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Progress in SCLC
• Addition of a PD-L1 inhibitor to chemotherapy improves survival

• IMpower 133: atezolizumab + carboplatin + etoposide, approved March 2019
• CASPIAN: durvalumab + platinum + etoposide, approved March 2020

Horn, NEJM 2018; Paz-Ares, Lancet 2019
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Progress in SCLC

Drug Positives

Atezolizumab FDA approval 1st line based on
IMpower 133

Durvalumab FDA approval 1st line based on
CASPIAN

Lurbinectedin Accelerated FDA approval 2nd line
based on single arm phase II trial

Nivolumab Accelerated FDA approval 3rd line
based on CheckMate 032

Pembrolizumab Accelerated FDA approval 3rd line
based on KEYNOTE 028/158
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Progress in SCLC

Drug Positives Negatives

Atezolizumab FDA approval 1st line based on
IMpower 133

2nd line IFCT-1603 with RR only 2%

Durvalumab FDA approval 1st line based on
CASPIAN

Durvalumab plus tremelimumab in CASPIAN
negative for OS

Lurbinectedin Accelerated FDA approval 2nd line
based on single arm phase II trial

Confirmatory phase III ATLANTIS trial (with
doxorubicin) negative for OS

Nivolumab Accelerated FDA approval 3rd line
based on CheckMate 032

2nd line (CheckMate 331) and maintenance
trials (Checkmate 451) negative for OS

Pembrolizumab Accelerated FDA approval 3rd line
based on KEYNOTE 028/158

1st line trial (KEYNOTE 604) negative for OS
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OA11.06



Methods



Results



SAFETY



CONCLUSIONES
• Impower133 recibieron una proporción de tratamiento de mantenimiento similar en el 

brazo de atezolizumab + CB/ET (77%) y placebo + CB/ET (81%) 

• Se observó un beneficio significativo en la población de mantenimiento en pacientes que 
recibieron atezolizumab + CB/ET vs placebo + CB/ET  tanto en 0S(HR 0.59) como en PFS 
(0.64)

• Seguridad comparable a pesar de la continuación de atezolizumab de mantenimiento

• Tanto el tratamiento de inducción como el del mantenimiento contribuyen al beneficio en 
OS observado en el IMpower133









Results

OS, PFS, and ORR were improved with durvalumab+ EP versus EP, regardless of whether patients had thoracic-only or any
extra-thoracic disease at baseline, consistent with the ITT analyses













What’s Next?
• First line chemo-immunotherapy is our standard of care

• Most patients unfortunately relapse
• Second line options:

• Topotecan
• Lurbinectedin (FDA accelerated approval, single arm phase II RR 35.2%)

Confirmatory phase III
ATLANTIS trial of lurbinectedin
plus doxorubicin did not
improve OS vs topotecan/CAV

Trigo, Lancet Oncol 2020
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RESPONSE RATE



SCLC cohort, Safety (n=21)

*1 episode per patient (n=5 pts) **All were grade 3. 1 episode per patient, except in 1 patient (2 episodes of 1 day of duration each)
*** 6/21 pts (28.6 %) neutropenia grade 4

Adverse Events and
Laboratory abnormalities

LUR 2 mg/m2 D1 + IRI 75 mg/m2 D1¬8 + G-CSF
(n=21 patients)

Grade 1-2, % Grade 3-4, %

Treatment- related
adverse events

Fatigue 66.7 23.8*

Nausea 57.1 -

Vomiting 38.1 4.8

Diarrhea 33.3 28.6**

Constipation 19 -

Abdominal pain 4.8 -

Anorexia 52.4 -

Febrile neutropenia - 9.5

Laboratory
abnormalities

Anemia 81 19

Neutropenia 33.3 61.9***

Thrombocytopenia 66.7 9.5

ALT increase 57.1 4.8

AST increase 61.9 4.8
ALT, alanine aminotransferase; AST, aspartate aminotransferase; IRI, irinotecan; LUR, lurbinectedin.

Related AEs summary / dose
modifications / supportive
treatment

n (%)

Any AE 21 (100)

AE ≥ grade 3 16 (76.2)

SAEs 6 (28.5)

Related AEs leading to death 0 (0.0)

Related AEs leading to treatment
discontinuation

0 (0.0)

Dose delays treatment related 6 (28.6)

Dose reductions 11 (52.4)

Transfusions
(red blood)

7 (33.3)



Lurbinectedin + Irinotecan
• ORR 62% and PFS 6.2 months

• Chemo-sensitive (> 90d CTFI): ORR 69%, PFS 8.1m
• Chemo-resistant (< 90d CTFI): ORR 50%, PFS 4.8m
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Reference Drug RR Sample Size Sens / Res
Trigo, 2020 Lurbinectedin 35% 37/105 45% / 22%

Masuda, 1992 Irinotecan 47% 7/15

Onada, 2006 Amrubicin 50% 30/60 52% / 50%

Inoue, 2015 Amrubicin 67% 18/27 67% / ------

von Pawel, 2014 Amrubicin 31% 132/424 41% / 20%



Lurbinectedin + Irinotecan
• Impressive responses in sensitive and resistant populations
• Promising combination
• Not yet practice changing

• Notable toxicity with the combination
• Larger, randomized trials needed
• Improved survival is the goal and response does not always correlate

• Irinotecan liposome formulation under investigation
• Granted fast-track designation by FDA
• Ongoing phase 2/3 RESILIENT trial (NCT03088813)
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SAFETY



CLINICAL EFFICACY



RESILIENT part 2: Design









Adverse Events (AEs) 



Efficacy



Conclusions







TAKE HOME POINTS

• First line chemo-immunotherapy is our standard
• Concurrent and maintenance immunotherapy 
• We need new combinations of immunotherapy to improve the efficacy

• Promising salvage regimens emerging
• Lurbinectedin + irinotecan, irinotecan liposomal and AMG 757 show promise but also have

important toxicity profiles
• High response rates are nice but improving survival is our objective
• Future studies should consider prospective clinical trial designs with selection for specific molecular subtypes



Takeaway Points
• First line chemo-immunotherapy is our standard

• Concurrent and maintenance immunotherapy
• Promising salvage regimens emerging

• Lurbinectedin + irinotecan, liposomal irinotecan and AMG 757
show promise but also have important toxicity profiles

• High response rates are nice but improving survival is our goal
• Substantial gains will only be made with a

commitment to biomarker development and
identification of unique subsets within SCLC
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