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Abstract

This study explored a series of reported 5-lipoxygenase-activating protein (FLAP) inhibitors to
understand their structural requirements and identify potential new inhibitor scaffolds through
automated unbiased procedures. Docking studies have revealed that inhibitor binding affinity can be
influenced by several key binding interactions with Phe114 and Lys116 from chain B and Val21, Phe25,
His28 and Lys29 from chain C in the FLAP-binding site. A ligand-based alignment three-dimensional

Cited by 0 documents

Inform me when this document
is cited in Scopus:

Set citation alert >

Related documents

Discovery of Novel 5-
Lipoxygenase-Activating Protein
(FLAP) Inhibitors by Exploiting a
Multistep Virtual Screening
Protocol

Olgac, A., Carotti, A. , Kretzer, C.

(2020) Journal of Chemical
Information and Modeling

Discovery and Early Clinical
Development of an Inhibitor of
5-Lipoxygenase Activating
Protein (AZD5718) for Treatment
of Coronary Artery Disease

Pettersen, D., Broddefalk, J. ,
Emtenids, H.

(2019) Journal of Medicinal
Chemistry

A single amino acid difference
between mouse and human 5-
lipoxygenase activating protein
(FLAP) explains the speciation
and differential pharmacology of
novel FLAP inhibitors

Blevitt, J.M. , Hack, M.D. ,
Herman, K.

(2016) Journal of Biological
Chemistry

View all related documents based
on references

Find more related documents in
Scopus based on:

Authors> Keywords >


https://www.scopus.com/sourceid/21101052736
https://www.scopus.com/results/results.uri?sort=plf-f&src=s&st1=Identification+of+novel+5-lipoxygenase-activating+protein&sid=2655237a28e76e2c5f3b90c8839132ab&sot=b&sdt=b&sl=72&s=TITLE-ABS-KEY%28Identification+of+novel+5-lipoxygenase-activating+protein%29&offset=1&origin=recordpage
https://www.scopus.com/record/display.uri?origin=recordpage&eid=2-s2.0-85111372203&citeCnt=0&noHighlight=false&sort=plf-f&src=s&st1=Identification+of+novel+5-lipoxygenase-activating+protein&sid=2655237a28e76e2c5f3b90c8839132ab&sot=b&sdt=b&sl=72&s=TITLE-ABS-KEY%28Identification+of+novel+5-lipoxygenase-activating+protein%29&relpos=1
https://www.scopus.com/redirect/linking.uri?targetURL=https%3a%2f%2fdoi.org%2f10.1142%2fS2737416523500059&locationID=1&categoryID=4&eid=2-s2.0-85143743100&issn=27374165&linkType=TemplateLinking&year=2022&zone=outwardlinks&origin=recordpage&dig=410cdf57dbd2e8fc0b8b32faea13fd87
mailto:kamalrullah@iium.edu.my
mailto:fasihi@ump.edu.my
https://www.scopus.com/record/display.uri?origin=recordpage&zone=relatedDocuments&eid=2-s2.0-85080883883&citeCnt=0&noHighlight=false&sort=plf-f&src=s&st1=Identification+of+novel+5-lipoxygenase-activating+protein&sid=2655237a28e76e2c5f3b90c8839132ab&sot=b&sdt=b&sl=72&s=TITLE-ABS-KEY%28Identification+of+novel+5-lipoxygenase-activating+protein%29&relpos=0
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=56144513200&zone=relatedDocuments
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=22955607400&zone=relatedDocuments
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=57205116617&zone=relatedDocuments
https://www.scopus.com/record/display.uri?origin=recordpage&zone=relatedDocuments&eid=2-s2.0-85065534257&citeCnt=0&noHighlight=false&sort=plf-f&src=s&st1=Identification+of+novel+5-lipoxygenase-activating+protein&sid=2655237a28e76e2c5f3b90c8839132ab&sot=b&sdt=b&sl=72&s=TITLE-ABS-KEY%28Identification+of+novel+5-lipoxygenase-activating+protein%29&relpos=1
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=6603158216&zone=relatedDocuments
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=56490911200&zone=relatedDocuments
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=6602956554&zone=relatedDocuments
https://www.scopus.com/record/display.uri?origin=recordpage&zone=relatedDocuments&eid=2-s2.0-84974622239&citeCnt=0&noHighlight=false&sort=plf-f&src=s&st1=Identification+of+novel+5-lipoxygenase-activating+protein&sid=2655237a28e76e2c5f3b90c8839132ab&sot=b&sdt=b&sl=72&s=TITLE-ABS-KEY%28Identification+of+novel+5-lipoxygenase-activating+protein%29&relpos=2
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=6603271056&zone=relatedDocuments
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=35339199500&zone=relatedDocuments
https://www.scopus.com/authid/detail.uri?origin=recordpage&authorId=55443215000&zone=relatedDocuments
https://www.scopus.com/search/submit/mlt.uri?eid=2-s2.0-85143743100&src=s&all=true&origin=recordpage&method=ref&zone=relatedDocuments
https://www.scopus.com/search/submit/mlt.uri?eid=2-s2.0-85143743100&src=s&all=true&origin=recordpage&method=aut&zone=relatedDocuments
https://www.scopus.com/search/submit/mlt.uri?eid=2-s2.0-85143743100&src=s&all=true&origin=recordpage&method=key&zone=relatedDocuments
https://www.scopus.com/record/iium.edu.my
https://www.scopus.com/home.uri?zone=header&origin=recordpage
https://www.scopus.com/home.uri?zone=header&origin=recordpage
https://www.scopus.com/search/form.uri?zone=TopNavBar&origin=recordpage&display=basic

(3D)-quantitative structure-activity relationship (QSAR) was adopted, resulting in a robust model
with a statistically significant noncross-validated coefficient (r2=0.992), a cross-validated correlation
coefficient (q2=0.681) and a predictive squared correlation coefficient (rpred2=0.736). Overall, the
analysis revealed the important electrostatic and steric attributes responsible for the FLAP inhibitory
activity, which appeared to correlate well with the docking results. In addition, two statistically
significant two-dimensional (2D)-QSAR models (r2=0.9369, q2=0.889 and r2=0.9679, q2=0.655) were
developed by a genetic function approximation (GFA). HypoGen 1, a proposed pharmacophore model,
was used for database mining to identify potential new FLAP inhibitors. The bioactivity of the
retrieved hits was then evaluated in silico based on the validated QSAR models, followed by
pharmacokinetics and toxicity predictions. © 2022 World Scientific Publishing Company.
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