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LCNEC: Trends and Outcomes (NCR)

Stage IV (N = 25.845)
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PATHOLOGIC CLASSIFICATION

WHO 2021 Classification

Of Pulmonary NENs?
LOW GRADE HIGH GRADE

(<10 x 2-mn¥) (>10 x 2-mm?, Typically: >60%)

NEUROENDOCRINE NEOPLASM
(NEN)
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Low grade/Well-differentiated High Grade/Poorly differentiated

Neuroendocrine Tumor (NET) Neuroendocrine Carcinoma (NEC)
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Categorization of high-grade NETs (WHO 2021 Edition)
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An unmet need: specific markers to separate SCLC of ECCNEC
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1 Poorly-differentiated LCNEC -> 2 |7 SCLC with large cell appearance->
May fall into NOS classification’ May be diagnosed as LCNEC?
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To complicate it further.....Combined Histologies Can EXisSt
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HOW DO WE TREAT LCNEC?

After all these years the debate is still ongoing

Chemotherapy for pulmonary large cell neuroendocrine carcinoma: Similar to
that for small cell lung cancer or non-small cell lung cancer?

Jong-Mu Sun?, Myung-Ju Ahn?, Jin Seok Ahn?, Sang-Won Um®, Hojoong Kim®, Hong Kwan Kim¢, LC N E C

Young Soo Choi¢, Joungho Han?, Jhingook Kim*, O Jung Kwon®, Young Mog Shim*¢, Keunchil Park®* / \

Should Large Cell Neuroendocrine Lung Carcinoma be
Classified and Treated as a Small Cell Lung Cancer or with SCLC NSCLC

: ?
Other Large Cell Carcinomas: chemo chemo

John M. Varlotto, MD.* Laura Nyshel Medford-Davis, BA, T Abram Recht, MD, 7}
John C. Flickinger, MD.§ Eric Schaefer, MS,|| Dani S. Zander, MD,¥ and Malcolm M. DeCamp, MD#

Chemotherapy for pulmonary large cell
neuroendocrine carcinomas: does the

regimen matter? NO CONSENSUS ON THE
Jules L. Derks', Robert Jan van Suylen?, Erik Thunnissen®, OPTIMAL SYSTEM IC

Michael A. den Bakker®?®, Harry J. Groen®, Egbert F. Smit”®, Ronald
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MOST APPROPIATE TREATMENT NOT DEFINED

GUIDELINES do not provide much help this time

ASC(»L)) Systemic Therapy for Stage [V Non-Small-Cell Lung * Platinum-etoposide or the same as non-

Cancer; American Society of Clinical Oncology Clinical squamous carcinoma (evidence LOW; week

American Society of - prtice Guideline Update recommendation)’
Clinical Oncology
.

r

Neuroendocrine bronchial and thymic tumors: ESMO . L . -

Sox R s > : * Platinum-etoposide is mainly used in high
Clinical Practice Guidelines for diagnosis, treatment o )
and follow-up' proliferating tumors (lll, B)=

\_

National

Comprehensive * Treatment according to NSCLC guidelines
WOl Cancer
Network®
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HETEROGENEOUS OUTCOMES WITH CHEMOTHERAP

Chemotherapy Type

Author Design Path Review N OS (months) Ref
Christopoulos et al. Phase 2 YES 49 10 - Ann Oncol 2017
Le Treut et al. GFPC 0302 Phase 2 YES 29 - 5 Ann Oncol 2013
Niho S et al. Phase 2 YES 30 - 13 JTO 2013
Metro G etal RWD NO 37 - 8 Lung Cancer 2016
SunlJM, etal. RWD YES 45 9 16.5 Lung Cancer 2012
Naidoo J, etal. RWD YES 37 19.5 8 Clin Lung Cancer 2016
Derks JL, et al. RWD YES 128 8.5 7 ERJ 2017
Heijboer F WJ et al. RWD YES 88 ~6 ~6 Lung Cancer 2025
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WHAT ABOUT 10?

NCR
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Genomic Profiling of LCNEC

neuroendocrine carcinomas reveals distinct
subtypes of high-grade neuroendocrine lung
tumors
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KRAS/STK11 and RB exclusive

KEAP1-NFE2L2 common (~ 40%)
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Genomic Profiling of LCNEC and Treatment Outcomes

NSCLC-Like Subtype (RB7"") retains pRB expression > potential biomarker
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A Case Experience

75-year-old woman, former light smoker | Medical history: No relevant comorbidities

LCNEC stage IVB (cT2aN1M1c1) 1 L CBCDA-TAX-IO

Synaptophysin +, P40 and TTF-1 —
KRAS mut (Q61H, FA 70%), TP53 mut
PD-L1 negative

PR after 2 cycles

Noemi Reguart, MD, PhD | 16" Congress on Lung Cancer 2025 1.- Case report own clinic N.Reguart



Integrative Genomic/Transcriptomic Profiling of LCNEC

Two major LCNEC subtypes:

Type l: TP53™ + STK11/KEAP™
Type ll: 7TP53M + RB™\t

Noemi Reguart, MD, PhD | 16™ Congress on Lung Cancer 2025

I
LIdLULL

AAR

AALRIRALIAIA ATIALG
COMMUNICATIONS
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TARGETING DLL3 AS A THERAPEUTIC STRATEGY

DLL3 expression DLL3-directed agents*
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Images from: 1.- Nassar AH et al. Nature Communications 2025; 2. Hermans BCM, et al. Lung Cancer 2019; 3.- Pavel ME, ESMO 2025; 4.- Aijaz A, et alASCO Book 2025
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TARLATAMAB: CASE REPORTS OF EFFICACY IN

A Diagnosis
cion C1D1 rechallenge czo cao +
‘ l ‘ D72 Carboplatin/ Nab- E
4. Oo DS ! v Tarlatamab
o-v- ) Eoposide | PIX |8
s Do% Months: 0 6 10 12 13

Confirmed PR

surrple tarrer and {8 megelmd wew e 20>

Tarlatamab for Advanced Extrapulmonary Small Cell Carcinoma and NECs (TAURUS) (NCT06816394)

Tarlatamab in Advanced Delta-like 3 (DLL3)-Expressing Tumors Including NENs (NCT06788938)
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OBRIXTAMIG (Bl 764532):

FIH DOSE-ESCALATION TRIAL IN DLL3-EXPRESSING NE

/0 Inactive T-cell o /0 Activated T-cell
Anti-CD3 Anti-DLL3 cD3
cD3 \ ,
L4 J Cytolytic
‘ synapse
smia

Human
1gG-like
DLL3 structure
Cancer cell S

» DLL3 s an inhibitory Notch ligand,
minimally expressed in normal tissue

Cancer cell apoplosis
= A cytolytic synapse is formed, leading to
T-coll activation

« Obnxtamig is a novel T-call engager
that binds to both DLL3 on cancer calls
but expressed on ~70-90% of SCLC and CD3 on the surface of T-cells’

tumor cells*?
&CDS is & T-cell co-receptor

» Cytotoxic molecules and cytokines are
released and recruil othes immune cells
\Ieaang 10 cancer cell death’

\

J

First-in-human dose-escalation trial of obrixtamig in patients
with SCLC, epNECs, or LCNEC-L: NCT04429087

Regimen B3

B3
Dosa
B31
Switch to B1 based on Switeh 10 step-up desing (B2) based on
Regimen A data Regimen A and B1 data
IV dose every 3 wooks IV dose once every week WO.OIM"‘
Primary endpoints ~ Secondary endpoints
» MTD « Objective response (RECIST vi.1)

* DLTsin the MTD evaluation period « PK parameters
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Key inclusion criteria

Advanced SCLC, epNEC,
or LONEC-L

DLL3-positive (archived tissue or
In-study biopsy) acoording to
central review

Failed/ineligible for available
standard therapies (21 line of
platinum-based chemotherapy)

Adequate liver, bone marrow,
and renal function

ECOGPS 0/1

NCT04429087

LCNEC-L
n=14

Treated patients as of Al ‘

21 February 2024 N =168

Medin age, years (ange) | 61 02-81)  58(32-79
Male, n (%) 103 (61) 10(M)
Prior lines of therapy, n (%)'

f 852 3(2)

2 66 (39) 6(43)
% 55 (33) 4()
ECOG PS 01, (4] ?g g;:’ ﬁ gg;’
Prior and-PD-4/PD-L1, n (%) |  85(51) 10(M)
Brain/liver metastases, 56 (33)/ 1(50)
(%) % (59) 5(36)

*Not avalabie for 2 patints, "Nol avafabls for 9 pabisnts

1.-Wermke M et al. ALCC 2025; 2.- Wemke M et al. JCO 2025



OBRIXTAMIG (Bl 764532) IN LCNEC-L

Best ORR by Tumor Type in Patients Treated With Regimens 290 ug/kg  Duration of Response in LCNEC Cohort (N = 10)

Histology [ SCLC [ epNEC ~ LCNECL — Ongoing # Confirmed PR

- SCLC epNEC LCNECL
100 cORR 20% cORR 20%
o mDOR 8.5 mo mDOR 6.2 mo
L)
g o
:
o

Best Change From Baseline Sum of

Patients

Responses at 290 mg/kg once weekly or once every 3 weeks
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LCNEC-L case study: current DoR of 22.1 months and ongoing

After 2 cycles of Aftar 38 cycles of
obrixiamig obrixtamig

Bssaline

59-year-old female:

* Initial diagnosis
{August 2019)

* 1L: cisplatin + etoposide
(until April 2020)

« 2L: carboplatin +
etoposide + atezolizumab
{until April 2021)

= Mediastinal radiotherapy
(April 2021)

* Start of obrixtamig
(February 2022;
see CT imaging)

1.- Wemke et al. JCO 2025; 2.- Wermke M et al. ALCC 2025



New Frontline Combinations with OBRIXTAMIG in DLL3*

DAREON®-7: OBRIXTAMIG + PE (PHASE I), 1L

Part B: BI 764532 dose expansion (n=30)

(ﬂi@ LCNEC
: - Cohort 1: Bl 764532 +
carboplatin +
etoposide carboplatin + etoposide
Gl epNEC - p ki

carboplatin +
- etoposide Cohort 2: BI 764532 +

carboplatin +
etoposide

GU epNECs

cisplatin + etoposide

NCT06132113

Noemi Reguart, MD, PhD | 16™ Congress on Lung Cancer 2025 1.- CapdevilaJ et al. ENETS Austria 2024



GOCATAMIG (MK-6070/HPN328):

PHASE I/ll IN SCLC AND DLL3-EXPRESSING NECs

. Gocatamig (MK-6070/HPN328) is a | 4 ‘,-'u. /\ ' WL

THTAC bincing DLLn T-cell engager MR 2 Bascline Characteristics

- Small size (~50kDa) . o AF ‘ a’ W

- Prolonged half-life (13.8 days) Vo 2mgQ2W 12mgQW 4mgQ2W 24mgQIW  AllCohorts
. Initial results from the phase 1/2 study B w v (n=25) fr=ti) (n=25) (n=12) (N=13)

promising efficacy at target doses of 12 mg y/ § _

and 24 mg (N = 41)' sy Median age (range), years 620(4279) 620(48-77) ©1.0(37-75) 640(43-77) 615(37-79)
. Updated results in SCLC and other NECs Tumor cell Male | female, % 60/40 55145 3164 75125 53/47

(N = 73)2

ECOGPS0/1, % 4% §5/45 36/64 38/42 45/55

Tumor type: SCLC / other NEC, % 40/60 64136 52148 012 53147

Phase 1/2 6070-001 Gocatamig Monotherapy in SCLC and

Other NEC Median prior lines of therapy (range) ~ 20(16)  20(3)  20(t6)  25(t5)  20(t4)
Key eligibility criteria Key study objectives 39 pric b
» Age =18 years Safety and tolerability: AEs, DLTs 23 pior fines of therapy, % B . % @ i
+ SCLC relapsed/refractory to 21 prior line of Preliminary antitumor activity: ORR assessed by investigator : ;
platinum-based chemotherapy OR per RECIST v1.1 Prior anti-PD{L)1 therapy, % 16 8 8 83 7
Other DLL3-expressing NEC relapsed/refractory ) )
to standard me‘apY (or standard lh?fapy does Participants with SCLC or other NEC treated In a Pﬂor thlm thmpyv % 92 1w 92 100 95
not exist or is considered inappropriate) 12-mg or 24-mg Q1W or Q2W target dose cohort (N=73)"
ECOGPS0or1 Brain liver metastases, % 5215 $ia 4148 50/58 48149

12 mg or 24 mg IV Q1W or Q2W with
step-up dosing®

24 mg Q2W (n=25)

24 mg Q1W (n=12)
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1.- Beltran H et al. ASCO 2024, 2.- Beltran H et al. ESMO 2025




GOCATAMIG (MK-6070/HPN328):

PHASE I/ll IN SCLC AND DLL3-EXPRESSING NECs

Gocatamig Antitumor Activity

100 12 mg Q2W 12 mg Q1W 24 mg Q2W 24 mg Q1W

80
0 cORR 48%
0 SCLC 46%

o B NEC 50%

0

=20 -

Best % change from baseline
for target lesions?®
A
o

-60 -

-80 -

W SCLC (solid)
-100 - Other NEC (dotted)
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GOCATAMIG (MK-6070/HPN328):

PHASE I/ll IN SCLC AND DLL3-EXPRESSING NECs

Duration of Treatment and Response?

> Ongoing treatment

CR
PR
sSD
PD

* Confirmed CR

A Confirmed PR

X  Death

+ Last dose

12 mg Q2w
Median follow-up 5.3 mo
(range 0.5-20.8)

m SCLC (solid)
i Other NEC (dotted)

x
x
% 12mg Q1W 24 mg QW
Median foliow-up 16.1 mo v Median follow-up 152 mo
(range 1.6-21.8) AX (range 2.7-22 2)
vvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvv
0 3 ] 1 18 1 21 ) i L4 ! 1 | 18 21 24

Time From Start of Treatmeant (months) Time From Start of Treatment (months)

IMedian DOR was 10.8 months (range 1.8-19.8 months) with 17/32 (53%) of responses ongoing at data cutoff I

Phase 1/2 HPN328 monotherapy and in combination with 10 or I-DXd in DLL3-expressing tumors (NCT04471727)

Noemi Reguart, MD, PhD | 16™ Congress on Lung Cancer 2025 1.- Beltran H et al. ESMO 2025



SEVERAL STUDIES WITH DLL-3 BiTES ONGOING IN' NEC

NCT05879978 71 Obnxtamig (BI DLL3/CD3 BITE Advanced, metastatic, or re- Obnixtamig (Bl 764532) in Safety Recruiting
764532) lapsed SCLC and other NECs  combination with
expressing DLL3 ezabenlimab
NCT04429087 I Bl 764532 DLL3/CD3 BITE Locally advanced or metastatic Bl 764532 administered by MTD, safety Recruiting
SCLC, pulmonary LCNEC, and  parenteral route
other NECs expressing DLL3
NCT05916313 I Bl 764532 DLL3/CD3 BITE Primary progressive diffuse gl Bl 764532 monctherapy ad- Safety Recruiting
oma expressing DLL3 ministered by repeated IV
infusions
NCT04471727 1N MK-6070 (HPN 328)  TriTAC binding DLL3, CD3, and Relapsed/refractory SCLC, MK-6070 monotherapy and MTD, RDE, PK, PD, safety Recruiting
albumin NEPC, high-grade NECs, and  MK-6070 with atezolizumab
other advanced DLL3- or ifinatamab deruxtecan
expressing malignancies
NCTO6780137 N Gocatamig (MK-6070) TriTAC binding DLL3, CD3 and ES-SCLC after at least one pre- MK-6070 monotherapy and Safety, ORR Recruiting
albumin vious line of systemic therapy ~ MK-6070 with ifinatamab
that included platinum-based  deruxtecan
chemotherapy
NCT05461287 | QLS31904 Bispecific antibody targeting  Advanced solid DLL3- QLS31904 IV monotherapy Safety, MTD, BP2D Recruiting
DLL3 and CD3 expressing tumors including
SCLC and other NECs
NCT05619744 I RO7616789 Multispecific antibody targeting Relapsed ES-SCLC or high RO7616789 IV infusion + toci- Safety, ORR, DOR, PFS, Completed
DLL3 and CD3/CD137 grade NEC of any other origin -~ lizumab rescue therapy for 0s
CRS
SKYBRIDGE N Peiuntamig (PT217)  Bispecific antibody targeting  Unresectable advanced or PT217 monotherapy and in MTD, RDE, safety Recruiting
(NCTO5652686) DLL3 and CD47 metastatic SCLC, pulmonary combination with chemo-
LCNEC, EP-NEC therapy (carboplatin + eto-
poside) and/or ICI
combination (atezolizumab)
NCT05978284 I£1l 2G006 Trispecific TCE targeting two  SCLC and NEC with no standard  ZG006 administered as an IV MTD, RP2D, safety Recruiting

Noemi Reguart, MD, PhD | 16™ Congress on Lung Cancer 2025

distinct DLL3 epitopes and
CD3

treatment available/
intolerant to standard
treatments

1.- Aijaz A, et al ASCO Book 2025
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OPPORTUNITIES WITH NOVEL DLL3-ADCs

ZOCl (ZL-1310) and IDE849 (SHR-4849) IN SCLC

= Tumor response in SCLC
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OPPORTUNITIES WITH DLL3-ADCs: ZL-1310 IN SCLC (P

ADCs
NCT06179069 | 21310 DLL3argeted ADC Metastatic/ES-SCLC 21-1310 as monotherapy, in ~ Safety Recruiting
combination with atezolizu-
mab, andin combination with
atezolizumab + carboplatin
NCT06613009 | IBI3009 DLL3-targeted ADC Unresectable/metastatic/ES-  [BI3009 as monotherapy ~ Safely Recruiting
SCLC
NCT06443489 | SH4849 DLL3argeted ADC Advanced solid tumors SH-4849 as monotherapy ~ Safety, MTD,RP2D  Recruiting
NCT06424665 | FZADO0S DLL3tarqeted ADC Advanced solid tumors (espe-  FZ-ADO05 as monotherapy  Safety, ORR Recruting
cially SCLC or LCNEC)
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FINAL REMARKS

. LCNEC has poor outcomes with current SoC (chemo +/- [0).

. Both NSCLC(others than pemetrexed)- and SCLC-type chemotherapy are possible:
NO consensus.

. DLL3 emerging as potential biomarker in LCNEC for targeted therapies (BIiTES, ADCs).
. Encouraging preliminary activity with DLL3 T-Cell engagers.
. Opportunity to explore DLL3-ADCs and novel combinations (chemot, 10, ADCs, BIiTES).

. Correlative IHC and genomic/transcriptomic characterization required to optimize their
clinical use.

Noemi Reguart, MD, PhD | 16™ Congress on Lung Cancer 2025
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