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Malignant SCLC from the bronchial brushings of a 60 yo male
McCormack M. Case Study, Radiopaedia.org
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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:
The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate
to patient care must include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022,
all continuing education courses for a physician and surgeon must contain curriculum that includes specified instruction in the
understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact 
their access to care.

EXEMPTION:
Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct 
patient care component. 

This presentation is dedicated solely to research or other issues that do not contain a direct patient 
care component. 

https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241


Discussion Agenda

1. Standard of care and current treatment landscape

 Key markers of recent progress in treating SCLC

 Immune Checkpoint Inhibitors (ICIs) in SC-SCLC and ES-SCLC

2. Novel agents based on a growing understanding of SCLC biology

 Bispecific T-cell Engagers (BiTEs)

 Antibody Drug Conjugates (ADCs)

 Unmet space for treatment of transformed SCLC (T-SCLC)

 CAR T, PROTAC, and beyond



• Small cell lung cancer (SCLC) is an aggressive 
form of lung cancer of the neuroendocrine 
lineage

• SCLC's ability to evolve and rapidly adapt can 
lead to the development of resistance to 
therapies and relapse

• For decades, most patients would succumb to 
the disease within 12 months from diagnosis

• Breakthroughs are desperately needed for 
patients diagnosed with SCLC

Recalcitrant Cancer Research Act of 2012.
Rossi, A. J Thorac Dis, 2016.

Huang, et al. Thorac Canc. 2021.
NCI Scientific Framework for SCLC, 2014.

There is nothing “small” about small cell

https://pubmed.ncbi.nlm.nih.gov/27746976/


SCLC has an exceptional response to platinum/etoposide

...but progression is nearly inevitable.
What is going to move the needle for patients with SCLC?
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1990s
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Landmark FDA approvals for the treatment of SCLC
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Lurbinectedin

(Zepzelca)
7.4 mo

2020
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DeLLphi-304
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DeLLphi-301

2L+
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14.3 mo

2L
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Adapted from:
Arya, Dyer, Hegi-Johnson, et al. Am Soc Clin Oncol Educ Book, 2026.
Curtis, Gordon, Pataillot-Meakin et al. Drug Discovery Online, 2025. 

doi:%2010.1200/EDBK-26-524964
https://www.drugdiscoveryonline.com/doc/small-cells-big-shifts-recent-advances-in-targeting-small-cell-lung-cancer-0001


The current treatment landscape of SCLC

65-70% of patients 
have Extensive-
Stage (ES) SCLC

30-35% of patients 
have Limited-Stage 

(LS) SCLC

Sen, Takahashi, Chakraborty, et al. Nat Rev Clin Oncol, 2024.

"Limited" to one 
hemothorax and can 

be safely 
encompassed in a 

single radiation field



ADRIATIC (2024): Consolidative durvalumab post-CCRT 
improved OS in LS-SCLC

Cheng, Spigel, Chul Cho, et al. N Engl J Med, 2024.

 Trail regime was well tolerated with no significant increase in grade 3/4 pneumonitis

 FDA approval in 2024 and implementation into national guidelines advanced immunotherapy into LS-SCLC

http://DOI:%2010.1056/NEJMoa2404873
http://DOI:%2010.1056/NEJMoa2404873


IMpower133 (2019): Atezolizumab added to 
carboplatin-etoposide extended OS in ES-SCLC

Atezolizumab is 
a humanized anti-

PD-L1 antibody

TECENTRIQ® (atezolizumab) proposed mechanism of action
Horn, Mansfield, Szczęsna, et al. N Engl J Med, 2018.

Atezolizumab

Atezolizumab

https://www.tecentriq-hcp.com/metastatic-nsclc/about/how-tecentriq-works.html
https://www.nejm.org/doi/full/10.1056/NEJMoa1809064
https://www.nejm.org/doi/full/10.1056/NEJMoa1809064


CASPIAN (2020): Durvalumab added to 
platinum-etoposide extended OS in ES-SCLC

Study allowed
physicians to 

choose the type 
of platinum 

chemotherapy

Reinmuth, Goldman, Chen, et al. N Clinical Lung Cancer (2025).

OS favored durvalumab plus EP vs. EP alone 
regardless of sex or platinum agent

Cisplatin OS

Carboplatin OS

https://doi.org/10.1016/j.cllc.2025.08.001


IMforte (2025): Maintenance atezolizumab and lurbinectedin 
improved PFS vs. monotherapy (5.4 vs. 2.1 mo)



IMforte (2025): Maintenance atezolizumab and lurbinectedin 
improved OS vs. monotherapy (13.2 vs. 10.6 mo)



SCLC is heterogeneous and phenotypically plastic:
How do you continue to treat aggressive adaptability?

Zugazagoitia & Paz-Ares, J Clin Oncol, 2022.
Khurshid, Ismaila, Bain, et al. J Clin Oncol, 2023.

Moris, Pina, Arias. Nat Rev Genet, 2026.
Simpson, Rothwell, Blackhall, et al. Nat Rev Cancer, 2025.

 2-years survival rates are still only 14 - 22% for SoC chemoimmunotherapy regimes
 Relapses occur within 6 months in nearly 50% of patients

SCLC needs more durable responses and treatments that target its biology.

https://www.jto.org/article/S1556-0864(24)02549-8/fulltext
https://doi.org/10.1200/jco.23.01435
https://www.nature.com/articles/nrg.2016.98#citeas
https://www.nature.com/articles/s41568-025-00803-0#citeas


Can neuroendocrine (NE) subtyping help inform 
first line chemoIO maintenance?

But is not currently SoC to send SCLC tumor biopsy samples for clinical NGS.
So there is no clear way to translate these subtypes into effective therapies – yet.

 SCLC has been defined into dominant neuroendocrine (NE) subtypes based on differential 
expression of transcription factors

NE-high subtypes:
• SCLC-N (NEUROD1)
• SCLC-A (ASCL1)
NE-low subtypes:
• SCLC-P (POU2F3)
• SCLC-I (Inflamed/YAP1)

Cay, Stewart, Park, et al. Cancer Cell (2022). Shields, Chiang, Byers. et al. Cancer, 2025.

https://doi.org/10.1016/j.ccell.2020.12.014
https://doi.org/10.1002/cncr.35770


PRISM: Using biomarker tests to select and test 
new, personalized treatments from ES-SCLC

Shields, Chiang, Byers. et al. Cancer, 2025.

https://doi.org/10.1002/cncr.35770


Sivakumar… Sage, Lovly. et al. Cancer Discov, 2023.

Comprehensive genomic profiling of FFPE sections from 3600 SCLC patients

TP53-WT HPV+ be responsive to 
strategies targeting the HPV 
viruses or reactivating p53

Vast majority had 
TP53 and RB1 
alterations

TP53 and RB1 mutants 
were associated with 

higher TMB

STK11-mutant may show decreased 
response to ICI, similar to NSCLC

Mutational subtyping could help inform treatment strategies

https://doi.org/10.1158/2159-8290.CD-22-0620
https://doi.org/10.1158/2159-8290.CD-22-0620
https://doi.org/10.1158/2159-8290.CD-22-0620


Tarlatamab and other Bispecific T-cell Engagers (BiTEs) 
target SCLC-specific surface markers like DLL3

Arya, Dyer, Hegi-Johnson, et al. Am Soc Clin Oncol Educ Book, 2026.

 Tarlatamab received FDA accelerated approval in May 2024 and full approval in Nov 2025

doi:%2010.1200/EDBK-26-524964


DeLLphi-301 (2024): 2L tarlatamab showed antitumor 
activity with durable response in ES-SCLC

 ORRs of 40% (10 mg) and 32% (100 mg)

Majority of 
patients had 
responses lasting 
over 6 months!

Ahn, Cho, Felip, et al. N Engl J Med, 2023.

http://DOI:%2010.1056/NEJMoa2307980


DeLLphi-301 (2024): Tarlatamab introduce toxicities 
specific to BiTEs that differ from chemoIO

IMDELLTRA Full Prescribing Information.
Ahn, Cho, Felip, et al. N Engl J Med, 2023.

C1D1 and C1D8 require 22 –24 hr observation When is the improvement to OS worth the toxicity risk?

https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/761344s000lbl.pdf
http://DOI:%2010.1056/NEJMoa2307980


DeLLphi-304 (2025): 2L tarlatamab improved OS 
compared to SoC chemotherapy (13.6 vs. 8.3 mos)



DeLLphi-304 (2025): 2L tarlatamab improved ORR 
compared to SoC chemotherapy (35% vs. 20%)



DeLLphi-304 (2025): Known CRS and ICANS risks remain



Ongoing trials continue to evaluate tarlatamab
across the treatment continuum

Arya, Dyer, Hegi-Johnson, et al. Am Soc Clin Oncol Educ Book, 2026.

Landmark 
DeLLphi-303 

results with 
maintenance  
mOS of 25.3 

months!

doi:%2010.1200/EDBK-26-524964


Drug Class Mechanism of Action Clinical Trial

Obrixtamig (BI 764532) Bispecific DLL3-CD3 BiTE

Phase I (NCT04429087)

Phase I DAREON-8 (NCT06077500) 
(obrixtamig + 1L chemoimmunotherapy in ES-
SCLC)

Peluntamig (PT 217) Bispecific DLL3-CD47 BiTE Phase I/II (NCT05652686) (SKYBRIDGE study)

QLS31904 Bispecific DLL3-CD3 BiTE Phase I (NCT05461287)

Pumitamig Antiangiogenic bispecific PD-L1-VEGF Phase II (NCT06449209)

Ivonescimab Antiangiogenic bispecific PD-1-VEGF Phase I (NCT05116007)

Alvetamig (ZG 006) Trispecific
DLL3-CD3 (two specific 
domains) TriTE

Phase I/II (NCT06283719)

Clesitamig (RO7616789) Trispecific DLL3-CD3−CD137 TriTE Phase I (NCT05619744)

Gocatamig (MK-6070)
Trispecific (considered 
functionally a bispecific)

DLL3-CD3 BiTE Phase I/II (NCT04471727)

Additional bi- and trispecifics under investigation expand 
on the success of tarlatamab and address its limitations

Adapted from: Arya, Dyer, Hegi-Johnson, et al. Am Soc Clin Oncol Educ Book, 2026

https://www.clinicaltrials.gov/ct2/show/NCT04429087
https://www.clinicaltrials.gov/ct2/show/NCT06077500
https://www.clinicaltrials.gov/ct2/show/NCT05652686
https://www.clinicaltrials.gov/ct2/show/NCT05461287
https://www.clinicaltrials.gov/ct2/show/NCT06449209
https://www.clinicaltrials.gov/ct2/show/NCT05116007
https://www.clinicaltrials.gov/ct2/show/NCT06283719
https://www.clinicaltrials.gov/ct2/show/NCT05619744
https://www.clinicaltrials.gov/ct2/show/NCT04471727
http://doi:%2010.1200/EDBK-26-524964


Antibody Drug Conjugates (ADCs) also target SCLC biology

Monaca, Gomez-Randulfe, Torres-Jimenez, et al. J Thorac Oncol, 2026.

ABBV-706

News payloads 
often a 
topoisomerase
inhibitor to 
exploit known 
SCLC sensitivity 
to these agents

https://doi.org/10.1016/j.jtho.2026.103726


• CD276: Cluster of differentiation 276 (encodes B7-H3)

 I-DXd received a FDA Breakthrough Therapy Designation in August 2025

• DLL3: Delta-like ligand 3

• TACSTD2: Tumor-associated calcium signal transducer (encodes 
trophoblast cell-surface antigen 2, TROP2)

 Sacituzumab govitevan received Breakthrough Therapy Designation in December 2024

• SEZ6: Seizure related 6 homolog

Promising ADC targets in SCLC based on disease profiling



IDeate-Lung01: Targeting B7-H3 (CD276) with 
ifinatamab deruxtecan (I-DXd) in ES-SCLC

Slide from the Daiichi Sankyo Co., LTD. WCLC 2025 Highlights: IDeate-Lung01 WCLC presentation.
Rudin, Johnson, Paz-Ares, et al. J Clin Oncol. 2025.

https://www.daiichisankyo.com/files/investors/library/materials/2025/WCLC_2025_Highlights_final.pdf
https://doi.org/10.1200/JCO-25-02142
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TROPiCS-03: High response rates to targeting TROP2 
with sactizumab govetican in ES-SCLC

 2L setting in patients progressing after platinum-based chemo and anti-PD-(L)1 therapy
 OOR was 41.9% and OS was 13.60 months

Dowlati, Chiang, Cervantes, et al. J Thorac Oncol. 2024.

https://doi.org/10.1016/j.jtho.2024.12.028


ABBV-706: High OOR and promising efficacy outcomes 
with SEZ6-targetting ADC in 1L and 2L setting

Part 2a: 1.8 mg kg−1 (n = 41) Part 2a: 1.8 mg kg−1, 2L (n = 17) Part 2a: 2.5 mg kg−1 (n = 39)

ORR, n (%) 23 (56.1) 14 (82.4) 23 (59.0)

(95% CI) (39.7−71.5) (56.6−96.2) (42.1−74.4)

Clinical benefit rate, n (%) 39 (95.1) 16 (94.1) 37 (94.9)

(95% CI) (83.5−99.4) (71.3−99.9) (82.7−99.4)

Median DOR, months (95% CI) 5.93 (3.55−11.10) 6.57 (3.12−12.45) 4.88 (3.52−6.87)

Median PFS, months (95% CI) 6.44 (4.01−8.08) 6.77 (4.01−12.45) 5.62 (4.44−7.03)

Median OS, months (95% CI) 12.42 (8.21−17.31) 14.26 (7.75−NE) 11.86 (6.74−16.69)

Adapted from: Byers, Cho, Cooper, et al. Nat Med, 2026.

https://doi.org/10.1038/s41591-026-04452-0


Transformation of NSCLC to SCLC:
A mechanism of resistance to targeted therapies

We may need a new focus on T-SCLC as more targeted therapies are developed for NSCLC.

Mukherjee, Mukherjee, Das, et al. Onco, 2026.

Symbiotic-Lung-14:
Testing SSGJ-707 (PD-1 x VEGF bispecific)
in EGFR+ T-SCLC with prior TKI in NSCLC

https://www.mdpi.com/2673-7523/6/3/36


The Future of Treating SCLC

Unanswered Questions

• Which patients should get what therapy? 

• When should treatments be incorporated 
and in what sequence?

• When should biomarkers be sampled for 
identification?

• How does biomarker information change 
our strategy?

Next Generation Therapies

• Continued development of targeted 
therapies based on lineage-specific 
biomarkers (DLL3, SEZ6)

• Novel ways to engaged the immune 
system and CAR T cell therapies

• Cross fertilization across neuroendocrine 
tumors to expand impact

• PROTACs? Gene therapies?

A renewed enthusiasm for studying this recalcitrant malignancy!



clovly@coh.org
@christine_lovly

cityofhope.org

Thank you for your kind attention!

Christine M. Lovly, MD, PhD, FASCO
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