(B (BT ¢ EFS)

i3 % PosE

TSR USSR R B R
I T MK 2 3
ITER

CHEEAR - 2011/08/22 - 2012/08/13

iﬁﬁ FIEH © 2012/08/30



i

RS IJP‘JE#T B R SR fi'ﬁ% F1]1-%(The University of Texas
MD Anderson Cancer Center) i 4% /| £ 2 » =2 6 F 5325905 Memorial
Sloan-Kettering Cancer Center [Fil k% = St {+ iyl 1= -

S RS Eﬁﬁlfﬁpb}%'ﬁr VI ﬁu?ﬁ%&*’?ﬁ[ﬁ}}%ﬁ?ﬁﬁﬁfﬂ%

Aurora B kinase = p53 s [ FEf IJFTJ ??“ [ > FT’F}I“ Femhi P =155 4 PNAS( Proceedings
of the National Academy of Sciences » SCUBHBI SRS ) » Ffs S
metformin (= FEBF Sk TS STAAL O RRAY [B0] - T 3= R il fow 7,
COP1 * akt .V E?JE’FEﬁE‘I‘EEIUWE o R TRLREPHIHI Dy > TR 'ﬁ@ﬁ?‘ﬁﬁﬁkff
FHIFvE: FeisEr bif?ﬁ%ﬂ?ﬁ%%ﬁ b RE o MRS e R I o B
R N PRSP E L S D

PSRRI Y SRR S [ AR 1R 25 1 e A

TEIFART R - RL MR ORI I S [

Ty SR }TE F”E?



B et 2
FIo 4
B e 5
T e 8
R T s 9



FIAY

TS 5 e T IS D AR RIS R BRALY W R
ST T ORI - O /iéﬂ bho SR BT > SO%F'@”?J B
502 YREOI R IS T o RSP ) % P
ORSTERRET I o A B T RO T R 74 [N R

P AT DS PRI E RPRLES + 5
} HULFy=! o [RLE SR SR NSRS ST DR
WPTAE RIS SR TR L

S il e A5 B A1 (The University of Texas MD Anderson
Cancer Center)hL3 B E1 W] 15 > 2012 & B U.S. News & World Report s ?I
BB ORI LIS AL S A LR Bl RO B
Y= s F UPHIERT AR BSLE (180 B - B F BRI
B R~ PR 3 R SR LR B R i £
R ﬁ'"ﬁ |EIRE H R A R R E i* RS R -

FE A IR S Rl @%Fﬁlﬁﬁ%ﬁﬁé@ﬁl@éﬁ%# Pugp
PRV IV R RLREP A o B A O (IR Al
HRA A BT TR B RS SRR A * Sy A PR
YT



FoREEE R & P 71 = A Ef'f [SFIfIF~ Mong-Hong Lee ¥ % 1%
»

|>_J‘ ’

?‘?uifmﬁu Cell cycle regulation, Akt activity and tumorigenesis, pS3 signaling
k> protein purification fi¥ JJ%\ > SURLE T COP-9, CSN-6, 14-3-3 0 PHApuiisbl ¥ -
HpseTe- F"f (73 Eff“‘*' e F%if" Aurora B kinase % p53 Ui - i ﬂ?ﬁ?}tﬁ’tmﬁi
TRIEIENRT AL A R L - 7 TR 53 Bk
e fﬁ‘[‘?ﬁff{ﬁ% » B JUEA. aurora B kinase ﬁﬁﬁﬁlh D53 M 1R
FO ]+ 3 D53 IR ST > PR B = 4 B e R

2% 298 PNAS ( Proceedings of the National Academy of Sciences ) °

Aurora B kinase phosphorylates and instigates
degradation of p53

Chris P. Gully™"*, Guermarie Velazquez-Torres™““", Ji-Hyun Shin®“"', Enrique Fuentes-Mattei*", Edward Wang"“",
Colin Carlock™”*, Jian Chen®, Daniel Rothenberg®, Henry P. Adams®, Hyun Ho Choi*““, Sergei Guma™““, Liem Phan™,
Ping-Chieh Chou™"¢, Chun-Hui Su™"*, Fanmao Zhang™", Jiun-Sheng Chen®, Tsung-Ying Yang", Sai-Ching J. Yeung™"4?,
and Mong-Hong Lee™™<%?

“Graduate School of Biomedical Sciences, University of Texas, Houston, TX 77030; "The M. D. Anderson Cancer Center, Program in Genes and Development,
University of Texas, Houston, TX 77330; “Department of Molecular and Cellular Oncology, The M. D. Anderson Cancer Center, University of Texas, Houston, TX
77030; “The M. D. Anderson Cancer Center, Pragram in Cancer Biology, University of Texas, Houston, TX 77330; "Department of Genetics, The M. D. Anderson
Cancer Center, University of Texas, Houston, TX 77030; 'Department of Emergency Medicine, The M. D. Anderson Cancer Center, University of Texas, Houston,
TX 77030; and ®Department of Endacrine Neoplasia and Hormanal Disarders, The M. D. Anderson Cancer Center, University of Texas, Houston, TX 77030

Edited by Moshe Oren, Weizmann Institute of Science, Rehovot, lsrael, and accepted by the Editorial Board April 23, 2012 (received for review June 24, 2011)

Metformin i EhAE AR iRpY (B2
Metformin kb ZE R, S ITA0H] > Sl TR, S ISP S o 1
SR R T IR RS ;'fﬁ']ElfJ[ﬂliﬁF—J‘IW‘a’%ﬁ SO B
TPl > ™| metformin [ fj= {1 e PRIV - G " 2 e o BRE
BRI PAEET metformin [ TR IR S NPV IR N R CBLE
FF Spkl R X NST) 9 sl LKBI-AMPK £l mTOR pathway fi'!')3£

PR % = > 19t metformin 7! cancer stem cells & JF—%% A IV



LR I I R SO metformin 7 A MG [ 2B
SRR » 1T R U O R N

5 PP s Mk AS49 % H1299 ) metformin #3545k (2] 38
°H metformin 7% 400uM OIS ™ 2 AREVIFOR REFSH » (PR [ R
T O )

A549 cells
1
09
08
07
06
05
04
03
02
01
0
CDDP 10um CDDP10 CDDP20 PMX 2ZuM PMX 2uM
M400 M400 M400

= Pretreatment with Metformin 400uM for 72 hours
* CDDP:cisplatin; PMX: pemetrexed

H1299 cells

CI)DPIU

CDDI'ZU PMXZ M I'MK Z M

09

08
0.7
05
03
02

0

CDDP 1IJ|| M

o
@

o
a

o
-

® Pretreatment with Metformin 400uM for 72 hours
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