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MCSS Analysis of Drug Binding Sites for Candida albicans N-Myristoyltrans
ferase

SHENG Chun-Quan?, ZHU Jie2, ZHANG Wan-Nianl*, XU Huil, SONG Yun-Long?l,zH

ANG Mint, YAO Jian-Zhong?!, MIAO Zhen-Yuan!

R Bt
A3 B

¥ Supporting info

» PDF(611KB)

¥ [HTML 4: 3] (OKB)
» 275 30k

k55 5 B i

b EASCHER R I
P A FRH A5

P OGP g

P 2R

¥ Email Alert

b 30

* iﬁ(ﬂﬂﬁ&’fﬁ% 58
HRAE B

P AT A “N-pY SRR
filg” {9 AHISSCEE
WA SCAE B AN R IR
AR

KIE

Rl

FiSily

2] $E9h5Y

QJ‘)ETD

1. Military Key Laboratory of Medicinal Chemistry, School of Pharmacy,
2. Department of Science and Research, Second Military Medical University, Shan
ghai 200433,China

Abstract NMT is a promising target for the development of novel anfifungal agents with a new
mode of action. In order to know the important functional residues and regions in the active si
te of Candida albicans N-myristoyltransferase(CaNMT) in detail, multiple copy simultaneous sea
rch(MCSS) was used to identify the hydrophobic pockets, hydrogen-bonding sites and electro
static negative sites. The results from MCSS calculation reveal that there were two hydrophob
ic pockets. One pocket was lined with Tyr107, Tyr119, Vall108, Phell7, Phel23, Alal27, Phel
76 and Leu33, the other pocket was lined with Phel1l5, Phe240 and Phe339. Moreover, two h
ydrogen-bonding sites were identified by MCSS calculations. Among those hydrogen-bonding
residues, Tyrl119, His227, Asn392 and Leu451 could form hydrogen bond with the benzofuran
inhibitors and Tyr107, Asnl175, Thr211 and Asp412 were newly discovered hydrogen-bonding
residues, which were highly conserved residues across the NMT family and would play an imp
ortant role in the design of NMT inhibitors with novel chemical scaffold. Important functional re
sidue Leu451 could serve as both hydrogen-bonding site and electrostatic negative site, whic
h was indispensable in inhibitor design. The above results could provide important clues for th
e de novo design and virtual high-throughput screening of novel NMT inhibitors.
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