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Background
RMC-4630 is a potent, selective, orally bioavailable allosteric inhibitor of 
SHP2, a central node in the RAS signaling pathway. Preclinical data have 
demonstrated that RMC-4630 has activity against tumors harboring 
certain mutations in the RAS pathway such as KRASG12C, NF1LOF (loss of 
function), and BRAFClass3 (class 3 mutation; lack of/impaired kinase 
activity)1.

The phase 1 dose-escalation trial of RMC-4630 (NCT03634982)  
evaluated the safety, PK and efficacy of monotherapy RMC-4630 and is 
presented in LB001.

Patients with relapsed/refractory solid tumors were enrolled in this trial 
based on mutations reported in historical genomic reports and included 
KRASMUT, NF1LOF, and BRAFClass3. We analyzed plasma samples pre-
and on-treatment with GuardantOMNI circulating tumor DNA (ctDNA) test 
to evaluate biomarkers of sensitivity and resistance.

FIGURE 3. Change in VAF of circulating KRASG12C at 4 
weeks correlates with change in target lesions on scan in 

colorectal and NSCLC patients

FIGURE 2. Reductions in variant allele frequency (VAF) of KRASG12C, NF1LOF, or BRAFClass3  on RMC-4630 with complete 
clearance in 3 patients

*Refers to the same patient. Patient had colorectal cancer with a KRASG12C mutation (Δ VAF in black) and NF1LOF (Δ VAF in orange).
† Refers to the same patient. Patient had NSCLC with NF1LOF (Δ VAF in orange) and a BRAF class 3 mutation (Δ VAF in green). 
Patients were treated on either a daily (QD) schedule or twice weekly on either days 1 and 4 (D1D4) or days 1 and 2 (D1D2).

Results
• A significant decrease in KRASG12C VAF was detected for at least one 

timepoint in 5/9 patients (56%) with clearance in 1 patient with a partial 
response per RECIST v1.1 (45% reduction in target lesions).

• Decrease in KRASG12C VAF at 4 weeks (1 month prior to any scan) was 
associated with best reduction in tumor burden on scan.

• A decrease in NF1LOF VAF on treatment compared to baseline was 
detected in 4 patients (80% of all NF1LOF patients) with clearance of the 
NF1 mutation in 2 patients. 

• Although a 4-week on-treatment ctDNA sample was not available for all 
patients with NF1LOF, molecular responses were not accompanied by 
clinical responses and change in VAF at the closest timepoint to 4 weeks 
was not associated with change in tumor volume (p>0.1). 

• Of the patients in the study without KRASG12C, NF1LOF, or BRAFclass 3, the 
majority progressed with an increase in VAF of all mutations.

Conclusions

• Single agent inhibition of SHP2 with RMC-4630 reduces allelic burden 
of KRASG12C and NF1LOF consistent with findings of preclinical studies 
(Nichols et al, 20181).

• Clinical responses are not always observed in conjunction with the 
reduction in allelic burden, particularly for NF1LOF tumors where the 
NF1LOF cells are often subclonal2. Baseline co-occurring mutations may 
also play a role in clinical outcomes.

• RMC-4630 is a potent and selective inhibitor of SHP2 and will require 
combination regimens to realize full clinical benefit.
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*One patient had both a KRASG12C mutation and a NF1LOF mutation and another patient had both a 
KRASG12C mutation and a BRAFClass3  mutation,  These patients are counted twice in the grey boxes. All  
patients with KRASG12C included had ctDNA results at 4 weeks of treatment.

Best change in variant allele frequency on-treatment compared to baseline for KRASG12C, NF1LOF, or BRAFClass3

One NSCLC patient did not have an on-treatment scan result and so is not included in this figure.

R=0.9, p<0.01 35/48 remaining patients:
• RAS pathway mutation < limit of detection n=8
• KRASG12D n=12
• KRASG12V n=9
• KRASG12A n=4
• KRASG12S n=2
17 of these patients had a pretreatment sample with a 
VAF of >1% for KRASG12X and a 4-week sample. 

NE; not evaluable, PD; progressive disease, SD; stable 
disease

FIGURE 4. Tumors with other KRASG12X mutations 
demonstrated variable molecular responses
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