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= 8.4 Hz, 2H), 7.01 (s, 1H), 6.89 (d, J = 8.8 Hz, 2H), 6.72 (d, J = 4.0 Hz, 1H), 6.53 (dd, J =

3.8 Hz,1H), 5.83 (s, 2H), 3.87 (s, 3H); C NMR (100 Mz, CDCl;) & 188.5, 163.5, 139.3, 131.0, 130.8,
130.1, 128.4, 122.6, 116.7, 114.5, 114.4, 113.5, 108.2, 93.8, 55.6; HRMS (ESI-QTOF) calcd for CiHiNO
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#JBC1377950; Upstate, Billerica, MA, USA) =& d-a-FEW &) (#5c-32293; Santa Cruz Biotechnology,
Dallas, TX, USA)E 20% A LE HAo| s|Aste] 4TolA 3% & AxE st 18 og, 0.1%
PBS-TZ A ¥Z 33] A& 3}aL, Rhodamine Red-X-743 &-efHl IgG =+ Alexa Flour 488-33& &-ml-¢-2 [gG=
ARgsle] Ao A 1AIZE EF AEE Gl olF, 0.1% PBS-T= MXE 33 A 3kal, VECTASHIELD
Antifade mounting Medium with DAPI(Vector Laboratories Inc., Burlingame, CA, USA)E A}&3}o] DAPI &4
7 eES sk, o9k 2 FAAS AX EF¥ol=E FxH v (Olympus FlouView FV1000;
Olympus, Waltham, MA, USA)o 2 #HAFslic).

FE8 5% #4949 (In vitro tubulin polymerization assay)

g3t AP AFS
3} 9= (80 mM PIPES
96-9 ZHoER £

2By F33 ojAo] Z(BKO06P; Cytoskeleton Inc., Denver, CO, USA)E o]
Btk 7h 2 AR HA9] Feds 4C HE fAGH Fed $3
pH6.9, 2mM MgCl,, 0.5mM EGTA, 1mM GIP, 2 10.2% ZE|AZ)e] @11, ZA] v|g H$

T 1% vltd 340mmell A 9] SFEE 60% w<9F 37C ZolE gy (Flexstation3; Molecular Devices Inc.,
Sunnyvale, CA, USA)E o]&3le] A3},

1
H

2]
Al

FAEEA RS o] §oF AEAPE 24

6-9 EeolEd] AW 1.0 - 2.0 x 10° 7He] AEES Ewala 37CoA 2447 B wjakatde}. RS 484
7 Bk Ay 3 AEZE 588 27 1 x AnnexinV 2 Ao 7 23] AFEFIY. 1 F e g
S AF83}e] APC-conjugated AnnexinV (BD Pharmingen, Sparks, MD, USA)9} 7-AAD (BD Pharmingen) Q.= A2
oAl Ul& xpedstar 20 I AEE GASUTE. o] A EA7])(FACSCelesta) & &3l AlZANE S #4139
o

UES IR

AEE 37T 24A7F B il FF F, oHEg 2443 Z2 484 Bok A, olF AEE sl
2748 PBSE 23] A3 H, 1 x TEEooA AAA ZHe| L3 0.5% LA H ol E YEFS 713k RIPA &

> o

N (50 mM Tris-Cl [pH 7.5], 150 mM NaCl, 1% NP-40, 0.5% ©]2A]ZA YEHF, 0.1% :wycawurlz [SDS])4
o] &3to] AL 3087+ ﬁ%ﬁ—s}a’it}. S3ld AEE 4ToA 12,000 rpmell 2087 YRS &, FSHS
FEIFE Y. dwAe] FEi= BCA oJAle] Fl(Thermo Fisher, Waltham, MA, USA)S Al&3te] 54 3}9,13}. >
9 dude 2—tﬂﬁioﬂ B89 H7he 4 x SDS AEZ k=oM(2% SDS, 50 mM Tris-HCL [pH 6.8], 0.4 ml
EDTA(pH 8.5), 10% ==]AlE, 0.002% F2d Y)E o]§3ste] F#E& UHFAUL. o|F L 4o dids
SDS EElofadoelmutol= AL AEale] Hr|gES s, R EWRAHE o] &3t 0.45um YERAER
Q2 9(Invitrogen, Carlsbad, CA, USA)oll AT, &4 S I &N (Sigma Aldrich, St. Louis, MO, USA)

o] &3le] EdlATE ©WAS 3Qlskett. o] TBS-T[0.1% Tween—-205 -3l TBS(Tris-buffered saline)
£ o]&3sle] THE 5% ZAFE 1A o ER2FESI Y. 1xF A= 3% BSAO] 3]A sl 4Tl A s w9k
walgitk. theyd TBS-TZ 3¥ Moj& %, HRP(horseradish peroxidase)7} HEE 23 A 56 @A 3
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Asto] Ao A 1AIZE 304 BQF wEFESITE. o] % TBS-TE o]&3le] 6% Aol ths, X-Ray BE(AGFA,
Mortsel, Belgium)¥} WesternBright ECL Chemiluminescent HRP Substrate (Advansta, Menlo Park, CA, USA)Z
ALg3le] ERl el o] WS ER1EkiT).

e 12 @Al o2 2o &@-Bactin (AC-15; Sigma Aldrich), & -phospho-Cdc2 (Tyrl5; #4539S; Cell
Signaling Technology, Danvers, MA, USA), &-Cdc2 (#28439S; Cell Signaling Technology), &-cyclin Bl
(#4135S; Cell Signaling Technology), ¥#-phospho-Histone H3 (Ser10; #JBC1377950 ; Upstate), %-PARP
(#9542S; Cell Signaling Technology), @-caspase3 (#9662S; Cell Signaling Technology), @-Bcl-2
(#556354; BD Pharmingen), ¥-Bim (#2933S; Cell Signaling Technology), #-phospho-JNK (Thr183/Tyr185;
#9251S; Cell Signaling Technology), &-JNK (#9252; Cell Signaling Technology).

ok HFe AEF F4 o) E

17k #H Aok AESF Mia PaCa—2, PANC-1, BxPC-3, AsPC-19¢] A= ZF2lo] 3+ #7659 A4S CCK-8 H7PHES
&3l ;%6?212111, O AFE =12 F 1o e, = 1o uEhd bkl 2ol #765% F oEH o R

4714 A2 A ]EJ SAS JAEAT. AL 12 FA(first line drug)E A=+ AAER
(gemcitabine)¥} HW3slPS wf, #765% AL AEo] diallA nM FFoNA AESA JA &Fo| "¢ 438

GEISET. #7659 506 Ad SEES L 10 dels. 200 LERE weh dol, 4765 Mia Paca-29}
PANC-19] 22U B4 EapH o A5,

x 1

27kt A3Eo] sk #7659 MAEMIO] 1Cy %t

Az F #765 (nM) AAERRL (ud)
Mia PaCa-2 78.6 2.2
PANC-1 184.2 8.1
BxPC-3 226.4 N.D.
AsPC-1 151.1 N.D.

AZh HA G Az AE Fr] HE gy 2 B gAREES sY 2

#7650 olgk MEFA AAEZHATE AlE F7] &) AR e WA= ARJAE AT A8, #7659 A
g F AFE AEF AE F7] AP FAE 2AE FE AT, 1 A3, = 39 vERd 6k} o)
#7655 Aol A 2]skA} Mia PaCa—-29F PANC-1 E5FolA G2/M ©@Aldl = AE7F FHF A 61 2 S @A AE
= &S AEEdrk. E=3, #7655 Lk %E]OV} subGl @Al A= AETF 7
#7657F AL H5& Fedthes A4S & F Advk. AxE F71E 2dste dude] Hds 2" £
|3to] 1k A3, & 4A0] YERE nlel o] #7655 X%FJOV} Mia PaCa-2 9} PANC-1914] G2 w7l A
2 AYsh= do #osts Aoz L Tyr1sW 77]-914kstE Cde2(phospho-Cde2 (Tyrl5)) iz o]
Z71ers golstgt. #7652 A28 cyclinBle] & o] PANC-1olA4E F718FA 4, Mia PaCa-20A4 &
A g%, mgH, = odbel yERG uked o], FAREE Tl ZAAR LI Serlow F7]-lAk
Histone H3(phospho-Histone H3 (Ser10)) wHldo] #7655 *I&|d}A} Mia PaCa—29} PANC-104] @& o]
gelskoit).  PANC-19] #7655 *&l3l91S wl phospho-Hisstone H3(Ser10)2] ¥H& o] 57}?;}% o o
of-gate] Sl ®= 4¢). & 33 & 45 Tk, #7657} Cdkl/cyclinBl ¢Ae] #/d3}ket phospho-
A

?;
(e A
pos
[o
il
PE

o\ m
=omet ot e
o X 9o

o to i ob

Histone H3 (Serl0)9] ¥&d T7He FEFO2ZH FAREE TE8& oplsite 2SS & &

#7657 AR FHe doslt J1Ue WY 98, AW o FEE 2% AW vitro cell-free

tubulin polymerization assay)& ©]&3}o] #7657} v|A|# 598 (microtubule dynamics)ol] "] X& dadS <&
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[0113]

[0115]

[0116]

[0118]
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Hoyth, X 5adllA LPEPL} ‘ﬂ}@r 7EL°], mA# EFg3t A9l nocodazoled}t vIMZIAIZ #7657F FER S
tale doz S o]83}o] PANC-1 A|¥o|A] #7657} nocodazoleZ} w7 A= 1
< FYAA rsld, #7657F FEHY @53 E FEstal, oAl At A
,:lj_

Q1S 63
o fAEE FEAA oA AT 4 AL

_‘d
bats
E
[@]]
<
2
N2
i

#7652 917k FZF AEL] AEALE S

Annexin-V /7-AADE o] 83t FAE A4S B8 #7657 AEAPES dov)=A] ARG A¥, = 604 YERG
upel o], Mia PaCa-29} PANC-1 Aol #7655 Helslals W % gEdoz AxAbdo] dojdo] sl
HPDE Al2Eo X & AEZAPEES 7o doy|A sttt ol& Fal #7657F AGAIET}L old 74t Alaze] A&
A AEFAZS BAtE AS & F Advk. AEAPE B3 g B3-S ol EXRES B gRlst A,
#7655 A%k Mia PaCa-2%} PANC-1 A EoA Z&A FhAulola|-3(caspase-3)¢ 2 g (ofo|t]u]-glu ) o
STHE(PARP) S Tdo] F7HEE FISATHE 7a L 7b).  ob&¥ #7659 AHelw & AEAME(F-
apoptotic) W<l Bel-29 WaS FAAF|aL, AFAEE UO7)=(pro—apoptotic) ¥ &<l Bime wel&
SN ATHE 7c). EF3I¥, #7657} Mia PaCa-29F PANC-1 M| A Fh2=ThobA] -39} th (oo t] 9] -2 )

THRAE ZE oA AxAdS FEIHE As o Ao

#7659 O3l SFEH AEAFHA]S] NKO] EY 5]

INK 213 7F #7650 o3 Fesl AlZEAFEe ojuet d3s steAE AAuEFeR A= 8). 1 4
3}, #7652 223 Mia PaCa—2 AlE)A Thr183 7]1¢t Tyr185 #7](Thr183/Tyr185)ell QlAtstd INKE] & o]
A = oEAow FItellth(= 8a H 8b). ol INKO| dstr) #7650 oA dofrke AEAFE
A3AE 2AFsH7] 98, INK Eol4 A4l SP6001255 ARSI tt. % 8coll vehd ule} o], SP600125
£ #765 AEst7] 2A17F Al wE] Ak A9, #7650 oA =¥ =T PARPO| Ldo] thA] FHASIGITH.
ol Fall, JNK 2157} #7650 o3 FEe® AEAPEF BAFHYSS FASIAT.

oo B WP EAR RS A &L v, FAAL e AN AR Aol Aol olel
FAYN A% @ wAT FANY Rolr], ofo] B Wyl Wk AWHE Aol ohd He Puls)
b, B oune] AAH Wk AVE TP 19 S4B ool gelArkn @ ol
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Paclitaxel Nocodazole #765
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a-tubulin
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EH8a
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6h 12h 24h 36h 48h
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