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Title SPACE-T: 

A single-arm phase II-study to confirm efficacy and feasibility of tarlatamab 

treatment in patients with extensive stage small-cell lung cancer with poor 

performance status 

Protocol version; 

Protocoll no. 

EU-CT No. 

Version 2.0 (2025-10-08) 

AIO-TRK-0624 

2025-522437-65-00 

Study design Single-arm, open-label, exploratory phase II study 

Anticipated start Q3/2025 

Duration of 

study 

Enrollment: 36 months 

Total study duration: 48 months (incl. follow-up) 

Indication Stage IV SCLC, pre-treated 

Target 

population 

Patients with stage IV SCLC and ECOG performance status 2, having received at 

least one prior line of treatment in the recurrent or metastatic setting 

Number of sites 15 sites in Germany 

Primary 

objective 

To prospectively evaluate the efficacy of tarlatamab treatment in patients with 

extensive stage small-cell lung cancer and poor performance status. 

Secondary 

objectives 

Evaluate efficacy, feasibility, quality of life, and safety of tarlatamab in patients with 

extensive stage small-cell lung cancer and poor performance status.  

Evaluate feasibility, intracranial efficacy, quality of life, and safety of tarlatamab in 

patients with brain metastases. 

Evaluate feasibility of embedding palliative radiation with tarlatamab treatment.  

Exploratory 

objectives 

Translational research with a focus on early immune response, early dynamics of 

immune cell composition and activation correlated with early response. 

Sample size N=57 

Key inclusion 

criteria 

1. Written informed consent obtained from the subject prior to performing 

any protocol-related procedures. 

2. Age ≥ 18 years 

3. ECOG performance status 2 

4. Histologically confirmed small-cell lung cancer (initial mixed histology / 

combined SCLC permitted if re-biopsy of current progression shows SCLC) 

5. Recurrent or metastatic disease. In case of local-only recurrence, 

availability of local treatment options must have been excluded 

6. Has received at least one prior line of treatment in the recurrent or 

metastatic setting 

7. Has received a prior treatment line with platinum, etoposide, and a PD-L1 

antibody. Treatment with chemotherapy only is acceptable if the patient 

had a contraindication for CPI treatment 

8. Measurable disease according to RECIST v1.1 

Key exclusion 

criteria 

1. Active brain metastases with unstable symptoms (new or progressive 

neurological symptoms within the last 3 weeks) 
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2. Bone marrow insufficiency:  

a. neutrophil count < 1.5/nL or 

b. hemoglobin <8 mg/dL or 

c. platelets <100/nL 

3. Advanced liver disease:  

a. Subjects with pre-existing chronic liver disease: 

i. Total bilirubin > 1.5xULN or  

ii. ALT or AST > 3xULN 

b. Subjects with no relevant prior chronic liver disease and elevated 

liver parameters due to liver metastases: 

i. Total bilirubin > 3xULN or  

ii. ALT or AST > 10xULN 

c. International normalized ratio (INR) > 2.0 and partial 

thromboplastin time (PTT) or activated partial thromboplastin 

time (aPTT) ≥ 1.5 x ULN, except for subjects undergoing new class 

anticoagulant therapy (eg, Apixaban, Rivaroxaban, Edoxaban) with 

stable dose for 2 weeks prior to enrollment 

4. Advanced kidney disease:  

CKD-EPI GFR <20 ml/min/1.73m² 

5. Clinically significant pleural effusion (see protocol for guidance)  

6. Respiratory compromise leading to an unjustifiable risk in case of higher-

grade CRS, in the judgment of the investigator (see protocol for guidance) 

7. Prior DLL3-directed treatment 

8. Prior systemic therapy (chemotherapy, CPI) within 14 days prior to first 

dose of study treatment 

IMP  Tarlatamab at a step dose of 1 mg and a target dose of 10 mg q2w 

Treatment 

schedule 

1 mg step dose on cycle 1 day 1 

10 mg target dose starting cycle 1 day 8, cycle 1 day 15, and Q2W thereafter 

Primary 

endpoint 

• Overall survival rate at 12 months 

Secondary 

endpoints 

OS, PFS, ORR, DOR, intracranial ORR, Rate of patients tolerating tarlatamab until 

first disease assessment, Safety and tolerability, Time to next-line systemic therapy, 

Quality of life: EORTC-QLQ-C30, PRO-CTCAE 

Translational 

research  

Collection of biospecimen (blood, SoC rebiopsies)  

Rationale & 

Hypothesis 

Tarlatamab (AMG 757) is a half-life extended (HLE) bispecific T-cell engager (BiTE®) 

molecule combining the binding specificities for delta-like ligand 3 (DLL3) and CD3 

(Giffin et al., 2021) and has demonstrated promising antitumor activity (Ahn et al., 

2023; Paz-Ares, Champiat, et al., 2023). 

In May 2024, tarlatamab received accelerated approval by the Food and Drug 

Administration (FDA) in the United States for treatment of patients with ES-SCLC 
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with disease progression on or after platinum-based chemotherapy. Tarlatamab 

has not yet been approved in the European Union. To corroborate results from 

single-arm studies, the randomized phase III study DeLLphi-304 compared 

tarlatamab with standard of care second-line therapy (Paz-Ares, Felip, et al., 2023). 

This trial has shown clearly superior PFS and OS of tarlatamab (Mountzios et al., 

2025) and is expected to lead to approval of this drug in the second-line setting. 

Small-cell lung cancer (SCLC) is frequently diagnosed in frail and elderly patients, 

many having smoking-related comorbidities. Disease progression out of 

maintenance with anti-PD-L1 antibodies often occurs rapid and associates with 

clinical symptoms. Intracranial progression or symptomatic bone lesions may 

require palliative radiotherapy. Thus, in clinical practice, many patients requiring 

second-line treatment for SCLC present with poor performance status, precluding 

their inclusion in registrational trials. At present, there is little information 

regarding the feasibility, safety and efficacy of tarlatamab treatment for this 

considerable fraction of patients. However, T-cell-engagers and T-cell based 

therapies, with their class effect of cytokine release syndrome (CRS) and Immune 

effector cell-associated neurotoxicity syndrome (ICANS), have entered standard-of-

care for a broader range of malignant diseases with a focus on hematological 

neoplasms. There is accumulating evidence that these therapies have comparable 

efficacy, and no excess toxicity even in frail or elderly patients (Adegbite et al., 2024; 

Guégan et al., 2025).  We thus expect that tarlatamab is feasible in patients with 

stage IV SCLC and reduced performance status. This study shall explore tarlatamab 

in the clinically highly relevant population of comorbid patients with SCLC, who are 

highly representative of the real-world patient populations. 

 

 


