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Small Cell Lung Cancer Metastasis



Potential Therapeutic Targets for SCLC

Subbiah, et int. Salgia, J. Clin. Med. 2020



Immunotherapy in SCLC
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New First-Line Treatment for ED SCLC



OS and PFS Atezolizumab + Chemotherapy



OS By Baseline Characteristics (Atezo)



Atezolizumab + Chemotherapy Summary

• IMpower133 is the first study in over 20 years to show a clinically meaningful improvement in 
OS over the current standard-of-care in 1L ES-SCLC

• The addition of atezolizumab to carboplatin and etoposide provided a significant improvement in 
OS and PFS, compared with carboplatin and etoposide alone in 1L ES-SCLC

• mOS: 12.3 vs. 10.3 months; HR: 0.70 (p = 0.0069); 12-month OS: 51.7% vs. 38.2%
• mPFS: 5.2 vs. 4.3 months; HR: 0.77 (p = 0.017); 12-month PFS: 12.6% vs. 5.4%

• The safety profile of atezolizumab plus carboplatin and etoposide was as expected with no new 
findings

• Rates of hematologic side effects were similar between treatment groups

• Administration of atezolizumab did not compromise the ability to deliver standard carboplatin 
plus etoposide

• The incidence and types of immune-related AEs were similar to those seen with atezolizumab
monotherapy

• These data suggest that atezolizumab plus carboplatin and etoposide is a new standard 
of care for the first-line treatment of ES-SCLC
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Nivolumab +/- Ipilimumab in Recurrent SCLC: 
CheckMate 032



Pembrolizumab for Recurrent SCLC: 
KEYNOTE-028 



Lubinectedin Phase 2 Trial for 2L SCLC



Patients With Lubinectedin Response



Lubinectedin Duration Response
Sensitive Disease                   
(Chemo-free interval ≥90 days)

Resistant Disease                   
(Chemo-free interval <90 days)



Overall Efficacy of Lurbinectedin



Lab Abnormalities and AE’s of Lubinectedin



Lurbinectedin Recently Approved for 2L



SCLC Clinical Trials
Name & Identifier Name & Identifier Name & Identifier

Phase Ib Study of Chiauranib in Patients With Small 
Cell Lung Cancer (NCT03216343)

Study Evaluating Safety, Tolerability and PK of AMG 
757 in Adults With Small Cell Lung Cancer 
(NCT03319940)

Trial of Topotecan With VX-970 (M6620), an ATR Kinase 
Inhibitor, in Small Cell Cancers and Extrapulmonary 
Small Cell Cancers (NCT02487095)

Navitoclax and Vistusertib in Treating Patients With 
Relapsed Small Cell Lung Cancer and Other Solid 
Tumors
(NCT03366103)

Combination Immunotherapy-Ipilimumab-Nivolumab-
Dendritic Cell p53 Vac - Patients With Small Cell Lung 
Cancer (SCLC) (NCT03406715)

A Phase II, Study to Determine the Preliminary Efficacy 
of Novel Combinations of Treatment in Patients With 
Platinum Refractory Extensive-Stage Small-Cell Lung 
Cancer (NCT02937818)

Clinical Trial of Lurbinectedin (PM01183)/Doxorubicin 
Versus CAV or Topotecan as Treatment in Patients 
With Small-Cell Lung Cancer (ATLANTIS) 
(NCT02566993)

RRx-001 Sequentially With a Platinum Doublet or a 
Platinum Doublet in Third-Line or Beyond in Patients 
With Small Cell Lung Cancer (REPLATINUM) 
(NCT03699956)

A Phase 1 Study Evaluating the Safety, Tolerability and 
Efficacy of AMG 119 in Subjects With RR SCLC 
(NCT03392064)

Pembrolizumab in Untreated Extensive SCLC 
(REACTION) (NCT02580994)

Carboplatin, Etoposide, and Atezolizumab With or 
Without Trilaciclib (G1T28), a CDK 4/6 Inhibitor, in 
Extensive Stage Small Cell Lung Cancer (SCLC) 
(NCT03041311)

A Phase I/II Study of MEDI4736 in Combination With 
Olaparib in Patients With Advanced Solid Tumors 
(MEDIOLA) (NCT02734004)

A Dose Escalation Study to Investigate the Safety, 
Pharmacokinetics (PK), Pharmacodynamics (PD), and 
Clinical Activity of GSK525762 Plus Trametinib in 
Subjects With Solid Tumors (NCT03266159)

A Dose Escalation and Expansion Study of RO7121661, 
a PD-1/TIM-3 Bispecific Antibody, in Participants With 
Advanced and/or Metastatic Solid Tumors 
(NCT03708328)

A Study to Investigate the Safety, Pharmacokinetics, 
Pharmacodynamics, and Clinical Activity of GSK525761 
in Subjects With NUT Midline Carcinoma (NMC) and 
Other Cancers (NCT01587703)

A Phase I Study of Safety, Tolerability, and PK of 
AZD2811 in Patients With Advanced Solid Tumors 
(NCT02579226)

A Study Of Avelumab In Combination With Other 
Cancer Immunotherapies In Advanced Malignancies 
(JAVELIN Medley) (NCT02554812)

A Study Evaluating the Safety and Pharmacokinetics of 
ABBV-075 in Subjects with Cancer (NCT02391480)

AZD1775 Combined With Olaparib in Patients With 
Refractory Solid Tumors (NCT02511795)

PDR001 Plus LAG525 for Patients With Advanced Solid 
and Hematologic Malignancies
(NCT03365791)

Phase I/II Study of IMMU-132 in Patients With Epithelial 
Cancers (NCT01631552)



Mitochondria as a Therapeutic Target



SCLC Cell Lines are Densely Packed with 
Mitochondria in 3D Reconstruction

Mirzapoiazova et int. Salgia, JCM, 2019

Untreated HGF Treated



SCLC Cell Lines are Densely Packed with 
Mitochondria in 3D Reconstruction

Mirzapoiazova et int. Salgia, JCM, 2019



Mitochondrial Metabolic Profiles of SCLC

Mambetsariev et int. Salgia, JCM, 2019

PAX5 and PP2A 
may be involved in 
SCLC’s 
dysregulated active 
metabolism



Mitochondrial Therapeutic Targets 
Undergoing Evaluation in Trials

Roth et int. Salgia, Trends in Molecular Medicine, 2020



Conclusions--SCLC

• Novel Therapies need to be tested more 
rapidly

• Immunotherapy has now become approved 
• Second line therapy has also advanced
• For the future, biomarker driven studies 

need to be considered


