
Supplementary Figure 1 | Proliferation of cMET KO clones.
Proliferation assay of A549 WT vs cMET KO clones B1 and C1 over 60 h, measured as the normalized change in confluency to t = 0h (n = 3, with 4 technical replicates each).

Supplementary Figure 2 | Cloning and validation of an enhanced selection marker.
A, Cell lysates from transfected cells expressing human codon-optimized MintFP (LandFP1 T76V, D156E) visualized under daylight and blue-light illumination, demonstrating green fluorescence.
B, Fluorescence microscopy of transfected HEK293 cells (40×; Keyence BZ-X800) showing GFP signal.
C, Schematic representation of MintSelect, a fusion protein comprising blasticidin resistance (BSR) and MintFP.
D, Fluorescence microscopy (40×) of inducible cMET ΔEx14 cells during the second round of selection using the MintSelect marker.

Supplementary Figure 3 | cMET expression with the commercial Cumate Switch system.
A, Immunoblot analysis of commercial cumate system (#PBQM812A-1, Biozol, Eching, Germany (SBI)) integrated into B1 and C1 cMET KO cells, for total cMET and β-tubulin expression, upon cumate induction (300 µg/ml). Lysates were prepared immediately after puromycin selection, two – and four months in culture. Original blots of the cropped blots are presented in Supplementary Figure 14.
B, Quantification of A, normalized against total cMET expression of each clone, after puromycin selection.
C, CpG island prediction outcome using online prediction tools, for CMV promoter of the commercial system versus the novel hybrid promoter.


Supplementary Figure 4 | MintFP expression levels with different numbers of CuO sites. 
cMET WT cells, with one, two and three CuO sites, induced with 150 µg/ml Cumate for 48 h. Magnification 40X.

Supplementary Figure 5 | Dose-dependent induction of cMET variants.
A, Immunohistochemical staining of induced cMET WT and cMET ΔEx14 cells (150 µg/ml cumate) fixed after 2 days and stained for cMET expression (True Blue). Representative images at 40× and 200× magnification are shown (n = 4).
B, Inducible cMET WT, cMET ΔEx14, and cMET H1094Y cells treated with the indicated concentrations of cumate for 48 h. Immunoblot analysis of cMET and β-actin is shown (n = 3; representative blot). Original blots of the cropped blots are presented in Supplementary Figure 15.

Supplementary Figure 6 | Induction power analysis of the remodeled construct.
A, cMET WT MintFP expression and signal intensity over 60 h, at 0 – 150 µg/ml cumate. Intensities measured with Incucyte® Live-Cell Analysis System and normalized to MintFP expression at t = 0h. n = 6 with 4 technical replicates.
B, Immunoblot analysis of total cMET and β-actin throughout cMET WT, H1094Y, MET ΔEx14 after 48 h cumate induction (75 µg/ml). Original blots of the cropped blots are presented in Supplementary Figure 16.
C, Quantification of B, fold change of total cMET signal upon cumate induction, normalized against the β-actin signal (n = 3).

Supplementary Figure 7 | Inhibition of cMET phosphorylation by type I and type II inhibitors.
A, Chemical structures of representative type I and type II cMET inhibitors.
B, Inducible cMET WT, cMET ΔEx14, and cMET H1094Y cells treated overnight with the indicated inhibitors; DMSO or ethanol served as solvent controls. Cells were stimulated with 50 ng/ml HGF for 10 min before lysis. Immunoblot analysis of phospho-cMET (Tyr1234/1235), total cMET, and β-actin is shown (n = 3; representative blot). Original blots of the cropped blots are presented in Supplementary Figure 17.

Supplementary Figure 8 | Flourescence in-situ hybridization of cMET stable cell lines.
FISH of cMET WT, cMET ΔEx14 and cMET H1094Y stable cell lines against coding region of cMET (upper rows) and cMET/CEN7 routine diagnostics hybridization probe (lower rows), 600X magnification.

Supplementary Figure 9 | EMT induction in A549 cells expressing inducible cMET variants.
Inducible cMET WT, cMET ΔEx14, and cMET H1094Y A549 cells cultured for 7 days in the presence or absence of 150 µg/ml cumate to induce overexpression (n = 4). 
A, Representative images (200× magnification) are shown. Morphological changes consistent with epithelial–mesenchymal transition (EMT), including cell elongation, are evident. 
B, Quantification of cell length  (in  µm) of A549 WT, treated with and without EMT stimulant TGF-β and cMET variants WT, H1094Y,  ΔEx14, treated with and without cumate to induce cMET expression (n = 20). 

