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TRCNO000009819  AKT2 0.44 1.06 TRCN0000040154  BUB1 0.44 0.87
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Supplementary information, Figure S5 Crizotinib re-sensitization Kinome screen in

SMARCEL1 knockdown cells identifies EGFR as the top candidate required for drug

resistance driving by SMARCE1 knockdown.



(A) Schematic outline of the “drop out” RNAI screen for kinases whose inhibition
restores sensitivity to crizotinib in SMARCEL knockdown cells. Human TRC kinome
shRNA library polyclonal virus was produced to infect H1993 cells stably expressing
ShSMARCE1#1 or shSMARCE1#2, which were then left untreated (control) or treated
with 300 nM crizotinib for 11 days. After selection, ShRNA inserts from both
populations were recovered by PCR and identified by next generation sequencing.

(B, C) Representation of the relative abundance of the ShRNA bar code sequences
from the sShRNA screens experiment performed in H1993 cells stably expressing
ShSMARCE1#1 (B) or shSMARCE1#2 (C) as depicted in panel A. The y-axis is
enrichment (relative abundance of crizotinib treated/untreated) and x-axis is the
intensity (average sequence reads in untreated sample) of each shRNA. Among the
top shRNA candidates (see selection criteria described below in Figure S4D and 4E),
two independent ShEGFR vectors (in red) were identified from both screens.

(D, E) Lists of the top sShRNA candidates from the screens performed in H1993 cells
stably expressing ShSMARCE1#1 (D) or sASMARCE1#2 (E). Candidates were selected
based on the following criteria: more than 2-fold depleted by crizotinib treatment; more
than 200 reads in the untreated pool; do not have significant impact on proliferation in
the absence of crizotinib (UT/TO > 0.75 and < 1.25). Only genes that are represented
by 2 or more shRNAs are considered as hits. UT, untreated; TO, time point taken right

after introduction of kinome shRNA library.



