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EGFR ALK ROS1 BRAF RET

K-RAS MET NTRK HER2



K-RAS IN NSCLC
An ongoing redemption arc



K-RAS PHASE I-II TRIALS



CROSS-OVER: 34%

K-RAS – CODEBREAK 200

PFS: 5.6 vs. 4.5 months; HR: 0.66; p= 0.002 

OS: 10.6 vs. 11.3 months; HR: 1.01; p= 0.53



CODEBREAK 200 QoL



CO-ALTERATIONS ASSOCIATED
WITH WORSE OUTCOMES IN K-RASm 

NSCLC (SOTORASIB – ADAGRASIB)

Negrao MV et al., Cancer Discov, 2023

KEAP-1 (25%)

SMARCA-4 (10%)

CDKN2A (10%)



Falchook, WCLC 2022 

K-RAS + IMMUNE CHECKPOINT INHIBITORS

ORR: 29% DCR: 83%

CODEBREAK 101
SOTORASIB + PEMBRO/ATEZO

KRYSTAL 07
ADAGRASIB + PEMBRO

ORR: 49% DCR: 89%

Janne, ESMO-IO 2022



K-RAS + CHEMOTHERAPY

Clarke JM; WCLC 2023



Jordan et al. Cancer Discovery. 2017; Arbour et al. CCR. 2018; Hallin et al. Nature. 2021; Arbour K; WCLC 2023

MRTX1133: Targeting KRAS G12D

RMC-6236: multi-RAS inhibitor

K-RAS NON-G12C



NTRK FUSIONS



NTRK+ NSCLC

Drilon ASCO 2022, Cho ELCC 2022

ORR, % (95%, CI) 83% (61-95)

Median PFS, mo (95% CI) NR (9.9–NR)

Median DoR, mo (95% CI) NR (9.5–NR)

Median OS, mo (95% CI) 40.7 (19.4-NE)

Larotrectinib (n=26) Entrectinib (n=22)

ORR, % (95%, CI) 63.6% (40.7-82.8)

Median PFS, mo (95% CI) 14.9 (6.5–30.4)

Median DoR, mo (95% CI) 19.9 (10.4-29.4)

Median OS, mo (95% CI) NE (20.8-NE)



NTRK FUSIONS 
ACCOUNT FOR 0.1-0.3% 
OF NSCLC !



SELITRECTINIB (n=20 all histology pretreated with TRK TKIs)
ORR = 45%

No activity in off target resistance

REPOTRECTINIB – TRIDENT1
(n=23 all hystology pretreated with TRK TKIs)

ORR = 43%

Hyman AACR 2019,Besse AACR EORTC NIH 2021

SECOND-GENERATION NTRK TKIs



Sakamoto M, Patil T. Lung Cancer 2023

1) Hepatocyte growth factor

2) Dimerization

3) Auto-phosphorilation

✓ RAS/ERK/MAPK

✓ PI3K/AKT

✓ Wnt/β-catenin

✓ STAT

MET



Drilon –Nature Med 2020 * Xia – Cancer Letter 2023 * Wolf –ELCC 2022 * Wolf – ASCO 2021 * Thomas – WCLC 2022 * Lu – Lancet Resp Med 2021 * Lu – ELCC 2022 * Yu– eClinicalMedicine 2023

MET –ex14 INHIBITORS





Leighl NB, WCLC 2023

ORR Treatment-naive No prior MET Prior MET

33% (32/97) 50% (8/16) 46% (16/28) 21% (11/53)



HER2-DIRECTED TKIs



Li BT, et Al. NEJM 2022



JANNE PA, WCLC 2023

TRASTUZUMAB DERUXTECAN



JANNE PA, WCLC 2023

9.9 months; 15.4 months 19.5 months; NE

TRASTUZUMAB DERUXTECAN



TRASTUZUMAB DERUXTECAN

JANNE PA, WCLC 2023



NEUREGULIN 1 (NRG1)



ZENOCUTUZUMAB

Schram AM et al. ASCO2022
Carrizzosa DR et al ASCO 2022

SERIBANTUMAB



TAKE HOME 
MESSAGES

KRAS

SOME EFFICACY IN PRE-TREATED NSCLC

COMBINATIONS WITH IO OR CHT

NOVEL AGENTS VS. NON-G12C

NTRK
VERY RARE

EFFECTIVE OPTIONS

MET
TWO OPTIONS FOR PRE-TREATED (ex14)

FURTHER OPTIONS (BISPECIFIC mAB)?

HER2
TRASTUZUMAB DERUXTECAN

WATCH OUT FOR I PULMONARY TOXICITY !



GRAZIE PER L’ATTENZIONE !
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