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Small-Cell LC remains the biggest challenge in thoracic oncology 

Rekhtman. Arch Pathol Lab Mad 2010; Carter, et al. RadioGraphics 2014; Pusceddu, et al. Crit Rev Oncol Hematol 2016; Sabari, et al. Nat Rev Clin Oncol 2017

Neuroendocrine tumor

Comorbidities

Originating from neuroendocrine cells

Frequently exhibit COPD, ischemic 

cardiomyopathy and hypertension

Smoking
SCLC occurs 

almost exclusively in smokers

Aggressive
Fast-growing tumor characterized

by high mitotic rate and early metastasis, requiring 
rapid intervention

Poor prognosis

Clinical presentation

Highly sensitive to initial chemo, but most patients 
relapse and die within 2 years

Typically with short anamnesis, 

symptoms of dyspnea and persistent cough



SCLC management in clinical practice 

1. Decipher disease 

✓ Accurate staging – TNM System, 8 th version preferred* 

✓ Accurate patient evaluation (age, PS, comorbidities, cancer-related symptoms, ……. )

2. Define the goal of treatment 

✓ Curative 

✓ Palliative (even in LD-SCLC)

3. Consider facilities 

✓ Access to multidisciplinary team, including RT units

✓ Availability of Palliative team 

4. Start treatment

✓ Timing

*Farago AF, Transl Lung Cancer Res 2918; Rami-Porta R, CA Cancer J Clin 2017; Detterbeck FC, Chest 2017



SCLC and Simultaneous Care

Mariotti S. et al. (Minuti G. corresponding author) HELIYON 2024 in press



Selected clinical trials with IO in LS-SCLC 

Belluomini L, et al. Fontiers Oncol 2022 



Phase III, ADRIATIC trial, LS-SCLC

Cheng J et al. NEJM 2024



Phase III, ADRIATIC trial, LS-SCLC, 
Dual primary end-point

OS
HR 0.73

56 vs 33 m.

PFS
HR 0.73

17 vs 9 m.

Cheng J et al. NEJM 2024



ED-SCLC: ESMO, AIOM Guidelines & Evidence

Malattia estesa

Chemioterapia a base di 

Platino + Etoposide + 
Atezolizumab/Durvalumab

Progressione

Risposta obiettiva o 

stabilità di malattia
Mantenimento2 +/-

PCI1

Terapia di II linea 

1. PCI raccomandata in caso di risposta obiettiva alla chemioterapia di I linea

2. Mantenimento con Atezolizumab/Durvalumab

Progressione durante o 

dopo trattamento di 
prima linea

Valutazione dell’intervallo dalla 

fine della precedente 
chemioterapia

Re-challenge con 

chemioterapia 
a base di platino

Intervallo > 3 mesi

Topotecan o

Altro agente attivo o 
Studio clinico

Intervallo < 3 mesi

➢ CT-IO concomitante è SoC (non 

ritardare avvio IO)                      

➢ PS 2 da malattia vs co-morbilità? 

Dingemans AM et al, Ann Oncol 2021 (LG ESMO); LG AIOM; Agarwal M et al, Cancer 2023; Kurshid H et al, JCO 2023; Slotman BJ et al, Lancet 2015; 
LG ASTRO Pract Radiat Oncol 2020; Sun A et al, Lung Cancer 2023; Slotman BJ et al, NEJM 2007; Takahashi T et al, Lancet Oncol 2017      

➢ Consolidamento TRT post-IO 

(30 Gy/10 fr): valutare in pazienti 

PS 0-1, in risposta, con residuo 

(basso carico sistemico di 

malattia)    

➢ PCI (con risparmio ippocampo) o 

sorveglianza con RM (se 

adeguato staging SNC)

Malattia estesa

Chemioterapia a base di 

Platino + Etoposide + 
Atezolizumab/Durvalumab

Progressione

Risposta obiettiva o 

stabilità di malattia
Mantenimento2 +/-

PCI1

Terapia di II linea 

1. PCI raccomandata in caso di risposta obiettiva alla chemioterapia di I linea

2. Mantenimento con Atezolizumab/Durvalumab

Progressione durante o 

dopo trattamento di 
prima linea

Valutazione dell’intervallo dalla 

fine della precedente 
chemioterapia

Re-challenge con 

chemioterapia 
a base di platino

Intervallo > 3 mesi

Topotecan o

Altro agente attivo o 
Studio clinico

Intervallo < 3 mesi



CAPSTONE 1
Adrelimab – Anti PD-L1 

ASTRUM 005 
Serplulimab - Anti-PD-1

IMPOWER 133
Atezolizumab– Anti PD-L1 

CASPIAN
Durvalumab – Anti PD-L1 

KEYNOTE 604
Pembrolizumab – Anti PD-1 

Liu S, et al. JCO 2021 Rudin C, WCLC 2022

Wang J, et al. Lancet Oncol 2022

Paz-Ares L, et al.  ESMO Open 2022

Cheng Y, JAMA 2022 

CT/IO in ES-SCLC: Consistent results across 5 trials



IMbrella: 
Phase IV, single arm, ATEZO + CP/ET, 

extension and long-term 
observational study (NCT03148418)



CT-IO for SCLC-ED in real-life population: phase IIIb MAURIS as an exemple 

Bria E et al. The Oncologist 2024

✓ Role of CT/IT in cancer-related ECOG PS2
✓ Role of prolonged CT (6 versus 4 cycles )
✓ Role of thoracic RT after response to CT/IT 
✓ Role of PCI in responding patients (irrespective of front-line CT or CT/IT)

mOS and mPFS were 10.7 and 5.5 months, respectively



No benefit by adding anti-TIGIT to standard CT-IO

SKYSCRAPER-02

Rudin C, ASCO 2022

Role of PVR in SCLC



14Ohe Y et al.  ASCO 2024

Primary endpoint

• PFS (investigator-assessed)

Secondary endpoints

• OS, ORR, DoR, safety

R

1:1

Stratification

• Sex (male vs. female)

• ECOG PC (0 vs. 1)

• Platinum agents (cisplatin vs. carboplatin)

Key patient inclusion criteria

• Extensive-stage SCLC

• No prior systemic treatment 

• ECOG PS 0–1

(n=333) Placebo + 
atezolizumab 1200 mg + 

platinum-based chemotherapy*

(n=166)

Bevacizumab 15 mg/kg + 
atezolizumab 1200 mg + 

platinum-based chemotherapy*

(n=167)

Placebo + 

atezolizumab

Bevacizumab 

+ 

atezolizumab

PD or 

loss of 

clinical 

benefit

Induction Maintenance 

Progression-free survival
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12-mo PFS, % 
(95%CI)

6-mo PFS, % 
(95%CI)

44.9 
(36.6, 53.2)

20.4 
(13.3, 27.5)

27.4 
(20.0, 34.8)

11.0 
(5.5, 16.5)

No. at risk

Bev + ACE 

Placebo + ACE 

167 136 57 33 21 14 5 4 2 1

166 128 37 17 11 9 5 2 1 1 1 1

Overall survival
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1-year OS, % 
(95%CI)

56.4 
(47.5, 65.2)

27.7 
(18.5, 37.0)

68.5 
(60.3, 76.6)

34.3 
(23.7, 44.9)

No. at risk

Bev + ACE 

Placebo + ACE 

167 147 118 95 64 41 30 21 13 4

166 146 120 91 71 52 37 19 10 4 2

2-year OS, % 
(95%CI)

3 2 1

No benefit by adding anti-VEGF to standard CT-IO



Cheng Y et al, WCLC 2023

Benmelstobart (PD-L1 inhibitor) + Anlotinib (anti-VEGF) + CT vs CT: 
A Randomized, Double-blind, Phase III Trial (ETER701)



Potential strategies to improve disease control in 1^ line: maintenace trials 

Phase 1: 
Maintenance TARLATAMAB + IO

Phase 2: 
Maintenance PARPi + IO

Phase 3: 
Maintenance LURBINECTEDIN + IO
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Tarlatamab + (ATEZO/DURVA) as 1^Line Maintenance after for ES-SCLC: 
DeLLphi-303 Phase 1b Study

Lau S et al.  WCLC 2024

Primary endpoints

• Safety

Secondary endpoints

• PFS, OS, DCR

Key patient inclusion criteria

• Extensive-stage SCLC

• Any DLL3 status

• ECOG PS 0–1

(n=88) Tarlatamab 10 mg IV q2w + 

durvalumab 1500 mg IV q4w

(n=40)

Tarlatamab 10 mg IV q2w + 

atezolizumab 1680 mg IV q4w

(n=48)

Platinum-etoposide + 

PD-L1 inhibitor 

(4–6 cycles) 

Non-PD

Overall survival

(beginning from 1L maintenance)

Progression-free survival

(beginning from 1L maintenance)

Tarlatamab + atezolizumab
(mFU 7.4 mo (1.4–20.4)

Tarlatamab + durvalumab
(mFU 11.5 (2.8, 15.5)

Tarlatamab + IO (total)
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Tarlatamab + 

IO (total)

Tarlatamab + 

durvalumab

Tarlatamab + 

atezolizumab

5.6 (3.6, 9.0)5.3 (3.5, NE)5.6 (3.5, 8.5)mPFS, mo (95%CI)

39.3 (27.3, 51.0)47.5 (29.7, 63.3)26.8 (11.1, 45.3)9-mo PFS, % (95%CI)

Tarlatamab + 

IO (total)

Tarlatamab + 

durvalumab

Tarlatamab + 

atezolizumab

88.9 (78.7, 94.3)91.8 (76.6, 97.3)86.7 (70.3, 94.4)9-mo OS, % (95%CI)

TRAEs, %
TARLA + 
ATEZO
(n=48)

TARLA + 
DURVA
(n=40)

Any 98 96

Grade ≥3 

CRS 2 0

Fatigue 2 0

Appetite decrease 2 0

Neutropenia 10 8

Lymphopenia 6 8



Fase Farmaco ORR PFS OS Pubblicazione

2 CAV 18% <3 mesi - Von Pawel et al.
1999

2 Topotecano ev 24% 3.1 mesi - Von Pawel et al.
1999

2 Topotecano po 18% <3 mesi - EckardT et al.
2007

3 Topotecano ev 20% 4.3 mesi 8.6 mesi Blackall et al.
2021

3 Topotecan ev 
or CAV

30% 4.0 mesi 7.6 mesi Aix et al.
2023

2 Lurbinectidina 34% 3.9 mesi 9.3 mesi Trigo et al.
2020

3 Lurbinectedina +
Doxorubicina

32% 4.0 mesi 8.6 mesi Aix et al.
2023

2 Temozolamide +
Velaparib

39% 3.8 mesi 8.2 mesi Pietanza el al.
2018

2 Temozolamide +
Olaparib

41% 4.2 mesi 8.5 mesi Farago et al.
2019

2 Temozolamide +
Talazoparib

39% 4.5 mesi 11.9 mesi Goldman et al.
2022

1 Tarlatamb (dose escalation) 23% 3.7 mesi 13.2 mesi Paz-Ares et al.
2023

2 Tarlatamb 10 mg/100 mg 40/32% 4.9/3.9 mesi 14.3/NE mesi Paz-Ares et al.
2023

SCLC-ED relapsed: second lines scenario 

Topotecan 
ORR 2-11%

patinum-resistant 
SCLC-ED



Trigo et al. Lancet Oncol 2020
Paz-Ares L et al. WCLC 2021 

Aix et al. Lancet Resp Med 2023

Relapsed SCLC-ED: Lurbinectidin (single agent or in combination)

LURBI (mono) LURBI + DOXO



Relapsed SCLC-ED: Lurbinectidin +/- Irinotecan

Phase 2 
LURBI+IRI

«expantion cohort»

Phase 3 
LURBI+/-IRI vs TOPO

LAGOON Trial
ongoing

Paz-Ares L et al. ESMO 2024



Phase 2 of DLL3-Targeted T-cell Engager Tarlatamab in SCLC 
DeLLphi-301 Efficacy Data

ORR 40 %     versus     ORR 32% 

Among patients with an ORR, 
DoR was at least 6 months in 59%

Paz-Ares et al. ESMO e NEJM 2023 



Phase 2 of DLL3-Targeted T-cell Engager Tarlatamab in SCLC 
DeLLphi-301 SAFETY DATA

Paz-Ares et al. ESMO e NEJM 2023 
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Ifinatamab Deruxtecan (I-DXd) in ES-SCLC: Interim Analysis (IDeate-Lung01)

Rudin CM et al.  WCLC 2024

Primary endpoint

• ORR (BICR)

Secondary endpoints

• DoR, PFS, OS, DCR, TTR, PK, safety

R

1:1

Extended 
enrollment at 

RP3D (n≈70 3L+)

Stratification

• 2L chemotherapy treatment-free 

interval (<90 vs. ≥90 days), 2L or 3L

• Prior anti-PD-(L)1 (yes vs. no)

Key patient inclusion criteria

• Extensive-stage SCLC 

• ≥1 prior line of platinum-based 

chemotherapy and ≤3 prior 

lines of systemic therapy

• Progression on or after most 

recent systemic therapy

• Asymptomatic brain 

metastases permitted

• ECOG PS 0–1

(n=88)

Ifinatamab deruxtecan

12 mg/kg q3w

(n=42)

Ifinatamab deruxtecan

8 mg/kg q3w

(n=46)

Exploratory endpoint

• Intracranial ORR
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Ifinatamab Deruxtecan (I-DXd) in ES-SCLC: Interim Analysis (IDeate-Lung01)

Rudin CM et al.  WCLC 2024
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Sacituzumab Govitecan (TROP2 Targeted ADC) as II line in ES-SCLC

Dowlati A et al.  WCLC 2024
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SHR-A1921 (TROP-2 Targeted ADC) as II line in ES-SCLC

Wang J et al.  WCLC 2024



CONCLUSIONS

➢ Consolidation IO (DURVA) will be a new gold standard after CT/RT in LS-SCLC

➢ Front-line treatment is at the moment the unique chance to prolong survival in ED-SCLC

➢ CT-IO modestly but significantly prolongs survival in advanced SCLC

➢ Combination of PE and IO (ATEZO or DURVA) is our standard of care

➢ Chemotherapy with PE as standard option, if IT contraindicated

➢ Few options currently available for second and subsequent lines therapy

➢ Participation in clinical trials strongly recommended (new agents: BiTE, new CT 
combination, ADC, etc.)

➢ New molecular classification of SCLC potentially helpful in identifying the immune-
sensitive population

gabriele.minuti@ifo.it
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