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Autologous natural killer cell infusion as consolidation 

therapy after first-line chemoradiotherapy for limited-stage 

small-cell lung cancer: A cohort analysis of a randomized 

phase II study (NCT03410368)



NK, natural killer; PFS, progression-free survival; PD, progressive disease; OS, overall survival; ECOG, Eastern Cooperative

Oncology Group; TNM, tumor node metastasis; AEs, adverse events; GMP, Good Manufacturing Practice Laboratory, RECIST

v1.1, Response Evaluation Criteria in Solid Tumors version 1.1

Study Design

Prof. Jiuwei Cui

PFS, progression-free survival; PD, progressive disease; OS, overall survival; ECOG, Eastern Cooperative Oncology Group; TNM, tumor node metastasis; AEs, adverse events; GMP, Good Manufacturing Practice Laboratory, RECIST v1.1, Response

Evaluation Criteria in Solid Tumors version 1.1; ITT, intention-to-treat; PP, per-protocol; NK, natural killer; LS-SCLC, limited-stage small-cell lung cancer; SD, stable disease; CR, complete response; PR, partial response;

A cohort analysis of limited-stage patients from a randomized, controlled, phase II clinical trial of

NK cell-based immunotherapy as consolidation/maintenance therapy for SCLC (NCT03410368)

End points
• Primary: PFS
• Secondary: OS, 12- and 24-month PFS rate, 24- and 36-month OS rates and safety.





NK, natural killer; PFS, progression-free survival; PD, progressive disease; OS, overall survival; ECOG, Eastern Cooperative

Oncology Group; TNM, tumor node metastasis; AEs, adverse events; GMP, Good Manufacturing Practice Laboratory, RECIST

v1.1, Response Evaluation Criteria in Solid Tumors version 1.1

Results —— Safety

Prof. Jiuwei Cui

In the safety-

analysis set, the 

incidence of any-

grade AEs 52.6% 

(10/19) in the 

treatment group and 

52.4% (11/21) in the 

observation group,  

most  grade 1–2.

(ITT, 50.0% [11/22] in the 

observation group and 

47.6% [10/21]) in the 

treatment group;

*The safety-analysis-set included all the patients who had received at least one dose of a trial 

drug or been followed up at least once. Some patients had more than one adverse event.



Concurrent thoracic radiotherapy, chemotherapy

and durvalumab in ES SCLC - a phase III trial
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ABBV-706 targets SEZ6, a neuroendocrine lineage marker overexpressed in 

SCLC and NEC1–4

ABBV-706 is a first-in-class ADC5

̶ anti-SEZ6 mAb

̶ Stable, cleavable linker 

̶ Potent Top1i payload (adizutecan)5

̶ DAR of 6 

aMedian cytomembrane H-score: 145.

1. Marks JA, et al. Journal of Thoracic Oncology. 2024;10:S364. 2. Chandana SR, et al. J Clin Oncol. 2024;42(16_suppl):3001. 3. Cooper AJ, et al. J Clin Oncol. 2025;43(16_suppl):105. 4. Wang S, et al. J Clin Oncol. 2025;43(16_suppl):3085.               

5. Faivre EJ, et al. Cancer Res. 2024;84(6_Supplement):3148.

ADC, antibody-drug conjugate; DAR, drug-to-antibody ratio; DLL3, Delta-like ligand 3; mAb, monoclonal antibody; mRNA, messenger RNA;  NEC, neuroendocrine carcinoma; SCLC, small cell lung cancer; SEZ6, seizure-related 6 homolog; TROP2, 

trophoblast cell surface antigen 2; Top1i, topoisomerase 1 inhibitor.

SEZ6 has high mRNA expression in SCLC

(N = 97; NCT05599984)

   

   

   

   

  
 

 
  

 
 

 
 

 

    

      

    

      

    

      

       

      

SEZ6 tumor expression is prevalent in patients with SCLC 

(93% of patients above a 1+, 1% cutoff by IHC)a

SEZ6
N = 97

DLL3
N = 97

B7H3
N = 97

TROP2
N = 97
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22/44 7/12 4/4 35/64 14/25 10/13 14/27 5/11 2/4

ABBV-706 1.8 mg/kg monotherapy in the 2L setting demonstrated a 

confirmed ORR of 82%

*Investigator-assessed confirmed CR + PR. 

2L, second-line treatment; CBR, clinical benefit rate; CTFI, chemotherapy-free interval; ORR, objective response rate; PR, partial response.

• Strong overall antitumor activity was observed with ABBV-706 monotherapy, and responses were observed in patients 

with platinum-refractory and resistant disease

• Clinical benefit was high across groups, with a CBR of > 94% in both 1.8 mg/kg subgroups



ABBV-706 monotherapy demonstrated promising overall survival outcomes of 

14.3 months in patients 2L post platinum-based chemotherapy

Assessed by investigator per RECIST v1.1.

2L, second-line therapy; CTFI, chemotherapy-free interval; K-M, Kaplan-Meier; mOS, median overall survival; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1.

Overall Survival Rate
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(6.8,17.6)

15,2
(3.8,17.6)

9,5
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mOS, months (95% CI)

Overall survival
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36/66

16/25

7/13

19/29

8/11

3/4

Total

N = 124

1.8 mg/kg as 2L+

n = 41

1.8 mg/kg as 2L

n = 17

K-M OS 18-month estimate (95% CI) 0.24 (0.14, 0.35) 0.22 (0.08, 0.42) 0.43 (0.18, 0.65)

Total 1.8 mg/kg as 2L+ 1.8 mg/kg as 2L

Median, months 

(95% CI)

11.3 

(9.1, 14.8)

12.4 

(8.2, 17.3)

14.3

(7.8, NE)

1.8 mg/kg as 2L



ABBV-706 + budigalimab combination therapy demonstrated an encouraging 

median PFS of 8.1 months with median OS not reached

Assessed by investigator per RECIST v1.1.

Budi, budigalimab; PFS, progression-free survival; NE, not evaluable; NR, not reached; OS, overall survival.

1.8 mg/kg as 2L [OS]

1.8 mg/kg as 2L [PFS]

1.8 mg/kg + Budi [PFS]

1.8 mg/kg + Budi [OS]

1.8 mg/kg + Budi [PFS] 1.8 mg/kg + Budi [OS]

Median, months 

(95% CI)

8.1 

(1.4, NE)

NR 

(2.5, NE)

K-M estimates at

6 months, % (95% CI)

9 months, % (95% CI)

51 (18, 77)

NR (NE, NE) 

64 (30, 85)

64 (30, 85) 
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Hematologic and GI toxicities were the most common ABBV-706-related AEs, 

and combination with budigalimab did not alter the safety profile

ABBV-706 monotherapy 1.8 mg/kg as 2L+ (n = 41) ABBV-706 1.8 mg/kg + budi (N = 11)

Grade 1–2 Grade ≥ 3

TRAEs experienced by ≥ 15% of patients in the ABBV-706 monotherapy 1.8 mg/kg cohort are listed.

AE, adverse event; Budi, budigalimab; GI, gastrointestinal; ILD, interstitial lung disease; TRAE, treatment-related adverse event.

Anemia

Nausea

Neutrophil count decreased/ 

neutropenia

White blood cell count 

decreased

Platelet count 

decreased/ 

thrombocytopenia

Decreased Appetite

Fatigue

Vomiting

•   st c mm   Grade ≥    R  s were hemat    ic

• Most GI toxicity events were Grade 1–2

• Rates of dysgeusia, alopecia, and stomatitis      

were < 5%

• Any-grade treatment-related adjudicated ILD

• Monotherapy: 7/124 (5.6%) patients

• Combination: 0/11 patients

• 4/7 patients had grade 1–2 events



Phase I Study of BL-M14D1, a Novel DLL3-Directed 

Antibody-Drug Conjugate (ADC), in Patients with 

Locally Advanced or Metastatic Small-Cell Lung Cancer 

(SCLC), Neuroendocrine Carcinoma (NEC) and Other 

Solid Tumors
Wei Li1, Yuping Sun2, Qi Dang3, Zhiyong He4, Ming Lu5, Yinghua Ji6, Yongchang Zhang7, Yan Yu8, Bihui Li9, Tao Qin10, Jian Fang11, You Lu12, Longhua Sun13, Wei 

Jiang14, Qitao Yu15, Jiuwei Cui16, Sa Xiao17, Hai Zhu18, Yi Zhu19, Caicun Zhou20
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Wei Li, MD

Background

BL-M14D1, DLL3-Directed  ADC

Efficacy and safety results of BL-M14D1 in SCLC and NEC patients from phase I study are presented (NCT06505824).

• DLL-3 is overexpressed in up to 80% of SCLC and other 

neuroendocrine neoplasms, with low expression in normal tissues1.

• BL-M14D1 is a DLL3-directed ADC. The antibody part of BL-

M14D1 consists of a human anti-DLL3 monoclonal antibody 

component (anti-DLL3 mAb), and a linker-payload component 

(Ex0115). Ex0115 is composed of a topoisomerase I inhibitor 

(topo1i) Ed-04 payload and a stable enzyme-cleavable linker 

(IMP042).

mAb, monoclonal antibody; DLL3, delta-like ligand 3.

1. Endocr Pathol. 2025 Mar 28;36(1):9.

Anti-DLL3 mAb

Drug







Results from the Phase 1 study of LB2102, a 
dnTGFBR2-armored, DLL3-targeted autologous 
CAR-T cell therapy, in patients with relapsed or 

refractory SCLC or LCNEC
AUTHORS: Z Hao, A Chiappori, B Creelan, R Munker, P Schwarzenberger, N Patel, S Vahora, 

C Davis, C Wang, J Zhang, L Xin, AJ Schoenfeld, and J Sands

ClinicalTrials.gov no: NCT05680922

Presented by Zhonglin Hao MD PhD

Markey Cancer Center, University of Kentucky, Lexington, KY



LB2102 : DLL3-targeted Autologous CAR-T Cells With dnTGFBR2 Armor
DLL3 

• An inhibitory Notch ligand highly expressed on the 
cell surface in SCLC and other neuroendocrine 
tumors 

• Minimal expression in normal tissues 

LB2102 CAR-T Cell Design

• Chimeric antigen receptor (CAR): dual single-
domain antibodies (sdAb) with high-affinity 
binding for DLL3 

• dnTGFBR2 blocks TGF-β mediated signaling to 
SMAD2

• dnTGFBR2 removes the inhibitory effects of TGF-
on the CAR-T cells, leading to their increased 
activation, proliferation, and anti-tumor effector 
functions

CAR dnTGFBR2

TGF-

dnTGFBR2

Oral abstract, no. 339 ASCGT Congress 2026



At DL3 and Above, the Objective Response Rate (ORR) is 28.6% 
Disease Control Rate (DCR) is 78.6%

DL1
[N=3] 
n (%)

DL2 
[N=3] 
n (%)

DL3
[N=3] 
n (%)

DL4
[N=3] 
n (%)

DL5
[N=3]
n (%)

DL7
[N=5]
n (%)

Overall
[N=20]
n (%)

ORR (PR) 0 0 1 (33.3) 1 (33.3) 0 2 (40.0) 4 (20.0)

DCR (PR+SD) 0 3 (100) 3 (100) 2 (66.7) 3 (100) 3 (60.0) 14 (70.0)

DL, dose level; PR, partial response; SD, stable disease

Best Responses (per RECIST 1.1)

Subjects
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Dose Level 1

Dose Level 2

Dose Level 3

Dose Level 4

Dose Level 5

Dose Level 7

*
^

Note: 2 subjects with progressing disease (PD) not shown (1 non-measurable at baseline; 1 missing TL data) but included in ORR 
^ SD as best response; target lesion reduced by 32% but PD due to new lesion
* Unconfirmed PR, tumor lesion reduced by 48%; PD at confirmation

Best 
Responses 
Across 
Dose Levels



Responses to LB2101 are Durable

* PD driven by brain metastases and managed with SBRT; no subsequent systemic antineoplastic therapy (cross-hatched part of arrow)

• Data cut-off April 13 (median follow up 12.5 mo; range 1.1-19.5 mo): median DOR was 6.5 mo (95% CI, 6.1-NR), 
ongoing response in 2 subjects

• At ≥DL3 (median follow up 9.5 mo; range, 1.1-17.6 mo):
• Median duration of disease control was 6.1 mo (95% CI, 1.3-6.8 mo)
• DCR was 51.9% at 6 mo and 13.0% at 9 mo

LC
N

EC
SC

LC

Days Since LB2102 Infusion

Su
bj

ec
ts

Duration of Response (DOR): 185 days *

DOR: 208 days

DOR: 36+ days

DOR: 31+ days

Overall Response
Partial response (PR)
Stable disease (SD)
Progressive disease (PD)
Death
Subsequent cancer therapy

Dose Level 1

Dose Level 2

Dose Level 3

Dose Level 4

Dose Level 5

Dose Level 7

*



Intracranial efficacy of tarlatamab versus chemotherapy 

as second-line treatment for small cell lung cancer: 

DeLLphi-304 phase 3 post hoc analysis

Giannis Mountzios, Byoung Chul Cho, Philip E. Lammers, Longhua Sun, Surein Arulananda, Fiona H. Blackhall, 

Tatsuya Yoshida, Myung-Ju Ahn, Salman R. Punekar, Bo Zhu, Tudor-Eliade Ciuleanu, Julien Mazieres, 

Antonio Lugini, Pedro Rocha, Ippokratis Korantzis, Martin Schuler, Wei Shi, Ali Hamidi, Diana Gauto, Charles M. Rudin

Speaker: Giannis Mountzios, MD, MSc, PhD 

Henry Dunant Hospital Center, Athens, Greece

G. Mountzios, Intracranial efficacy of tarlatamab versus chemotherapy in SCLC: Post hoc analysis of DeLLphi-304



G. Mountzios, Intracranial efficacy of tarlatamab versus chemotherapy in SCLC: Post hoc analysis of DeLLphi-304

Patients in the tarlatamab group had a 46% lower risk of CNS disease progression or death compared to those in 

the chemotherapy group.

*Hazard ratio and 95% CI were estimated using a stratified Cox proportional hazards model.

CI, confidence interval; CNS, central nervous system; ITT, intention-to-treat; NE, not estimable; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors.
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Tarlatamab delayed time to CNS progression or death in all patients



Post hoc analysis of intracranial efficacy in the DeLLphi-304 trial

G. Mountzios, Intracranial efficacy of tarlatamab versus chemotherapy in SCLC: Post hoc analysis of DeLLphi-304

Patients with confirmed SCLC whose disease had progressed 

following 1L platinum-based chemotherapy +/- anti-PD-(L)1
(Patients with asymptomatic, treated or untreated brain metastases allowed)

Endpoint(s) assessed

Patients with ≥ 1 BM per mRANO-BM/BICR 

at baseline and ≥ 1 post-baseline scan

(n = 67)

Patients with ≥ 1 BM per mRANO-BM/BICR 

at baseline and ≥ 1 post-baseline scan

(n = 56)

mRANO-BM/BICR analysis group

• CNS PFS

• CNS ORR

• CNS DoDC

Patients with BM at baseline per RECIST

by investigator

(n = 98)

Patients with BM at baseline per RECIST

by investigator

(n = 99)

• OS

• Safety/tolerability

Tarlatamab

(n = 254)

Chemotherapy†

(n = 255)
• CNS PFS (investigator-assessed)

*Randomization was stratified by history of brain metastases, prior anti-PD-(L)1 exposure, chemotherapy-free interval, and intended chemotherapy.
†Topotecan was used in all countries except Japan, lurbinectedin in Australia, Canada, Republic of Korea, Singapore and the United States, and amrubicin in Japan

1L, first-line; BM, brain metastases; BICR, blinded independent central review; CNS, central nervous system; DoDC, duration of disease control; mRANO-BM, modified Response Assessment in Neuro-Oncology Brain 

Metastases; ORR, objective response rate; OS, overall survival; PD-(L)1, programmed death-(ligand)1; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors; SCLC, small cell lung cancer.  

1:1 randomization*



G. Mountzios, Intracranial efficacy of tarlatamab versus chemotherapy in SCLC: Post hoc analysis of DeLLphi-304

*Hazard ratio and 95% CI were estimated using an unstratified Cox proportional hazards model.

BICR, blinded independent central review; CI, confidence interval; CNS, central nervous system; mRANO-BM, modified Response Assessment in Neuro-Oncology Brain Metastases; PFS, progression-free survival.

Tarlatamab

(n = 67)
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(n = 56)

Median CNS PFS, months

(95% CI)
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mRANO-BM analysis by BICR

Patients with ≥ 1 brain metastases at baseline per mRANO-BM by BICR and ≥ 1 post-baseline scan

Among patients with brain metastases, treatment with tarlatamab reduced the risk of CNS disease progression or 

death by 60% compared to chemotherapy.

Tarlatamab delayed CNS progression or death in patients with brain metastases 



G. Mountzios, Intracranial efficacy of tarlatamab versus chemotherapy in SCLC: Post hoc analysis of DeLLphi-304

Treatment with tarlatamab reduced the risk of death by 49% in patients with brain metastases vs chemotherapy 

(HR 0.51 [95% CI: 0.34, 0.74]).

Median follow-up: 11.4 months (tarlatamab) and 11.5 months (chemotherapy)

Number of patients at risk:
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Tarlatamab improved overall survival vs chemotherapy regardless of the presence of brain metastases

Patients with or without brain metastases 

at baseline per RECIST by investigator

*Hazard ratio and 95% CI were estimated using an unstratified Cox proportional hazards model. †Hazard ratio for death for tarlatamab versus chemotherapy in patients with brain metastases at baseline.

BM, brain metastases; CTx, chemotherapy; CI, confidence interval; NE, not estimable; OS, overall survival; RECIST, Response Evaluation Criteria in Solid Tumors; w/o, without. 
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CONCLUSIONES

- CPCP 1L: 
- La RT torácica no muestra beneficio en la era QT-IO
- Resultados iniciales con radiofármacos son prometedores en seguridad y 

eficacia, pero es necesario un mayor seguimiento 

- CPCP 2L:
- Diferentes tipos de ADC con resultados muy prometedores en seguridad y 

eficacia
- Nuevas alternativas terapéuticas: CAR-T,  Ac Biespecíficos
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