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IMpower133: Atezolizumab+chemotherapy versus 

chemotherapy in 1L ES-SCLC

PCI, prophylactic cranial irradiation

*Only patients with treated brain metastases were eligible

MaintenanceInduction (4 × 21-day cycles)

Patients with (N=403):

• Measurable ES-SCLC

(RECIST v1.1)

• ECOG PS 0 or 1

• No prior systemic 

treatment for ES-SCLC

• Patients with treated 

asymptomatic brain 

metastases were eligible

Stratification:

• Sex (male vs female)

• ECOG PS (0 vs 1)

• Brain metastases

(yes vs no)*

S
u

rv
iv

a
l 

fo
ll
o

w
-u

p

Co-primary endpoints:

• Overall survival

• Investigator-assessed PFS

Key secondary endpoints:

• Objective response rate

• Duration of response

• Safety

PCI per local standard of care
Carboplatin: AUC 5mg/ml/min i.v., Day 1

Etoposide: 100mg/m2 i.v., Days 1–3

Treat until PD 

or loss

of clinical 

benefit

Placebo

Atezolizumab

R 

1:1

Atezolizumab (1200mg i.v., Day 1)

+ carboplatin 

+ etoposide 

Placebo

+ carboplatin 

+ etoposide 
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IMpower133: OS in the ITT population (updated 

analysis)

*p-value is provided for descriptive purposes

Clinical data cut-off date: 24 January 2019 Horn, et al. AACR 2020 (Abs CT220)

Reck, et al. ESMO 2019 (Abs 1736O)

Atezolizumab 
+ CP/ET
(N=201)

Placebo 
+ CP/ET
(N=202)

Median OS, 
months (95% CI)

12.3 
(10.8, 15.8)

10.3
(9.3, 11.3)

HR (95% CI)
0.76 (0.60, 0.95)

p=0.0154*

Median follow-up, months 22.9 
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201 187 180 159 130 109 93 86 75 61 51 28 21 8Atezo + CP/ET

Placebo + CP/ET

1

202 189 183 160 131 97 74 58 49 39 33 20 8 223

No. at risk

12-month OS

34.0%

51.9%

39.0%

21.0%

18-month OS

https://www.abstractsonline.com/pp8/#!/9045/presentation/11325
https://www.abstractsonline.com/pp8/#!/9045/presentation/11325
https://oncologypro.esmo.org/meeting-resources/esmo-2019-congress/IMpower133-updated-overall-survival-OS-analysis-of-first-line-1L-atezolizumab-atezo-carboplatin-etoposide-in-extensive-stage-SCLC-ES-SCLC
https://oncologypro.esmo.org/meeting-resources/esmo-2019-congress/IMpower133-updated-overall-survival-OS-analysis-of-first-line-1L-atezolizumab-atezo-carboplatin-etoposide-in-extensive-stage-SCLC-ES-SCLC


CASPIAN Study Design
Phase 3, global, randomized, open-label, active-controlled, multicenter study 

Durvalumab + 

tremelimumab + EP*
q3w for 4 cycles

Durvalumab‡

q4w until PD

Durvalumab + EP*                                 
q3w for 4 cycles

Primary endpoint

• OS

Secondary endpoints 

• PFS§

• ORR§

• Safety & tolerability

• PROs

R

EP*
q3w for up to 6 cycles†

Stratified by 

planned 

platinum 

(carboplatin vs 

cisplatin)

• Treatment-naïve ES-SCLC

• WHO PS 0 or 1

• Asymptomatic or treated 

and stable brain metastases 

permitted

• Life expectancy ≥12 weeks 

• Measurable disease per 

RECIST v1.1

N=805 (randomized)

1:1:1

Durvalumab
q4w until PD

Optional PCI†

*EP consists of etoposide 80–100 mg/m2 with either carboplatin AUC 5–6 or cisplatin 75–80 mg/m2, durvalumab dosed at 1500 mg, tremelimumab dosed at 75 mg 
†Patients could receive an additional 2 cycles of EP (up to 6 cycles total) and PCI at the investigator’s discretion
‡Patients received an additional dose of tremelimumab post-EP
§By investigator assessment per RECIST v1.1 

AUC, area under the curve; ORR, objective response rate; PCI, prophylactic cranial irradiation; PD, disease progression; PFS, progression-free survival; 

PROs, patient-reported outcomes; PS, performance status; q3w, every 3 weeks; q4w, every 4 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1

Paz-Ares L et al., WCLC 2019, PL02.11; ESMO 2019 Paz-Ares L et al., Annals of Oncology (2019) 30 (suppl_5): v851-v934 ; ASCO 2020, Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002)



•

Baseline Characteristics

CNS, central nervous system 

Durvalumab  EP

(n=268)

EP

(n=269)

Median age (range), years 62 (28–82) 63 (35–82)

Male, % 70.9 68.4

White / Asian / Other, % 85.4 / 13.4 / 1.1 82.2 / 15.6 / 2.2

WHO PS 0 / 1, % 36.9 / 63.1 33.5 / 66.5

Disease stage III / IV*, % 10.4 / 89.6 8.9 / 91.1

Current / Former / Never smoker, % 44.8 / 47.0 / 8.2 46.8 / 47.6 / 5.6 

Brain or CNS metastases, % 10.4 10.0

*All patients were confirmed as having ES-SCLC

Paz-Ares L et al., WCLC 2019, PL02.11; ESMO 2019 Paz-Ares L et al., Annals of Oncology (2019) 30 (suppl_5): v851-v934 ; ASCO 2020, Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002)



Patient Disposition

• Median duration of follow-up in censored patients: 14.2 months (range 0.1‒23.1)

*The most common reason for treatment discontinuation was disease progression in both arms
†PCI was only permitted in the EP arm at the investigator’s discretion  

Durvalumab  EP

(n=268)

EP

(n=269)

Received treatment, n 265 266

Ongoing treatment, n (%) 43 (16) 0

Completed EP / Discontinued EP*, n 223 / 42 190 / 76

PCI post-EP†, n (%) – 21 (8)

Did not receive treatment, n 3 3

Received subsequent anticancer therapy, n (%) 113 (42) 119 (44)

Paz-Ares L et al., WCLC 2019, PL02.11; ESMO 2019 Paz-Ares L et al., Annals of Oncology (2019) 30 (suppl_5): v851-v934 ; ASCO 2020, Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002)



Treatment Exposure

Chemotherapy
D+EP

(n=265)

EP

(n=266)

Platinum agent received†, n (%)

Carboplatin 208 (78.5) 208 (78.2)

Cisplatin 65 (24.5) 67 (25.2)

Median number of cycles of EP‡, n (range) 4 (1–6) 6 (1–6)

Number of cycles of EP‡, n (%)

≥4 cycles 230 (86.8) 225 (84.6)

6 cycles 1 (0.4) 151 (56.8)

Immunotherapy (n=265) (n=266)

Median total duration of durvalumab, weeks 28.0 –

Median number of durvalumab doses, n (range) 7 (1–37) –

Median total duration of tremelimumab, weeks – –

Patients receiving 5 planned tremelimumab doses, n (%) – –

*2 patients discontinued due to AEs during the immunotherapy infusions before receiving any EP 
†Patients were allowed to switch between carboplatin and cisplatin at the investigator’s discretion 
‡Based on etoposide exposure

Paz-Ares L et al., WCLC 2019, PL02.11; ESMO 2019 Paz-Ares L et al., Annals of Oncology (2019) 30 (suppl_5): v851-v934 ; ASCO 2020, Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002)















Durvalumab + EP consistently improved OS 

versus EP in patients regardless of the 

presence of baseline brain metastases 

– HR 0.69 [0.35–1.31] and 0.74 [0.59–0.93]

OS Based on Baseline Brain Metastases

Figure 3. OS in patients with (A) or without (B) brain metastases at baseline

Paz-Ares L et al., WCLC 2019, PL02.11; ESMO 2019 Paz-Ares L et al., Annals of Oncology (2019) 30 (suppl_5): v851-v934 ; ASCO 2020, Paz-Ares L et al. J Clin Oncol 38: 2020 (suppl; abstr 9002)



HR (95% CI)

ITT (n=537) 0.73 (0.591, 0.910)

PD-L1 evaluable (n=277) 0.65 (0.482, 0.864)

IC <1% (n=215) 0.64 (0.462, 0.897)

IC ≥1% (n=62) 0.69 (0.370, 1.283)

TC <1% (n=263) 0.66 (0.491, 0.896)

TC ≥1% (n=14) 0.46 (0.119, 1.793)

CASPIAN: Overall survival based on PD-L1 expression

• The size of the HR dot represents the total number of events across both arms

• CI, confidence interval; EP, etoposide–platinum; HR, hazard ratio; IC, immune cell; ITT, intention to treat;  ORR, objective response rate; OS, overall survival; PD-L1, programmed death ligand-1; PFS, progression-free survival; TC, tumour cell

• Paz-Ares L, et al. Presented at European Society for Medical Oncology Congress; 27th September – 1st October 2019; Barcelona, Spain

2.00.500.250.10 1.0

Favours durvalumab + EP Favours EP

• Durvalumab + EP was associated with improved OS vs EP, regardless of PD-L1 expression with a 1% cut-off

• No significant interaction was observed with OS based on PD-L1 expression as a continuous variable 

(TC, P=0.54; IC, P=0.23); similar results were observed with PFS and ORR



CASPIAN: Overall safety summary

D+EP

(n=265)

EP

(n=266)

Any-grade all-cause AEs, n (%) 260 (98.1) 258 (97.0)

Grade 3/4 AEs 165 (62.3) 167 (62.8)

Serious AEs 85 (32.1) 97 (36.5)

AEs leading to treatment discontinuation* 27 (10.2) 25 (9.4)

Immune-mediated AEs† 53 (20.0) 7 (2.6)

AEs leading to death 13 (4.9) 15 (5.6)

Treatment-related AEs leading to death‡ 6 (2.3) 2 (0.8)

*Includes patients who permanently discontinued at least one study drug
†An event that is associated with drug exposure and consistent with an immune-mediated mechanism of action, where there is no clear alternate etiology and the event required treatment with systemic corticosteroids or other 

immunosuppressants and/or, for specific endocrine events, endocrine therapy; majority of immune-mediated AEs were low grade and thyroid related
‡AEs assessed by the investigator as possibly related to any study treatment. Causes of death were death, febrile neutropenia, and pulmonary embolism (two patients each), and enterocolitis, general physical health 

deterioration/multiple organ dysfunction syndrome, pneumonia, pneumonitis/hepatitis, respiratory failure, and sudden death (one patient each) in the durvalumab + tremelimumab + EP arm; cardiac arrest, dehydration, 

hepatotoxicity, interstitial lung disease, pancytopenia, and sepsis (one patient each) in the durvalumab + EP arm; pancytopenia and thrombocytopenia/haemorrhage (one patient each) in the EP arm

AE, adverse event; D, durvalumab; EP, etoposide–platinum; T, tremelimumab

Paz-Ares L, et al. Presented at ASCO 2020 May 29th‒31st, Virtual; abstract 9002
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Patient-reported Outcomes (PROs)

CASPIAN1 IMpower1332

Time to deterioration in all patient-reported symptoms and functional 

domains favored durvalumab + EP arm versus EP arm

Time to deterioration of treatment-related symptoms were similar 

between arms.

1. Goldman JW et al. Lung Cancer. 2020;149:46-51. 2. Mansfield AS et al. Ann Oncol. 2020;31:310-317.
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CASPIAN vs IMPOWER 133: Efficacy Outcomes

CASPIAN IMPOWER 133

ORR 67.9% vs 57.6% 60% vs 64%

mPFS 5.1m vs 5.4m (HR 0.78) 5.2m vs 4.4m (HR 0.77)

12m PFS 17.5% vs 4.7% 12.6% vs 5.4% 

mOS 13.0m vs 10.3m (HR 73) 12.5m vs 10.3m (HR 0.76)

Biomarker none yet bTMB ≥16?
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Case 2

• 64 year old male, current smoker, found to have shortness of breath 
and cytopenias with ANC of 800, Hgb of 8, Plt- 17

• Viral etiologies rule out by PCR, imaging showed 2cm lung nodule, 
multiple enlarged hilar lymph nodes, and multiple areas of osseous 
changes

• Bone marrow biopsy performed and shows infiltrated marrow with small 
blue cells with high proliferation rate consistent with small cell lung 
cancer

• CNS imaging shows no evidence of brain metastasis
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Case (cont.)

• Patient underwent blood transfusion and decision to initiate treatment as an inpatient for close 
monitoring of blood counts and given patient’s condition

• Patient was started on cisplatin and etoposide and required transfusion and GCSF support

• He is subsequently discharged and presents in outpatient clinic for discussion around 
continuation of treatment

• His blood counts and breathing are improved, however his ANC is 1500, his Hgb remains at 
8, his platelets at 47

• What would be your optimal treatment regimen to continue from here?
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Case (cont.)

• Given cytopenias, decision to continue cisplatin (less cytopenias than carboplatin) and 
etoposide with the addition of anti-PD-L1 immunotherapy

• Treatment with cisplatin/etoposide/durvalumab as per CASPIAN was continued and patient 
remained in remission for almost a year
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Sandip Patel, MD

Email:  patel@ucsd.edu

Twitter:  @PatelOncology

Thank you


