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tloldd tlolduo]=(Diallyl disulfide) ™ TRAIL(Tumor necrosis factor-related apoptosis—inducing
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Kamendulis, Annu Rev Pharmacol Toxicol., 44:239-267, 2004).
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[0092]

[0094]
[0095]
[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

A% % 9 @, A, BEY FRIE FAA, pil 2EA, YR, WRA, FeAY, due, WH &
ol AHEEIE Bl 5 T S Atk T el B wye] AZUISAE 2R A B Fa, B
&8 EE o &8 59 AZE A% HKL FHT £ Aot oUW YRS SPA0E ASHAL 23 o
& 2@etol ST 5 Atk oldW WAE HE =9 Al oJa) 443 AaE 5+

AA 4
A 1. dFd AMEAA TRAILZ tho|dd the]ds}o]=(DADS)7F AlE Ao vX= 9

1-1. et AlxEFo o] ehAlx g A g9l - NIT assay

=
et AEFe i AAAFENA DADS /W TRAILO] Al Al vxe &S ALY 9ste] MIT
assays T3l T}.

1-1-1. DADSe 9]} Cell proliferation ¢l

WA oge ME(SW620, HT-29, DLD-1, HCT116)$F g AAME(FHC)E Dulbecco's Modification of

Eagle's Medium(DMEM) ®i=A]oll 10% $-efo}d A3} 1% penicillin-streptomycine 7}3fe] 37C, 5% o]AtslebAa

o sz Aez wersidth. 1x10'9 digel AEZ 200 we] Azujekoio] R&A17]3 96-well microplated
A WA AT, o]F mls FE A EQ DADS(Sigma, St. Louis, MO, USA)Z dimethyl

sulfoxide(DMSO) el *of thefst %%(0, 5, 10, 25, 50, 100 uM)2 7} welldl] H7}sla 24 A|7F E<F v kst

At

Z2]3L, MIT solutiong ¥o] 4A|7F EQF HWFSAIZl & 450 mmollA] SH =S FA3te] ol Al

ato] & 1o YERAATE.

18 DADS7F thgte] AEAF 43S r A= A2 Jehe AEAF(cell viability) ZgiZolt},

15 Ayed o4 A FEo A= DADS 23 A A Wbyl g AEFRT o] Fe

re 5 I~
gelst 4 3l

ol
ol
X
oL
rlo
o
ol
ol
M
o

\«

Ay
o

=
T=

4
el

Mo N
k1
2 o

1-1-2. TRAIL®] ©]3F Cell proliferation &<l

wek, o MAE(SW620, HT-29, DLD-1, HCT116)eF thd A M E(FHC)E Dulbecco's Modification of
Eagle's Medium(DMEM) ®j#]ol 10% $-Efo}d A3} 1% penicillin-streptomycine H7}sted 37C, 5% o] AF3lelA

a T solutiong 2ol 4A17F F¢F W3 AZl & 450 mol|l A EF =S =45l Apdst Ax £2 =438}
o] L 20 YeRHATE.

% 2% ot AIE(SW620, HT-29, DLD-1, HCT116)°llA TRAIL®] AMZEAFE(cell death)dl PSS vX&= A
UeEtl= 2 Zolth, A7) & 28 AwrW, TRAILS thaer Ao Aldel X g

= 2
of me v AS AT 4 vk, 53], TRAILLS HCT116 AlEo] Abdel & 932 vAl= As & 5

1-1-3. DADS®} TRAILS] Z3tol] 2]3F Cell proliferation <1

o7t AlEF(SW620) ol 41 DADS7F TRAIL®] W1zHdell daks 71x=A dolr izl &3t

[e}
thdel ME(SW620)E 96welloll seedingdt &, the & DADS(0, 5, 10, 25, 50, 100 uM)< g3t =g
3L, 20 AlZF & TRAIL(50 ng/ml)S A g]dtar, 2417 2o MIT solutiong Yol 4417 =<t wH-3A]71 & 450 nm
oA ZFLE ZAHdle] Molgle AE 5 A5t & 3¢ YeERAT.

_10_



[0109]

[0110]

[0111]

[0112]

[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0123]

[0124]

[0126]
[0127]

[0128]
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A7 & 32 A AE(SW620) ol 4] DADSS} TRAILS] Z3ro] MEA A (cell viability)o] 9IS nxE AES
el e zolth, A7 = 3& AR, tiFd AE(SW620)9 DADS7F FojEl 7-9- TRAILC <3 wizhAdo

g% Fokd 2e #3908 4 9

chad oA 89l - Western blot

FUO

1-2. DADSE §k A EFol A TRAILO] disl wizAle] S713hs

g Al EZF(S0620) oA DADSE g 5 TRAILS Aglshs 4ol AX AbE dd dede] igs vast
71 9% AES AAEHAT. ]% 8 WA, dgY MEF(SWE20)E 60 dishol seedingd ¥, o &
DADS(10 pM)& A& staz, 201\]L o] TRAIL(50 ng/ml)S A 2stFTt. 4 A7+ 3 harvestdle] lysisE E3dlo]
A S Ho} western blottings AASIATH. 28]ar, AlE APHe] 3 marker (PARP, Caspase)E AR5}

of BEe] wskE FRlsto] = 4 1 LHEF 2T

A7) = 4= g AIEF(SN620) 94 DADSE Fold F TRAILS Held 49 AxAbd #he chulgo] dhgo)
S7HEE RS YUEhlE 928 B3 Aot Ay & 45 Aunw, g AlEF(SW620)0] DADSE g
& TRAILS A #]3d 7%, c-Caspase 3(Cleaved Caspase-3) % c-PARP(Cleaved PARP) %} 7o A3 Ao &

f guAse o] Frlakt AL et

pul

ke

Sl A e 5

olg]dt ANES E3l|, DADSE Folst= A9 TRAILY i3k wizkAdo] Z7teles AL Al

1-3. DADSE Foidk M EFoA TRAILO thal] W1zkAjo] Z7138S 3213t - Flow cytometry

ek A EF(SW620) 14 DADS7F TRAILS] ®17HA el kS 71 x]=%] Lol iz} d9it).

o]Z sl WA, thFe AEF(SW620)E 60 dishol] seedingd 3, ©ha I DADS(10 uM)S Agstger. =
2], 20A]1%F & TRAIL(50 ng/ml)S A 2]&}aL, 4A]7F & cellS harvestﬁ}oﬂﬂr Annexin V-FITC, PI(propidium
iodide) ® FA3}IL Flow cytometry 54 7]AE o] &3lo] Aol AE =5 43t &= 50 YA

T 5% DADSZE Fo® tigt AlEFolA TRAILOl 98 apoptosis7t #AE FrheE RS YERE
g =)t}

A7) = 55 AFEW, DADS7F Fold iAol AlEFel A TRAILel &g mizkAde] oS
o}.

1-4. DADS®} TRAIL ®-§ Foo] 23t 55 FF A7) A - % A7] 54, xenograft
!

[ [e)
fzi?

Hi

s 4 3l

olde] A3sS wEo = DADSS] Fol7
AEE Faf FAAetauAt sl

TRAILC o8l Fie¥s HAE AbEe] RtdS SxM7IE AS §=

W7, 55 Balb/c-nude mouse® Fatoll thel AlEZ(SWE20) 3K10° cellsS F9lati EoFo] zehd wj7hA]
79Tk, FFe Z71E 2-3%6] W ZAetm, AAF 271100 m )7t HYLS @ A7) vhgzme] B
DADS(10 uM)E 0.5 mg/kg®] o= FAletar, 1 th&d TRAIL(200 peg/kg)s H7ol FAFsHGth 39 A S
2 5¥ TRAILS &7l FAFShaL, xenografts Sa SF =719 Apol& Felsiqlnt.

w3k, 558 Balb/c-nude mouse®] el MEF(SW620)S uldtol] FA & Fko] 7|2 A3 A3 DADS7H
FoHAS w Foko] d FAE 1, DADS o] TRAILS HEAE3d A Fdo| Aeles £27) dAA3 =&
Ae G E 6)

I, xenograftE B3] 23 F2 AV|E v Ay vlR7FXZ2 DADS7F FoH 704 TRAILS HE&
sk Ao T A77F 7 A= 7).

A 2. g 2 3 A XA TRAILF DADS7F AXE el wA= FF

2-1. DADSE 3t 9)oF M EFoA TRAILA thall 91zkAde] Z7138kS 3hel - Flow cytometry

219t A EZEF(AGS)ol A DADS7F TRAILS] WzA o] Feks 7] X=x] Lol izl 3},



[0129]

[0130]

[0131]

[0132]
[0133]

[0134]

[0135]

[0136]

[0138]

[0140]
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o] ate]l WA, 9t AFEF(AGS)E 60 dishel seedingd F, th & DADS(10 pl)<S A, e,
20A17F 3 TRAIL(50 ng/ml)S A gdtar, 4A%F & cellS harvestdlth. Annexin V-FITC, PI(propidium
iodide) & FA3}IL Flow cytometry &4 7]AE o] &3lo] Aol AE =5 43 &= 8o YeRAT}.

%= 82 DADS7F Tl $19h Al AGSellA] TRAILCN ©Jgh apoptosis7F @A S7lete 21& WEhlls Lo
o}
A7) & 8 A EW, DADS7F Fold floh AlEFolA TRAILC o3k W1zHdo]l dA3] & RS I1T F+ 2
o}

2-2. DADSE FoA9E et AlEFol A TRAILO] disl] wiztAo] S7h3hS &9l - Flow cytometry

Frrel A ES(MDA-MB231) ol 4] DADS7} TRAILS] W 7HAlol F3kS 7] X=X Lolr 1A} &3t
ol& it WA, §er A EF(MDA-MB231)E 60 dishell seedingdt ¥, ThS & DADS(10 puM)E X8 3s+glth.
g3, 20417 & TRAIL(50 ng/ml)S AHgstar, 4A7+ 3 cellS harvest3lt. Annexin V-FITC,

Pl(propidium iodide)® %IM&}il Flow cytometry =4 7]AE o]&3dle] Aol AE FE =Hsle] = 99

e 2T

T 9% DADS7F Fol®l ek MEFolA  TRAILY] 23 apoptosis7t &AF] ZF7leteE AL YeEhE

i

A7) &= 95 Ay EW | DADS/F Fold et MEFolA TRAILO] 93k wiztAde] OE H& AL g 4= 9l
o}.

A7) Ad ABRES E3, thdst oF AEZFoA DADSE TRAILG 93] 25 AX Abde] WiAde =347
= Aol el A

o), MfEAG AAleS So] B wyS o sl Adat. e, oS AAdE B oy noh 74
How AWty 93 Aow, E wwo] MYy}l olo] olsle] AFEA] FrhE AL FdA e Eade] A AL
74 Aol Al A e Aol
E=3%)
EH]
100
o FHC
—: 75'
< & SW620
2 50 o HT-29
Z @ HCT116
“ 25, o DLD-1
o L} L L} L L ]
0 5 10 25 50 100

DADS (M)
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zm2
100+ = Control
mm TRAIL 10
< 801 mm TRAIL 25
£ 60 mm TRAIL 50
@
S 40-
©
©  20-
0- :
SWE20 HT-29 HCT116 DLD-1 FHC
EH3
* mm SW620
& 751 5
© %*
'% 501 *
5
w *
251
0 2.5 5 10 25 DADS (pM)
TRAIL (50 ng/mL)
=V

- + - 4+ TRAILS50ngml
- = 4+ + DADS[10puM)
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k1
N2
%))

DMSO DADS
.| I
_ , SW620
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3 _:: . _‘ [0 .. L. AL . ;'E
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_ [ v W
o TRAIL DRDS-I-TRREI. g 20
i-= | 8
o ) <
| 1 |
e | | | }
: " ! ¢ 0-
'.iﬁ Can TRAIL DADS TRAIL »OADS

ANMNEXIN-V
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