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Sample sizes are given in the manuscript. All cell based c-MET autophosphorylation and pull-down binding assays were repeated at least three
times, which is sufficient to derive error bars, p values and statistical significance.

CryoEM data were processed in Relion, which excluded low-quality data to reach high-resolution using statistical methods. The exclusion

criteria is pre-established as implemented in Relion, a common practice in cryo-EM.

All experimental findings were confirmed with at least three biological replicates as detailed in Methods or Figure Legends

Each mutation of c-MET or HGF was combined with the wild type of the other protein in order to test the effect of the mutations on the HGF
induced c-MET activation. No randomization is needed for this part. The structure determination procedure and other experiments followed
standard procedures in the field that do not need randomization. For resolution estimation, all particles were randomly split into two groups.

The investigators were blinded to group allocation during data collection and analysis.

anti-c-MET antibody (8198S, Cell Signaling), anti-phosphor-c-MET antibody (Tyr1234/1235, 3077S, Cell Signaling), and anti-!-actin
antibody (A1978, Sigma). The dilution used for each antibody is specified in the methods section of the manuscript.

C-Met antibody (Cell signaling 8198S) was validated to be rabbit species by goat-anti-rabbit IgG secondary antibody and its
application in WB (see Extended Data Figure 5) detects two bands at around 145 kDa (mature c-Met) and 170kDa (immature c-Met).
Phospho-c-MET antibody (Tyr1234/1235, Cell Signaling 3077S) was validated to be rabbit species by goat-anti-rabbit IgG secondary
antibody and its application in WB (see Extended Data Figure 5) detects a band at around 145 kDa. Beta-actin antibody (Sigma
A1978) was validated to be mouse species by goat-anti-mouse IgG secondary antibody and its application in WB (see Extended Data
Figure 5) detects a band at around 43 kDa.

Both Sf9 cells (11496015) and Freestyle 293-F cells (R79007) were purchased from Thermo Fisher. Naive H1299 cells were
gifted from John Minna, and was originally obtained from the Hamon Cancer Collection (UT Southwestern Medical Center)

We freshly purchased Sf9 (11496015) and 293-F (R79007) cell lines from Thermo Fisher and did not perform the additional
authentication process. For the H1299 cells, cell line identity was confirmed by DNA fingerprinting (PowerPlex 1.2 Kit,




