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Small Cell Lung Cancer

• Accounts for 10-15% of lung tumors.
• >30 K patients diagnosed every year in the US.
• Most patients present with metastatic disease.
• Survival of untreated disease with weeks-months.
• Most patients respond well to chemotherapy initially
• With treatment median OS 8-13 months. With <5% of patients alive 

within 2 years.



Staging

• For treatment purposes its divided between limited and extensive 
stage. Depending on the radiation field. 

• TNM follows that of NSCLC.



Stage 1

• 78 yo M, no symptoms. 
Incidental nodule found for 
unrelated reasons.

• PET no evidence of disease 
elsewhere.

• Taken to surgery.
• Histology reveals SCLC
• Now what?
• Adjuvant platinum based 

treatment.



Limited stage

• 58 yo M presents with 
hemoptysis. Imaging reveals a 
midlung mass.

• Biopsy shows SCLC



Workup should include

• CT scan: Chest and abdomen
• PET scan/Bone scan.
• If there is no evidence of distant 

metastatic disease.
• MRI brain.
• Bone marrow if unexplained  

hematologic abnormality is 
present.



PET



Treatment

• Main stay of treatment should be chemotherapy and radiation.
• Cisplatin and Etoposide is SOC.
• Cis day 1. Etop Days1-3 q 21 days
• Carboplatin can be considered. Although controversial.
• Radiation can start during second cycle.
• Once vs twice daily radiation is currently controversial.

Rossi, et. al Carboplatin- or cisplatin-based chemotherapy in first-line treatment of small-cell lung cancer: the 
COCIS meta-analysis of individual patient data. JCO. 2012. PMID. 22473169



After Chemoradiation

• PCI. Associated with a clear survival benefit. RR 0.84; 95% CI 0.73-
0.97, which corresponded to an increase in the three-year survival 
rate from 15.3 to 20.7

Auperin, N Engl J Med. 1999. PMID 10441603



Extensive Stage.

• Rapidly growing disease. 
• Post obstructive pneumonia.
• SVC Syndrome.
• Para neoplastic phenomena

• Hyponatremia 
• Eaton-Lambert
• ACTH secretion

• Bone marrow infiltration.



Treatment for extensive stage.

• Main treatment challenge is decide when to start treatment.
• Are symptoms due to disease vs poor overall health.

• Poor PS.
• Liver failure.
• BM infiltrations

• New current standard of care is chemotherapy and immunotherapy 
concurrently. 



Chemoimmunotherapy

Horn, NEJM 2018



• No increase in AE 
in patients treated 
with atezo.



Results confirmed with durvalumab

Paz-Ares, Lancet 2019



And Nivo and Pembro



Chemoimmunotherapy

Horn, NEJM 2018

Concerns:
• No “tail” at the end of the curve (although early data)
• No increase in response rate (although 60% RR is tough 

to beat)
• Unlike NSCLC curves don’t begin to separate until after 

the chemotherapy period 



Chemoimmunotherapy

• Is the new current standard with the addition of atezolizumab or 
durvalumab to platinum based therapy.

• Carboplatin is associated with less toxicities in the metastatic setting, 
no decrease in efficacy compared to carboplatin.

• In real life most patients receive a dose of chemotherapy alone before 
adding immunotherapy



Slotman Study

• Patients needed to have 
“responsive therapy”.

• ECOG 0-2.
• No evidence of brain metastasis.
• No MRI required.
• 286 patients
• No follow-up imaging

Slotman, B. N Engl J Med. 2007



Takahashi study

• Patients needed to have 
“responsive therapy”.

• ECOG 0-2.
• No evidence of brain metastasis 

with a screening MRI.
• Follow up MRI q 3 months 

required.

Takahashi et. al. Lancet Oncol. 2017. PMID 28343976



Thoracic radiation. HR 0.84, 95% CI 0.9–1.01, p=0·066

Slotman et. al.  Lancet Oncol. 2015.



Thoracic and extratoracic radiation

• RTOG 0937. Phase 2 study. PCI vs PCI vs ”consolidative” xrt up to 4 
metastatic lesions.

• Interim analysis showed no difference in 1 year survival rate (60.1 PCI 
alone vs 50.8 in PCI + XRT (p=0.21) and the study was stopped for 
futility.

• With the current standard of chemoimmunotherapy and 
maintenance immunotherapy there is no data as to what to do with 
the PD1/PDL1 agent. 



What to do at relapse? Second line 
chemotherapy



Lurbinectedin

• Is a selective inhibitor of transcription that binds preferentially to 
guanines located in the GC-rich regulatory areas of DNA gene 
promoters.

• Found to have activity on early Phase 1 studies. 
• Phase 3 in combination with doxorubicin versus topotecan or CAV has 

finished accrual.
• Phase 2 confirmed activity as a single agent.



Lurbinectedin

• 105 patients enrolled.
• No active CNS metastasis.
• 45 had <90 days chemotherapy free interval and 60 had more. 
• Most except 7 patients were treated after only 1 line of therapy. 
• ORR. 35% (n=35).
• PFS 3.5 months
• OS 9.3 months.
• This led to its FDA approval. 



Second line chemotherapy

• Other second line agents are also effective.
• Paclitaxel.1

• Gemcitabine.2 

• Irinotecan.3

• Response rates single digits
• Immunotherapy should not be given if first line contained a PD1/PDL1 

agent.

1. Smit. Br J Cancer. 1998. PMID. 9461009
2. Masters. J Clin Oncol. 2003. PMID. 12697880
3. Masuda. J Clin Oncol. 1992. PMID. 1321891
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