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SCLC: expected outcomes

Amarasena, et al. Cochrane Database of Systematic Reviews 2015;  Pas-Arez et al. ESMO 2022



Clin Trans Oncol (2023) 25:2679–2691



Avoidance of the use of tobacco is the only known way to prevent the 
disease - no screening method has proved effective.

Small Cell Lung Cancer (SCLC) Consortium



1992 1999

Chemo-RT beats chemo
5-year survival rate 10% vs. 6%

Chemo-RT BID beats daily

Pignon et al. NEJM Turrisi et al. NEJM

LS-SCLC: ¿where we where? 

•Compared twice daily (BID) TRT of 45 Gy in 30 fractions vs. 
once daily (QD) 45 Gy in 25 fractions
•BID TRT: 
 - prolonged median OS: 23 vs. 19 months
 - increased 5-year survival: 26% vs. 16%
 - caused more G3-4 esophagitis: 32% vs. 16%



LS-SCLC: ¿where we where? & ¿where we are?

1992 1999 2017

Chemo-RT beats chemo
5-year survival rate 10% vs. 6%

Chemo-RT BID beats daily
5-year survival 26% vs. 16%

Modern chemo-RT (BID v. QD)
5-year survival 34% vs. 31%

Pignon et al. NEJM Turrisi et al. NEJM Faivre-Finn et al. Lancet



LS-SCLC: ¿where we where? & ¿where we are?

Qiu et al. Moderately Hypofractionated Once daily Compared with BID TRT Concurrently with E/P in LS-SCLC: a Multi-center, Phase II, RCT. 
Int J Radiat Oncol Biol Phys (2021)

Hypofractionated accelerated high-dose TRT



LS-SCLC: ¿where we where? & ¿where we are?

Grønberg et al. Final survival data from a randomized phase II trial comparing high-dose with standard-dose BID TRT in LS SCLC. 
J Clin Oncol 23 (suppl16; abstr 8512)

Hyperfractionated accelerated high-dose TRT



LS-SCLC: ¿where we where? & ¿where we are?

1. Faivre-Finn et al. Concurrent once-daily versus twice-daily CRT in patients with LS SCLC (CONVERT): an open-label, phase 3, randomised, superiority trial. Lancet Oncol 2017; 2. Bogart et 
al. Phase III comparison of high dose once daily TRT with standard twice daily TRT in LS SCLC: CALGB 30610/RTOG 0538. J Clin Oncol 2023

BID 45 Gy vs. High dose QD 66-70 Gy



LS-SCLC: ¿where we where? & ¿where we are?
PET-CT implementation



LS-SCLC: ¿where we where? & ¿where we are?

PCI vs. observation in ES-SCLC PCI vs. MRI surveillance in ES-SCLC

Profylactic cranial irradiation (PCI) 

Slotman et al. NEJM 2007 Takahashi et al. Lancet 2017

García-Campelo, Sullivan, et al, CTO 2023



LS-SCLC: ¿where we will be?
Profylactic cranial irradiation (PCI) 



SCLC: drivers versus ….?

NSCLC (non-squamous)

Jordan et al. Cancer Discover 2017



SCLC: drivers versus ….?

NSCLC (non-squamous) SCLC

Jordan et al. Cancer Discover 2017



SCLC: drivers versus ….?

NSCLC (non-squamous) SCLC

Jordan et al. Cancer Discover 2017



…tumor suppressor genes



…tumor suppressor genes



SCLC - Timeline of key molecular findings



Randomized trials Concurrent Chemoradiotherapy →  Consolidation IO

Trial Treatment regimen Phase Patients (n) Objectives/Recruitment

STIMULI
ARM1: Nivolumab-ipilimumab
ARM2: Observation

II 222

Primary: PFS
Secondary: OS, TTF, AEs

Negative

ACHILES
ARM1: Atezolizumab
ARM2: Observation

II 212

Primary: 2-year OS
Secondary: PFS, Best RR, TRAEs

Recruiting

ADRIATIC

ARM1: Durvalumab
ARM2: Durvalumab + Tremelimumab
ARM3: Placebo

III 728

Primary: PFS and OS 
Secondary: ORR, PFS and OS (Arm II), OS/PFS 
in relation to tumor PD-L1 expression

Recruitment completed

ML41257
ARM1: Atezolizumab + tiragolumab up to 17 cycles
ARM2: Atezolizumab + placebo  up to 17 cycles

II 150

Primary: PFS
Secondary: OS, ORR, DOR, AEs

Recruiting

NCT04418648
ARM1: Toripalimab (Anti PD-1) for up to 6 months
ARM2: Observation II 170

Primary: PFS
Secondary: OS, ORR, DOR, AEs

Not yet recruiting

Courtesy Dr Dómine - modified



IMMUNOTHERAPY

LS-SCLC: how can we improve outcomes?

STIMULI

Phase II ETOP/IFCT 4-12



LS-SCLC: STIMULI TRIAL - Efficacy

Peters et al. Ann Oncol 2021

PFS

OS



LS-SCLC: STIMULI TRIAL - Safety

Peters et al. Ann Oncol 2021



LS-SCLC: STIMULI TRIAL - Safety

Peters et al. Ann Oncol 2021





SCLC molecular classification – therapeutic opportunities

SCLC molecular classification: four molecular groups

Rudin et al, Nat Rev Cancer 2019

Poirier et al. JTO 2020

Gay et al. Cancer Cell 2021

















DESIGN STUDIES BETTER!!!

TAKE-HOME MESSAGES



Muchas Gracias

@Ivana_Sullivan
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