7/12/2021 Synthesis of NVS-BPTF-1 and evaluation of its biological activity - ScienceDirect

ScienceDirect

X View PDF

Purchase PDF

Bioorganic & Medicinal Chemistry Letters
Volume 47, 1 September 2021, 128208

Synthesis of NVS-BPTF-1 and evaluation of'its biological activity

Léa Mélin 2, Cyrus Calosing b Olesya A. Kharenko b Henrik C. Hansen b, Alexandre Gagnon? & =

Show more v

:= Outline ‘ & Share 99 Cite

https://doi.org/10.1016/j.bmcl.2021.128208 Get rights and content

Abstract

BPTF (bromodomain and PHD finger containing transcription factor) is a multidomain protein that plays essential roles in

transcriptional regulation, T-cell homeostasis and stem cell pluripotency. As part of the chromatin remodeling complex hNURF

(nucleosome remodeling factor), BPTF epigenetic reader subunits are particularly important for BPTF cellular function. Here we
report the synthesis of NVS-BPTF-1, a previously reported highly potent and selective BPTF-bromodomain inhibitciiz==Isl:7Xe/ QI8
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the impact of the inhibition of BPTF-bromodomain using NVS-BPTF-1 on selected proteins involved in the antigen processing
pathway revealed that exclusively targeting BPTF-bromodomain is insufficient to observe an increase of PSMBS, PSMB9, TAP1 and
TAP2 proteins.

Graphical abstract

The synthesis of NVS-BPTF-1, a chemical probe targeting the bromodomain and PHD finger containing transcription factor BPTF,

was accomplished through palladium-catalyzed N-arylation of aniline B with chloropyridopyrimidinone A. The structure of’
synthetic NVS-BPTF-1 was confirmed through X-ray crystallography. NVS-BPTF-1 showed strong and selective inhibition of BPTF
over BRD4(BD1) in an AlphaScreen assay, but no impact on cell proliferation in B16F10 mouse melanoma cells and no upregulation
of PSMBS, PSMB9, TAP1 or TAP2.

0] Gl roduisrs é
A synihesis F 3 -
i S NVS-BPTF-1 ) <
6.0 i e h .
- T ol — R
an.‘] d '\'i"""\., ,:-"‘,h o b ey g 20
N . T [ B
Hsh 2 L‘\-._a-' “Me ; —_:'- 1",;,\_': '\:‘__a ._I:-'I_..Ii—_- :., ] é
F Ham t\ E - ol Ing Concamirion uh
-
Download : Download high-res image (152KB) Download : Download full-size image
< | Previous Next & >

Keywords
NVS-BPTEF-1; BPTF, NURF, Synthesis

FEEDBACK GJ

https://www.sciencedirect.com/science/article/abs/pii/S0960894X21004352?via%3Dihub 2/3



https://www.sciencedirect.com/science/article/pii/S0960894X21003966
https://www.sciencedirect.com/science/article/pii/S0960894X21004327
https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/bromodomain
https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/phd-finger
https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/bptf
https://www.sciencedirect.com/topics/medicine-and-dentistry/aniline
https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/cell-proliferation
https://www.sciencedirect.com/topics/medicine-and-dentistry/melanoma-cell
https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/psmb8
https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/tap1
https://www.sciencedirect.com/topics/biochemistry-genetics-and-molecular-biology/tap2
https://ars.els-cdn.com/content/image/1-s2.0-S0960894X21004352-ga1_lrg.jpg
https://ars.els-cdn.com/content/image/1-s2.0-S0960894X21004352-ga1.jpg

7/12/2021 Synthesis of NVS-BPTF-1 and evaluation of its biological activity - ScienceDirect

Special issue articles Recommended articles Citing articles (0)

View full text

© 2021 Elsevier Ltd. All rights reserved.

About ScienceDirect &RELXTM

Remote access

ELSEVIER

Shopping cart
Advertise

Contact and support
Terms and conditions

Privacy policy

We use cookies to help provide and enhance our service and tailor content and ads. By continuing you agree to the use of cookies.
Copyright © 2021 Elsevier B.V. or its licensors or contributors. ScienceDirect ® is a registered trademark of Elsevier B.V.
ScienceDirect ® is a registered trademark of Elsevier B.V.

FEEDBACK GJ

https://www.sciencedirect.com/science/article/abs/pii/S0960894X21004352?via%3Dihub 3/3



https://www.sciencedirect.com/science/article/pii/S0960894X21004352
https://www.elsevier.com/
https://www.elsevier.com/solutions/sciencedirect
https://www.sciencedirect.com/customer/authenticate/manra
https://sd-cart.elsevier.com/?
http://elsmediakits.com/
https://service.elsevier.com/app/contact/supporthub/sciencedirect/
https://www.elsevier.com/legal/elsevier-website-terms-and-conditions
https://www.elsevier.com/legal/privacy-policy
https://www.sciencedirect.com/legal/use-of-cookies
https://www.relx.com/

