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+ By comparing biological activity of knockdown of each d4-family protein and exogenous expression of the highly-
conserved N-terminal 84-amino acid region (designated “CT-1"), CT1 was shown to function as an efficient dominant
negative mutant that suppresses anchorage-independent growth of epithelial tumor cells and their tumorigenicity in
mouse xenograft model by inhibiting the entire d4-family members.

» Microarray analysis of CT1 target genes indicated that IL6 gene is an important transforming gene among SWI/SNF
dependent NF- « B target genes.

+ We also developed reporter cell systems and screening method for PLA (Proximity ligation assay) for the large
scale screening for low-molecular weight inhibitors of NF- « B.

. REONB~DFRFE
(1) 25k - MEEICRBI 25— % (ENGE O, EEERE 0 4)
(2) & VBRI LNEIZBITAOE - RAX —%K

Inhibition of SWI/SNF complex-dependent NF-«kB activation suppress tumor formation
(SWI/SNF & A7 D NF-xB AERYIEARF DOBLE I K 2 IR H])
O/ T, Fkr 5B, O, JHE Sk 5 76 Bl H AR Fe s (k) TRRTE

(3) MERE DR - Bkttt 1oxbd 2 B0 #A
L

(4) FFaFHifE
R aF HIRE



(A4 )

I. ERFER

SRR RREA

SEERRA R Y H

e el K4

ES i}

PAR e
A RREA

SRR A A

s el K4

oM

[FRAEAS R 2] 16nk0101329h0102
SER 29455 H 31 H

Rk 2 8 £ E & WA K R W R

?&
A

(AAGE) RISCIRHEESRE ARG SHRFE
(£ FE) Project Promoting Support for Drug Discovery “The iD3 Booster”

(HZRFE) SWI/SNF complex & NF-kB (ZxF3 2 BLEH| ORI ESTF KO
=
(& F&) Discovery of inhibitors for SWI/SNF complex and NF-kB -the

structural/functional analyses of peptide inhibitors-

(AAGE) ERLRFIENRRY: iR B
(¥ &) The University of Tokyo, Professor Kohei Tsumoto
V2 88 H1H ~ Frk2943H31H

(HAGFE) SWI/SNF complex & NF-xB [Zx}7 2 [HERIOBEZR-75H 2
(¥ §&) Discovery of inhibitors for SWI/SNF complex and NF-«kB

(AAFE) ENZRFHEARERY: BF RMA BE
(3% F&) The University of Tokyo, Research Associate Satoru Nagatoishi



I BRROBE

- [HEA~TF K& SWI/SNF complex OfEAEMRMN T A RO L HEE L T, Octet 2:i& % H\WCH A
VERfRNT 24T - 72,

- 7T 4 & LT AB49 Mg iiaafzik (SWI/SNF complex # &1e) ZHW-EZ A, B —
NDORERIFFFRWE VAR ZARBIE ST,

- Z 2 CHERRWGE A M Z DI, WRINAD - buffer LK OFT, GST- DPF3 (CT1)-His O kD
U A R AT,

c RNAF LA ¥ —TPIEIC LB HESNTF K& SWISNF complex OfEAHIEICE L TiE, A A4 LA
Y —FWIEIC LD T v A ROBENRETH T,

» To construct the binding assay of SWI/SNF complex to a peptide inhibitor, BLI measurement (Octet
system) was performed.

- Although binding responses of Octet were observed in the presence of analyte (extracted from A539
cells), these responses were mainly due to non-specific adsorption onto the Octet sensor.

+ To suppress the non-specific adsorption, we investigated the effect of additives, buffer components,
and yields of GST- DPF3 (CT1)-His on the non-specific adsorption.

* We could not find improved conditions to detect the specific binding of SWI/SNF complex to a peptide

inhibitor in Octet system.
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