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This educational activity contains discussion of 
non-FDA-approved uses of agents and regimens. 
Please refer to official prescribing information for 
each product for approved indications. 



We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 

more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 

You may do this as many times as you need for readability.
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Thank you for joining us!

Information on how to obtain CME, ABIM MOC 
and ABS credit will be provided at the 

conclusion of the activity in the Zoom chat room. 
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1 to 3 business days with these instructions.
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Clinical Case

• 66-yr old man who underwent lung 
screening at the recommendation of 

his PCP

• Right lung nodule and mediastinal 

adenopathy noted on scan

• PET/CT showed FDG avidity

• Biopsy demonstrated small cell lung 
cancer

• What treatment do you recommend?



Clinical Case: Recurrence

• Was treated with cisplatin and etoposide concurrent with radiation 
followed by durvalumab

• About 6 months into treatment on durvalumab, CT scan showed 
metastatic recurrence at multiple sites, including liver, right 

adrenal, and 3 bone mets

• He is asymptomatic and continues to have good functional status

• Biopsy of liver met confirms recurrent SCLC

• What is next line treatment?



Therapeutic Approaches for Limited-Stage and Localized SCLC

Megyesfalvi Z et al. CA Cancer J Clin 2023;73:620-52.



Molecular Targets in SCLC

Megyesfalvi Z et al. CA Cancer J Clin 2023;73:620-52.
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The Implications of Recent Datasets for the Current and 
Future Management of Small Cell Lung Cancer

Jacob Sands, MD
Physician

Dana-Farber Cancer Institute
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Boston, Massachusetts



2024 September 13;[Online ahead of print]



ADRIATIC Phase III Study Design

Spigel DR et al. ASCO 2024;Abstract LBA5.

LS-SCLC = limited-stage small cell lung cancer; cCRT = concurrent chemoradiation therapy; PCI = prophylactic cranial irradiation; RT = radiation therapy; 
OS = overall survival; PFS = progression-free survival; BICR = blinded independent central review



ADRIATIC: Overall Survival (Dual Primary Endpoint)

Cheng Y et al. N Engl J Med 2024 September 13;[Online ahead of print].



ADRIATIC: Progression-Free Survival (Dual Primary Endpoint)

Cheng Y et al. N Engl J Med 2024 September 13;[Online ahead of print].



Progression-Free Survival Comparison with CASPIAN



Overall Survival Comparison with CASPIAN



CASPIAN IMpower133

Paz-Ares L et al. Lancet 2019;394(10212):1929-39. Horn L et al. N Engl J Med 2018;379(23):2220-9. 



Updated OS Data for CASPIAN

Paz-Ares L et al. ESMO Open. 2022;7(2):100408.



Updated OS Data for IMpower133

IMbrella A is an extension of IMpower133 that included long term 
responders to atezolizumab for ongoing treatment

Liu et al. WCLC 2023



Updated OS Data for IMpower133

Liu et al. WCLC 2023



Updated OS Data for IMpower133

Liu et al. WCLC 2023



Questions?



FDA Grants Accelerated Approval to Tarlatamab for Extensive-Stage 
Small Cell Lung Cancer
Press Release: May 16, 2024

“On May 16, 2024, the Food and Drug Administration granted accelerated approval to tarlatamab-dlle for 

extensive stage small cell lung cancer (ES-SCLC) with disease progression on or after platinum-based 

chemotherapy.

Efficacy was evaluated in 99 patients with relapsed/refractory ES-SCLC with disease progression following 

platinum-based chemotherapy enrolled in DeLLphi-301 [NCT05060016], an open-label, multicenter, multi-cohort 

study. Patients with symptomatic brain metastases, interstitial lung disease or non-infectious pneumonitis, and 

active immunodeficiency were excluded. Patients received tarlatamab until disease progression or unacceptable 

toxicity.

The major efficacy outcome measures were overall response rate (ORR) per RECIST 1.1 and duration of response 

(DOR), as assessed by blinded independent central review. ORR was 40% (95% CI: 31, 51) and median DOR was 9.7 

months (range 2.7, 20.7+). Of the 69 patients with available data regarding platinum sensitivity status, the ORR 

was 52% (95% CI 32, 71) in 27 patients with platinum-resistant SCLC (defined as progression < 90 days after last 

dose of platinum therapy) and 31% (95% CI 18, 47) in 42 patients with platinum-sensitive SCLC (defined as 
progression ≥ 90 days after last dose of platinum therapy).”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-tarlatamab-dlle-extensive-stage-
small-cell-lung-cancer



Tarlatamab: A Half-life Extended BiTE® (bispecific T-cell engager) 

Immuno-oncology Therapy Targeting DLL3 for SCLC

Stieglmaier J, et al. Expert Opin Biol Ther. 2015;15:1093-1099. Einsele H, et al. Cancer. 2020;126:3192-3201. 
Paz-Ares L, Champiat S, Lai WV, et al. J Clin Oncol. 2023;41(16):2893-2903. 
  

▪  The inhibitory notch 
ligand delta-like 
ligand 3 (DLL3) is 
aberrantly expressed 
on the surface of up 
to 85% of SCLC cells 
and minimally 
expressed in normal 
tissues.

▪ In vitro SCLC 
models have 
indicated a role for 
DLL3 in promoting 
tumor growth, 
migration, and 
invasion. 

Courtesy of Luis Paz-Ares, MD, PhD

Tarlatamab

Tarlatamab engages endogenous T cells 
and SCLC cells



DeLLphi-301 Phase II Study Design

Sands J et al. WCLC 2024;Abstract OA10.03.



DeLLphi-301: Tarlatamab Anticancer Activity

Sands J et al. WCLC 2024;Abstract OA10.03.



DeLLphi-301: Duration of Response and Time on Treatment

Sands J et al. WCLC 2024;Abstract OA10.03.



DeLLphi-301: Overall Survival

Sands J et al. WCLC 2024;Abstract OA10.03.



DeLLphi-301: Most Common Tarlatamab-Related AEs over Time

Sands J et al. WCLC 2024;Abstract OA10.03.



DeLLphi-301: CRS and ICANS Incidence and Timing

Sands J et al. WCLC 2024;Abstract OA10.03.



Questions?



Abstract OA04.03 



Rudin CM et al. WCLC 2024;Abstract OA04.03. 

Ifinatamab Deruxtecan (I-DXd): A B7-H3-Targeted ADC



Rudin CM et al. WCLC 2024;Abstract OA04.03. 

IDeate-Lung01: Phase II Study Design

PBC = platinum-based chemotherapy; PD = progressive disease; CTFI = chemotherapy treatment-free interval; RP3D = recommended phase 3 dose; 
ORR = objective response rate; BICR = blinded independent central review; DOR = duration of response; DCR = disease control rate; 
TTR = time to response



Rudin CM et al. WCLC 2024;Abstract OA04.03. 

IDeate-Lung01: I-DXd was associated with rapid responses at both doses



Rudin CM et al. WCLC 2024;Abstract OA04.03. 

IDeate-Lung01: Most Common Treatment-Related 
Treatment-Emergent Adverse Events



Rudin CM et al. WCLC 2024;Abstract OA04.03. 

IDeate-Lung01: Interim Analysis Summary



Intracranial Response in Patients (pts) with Baseline 
(BL) Brain Metastases (BM) and Extensive-Stage (ES) 
Small Cell Lung Cancer (SCLC) Treated with Ifinatamab 
Deruxtecan (I-DXd) in the IDeate-Lung01 Study

Johnson ML et al.

ESMO 2024;Abstract 1787P.



Johnson ML et al. ESMO 2024;Abstract 1787P. 

IDeate-Lung01: Change in CNS Target-Lesion Volume in Patients 
Who Received I-DXd at 2 Different Doses

SOD = sum of diameters



Johnson ML et al. ESMO 2024;Abstract 1787P. 

IDeate-Lung01: Systemic and Intracranial Change from Baseline in SOD in 
Target Lesions in Patients Who Received I-DXd at 2 Different Doses



Owonikoko TK et al. ASCO 2024;Abstract TPS8126. www.clinicaltrials.gov. NCT06203210. Accessed September 2024.

IDeate-Lung02 Ongoing Phase III Trial Design

ILD = interstitial lung disease; TPC = treatment of physician's choice



IDeate-Lung03: A Phase Ib/II Study of Ifinatamab Deruxtecan (I-DXd) and 
Atezolizumab with or without Carboplatin as First-Line Induction or 
Maintenance for Patients with Extensive-Stage Small Cell Lung Cancer

Rudin C et al. ESMO 2024;Abstract 1813TiP.

Primary endpoint: Safety (DLTs [Part A] and TEAEs 
[Parts A and B])
Key secondary endpoints: PFS, ORR, DCR, DOR, 
CBR, OS and others

General key inclusion criteria:
• Histologically or cytologically confirmed 

diagnosis of ES-SCLC requiring first-line therapy
• Age ≥18 years or minimal legal adult age 

(whichever is greater)
• ECOG performance status 0–1 
• Patients with asymptomatic brain metastases 

(untreated or previously treated) are eligible

DLTs = dose-limiting toxicites; ORR = objective response rate; CBR = clinical benefit rate



Questions?



Abstract 8001



BEAT-SC Phase III Study Design

Ohe Y et al. ASCO 2024;Abstract 8001.

ORR = objective response rate



Phase III BEAT-SC: Investigator-Assessed PFS (Primary Endpoint)

Bev + ACE 
(n=167)

Placebo + ACE 
(n=166)

PFS events, n (%) 119 (71.3) 130 (78.3)

Median PFS
(95% CI), months

5.7
(5.5, 6.7)

4.4
(4.3, 5.4)

Stratified HR
(95% CI)

0.70
(0.54, 0.90), P=0.0060

Ohe Y et al. ASCO 2024;Abstract 8001.



Phase III BEAT-SC: Safety

Ohe Y et al. ASCO 2024;Abstract 8001.
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Other Key SCLC Abstracts from WCLC 2024

• Midde N et al. Exposure-response analyses to support ph3 dose selection for I-DXd 
(ifinatamab deruxtecan) in extensive stage SCLC patients. WCLC 2024;Abstract 
PT01.13.05.

• Dowlati A et al. Sacituzumab govitecan as second-line treatment in patients with 
extensive stage small cell lung cancer. WCLC 2024;Abstract OA04.04.

• Wang J et al. Efficacy and safety of HS-20093 in extensive stage small cell lung 
cancer in a multicenter, phase 1 study (ARTEMIS-001). WCLC 2024;Abstract 
OA04.06.

• Lau S et al. Tarlatamab with a PD-L1 inhibitor as first-line maintenance after 
chemo-immunotherapy for ES-SLCLC: DeLLphi-303 phase 1b study. WCLC 
2024;Abstract OA10.04.



Other Key SCLC Abstracts from WCLC 2024

• Dowlati A et al. DeLLphi-306 trial: A phase 3 study of tarlatamab after concurrent 
chemoradiotherapy in limited-stage small cell lung cancer. WCLC 2024;Abstract 
PT01.13.02.

• Perol M et al. Tarlatamab plus durvalumab as first-line maintenance in extensive-
stage small cell lung cancer: DeLLphi-305 phase 3 trial. WCLC 2024;Abstract 
PT01.13.02.

• Senan S et al. Patient-reported outcomes (PROs) with consolidation durvalumab 
versus placebo following cCRT in limited-stage SCLC: ADRIATIC. WCLC 
2024;Abstract MA17.04.

• Qui M et al. DLL3-targeted CAR-T therapy of small cell lung cancer utilizing circular 
RNA. WCLC 2024;Abstract MA17.13.
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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.
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