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(57) Abstract: The present invention relates to: a novel biomarker for diagnosing a cancer, containing MED30; a composition for
diagnosing a cancer; a kit for diagnosing a cancer; and a method for diagnosing a cancer using the same. In addition, the present in-
vention relates to a composition for preventing or treating a cancer, containing an MED30 inhibitor as an active ingredient. The
MED?30, according to the present invention, is significantly expressed in cancer tissues, and thus can be effectively used for diagnos -
ing a cancer. In addition, the MED30 inhibitor can inhibit cancer proliferation, migration, and invasion, and thus it is expected that
the MED230 inhibitor could be utilized as a novel anticancer drug.
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a7 07 o] gd 4 9lon, g MED30 Al A= okl 52, o8 R A HS

o7 , =
AA| T 4= = v, AT e A eA| 24 E8-E - 9)E Ao 7 gEY,

[74] T 1S MED307} 9loF 27 o) A] mhural E] AL 3Hol 8t wo] o),
[75] (A-D A 2A 3oL GAo A 9 eF EX‘ ol A ] MED302] #}9+& (B-D)S 44
o 9 A
q

i

2 (A) T v gk A o)tk A xF oF 9] (B)oF Bl Eo 3 ¢HAHE (C)
A FH o] ol A3 (D)ol Al MED302] IHid -8 21355t
[76] (B) 91 &k A3zl A 2] MED302] #H4d & 5o 4 Zefo|w & o] -3 A A

PCR -2 ©]-8-3}o] 13 A 7 o] T} (NT; normal tissue). F.i= Tt ©] ] ol A]
GAPDHE ©|-§3lo] A f3lst vt ah-> 33 AA| k371 9] =¥ A3 9
H1F+SDs S = Y EFY AT *, p< 0.01 (Student's t-test, versus NT).

[77] (F) & N 7] (N ¥ 7] 2 2 3)0 4 2] MED30 @2 o] W&l o] uh& N ¥ 7| (N
B 710, 1)l H]3te] F-9]4 02 =t} (N =41, p< 0.05, Mann-Whitney U test).

[78] %27 MED307F Al A2 9] F241& 24§tk AS Yebd A gl
A A 3£ (SNU216 2 SNU638)°ll MED30 siRNA (100 nM) J=+= SCR (scrambled)
siRNAE 274 Al 2tk MED30 =5tk a8 J A7 4841 5 9 ~1
53 (A) 2 A A7 PCR (C)C. & &H2l3} 9 vl MED302] ¥Hel S MED30 #H4t¢l
(MED30-over) 2 ®]oQl= thzt WE 2 & 2 A 35 (Mock) Al 3 ol A
glstint.

[79] (B) B-actin®] th gt At 4] MED30 T2 4~5-& Gauge V3.1 software &
o]-g3te] 43T k-2 B-actin®] W) $F MED309] W= 9] 7% v]-& 2
et gl o, 33 9] =A<l 3] A3 o] Hf+SDs = YEFH AT * p<
0.01 (Student's t-test, versus SCR *=+= Mock).

[80] (D) A Al X (SNU16, SNU216, SNU620, 2 SNU638)2] =21 ol tff 3 MED30
b i e o] g9 VERd Eo|th MED30 Stk 898 glstY]
3}, 100 nM 2] MED30 siRNA "= SCR siRNA 2] & A7+ 5 & A A&
oJAlo] & 5t o, MED309] #dd o] a & glstr] Ysted,
Ailo)Hd 39 & A AL oAl o) & a8 vt 4k 33] A A& 3709
SHE Aol Ht+ SDs 2 YEFH ST *, p<0.01 (Student's t-test, versus SCR
X+ Mock).

[81] 5% 32 MED307F 1 A 32 9] o] 5& 7HEEA 7] = 4] A5 Eel g A Ffolt
M3 o]5& Holdl M o 4| o] (Boyden chamber assay)E ©] 83} €213} t)

[82] (A) MED30 siRNA¢]| T2 MED302] 5T} SNU216 2 SNU638 Al| 32 <]
FBS-# 5 o] && ol 4] & & oA gt

[83] (B) MED30 #1138l (MED30-over)< mock T Z -3} 8] 5l d}to] Al E o] &
oA o= FTA T

[84] (©) ol F e A EE ASstar A5 vhof L 2 e ATk 412 35

H:

i
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2AAE 3709 HHE Ad o] Ht+ SDs o2 YERA I *, p<0.01 (Student's
t-test, versus SCR "=+= Mock). Bar; 100 pum.

[85] 5 43= MED30 548 A A2 a2 v Aot Al ¥ /&
vl E 2] 7 28 o A o] (Matrigel invasion assay)@ 13} T},

[86] (A) MED309] =T}2-°] SCR siRNA°] H|5}o] SNU216 3 SNU638 A 3 2]
FBS-f 54 Hf& o4 oz JAdt= A et

[87] (B) MED30 #}Z3 (MED30-over)©] mockell B3l Al £ 2] 8-S F =3k}
21& e AT

[88] ©) AFHAEZE ATl 4545 Hof 1 22 vehd At 442 33
2AA1g 349 HHE Ae o] B+ SDs e ZE YJERP ST *, p<0.01 (Student's
t-test, versus SCR "=+= Mock). Bar; 100 pum.

[89] %= 5% MED309] =5 th<2-©] SCID wh-9-2=0)| A & T F A4S o A &t
Ebd ot

[90] (A) SNU638 A| £ 5 MED30 *=+= SCR siRNA = & A7FI A 7] a1, 3}r}o]
2ol A 2 9] Ao F B2 o] B FALEI T T I E FAE 35 WA
7R S SA AT 750 A k-2 E Asta, FF 9 (B) B A (OF
Atk 42 33 AAE 370 HHE A Hat+ SDs O = LRSI
* p< 0.01, **p< 0.05 (Student's t-test F=+= one way ANOVA, versus SCR X2+ Mock
cells).

[91] L% 6> MED307} 91 b Al ol A EMTE f-%=3H8 YER o]t

[92] E-cadherin (CDH1), N-cadherin (CDH2), Pcadherin (CDH3) twist family bHLH
transcription factor 1 (TWIST1/2), vimentin (VIM), 2 snail family zinc finger 1 2 2
(SNAI1/2) o] T+ 2 A ZFPCR (A) 2 A=W 53 54 (B)S SNU638
M| 30| A 2] MED30 =5 th-2 X #hdkd & =85S th GAPDH ¥ B-acting 2+t
AAZFPCR 2 Al 4~dH B3 #49] 1E Y 71 EE (internal control) 2
A& 462 33 A% 37H e S5 Aol Hts SDs e 2 Y ERA AT
* p< 0.01, **p< 0.05 (Student's t-test, versus Mock).

[93] (C) SNU638 Al 3£ (MED30-over % mock)E 10% FBSE X }5}+= | ] o] A
ks ek Ml % 3 2 ), mock @ MED30-2H-& A 50 T & & ¥ 5} 4
WS Ao A7 (bright field microscopy) S =2 25} T}

A

rr
o

[94]
do] AAE AT B

[95] o]s} B vl -& A A of| & F-3fo] Bl AAEHA A st} 1y o) &
A o)1= B & o | M o 7 A Ely] 9)ek A 0 # Mol o] W97} o] 5
AA efell g ¥ = A obuth

[96]

[97] e ) s I 2 ) G e A
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[98]

[99]
[100]
[101]

[102]
[103]
[104]

[105]

A FAH 3Z 5= (SNUL, SNU16, SNU216, SNU620, SNU638, 2 N87)E =
M EZF2 (M )EHFEH Fuf kit Al E 25 mM HEPES, 10% FBS, R 100
pg/ml S| A A/~ E g E o] 4] (1 x P/S) o] H.F ¥ RPMI1640 Wl A, 5%CO,
195% 571 stell A 37°C ol A ¥l 313 TF. DharmaFECT reagent 1 4= 3
(Dharmacon, Lafayette, CO)E- o] &38}o] A| 2AF2] X Aol w}} siRNAZ A EE
FALAA A, 2 g o A AE-gE siRNAS] A1 E -2 317] 9F 2T} MED30
siRNA (Bioneer, Daejeon, Korea), 5'-CGA GCA ACU UAU UCC AUA U(dTdT)-3',
5'-GCU GCC AAA UGG UGU CAC U(dTdT)-3' 2 5-CGA GAA AUU GCU GAA
GUA A(dTdT)-3'; SCR (scrambled) siRNA (Dharmacon, Lafayette, CO), 5' GAU
CCG CAA AAG AGC GAA A(ITdT)-3".

A Al o 2: MED30¢] #dtg

MED30-# & HE| S A A5 91344, plenti6.3-V5/DEST #E| ufo] 2] 2~
W E| (Invitrogen, Carlsbad, CA)E ©]-83} 3 t}. In vivo A 2 E-71HE Al o] E 9] o]
29 A28 (Invitrogen)-S ©]-8-3}] MED30 cDNAE- pLenti6.3-V5/DEST ¥ E
Wg 29 89t MED30 cDNAE %3+38}3= % WE (pDONR221)E
Ultimate™ ORF Clones (Invitrogen) 28 -ul|5}aL, LR S 2y olA] 84 E3+-&
(Invitrogen) & ©]-8-3}o] Alo] Ego] vl ~E Y| o] A (Gateway destination) ™ ¥
pLenti6.3-V5/DEST®] Al5=71-A1"H 7}5 &F (counter-selectable) ccdB 714} 2}
A 23R {L HE] Q1 plenti6.3/V5-DESTE 9] th & v (mock control) &
Ab&EEA T A 23k @] vlo] ] 25 293FT Al E ol A A AFS)ar, SNU638
A ALl A Alef ule} (ViraPower Lentiviral Expression System; Invitrogen)
& A7EA A ATk Qb A Q1 A £ 55 blasticidin (7.5 xg/ml) (Invitrogen) S

o] g-5he] A aheirh.

spaL W glo A 934 A A& e o] B olall
NUH-IRB (Pusan National University Hospital- Institutional
Review Board) ‘;’-l PNUYH-IRB (Pusan National University Yangsan
Hospital-Institutional Review Board)2] &< sloll A >3 = 1 T}

% RNAE £% =+ Al £ Z5H Trizol reagent (Invitrogen) =+ RNeasy Mini kit
(Qiagen, Valencia, CA)E ©]-835}o] &3} th cDNAE MMLV & AAL G A4
(Promega, Madison, WI), ANTP, ¥ oligo-dT 3 2}o] H & o] &3} A3t
A& Zeboln o] A B 1= 817] 9F 2t} MED30, 5'- ACC GGT TAA CAA
AGC TAC AGG A -3' (sense) ¥ 5'- TAA GTT GCT CGA CTG GAA TGG G -3'
(antisense); CDH1, 5'- TGG GCC AGG AAA TCA CAT CC -3' 2 5- CTC AGC
CCG AGT GGA AAT GG -3' CDH2, 5'- CAC TGT GGA GCC TGA TGC CA -3' ¥
5'- TCC CCA ATG TCT CCA GGG TG -3' CDH3, 5'- CCC CCA GAA GTA CGA

o i
iz
>,
w&
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[106]

[107]
[108]
[109]

[110]
[111]
[112]

[113]

GGC CC-3' 2 5- ACG CCA CGC TGG TGA GTT GG -3' TWISTL, 5'- CGG GAG
TCC GCA GTC TTA -3' ¥ 5'- TGG ATC TTG CTC AGC TTG TC -3' TWIST2, 5'-
CTT ATG TTT GGG GGG AGG TT -3' 2 5- TAG CCA AGC AAT CAC GGA GA
-3'VIM, 5'- TGA GTA CCG GAG ACA GGT GCA G -3' ¥ 5- TAG CAG CTT CAA
CGG CAA AGT TC -3' SNAIL, 5'- GAG GCG GTG GCA GAC TAG -3' ¥ 5- GAC
ACA TCG GTC AGA CCA G -3'SNAI2, 5- TAG GAA GAG ATC TGC CAG AC
-3' 2 5. CCC CAA GGC ACA TAC TGT TA -3' GAPDH, 5'- GCA GCC TCC CGC
TTC GCT CT -3' ¥ 5-TGG TGA CCA GGC GCC CAA TAC G -3..

2 A] ZF PCR-Z LightCycler™ 96 Real-time PCR system (Roche, Nutley, NJ, USA)
9 FastStart Essential DNA Green Master (Roche)E ©|-83}o] 58 5} 31t}
GAPDHE 218 Y 71 E = (internal control) & A}F-&38} 51 T},

A 4: 20 EX A

AZE RIPA 2 8 35}a1, 2| obA] A A ZHe| 4 & #7133, Bio-Rad
protein assay kit (Bio-Rad, Hercules CA)E o] &3] gz 5w & A5t
A (80 pg/well)ell tiato] SDS-PAGEE 5=3 3131 PVDF "tol] o] & A Zl th.
Anti-MED30 (1:500, Protein Tech #16787-1-AP, Chicago, IL), anti-E-cadherin
(1:1000, BD Bioscience #610181, San Jose, CA), anti-N-cadherin (1:1000, BD
Bioscience #610920), anti-P-cadherin (1:1000, BD Bioscience #610227), anti-Twist1/2
(1:750, Santa Cruz Biotechnology #sc 15393, Santa Cruz, CA), anti-vimentin (1:1000,
DAKO #M7020, Carpentaria, CA) ¥ anti-B-actin (1:2000, Santa Cruz Biotechnology
#5c-47778)5 5% =% o) A star, wra) A WhA) 4 °Coll A Aol A
5+ . 4 3Fst o] 2Fa A (1:2000, HRP (horseradish peroxidase)-7 $F% anti-mouse
= anti-rabbit) & A 2ol A 1A] 7F5QF 483} S ). Chemiluminescence detection
(GE Health Care, Little Chalfont, United Kingdom)E- ©]-83} o] MED30, E-cadherin,
N-cadherin, P-cadherin, Twistl, vimentin, 2 B-actinE A| 2} 3} 8} i), 4 2~E
£33 33 AA e

AALe 5: HE A 35
SRR 5 A S s £
SuperBiochip (Seoul) 2 ¥ 53} T}, A4t EH Shal vy 9 A H ‘j/] 3147]'
Z;Gtﬂg]tﬂﬂ A -2 ’\6§3}C}>j\9_tq, o) A tgg] 54 W 714 A (stagmg)e TNM
classification (AJCC, 7th ed.)E ©]-8-3}] =815
A= S oW, AE 2 80% o) el &
srol s,
e A g ehg 9fsle], efolo|=E E‘«ﬂralr"4 %} (deparaffinized)}al A =3}
(rehydrated) 3F3L, 0.3% #4845 300-3F A2l sto], Wl 4 il g4
(endogenous peroxidase) 2 3 (quench) 3}aL, 1 x PBS (phosphate buffered

2 1
ol
i& m

2



14

WO 2016/028072 PCT/KR2015/008635

[114]
[115]
[116]

[117]
[118]
[119]

[120]

[121]
[122]
[123]

saline) <& 10% NDS (normal donkey serum) 2 1% BSA & 52 71 8} St} H o]

Zfol =& A} &) (anti-human MED30; 1:50, Proteintech) & ¥ 88}= £ 2 7]

H 3 Foll A 4°Coll A BEA] 1 o] A 33T, o] 2} 34| (HRP-conjugated)

A= RTONAM 24RbE R =270 ¥ 2] Wl 1:200% 8] 4 she] =35}l

Tl o]o] £e}o] =& HRP (Vector Laboratories)ll thalo] ¢ A&}ar, 13- 1+

& v}5-2 & (hematoxylin) & 2] ¥ 3 (Sigma-Aldrich, St. Louis, MO)Z

thH]) 3 A st gl e A H o 5] MED30°] thsto] A E A2 HAEESE HAA s},
Folo] dA g 1-4 scale (1, <24%; 2, 25-49%; 3, 50-74%; 4, 75-100%) =

swstelglth EE ME G HEE0,1,2, BEE 3R euselgon, o=

2y7y 71 A x% Okﬂ Z7]- O 7keke olu|giu}, H 0]01 ] ;q] ol Al & 161—?(4 =2

T . 1o = 1=

eb o, ol = 47 SAhe] Sito] Hal 0w Al ol ueh, 27
Qe 0 12704 2 B8 skt

AN A 6: A FE F2] o] A 9]

HOP A3z 2] F21e] T gk siRNAS] B35 gR15H7] 915te], siRNA & A4
19 3 vl % & 1% FBS Wi < & watetgivt. &2 7ke 59 3 10 w ol
Ez-Cytox (ITSBIO, Seoul) & H 7Fstar, Al 325 44 vl & =718kl A 0.5 W1 =] 2
AlZE &<t 1ol kgl et 1 the 538 % & ELISA reader (TECAN,
Mannedorf, Switzerland)E ©]£3}o] 450 mmeol 4] 574 8} % tF. MED30 33 2]
25 4317 Aste], Al EE 1 % FBS vl Aol Al W&k Al d 38 3, 10
2] Ez-CytoxE #7155 Tl

Ao 7; Boldl W o] A °] (Boyden chamber assay)

Edl A8 o upe AW E 10% FBSE X §H3H= A 2 A At} SCR
(scrambled) H=+= MED30 SIRNAS A7 A7 3 1A 5, AGAHEE A9
AR 500 T8 Al AW 2 Sx105cells/mle] HE =2 A Y 5T

MED 302] #4+& g 35 &2lsl7] 93], Al 3E (mock 2 MED30-over)E 1x
105 cells/ml D =2 APkt T2 A& 235 A AsHr] flste], nEnto] il
C (0.01 pg/ml, Sigma-Aldrich)Z 3 7}tk Al 2 4417 BE3= 64 7 o) &
(migrate) 3t =5 T oF 1t 9E 314 311, Diff-quik solution (Sysmex, Kobe,
Japan)fe‘ o]go}oq o3 /\ﬂg}J_, z=5 __E,__ x] | = }Oﬂ;} 107]]/] 1;7@.,4;,_ A1 &)

= (fields)oll A A3 5 38 dAn| 4 & o] &3sto] Al it

A A4 8: vtE B A H - o] Al o] (Matrigel invasion assay)

ASAMEZ] R a5 18l 7] 95He], 24-well BioCoat™ Matrigel™ 7 H
AF 9] E(BD Bioscience, San Jose, CA, USA)E AF&-315 T 28 Ao A=
g9 THE 0.5 mg/ml AN A4 v E 2] 4 (BD Bioscience) 2 8 31l

e -2 0.5 mg/ml2] 3] B 29 ¥ (Sigma-Aldrich) &2 F® 3} %It} SCR =
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[124]

[125]
[126]
[127]

[128]

[129]
[130]
[131]

[132]
[133]
[134]

MED30 siRNA = & 2 A 3A| 71 1Y 2, 8-um T34 BioCoat Matrigel 3 H
A E w2, T af A ol 5X10¢ cells/ml 8] WX 2 A ¥ E At 5 oo,
3}8F=4] 21 2} (chemoattractant) 2 4] 10% FBSE % 7}F3F 750 w0 2] <) &2 22 <
W XA A
MED30 34t o] &35 391517] 93}e], Al ¥ (mock 2 MED30-3} 1+&
A SE)E 1x 104 cells/ml o] W8 AT T4-A 3 G35 A7 s8t7] 9135,
u] Ewfo] Al € (0.01 xg/ml, Sigma-Aldrich)E & 7Fa}g v}, 244 7F F<H)
Aol 5, 2ol A9l 9 Ao H| X F A EE 2P 28 A A
vler g o] A 8- A EE Diff-quik £N 02 A5 A J 53T 2 9L 33
AT AT

A A4 9: o] F o] 4] o] A °] (Xenograft assay)

SNU638 4| £& SCR 3= MED30 siRNAC & A7 ANt 2d & A 2SS
E galg}slo] =51 8le], PBS® 23] 4| & 6}aL, SCID (severe combined
immunodeficiency) 7F-$-2=2] 3] &} 2 (100 w0 PBS W& 1 x 106 cells) 5= 3} -
Tl Fu & sl7] 9 Aol wpe} £ 2 35 ol A 75 Ft vlF S50tk
FF H3 (mm3) =(axb2)/2, 91714 a=mm @1 4], L b=mm T 2
W ol

7FNA, -8 S A 7| AL, T E 3] L FAE 7SS o] A3
sEAddad g3l ute} g8l 2, PNUIACUC (Pusan National
University Institutional Animal Care and Use Committee)©l] 2]} <15 91t}

AR 10: A A FA4

AE H+SDsE Y EFN AT}, H] 2457 4 (nonparametric) Mann-Whitney
U-test B2+= Student's t-testE ©]-& 3t F w9 H gk 9] Zpol o] 7o) d =
3151 tF. ANOVA (one-way analysis of variance) 5 ©]©] Tukey s multiple
comparisons & ©]-8-3}¢] 37 o] 49 & WA ST P 4h-2 <0.050] ). A&

A ZEE A e = APELEY] A AR e Ay 2 “}X]m AR7F e

A& 7A 9] A A S 2 A 2] 519 T} Kaplan-Meier "HH & AF-8-3Fo] A& 2
MED302] #&17te] #AE AgstAdth 95%2 24 ==l A 2] log-rank
testE o] -&3to] 344-& v WSSl Th P 41<0.058 T A4 02 {94l o=
ZF=3F3A ). gl o] B] & SPSS software version 12.0 (SPSS Inc., Chicago, IL, USA)S-
o]-&3to] A5kl

A Ao 11: §1$F 2 A 2] MED302] 34t 89l

1 kel A &) MED302] & 3ha 15171 Aste], WA 23 79 A Al E 3419
F9F 27 o A 2] MED30 W&l A e & 213513t MED30 ¥hi A& o2 %]
T A AsHA A ¥ A 952 Il e, (2 1A-1D), a4
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[135]

[136]

[137]
[138]

[139
[140
[141
[142

— e e

[143]

[144]

AYARE (2 10) R HEZAH G2 & Aol AR (= 1D)oll IE& o]
2= |

b7] 1ahel, A1k

%Hﬂ* ol A o] MED309] Hd #® & &ls
Ao A 5719 AL AESF (SNUI

W, 34 ez Ao i stel g
ﬂ%@%‘ﬂ&MQ@HE
9147 5797k MED30S] W@l ho] A 4h3bA B 2A15H7] 13hel, 41709 919

27 MBS o gkel W At S aatolth (F 1). $01 ¥/ ¥ MED30S
N #9719} 4 A 0% Aol ATH (= 1F).

E1

[Table 1]

Immunoreactivity Case No
(%}

Tostal Weak Strong Pvalue

TNM stage

MED302] MEe13} 512kl 1) 1414 4 72) )

AAA 12: AT F4, o] F B I Ho A o] MED302] 3He] &9l

1 qte] WA ol 4 MED309] & &3 &<lsty] f8te], 3719 # ¢ Al 2=
(SNU1, SNUI16, SNU216, SNU620, SNU638, 2 NCI-N87 A| £)2] 52| o] & &
A+rol A &) MED309] ol = a9 g 945 geletivh. AAIZFPCR %
d2E B8 o]83le] SNU216 L SNU638 Al 3 (5 2A-2C)°1 A4 2] MED302]
ol e S AT

o] M| 58 MED30 siRNA(100 nM) & & 27 A 71 & 2 3 SCR siRNAC]|
H]&}o] oF 80% 2] Wil A 2 mRNASF=ol| A ] MED30 %3l o] 74 S
:@lOlé}Oﬂu} T3 cDNAQ] & A7k o) o & MED302] 7312 mRNA 2
Gl A =20l A Wl (empty) T2t WE]-3 A 70 E A (mock)oll B]Ehe] 34

]E
3o

fij

ﬂ%ﬁﬁ%émﬁh?%ﬁQ.

SCR == MED30 SIRNA/] 6M7_}<§ T 59 F] 435} uf. MED309] o2&
A H 25 YA E5 (SNUL6, SNU216, SNU620, 2 SNU638) 2] =2]-&
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[145]

[146]

[147]
[148]

[149]
[150]

[151]

[152]

[153]

[154]
[155]

[156]

A 3F5 2™, SCR A gl ol H]dlo] Zh2} 18%, 68%, 98%, X 42% = & A| 3} 3t}
(322D). F A3 520 E=3U F 5 T2 oA o] M FASH A E
535k A #E A, MED302] 238 & SNU216 2 SNU638A| 3ol A Zh2)
mock A Zol] v]&}e] 1.90] L 2.2 ] A S FIFA AT}

A 32 2] o] Fol| T gk MED309] & & ERlstr] #5te], Bolxl s
o] Al o] (Boyden chamber assay S 53} 8} 31 t}. MED302] =9}-%-2 SNU216 2
SNU638 A| 320 A 247+ SCR & A 7+ & Al 329l 1] &1 90% 2 52% FBS-F- 5 ¢
o5& AT (= 3A H 30).

U] $0], MED30 #3432 SNU216 2 SNU638A| 3ol A 2+t mock Al 3 o]
H|sto] 3.2 2 2.84) FBS-F 54 o] &S F7HA A THE 3B 2 30).

ol 2] g A }ol upe} 2 GAEF2] H & gk MED309] & 3hs 13ttt
nl=1 2] 2 & 8- o] A o] (Matrigel invasion assay)°ll 4], MED30 siRNA+= SNU216
2 SNU638 Al 3ol A 22} SCR siRNA®I H]&}o] 64% L 47% FBS-+ 5% 2 #-2
A A 3T (5 4A 2 4C). =3 MED302] #4232 SNU216 2 SNU638

A E o A mock Al Eol H)5Fe] Zhzk 244 2.2 0] FBS-F- =% &8
7F4:8}8F 9l Ul (52 4B 2 40).

&% Aol g MED302] & & ER1sH7] 918te], SCID nh-5-2:9] 335}
SCR %= MED30 siRNAZ & 27141 ¥ SNU638 M X & A8, S92 A4S
75-3F T ESFA T (K 5A).

SCR th 2ol A= 3570 A& 4= 91 = (Palpable) & %< &3t 18,
MED30 siRNA & & 27kl 5l £k A Fo| A= A Ao v =g == oA ¥ A1t
FAR T 2, vk~ S A7 G R 2 AgFS S5 (2 5B F
5C). o] Z¥}= MED30 = th2o] T4 F3u 9 7 A& o
SR=RNiA=g

AA 9 14: MED30°] 2] 3t EMT 29| =4

MED30¢°]] o gt 9]t A o] Z 1] WAUES &R1517] ¢13te], EMT
(epithelial-mesenchymal transition)®ll ¥+o]shi= - 2 o] U o1& AA[E
PCR= Q153 tt EMT= oF9] Hol 2 -9 528 #A4 ot

MED30 ¥ th#-2 SCR & 2 7 3ol v] 8} o] SNU638 Al 3ol A E-cadherin
(CDH1) mRNA 9] ==& oFF S 7FA| 7 2, 5 N-cadherin (CDH2), P-cadherin
(CDH3) 3 vimentin (VIM)®] "B & Z+2} 42%, 36%, 3 41% 72 2T (5 6A).
A #¥ A, MED309] #2432 mock Al o] B]3e], CDHI mRNA 558 35%
% 7FA 7 2. | N-cadherin (CDH2), P-cadherin (CDH3), twist family bHLH
transcription factor 1 2 2 (TWIST1/2), ¥ vimentin (VIM)2] W& -& 747} 2.9, 3.3,
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3.4,24,22, 2 42w F7FA # T} (5 6A). snail family zinc finger 1 2 2
(SNAI1/2)9] mRNA &2 ¥ 3lah#] & grt. gk, MED30 #3& ©| E-cadherin,
N-cadherin, P-cadherin, Twistl, 2 vimentin®] @2 =52 Z7HA| 71t)h+= 412
22153t} (5 6B). SNU638 A £ 2] & el -4 7h2ko]l A 1= MED30 #4-3 o]
AF2: (cobblestone)-1-AFSE & B o) A A & &F A ol Al - AL @ E R W o] Bk
28 %HLs}: A& FA3A (5 6C). Tk, o] <] %0}04 MED30 =5 T
F4 W15 of7]381A] ot} o]l &t A 7= MED307}F ¥4 4 2 & EMTS
}L 21 LR T

N o
2
Oll _lo{l
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[ % 6]
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[ % 8]

[47% 9]

[7d7-8 10]

74738} 11]
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MED30-& ¥§s}+=, ¢F X1¢h-g ulo] @ w7,
MED30 H=3= 74 3}=
AAE E5eh=, o %
ek 20 oA, 7] MED309] W == Al S 4 4=
U= A A= 7] @ Aol Eo] % o 7 Agtelh= &2 i ol
Rea2ad g4, 29 IA, 71 =l (chimeric) F A, 2] 1t
PNA(Peptide nucleic acid) H+= S EFH (aptamer) Q! A1, & Xt

2=

-8 300 Lo1A, 47] MED30E P ahi= faxhe] el w1
FA & A= A A= 3] F A4 mRNACH So]F o g

=
A= e Al A e E Y S EH =, Zajo|n] A
AYA

RAA, F7] 3, 2, A AW E S,
#H QF, frukeh, WA 1ok, 71 EA <, BRI, e, A1
gk, ol et Aot A A e, W, A HAY, =4
TR, AR Y, R EAY R e nde® S A4H
T O RRE AEE = A, G AEE A4 E.
MED30 == Z Q3= -3 &d mE 24 SAHE A=
AAE £gsl= G Adg I E,
AzEe] A& 4] A& W] MED30 5= o] & 39 8f+= ##}e
U = B3 AESE 9AE X3et s, &l e ek
BRE AlFsh= W
MED30 3= o] & ZH shi= Fd A e] e i &S A A5k
A A& Eesl=, ool o = A58 ofeH4 =4 =
3 8ell 9lol A, %71 MED309] Tl = 24 & o A 3=

A A= 7] @l Aol 5ol % o2 Adtehs Zd L flEto] =

PeEagd A, =9 E2d &4, 719 ¥ (chimeric) 34, 2=

PNA(Peptide nucleic acid), 4 E} ™ (aptamer), A A FE= £

sheEQl A%, A=

478 8ol 2loJ A, MED30E # Y &= f-3 7o) d] w1

A& Al ez A A= 7] A mRNA] 5ol 2o

A 315F= siRNA(small interference RNA), shRNA(short hairpin

RNA), miRNA(microRNA), SFEJ Al A~ 2] 1w Ed QB =, X2 8,

AAFE= = 3d=<9 A9, 24 =,

MED30 1= o] & 39 8= A AFe] d 1= & Al eh=
A 3

= T
A A& Eesl=, ool ot = A8 A E 2 E.

s

_—
P~

:
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[Fig. 3]
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[Fig. 5]
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