
Supplementary Figure Legends 

Supplementary Figure 1: Study population. TKI: tyrosine kinase inhibitor, 

NGS: next-generation sequencing.  

Supplementary Figure 2: Plasma monitoring of on-target and off-target 

resistance and concordance with tissue NGS  Detection of MET mutations in 

plasma NGS using Guardant360. (A) Case #4: MET D1228H/N, MET 

Y1230H/S, G1163R and L1195V mutations were detected at disease 

progression with crizotinib. Switching treatment to glesatinib resulted in 

clearance of Y1230H/S mutations. The D1228N and G1163R mutations were 

persistently detected, and the allele frequency of the L1195V mutation, known 

to confer resistance to type II MET TKI, was increased at the time of resistance 

to glesatinib. (B) Case #5: Detection of a L1195V, H1094Y mutations at 

resistance to glesatinib as a first line of MET TKI. Switching treatment with 

crizotinib was not effective, and the L1195V mutation persisted during the 

course of treatment. A novel nonsense mutation S997* was detected at 

progression with crizotinib, but its significance is unknown. (C) Case #15: 

emergence of a KRAS G60D prior to treatment with glesatinib, with persistent 

levels at the time of resistance. (D) Concordance between tissue (OncoPanel) 

and plasma NGS (Guardant360) in the detection of resistance mechanisms to 

MET TKI. 

Supplementary Figure 3. Allelic distribution of D1228X and Y1230X mutations 

in case #4 using plasma NGS. Phasing analysis of plasma NGS shows that 

mutations occurring in D1228 and Y1230 were present in different alleles (in 

trans), showing that plasma NGS could detect polyclonal on-target effects in 

this case.  



Supplementary Figure 4. Immunoblot analysis showing the effect of MET H1094Y mutation 

on the inhibition of MET phosphorylation with type I and II MET TKI. HEK 293T cells 

transfected with MET exon 14 deleted plasmid (METdel14 WT) and MET exon 14 deleted 

plasmid with the H1094Y mutation (METdel14 H1094Y) were treated with the indicated doses 

of glesatinib, cabozantinib, merestinib, crizotinib and savolitinib. Cell lysates were probed with 

antibodies against the indicated proteins. Type II MET TKI are indicated in blue and type I 

MET TKIs are indicated in black font. METH1094Y sensitizes to type I MET inhibitors. The 

H1094Y mutation reduces the ability of glesatinib (type II; blue) to dephosphorylate MET, but 

sensitizes to savolitinib (type I; black) relative to METWT.  

Supplementary Figure 5. Copy number alterations adjusted for purity using 

OncoPanel tissue NGS in paired pre- and post- MET TKI therapy.  (A) Copy 

number alteration in candidate genes in pretreatment and post-MET TKI 

treatment tissue biopsies using OncoPanel NGS. (B) Copy number plot showing 

KRAS amplification as resistance mechanism to crizotinib (case #13). (C) Copy 

number plot showing EGFR amplification as resistance mechanism to crizotinib 

(case #10). (D) Co-amplification of EGFR, MET, and BRAF as resistance 

mechanisms to crizotinib (case #11). 

Supplementary Figure 6: Oncoprint integrating clinical and molecular features 

of patients with tumor/plasma NGS in which genomic mechanisms of resistance 

were not detected. TTD: time to treatment discontinuation in months, Pre: 

pretreatment, R1: resistance to first line of MET TKI, R2: resistance to second 

line of MET TKI, PR: partial response, SD: stable disease, T: tissue NGS, B: 

plasma NGS, amp: amplification.  



Supplementary Figure 7: Kaplan-Meier estimates for (A) progression-free 

survival and (B) time to treatment discontinuation to the first MET TKI treatment 

according to the type of resistance mechanism. 

Supplementary Figure 8: Time to treatment discontinuation in patients 

evaluable for resistance mechanisms.  

 

 


