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IMpower 133: Chemo +/- Atezolizumab

Liu et al, JCO 2021









Pembro with concurrent CT/RT in Lim SCLC

Welsh j etal JTO 15:1919-27, 2020







Lurbinectidin Phase II Results



Press release: The primary endpoint was not met



Trilaciclib CDK4/6 inhibitor: Pooled analysis

Weiss et al, Clin Lung Cancer 2021



Trilaciclib: Pooled analysis

Weiss et al, Clin Lung Cancer 2021



RESILIENT: Study Design Overview
Study population: Patients with SCLC who have progressed on or after prior 
platinum-based therapy. Both platinum sensitive and platinum 
resistant/refractory patients are allowed. Prior immunotherapy is allowed.

Irinotecan liposome 
inj IV

70 mg/m2, q2w (N=6)
If <2/6 DLTs, then

90 mg/m2, q2w (N=6)

R
1:1

Irinotecan liposome inj IV
Dose from Part 1a, q2w

Topotecan IV
1.5 mg/m2, d1-5 q3w

Part 1a 
(dose finding)

Part 2 
(phase 3, randomized)

N=420R
1:1

Irinotecan lipo-
some inj IV

(N=25)

Topotecan IV
1.5 mg/m2, d1-5 

q3w (N=25)

Part 1b 
(signal seeking, randomized)

Primary endpoint 
PFS rate @ 12 weeks

Primary endpoint 
Overall Survival (OS)

Go / No-go 
Criteria



Naliri (liposomal irinotecan) In SCLC Part 1 



Ongoing phase III trials with 2 doses in 3rd line,
in 1st line plus chemo and 1st line maintenance

Rova T Results and ongoing trials



Tarlatamab (AMG 757)



Tarlatamab (AMG 757) Efficacy

Owonikoko et al. ASCO 2021
• Tox: Mostly CRS (44% all grade, 2% G3+)
• DLTs: G5 pneumonitis (1), G3 encephalopathy (1)
• ORR: 20%, but 30+% @ higher doses
• mDoR: 8.7m



Tarlatamab Toxicity
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Alisertib vs paclitaxel+Alisertib 2nd Line SCLC
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LSD1 Inhibition
• LSD1 inhibitors are generally derivatives of tranylcypromine, an irreversible 

MAO inhibitor
• Animal studies predict that myelosuppression is an expected on target effect
• LSD1 inhibition is associated with therapeutic efficacy in animal models and 

PDX of AML and SCLC
– In AML, leads to differentiation and potentiates impact of ATRA

Mohammad et al Cancer Cell 2015



PARP inhibitor Clinical Trials for SCLC
Frontline

Phase 1/2 Cisplatin-Etoposide +/-
Veliparib
(PI: T. Owonikoko)

Phase 1/2 Carboplatin-Etoposide +/- Veliparib   à
Veliparib maintenance (ongoing)

Phase I BMN 673 
(talazoparib) -
SCLC expansion cohort

CTEP Phase 2 Veliparib vs 
placebo with Temozolomide
(PI: C. Pietanza)

Phase 1/2 Olaparib + 
temozolomide (ongoing)
(PI: A. Farago)

2nd/3rd lineMaintenance



Pietanza et al, J Clin Oncol. 2018 Aug 10; 36(23): 2386–2394

SNFL 11 may be a predictive biomarker for PARP Inhibitors

Many trials combining PARP inhibitors with checkpoint inhibitors are in progress

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6085179/


Schlafen 11 (SLFN11) as Potential Biomarker

• SLFN11 
– Putative DNA/RNA helicase
– Recruited to stressed replication fork
– Potantial biomarker for sensitivity to DNA damaging agents (including cytotoxic 

agents as well as potentially novel agents such as PARPi and others)
• SWOG 1929: Phase II Study of Maintenance Atezolizumab Versus 

Atezolizumab in Combination with Talazoparib in Patients with SLFN11 
Positive Extensive Stage Small Cell Lung Cancer (SCLC)
– Primary Objective: testing PFS in patients with SLFN11 positive SCLC 

randomized to Atezolizumab alone or Atezolizumab plus Talazoparib
maintenance (after achieving a response to standard chemo-immunotherapy)

– Secondary Objectives: OS, ORR, and Translational Correlatives (banked 
specimens)
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Gay et al., 2021, Cancer Cell39, 346–360.




