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FLAURA2: PFS per investigator
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Efficacy Summary

Response per 
BICR

All 
treated 
patients 
(N=137)

Patients 
with EGFR 
mutations 

(N=78)

Patients with
ALK

rearrangement 
(N=34)

ORR confirmed,
n (%)
[95% CI]a

49 (35.8)
[27.8-44.4]

34 (43.6)
[32.4-55.3]

8 (23.5)
[10.7-41.2]

Median DOR
(95% CI), months

7.0
(4.2-9.8)

7.0
(4.2-10.2)

7.0
(2.8-8.4)

DCR confirmed,
n (%) [95%
CI]a

108 (78.8)
[71.0-85.3]

64 (82.1)
[71.7-89.8]

25 (73.5)
[55.6-87.1]

Median PFS,
(95% CI),
monthsb

5.4
(4.7-7.0)

5.8
(5.4-8.3)

4.3
(2.6-6.9)

BICR, blinded independent central review; BOR, best overall response; CR, complete response; DCR, disease control rate; DOR, duration of response; ORR, objective response rate; PFS, progression-free survival; PR,
partial response.
aThe 2-sided 95% CIs are based on the Clopper-Pearson exact binomial method. bMedian PFS and PFS probabilities are based on the Kaplan-Meier method. cPer BICR.

BOR: In the overall population (N=137), 4 patients (3%) 
achieved a CR and 45 (33%) achieved a PR

EGFR subset: Among patients with sensitizing or T790M 
mutations (N=68), the ORR was 49.1% in those previously 
treated with osimertinib
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Amivantamab Plus Chemotherapy vs 
Chemotherapy as First-line Treatment in 
EGFR Exon 20 Insertion–mutated Advanced 
Non-small Cell Lung Cancer (NSCLC)
Primary Results From PAPILLON, a Randomized 
Phase 3 Global Study
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PAPILLON: Phase 3 Study Design

PAPILLON (ClinicalTrials.gov Identifier: NCT04538664) enrollment period: December 2020 to November 2022; data cut-off: 3-May-2023.
aRemoved as stratification factor since only 4 patients had prior EGFR TKI use (brief monotherapy with common EGFR TKIs was allowed if lack of response was documented).
bPatients with brain metastases were eligible if they received definitive treatment and were asymptomatic, clinically stable, and off corticosteroid treatment for ≥2 weeks prior to randomization.
cKey statistical assumption: 300 patients with 200 events needed for 90% power to detect an HR of 0.625 (estimated PFS of 8 vs 5 months). PFS, ORR, and then OS were included in hierarchical testing.
dThese secondary endpoints (time to subsequent therapy and symptomatic progression-free survival) will be presented at a future congress.
eCrossover was only allowed after BICR confirmation of disease progression; amivantamab monotherapy on Q3W dosing per main study.
AUC, area under the curve; BICR, blinded independent central review; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor receptor; HR, hazard ratio;

Amivantamab-Chemotherapy
(n=153)

Chemotherapy
(n=155)1:
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Dosing (in 21-day cycles)
Amivantamab: 1400 mg (1750 mg if ≥80 kg) for the first 4 weeks, then
1750 mg (2100 mg if ≥80 kg) every 3 weeks starting at week 7 (first day
of cycle 3)
Chemotherapy on the first day of each cycle:
• Carboplatin: AUC5 for the first 4 cycles
• Pemetrexed: 500 mg/m2until disease progression

Optional crossover to 2nd-line 
amivantamab monotherapye

Primary endpoint: Progression-free survival 
(PFS) by BICR according to RECIST v1.1c

Secondary endpoints:
• Objective response rate (ORR)c

• Duration of response (DoR)
• Overall survival (OS)c

• PFS after first subsequent therapy (PFS2)
• Symptomatic PFSd

• Time to subsequent therapyd

• Safety

Key Eligibility Criteria

NSCLC, non-small cell lung cancer; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; TKI, tyrosine kinase inhibitor.

• Treatment-naïve,a
locally advanced or 
metastatic NSCLC

• Documented 
EGFR Exon 20 
insertion mutations

• ECOG PS 0 or 1

Stratification Factors
• ECOG PS
• History of brain 

metastasesb
• Prior EGFR TKI usea





aPatients without postbaseline tumor assessment were not included in this plot. bNo. of patients with measurable disease at baseline by BICR was 152 in 
both arms; response data presented among all responders. cNominal P<0.001; endpoint not part of hierarchical testing.

BICR, blinded independent central review; CI, confidence interval; CR, complete response; mo, month; NE, not evaluable; ORR, objective response rate; 
PD, progressive disease; PR, partial response;



Duration of Response (DoR) by BICR

Consistent DoR benefit was seen with investigator assessment: 13.5 vs 6.8 mo
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Amivantamab-Chemotherapy

Chemotherapy

As of data cutoff, responses were ongoing in 49% (54/111) in 
patients with amivantamab-chemotherapy vs 17% (12/72) with 
chemotherapy

Median DoRa

(95% CI)
Amivantamab-Chemotherapy 
Chemotherapy

9.7 mo (8.2–13.5)
4.4 mo (4.1–5.6)

Months

aAmong all responders. BICR, blinded independent central review; CI, confidence interval; mo, months.

No. at risk
Amivantamab-
Chemotherapy
Chemotherapy









Backgroundà 2L Standard of Care.
Covalent KRASG12C Inhibitors



KontRASt-01 update: Safety and efficacy of JDQ443 in KRAS G12C-mutated solid tumors including non-small cell lung cancer (NSCLC)



KontRASt-01: JDQ443 monotherapy

Maria de Miguel et al. 2023 ASCO Annual Meeting. 



NSCLC: Best overall response

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Maria de Miguel et al. 2023 ASCO Annual Meeting. 



Summary

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Maria de Miguel et al. 2023 ASCO Annual Meeting. 
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The primary endpoint analysis of SCARLET study:

A single-arm, phase II study of Sotorasib plus CARbopLatin-
pemETrexed in advanced non-squamous, non-small cell lung 
cancer patients with KRAS G12C mutation: WJOG14821L

Shinya Sakata1, Hiroaki Akamatsu2, Koichi Azuma3, Takehiro Uemura4,      
Yuko Tsuchiya-Kawano5,  Hiroshige Yoshioka6, Mitsuo Osuga2, Yasuhiro 
Koh2, Satoshi Morita7, Nobuyuki Yamamoto2

Hiroaki Akamatsu, MD, PhD.

1Kumamoto University Hospital, 2Wakayama Medical University, 3Kurume University School of Medicine, 4Nagoya City University Graduate School of 
Medical Sciences, 5Kitakyushu Municipal Medical Center, 6Kansai Medical University, 7Kyoto University Graduate School of Medicine, JPN

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting. 
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Background
36

l Molecular-targeted drugs have a critical role in advanced non-squamous, 
non-small cell lung cancer (non-Sq, NSCLC) patients with oncogenic driver 
alterations

l In EGFR-mutated tumor, phase III trials showed the benefit of adding 
cytotoxic chemotherapy on gefitinib

Hiroaki Akamatsu, MD, PhD.

Hosomi Y, JCO 2019. Miyauchi E, JCO 2022. Noronha V, JCO 2020. Hou X, JAMA Network Open 2023.

ALK-TKI +/- platinum-doublet Sotorasib + CBDCA / PEM MET-TKI +/- platinum-doublet
……ALK-rearranged KRAS G12C (SCARLET) MET ex14 skipping

Umbrella-type, phase II studies @ WJOG
for advanced non-Sq, NSCLC patients with rare driver oncogenes

Wakuda K, BMC Cancer 2023

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting. 



PRESENTED BY:

SCARLET: study schema

37

Hiroaki Akamatsu, MD, PhD.

Key inclusion criteria
• Advanced non-Sq, NSCLC
• With KRAS G12C
• Naïve for Cytotoxic chemotherapy 

and KRAS inhibitor
• With measurable lesion
• ECOG PS 0-1
• Asymptomatic CNS mets allowed

• Primary endpoint; ORR by blinded independent central review (BICR)
• Secondary endpoints; DCR, PFS, DOR, OS and AEs
• Translational research; NGS analysis (tissue and plasma [at baseline, 3 wks, and PD])

Sotorasib 960mg
+ CBDCA (AUC5)/ PEM 500 mg/m 2 

[q3W, 4 cycles]
(n = 30)

Sotorasib + PEM 
[q3W, until PD]

Trial identifier: jRCT2051210086

Induction phase Maintenance phase

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting. 
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Primary endpoint: ORR by BICR 38

Hiroaki Akamatsu, MD, PhD.
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ORR 88.9% (80%CI 76.9-95.8%, 95%CI 70.8-97.6%)

PD (N = 2)
SD (N = 1)
PR (N = 24)

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting. 
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Efficacy by PD-L1 expression level 39

Hiroaki Akamatsu, MD, PhD.
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PD-L1 expression level N ORR Median PFS (mo)

High (≥50%) 13 76.9% (95%CI 46.2-95.0%) Not reached

Low (1-49%) 9 100% (95%CI 66.4-100%) 5.7

Negative (<1%) 5 100% (95%CI 47.8-100%) 7.5

High (N = 13)

Low (N = 9)

Negative (N = 5)
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High (N = 13)
Low (N = 9)
Negative (N = 5)

No. at risk 13 11 4 2 0
No. at risk 9 7 2 1 0
No. at risk 5 4 1 1 0

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting. 
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Treatment-related AEs (≥ 15% or any severe cases)
40

Hiroaki Akamatsu, MD, PhD.

Any Grade >=Grade 3 Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Any adverse event 29 100.0 21 72.4 1 3.4 7 24.1 14 48.3 6 20.7 1 3.4 
Anaemia 21 72.4 11 37.9 2 6.9 8 27.6 10 34.5 1 3.4 0 0.0 
PLT decreased 13 44.8 7 24.1 4 13.8 2 6.9 5 17.2 2 6.9 0 0.0 
Neutrophil decreased 12 41.4 7 24.1 0 0.0 5 17.2 4 13.8 3 10.3 0 0.0 
Decreased appetite 10 34.5 0 0.0 4 13.8 6 20.7 0 0.0 0 0.0 0 0.0 
Nausea 10 34.5 0 0.0 3 10.3 7 24.1 0 0.0 0 0.0 0 0.0 
WBC decreased 10 34.5 6 20.7 1 3.4 3 10.3 4 13.8 2 6.9 0 0.0 
Malaise 8 27.6 0 0.0 5 17.2 3 10.3 0 0.0 0 0.0 0 0.0 
Constipation 7 24.1 0 0.0 4 13.8 3 10.3 0 0.0 0 0.0 0 0.0 
Diarrhoea 7 24.1 2 6.9 3 10.3 2 6.9 2 6.9 0 0.0 0 0.0 
γ-GTP increased 6 20.7 1 3.4 4 13.8 1 3.4 1 3.4 0 0.0 0 0.0 
Neutropenia 5 17.2 3 10.3 0 0.0 2 6.9 3 10.3 0 0.0 0 0.0 
Hiccups 5 17.2 0 0.0 4 13.8 1 3.4 0 0.0 0 0.0 0 0.0 
ALT increased 5 17.2 1 3.4 2 6.9 2 6.9 0 0.0 1 3.4 0 0.0 
Blood Cre increased 5 17.2 0 0.0 4 13.8 1 3.4 0 0.0 0 0.0 0 0.0 
AST increased 4 13.8 2 6.9 2 6.9 0 0.0 2 6.9 0 0.0 0 0.0 
Hyperkalaemia 3 10.3 1 3.4 0 0.0 2 6.9 1 3.4 0 0.0 0 0.0 
Lymph decreased 3 10.3 1 3.4 1 3.4 1 3.4 1 3.4 0 0.0 0 0.0 
Cellulitis 2 6.9 1 3.4 0 0.0 1 3.4 1 3.4 0 0.0 0 0.0 
Pneumonia 2 6.9 1 3.4 0 0.0 1 3.4 0 0.0 0 0.0 1 3.4 
Thrombocytopenia 2 6.9 1 3.4 0 0.0 1 3.4 0 0.0 1 3.4 0 0.0 
Anaphylactic reaction 1 3.4 1 3.4 0 0.0 0 0.0 1 3.4 0 0.0 0 0.0 
Gastritis 1 3.4 1 3.4 0 0.0 0 0.0 1 3.4 0 0.0 0 0.0 
Cholecystitis 1 3.4 1 3.4 0 0.0 0 0.0 1 3.4 0 0.0 0 0.0 

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting. 
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Conclusion

41

q Sotorasib in combination with CBDCA/PEM demonstrated favorable 
ORR and tolerability in advanced non-Sq, NSCLC patients with KRAS 
G12C mutation.

Hiroaki Akamatsu, MD, PhD.

41

Presented by Hiroaki Akamatsu. 2023 ASCO Annual Meeting. 







Intracranial activity….

q Incidence of brain metastases about 40%.

q Delayed CNS with sotorasib compared with docetaxel, 9.6 months 
versus 5.4 months (HR 0.84 [95% CI: 0.32, 2.19], P=0.37).

q KRYSTAL-1 trial had 25 patients with untreated brain metastases: 
ü icORR 42%
ü DCR 90%
ü PFS of 5.4 months

Cui W Lung Cancer 2020;146:310-7; Dingemans JCO.2023.41.17_suppl.LBA9016 Negrao JCO 2023



Treatment-Related Adverse Events

• aAny grade TRAEs occurring in ≥20% of patients. bIncludes all TRAEs of colitis, hepatitis, adrenal insufficiency, hypophysitis, hypothyroidism, hyperthyroidism, type 1 diabetes mellitus, nephritis, Stevens-Johnson syndrome, toxic epidermal necrolysis, and 
pneumonitis

• Data as of 19 June 2023. Median follow-up 8.7 months

Most Frequent TRAEsa, %
Concurrent 400 mg BID Adagrasib + Pembrolizumab (N=148)

Any grade Grade 1 Grade 2 Grade 3 Grade 4
Nausea 51 28 20 3 0
Diarrhea 44 33 7 3 0
ALT increase 38 15 13 9 1
AST increase 32 10 8 13 1
Vomiting 29 17 11 1 0
Fatigue 26 12 10 4 0
Decreased appetite 24 14 9 1 0
Lipase increased 24 3 9 10 1

q There were two Grade 5 TRAEs, one each of pneumonitis and pneumonia 

q Immune-related TRAEsb of any grade occurred in 18% of patients (26/148) and grade ≥3 occurred in 5% (8/148)

q TRAEs led to adagrasib dose reduction in 46% of patients (68/148) and temporary dose interruption in 59% of patients (88/148) 

q TRAEs led to permanent discontinuation of adagrasib only in 6% of patients (9/148) and pembrolizumab only in 11% of 
patients (16/148); 4% of patients (6/148) discontinued both drugs due to TRAEs



ORR and Best Tumor Change from Baseline in Patients 
With PD-L1 TPS ≥50%

ü Response per investigator assessment (n=51; modified full analysis set). Waterfall plot excludes three patients without post-baseline measurement and one patient without confirmatory scan (only one assessment of PR on day 28, but minimum duration requirement for SD is 42 days). aOne patient 
had CR without –100% change from baseline due to lymph node as target lesion. bIncludes AST increase, ALT increase, mixed liver injury and liver function test increase; no grade 4 hepatotoxicity was observed in patients with PD-L1 TPS ≥50%

ü Data as of 19 June 2023. Median follow-up 10.1 months

q Confirmed ORR was 63% (32/51; 95% CI, 48–76) and DCR was 84% (43/51; 95% CI, 71–93)

q Of those patients who experienced any grade hepatotoxicityb, ORR was 70% (14/20; 95% CI, 46–88)
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Duration of Treatment in Patients With PD-L1 TPS ≥50%

ü Response per investigator assessment (n=51; modified full analysis set). Swimmer plot excludes three patients without post-baseline measurement and one patient without confirmatory scan (only one assessment of PR on day 28, but minimum duration 
requirement for SD is 42 days) 

ü Data as of 19 June 2023. Median follow-up 10.1 months

q Median time to response was 1.4 months; median duration of response was not reached (95% CI, 12.6–NE)

PR
SD

PR
PD

PR

Time, Months

PD
SD

SD
SD

6 8 10 12 14 16 18 200 2 4

First response (PR or better)
Disease progression
Death
Treatment ongoing

Ev
alu

ab
le 

Pa
tie

nt
s

SD
SD

SD
SD

PR
SD

PR
PR
PR

PR

PR

PR
PR

PR
PR

PR
PR
PR

PR
PR
CR

PR
PR

SD
PR
PR

PR
PR

PR
PR

PR

SD

SD

PR
PR

PR

PR






