, A; MCBS 4;
ESCAT -]
Lartatinib [, A; MCBS 4;
ESCAT -]+
Crizatinib [1, B; MCBS 4;
ESCAT -]
Ceritinib [l, B; MCBS 4;
ESCAT -]

gl
Crizatinib [IL, A&;

MCBS 3; ESCAT I-CJv
Selpercatinib [, &;
MCBS 3; ESCAT -G |

Entrectinit [, A;
MCBS 3; ESCAT I-C]s=*
Larotractini [, A;
MCBS 3; ESCAT I-C]*~

Trastuzumab—deruxtacan
[, B; ESCAT I-8J*

Hendricks et al. Ann Oncol.2023;34

Amivantamab [IIl, B;
MCES 3; ESCAT |-B)=*
Mobocertinib [IIl, C;

MCES 2; ESCAT I-8F

ICa [, B]
Capmatinib [Il, A;
MCES 3; ESCAT 1B~
Tepotinib [Il, A; MCES 3;
ESCAT |-B]=!

— 7

Capmatinib [IN, A;
MCBS 3; ESCAT I-8]~
Tepatinib [, A; MCBS 3;
ESCAT I-8]*

Refer to ESMO
CPG on mon-
oncogene-addicted
mMSCLC™ [II1, A]

L o

Sotarasib [1, B;
MCBS 3; ESCAT 18]
Adagrasib [N, B;
MCBS 2;
ESCAT I-B]~
Atarnative: if ICI
maonotherapy given
in first line: platinum-

doublet CHT [N, A]
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& 8¢ Conclusiones

* Existen diferentes alteraciones de HER2 (gen y proteina), cuyo denominador comun es el pronostico desfavorable.

* Las mutaciones de HERZ2, especialmente en el dominio TK, son las que presentan mayor respuesta al tratamiento dirigido, aunque
debemos seguir investigando tambien otras alteraciones de HER2 como la sobrexpresion proteica.

* Las mutaciones de HERZ2 presentan una incidencia del 1-4% en CNMP, siendo el perfil clinico mujer no fumadora con histologia no
escamosa de edad mas joven. Alta incidencia y prevalencia de metastasis cerebrales.

* En mutaciones de HERZ2 el abordaje clasico con quimio-inmunoterapia es suboptimo. Los estudios fase 1-2 con terapias dirigidas
arrojan resultados muy prometedores que mejoran las respuestas objetivas y control de la enfermedad. Se encuentran en marcha los
ensayos clinicos fase 3 randomizados que confirmen la superioridad frente a la terapia estandar en primera linea.

Trastuzumab deruxtecan Zongertinib Sevabertinib
5.4 mg/kg
ORR (pretatados, TKD?) 49% 1% 1%
Eficacia en SNC Por explorar Si Si
AEs G23 38% 17% 36%
Discontinuaciones 14% 3% 5%
Situacion regulatoria FDA, EMA, Espana no FDA accelerated approval FDA priority review designation

*En el estudio Destiny Lung 02 en la cohorte de 5.4 mg/kg el 97% eran mutaciones en el dominio TK
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