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Agenda
Advancing Immunotherapy in ES-SCLC
• OA01.03: Ph III Benmelstobart + Anlotinib (ETER701)
• OA01.04: 5-year OS of pts treated with atezolizumab in IMpower133
Novel therapies in 2nd line SCLC
•  OA01.05: Ph I of DLL3/CD3 T cell engager BI764532 in pts with 

DLL3+ tumors
• OA05.05: Ph I/II Ifinatamab deruxtecan (I-Dxd) in pts with refractory 

SCLC









IMpower133 carboplatin/etoposide +/- atezolizumab CASPIAN cis/carboplatin/etoposide +/- durvalumab

Horn L et al. NEJM. 2018 Dec 6; 379(23):2220-2229 Paz-Aes L et al. Lancet. 2019 Nov 23;394(10212):1929-1939 





Conclusions
• Benmelstobar + Anlotinib + EC improved PFS and OS as first-

line therapy in ES-SCLC patients compared to Placebo + EC
• Tolerable and manageable safety profile
• Addition of anti-angiogenic agent to immunochemotherapy in 

the first-line treatment of ES-SCLC resulted in historically 
longest PFS and OS in Chinese population
• Would be good to test in other patient populations
• How does Benmelstobar + Anlotinib + EC compare to 

Benmelstobar + EC?









Conclusions
• First report of 5-year survival outcomes for patients who received 

first-line cancer immunotherapy with chemotherapy for ES-SCLC
• The OS data compare favorably with historical 5-year OS rates
• Long-term safety profile of atezolizumab + CP/ET in IMbrella A is 

encouraging 
• Late onset immune-mediated toxicities were rare and manageable

• Outcomes demonstrate the potential for durable survival benefit up 
to 5 years with atezolizumab + CP/ET
• What factors predict long term clinical benefit with immunotherapy?















Conclusions
• Safety profile of BI 764532 is acceptable and manageable at 

clinically efficacious dose levels in patients with SCLC and 
LCNEC
• CRS in 48% of patients with SCLC/LCNEC; mostly grade 1–2 

and managed with standard supportive care
• Promising response rate in patients with SCLC/LCNEC (at 

doses ≥ 90 μg/kg): 26% and 60%
• Potential for durable responses
• Another promising DLL-3 targeting T-cell engager
• Tarlatamab



Topotecan RovaT Tarlatamab HPN328

n 151
All 2nd line,
Refractory
excluded

287

53%

106
2nd line 28%, 3rd line 42%,

≥4th 30%

11 
56% 2nd and 3rd 

lines

ORR
DCR

21.9 %
ND

14.3%
35.3%

24/106 (23%) (2 CR)
52%

27%

Median DOR 6.4 mo 3.5 mo 13 mo ND

Median PFS ND 3 mo 3.7 mo ND

Median OS 8.7 mo 6.3 mo 13.2 mo ND

Trials Targeting DLL3: Efficacy

Eckardt JR, et al. J Clin Oncol 2007 (topotecan); Blackhall F, J Thorac Oncol 2021 (RovaT); Borghaei H, et al. WCLC 2022 abstract OA12.05, Paz-Ares L, et al J 
Clin Oncol 2023 (tarlatamab); Johnson M, et al. ASCO 2022 abstract 8566 (HPN328)













Conclusions
• I-DXd is a novel B7-H3–directed ADC that demonstrates robust 

and durable efficacy in patients with relapsed SCLC
• Generally well tolerated
• No apparent trend of correlation was observed between B7-H3 

level and clinical efficacy parameters in the SCLC cohort
• Data support further clinical development of I-DXd, including a 

phase 2 study of patients with ES-SCLC following 1-3 prior lines 
of therapy (ongoing IDeate-1; NCT05280470)
• How will this ADC compare to others being evaluated in 

relapsed SCLC?



Other ADCs in SCLC
• IMMU-132 (Sacituzumab govitecan)

• Anti-TROP-2 antibody linked with SN-38 (active metabolite of irinotecan)
• TROP-2 high expression in 18% of high-grade NE tumors (incl 10% SCLC)

• Associated with lower lung cancer-specific survival 
• 53 patients: 60% pts showed tumor shrinkage from baseline, ORR 14%

• DOR 5.7 mos, PFS 3.7 mos, OS 7.5 mos, CBR 34%
• TROPiCS-03 ongoing phase II trial

• ABBV-011
• Seizure-related homolog protein (SEZ6)-targeting ADC, expressed in majority 

of SCLC
• 98 patients: ORR=19%, CBR=69% (ORR=25% in SEZ6-positive patients)
• ABBV-706 is next generation SEZ6-targeting ADC, phase I study underway



Overall Conclusions
• First line standard of care for ES-SCLC pts remains 

platinum/etoposide + PD-L1 inhibitor
• Increased rate of 5-year responders with immunotherapy
• Potential for improved efficacy with addition of antivascular agents

• Novel and emerging agents in relapsed SCLC patients
• DLL-3 targeting T-cell engagers (BI 764532, Tarlatamab)
• ADCs (I-Dxd, Sacituzumab govitecan, ABBV-011 )


