Genome-wide CRISPR/Cas9 screen
for the identification of novel YAP1/TAZ modulators
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RESULTS

Validation of whole genome CRISPR/Cas9 screen hit results

INTRODUCTION

Yes-associated protein 1 (YAP1l) and the WW domain containing
transcription regulator 1 (TAZ/WWTR1) are developmentally regulated
Hippo-pathway effectors. Their activity is essential for the growth of whole
organs, amplification of tissue-specific progenitor cells during tissue renewal

Pooled whole genome CRISPR/Cas9 screening strategy

MDA-MBA-231 cells were transduced with a three-module whole genome 150k single guide RNA
(sgRNA) CRISPR knockout lentiviral library (Cellecta) targeting the entire human genome at a
multiplicity of infection of 0.3 (Fig. 2). Cells were selected for viral integration using puromycin.

YAP1/TAZ cellular localization, TEAD-Luciferase activity and endogenous YAP1/TAZ target gene measurements of individual CRISPR/Cas9 knock-outs or siRNAs verified YAP1/TAZ modulation of
known YAP1/TAZ regulators such as activators RHOA, TAZ and GNA12 as well as inhibitors such as AJUBA, PTPN14 and LATS2.

and regeneration and cell proliferation.
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anti-firefly luciferase antibody (EPR17790, Abcam) followed by staining with The pooled Wh_o_le genome CRISP_R screening identified positive and negative regulator genes for CSDE1 0.33 0.95 | ATS? 117 114 protein transport, amongst others, were identified as potential novel YAP1/TAZ regulators.
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Fig.3: Pooled whole genome CRISPR/Cas9 screen identifies known and novel YAP1/TAZ regulators A) TAF13 073 093 Functional characterization of the novel potential YAP1/TAZ modulators will aid to the further understanding of YAP1/TAZ biology in health and disease
To detect YAPL/TAZ translocation, cells were fixed, permeabilized and Mean log2 fold changes of sgRNAs targeting genes found in sorted cells with “low” vs “high” expression of WDR92 0,73 0,91
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Fluor® 488 Goat Anti-Mouse 1gG (Jackson ImmunoResearch, 115-546-062). regulating YAP1/TAZ activity. C) workflow for the selection and validation of candidates from the screen. = 0:75 0190

(fold of control)

(fold of control)

0.0

02 04 0.6

0.8

1.0 12 14

We thank Andrea Sturz, Melanie Berthold and Thibaud Jourdan for technical assistance



	Slide 1

