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Discussion Outline
1. MET exon 14 – Resistance and Novel Therapies          
           OA21.04 – Amivantamab in Patients With Advanced NSCLC and MET Exon 14 Skipping Mutation: Results 
 From the CHRYSALIS Study

2. KRAS G12C – TKI Updates and Beyond
             MA06.04 – KRYSTAL-1: Two-Year Follow-Up of Adagrasib (MRTX849) Monotherapy in Patients With 

Advanced/Metastatic KRASG12C-Mutated NSCLC

           MA06.05 – CodeBreak 101: Safety and Efficacy of Sotorasib with Carboplatin and Pemetrexed in KRAS 
 G12C-Mutated Advanced NSCLC

           MA06.03 – KontRASt-01: Preliminary safety and efficacy of JDQ443 + TNO155 in patients with advanced, 
 KRAS G12C-mutated solid tumors
          
3.    HER2 – Optimal Dosing of Trsastuzumab Deruxtecan
           MA13.10 – Trastuzumab Deruxtecan in Patients With HER2-Mutant Metastatic Non-Small Cell Lung 

Cancer: Primary Results of DESTINY-Lung02





Leighl et al, WCLC Abstract OA21.04, 2023 

Targeted Therapy Landscape for MET exon 14 Skipping Mutations
MET resistance 
mutations BOR PFS, 

months
D1228N PR 13.9
D1228N PR 11.2
D1228G PR 10.6
D1228H PR 8.3
Y1230C PR 6.9
Y1230C PR 6.9
Y1230H PR 5.7
D1228H/Y, Y1230C/H PD 2.7
D1228Y, Y1230H NE 2.7Resistance

Tepotinib 
   ORR 57%
   mPFS 12.6 mos

Capmatinib 
   ORR 68%
   mPFS 12.4 mos

Le et al, WCLC Abstract OA21.06, 2023

Paik et al, N Engl J Med, 2020

Wolf et al, N Engl J Med, 2020



Study Schema – CHRYSALIS

Leighl et al, WCLC Abstract OA21.04, 2023 



Baseline Demographics

Leighl et al, WCLC Abstract OA21.04, 2023 



Efficacy of Amivantamab

Leighl et al, WCLC Abstract OA21.04, 2023 

Treatment-
naïve

No prior MET 
therapy

Prior MET 
therapy

ORR 50% 46% 21%

CBR 88% 64% 66%

ORR = objective response rate; CBR = clinical benefit rate
ORR 33%
mDOR 11.2 mos



Progression-Free and Overall Survival

Leighl et al, WCLC Abstract OA21.04, 2023 



Overcoming Secondary MET Resistance

Leighl et al, WCLC Abstract OA21.04, 2023 

Fujino et al, J Thorac Oncol, 2019
Drilon et al, WCLC Abstract OA21.07, 2023 
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§ Amivantamab is active MET exon 14 skipping-
positive NSCLC, although response rates are higher 
in those without prior MET-directed therapy (ORR 46 
vs 21%).

§ Among TKI therapies targeting MET, there are type I 
and type II inhibitors (see table) that have variable 
activity against different resistance mutations.

§ Further understanding of amivantamab’s activity 
against MET resistance mutations will help identify 
the best sequence of use for different MET-directed 
targeted therapies.



KRYSTAL-1: Two-Year Follow-Up of Adagrasib 
(MRTX849) Monotherapy in Patients With 

Advanced/Metastatic KRASG12C-Mutated NSCLC
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Updated Efficacy and Survival With Adagrasib

Gadgeel et al, WCLC Abstract MA06.04, 2023 

ORR 43%
Median DOR 12.4 months
Median PFS 6.9 months 



Treatment-Related Adverse Events (TRAEs)

Gadgeel et al, WCLC Abstract MA06.04, 2023 

No grade >3 hepatic dysfunction in 12 patients receiving immunotherapy 
within 30 days before adagrasib

Late-onset TRAEs (defined as occurring >1 year) occurred 
in 29 patients (43 remained on therapy >1 year) and were 
mostly grade 1-2



Comparing Adagrasib vs Sotorasib

Gadgeel et al, WCLC Abstract MA06.04, 2023 

Sotorasib Adagrasib

ORR 41% 43%

DOR 84% 80%

PFS 6.3 mos 6.9 mos

OS 12.5 mos 14.1 mos

2-yr OS 32.5% 31.3%
ORR = objective response rate; DCR = disease control rate; 
PFS = progression free survival; OS = overall survival

Sotorasib Adagrasib

iORR 19% 42%

iDCR 88% 90%

iPFS NRa 6.3 mos

Is there a better CNS signal with adagrasib?

Stable, asymptomatic, untreated CNS metastases were eligible in 
CodeBreak100 and KRYSTAL-1
a Not reported

Dy et al, J Clin Oncol, 2023
Negrao et al, J Clin Oncol, 2023
Gadgeel et al, WCLC Abstract MA06.04, 2023





Study Schema – Phase 1b CodeBreak 101

Patient Cohorts:
• Part 1 Cohort A: prior PD(L)1 inhibitor 

and/or platinum-doublet chemotherapy

• Part 2 Cohort A1: no prior PD(L)1 
inhibitor or platinum-doublet 
chemotherapy

• Part 2 Cohort A2: prior PD(L)1 
monotherapy, platinum-doublet 
chemotherapy, or (neo)adjuvant 
chemotherapy  

Clarke et al, WCLC Abstract MA06.05, 2023 



Baseline Demographics

Clarke et al, WCLC Abstract MA06.05, 2023 

Aside from autoimmunity or 
patient choice, is there 
acceptable rationale for 

deferring upfront 
immunotherapy?



Efficacy Results

Clarke et al, WCLC Abstract MA06.05, 2023 

PFS and OS data have not matured but durable responses observed

Favorable ORR compared to historical controls in the non-immunotherapy era



Treatment-Related Adverse Events (TRAEs)

Clarke et al, WCLC Abstract MA06.05, 2023 



Conclusions

Clarke et al, WCLC Abstract MA06.05, 2023 

§ In the setting of FLAURA2, there is likely to be increased interest in other TKI-
chemotherapy combinations.

§ However, would recommend caution in pursuing this at the expense of 
immunotherapy for driver mutations other than EGFR/ALK/ROS1 given the 
known benefit of immunotherapy-based regimens in the front-line metastatic 
setting and the known association of KRAS G12C with smoking history.

§ The combination of chemotherapy plus sotorasib had an acceptable safety 
profile, and if studied further, may be best done so in the post-immunotherapy 
setting. 





Rationale for SHP2 Inhibition

Negrao et al, WCLC Abstract MA06.03, 2023 

• SHP2 = Src homology region 2-containing protein tyrosine 
phosphatase 2 (encoded by PTPN11 gene)

• Serves regulatory role in many signaling pathways including 
RAS/MAPK/ERK 

• In the case of KRAS, activation of SHP2 leads to downstream 
activation of KRAS by converting it from its inactive GDP-bound 
state to an active GTP-bound state

• Based on this rationale, the safety and efficacy of a SHP2 inhibitor 
(TNO155) combined with a KRAS G12 inhibitor (JDQ443) was 
assessed



Dosing and Treatment-Related Adverse Events (TRAEs)

Negrao et al, WCLC Abstract MA06.03, 2023 

** TRAEs occurring in >15% of patients are shown **

• No episodes of pneumonitis seen
• ALT and/or AST increased in 10-12% (grade >3 in 2%)



Dosing and Treatment-Related Adverse Events (TRAEs)

Negrao et al, WCLC Abstract MA06.03, 2023 

ORR 33%
DCR 83%

N = 24 (median 3 prior lines of therapy)

ORR 33%
DCR 67%



Conclusions

Negrao et al, WCLC Abstract MA06.03, 2023 

§ SHP2 is a novel target in the treatment of metastatic NSCLC.

§ In the case of heavily-treated KRAS G12C-positive NSCLC, combination of a 
SHP2 inhibitor plus a KRAS inhibitor resulted in a promising response rate of 
30% with durable responses ongoing.

§ Novel therapies are needed in the treatment of KRAS G12C-positive NSCLC, 
both before and after existing KRAS inhibitors (eg, sotorasib, adagrasib), and 
SHP2 inhibition in this setting warrants further study.





Rationale and Study Schema

Janne et al, WCLC Abstract MA13.10, 2023 Li et al, N Engl J Med, 2022

DESTINY-Lung01: Enhertu 6.4 mg/kg

DESTINY-Lung02



Comparable Efficacy and Survival Between Dose Levels

Janne et al, WCLC Abstract MA13.10, 2023 

ORR = objective response rate; DCR = disease control rate; DOR = duration of 
response; TTIR = time to initial response



Safety Comparison Between Dose Levels

Janne et al, WCLC Abstract MA13.10, 2023 

Rates of most side-effects, including drug-related interstitial lung disease, were lower in the T-DXd 5.4 mg/kg group 



Conclusions

Janne et al, WCLC Abstract MA13.10, 2023 

§ Trastuzumab-deruxtecan (TDXd) remains an important option in the treatment of 
patients with HER2-mutated NSCLC.

§  TDXd at 5.4 mg/kg q3 weeks appears to be better tolerated without a significant 
difference in efficacy or survival compared to the higher 6.4 mg/kg q3 week 
dosing.

§ While rates of pneumonitis may be lower at the 5.4 mg/kg q3 week dose, a high 
index of suspicion and careful monitoring remain necessary in all patients.


