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Small Cell, Big Fight: Tackling 
the Reality of SCLC in the Clinic

• 15% of lung cancers are diagnosed as Small Cell Lung Cancer 
(SCLC)

• Highly aggressive malignancy
• Majority of patients diagnosed with stage IV /endstage 

disease 
• Dismal prognosis with a 5-year survival of ~12%

•  Although considered highly responsive to first line therapy, 
resistance to novel therapies like conventional immunotherapy is 
common 

• Recurrence is inevitable!
• Subsequent lines of therapy historically with limited efficacy. 
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SCLC Treatment History: Recent Approvals

2019 2020 2021 2022 2023 2024

FDA approvals First-line 
platinum-
etoposide- 
atezolizumab 

Second-line 
Tarlatamab 

Consolidation 
limited stage 
disease 
 
Durvalumab 

First-line 
platinum-
etoposide- 
durvalumab

Second-line 
lurbinectedin 

Supportive care 
trilaciclib 



Second-line Tarlatamab

Sands J. Presented at WCLC 2024 



Tarlatamab Efficacy: 
Redefining What's Possible in Small Cell Lung Cancer Care

• Objective response rate: 40%
• Disease control rate: 70%

Impressive response rates 
in heavily pre- treated 

SCLC  

• Median duration of response was 9.7 
months 

Durable response to 
therapy 

• Median overall survival 15.2 months 
Promising survival benefit 

Sands J. Presented at WCLC 2024 



Tarlatamab Toxicity: 
Importance of Expertise and Close Monitoring

Cytokine Release Syndrome (CRS)

ICANS (Immune Effector Cell-Associated Neurotoxicity Syndrome)

A specific type of side effect that can occur with bispecific T-cell engagers, characterized 
by neurological symptoms such as altered mental status, seizures, and cerebral edema.

Early identification and prompt management of these adverse events are crucial to prevent serious complications 
and ensure optimal patient outcomes.



G ́eraud et al. European Journal of Cancer 2024  

Both overdiagnosis and underdiagnosis of T cell 
Engager(TCE) therapy related toxicity- CRS and 
ICANS is a challenge  



Operationalization of Tarlatamab therapy at MCC



October 2023 December 2023

May 16, 2024

May 26, 2024



Moffitt Cancer Center Leading the Charge



17 months of SOC Tarlatamab : Lessons Learnt 



The rewards ..

14



Activity in extra-pulmonary neuroendocrine tumors 
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Post Cycle 2 (Complete Response):

Pre-Infusion

A 45-year-old female with history of Small cell 
carcinoma of left pyriform sinus with  cervical 
LAP  , DLL3 (SP347, Ventana) 95%

Images courtesy : Dr Kedar Kirtane 
Kirtane, Puri , Chung et al . Manuscript under review , JCO-PO 



Some challenges ..
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N=14 

Median lines of 
therapy: 3

C1D1 and D15
7% G3 CRS 
28% G2 ICANS
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N=31

Median lines of therapy =2 

Safety C1D1 and C1D8
>/=G3 CRS: 3-4%
>/=G3 ICANS 13% with no 
seizures 

Efficacy on 1st restaging 
(tumor shrinkage)

Systemic response =59% 
(10/17)

Intracranial response in 
untreated brain mets=82% 
(9/11) 



MCC data 

• 40 patients with SCLC treated with at least one dose of tarlatamab 
during cycle 1(C1) at MCC (May-February 2024)

• Median age -  66.5years (range: 49-81)
• Median prior lines: 70% </=2 lines 
• 87% with ECOG PS 0-1
• At the time of tarlatamab initiation, >25%  had worsening CNS disease 

(17.5% at baseline), and >45% had new/worsening liver metastases 
(32% at baseline).
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Unpublished data. 
Under review. Clinical Lung Cancer Oct 2025



Characteristics of Ineligible Patients by DeLLphi-301 trial 
Exclusion Criteria (N=40)
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DeLLphi-301 trial’s exclusion criteria at cycle 1 day 1 of tarlatamab Patients (N=40)
n (%) 

Untreated or symptomatic brain metastases or leptomeningeal disease 11 (27.5)

Inadequate organ function (renal, cardiac, hepatic)
GFR ≤ 30 ml/min 1 (2.5)
AST, ALT, or ALP >3x ULN or >5x ULN for patient with liver involvement 2 (5)
Total bili >1.5x ULN or >2x ULN for patient with liver involvement 2 (5)

ECOG performance status ≥2 5 (12.5)
Cytopenia

Platelet count < 90 2 (5)
Hemoglobin < 9 g/dL 4 (10)

Active malignancy within the last 2 years of C1D1 6 (15)
Transformation from non-small cell lung cancer 3 (7.5)
Mixed histology 8 (20)



Introduction of prophylactic tocilizumab 

• 3 patients ( ~11%)  experienced severe adverse events related to 
CRS/ICANS leading to death or transition to hospice post C1D1 
hospitalization (1 G4 CRS with G3 ICANS, 1 G4 CRS, 1 G4 ICANS 
with G3 CRS). 

• Based on this observation prophylactic tocilizumab prior to C1D1 
was implemented for high-risk features identified in the limited 
patient cohort with an ability to repeat dosing with subsequent 
cycles based on treating physicians’ discretion. 
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Unpublished data. 
Please do not distribute or share



Introduction of prophylactic tocilizumab 

Prophylactic tocilizumab (8 mg/kg) was implemented at our institution for patients considered to have 
a high-risk for AEs based on clinical and laboratory factors. 
Clinical risk factors 
• advanced age (>75 years), 
• multiple comorbidities, 
• primary tumor size ≥7 cm, 
• diffuse or innumerable hepatic metastases, or multiple coalescing hepatic lesions (treating 

physician interpretation of radiology). 
Laboratory risk factors 
• elevated baseline inflammatory markers: LDH ≥500 U/L, CRP ≥4 mg/dL, ferritin ≥400 ng/mL, and 

uric acid ≥8.4 mg/dL.

 Repeat dosing in subsequent cycles was left to the discretion of the treating physician. 
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Unpublished data. 
Please do not distribute or share
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Unpublished data. 
Please do not distribute or share



Safety 
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Unpublished data. 
Please do not distribute or share

w/o toci  N=30
C1D1-53% all grade CRS, 10% >/=G3, 23% any grade ICANs, 10% >/=G3
C1D8 42% all grade CRS, no G3, 11% ICANs all </=G2
w toci N=10:  1 patient with G2 CRS in C1D1, 1 patient with ICANs C1D8



Preliminary response data 

Patients who did not receive prophylactic tocilizumab (Evaluable 
patients, N=23), 
11 (47.8%) achieved a disease response (physician assessed 
best response) 
12 (52.1%) experienced disease progression.

Patients in the prophylactic tocilizumab group (Evaluable , N=6)
3 patients (50%) achieved a disease response 
3 patients (50%) experienced disease progression.
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Unpublished data. 
Please do not distribute or share



Can Tarlatamab Be Given as an Outpatient Setting?
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Can Tarlatamab Be Given as an Outpatient Setting?



Bridging the gap 



• Hub-and-spoke models: Initiation at academic centers with transition to community 
sites for maintenance

• Remote monitoring: Telehealth check-ins, hospital at home programs

• Standardized protocols: Algorithms/checklists for CRS/ICANS detection

• Education and outreach: Community-facing CME programs, toolkits for toxicity 
management

• Partnership models: Case conferencing. 

Bridging the Gap



ONWARD –SCLC
Observational Network for Advancing Real-World 

Data in SCLC 

Multi-Institutional Collaboration

The ONWARD consortium brings together a 
diverse group of leading academic and 
research institutions to collaborate on this 
initiative.

Gathering Real-World Data Data Analysis





ONWARD –SCLC : Real world questions 

Real world questions 
- Efficacy in mixed / transformed lung cancer histologies 
- Efficacy in large cell neuroendocrine tumors 
- Efficacy in extra pulmonary SCLC 
- Larger data on intracranial efficacy 
- CRS/ ICANS mitigation strategies 
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⚑ Mechanism of Action
• T-cell engagers (TCEs) link CD3 on T cells to tumor antigens, triggering immune synapse and tumor cell killing

 Toxicity Profile
• CRS and ICANS are common, often within 24–48h post-dose
• Requires early recognition and prompt management (e.g., tocilizumab, steroids)

 Importance of Early Detection
• Monitor for subtle symptoms: fever, hypotension, confusion
• Train frontline staff for rapid triage and escalation

 Operational Readiness
• Needs step-up dosing protocols, infusion center coordination, and emergency preparedness
• Outpatient transition depends on structured follow-up

 Bridging Practice Gaps
• Community sites may lack experience with TCEs
• Hub-and-spoke models, shared protocols, and telehealth support can improve access

 Pipeline & Approvals
• Many TCEs in development for solid tumors (HER2, EGFR, PSMA, DLL3, etc.)
• FDA-approved: Tebentafusp (uveal melanoma), Tarlatamab (SCLC)

Take Home Points
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Thank you !
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