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Disclaimer

This presentation is designed to be used by scientific, non-promotional roles 

for education and discussion purposes of healthcare providers. 

This presentation contains off-label information which is presented only for 

purposes of providing an overview of clinical data and should not be 

construed as a recommendation for use of any product for unapproved uses.

There are currently no published head-to-head studies between therapeutics 

such as checkpoint inhibitors or TKIs, and slides summarising studies 

together are provided only for scientific discussion purposes.



NSCLC with EGFR mutation treatment

NCCN Guidelines Version 1.2020



EGFR TKI Monotherapy







18.9 VS. 10.2
HR: 0.46 P<0.001



38.6 VS. 31.8
HR: 0.799 P=0.0462







EGFR-TKI Plus anti-VEGF/VEGFR



Phase III study comparing bevacizumab plus erlotinib <br />to erlotinib in patients with untreated NSCLC <br />harboring activating EGFR‐mutations:<br /> NEJ 026
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Study Design : NEJ 026 (Phase III study)
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Baseline characteristics
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Primary endpoint ： PFS by independent review
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PFS by EGFR‐mutation subtypes
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Subgroup analyses: EGFR+ patients with brain metastases

CTONG 1509

NEJ 026

Saito et al., 2019 the lancet
Wu et al., 2019 ESMO

0011



RELAY: A multicenter, double-blind, randomized Phase 3 study <br />of erlotinib in combination with ramucirumab or placebo in previously untreated patients with epidermal 
growth factor receptor mutation-positive metastatic non-small cell lung cancer
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RELAY: Study Design1,2
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Summary of NEJ-026, CTONG 1509, and RELAY

NEJ-026 (ph III) CTONG 1509 (ph III) RELAY (ph III)

Regimen
Erlotinib + 

Bevacizumab
Erlotinib + 

Bevacizumab
Erlotinib + 

Ramucirumab

Patient number 114+114 (Japanese) 157+154 (Chinese) 224+225 (Global)

Recruit criteria CNS meta allowed CNS meta allowed no CNS meta

PFS HR
ITT

No CNS
CNS

0.605(0.42-0.88)
0.56(0.35-0.90)
0.78(0.42-1.43)

ITT
No CNS

CNS

0.55(0.41-0.75)
0.59(0.42-0.85)
0.50(0.28-0.88)

0.59(0.46-0.76)

median PFS
ITT

no CNS
CNS

16.9 vs 13.3
18.0 vs 15.1
12.7 vs 11.2

ITT 18 vs 11.3 19.4 vs 12.4

ORR 72% vs 66% 86.3% vs 84.7% 76% vs 75%

Saito et al., 2019 the lancet
Nakagawa et al., 2019 ASCO

Wu et al., 2019 ESMO



Ongoing trials with TKI + Bevacizumab

planningongoing

Yu et al., 2019 ASCO



Tyrosine Kinase Inhibitor Plus Metformin

JAMA Oncol. Published online September 5, 2019 



Study Design: TKI plus Metformin

Stage IIIB/V NSCLC with EGFR 
mutation
EGFR TKI naive
ECOG <= 2
No DM history

Open label
1:1 randomized 

N=70
TKI alone

N=69
TKI plus Metformin 500mg BID

Primary endpoint: 
• PFS in the intent-to-treat population. 
Secondary endpoin: 
• objective response rate(ORR), disease control rate (DCR), overall survival (OS), 

and safety. 

JAMA Oncol. Published online September 5, 2019 



Primary endpoint: PFS

JAMA Oncol. Published online September 5, 2019 

9.9 VS 13.1
(HR,0.60; P = .03)

9.7 VS 11.8
(HR, 0.64; P = .049)



ORR and OS

17.5 VS 31.7
(HR, 0.50; P = .02)

JAMA Oncol. Published online September 5, 2019 

ORR
54.3% VS. 71%



He et al ., ASCO 2019

Controversial result from 
China gefitinib + metformin 
study



EGFR TKI Plus Chemotherapy



Phase III Study Comparing Gefitinib Monotherapy to Combination Therapy with Gefitinib, Carboplatin, and Pemetrexed for Untreated Patients with Advanced Non-Small Cell Lung 
Cancer with EGFR Mutations (NEJ009)

Presented By Atsushi Nakamura at 2018 ASCO Annual Meeting



Study Design of NEJ009
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Progression-Free Survival 1<br /><br /><br /><br />
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Progression-Free Survival 2<br /><br /><br /><br />
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Overall Survival

Presented By Atsushi Nakamura at 2018 ASCO Annual Meeting



Adverse Events (>20%)<br /><br /><br /><br /><br />
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Conclusion: 
Unmet Need for EGFR mutation NSCLC patients

• Better PFS and OS despite current 1st and 2nd generation TKI use
• 1st line Osimertinib

• Combination therapy (TKI plus anti-VEGF/VEGFR, TKI plus Metformin??)

• Combination with Immunotherapy / Chemotherapy / Anti-VEGF

• Less TKI related side effects
• Can we predict who will developed severe side effects and give early 

treatment? 

• Early prediction of treatment failure/acquired resistance
• Quantitative plasma EGFR mutation monitor? 

• Add on treatment before major recurrence developed. 


