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ABSTRACT: OBJECTIVE To introduce the research progress of Aurora kinase and its inhibitors based on their structures.
METHODS To summarize the chemical scaffold , the common binding modes, and the clinical progress of Aurora kinase
inhibitors. RESULTS & CONCLUSION The Aurora kinase had emerged as an attractive target for cancer therapies. The
adenosine mimic scaffolds could be used for further study to design addtional potential inhibitors of Aurora with high inhibitory

activity.
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Fig. 2 Aurora-A (in blue) with its ligand ANP (in yellow),
and Aurora-A 2C6E (in red) with its ligand HPM (in green)

B3 Wik MPY HEERAEHMGE LF e %465
Aurora-A K 8 B K 45 & 0 4% o w1 18] B9 48 B F F (PDB
% 2BMC). REREAHERE,; KERAXEMEE
B 55 AR 1 X 8

Fig. 3 The co-complex crystal structure of ligand MPY
(compound 4 in Table 1) bound to the hydrophobic binding
pocket of Aurora-A kinase and the interactions between them
(PDB code: 2BMC). Purple indicates the H-bonding area;
green the hydrophobic area and blue the mild polar area
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reported inhibitors of Aurora-A kinase
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Tab. 1 Inhibitors of Aurora-A kinase with their ICs, values
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MLN8054 H1 Millennium 2 & #F &, 7EAEARS
ISP REIEE A Aurora-A WEEE M, I B X FE

<1294 . Chin J Mod Appl Pharm, 2014 October, Vol.31 No.10

F W Aurora-B HATIEFENECH Aurora-A/B 135 P
5399124 4 nmol-L™" AT 172 nmol-L™"),

76 T WG AR S, IR MLN8054 1] LAk
THEYER . R, SR /E A MLN8054 1697 I A
WE R i 41, B3, Millennium MLN8054 #5 % 2
% Aurora JEEHNHIF MLN8237 B, HAr&ik
77 NS
5.5 MLNS8237(alisertib)

MLN8237 J&— i ik #ePE Aurora-A
BB (ICso=1 nmol-L™"), FJ I 4f 2 ol R0 e (1) 48
54, 41 HCT-116, PC3, SK-OV-3 I LY-3(Glsi=16~
469 nmol-L™"). X%} MLN8237 (W5t L& kN 1
o T R B6 0s 8 JEn b SAs g ok 4 8 L
HEEERBENLE MLN8237 #1857 1F 4 i3t
AT, FFIRT R ON S b R 0 M . DN
o FLHA G IR, DLRAE T AR i A5 A o S A
FUIRIE I o —ANAE MLNS8237 T 13500 &34 n 1)
WF 5 1EAE RS AT 30 I V0 S8 b o8 1 2 2 R kAT
X2 JE SR B FUR. Sk SiEkE SR
PR AR (A R N BB B MILNS237 L IWESYE . T+
SO S A8 R G U ot 3 2R R ) T 3 R R 5
IEAEHAT .

5.6 PHA-739358

PHA-739358 J&—~ Aurora-A fll Aurora-B ff] X}
FANEI Y, 1Cs0 235 4 13 nmol-L™" H1 79 nmol-L™',
B AT KR % & 25 ) PHA-680632 &
Aurora-A I E AW X B2 AR 45 M) vt
PHA-739358 &7ttt PHA-680632 B = i 4 i 3
PEFN Aurora BEINHNEPENRY, PHA-739358 1F7Eid
ITIT AR T8 JE B c-Abl 4159725 52 R 118
PR A0 M I DA % B e A 3R T A R 1 T
A RS . PR A5 BRI Aurora 3 Rs 7
PEIMEIGE 7, LLRAE VAT R R IR0 o 1 kO

e NI PR WE 5T 1 4 R (i vX-680 ,
MLN8054, MLN8237 #11 PHA-739358) LLAH{LL ) %
7 AEFAE Aurora-A P b (U0 7E B BE X 1) &5
HL s AR . BCfR VX-680 Fil PHA-739358
W SEE IR IR 211 FMNER 213 855078
(R B X (1 S B 45 4 1) Aurora-A _F . BT #SE
BOHE DX T BE S e AU 1A B4R & A
Aurora-A o S RFERA G R PNEIF <% Aurora
T () R RS T, e TN R AN R N R 22
AR T B — 5
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6 N5

G hif 2y R PUMIE 2i4, B WE W
oI RO, (W25 25 St i Bk S
PR BEPE DLW IS I R SE . B Wi RS 55 = L
WAR KN .. IR T KRR N PUA 2257 211
) 2540 Rk B 250 UK #A . Aurora
Wi A DA A 22 4y 34 v g A R N I A TR A
MR, I HAR N MR g0 i b i e i, AT %
PEREIRER AE FHMLH],  Aurora FGEBUEIH A& —Fh
YEIT B RE AR TR £ . Aurora S0 155 0 6 4k
RS B PR ER 2. AR RNV, 52
PEREFEFL AL AR H AT Aurora 3 HI A7
TS, ) 6] SE AR (1) v 97 RCR AT AR AN
R NE . BiZEX) Aurora-A, Aurora-B 31 H
BLEIER R I AWIRN, B A HZ KA Aurora
T A A TR NI R 5T . AN H T PRI DR 58 T
DL 15 B 55 ) Aurora 38575078 A Sk 40 i
I AU R T I R N I S
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YL, eI A PT/INR, 250 Sk ek
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