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• 금일 RTx 예정

• 이전 병원에 전화

> 조직 검사 결과를 물어봄.



Latest version of NCCN guideline
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* Preferred regimen

ES-SCLC treatment 

IO (Atezo) + EPS + Carbo #4
IO (Durva) + EPS + Carbo/Cis #4  

IO (Atezo) maintenance
IO (Durva) maintenance  

* Other regimen
• EPS + Carbo/cis
• Irinotecan + Carbo/cis

Re-challenge with original regimen

≥ 6M

Topotecan
Lurbinectidin
Clinical trial

< 6M



ES-SCLC treatment (South Korea)

2022.07.27 건강보험심사평가원
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Trial Year Experimental arm
(IO+CTx)

Control arm
(CTx)

Phase N Primary
endpoint

IMpower133 2016-2017 Atezolizumab EPS+carbo III 403 OS, Inv-ass PFS

CASPIAN* 2017-2018 Durvalumab EPS+carbo/cis III 537 OS

Keynote-604 2017-2018 Pembrolizumab EPS+carbo/cis III 453 PFS, OS in ITT

NCT01450761 2012-2014 Ipilimumab EPS+carbo/cis III 1132 OS

NCT00527735# 2008-2009 Ipilimumab Paclitaxel+carbo II 130 PFS

ECOG-ACRIN 5161 2018-2022 Nivolumab EPS+carbo/cis II 160 PFS

Clinical trials: ICI combined CTx in ES-SCLC

• CAPIAN*: Another experimental arm (EPS/plainum+ Durvalumab + Tremelimumab)
• NCT00527735#: three arms (A:concurrent/B:phased/C:control)

Arm A (concurrent ): Ipi + CTx #4 --> CTx #2
Arm B (phased): CTx #2 --> Ipi + CTx #4
Control arm: CTx + placebo #4-6



• Phase III RCT, EPS/platinum + Ipilimumab 10mg/kg or placebo every 3weeks (1:1)

• Primary endpoint : overall survival (OS)

• Of 1,132 patients randomly assigned, 478 chemotherapy+ ipilimumab: 476 chemotherapy plus placebo

J Clin Oncol 34:3740-3748

Ipilimumab + Etoposide + Platinum NCT01450761





Addition of ipilimumab to chemotherapy did not prolong OS in ES-SCLC



• Ph 3, RCT (2016-2017), including KOREA, 403 CTx naïve, extensive-stage SCLC 

• Induction phase (EPS, 100mg/BSA + carboplatin, AUC 5 +/- atezolizumab/placebo 3wks cycles #4)

, followed by a maintenance phase  atezolizumab(1200mg)/placebo 3wks

N Engl J Med 2018;379:2220-9

IMpower133 (atezolizumab)

• Induction CTx #4

• Until PD (no restriction)

• PCI permitted during maintenance

• Thoracic RTx, not permitted

• Only carboplatin



Baseline characteristics

Variable Atezo + EC
(n=201)

EC
(n=202)

Median age, y 64 64

Age <65 55.2% 52.5%

Age ≥65 44.8% 47.5%

Gender

Male 64.2% 65.3%

Smoking status

Never 4.5% 1.5%

Current 36.8% 37.1%

Former 58.7% 61.4%

ECOG

0/1 100% 100%

CNS metastasis

Yes 8.5% 8.9%

PCI, yes 22 (10.9%) 22 (10.9%)



IMpower133 (atezolizumab)

N Engl J Med 2018;379:2220-9

Variable Atezo + EC
(n= 201)

EC
(n=202)

ORR 60.2 64.4

CR 2.5 1.0

PR 57.7 63.4

Median DoR (m) 4.2 (1.4-19.5) 3.9 (2.0-16.1)

SD 20.9 21.3

PD 10.9 6.9



IMpower133 (atezolizumab): updated OS

J Clin Oncol 2021;39:619-630.



IMpower133 (atezolizumab): updated OS

J Clin Oncol 2021;39:619-630.



• Ph 3, RCT (2017-2018), including KOREA, 805 CTx naïve, extensive-stage SCLC 

• Three arms (EPS+platinum ± Durvalumab ± Tremelimumab)

• Primary endpoint: Overall survival

• Secondary endpoint: PFS, ORR, Safety & tolerability

Lancet 2019; 394: 1929–39

CASPIAN (Durvalumab)
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Arm 1

Durvalumab 1500 mg  + 

Tremelimumab 75 mg + 

EPb

q3w, up to 4 cycles

Arm 2

Durvalumab 1500 mg  + 

EPb

q3w, up to 4 cycles

Arm 3

EPb

q3w, up to 6 cyclesd

Arm 1

Durvalumab 1500 mg  

q4w until PDc

Arm 2

Durvalumab 1500 mg  

q4w

until PDd

Study treatmenta Primary Endpoint

• OS

Secondary Endpoints

• OS and OS18 

• PFSf,ORRf, APF6f, APF12f

• PK

• Immunogenicity (durvalumab and tremelimumab)

• HRQoL

• Changes in WHO/ECOG PS

• Safety and tolerability

Arm 3

Optional PCIe
Exploratory Endpoint

• Biomarker analysis (tTMB; PD-L1)3,5,g

• OS and PFS analysis in patients with or without 

baseline brain metastases4 (prespecified 

subgroup analysis)

Stratification factor:

Planned platinum-based therapy 

in Cycle 1 (carboplatin vs 

cisplatin)

Treatment-naïve 

ES-SCLC
Actual Enrollment = 988

• Induction q3wks, maintenance q4wks

• Until PD (no restriction)

• Platinum (cis/carbo)



Variable Atezo + EC
(n=201)

EC
(n=202)

Median age, y 64 64

Age <65 55.2% 52.5%

Age ≥65 44.8% 47.5%

Gender

Male 64.2% 65.3%

Smoking status

Never 4.5% 1.5%

Current 36.8% 37.1%

Former 58.7% 61.4%

ECOG

0/1 100% 100%

CNS metastasis

Yes 8.5% 8.9%

PCI, yes 22 (10.9%) 22 (10.9%)



ESMO Open 2022;7(2):100408

3-year OS update from CASPIAN Arm 2 vs. Arm 3



CASPIAN (Durvalumab)

ESMO Open 2022;7(2):100408



Adding tremelimumab (fully human monoclonal antibody against CTLA-4) Arm 1 vs. Arm 3



Variable Atezo + EC
(n= 201)

EC
(n=202)

Durva + E/plat
(n=268)

E/platinum
(n=269)

ORR 60.2 64.4 68.0 58.0

CR 2.5 1.0 2.0 1.0

PR 57.7 63.4 66.0 57.0

Median DoR (m) 4.2 (1.4-19.5) 3.9 (2.0-16.1) 5.1 (3.4-10.4) 5.1 (3.7-6.8)

SD 20.9 21.3 7.0 16.0

PD 10.9 6.9 12.0 12.0

Median PFS (m) 5.2 4.3 5.1 5.4

HR (95% CI) 0.77 (0.62-0.96) 0.78 (0.65-0.94)

6m PFS (%) 30.9 12.6 45.0 46.0

12m PFS (%) 22.4 5.4 18.0 5.0

Median OS (m) 12.3 10.3 12.9 10.5

HR (95% CI) 0.76 (0.60-0.90) 0.71 (0.60-0.86)

12m OS (%) 51.9 39.0 52.8 39.3

18m OS (%) 34.0 21.0 32.0 24.8

24m OS (%) - - 22.9 13.9



• PD-L1 and TMB are

NOT Discriminant Biomarkers in Pts with ES-SCLC

Biomarker ? PDL1, TMB

IMpower133 Caspian

CASPIAN OS by Subgroup[5]

Favors Durvalumab + EP Favors EP

0.10 0.25 0.50 1.0 2.0

ITT (n = 537)

PD-L1 evaluable (n = 277)

IC < 1 (n = 215)

IC ≥ 1 (n = 62)

TC < 1 (n = 263)

TC ≥ 1 (n = 14)

HR (95% CI)

0.73 (0.591-0.910)

0.65 (0.482-0.864)

0.64 (0.462-0.897)

0.69 (0.370-1.283)

0.66 (0.491-0.896)

0.46 (0.119-1.793)

J Clin Oncol 2021;39:619-630.

ESMO 2019



Safety (1)

IMpower133



Safety (1) Caspian



IMpower133Safety (2)



Safety (2) Caspian
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• Retrospective study including ES-SCLC diagnosed 2018 Oct~2019 Dec, and follow-up through 2020 Mar 

• The US Oncology Network EHR (electronic health records) data

• 408 patients enrolled, 267 (71.4%) received Atezo+EC vs. 80 (21.4%) received EC

RW data in US (1L setting)-01 

Variable US oncol network
(n=267)

IMpower133
(n=201)

Median age, y 68 64

Gender

Male 45% 64%

Female 55% 36%

Race, White 73% 81%

ECOG

0/1 74% 100%

2/3 24% 0%

CNS metastasis

Yes 23% 9%

No 77% 91%

ASCO 2021 Abstract 8561

Variable US oncol network
(n=267)

IMpower133
(n=201)

Median f/u 5.5m 13.9m

Median Duration of 
treatment 

4.9m
(Time to discontinuation)

4.7m

Treatment at 6M 35.1% 31.3%

Median PFS 6.9m
(time to next treatment/death)

5.2m

PFS at 6M 64.5%
(not initiated on 2L at 6M)

30.9%

Median follow-up 5.5m



• Retrospective study including ES-SCLC 
diagnosed 2018 Sep~2020 Apr

• Follow-up through 2020 Apr 

• Nationwide Flatiron Health EHR database

• TO investigate clinical characteristics, treatment 
patterns, and early outcomes of the Atezo + CE

• Thoracic RTx, PCI permitted

RW data in US (1L setting)-02 

The IMpower133 eligible like cohort
(subgroup of the main trial study cohort) 
• ECOG 0/1
• Carboplatin, only
• Starting with Atezo+EC as 1st cycle
• No BM before start CTx

ESMO 2021 poster 1650P

Median follow-up 6.9m



RW data in US (1L setting)-02 

• 20% (97/493) : CNS metastasis at baseline

 49% (48/97) received CNS treatment 

before commencing Atezo+ CE

 WBRT: 81% (n=39), SBRT: 10% (n=5)

Craniotomy/metastasectomy: 17% (n=8) 

Surgery: 2% (n=1) Radiotherapy: 2% (n=1)

• Cumulative incidence of new CNS mets at 6M 

19% (no CNS mets at baseline)

vs. 38% (CNS mets at baseline)

• 13% (27/200): PCI done 

(in Pts without CNS mets at baseline)



RW data in US (1L setting)-02 

• rwPFS Stratifications in the RW cohort by baseline characteristics



• Retrospective analysis (2017-2019)

• 67 CTx naïve, extensive-stage SCLC 

JTO Clin Res Rep 2021;12(2):100249

RW data in Canada

Variable Atezo + EC
(n=201)

EC
(n=202)

Median age, y 64 64

Age <65 55.2% 52.5%

Age ≥65 44.8% 47.5%

Gender

Male 64.2% 65.3%

Smoking status

Never 4.5% 1.5%

Current 36.8% 37.1%

Former 58.7% 61.4%

ECOG

0/1 100% 100%

CNS metastasis

Yes 8.5% 8.9%

PCI, yes 22 (10.9%) 22 (10.9%)



JTO Clin Res Rep 2021;12(2):100249

RW data in Canada

Variable Atezo + EC
(n= 201)

EC
(n=202)

Durva + E/plat
(n=268)

E/platinum
(n=269)

Atezo + CTx
(RW, Canada)

CTx
(RW, Canada)

Median PFS (m) 5.2 4.3 5.1 5.4 6.0 4.3

HR (95% CI) 0.77 (0.62-0.96) 0.78 (0.65-0.94) 0.53 (0.28-1.02)

Median OS (m) 12.3 10.3 12.9 10.5 12.8 7.1

HR (95% CI) 0.76 (0.60-0.90) 0.71 (0.60-0.86) 0.42 (0.20-0.88)



• Retrospective analysis (2019-2020), 68 CTx naïve, 
extensive-stage SCLC 

• Yonsei Cancer Center

• The median follow-up was 11.6 months

Cancer Immunology, Immunotherapy (2022) 71:1093–1101

RW data in South Korea

Variable Atezo + EC
(n=201)

EC
(n=202)

Median age, y 64 64

Age <65 55.2% 52.5%

Age ≥65 44.8% 47.5%

Gender

Male 64.2% 65.3%

Smoking status

Never 4.5% 1.5%

Current 36.8% 37.1%

Former 58.7% 61.4%

ECOG

0/1 100% 100%

CNS metastasis

Yes 8.5% 8.9%

PCI, yes 22 (10.9%) 22 (10.9%)





• Retrospective analysis 

(2019-2020) 

• 65 CTx naïve, ES-SCLC

• 1L Atezo+EPS+carbo

• The median follow-up was 
13.3 months

A. Shiono et al., Cancer Med 2022 Jun 14

RW data in Japan

Variable Atezo + EC
(n=201)

EC
(n=202)

Median age, y 64 64

Age <65 55.2% 52.5%

Age ≥65 44.8% 47.5%

Gender

Male 64.2% 65.3%

Smoking status

Never 4.5% 1.5%

Current 36.8% 37.1%

Former 58.7% 61.4%

ECOG

0/1 100% 100%

CNS metastasis

Yes 8.5% 8.9%

PCI, yes 22 (10.9%) 22 (10.9%)

83%



Variable Atezo + EC
(n= 201)

EC
(n=202)

Durva + 
E/plat

(n=268)

E/platinum
(n=269)

Atezo + CTx
(RW, Korea)

(n=68)

Atezo + CTx
(RW, Japan)

(n=65)

ORR 60.2 64.4 68.0 58.0 51 (75%) 48 (73.8%)

CR 2.5 1.0 2.0 1.0 1 (1.5%) 5 (7.6%)

PR 57.7 63.4 66.0 57.0 50 (73.5%) 43 (66.2%)

Median DoR (m) 4.2 (1.4-19.5) 3.9 (2.0-16.1) 5.1 (3.4-10.4) 5.1 (3.7-6.8) 3.3 (0.6-17.5)

SD 20.9 21.3 7.0 16.0 7 (10.3) 10

PD 10.9 6.9 12.0 12.0 2 (3.0) 6

Median PFS (m) 5.2 4.3 5.1 5.4 4.6 5.4 

HR (95% CI) 0.77 (0.62-0.96) 0.78 (0.65-0.94)

Median OS (m) 12.3 10.3 12.9 10.5 12.0 15.9

HR (95% CI) 0.76 (0.60-0.90) 0.71 (0.60-0.86)

12m OS (%) 51.9 39.0 52.8 39.3 50.0 50.0

18m OS (%) 34.0 21.0 32.0 24.8 37.0 37.0



Safety
KOREA JAPAN
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• Ph 3, RCT (2017-2018), 1L Atezolizumab + Carboplatin/Etoposide ± Tiragolumab for ES SCLC

• Tiragolumab: novel mAb targeting TIGIT

Rudin. ASCO 2022. Abstr LBA8507. NCT04256421

SKYSCRAPER-02



Full analysis set: All patients including those BM 

Primary analysis set: All patients without presence or history of BM 





Variable Atezo + EC
(n= 201)

EC
(n=202)

Durva + E/plat
(n=268)

E/platinum
(n=269)

Tiragolumab
Atezo+CE
(n=243)

Placebo
Atezo+CE
(n=247)

ORR 60.2 64.4 68.0 58.0 70.8 65.6

SD 20.9 21.3 7.0 16.0 7 (10.3) 10

PD 10.9 6.9 12.0 12.0 2 (3.0) 6

Median PFS (m) 5.2 4.3 5.1 5.4 5.1 5.4 

HR (95% CI) 0.77 (0.62-0.96) 0.78 (0.65-0.94) 1.08 (0.89-1.31)

Median OS (m) 12.3 10.3 12.9 10.5 13.1 12.9

HR (95% CI) 0.76 (0.60-0.90) 0.71 (0.60-0.86) 1.02 (0.80-1.30)



• Addition of PD-L1 inhibition to platinum/etoposide CTx significantly improves survival in ES SCLC

• Atezolizumab (IMpower133) in combination with carboplatin/etoposide and durvalumab (CASPIAN) in 
combination with carboplatin/etoposide or cisplatin/etoposide approved by FDA

• PD-L1 inhibition plus chemotherapy is standard of care for the first-line treatment of ES SCLC

• This trend would be valid, regardless of PD-L1 status

• Safety outcomes consistent with known safety profiles of each agent

• Further studies are needed to identify who might derive long term benefit.

Summary



Thank you for your attention

You can find me at:

dongwonpark@hanyang.ac.kr

portrayme@gmail.com


