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Grant et al, Nat Reviews 2021
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~43% of NSCLC patients have mutations that are 
targetable with approved agents
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“Driver Mutations” Predict for Better Survival with  
FDA Approved Targeted Therapies

Advanced NSCLC 
(molecular biomarker positive)

*Afatinib, dacomitinib, erlotinib, gefitinib, and osimertinib approved for EGFR exon19del, exon 21 L858R; afatinib for EGFR G719X, S768I, L861Q.
†Or as second-line after CT. 
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KRAS G12C
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KRAS Mutations in NSCLC: Smokers vs. Never Smokers

1. Biernacka A, et al. Cancer Genet. 2016;209:195-198. 2. Neumann J, et al. Pathol Res Pract. 2009;205:858-
862. 3. Zhou L, et al. Med Oncol. 2016;33:32, Riely, G. et al. CCR 2008; Rediget al. ASCO 2016
.
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KRYSTAL-1: Adagrasib (MRTX849)

Mok et al, ASCO 2021
Mirati Investor Event, September 2021
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Adagrasib in NSCLC

Janne et al, NEJM 2022
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CodeBreak100: Sotorasib

Presented by Bob Li, WCLC 2020

May 2021
• FDA grants 

accelerated 
approval in 2L+ 
KRAS G12C 
NSCLC
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Acquired Resistance 
Mechanisms

Title Name or Department Name

NF1

Other 
Oncogene/TS

Unknown

RAF/MAPK

2` KRAS 
mutation

AmpG12C

RTK Amp/
fusion

Can Up-front Combination 
Strategies Overcome AR?

SHP2 SOS1 Downstream 
MAPK

EGFR PD1/PDL1

Awad MM et al. N Engl J Med 2021;384:2382-2393Zhao, Lito Nature 2021; graph courtesy of Kevin Webster, AACR 2022
Hallin et al. Cancer Discov 2020;10:54–71; Canon et al. Nature 575 2019
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Sotorasib + RMC-4630 (SHP2 Inhibitor)

Falchook et al, WCLC 2022
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RMC-4630-03
Sotorasib (KRAS G12Ci) + RMC-4630 (SHP2i)

Title Name or Department Name

• 2-4L NSCLC
• If an actionable 

alteration (EGFR, ALK, 
etc), must have received 
targeted tx

• KRAS G12C alteration; 
eligibility assessed based on 
prior genetic testing within 3 
years 

• No prior treatment with KRAS 
G12C inhibitor or SHP2 
inhibitor



1L Adagrasib 400 mg BID + Pembrolizumab in KRASG12C 

Mutated NSCLC: Efficacy Outcomes

an=20; one additional patient with a TPS score of <1% did not have post baseline scan at time of data cutoff

Data as of April 1, 2022

§ ORR was 77% (7/9) in patients with PD-L1 TPS ≥50%, and 50% (4/8) 
in patients with PD-L1 TPS 1–49% 

Data courtesy of Jamie Christiansen, 6 June 2022

§ There were no grade 5 TRAEs
§ TRAEs resulted in treatment discontinuations in 1/37 

(2.7%) of patients
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CodeBreaK 100/101: Sotorasib in combination with
pembrolizumab or atezolizumab in KRASG12C NSCLC

Li et al, WCLC 2022

Response
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Future Opportunities:
Combinatorial Clinical Trials in Solid Tumors

Sotorasib
•Palbociclib (CDK4/6)
•Carboplatin-Pemetrexed 
(Chemo)

•RMC-4630 (SHP2)
•AMG 404 (PD-1)
•Trametinib (MEK)
•RMC-4630 (SHP2)
•Afatinib (TKI)
•Pembrolizumab (PD-1)
•Panitumumab (EGFR)
•Carboplatin (Chemo)
•Pemetrexed (Chemo)
•Docetaxel (Chemo)
•Atezolizumab (PD-L1)

•Everolimus (mTOR)
•Palbociclib (CDK4/6)
•Bevacizumab VEGF)
•TNO155 (SHP2)
•FOLFIRI (Chemo
•FOLFOX (Chemo)
•PD-1 (PD-1)
•Bevacizumab (VEGF)
•VS-6766 (MEK/RAF)
•Panitumumab (EGFR)
•BI 1701963 (Pan-KRAS 
SOS1)

•Osimertinib & BBP-298 
(SHP2)

•BBP-398 (SHP2)

Closed
Open
Planned

JAB-21822
• Cetuximab (EGFR)
• JAB-3312 (SHP2)
• Cetuximab (EGFR)

BI 1823911
• BI 1701963 (Pan-KRAS SOS1)

MK-1084
• Pembrolizumab (PD-1)

RMC-6291
• RMC-4630 (SHP2)

Adagrasib
• TNO155 (SHP2)
• Cetuximab (EGFR)
• Pembrolizumab (PD-1)
• BI 1701963 (Pan-KRAS SOS1)
• VS-6766 (MEK/RAF)
• RMC-4630 (SHP2)

GDC-6036
• Atezolizumab (PD-L1)
• Cetuximab (EGFR)
• Bevacizumab (VEGF)
• Erlotinib (EGFR)
• GDC-1971 (SHP2)
• RLY-1971 (SHP2)

Per Citeline March 2022
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EGFR ex 20 and HER2
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EGFR Exon 20 
Insertions
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EGFR exon 20 insertions represent 2-12% of EGFR alterations 
and have a poor response to TKIs and PD-(L)1 therapy

Takeda Corporate Deck
Riess et al, JTO 2018
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Mobocertinib: EXCLAIM Trial

Caicun Zhou, WCLC 2020

TAK-788 is a highly selective EGFR/HER2 inhibitor
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Mobocertinib (TAK-788): Moving in the 1L Setting

April 2020: 
Breakthrough 
Therapy 
Designation

April 2021: 
FDA Grants 
Priority 
Review
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Amivantamab: CHRYSALIS Trial

Title Name or Department Name

JNJ-6372 is an EGFR and MET bispecific antibody

May 2021: 
FDA Approval

December 
2020: FDA 

Grants 
Priority 
Review

March 2020: 
Breakthrough 

Therapy 
Designation



26
CONFIDENTIAL – Contains proprietary information.
Not intended for external distribution.



27
CONFIDENTIAL – Contains proprietary information.
Not intended for external distribution.Title Name or Department Name



28
CONFIDENTIAL – Contains proprietary information.
Not intended for external distribution.



29
CONFIDENTIAL – Contains proprietary information.
Not intended for external distribution.

HER2
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Ado-Trastuzumab Emtansine (T-DM1) in  HER2-
Mutant NSCLC

Li BT et al. J Clin Oncol. 2018;36(24):2532-2537
.Liu S. TTLC 2021. February 18, 2021;
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Trastuzumab Deruxtecan in HER2-Mutated mNSCLC: 
Interim Results of DESTINY-Lung01

Smit EF et al. J Clin Oncol. 2020;38(15_suppl):9504-9504.
Smit EF et al. 2020 WCLC. Abstract MA11. 
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Driver Negative 2L+ NSCLC: 
TROP2

Title Name or Department Name
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TROP2 in NSCLC

Lenart et al, Cancers 2020 
Inamura et al. Oncotarget 2018
Jiang et al. Oncol Lett 2013

• There is no current testing recommendation for TROP2
• Identified by IHC (see below)
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Sacituzumab govitecan

Goldenberg, Stein & Sharkey, Oncotarget 2018
Saxena et al, ASCO 2020

Ongoing trial for TROP2+ Solid Tumors
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Datopotamab Deruxtecan
(Dato-DXd; DS-1062)

Meric-Bernstam. pASCO. Abstract 9058

• Payload mechanism of action: 
topoisomerase I inhibitor a,7

• High potency of payload a,8

• Optimized drug to antibody ratio ≈4 a,c,7

• Payload with short systemic half-life a,c,8

• Stable linker-payload a,8

• Tumor-selective cleavable linker a,8

• Bystander antitumor effect a,8,12

Designed With 7 Key Attributes:

Tropion PanTumor01
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TROPION-Lung02

Levy, WCLC 2022



40
CONFIDENTIAL – Contains proprietary information.
Not intended for external distribution.

Ongoing TROPION-Lung Studies

Title Name or Department Name
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~ 40% NSCLC will have EGFR ex 20, KRAS G12C, and HER2

TROP2 is a promising target in NSCLC

ADCs are the new TKIs!  Lots to be hopeful about

Conclusions
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Thank You


