[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

VAY-Y -2 AVAY g0 pc 9 313 p0 ¥ 0 plosis Yo 93 (caodln 3)5ls) 0l s Kb jo e ole olinls (Kb sl py 0aSiils alzo

(il S gluog 33 (ol (g 035 (S galio Callad g

fool) plgd ub )l Hi53 M55 e L5513 Slb s L5 ! Jlog 03l ik Sauo

Pl dllaaen S LI5S O piie e Yl pels HisS

oS>

A4
soolse S Cal dsdas Slagyls 4 Gb cews Sl Sleys wise )3 Ode sla ha s Sl 5l idaa g das)
S WL 5 ea0 B3S sl gl Yo cosliaztl b otiS jlge G AZDIIS2 06,105 gl 1) (6 %S ol
5 b oy 5 AZDIIS2 L35 sy il asdllas 51 Gia 35,8 o Joho ol (63 aalp S o 4 e Sogliza

.LZLJ (APL J}L“‘ A))) NB4 LSLQJ}LN u_{»;ft‘.a C,.;.H:ﬁ

SMTT o, b Spbe cdled o jlas AZD1152 Cilie glajss L NB4 Jshu anlllas ol 53 touuyya Ghig,
oslaxul Laesls owy 5 (sl s Excel 33l ¢ 5 Student’s t-test 5, S S e s ol 5 iy b Sl el Ao
L) OVY 510/0 A/Y Ol 4 |y ST ple cllad O 5 Vel Vo 500 (YO (glasgs ;3 AZDI1IS2 @ Ladidls
copamen 3ls Fals (Celu VY o) AE/A 5 YAE VY (Cel EA 51 ae)7.08/8 51470 O oY (el YE 5
SEARLYA 5 YT FE (Celu EA 5 a)/Y e 5 ¥ XA ((Celi YE 5 an)/fe 580 0) s5d 4 55 Jbo ol dsys
2l hals (el VY

Ses 5 3,03 APL Jslu 035 535 5 s BB 25w 3 AZDIIS2 (55505 oS sls Ol andlas ol 15 yaSdaain
onl s i Sldllae 5,8 513 i e L;Lad‘uyw‘gpwg,,u 53¢ APL |3 51 (63,050 53 o
Sl 5L 3550 5ol ol Ql;lgﬁfw&ybuﬁ:“%)>}gjwj

AZDI1152 G gin ol St shaas oo o) 1s0lS (sLAGT g

F PO R T

£ (5l alllages sy ;S
by gkt BRLID ginpab 553 lins oy

Email :
Shghaffari200@yahoo.com

aolnd

WAY L5 e b - AN il

PP VP
5 ofeal Il S (AML)sb S5ske o)

sl il —

Sy pske oKl ((Sanl oaS G Sy sisles L)) el

RIMPRW IR

Al JpSTse Jshe Slidw S e Syl oISl (5 slen 05 skl |

Olnl QL Olnl (S5 pske

slad sk - Eel Lol s oG ol s mls O Ko pile oSl (Siy o0l (S K55 5,5 e sy
T Ol sl Ol

QO )5}":"5" C’*‘%}L"‘ (’U L gl lSU b S5 Olilen o3l b Jpbe Kgm 5 $58550 0t Sk S e skl *

M L7 . (APL . Olnl Ol 0L Sy pole oKl
3 6Mj§f) L’i ( )Jl;- le:‘jﬁ W}S 53 Obesley sk gl Jshe W 5 SIS O Slids S e Ll ¢
4 e 4SS WL e W(1517)1s  AML Ol gl (gl Sy ke oS om

o=l s a5 355 PML-RARA 1,150


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

e aillsd 5 Sile 05) _\..o);)J_B SLshspT SLRBl 035135 S 93 gl 3l

S b OF)SKadbbl s 5 0w 5 (V)0
O T Ut G [ O P
15 lagls i Osls Ll F Ga s e ol
s Ol

ool 6l IS e 5y oS Jlge vt
(V0)AZDI1152 «(\£)ZM447439 J_Al_.» LS
(\WWIMKO0457/VX-680 5 (V1)PHA-680632
oy K AZDIIS2 hedkd Ay 5 b
S Lol Ll L3 dedlss s ol b
00 L anslie 55 oiS e oyl .ol (Ki=0.4 nM)B
S5 S G e 5SS i
0315 0L B 1s,T gl o 1y VU Sl Conoliazs|
QY. Y

2 B LS Lol 8 sl S geal @ g L
S ol adlee s kst O e Gy
Cld 5 Slsds dens i B LS Ll
s 3 Giie o NB4 Sk e, Sk

S s A3l e sl e ghey

w32 9

S ssbe 4 g ool addlas pl s gl
el el eslizal AZDI152 (s5ls 51 B LS 1y,
o sad o> 5 AstraZeneca <S5 Ly )l
SSPS Sidslen Dlids S e L ods
ek oS o i Ol Ol il he s
58 A S e el el s 0L (S

S Gt s e NB4 Uil i s
Rl o3 el op5e Ol (wshiasn oos)
a0l sl sl Jake S S e
o UNBA sl on, 4ol s e JUs S
oS5 s PML-RARA bl dgis, 35ms
S ST Vv 1 WG JUR ¥ Cl};.':\ RT-PCR

SLos ply s 55 L PML-RARA & o
S slaod Sl by el el S g,
O olas c.«b soble 4 Jlasl L |, RARA
O e SaS Syl 5 (RARE)ded K53,
Ji s bdlads Opes Ll gleeus
Lasl eslgls (V)AS o apels lajlansls
sbests 5l glawws  (Aurora  Kinase)ls jLS
s Sadis T3 51 (ol o Lin (558 S o
LSS 51 el gl ol 0P S o olis |, Jshe
S wils C 5B A Glapl b pis 4 bl
o dd Chale jl (LS slagpels sl Sea
S 35 057 SN s a0 s
.(V)J;.Azda olis 1, L55.,\.?\ calls g atils

Al glagss, 5 S B oSks sl
(Chromosomal Passenger Protein)da 99899,
sladul s 5l oled e pll Gl S o
5 Ol Ol (MAIL o o0 SisRe
Lol 0500 @S Jsle oz Lo B Lol
S cdl wie 5 G2M 51 LIS s 0L
53 B kS Lol ol sas 1S (M) sae
soasly S8 e ey mle 5o e pliml >l e
2 Bl sdngs S 4 SBUT g8 L e
GS s P 53 (8)355 0 bl LS55 sl sl
5 (Midzone) jls Sss glaaxi, ;5 B 1))
el o 5 e S b s Uil
B S 03 5 Ll mexs (Midbody) Sl
(L5 Gl g B o

Sl slassa g Sl s o x2S 53 B )T 0Ly
Ol e (liwy Sl )8 i O el
O)e Sl e 5 Ll JUS,
w5le b ast s 51 5 55 5 sSde SIS Oly il

Ol oo «(YY)non-small-cell @.’. oy Ol e

YaA AWWAY ) ga el 5 313 p0 ¥ o plosd Yo 93 (coduw 3)5bs) 0lus S5ib i3 ro,l.c olislS (S jul puy 03Kkl alxo


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

Vbl 5 (Jloy osl) Sif Jwwo

(_gLAdj,Lw qu o..UJ' M)J Mbu: Ls‘j’ U:AZM
Lol Slgs alal s 45 55200 53 Il Cilaze NB4
A5 eslanal i3 Jse 8 3l 5sd 0 sl B LS

o Jlas 4l 53 03 sla J sk sl

Sk Ao = X e
o et & ga 3 0 sl Jshu sltes

‘_;.’Ll).)‘ S J‘,Lu Ajﬁb’ﬁ C,.:“_:.% WP o]
ey o AZDIIS2 SSgyn
oslezwl  (Microculture Tetrazolium Test)MTT
r}:j))l_)_.\; J}l_>pa S LSL:>‘ 03 edl)
Sy a0l LA 5 (MTT, Sigma)ales,
Gl L Dl 5 wus osls oS 1) Le
MTT iolojl e L les AZD1152 Cilises
VY 5 A YL ol 5 5 Salr—AT lac ks 5o
ROt sl ol

oSk s 4 Laesls rsobl Ol
L;ALJ .JJ‘e.Lir 03ls u':'iL“" (SD))L&A g_e\fu\
S Oyl dw - Lauiﬁuﬂ
A, S rl_?u.‘ (Triplicate)

Ol e s Student’s  ttest Oyl
Job= 5 w55 gl — (Microsoft Office)Excel
P ﬁ)LLa A abulw‘ LA)‘J‘}_A.; v_.w‘) 9 @LZ.)
wjf _)—EJ DL )\)k_lm v/e0 )‘ J:_QS

FFE P<a/a o) FE P<e/a\ FP<e/r0) 00

Ladl
AZD1152 55,05 b agalga JLis

ed5 o315 iS5 (FBS)p s )+ (5 s2ee RPMI1640
76 Co2 5 35 cusb, LYVC LSl s
Grao 3 Sde wly S Gl IS
1A ol e 5 mle 035,55 55 sk slexl
5 (DMSO) eS| Cidy v ze s37\+ 5 FBS
LY+ S see RPMIT640 Laes 51 s slazil (sl
L oslawwl FBS
ool sl Dlee 1 s s sk 4,05 Hles
YOAZDI152 Cilises slajss L adsle B LS
L Hles e, Ve 4 5 (Y5 p0 Ve 5 00
Of - 5 o35 3 IS5 & AZDIIS2 (g5l
Sl Gde ke 4 0T, edle L s DMSO
SoMds dadshe 655 )l Pl K8 5 5
(kS Wlsl J oS sladises 4 DMSO 1 il
Sl e e Sl S a5k
RERY
ddw Sl sy sz g fb Aol
R I eSS L B e B
o (B Oy S5 5l ety gladshe
A& esliel Trypan Blue Dye Exclusion %,
3 S B a ek ladhe S s
o J SN OTTB Ky s ez sl 50
4 s oy Uy ool BBU o3 e glad e XS5
@ Jialesl ol elmil sl il o 53 ol S5
53 (Y ml e 53 Jsbo Vorve)lad o 5l i
Dled 3 e 5 LS sl CiS Salr slac
oslized L calises glacsle 3 Lol il osls
L pdy bl o8 sSes See 5 DL Y
GRS L s w by Ad, lee Ao
1S e 5 g

odd last a5 3 bad sk pl 5Lt

B A VX e
o2 Slot 4 gai )3 Lol o 2oled

VYAY oo a9 313 yo0 Yo lows Yo, 93 (woodw 3)5ks) 0l s S5 32 pole olisls (S jol puy 03Kkl alxe 144


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

coodled 9 (Sile 0as) _\..o);)__‘B )Li._;_fl),)T SLRBl 035135 S 93 gl 3l

ol B L Cell VY 5 EA YE sladle) s 50 o
Ao Sl ) S L alie 53 T el oled

Jdli‘-;‘ ULAE (})‘J

oy Aoy 9 Ady Suy 2 AZDI1S2 (440
Aiy 5L s oS NBA Sewy) sbadshe Sl

3 8 13 sl s se dadls I3 e, S
03 edd Hled gladsbe oB kel Sl ol s

sdalin ailr ol ool L3 il 4 ) s

AZD1152 sq)ls chlias slacable b agalgs jl guy (Jazs Bhailt0aSilis)ladols ¢l gbyladd ¢\ Joss

celw VY el FA o Yo AZD1152 cdaké
YAYO kY o VOYYOr Ve YEVOL Y £ AL IEREEAFATE (o) J 8
YaYoudYeses YYYO e FAL AYE0 v kY v ans Yorev ek Yeus Yse 5L Yo
VE0svEY s AARERYE- FERN (ALTERE-FA O (EEERRE=a T Nsest0n
AERERE AFARR \VXRERE AREEN Qrev kYA e A ERERE AV TR BN RPHUARE

a4 als Alssl (P<h/v0),lslae sk Ol
S5l S a4 el VY 1 s w‘ﬁd‘dj;

'M-)Lf Loy q.

S Skes ol sl 53 oesled ) Slaged 53 xS
j)‘) ;J.MS)L«.A ‘)ﬂ c}ﬁd sdalin ) )\;}A&' )545

5590 4wy K8 4 NBA glad b a5

bt lie o) Al g do s
>
-

%

(=

orbr,
otse,

s, | ps2021,

Y¥

(Cpl) 5l b O gl 5551 OLs

ISEEESSSSNNNSSSSNSSE

3
23

S R e ey

OB g gls) @ Ay C)go @ Jolw sy )3 AZD1152 (,5355S)lg-s 13 :\ jlag.ed

Yoo AWWAY ) ga el 5 313 p0 ¥ o plosd Yo 93 (coduw 3)5bs) 0lus S5ib i3 ro,lc olislS (S jul puy 03Kkl alxo


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

Vbl 5 (Jloy osl) Sif Jwwo

NB4 sladshe b ok (IC50)shuos 04l

ol s Y 50 86 YO 50 el YE 0L s

oy Loy ‘asjfda odalin ¥ lsga H5 aseilos

o2l 0Ly 5 5 4 anls IS & bd e Sl
Sy S s chle (P<i/r0)oil (gylstas

VY.
2
‘\t Ve
3
E A
Y
’7;\ o
‘-a-
¥ or.
o=
2 .
2

...............

(¥ e 65U) AZD1152- B

AZD1152 alihs slacaBle ) oaud ylayd ¢slacJglw ¢,3Ls 533) s10)s P Hlagad

GBIE § ole) @ Ayl S0 @

5288 G Skes (¥ s pe) s S desloe 53 s
Y6 0l 5l AZDIIS2 (358 e sdalie ¥ ls 50l
Solsbas alS Comge V50l YO bl 5 el
sl P<0)as bl Sl o b
o gl by (Sake i Jals

il aalsl s a4 analy K5 4

JUs & NB4 slad g Spbe clld jals

AZD1152 5,05 b ag>lse
oRlsl S Sl Sl s sl
Cole VY 5 EA T ol 5o MTT v K,
e b ocdie lagss o5 ol S eslin

SIsle cled doys 5 L aslie J 8 (68

“« 4 4 & b <

(08 L sl ;3) S0 s cMlad g 5

Ya

(2l Jaesil) B3LLS 1,5, oS lge c B2

AZD1152 yaisygs slacable b agalgs )s NB4 slaJglw (53008 Cilles s1o)s W jlsg.ad

VYAY oo a9 313 yo0 Yo lows Yo, 93 (woodw 3)5ks) 0l s S5 32 rc}J.r: olisls (S jol puy 03Kkl alxe


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

e aillsd 5 Sile 05) _\..o);)J_B SLshspT SLRBl 035135 S 93 gl 3l

bS5 i B alS el s f e e AZDIIS2
Sl S5 4 C)"Y 338 o bde Jleliy Ao s
o 4 S i Dlllas ol L aly oyl S
Invitro 3 Invivo <, ses AZDI1S2 (g5l i
Al o Sales Ly asls

S b a5 Mo Jle (gl
5 SSom psd Jsbe slaes; (55, AZDIIS2
s AZD1I52 &S 153 g0 s Sor 53 p 5]
(Sl 5 5 GlalS—a aly yn 0 LW
O b Slge 5 Lad sk DNA (gl sime o531
D398 o Logmadlosidy 0S5 5 H3 O
Ao 0 Y dle s JLKes 5 Oke
sy » AZDIIS2 (gyls il glachl
05, 51 &S HL-60 L3 51 558658 Jobo slaes,
Olis (il s PML-RARA 0343 136 Js APL
e 5 SKnS 5 st S Gl 5l a8 sls
YYD 58 o 595 a0 el y S0 a0 35

adlls &y HLKes 5 Wilkinson oo
bug B LS Lol Ll o5 Ksls olas Invivo
Sorme 3 A sl e AZDIIS2 (g5
el 35S e baige & odd Lpy ebls L
Gals K Olsie a4 AZDIIS2 Ss)ls bime s
g5 oL dlel 4y S s 500 slendey iS5l
w00 ol Dk Sl e W e 5]
(Y8)a3l - AZD1152 |

ol aalllas 5 aS 5l s g sl pl ol Sl
S9913 S 55 3w D311 o oS s 3
il S e Uil ada ul, s AZDI1152
i pn il 45 il 55 oLl s i
FIUT e 5l i a3l

Al e S e sl sl

350 pm o Slasd e slagls S L
S35 315 AML @ M il 51 Aoy 00V
Sy YoTe L aSllps (gl e e oL
S e o 1y e il <y LSl

dlo e s Oblew 5l 68 Cunex Sb
ot Sy & o @l e 5 Wl
QL DICH I S PR S P

L el 4 ol Cows S 5 Sl by
Oloar O3, 50l s Lo yat SWI 5,050 L
2350 aalsl

35 I3 s Sl 8 s 4 WlS )l
ol b 5o Ol SRl e 4 pimen
Ao lagyls @l JT el Golaal akes 51 08U
LaoeS lgn 5l il ¢l A5 5 a3l o Ol
(YOowleds ol 5 1S 55 T ale 5
AZD1152 (5 15 wodd 55 slaokiSyles Olo
0551 b 5 Shas 5 W Cooolat] o &
ot 4 Sl x2S b ol Sl sl
S g oSk b Jl 4 Gols aallas o s
s NB4 sl o,

oU (Barasetib)3 yul,l &5 AZDI152 5505 o 3
036 Ohlew 53 1y 35t b LTS VIT 56 sl
(AML)sl- (s sk o) (S0 350 5 oS
LG s i aalas cpl o3l 630 (5 e
Sdas Yo ol sl SIS sl 5l g s
Omer 5ol b sl b 4 Ol
Colagial el od b Bl o Pld
(TNl 035 ikt s 55 s

uﬁ Cl?u.‘ oS slee pl Sy » ($3date Oldles
el ol a8 5 edalie OF I Sslize &l

AWWAY ) ga el 5 313 p0 ¥ o plosd Yo 93 (coduw 3)5bs) 0lus S5ib i3 ro,l.c olislS (S jul puy 03Kkl alxo

O


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

Vbl 5 (Jloy osl) Sif Jwwo

el S5l G esn 4 S ol

DN
St 03 SRS gie edd ald 8 4w g L
4SS e oslgly addlls ol &YV));:.;JMJ s
& el by AZDIIS2 Ol Jles
Dok (Sl b falS e (6,8 52
i Sro by S spin 03 e
el b il el S e Ll NB4 slad sk
S I e 5 e S ate Slides
laages sdul 53 b 355 aseie SLlS AZD1152

Al a5 gl ol 5l esland

S5 Ao
3 e SNl suss sladse 5 2SS G
s O AZDIIS2 (Gisme Ao Sl sdalis
Lol Sse Oloys L3 olsdul & e S5
ol s anlles 53 il 225 gl ol 5l eslizd
S b A el (s s AZDILS
S oy Sl b 5 (Sl okl Aoy
Slge Oleys o3 Llsn Lls o5y o0l 3l .ciS APL

B C;UJ‘:’&'“LSJL‘W Rl osS AL el sse

SO g i
Oy Dl S e s sy 5 G s
Olwslos by ladse Ws 5 54
Lzdls (o)n Lo b anlllas ol plonil 53 45 im0
.wawt.ﬁ Sloons

4 AZDIIS2 (g5)ls 5 das o OLES L glaail
Ol Sl Carse Oloy 5 550 @ analy SO
2 S A epde NBA gladsh (S sk
Ll 4228 S s L 5 Azzariti axdlas
a3 e 4 MTT Oyl pll L Ll
30855 Ok Jshe lres; 55, » AZDII1S2
SES sl Slgs a5 Wsls olis 5 dastls 5l S
bl Spke ol Jals o B
o 4 23l e JISET Ll g0 (Y0)3 55 o
Gl Sl oy s MTT (slad o5l 51 ool =l
53 &Sl ooy o Jle sl )l sz e s LB
sa) sl ool bl slackle cola Y8 b
Sl oy i [Siis ialS e (Yo nM
S laie b bl (007 ssdm)ssd e ad s
el (V7 ssd) Sl el 2alS 55 Sl
6 b e Yl OGNl ol e sl
sl s Bosles Ll edes )l
(Endoreduplication) O }_:.,;L{:,Lﬂ_\; SER
Sop adsbe Hsbm O 4z & (YDLIL
IUs 4 5 i Sl a8 yoe drls b &S
ool e MTT S gl s 6 jmi ULy O
A=ty a4 (S pbe c B (LIS o !
MTT Kalen j2alS 5l oplplo 5 aziS oy J ko
Lsslie Jos o 68 s 05 slad sl slaws L
S aped Olge U5 R Sl 4wy
J2s 53 SSUS lelse k5 o AZDI1S2
S asdn Sxs) GO el Gl aher I Jske

(Sl o g5 3 ),w)j sl ;SL%M:JK-‘ Sk

&b

1. Stone RM, O'Donnell MR & Sekeres MA. Acute Myeloid Leukemia. Hematology AM Soc Hematol

Educ Program 2004; 2004(1): 98-117.

VYAY oo a9 313 yo0 Yo lows Yo, 93 (woodw 3)5ks) 0l s S5 32 IO}J.;: olisls (S jol puy 03Kkl alxe

AKAN


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

e aillsd 5 Sile 05) _\..o);)J_B SLshspT SLRBl 035135 S 93 gl 3l

2. Di Croce L, Raker VA, Corsaro M, Fazi F, Fanelli M, Faretta M, et al. Methyltransferase recruitment
and DNA hypermethylation of target promoters by an oncogenic transcription factor. Science 2002;
295(5557): 1079-82.

3. Adams RR, Carmena M & Earnshaw WC. Chromosomal passengers and the (aurora) ABCs of mitosis.
Trends Cell Biol 2001; 11(2): 49-54.

4. Carmena M & Earnshaw WC. The cellular geography of aurora kinases. Nat Rev Mol Cell Biol 2003;
4(11): 842-54.

5. Hirota T, Kunitoku N, Sasayama T, Marumoto T, Zhang D, Nitta M, et al. Aurora-A and an interacting
activator, the LIM protein Ajuba, are required for mitotic commitment in human cells. Cell 2003; 114(5):
585-98.

6. Marumoto T, Hirota T, Morisaki T, Kunitoku N, Zhang D, Ichikawa Y, et al. Roles of aurora-A kinase
in mitotic entry and G2 checkpoint in mammalian cells. Genes Cells 2002; 7(11): 1173-82.

7. Sausville EA. Aurora kinases dawn as cancer drug targets. Nat Med 2004 Mar; 10(3): 234-5.

8. Ruchaud S, Carmena M & Earnshaw WC. Chromosomal passengers: conducting cell division. Nat Rev
Mol Cell Biol 2007; 8(10): 798-812.

9. Keen N & Taylor S. Aurora-kinase inhibitors as anticancer agents. Nat Rev Cancer 2004; 4(12): 927-
36.

10. Bischoff JR, Anderson L, Zhu Y, Mossie K, Ng L, Souza B, et al. A homologue of Drosophila aurora
kinase is oncogenic and amplified in human colorectal cancers. Embo J 1998; 17(11): 3052-65.

11. Vischioni B, Oudejans JJ, Vos W, Rodriguez JA & Giaccone G. Frequent overexpression of aurora B
kinase, a novel drug target, in non-small cell lung carcinoma patients. Mol Cancer Ther 2006; 5(11):
2905-13.

12. Qi G, Ogawa I, Kudo Y, Miyauchi M, Siriwardena BS, Shimamoto F, et al. Aurora-B expression and
its correlation with cell proliferation and metastasis in oral cancer. Virchows Arch 2007; 450(3): 297-302.

13. Sorrentino R, Libertini S, Pallante PL, Troncone G, Palombini L, Bavetsias V, et al. Aurora B
overexpression associates with the thyroid carcinoma undifferentiated phenotype and is required for
thyroid carcinoma cell proliferation. J Clin Endocrinol Metab 2005; 90(2): 928-35.

14. Gadea BB & Ruderman JV. Aurora kinase inhibitor ZM447439 blocks chromosome-induced spindle
assembly, the completion of chromosome condensation, and the establishment of the spindle integrity
checkpoint in Xenopus egg extracts. Mol Biol Cell 2005; 16(3): 1305-18.

15. Tao Y, Zhang P, Girdler F, Frascogna V, Castedo M, Bourhis J, et al. Enhancement of radiation
response in p53-deficient cancer cells by the Aurora-B kinase inhibitor AZD1152. Oncogene 2008;
27(23): 3244-55.

16. Tao Y, Zhang P, Frascogna V, Lecluse Y, Auperin A, Bourhis J, et al. Enhancement of radiation
response by inhibition of Aurora-A kinase using siRNA or a selective Aurora kinase inhibitor
PHA680632 in p53-deficient cancer cells. Br J Cancer 2007; 97(12): 1664-72.

17. Harrington EA, Bebbington D, Moore J, Rasmussen RK, Ajose Adeogun AO, Nakayama T, et al.
VX-680, a potent and selective small-molecule inhibitor of the Aurora kinases, suppresses tumor growth
in vivo. Nat Med 2004; 10(3): 262-7.

AWWAY ) ga el 5 313 p0 ¥ o plosd Yo 93 (coduw 3)5bs) 0lus S5ib i3 ro,l.c olislS (S jul puy 03Kkl alxo
Vet


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

Vbl 5 (Jloy osl) Sif Jwwo

18. Ducat D & Zheng Y. Aurora kinases in spindle assembly and chromosome segregation. Exp Cell Res
2004; 301(1): 60-7.

19. Tallman MS, Gilliland DG & Rowe JM. Drug therapy for acute myeloid leukemia. Blood 2005;
106(4): 1154-63.

20. Fu J, Bian M, Jiang Q & Zhang C. Roles of Aurora Kinases in Mitosis and Tumorigenesis. Molecular
Cancer Research 2007 Jan; 5(1): 1-10.

21. Lowenberg B, Muus P, Ossenkoppele G, Rousselot P, Cahn JY, Ifrah N, et al. Phase 1/2 study to
assess the safety, efficacy, and pharmacokinetics of barasertib (AZD1152) in patients with advanced
acute myeloid leukemia. Blood 2011; 118(23): 6030-6.

22. Mori N, Ishikawa C, Senba M, Kimura M & Okano Y. Effects of AZD1152, a selective Aurora B
kinase inhibitor, on Burkitt's and Hodgkin's lymphomas. Biochem Pharmacol 2011; 81(9): 1106-15.

23. Oke A, Pearce D, Wilkinson RW, Crafter C, Odedra R, Cavenagh J, et al. AZD1152 rapidly and
negatively affects the growth and survival of human acute myeloid leukemia cells in vitro and in vivo.
Cancer research 2009 May; 69(10): 4150-8.

24. Wilkinson RW, Odedra R, Heaton SP, Wedge SR, Keen NJ, Crafter C, et al. AZD1152, a selective
inhibitor of Aurora B kinase, inhibits human tumor xenograft growth by inducing apoptosis. Clinical
Cancer Research 2007 Jun; 13(12): 3682-8.

25. Azzariti A, Bocci G, Porcelli L, Fioravanti A, Sini P, Simone GM, et al. Aurora B kinase inhibitor
AZD1152: determinants of action and ability to enhance chemotherapeutics effectiveness in pancreatic
and colon cancer. Br J Cancer 2011 Mar; 104(5): 769-80.

26. Nair JS, Ho AL, Tse AN, Coward J, Cheema H, Ambrosini G, et al. Aurora B kinase regulates the
postmitotic endoreduplication checkpoint via phosphorylation of the retinoblastoma protein at serine 780.
Mol Biol Cell 2009 Apr; 20(8): 2218-28.

27. Via LD, Garcia Argaecz AN, Martinez Vazquez M, Grancara S, Grancara S, Martinis P, et al.
Mitochondrial Permeability Transition as Target of Anticancer Drugs. Current Pharmaceutical Design
2013 May; 19(42).

VYAY g2 a9 313 yo0 Yo lows Yo, 93 (woodw 3)5ks) 0l s S5 32 IO}J.;: olisls (S jol puy 03Kkl alxe


https://journals.tums.ac.ir/payavard/article-1-5070-fa.html

[ Downloaded from journals.tums.ac.ir on 2026-04-10 ]

e aillsd 5 Sile 05) _\..o);)J_B SLshspT SLRBl 035135 S 93 gl 3l

Cytotoxice Effects Of Selective Inhibitor ‘Aurora

Kinase B° On Viability And Metabolic Features
Of Human Promyelocytic Leukemia Cell Line

Ghanizadeh Vesali Samad'(MSc.) — Zaker Farhad?(Ph.D)
Zekri Ali*(MSc.) — Ghavamzadeh Ardeshir *(M.D.)

Alimoghaddam Kamran®(M.D.) - Ghaffari Seyed Hamidollah>(Ph.D)

1 Master of Sciences in Haematology & Blood Banking, Haematology Department, School of Allied Medicine, Iran University of Medical Sciences,

Tehran, Iran

2 Professor in Haematology, Haematology Department, School of Allied Medicine, Cellular Molecular Research Center, Iran University of Medical
Sciences, Tehran, Iran

3 PhD Student in Medical Genetics, School of Medicine, Tehran University of Medical Sciences, Tehran, Iran

4 Professor, Hematology Oncology and Stem Cell Transplantation Research Center, Shariati Hospital, Tehran University of Medical Sciences, Tehran,

Iran

5 Associate Professor, Hematology Oncology and Stem Cell Transplantation Research Center, Shariati Hospital, Tehran University of Medical
Sciences, Tehran, Iran

Abstract

Received : Feb 2013
Accepted : Jul 2013

* Corresponding Author:

Ghaffari SH ;
E -mail:
Shaghaffari200@yahoo.com

Background and Aim: A goal of modern cancer research is to reach targeted
therapies with drugs having fewer side effects. AZD1152 is a highly specific
inhibitor of Aurora Kinase B, which leads to the programmed cell death by different
mechanisms. The aim of this study was to evaluate the effects of AZD1152 on
viability and metabolic activity of NB4 cells (APL derived cell line).

Materials and Methods: The cells were treated with various concentrations of
AZD1152. After 24, 48 and 72h treatments, the metabolic activity and viability of
inhibitor-treated NB4 cells were assessed using MTT and trypan blue dye exclusion
assays, respectively. Data were analyzed by applying student’s t-test (Microsoft
Excel).

Results: At 25, 50 and 100 nM, AZD1152 reduced the metabolic activity by 9.2,
15.5 and 56.2% (after 24h), 10.3, 19.5 and 59.9% (after 48h), and 17.1, 28.4 and
64.8% (after 72h), respectively. Meanwhile, the percentage of viability was
decreased to about 51, 45 and 40% (after 24h), 39, 36 and 30% (after 48h), and 34,
32 and 28% (after 72h), respectively.

Conelusion: According to the results, AZD1152 has substantial efficacy on
APL cell line and may be applied in some cases, e. g., for patients who have
relapse or who become refractory to the conventional chemotherapy. Further
studies are needed to show the molecular mechanisms regulating effects of
this anti-cancer agent.
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