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EpiDyne® remodeling assay and genomic

approaches in remodeler research

Chromatin remodeling is mediated by ATP-dependent enzymes that play key roles

regulating gene expression and genome replication / repair. Aberrant nucleosome 1600000 1
organization from dysregulated chromatin remodeling can severely alter chromatin (A)

accessibility and disrupt these important processes, thereby driving various cancers. 1200000 L
Remarkably, nearly 20% of all human cancers contain mutations in subunits from the 2 800000 2

SWI/SNF family of chromatin remodeling complexes, making them of great interest to

basic research and therapeutic intervention'2, 400000
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EpiDyne-picogreen (HTS compatible) reveals remodeler EpiDyne-TR-FRET (HTS compatible) for real time
substrate preference remodeler studies
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In vitro studies on the remodeling enzymes such as SMARCAZ2/4/5 (and their multi- 0 o PEETREE= e ’\ ] . 0o ATP+ 1
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Figure 2. EpiDyne-PicoGreen remodeling assay. (A) Enzyme-, ATP- and time-
(B) L @ Nucleczome Remadeig @ dependent remodeling reactions by SMARCAZ2 (BRM). (B) Initial rates for terminally [6- ACknOWIngement
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Streptavidin-Europium remodeling Assay Designs. (A) dose response for SMARCA5/SNF2H compared to SMARCA2/BRM remodeling with ~ Supported by multiple awards from the National Institutes of Health
(Perkin Elmer) W PicoG 3 (B) TR.FRET ' EpiDyne-PicoGreen. (R44GM116584, R44GM123869, R44DE029633, R44HG010640, and
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SMARCAZ2/4 disruption alters chromatin accessibility Open locations that close
in response to SMARCAZ2/4 inhibitor
(A) (B) AR
Control vs. Control vs. @"”R 1 -
BRM014_5uM BRM014_20uM Control| bt x.L‘.,Ln.n.... N A ..,.L,..,.L..I.J.l.,.... g i

2,161 peaks | 136 peaks 3,006 peaks | 556 peaks BRI N T DURTVI P IOV WU S
s Sty o R1
L] | BRMO14 ootk it i

—5H M j.zu MMMMMMMMMM AMMM“MWMAALLMMMMMMMMMLLMAM.-J_
WMMMWWMMMMW
BRMO014 |+

_20 MM R2
Fold-Change (Log,) Fold-Change (Log,) ==

KRT80

Figure 5. NicE-seq®® measures chromatin response to SMARCA2/4 remodeling inhibitor. Peaks were called from
100k formaldehyde-fixed NCI-H1299 cells (untreated / DMSO / + BRMO0145%). (A) Volcano plots of differential peak
occupancy between untreated and H1299 drug treated cells. (B) Representative biomarker (KRT80; locus functionality is
reliant on SMARCA2 (BRM) function®) showing open chromatin changes in response to BRM014 treatment.



