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(57) Abstract: The present invention relates to a composition for preventing, ameliorating or treating cancer, comprising gemcitabine,
a miR-342-3P inhibitor, and arsenic trioxide, and the like. As a result of examining a pancreatic cancer treatment effect according to
co-administration of gemcitabine, arsenic trioxide, and a miR-342-3p inhibitor, it was confirmed that, when the drugs are co-adminis-
tered, anticancer action on pancreatic cancer cells was more effectively induced, compared to single administration thereof. Therefore,
it is expected that combined use of gemcitabine, a miR-342-3P inhibitor, and arsenic trioxide, according to the present invention, will
be applied in various ways to the treatment of pancreatic cancer.
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A, Zlo A A F g F AR EH 2, AR, AU ER, RAVER, S8
AHER, d-2olAl, AAFFtAl 5o e A7 ANEE 5 St

2 bgo] & QA Y] HIM A EE B, F& G 2 AL AU ER, 2
wAEH O AR AT, Eel A o Al 2R EA ko] ' FH(E L
d), ZE| SA AR Ao, et d i, ghado gy, 24 ¢

&

A E#, LBk, E2ul W
A

AL

2
bgol) nhE A g Ao = wge] o v
H

oo mE fA| o= AA G ANEE o, ol upet {314, HE
A, EA A, WaFA] ol AFgE 7 T
of & A A o= o}FtA|of, ET}TIZEL, WA A ER Q2 FFE A
2EAMAAERZ  AUYER HAAZAERZ QA XA
Sl =2 X 2y A A& &2 Q A~ (HPMC), HPMC 1828, HPMC 2906, HPMC
2910 & AE A7} ALEE 5 Qe I Qo upe) AHEAA, BEA, A,
o

& Tl mhE FARA ol = FARE S F 7, 0.9% A B EF AR, FAFA
o, QinERAFALS, B E R 2 S EF ALY, 9] o] X|(PEG), = H o] E
E R AFALe, ol v, 2EAA S w2, A LA RV S, WA S,
TIN5, SalE, a2 vl gl A EA o| s Qb gkl Al o

& GAl; QP RANTE T, A2 A E§, 2AUE R, 24, SelE, B0 2

obA| Eobrbo] =, WEFEU R, TR AN, EUF, YA ALobn] =, Sapyl,
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[75]

[76]

[77]

[78]

vl AobA] Eopvhol =g} e gafmaA: AL R 1 F(EALT ZAER),
b7l R 1 A(GE oL E BAG TS, F71 8 FE, W, 2, A,
=

=i
Af et 22 54, A EF I Z2 T4 3A; oA AU E F(NaHS03)

2 7R, W BT ol AT EH(NasS,05), oF A EF(Na,S0s), A A7}
| & Al t]ol vl e E e 240 2 b A Al AT 1A Tto] = 0.1%, AT
s = Aol E, X 9o}, o] Al t] ol vl H Egt A U EE,
ofMEAaY wH A ool Eof & SAEA A S &, SR EFEE, GAlE
27, e, 2 F 24w 4 FE AL AN HER, G ER,
E 80, B AH oA F w42 A ESIAE 3 4 Q)

oo mE Aol = A, ghEd, fEE, Sdddad E, =2
Az AAEZ Qo A Jt2BA A AERZ Q ~ ol Ay} &9l
Abe] E3&, rbd(Subanal), WA F, S &, oFAR, 7HF B B+ | 2~
HE, dAE, gl Eg A B Aol A S, E9 i 23 she-Al
(Imhausen), X d(E =2 Hold A 2 Al =2 &), =84 ¢, o} A&8] 54
(Adeps solidus), F-E| & B 2L-G(Buytyrum Tego-G), Al W] 2= 3} 7} 16 (Cebes Pharma
16), A A}e}o]l =1 o] 2 95, 5 Em(Cotomar), 3] =3 ] SP, $-70-XXA, S-70-
XX75(S-70-XX95), 8] =2 52 & (Hydrokote) 25, 8] =& 6] 711, o] =2 3 2~ g
(Idropostal), "FA}oll 2~ E 2} 2] 2-(Massa estrarium, A, AS, B, C, D, E, I, T), "}A}-MF,
mhaEE, k15, U @ E el Stehrb E-B, 57X A 2(0SL OSIX, A, B,
C.D,H., L), &4 7|4 IV Et%] (AB, B, A, BC, BBG, E, BGF, C, D, 299), 4= 2~ &}
(N, Es), S =Z1] (W, R, S, M JFs), Bl Al ¥ Eg]Z ] Algto] = 7] Al (TG-95, MA,
57)eF &-& 71 A 7FAFEE 5 AT

AT FoAE Ag A A ol = AA|, FHA|, ALA, G A, HEA 5ol £
™, o]l g A A= A7 FEEC Aok st o] o] A dE EH, A
5, ZH5 71 H 4] o] E(calcium carbonate), 5~ =15 2~ (sucrose) H== B E Q 2~ (lactose),
A T8 Ao] ARG 3 T d LA o] 9o ml v AEEH O E ¥
A2 FEAEE AT

AT FAE A AGAA == A, HEAA, 74, A HA 5ol sl FH+=
3] AFEE = T s A ARl &, B F = aheh o] @] of) of ] 7RA] - A, 4
= A, A, W EEA, BEA Fol £3HE vk B AT FA E 9
&N T A, AEA, FA, FAAZANA, A7) 22
SA, AEA 2= 22 I =2 F (propylene glycol), = 2] ol € &l
AT 22 AEA VE, ol ES 2 FAF 7EE$ 9
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[107] A Al o 1, A EFl (gemcitabine), miR-342-3p & A A, & Arsenic ITI
oxide(ATO) B -& A glo wt& HFg AT AbE a3 &2

[108]  1-1, %

[109]  #74F Al MIA-paca2 = well @ 5x10*7] 2 24-well plateol] Wl 3} o} gt
well G & 500ul 7F ¥ =5 vhS-3F o] of =& A g shal vh A= v A 2 A 3
t}:

[110] Gemcitabine: nuclease-free water®l 50uM & =2 8|4 3+ AAIEFNT & well & 5ul
TE= e A A,

[111] Inhibitor: miR-342-3p ¢} Al| #l| (hsa-miR-342-3p miRCURY LNA miRNA inhibitor,
Qiagen)E lipofectamine 2000 (invitrogen)-& A}-&3}¢] liposome & Bl 2 transfection
(well & 50ul B== 16ul A A 2]),

[112] ATO: nuclease-free waterl] 250uM 5 5= 2 3] A &t arsenic Il oxide & 10ul =
3.3u 4 A,

[113] =4 &2 59 nuclease-free water %= = miRNA negative control-& #| 2] 5}
Tk 24417k 3, CCK-8 A 2F-S well B 101 % A 7hak The, 241 2F 1A & &

A FHns 24890,

[114]

[115] 1-2. 2%

[116] %= 1o vER vpef o], MAIERR] whis 0 =2 X 2] sk Ao St xa o o]
el Al E Ao] 30% st o, AAERIS 173 &3 o= M3 A &
At zarol vl s Al Aol 15% Fad 45 gelst 4= gl

[117] gk, A A EFRI ) InhibitorE ¥ -8 A 2] g A g2 tfzatol v sl Al 3E A o]
35% FHAsl o, FAIEM I} InhibitorS 1/3 822 B8 A2 A3
thzztol] vl &l A3 Aol 25% 7483

[118] I3 A BRI ATOE & A el 3 Aot ol nlsf Al Aol
40% Frastol o, MATENI I ATOS 173 €302 B8 A3t A& gj=
ol Bl sf Ml Aol 30% 7 Aad A1g G = AT

[119] =3 AATEML, Inhibitor, ATOS E.5 1/3 § 02 A3t 29 -& v 2ol

v 3 Al Aol 65% FHAad Al 1 5 et

[120]

[121] A Al o 2, A EFl (gemcitabine), miR-342-3p & A A, & Arsenic ITI
oxide(ATO) B & A 2o & HFd AXLF BE& A a5 &<

[122] 2-1. "

[123] #7d 2 Al 3 MIA-paca2 & well & 5x10° 7l 2 96-well plate®l] 1l 23} T}, g+

well & & 150ul 7} ¥ =5 vha-3 o] of =& A gl shal T F2 v A = AR
t}:
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[124] Gemcitabine 0.01~5uM: nuclease-free water®l] 558 2 8] 4] gk AT EFHT-S- well
1.5 A,

[125] Inhibitor 50nM: miR-342-3p ¢ Al| #| & lipofectamine 2000 (invitrogen)-& A}-&-3} ¢
liposome & Bl 2 transfection (well & 10ul 2} A 2]),

[126] ATO 5uM: nuclease-free water©l] 250uM 5 %= 2 3] 4] 3t arsenic 111 oxide 3ul?
7.

[127] SA) 272 T2 nuclease-free water == miRNA negatlve control S *
SFA T} 2443 T, CCK-8 A 9FS well & 10 ) H7baha, 243 5 S 58 =
AstA Tt

[128]

[129] 2-2. E%

[130] A Al EFH1 (gemcitabine), miR- 342 3p A A, 2 Arsenic III oxide(ATO) ¥ 8 A €]
of e GG AEF AEE A & sty A, AE BEE 50%
AAst=d Hag & ‘/}E]rLHL QA AR v H o oA 552
IC505 A4S A, 1 10 vebdl vhef o], ANERIS T o= A e 43
79| IC50 -2 1.343uM ©| ] o1}, A A EFL, inhibitor, @ ATO ¥ & A 2] s+ 7 -,
AATEFHLE] IC50 ©] 0.2802uM & 7FA 3 AL gFa1e 4= g1t}

[131] 3]

................................................................. ey
1 ,343 : &33 51 &?244 %23@2

[132] A Al o 3, A EFl (gemcitabine), miR-342-3p & A A, & Arsenic ITI
oxide(ATO) ¥ -& A gl W& HFL AXF 4 A a7 &<

[133] 3-1. %

[134] #7d 2 Al X MIA-paca2 &£ well & 1x10°7] 2 6-well plateoﬂ Al FSEA T g well
% 1,500l 7F ¥ =5 vhS 3 o] of =& A st W FE mj A= A g

[135] Gemcitabine 0.5uM: nuclease-free water®l] 50uM & ?-_ 4 A gk A A EFRTE 15ul
Az,

[136] Inhibitor 50nM: miR-342-3p ¢ A| 4| £ lipofectamine 2000 (invitrogen)< A}-8 5} ¢
liposome & Ell 2 transfection (well & 50ul 2} A 2]),

[137] ATO 5uM: nuclease-free water®l] 500uM 552 3] 4] g} arsenic 111 oxide2 15ul
4.

[138]

[139]

=4 &2 &2 nuclease-free water %= = miRNA negative control 2 #
AT 7Y Fot v ket & n A = A A BFAL, crystal violet Al 2F 2 = colony S

Askar, o A8 plate s 2 oA
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3-2. 4%

[140]

[141]

5= 20f) vleRA vle} o], AAJEFI | Inhibitor, ATO

[142]

4r

-
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fite]
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6

ol

FAHS
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R

a4 o

[144]

A ol §7H5 A

i

m
=

A Al EFH1 (gemcitabine), miR-342-3p & Al| A,

o}

[145]

A EFRL, miR-342-3p & A A
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Inhibitor =~ - - Vs - - Y
ATO =~ - - - - + % Ya
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