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AF ARE AFPske MIFY, F YL AAFoE APELY 1, 29E AAta o AW 2E go
2 A FAE e A ZbE dubE el Apggicloltt, AoiAbalolA 1ol wm#El, FAATY] F7 9 gr)egew
Qg #Hgol Frteta Yov] Ao st wE Al HFH, FHFeAEA T, $FH St
ToR WA, I, APAY Fol AKHow F7h FAd k. wEkd g 2rld 2 A8E Jbest
Al 8k OJ (A7) FA, A%E el A 3 L AFHA FH JdE £ e e B FFo] AT

g 71dE Bt vk 25 3 AEAbE deids gzl
AR oe 744 ZEMFA Bel-2 FF @A Bel-2, Bel-x, 2

ulgha], o]# 3 Bel-2 F-7F @wdo] BdS At oEEo] ®ol MEEHu au, AAR o] =S Al
|3l TIAEY AES FEsaA st XEHO WAL k. 15 Bel-2 FF wAe] #@43st oA A
2 ezl ABT-737(CAS S=W3: 852808-04-9, CpHiCINGO:S,) o]l Ao g ZAAELY APES fEFozH
FES W HUATH( Nature 435, 677-681 (2 June 2005)), Mcl-1o st sledo] Fuld oz o}l Mcl-19]
4itd Fo] e A9 ABT-737 Wo 2 MIEAPES =g £ glge] W AY. wEkA ABT-7372 dEo=
AR AAE Hg AEFY BEW Axo] iyt AR, GG AEXFE XS g2 A gEHE &
7} §lck.

w2}, Mel-18 ZTAH o= A+ & oAl ARCT 2L 52 ABT-7373 H-&3lo] AL&Slo] MEAZE ®

Ho g A#/3e= MES aFded o ARAS NEds= 03?7} 8= Ak (U. G. Bhat, et al., ARC
Synergizes with ABT-737 to Induce Apoptosis in Human Cancer Cells, Mol Cancer Ther June 2010 9:1688-
1696) .
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olal AAjofoll A EQIst 4= &= upe} o], E o] w2 ABT-737 2 JMHA~E(cafestol) SFFES AT
AEo] FAE e no|mRE FLox A&, Mcl-1& JASE AZEAME FE27)2S Edto] oF AFE9
g4E Aslgoz Hojd FdEddS Yehdle v, ddAe fFadEeE AEE & du. mEs 2 oy
o A7) ABT-737 2 FtE|A~E(cafestol) S FaAEoR X ool ouf = xag oFst AR, 3l
o] AZE A% 7] ABT-737 2 JtH|2=E(cafestol)d] €%, 7] ABT-737 2 | 2=E(cafestol) S th Aol
Folstes GdAE xdshe 4o A= WS AT,

2 oabgo] 3k pA|oo A, A7) ABT-737 2 FtHAE(cafestol) S FEAECRE I oo ot wE A8
| o8t 2AELS T 2AE 100 TFH- tiste] A7) ABT-737 2 FtE|l~E(cafestol)= 0.01 UX] 90 +FF
F, 0.1 WA 90 FEH, 1 UA 90 FHHF, £ 10 WA 90 252 X3 4 o) oo dAgE= AL
ofar, b HEl 2 AR TH E Jd Hof ot 2k 4 Q).

2 o] g2 FAdA], 7] oFE 2AE EFE = ABT-737 ¢ FHH~E9 FEH= 1t (0.7-1.3) ¥
T oy, oo AFEE AL ol

gl b2 FAelA, A7) ABT-737 B JhH|AE(cafestol) & FrEAGECE E3et= ool oW e A
58 ot A= A, FEAl, A, A, d5A, A, &2A, DA, FujA, FAAsA, 45
o, AAl, AAA, EAAl, AUSGA, DAl H FEAR o] FolX] LollA AEH = sy o4l nEAls

TAASR GA, FEA B A= FdE=, HirER= FARA EHE, WYE, AdeE, dzE,
TE =, A&, obRAof af-, dAHlolE, Aetd, Z4 IAFCIE, Zi A, dErx, vd AER
=, Al Agrs, Zed JEdE, =, MY ESA R olE, ZedsEdA M olE, &, vt
& ZHololE R FefE AT + Jdon, 47595 A% ndAAd= A, &A, A, AHA
AaA sol xgEH, ol ndAA= G A=l Hoj shut oo FIA, dE &9, A%, Zuvt
HYlo|E, Fa2X B gEeA, Aftd 55 Ao AT & vk, T3 @@ F-gA] ojelel vl &
gHeolE, 23 22 &dAEE A8E ¢ . A5 AT NdAARE dEA, W&, A, AlRA
ol loem E3 AREEE whe FAAIR] &, fFAE ek ojele] o ZpA FEAl, A& =W SaA, #
A, A, BEA] Fo] £3E 4 vk HIAT FolE A% AAldds Ead FE9, WA, duA,
A, sAAEAA, #FHA ol AT, vFAEA, AR A3, SdEd S9E, YR
oda Ze A=A TE, ABEUlES} 22 FAF Jhed oliHE Fo] AHEE vk HAS VAEs
A& (vitepsol), vhAZE, Efl(tween) 61, 717FA], 2h-31%], SEA2AZE o] AHEE & v
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®owrge] w otk PRGN, A7) ABT-737 % sl B (cafestol) S FERAROR EFsE obe] o Ei
A5 oFst 2AEY] AP AYA, A, 95, GA, BA, HaA, FA, A AYE, F, dEA, 74,
AAA E Az ool wolH Aum & otk

wowge] Aol mEw 4] ok 2B AU, Fuul, BP0, 28, BUd, B, FE,
A9, NS0, FY, F2, A%, AT, G EE G A28 B B R gAR T 5
sieh,

A7) ABI-737 8 AP 2B (cafestol) & FEARORE XIS ool o Ei Ang of} Aol mA
Folge B9 gu R AF, AV FF L AT, F Fu, TP R /0] wet gebad 5 Qo
el oal AAstA AEh 5 gk, L owwe] dAAee] 2w ol AgHE A ofUAW 19 Fof
& = WA 1,000 mg/kg, ETF FAHSZ= 0.1 WA 100 mg/kg &

1 1
o Fw g IR hro] Fol@ £w Qou, oo o8| R Wy W

2 a3 FA A, Y] S AL F o, ge FAHeR £ o] whE ABT-737 2 FhE 2~
E(cafestol) = ¥£%(Brain tumor), WAHAAMAMEZE (Low- grade astrocytoma), AASAIEZE (High-

O

grade astrocytoma), ¥3}5#] A% (Pituitary adenoma), > (Meningioma), 3 H3X% (CNS lymphoma),
A= (0ligodendroglioma), F7J¢l= (Craniopharyngioma), 2Fo]A3EZ (Ependymoma), *7+%% (Brain
stem tumor), T73% F%(Head & Neck tumor), 3¢ (Larygeal cancer), 7-215< (Oropgaryngeal cancer)

v 7k/ 5859k (Nasal cavity/PNS tumor), H]215<9F (Nasopharyngeal tumor), FA9¢F (Salivary gland

tumor), 3F¢15 < (Hypopharyngeal cancer), #A1¢F (Thyroid cancer), 774 (Oral cavity tumor), 5%
9F(Chest Tumor), A2AEA #H (Small cell lung cancer), HIAMEA #HY (Non small cell lung cancer),
%< (Thymoma), F4% % (Mediastinal tumor), 2J%=<¢F (Esophageal cancer), %%t (Breast cancer),
Aol (Male breast cancer), =459 (Abdomen-pelvis tumor), $19F (Stomach cancer) , ZFe+
(Hepatoma), % (Gall bladder cancer), ©¥%% (Billiary tract tumor), 4% (pancreatic cancer),
27FoF (Small intestinal tumor), thH& (A7) (Large intestinal tumor), %<+ (Anal cancer), &%<+
(Bladder cancer), A1°%&¢F (Renal cell carcinoma), 3424715 (Male genital cancer), S4(2%)%
(Penile cancer), #A¥A<Q (Prostatic cancer), oI4A271%% (Female genital cancer), AFg7dF%
(Cervix cancer), AFgl®=<%t (Endometrial cancer), 4% (Ovarian cancer), Abg53% (Uterine sarcoma),
Aol (Vaginal cancer), A4¢F8A71¢F (Vulva cancer), A 2%9¢F (Urethral cancer) By 93¢k (Skin
cancer)®] A z:ell Aol nigA sttt Hul O wpgAE A A, Y BE HESY 5 oo, Hi
o v A =] A 5ol AREE ot oA AgEE AL ol

oleh, & wiyel ola|E B7] glete] ANT Sof AAeA AWelsZ ek, chit sv)e] AAdE B ouy
o Meg AN AY BB BP] WL /] AAel] RHE AL ohirh. B 3yl AAdE P
A BEA AN S 7 Aol B wge vk fasl AEa) slel AFEE el

<AA Y 1> FHAE AR QAT Nel-19] 2F Fa 39

A A M 2= 4x10° cells/mle] o2 6 well plateo] ZZF 2 mlA 24A17F Fot 37°C, CO, vok7|o A vl &3t

F Fhul|2~E (Cafestol) S 10, 30, 50 mM S=HEE A28}, Bel-2 ¥F @ F Mel-19] H&S 291317
$13ll4 Western Blottings A&t M 2~ES AHEet MEE MX & AFH(50 mM Tris-Cl, 1 mM
EGTA, 1% Triton X-100, 1 mM phenylmethylsulfonyl fluoride, pH 7.5)°2. 2 343t & 50 mge] @S

AL o]g3le] SDS-PAGEE Ald¥gt &, ¥ 9MA-2 Immobilon-P membrane®] 90voltZ 1AIZH&<Qt o] & A F
. @il do] o]F ¥ membranes 5% YA EE 30E7F A4 WRSAHT. 2ol A FAE AHste] A



[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

[0039]

[0040]

[0041]

[0042]

[0043]

[0044]

ZIHSd 10-2014-0074017

oA HEA] HFSA]Z] T TIBSE 5% Ao 63 AHd T Horse radish peroxidase (HRP)7} H3¥ o]z}
H 7131 t}A] TIBS® 5% 7HA o= 63] A% 39t}l. Enhanced chemiluminescence (ECL)
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<dAld] 2> ABT-7373% 719|289 YAE So] & AR
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L

oAX WFE F ABI-7373 AAAES ©E Ee 9 AU F FGAVNPoR Axe] FHFA Wslg el
stedth, AnkE = 29 Aol UEhlelth = 20] A% Fel, AgeAZelA ABT-7373) AdAES WA sy
AL mefo] Wakn AAWA AZAEES FESE AL BASEL FPALAAE FEety st gles
3215t}

A3 100 ml PBSE €& ¥ vortexE AR&3lo] 4lo]FHA 200 ml 100% olhES @i 4T 1A S b
SAAT. QAR IE ALt A5 dS A7 F 250 ml RNaseE @ 37°ColA 3087 vkSA 171 5, TFY

PI(Propidium lodide)E ¥il FAIEREA7] & 32l FACScan flow cytometerE ALE-3le] A|EFVE H& Al
¥AFE(sub GDE s, A¥E &= 29] Bl YERSITE. & 29 BE Fxshd, ﬂ%%”ﬂ*"ﬂ*ﬂ ABT-7373}
Tt =g TEA oA YElYA] e MEANEO] F 7R GBS W st MEAFEo] oF 2592 ST

o 4 AReh el PAAEAAE T b FEE W ALstoln AR FEIA ke,

Western BlottingS E3] AEAIES vlA<Q PLC-y 1S 313 ZA3E T 29 Col Yehdltl. = 29 (& #x
B, A EAA HolH oz ABI-7377} sbulaEe WY A2 A PLC-y 19 cleaved form o] FAHE A&
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<A A& 3> ABT-7373 FAH2E9] in vivo FUTA AE

Mcl-10] I3 ¥ AALAMEE 1x10° cel 1s/100 ml Yo 2 Frupg-~of o]Fo] 2 (xenograft)d & 2F T
75mg/kg ABT-7373} 75mg/kg 7tHl=ES ©E S WFoR E FHIAT. F
S 3715 s AHE & 39 Adl YERSITH. = AS Fzx3sw ABI-737 HE J}w

P2 =
229 gE AT 2 A7) A4 adUF ul$ vws), ABT-7373 FEl~Ee W A A §9F
2 4377 FolHd S & 5 AU

w23t 4E 0.C.T Compound® & §ZPAI715L A& 7% FAQ] cryostats ARE-8F] 20 mm F7= el Wl
T, T RS AT 5 A W F sl TUNEL assayE B3l AZE AN 5 FFAnE S B8l &
Fo] AbEE el a2l Aels Tl AbEAl YEiue A= TINEL positivedt AIZE yelval =
7 A2= Hoecst333425 AHg-ste] Alxo sis A8k, daks & 3] Bell Uehigit.

3¢] BE F=sbwl, ABI-737 Hi= FhulAEe] dE AdeMs adl A9 signalo]l A9 #5A
Foul, ABT-7373 bl =~E5& W A& Al TUNEL positive?l 1@ Hele] signale] F7HHE A& &AT +
=k olE Fal T Aol SIS SRl 4 glddh

1 =2

oo W wwe 543 BEe A Eeeds v g9l B A4 7k AA el ol
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