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B7-H3 (CD276)
• B7 family of immune checkpoint proteins
• inhibits T-cell activation and promotes immune evasion
• SCLC expression ~65%

DLL3 (Delta-like Ligand 3)
• Inhibitory TM ligand of the Notch pathway
• SCLC expression ~85%

SEZ6 (Seizure Related 6 Homolog)
• TM protein on surface of selected neuronal lineage cells
• Highly expressed in SCLC

TROP-2 (trophoblast cell-surface antigen 2)
• TM glycoprotein involved in cell signaling, proliferation, and migration
• SCLC expression low (~18%)

Bispecific EGFR/HER3-ADC: Izalontamab brengitecan (Iza-Bren)

SCLC cell surface targets under active clinical evaluation 

Meng Y et al. Discov Oncol. 2024;15(1):327. Ajay A et al. npj Precis Oncol. 2025;9:1.
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J Clin Oncol 2026;44(8):630-40.

Chemoradiation ± Atezolizumab





Barbie DA et al. ASCO 2025;Abstract 8014



J Clin Oncol 2025.;43:101-5.

(Appendix 1 and Appendix 2, online only).



Kalemkerian GP et al. J Clin Oncol 2025.;43:101-5.

Systemic Therapy Algorithm for SCLC



Phase III MAVERICK (SWOG 1827) Study Design

Rusthoven C. www.swog.org. Accessed April 2026.
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Chemo-ICB ICB
Lurbinectedin

IMforte
improvement in mOS and mPFS

Approved May 2025

Tarlatamab
DeLLphi-301/304 

improvement in mPFS, mOS
Full Approval Nov 2025

Median OS: 13.4 vs 8.3mos
HR 0.6 (95% CI 0.47-0.77)

ES SCLC: current landscape

Paz-Ares L et al. Lancet. 2025;405(10495):2129-2143. Mountzios G et al. N Engl J Med. 2025 Jul 24;393(4):349-361.

Maintenance 2nd Line

Lurbinectedin + atezo

Atezo



Lurbinectidin - Mode of Action

Effect on Microenvironment Indirect Effect on Immunogenicity

Calles A et al, Molecular Cancer Therapeutics 2025

Courtesy of Martin Reck, MD



Paz-Ares et al. ASCO 2025;Abstract 8006



Paz-Ares et al. ASCO 2025;Abstract 8006

IMforte PFS



Paz-Ares et al. ASCO 2025;Abstract 8006

IMforte OS



IMforte Updated Curves

Paz-Ares et al. ESMO 2025
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• Tarlatamab receives full approval after platinum-based therapy
− Multiple other DLL3-TCEs under active development
− Early data of tarlamatab in maintenance is extremely promising

• ADCs are emerging as a novel therapeutic in SCLC 
– Early phase studies report response rates of > 50% without patient selection
– Multiple Phase 3 RCT are being conducted in the relapsed setting
– Multiple studies are ongoing to move ADCs earlier in therapy
– Hematologic toxicities are expected given the Topo1i payload
– ILD is a concern

• Biomarker development is needed to help triage patients
– ADC payloads are consistently Topo1 inhibitors, which may limit sequential ADCs

Summary

Courtesy of Christine L Hann, MD, PhD



T-cell engagers in SCLC (and other DLL3+ tumors)
DLL3-TCE

Aijaz A et al. Am Soc Clin Oncol Educ Book. 2025 Jun;45(3):e472794.
Cech P et al. Cancers (Basel). 2024 Apr 20;16(8):1580.



Mountzios G et al. Tarlatamab in Small-Cell Lung Cancer after Platinum-Based Chemotherapy. N Engl J Med 2025;393(4):349-61.

DeLLphi-304: Tarlatamab vs TPC in SCLC after Platinum-
Based Chemotherapy

• Relapsed SCLC after first-line therapy
- N = 509, randomized to tarlatamab or TPC (topotecan, lurbinectedin, 
amrubicin)

• Primary EP: OS (13.6mos vs 8.3 mos)

DLL3-TCE



Schuler MH et al. Detailed safety analysis of DeLLphi-304: The first phase III study to evaluate tarlatamab versus chemotherapy for previously 
treated small cell lung cancer. ESMO 2025;Abstract LBA100.

DeLLphi-304 Toxicities: tarlatamab vs chemotherapy 
DLL3-TCE



Schuler MH et al. Detailed safety analysis of DeLLphi-304: The first phase III study to evaluate tarlatamab versus chemotherapy for previously 
treated small cell lung cancer. ESMO 2025;Abstract LBA100.

DeLLphi-304 Tarlatamab: CRS timing and subgroup analysis
DLL3-TCE





Dingemans A-M C et al. ASCO 2024;Abstract 8015



Dingemans A-MC et al. ASCO 2024;Abstract 8015.



Dingemans A-MC et al. ASCO 2024;Abstract 8015.



Dingemans A-MC et al. ASCO 2024;Abstract 8015.





Paulson et al. Lancet Oncol. 2025



DeLLphi-303

Paulson et al. WCLC 2025



Trial number Setting Description Phase Estimated 
completion 

NCT06117774 LS SCLC 
consolidation

Tarlatamab after chemoRT (DeLLphi-306) Ph 3 03/31/30

NCT07005128 1st line Tarlatamab, Durvalumab, Carboplatin, and Etoposide Versus Durvalumab, 
Carboplatin, and Etoposide in First-line ES SCLC (DeLLphi-312)

Ph3 01/04/29

NCT06211036 1st line 
maintenance

Tarlatamab and Durvalumab Versus Durvalumab Alone following Platinum, 
Etoposide and Durvalumab (DeLLphi-305)

Ph3 07/05/27

NCT06745323 Relapsed Tarlatamab Dosing Regimens in Subjects With SCLC (DeLLphi-309) Ph2 02/13/29

NCT06898957 Multiple Tarlatamab in Combination With YL201 With or Without Anti-programmed 
Death Ligand 1 (PD-L1)

Ph1b 04/23/31

NCT06598306 Relapsed Subcutaneous Tarlatamab in Participants With ES SCLC (DeLLphi-308) Ph1b 01/02/27

NCT06957314 Hospital-at-Home for People Receiving Tarlatamab 4/23/28

Tarlatamab Studies
DLL3-TCE

Courtesy of Christine L Hann, MD, PhD



Obrixtamig: Phase 1a dose-escalation

Wermke M et al. Phase I Dose-Escalation Results for the Delta-Like Ligand 3/CD3 IgG-Like T-Cell Engager Obrixtamig (BI 764532) in Patients With Delta-Like Ligand 3+ 
Small Cell Lung Cancer or Neuroendocrine Carcinomas. J Clin Oncol 2025;43(27):3021-31.(NCT04429087) 

• Relapsed SCLC (n = 61), epNEC, LCNEC, DLL3+
• Doses: 4 dosing schedules: including 2 fixed doses (A, B1)

- B2) step-up dose qW x 2, target dose qW 
- B3) Step-up dose qW x 3, target dose qW x 3; then q3W

• Primary EP: MTD

ORR 20% (B2, B3)
DCR 42.6%

Summary
• B2/B3 - Step-up schedules moving 

forward
• Doses: 90qW; 1,080 q3W mg/kg
• MTD not reached
• CRS 57% (G3+ 3%)

Studies
• + PD-1 in DLL3+ SCLC/NEC
• + PD-1 1st line in DLL3+ NEC
• Ph2 dose selection SCLC 
• With Topotecan in SCLC 
• 1st ES SCLC 

Obrixtamig is an IgG-
like TCE, which allows 
for less frequent 
dosing

DLL3-TCE



Beltran H et al. Updated results from a phase I/II study of gocatamig for small cell lung cancer (SCLC) and other neuroendocrine cancers. 
ESMO 2025;Abstract 2758MO.

• Phase 1/2 study
-  with 4 dosing schedules: either 1 or 2 step-up dosing

• Relapsed SCLC or other NEC
• Primary EP: Safety/tolerability

SCLC ORR = 46%

Gocatamig: Phase 1/2 Study for SCLC and other NEC

DLL3-directed T-cell engager 
developed using the 
TriTAC®platform: small size 
(~50kDa), prolonged half-life 
(13.8 days)

Summary
• Monotherapy dose: 24mg q2W
• Toxicities manageable

• no DLTs, CRS Gr1-2 (98%)

Study
• Phase 1b/2 of MK-6070 and I-DXd 

in Participants With Relapsed 
SCLC (NCT06780137)

DLL3-TCE
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ADCs in SCLC: Summary & Challenges
Agent Target Payload N ORR IC activity Toxicities
IDXd (12 mg/kg) B7-H3 Topo1i 137 48% Y (38/58%) ILD 12.3%

YL201 B7-H3 Topo1i 53 64% Y (30%) ILD 1.3%

HS-20093 (8 mg/kg) B7-H3 Topo1i 26 61% NR ILD 1%

MHB088C (2mg/kg) B7-H3 Topo1i 33 42% NR

SHR-4849/IDE849 DLL3 Topo1i 100 73% Y (83.3%) NR

ZL-1310 DLL3 Topo1i 89 47% Y (33%) ILD 10%

ABBV-706 SEZ6 Topo1i 80 58% Y (57%) ILD 9%

Sacituzumab Govitecan TROP2 Topo1i 43 42%
Iza-Bren EGFR-HER3 Topo1i 58 48.1% NR Not reported

Challenges
• Toxicities (ILD) 
• Lack of biomarkers 
• Same payload 

Conclusions
• Active agents!
• CNS activity reported

Courtesy of Christine L Hann, MD, PhD



Ifinatamab Deruxtecan Granted Priority Review in the US for Adult Patients with 
Previously Treated Extensive-Stage SCLC Who Experienced Disease Progression on or 
After Platinum-Based Chemotherapy
Press Release: April 13, 2026

“[On April 13, 2026, the manufacturer’s] Biologics License Application (BLA) for ifinatamab 
deruxtecan (I-DXd) has been accepted and granted Priority Review by the U.S. Food and Drug 
Administration (FDA) for the treatment of adult patients with extensive-stage small cell lung 
cancer (ES-SCLC) with disease progression on or after platinum-based chemotherapy.

The BLA is based on results from the IDeate-Lung01 phase 2 trial, with support from the IDeate-
PanTumor01 phase 1/2 trial. Results from the primary analysis of IDeate-Lung01 were presented at 
the 2025 World Conference on Lung Cancer hosted by the International Association for the Study 
of Lung Cancer (#WCLC25) and published in the Journal of Clinical Oncology. Ifinatamab 
deruxtecan also was previously granted Breakthrough Therapy Designation by the FDA in August 
2025 for the treatment of adult patients with ES-SCLC with disease progression on or after 
platinum-based chemotherapy.”

https://daiichisankyo.us/press-releases/-/article/ifinatamab-deruxtecan-granted-priority-review-in-the-us-for-adult-patients-with-previously-treated-
extensive-stage-small-cell-lung-cancer-who-experienced-disease-progression-on-or-after-platinum-based-chemotherapy





• IDeate-Lung01: Phase 2 randomized study relapsed SCLC
− Dose optimization: 8mg/kg vs 12 mg/kg q3W
− dose expansion: 12 mg/kg (n= 137 at 12 mg/kg)

• Relapsed SCLC after platinum-based CT
– Asymptomatic CNS disease

• 1 EP: ORR by BICR

Toxicities
• 36.5% ≥ G3 TRAEs

• Hematologic (≤14%)
• GI (<10%)

• ILD-pneumonitis: 
• 12.4% (most G1/2)
• 4.4% G3
• 3 G5, 1 related

Activity
• ORR: 48.2% (56.3% 2L)
• mDOR 5.3 mos
• mPFS: 4.9 mos
• mOS: 10.3 mos
• IC responses observed in

• 38.5% (prior RT)
•  57.7% (no prior RT)

• Responses observed post-tarla

ORR: 48.2%

B7-H3 ADC
Ifinatamab Deruxtecan (IDXd)

Ahn MJ et al. WCLC 2025. Abstract OAO6.03. Rudin CM et al. J Clin Oncol. 2025;JCO-25-02142. Rocha P et al. ESMO 2025. Abstract 2760MO.



Phase II Ideate-Lung01 Trial: Antitumor Activity of I-DXd

Rudin CM et al. J Clin Oncol 2026;44:261-273. 



Phase II Ideate-Lung01 Trial: Confirmed Response by BICR

Rudin CM et al. J Clin Oncol 2026;44:261-273. 



Simoes da Rocha PF et al. Intracranial activity of ifinatamab deruxtecan (I-DXd) in patients (pts) with extensive-stage (ES) small cell 
lung cancer (SCLC) and baseline (BL) brain metastases (BM): Primary analysis of IDeate-Lung01. ESMO 2025;Abstract 2760MO.

IDeate-Lung01: intracranial activity of IDXd B7-H3 ADC



Phase II Ideate-Lung01 Trial: Adverse Events

Rudin CM et al. J Clin Oncol 2026;44:261-273. 

TEAE = treatment-emergent adverse event



Phase II Ideate-Lung01 Trial: Adverse Events

Rudin CM et al. J Clin Oncol 2026;44:261-273. 





WCLC 2025;Abstract P3.18.73.





IDXd YL-201 MHB-088C HS20093/
GSK 5764227

Payload Topo-1 inhibitor
(exatecan-derivative)

Novel Topo-1 inhibitor Topo-1 inhibitor 
(“SuperTopo1”) payload

Topo-1 inhibitor
(exatecan-derivative)

DAR 4 8 4 4

Linker Tetrapeptide-based 
cleavable linker 

Protease-cleavable linker Cleavable linker Cleavable maleimide 
tetrapeptide linker 

Trial reported Phase 2 (n = 137) Phase 1 Phase 1 Phase 1

Doses 12 mg/kg for phase 3 2.0 or 2.4 mg/kg 1.6-2.4 mg/kg 8 vs 10 mg/kg

Setting Relapsed Relapsed Relapsed Relapsed

Multiple B7-H3 ADCs are under development

B7-H3 ADC

Courtesy of Christine L Hann, MD, PhD



IDXd YL-201 MHB-088C HS20093/
GSK 5764227

Payload Topo-1 inhibitor
(exatecan-derivative)

Novel Topo-1 inhibitor Topo-1 inhibitor 
(“SuperTopo1”) payload

Topo-1 inhibitor
(exatecan-derivative)

DAR 4 8 4 4

Linker Tetrapeptide-based 
cleavable linker 

Protease-cleavable linker Cleavable linker Cleavable maleimide 
tetrapeptide linker 

Trial reported Phase 2 (n = 137) Phase 1 Phase 1 Phase 1

Doses 12 mg/kg for phase 3 2.0 or 2.4 mg/kg 1.6-2.4 mg/kg 8 vs 10 mg/kg

Setting Relapsed Relapsed Relapsed Relapsed

ORR 48.2% ~64% 42.4%% ~61% (8 mg/kg)

mPFS 4.9 mos 5.7–7.6 mos 5.9–7.3 mo

Intracranial activity 
(ORR/DCR) Y Y

Toxicities Hematologic
ILD/pneumonitis (12.4%)

Hematologic
ILD rare (1.3%)

Hematologic
ILD NR

Hematologic
ILD Rare

B7-H3 Targeted ADCs: summary

Courtesy of Christine L Hann, MD, PhD



Phase/NCT N Arms Endpoints Dates

Phase 3 
NCT06203210

540 IDXd vs TPC (lurbi, topo, AMR) (IDeate-
Lung02)

1. ORR, OS
2. ORR, PFS

Start: 5/21/24
Primary comp: 4/30/27
Active, not recruiting

Phase 1/2
NCT06362252

123 I-DXd + Atezolizumab +/- Carboplatin as 1st 
line induction or maintenance (IDeate-
Lung03)

1. DLT, TRAEs
2. PFS, ORR, DCR, CBR, 

TTR

Start: 7/22/24
Primary comp: 9/30/26

Phase 1/2
NCT04471727

232 Gocatamig, +/- atezo or +/- IDXd in DLL3+ 
tumors

1. AEs/PKs
2. ORR, BOR

Start: 12/14/20
Primary comp: 11/3/27

Phase 1
NCT06898957

200 YL201 + tarlatamab +/- PD-L1 1. DLTs, TEAEs
2. ORR, DOR, TTR, OS, 

PK

Start: 5/16/25
Primary comp: 4/23/31

R Phase 3
NCT06612151

300 YL201 vs topotecan in relapsed SCLC 1. OS
2. PFS, ORR, DoR

Start: 12/17/24
Primary comp: 12/1/27

Phase 3
NCT07099898

300 GSK5764227 (HS20093) vs topotecan in 
relapsed SCLC

1. ORR, OS
2. ORR, PFS, DOR, DCR, 

AEs, Brain 
PFS/DOR/OS

Start: 8/11/25
Primary comp: 9/2/26

Phase 3
NCT06954246
(China)

450 MHB088C vs TPC 1. OS
2. ORR, PFS, DOR, DCR, 

AEs, PK

Start: 6/4/25
Primary comp: 5/27

Ongoing B7-H3 ADC studies in SCLC B7-H3 ADC

Courtesy of Christine L Hann, MD, PhD



Phase/NCT N Study Endpoints Dates
Phase 1
NCT06443489*
(SHR-4849/China only)

80 SHR-4849 in Patients With Advanced Solid 
Tumors

1. Safety, efficacy, and 
pharmacokinetics

Start: 6/26/24
Primary comp: 12/26

Phase 2
NCT07028281
(SHR-4849/China only)

120 SHR-4849 + Other Antitumor Drugs in Patients 
With Malignant Solid Tumors (PD-L1, CTLA-4, 
anti-VEGF, carboplatin, cisplatin)

1. DLT, AE/SAE, ORR
2. ORR, DOR, PFS, OS

Start: 5/12/25
Primary comp: 12/26

Phase 1/2
NCT07174583

208 IDE849 in Subjects With SCLC, High-Grade 
NEC, or Other DLL3-Expressing Tumors

1. DLT, TRAEs, ORR, DOR
2. DCR, PFS, OS, PK

Start: 10/14/25
Primary comp: 5/29

Phase 1
NCT06179069

112 ZL-1310 monotherapy, in combination with 
atezolizumab or atezo/carboplatin

Safety, efficacy, and 
pharmacokinetics

Start: 1/23/24
Primary comp: 5/30/27

Phase 1b/2
NCT06885281

86 Selected solid tumors TRAE, SAE, antitumor activity Start: 5/12/25
Primary comp: 12/26

Phase 3
NCT07218146

480 ZL-1310 compared to investigator's choice 
therapy (topotecan, lurbinectedin or 
amrubicin); prior tarla permitted

ORR by BICR, OS Start: 11/30/25
Primary comp: 6/30/28

SHR-4849/IDE849 Studies
DLL3 ADC

Courtesy of Christine L Hann, MD, PhD



Phase/NCT N Arms Endpoints Dates

R Phase 2
NCT07155174

180 1st line ABBV-706/Atezo vs EP/atezo (SOC) 1. AEs, PFS
2. ORR, DOR, DC, OS

Start: 11/25/25
Primary comp: 9/31

R Phase 3
NCT07365241

531 ABBV-706 vs TPC in relapsed SCLC 1. ORR, OS
2. PFS, DoR

Start 4/14/26
Primary comp: 9/30

Phase 1/2
NCT04826341

120 Sacituzumab Govitecan Plus Berzosertib in 
SCLC, EP SCC, HR-deficient cancers resistant 
to PARP Inhibitors

Phase 1: MTD
Phase 2: ORR

Start: 9/20/21
Primary comp: 3/1/26

Phase 3
NCT06801834

695 Sacituzumab Govitecan Versus SOC in 
Participants With Previously Treated SCLC 
(EVOKE-SCLC-04) Comparators: topo/AMR

1. ORR, OS
2. PFS, DOR

Start: 4/4/25
Primary comp: 10/29

SEZ6 and TROP2 ADC Studies 

Courtesy of Christine L Hann, MD, PhD



TROPICS-3 (NCT03964727)
• Phase 2 basket study including 43 with relapsed SCLC
• ES SCLC with progression after platinum-based CT

– No CNS disease
• Primary EP: ORR

• ORR 41.9%

Sacituzumab Govitecan

Dowlati et al, JTO Vol. 20 No. 6: 799–808

Toxicities
• 74.4% had ≥ G3 TRAEs

• Neutropenia (44%)
• GI 9%

• SAE: 37.2%
• ILD NR

Activity
• ORR: 41.9% (N = 43)
• DCR 83.7%
• DOR 4.7 mo
• mPFS:4.4 mos
• mOS:13.6 

TROP2 ADC
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Chemo-ICB ICB Tarlatamab

Tarlatamab

ES SCLC – the future?
Maintenance 2nd Line

Lurbinectedin?

Topotecan/CPT11

EP reinduction

ADCsADC + ICB

ADC + TCE + ICB

Radioligand therapy

Other small molecule 
inhibitors (EZH2, LSD1, 

ATR, VEGF)

Bispecifics 
(ivo, Iza-bren)PRISM study – 

maintenance therapy 
based on molecular 

subtype
Other TCEs, CAR-T

Lurbinectedin

Induction

Other small molecule 
inhibitors (EZH2, LSD1, 

ATR)

Courtesy of Christine L Hann, MD, PhD



Alisertib, a Small-Molecule Aurora Kinase A (AURKA) Inhibitor

Owonikoko TK et al. ASCO 2024;Abstract TPS8128.



Phase II C14018 Trial of Alisertib with Paclitaxel: 
Progression-Free Survival (PFS) for Patients with 
Resistant or Refractory Disease Relapse

Owonikoko TK et al. J Thorac Oncol 2020 February;15(2):274-87.



Phase II C14018: Alisertib with Paclitaxel — PFS for Patients with 
and without Cell Cycle Gene Mutations

Owonikoko TK et al. J Thorac Oncol 2020 February;15(2):274-87.



Phase II ALISCA-Lung1 Study Design

Owonikoko TK et al. ASCO 2024;Abstract TPS8128.



Phase II ALISCA-Lung1: Planned Biomarker Analysis

Owonikoko TK et al. ASCO 2024;Abstract TPS8128.



ALISCA-Lung2 Trial: Dose Escalation with Alisertib for SCLC

Pathologically confirmed SCLC with prior 
treatment of one platinum-based 
chemotherapy and an anti-PD-1/PD-L1 
immunotherapy. 

Up to one additional systemic anti-cancer 
therapy for SCLC is allowed, for up to 2 
prior treatment regimens.

Cohort 1
*Alisertib 30 mg BID + Paclitaxel

Cohort 2
*Alisertib 40 mg BID + Paclitaxel

*Alisertib dose may be increased by 10 mg 
BID in the following cohort if 3 or fewer 
patients experience an event during cycle 1.

Primary Endpoint: Treatment-Related Adverse Events
Secondary Endpoints: ORR, DoR, DCR, PFS, OS

~10 Patients per cohort

www.clinicaltrials.gov. NCT07465757. Accessed April 2026.

ORR = objective response rate; DoR = duration of response; 
DCR = disease control rate; PFS = progression-free survival; 
OS = overall survival; BID = twice a day

Cohort 3
*Alisertib 50 mg BID + Paclitaxel

Cohort 4
*Alisertib 60 mg BID + Paclitaxel

Cohort 5
Alisertib 70 mg BID + Paclitaxel



Heymach et al. WCLC 2025
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Phase I Study of LB2102: Efficacy Outcomes

Sands J et al. J Clin Oncol 2025;43:8104



Phase I Study of LB2102: Efficacy Outcomes

Sands J et al. J Clin Oncol 2025;43:8104



Phase I Study of LB2102: Treatment-Emergent Adverse Events

Sands J et al. J Clin Oncol 2025;43:8104

AESI = adverse event of special interest



Consensus or Controversy? Clinical Investigators Discuss 
and Debate Current Approaches to First- and Second-Line 

Therapy for HR-Positive Metastatic Breast Cancer

Moderator
Neil Love, MD

Faculty 

Wednesday, April 15, 2026
5:00 PM – 6:00 PM ET

CME/MOC-Accredited Live Webinar

Sara A Hurvitz, MD, FACP
Virginia Kaklamani, MD, DSc



Thank you for joining us!

Please take a moment to complete the survey 
currently up on Zoom. Your feedback is 

very important to us. The survey will remain open
 for 5 minutes after the meeting ends.

Information on how to obtain CME, ABIM MOC 
and ABS credit is provided in the Zoom chat room. 

Attendees will also receive an email in 
1 to 3 business days with these instructions.


