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Are we making significant progress in treating SCLC?

Yes and no…



Phase III clinical trials of ICI in SCLC (3198 patients… lessons?)

Horn et al., N Engl J Med 2018; Paz-Ares et al., ESMO Open 2022; Rudin et al., J Clin Oncol 2021; Rudin et al., ASCO 2022;
Cheng et al., JAMA 2022, Wang et al., Lancet Oncol 2022
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Immunotherapy can work…
  

Paz-Ares et al., ESMO Open 2022

3-year survival 5.8 vs. 17.6%

…but usually doesn’t
Median 10.5 vs. 12.9 mo



Blocking a second T cell checkpoints doesn’t work

Paz-Ares et al.
ESMO Open 2022

HR 0.71 (95% CI 0.60-0.86)
nominal p = 0.0003

% survival at 36 months (95% CI)
 17.6 (13.3-22.4)
        5.8 (3.4-9.1)

HR 0.81 (95% CI 0.67-0.97)
nominal p = 0.02

% survival at 36 months (95% CI)
 15.3 (11.2-19.9)
        5.8 (3.4-9.1)

EP +/- 
durvalumab

EP +/-
durvalumab/tremelimumab 

CASPIAN



Blocking a third T cell checkpoints doesn’t work

Rudin et al. J Clin Oncol  2023
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Censored

Tiragolumab + atezolizumab 
+ CE (n=196)

Placebo + atezolizumab
+ CE (n=201)

Tiragolumab + 
atezolizumab + CE

(n=196)

Placebo + 
atezolizumab + CE 

(n=201)
Patients with event, (%) 107 (54.6%) 105 (52.2%) 
Median (months, 95% CI) 13.6 (10.8, 14.9) 13.6 (12.3, 15.2)
Stratified HR* (95% CI) 1.04 (0.79, 1.36)
p-value (log-rank) 0.7963**

No. at risk
Placebo + atezo + CE

Tiragolumab + atezo + CE

201 188 175 164 144 125 97 47 26 12 5 NE195 183 168 156 134 115 70 36 19 9 NE

196 186 177 162 146 116 80 51 21 9 5 NE191 184 172 154 133 93 62 32 14 7 1

7 4

7 2



How do we raise the tail of this curve?

How do we induce immuno-responsiveness in the (90%?) of 
SCLC that are immuno-resistant?



Antibody therapeutics targeting cell surface determinants of SCLC



Surface proteome of SCLC – DLL3 stands out
 High tumor specificity of cell surface expression

DLL3

Sharma et al., Cancer Res 2017



Bi-specific T-cell engagers (BiTEs): bringing the T cell to the tumor

Rudin et al., J Hematol Oncol 2023



Many BiTEs, many flavors

Rudin et al., J Hematol Oncol 2023



Tarlatamab response in patients with treated SCLC

Paz-Ares et al., J Clin Oncol 2023

Confirmed response rate 23%



Durability of tarlatamab responses in SCLC

Median DOR 12.3 mo
(95% CI 6.6 – 14.9) 

Duration of 
Response in 
Confirmed 

Responders 
(n=25)

Paz-Ares et al., J Clin Oncol 2023



Antibody-based DLL3-targeted therapies in development for SCLC

Rudin et al. J Hematol Oncol 2023 (modified)

Agent Mechanism of action Status

Antibody-drug conjugates

Rovalpituzumab tesirine ADC targeting DLL3 Terminated

SC-002 ADC targeting DLL3 Terminated

Chimeric antigen receptors

DLL3-CAR-NK cells 
Anti-DLL3-transduced natural 

killer cells
Recruiting (Phase 1)

AMG 119
Anti-DLL3 transduced 

autologous T cells
Suspended (Phase 1)

T-cell engagers

Tarlatamab DLL3/CD3 BiTE Recruiting (Phase 2)

BI 764532 DLL3/CD3 BiTE Recruiting (Phase 1)

HPN328 DLL3/CD3/Albumin TriTAC Recruiting (Phase 1/2)

RO7616789 DLL3/CD3/CD137 TriTAC Recruiting (Phase 1)

PT217 DLL3/CD47 BiTE Not yet recruiting

QLS31904 DLL3/CD3 BiTE Not yet recruiting



Antibody drug conjugates

• Antibody drug conjugates 
assessed in SCLC

•  anti-DLL3 
•  anti-CD56 
•  anti-TROP2 
•  anti-CD276 
•  anti-SEZ6 

Chau et al., Lancet 2019



ADCs are having a moment…

2000 20202010 20152005

Gemtuzumab ozogamicin
(AML)

Brentuxumab vedotin
(ALCL/HL)

T-DM1
(Breast)

Inotuzumab ozogamicin 
(B-ALL)

T-DXd
(Breast)

Sacituzumab govitecan 
(Breast)

Enfortumab vedotin
(Urothelial)

Loncastuximab tesirine
(DLBCL)

Tisotamab Vedotin
(Cervical)

Belantamab mafodotin
(Myeloma)

Moxetumomab pasudotox
(HCL)

Over 300 ADCs are in preclinical/clinical development 

Mirvetuximab Soravtansine
(Ovarian)

Polatuzumab vedotin 
(DLBCL)

Josh Drago (MSKCC)



CD276 (B7-H3)-directed ADC DS-7300: 
initial phase I efficacy 

Johnson et al., ESMO congress  2021



DS-7300 dose-finding study in patients with recurrent SCLC

Key eligibility
(N = 80)

• ES-SCLC
• RECIST measurable
• Progression after ≥1 prior Rx

8 mg/kg IV Q3W DS-7300

12 mg/kg IV Q3W DS-7300

R 1:1 Primary Endpoint: ORR

NCT05280470 (ClinicalTrials.gov)



Take home
 

• Anti-PD-(L)1 blockade has changed our first-line 
standard of care for ES-SCLC
• Targeting T-cell checkpoints CTLA4 or TIGIT has not 

provided additional benefit

• Multiple classes of antibody-based therapies 
are in the clinic, with more on the way
• Blocking antibodies
• Antibody-drug conjugates
• T cell engagers
• CAR T constructs
• Radioimmunoconjugates

• ADCs and TCEs are showing promising activity 
in patients with recurrent SCLC


