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GnRH agonist)l} o}&ZwletA] A &f#] (aromatase inhibitor)E o] &3 T =
AgA 5o TAH-e] BaEvl 1tk (Gao et al., Gynecol Oncol, 2014).
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Mukherjee, R. Sadhukhan, J. Mondal, A.R. Khuda-Bukhsh. Cell Prolif, 46 (2013), pp. 153-163 / S.
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o5, AAdlE Fatol L WS U A ARetad @k ol AAd: o2A ¥ 3PS dAs] 9
@ Qom, B ougel Wesk o)k AAdel s ARHE Ao AN @ AL FAANA Fakel 44
2 7k Aolsl ol AP glolth, whebq B wgel AdAel Welt AYE A7eEw 245 R

g ez A¥EF2 VK2/E6E7, End1/E6E7 Al¥+= American Type Culture Collctiono]A] Fuf3dle] A3} 0
., Axe] dZuds 34 Keratinocyte HHX]Oﬂ A ekl 7 1) A A Q1 &} (recombinant human epidermal
growth factor, rhEGF) 0.lng/mL 2 Zejo}&>d (Fetal bovine serum, FBS) 0.05mg/mLS A &£&3}o] A3}
pa=

AH ZH—‘EJ-

T 2AEH A=AY, FHSHL Signa-Aldrich, Inc2FE Fojsle] AFgson, dyydS INDOFINE
Chemical Company, IncZHE Fujsldrt. ZAEA S 93 Az A AYEES 321387] ¢3le] phospho-
AKT, ERK1/2, P70S6K, P9ORSK, S6, P38 whwla = total-AKT, ERK1/2, P70S6K, P9ORSK, S6, P3gell that &)
£ Cell Signaling TechonologyAlZH-E Fujslitt. o]e], PCNA &A= Z+Z; Santa Cruz Biotechnology Aol
A FaEkeleh. =S Bl A AR gs A e madE Esty] fske] PISK JAIAIQl LY2940025
Cell Signaling TechnologyAFZ%-E], ERK1/2 A<l U0126< Enzo Life ScienceAtZF-E Tujdle] AL-&31%
o}.
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BrdUE o] &3h AlE

oI\

A et Al e %*4 S Aede, 2Hew, ayude] mxt e elsy] ekl wjgd 5x10°
el Mot wiA] 100 WE 96 wellel 53t AZAE, FH&H, dIUHS &5 &4 22 (0, 5, 10,
20, 50 &2 100 uM) A sle] 48417 F<t Hoh‘& S, BrdU 71E (Cat No: 1167229001, Roche)E Ah-g3d}e]
Azt vl wel Aes 438t 48417 AFHIolA o] F, 10 uM BrdUE 7t wellol F7pH o= |
o] 37°C/5% CO, 21FFHIolE WelA] 2A3F J v ksl ol th. VK2/E6E7, Endl1/E6E7 Aol BrdUZ labeling 8haL

AEZE 143t anti-BrdU-POD &NH& oA 908 Aol A7l o] F 3xd ARo)For}. wpxuto
100 pul19 3,3 7 substratelo@ A¥E WHS3le] ELISA BB7]1E AFE3le] 370 nm, 492 nm W S3=E A

ste] AZ 24 BEe BAsG

Propidium iodide 9921 o]-&3k M¥ F7] 4

Az, FHLd, duyde oF AFuuE AEe MEFr] WsE 49087 st 5x10 MEEZ
wellol 70 ~ 80% A|¥E7F 2 wi7hx] wjdaldnt. o)F, AzAg, FHSA, dyUdS §FgEFoZ (0, 5,
10, 20 pM &< 0, 20, 50, 100uM) = &ake] 48A17F =<t 37 C/5% CO, QlHlolEl oA wjeFslqitt. o] %,
EYNS A8t AEZE wlg HAlolA] wo] PBSE $4S Walalal 1 mLe 1xbinding buffers AMEale] A
g Zdﬁs] Z3teta YAlRelste] AE pelletS AU, th&o® 200 ple 1xbinding buffero2 A Xd
H L FHe] 100 uL ¥ RNase 5 pL, PI 5 pLE 37 &date] NEE 1237 B¢t 4
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Fo] AAETt, o] 1Xbinding buffer® 400 pL 37}8Fe] 5 ml FACS HHO Ay gHs A &
AE BA718 AFRsle] 3 HEE BAste] 7 AE F7]d didsts Axe 5 SH390.

Annexin V¢} propidium iodide GBS =3+ A FAPH F-24

AZAY, FHSH, Aayde ot Agas Axe] AbE g35 391sl7] ste] FITC Annexin V AIX A}
W A 7] [ (BD Biosciences)® AHato] 43S Aastgdr}. WA 5x10° AEZ 6 welldl wstt. of
F AzAE, FHSH, Avyds geEH o R (0, 5, 10, 20 pM L& 0, 20, 50, 100uM) *2]a}o] 48
QF 37T/5% CO, <AFHlolel oA mFalsict. ol%, EHAE A&3te MEE wjYE HAlA wo]
PBSZ A4S X3t 1 mLe 1xbinding buffers AFE3le] MEES HHF Edsin GRS A=
pellets AT, b= 200 ule| 1Xxbinding buffero= M E@Ew|YFele] Hep 1.5 nL F2o 100 ul
23 Annexin V5 pL, PI 5 ulLE 37 &3ste] AEE 158 5 AL Fof AT, o]%, 1xbinding
bufferE& 400 ul F7F8le] 5 mL FACS FHe] gA%E &AqE HA FAX B47E AHE3ste %3 AEE 24
sto AbEE AMxe] 5 FA3T.

>
N
off

™ o & 7 H

3x10" el VK2/E6E7, Endl/E6E7 A|EE confocal dish (catalog number: 100350, SPL Life Science,
Republic of Korea)oll &3l wifst #, A=ZAME, FHSH (20 pl), 29YD (100 pM)S 4841 &<
Aeleh 7 wWehe R 1087 AXE 1435k, 2 pg/mlZ 4" PONA FAE HEsiaon 4ToHA 164 <
Frelol A ssdth. ©]%, 0.1% BSA (bovine serum albumin)e] X3 PBSE 2¥9] YAHAE AR 22 A=
+ goat anti-mouse IgG Alexa 488 (catalog number: A-11001, Invitrogen, Carlsbad, CA, USA)S antibody
dilution bufferol] 1:2002.2 3]X3}o] Ao 1A1ZF F<b wjdsA ). VK2/E6E7, Endl/E6E7 AEXE 0.1%
BSA-PBSZ ¢4 3 U} DAPI @AS F714 o= Alasle] VK2/E6E7, End1/E6E7 Al W E}Zl ghul Aot ofyz}
Ao T BT = UEF . A FH F LM710 (Carl Zeiss, Thornwood, NY, USA) &% &w|7
S olgsto] AEE #F L FGIAr).

3%x10' 70l VK2/E6E7, Endl/E6E7 A|ZZE confocal dish (catalog number: 100350, SPL Life Science,
Republic of Korea)oll &3l w3t H, A=ZAME, FHSH (20 pM), @YD (100 pM)S 48A1%F &t
A28t o] %, /‘ﬂ.nﬁ_% oo =glo] A|7]3 4% paraformaldehydeZ AF-2o| A 1A)17F AFwlo|dste] AEE
AN AT, 248" MAEE PBSE 3 AW 0.1% sodium citrated] 0.1% Triton X- 1007} shwE g A
f3fo] ool oA 28ZF <lFHold Ak, Y2 & In Situ Cell Death Detection Kit, TMR red
(Roche)oll Z3tEl TUNEL staining mixture® AR&3}o] 37°C/5% C02 AFwlolE] oA 1A]7F B¢t aj<kstglct.
upx]eto 2 PRSE & -3 DAPIE A%k o], LSM710 (Carl Zeiss, Thornwood, NY, USA) ¥%4 &vu|4S o]
|3t Mx2E HF 9 23Sl

}:J

-

JC-1 9AS E3 nEF=go} 99 =]
JC-1 mEZ=gol 7 A9 (MMP) W3} mitochondria staining kit (Cat No: CS0390, Sigma-Aldrich)E ARE
slo] =43819lt. 5x10 70| VK2/E6E7, End1/E6E7 AMEZ 6 wellol wjokalm wjof dAle] 70 ~ 80% o A|E7}

zZ- w7k e FEtoich. o] %, A2AME, FEHSH, dAyydS gFoEH oz (0, 5, 10, 20 pM =2 0, 20,
50, 100pM) A ske] 48A17F &<t 37°C/5% CO. AFHolE WloAl mjFstitt. o]F, EfAS AME3lo] Al

= HieF HAlolA wo] AR 3t AE pelletS AAT. AlEE JC-1 staining solution o] EF ¥ 37
T/5% COp QIFwlolE] WlollAl 2047 Qlulo]d AT, AAE Axe tAl A48kl 1x JC-1 staining

y
buffer® 948 F fAZ BAE AHgstel 39 Bug Bostan,
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DCFH-DAE ©] &3 Al¥u] ROS 54

AsHets AEZF U ROS A Aehdme] vAE JFS 18] 98k peroxide £A| dfoll 20 7
dichlorofluorescin (DCF)& Wgtwo] &3S ul:= 2 fluorescin diacetate (DCFH-DA, Sigma)ZE
AHE-3FTE. VK2/E6E7, End1/E6E7 Al2E EYAIS Fa wojua ¢ ﬁ%ﬂ%— 38 A pelletS AT}, 1—?
PBSZ 3 9)Askar 10 pMe] DCFH-DAZ 37T <lifwlo] St Qlstulold ST, o] %, AE
PBSell o3 + W 4%t AZAY, FHEH, dAUdS %%kgl»éag (0, 5, 10, 20 pM =& 0, 20,
50, 100 uM) 1A17F &<t 37C AFwlolE oA ditwleld aFdth. Held MEE PBSE thAl Y4stal 4]
¥ BA7)S ARESte] DOF &% =S A8

VK2/E6E7 End1/E6E7 Aol AZAE, FH&A, doyd T AXNTAG AA<}e] £EF=S A o
S VK2/E6E7, Endl/E6E7 A|EXZHE AA| @M =aS F=Z=35}e] Bradford protein assay (Bio-Rad, Hercules, CA,
USA)i ol ds AFEt. o]F, FES M AE 95Tl A 58 WA o™ 10% SDS/PAGE A& o] &3}
A7195S 433 F, nitrocellulose membraneC 2 HAFaL, 1% A9} 221 IAS A2 QAFHolAd A7l
t}2 chemiluminescence detection (SuperSignal West Plco, Pierce, Rockford, IL, USA) A]eFS Al-g3}ed
ChemiDoc EQ system¥™} Quantity One software (Bio-Rad) 7]71& A}&3le] g7l whuldo] utg S B354},

ool BT Bkl RYNAE A7

rlo

2452t ?1]'21?9” Fol depdl & AeEste] 2

|29 (35mg/kg)? FHZH (40mg/kg)S ZH7F 100 ul A 108
s WWe 715 vaslct. Zh nke-2=d Al 7R Z}%lﬁ‘l} z
7] H&E B4, In situ Hybridization, Immunohistochemistry=

B A A= SAS (statistical analysis system) SAIZZ IS o]&slo] Hd FFLAE AL, o
Qe R BEAHEA (one-way ANOVA)S AT, P < 0.05 FFollA 94 AAS AAe .

A AEe] A, AEF7] oA D Alge A=AE, FHSA, duyde] o]d ik BA
AZAE, FHSA, duyde] &) RgWjubs A|¥ES VK2/E6E7, End1/E6E7 /Hl¢«1 W3} okAkS BAE 7] 9
st WA AzAde, FE LY, eUPS fFgE&H o=z (0, 5, 10, 20, 50 =& 100 uM) H7}sk wjx]e] 48
AlZE wjeFslgltl. ol F ME F2 e A% A7, A=ZARI TH]&EJS - 7}21 AW S Al E ol A
20 pMe FE7HR] SoEHom Ao FAES 7

a7l Aow YeEhgom (= 1a, 1b). @3yde 100
Mol FxeA 1 @yt vdERT (2 1c). o], WAHF7|HE ufgo® 20 uM AZA", FHEA 100
ulM 2L A7 A F AgUles AE W F2 vbAD PONAE 83 dAeelth. 1 A7 gzt
VK2/E6E7, End1/E6E7 A|EF ol A= PCNA ZH2} Ao o] Zrpdtd s o] F= RS s 4 v 7t
FEE Ao wh wdo] ofsly= A e FASTH(E 1d-1f). ol¥ s AFE F ,
dulydoe] 2| eE AEZe] T8 AAAZ Wl ol wx oFEA A=A, FHSH, dyyd X
= AW AlExFY AE F71E subG0/Glel HFAl st Alx QS AAANIHE AE FIE (=
1g-11).
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A=AE, FHEHA, A9Ud Ao wE Aguvts AEFo] AbE g3} 74

AZAE, FeeH, dayde] o3 AguHE AlE Ul AFEE Mxe 5 A5 918 k|
oA o7 g sle] 48A17F cliFH|o]l A A7) Annexin V ¥ propidium iodide(P1)22 A3 & {4
A5 ol gt APEE AlEe FE FASUY (& 2a-2c). 1 Ay, A=AY, FEHEA, dryd
VK2/E6E7, End1/E6E7 A|E W zZHg3te] fFo)Edor Ald AEo =5 F7MA7|E Aoz Yelygd, &=
AE FH FEE 93 AbEE A9 AlXET U DNA £ 3H(DNA fragmentation)®] LAYARE Els}t
£&}e] tetramethyl-rhodamine-dUTP %A 3E E3F TUNEL assayZE 2Aedd. o2 Ay, AZAE, FHSH,
I Ude B VK2/E6E7# End1/E6E7 AlZF<] 3 o] DNA £Aste] whE H& 35 F=a90 (& 2d-2f).
olglgt A#E T AZAY, FEHEH, dIUDL g F AT Ul DNA #4385 3 AxEAES 527

(o]

&

510 3 51 2=
3 HAF & At

bl 2t &

3

X

o
NN o Hr o

r

A2AR, Fe &, Ao o5 Aotz A o] vjeZrejop v by Wl 9 A¥d A ws)
e R R e |

AzAd, daydel s mEZ=gol o A9 WstE Rlshy] gt 7zt SdEdS ATl AEF
g ste] 48A17F QlFHlo]A A7l the, JC-1 @AskaL FACS 418 Fastqlct. 7 Adx, Asuus AE U
MEZEgol vt M9t A=AR, dvyde] o3 &% ojEHeor padts S AU (&= 3a, 3b).
w3 FH U dAoyd e Axd o Zgeol2s FolHow STMIAT(E 3¢, 3d), E=F, A=Ad, FHE
)

Aol o3 VK2/E6E7, End1/E6E7 M3E W A3t ~E# A7} S35 =% &23l7] 98] DF &3 #2S 3] Ax
W A (ROS) AA AEE g3l A3, A=A (= 3e), FHSH (= 31)S A3 AEF W DCF &3
o] g&ojEH o g Frlsly, FU13 XA AE AEZ oA X HAE(1ipid peroxidation)S ©F7]3th= A
S & 5 AT

AeAR, FHEHA, DAoyde] o3t Aguvts Alx | AsHDr]d = A 4

Al eE AE U AZARE, FHSA, dayded o8] fivE AEe S oA 9 AMXE Apde] JES
A E A A AYES FAs7] HAste] S27 d#d PI3K, ERKL/2 AaddEZde itsl Fds &3,
AZE oJEH R REATHE 4). 1 AT, AZNEL AUt HES VK2/E6E7, Endl/E6E7 MEoA &
golE2 o2 #835le] ERK1/2-PIORSK, P3SMAPK, AKT-P70S6K-S6 wHalAe] C1a8lE 7aA]7]E Ao R UEekgt)
(% 4a). FHSHUL ERK1/2, JNK, AKT-P70S6K-S6 wrilde] <Qlibsls 7hA4A]7]= Whd P3SMAPK ©hilal <l4tks}
2 /MNP ER AU AZEE APEA7E AR YT (& 4b). 23U WS ERK1/2, AKT-P70S6K-
S6 AzckaiAol &AS oA|sE FAlol PIORSKSF P38 MAPK wrwlae] <lx3ls gafkojEzor F7A7E A
o2 YEITH(E 40). olHd AnE F3 A=AR, FHESH, dyydoe] A eE AlE WolA PI3K/AKT,

MAPK A de71de 2ddvs 2s 4 5 Ao,

A=AE, FHED, DA9Uda AFHD7]d AAA HEALS 3 AESA Wt A 4

Y

¥ Z2 g4 g3 a8FoE JAAES Bt (= 5b). @uUdo)] os] AT AFUutE AEe =
LY294002, U0126, SB203580% W& AT = Q3| F7HH SR AX F2o] FAsdh= o= YERey,
AZF] ATAD AAAE FHo2 7F Axo] A ls o noh ¥E&AA Ax F2 oA an
oz MAES BT (= 5¢).

SF)EH BHS B AdE A=ZA", FH2Y, @Ayydo]l xddte NEHAGREAI}L g A2
Z2lo] M A e Qs B4 9ste]l AFUlE AE W) LY294002 (PI3K A 20 puM X U0126 (ERK1/2
AAA) 10 pMe AZAE, FeHSH 20 pM 2 DAuyd 100 pMy LX) et (= 5). 21 A3, A=A
ol oa 7Aa3d AFuE AES F241S 1Y294002, U0126, SB203580< H-& A @3tow ola] F7lzow 4]
I Z2o] ZradtE Ao R UEgon | B3] ZF AXF BT LY2940029 SB20358S wE o= Zb Ao A s}
NS weokE g Ax S oA avprl agdow MAEs BT (= 5a). FEHEHC o 7ad 2w
oZ AFES] F218 1Y294002, U0126, SP600125, SB2035803 W& Agjdto = Qg F718 o s AE F2o] 7+
28 Ao Yeigon, 53] 7t AXF BF Azdd JAAE 5o 7 Axe] HYsS woks &
E] =
/g'

7}

O rlo
i
p N
)

o I
N
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[0108]

[0109]

[0111]

[0112]

[0114]

[0115]
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AsAg, Feeel, Ssluds AT WAPK AEAS714 oA £ B8 Agdes A U AsAds
ERLCE T

O

2FgUE S AlE Yol A AZAE, 2HSY, daydel o 2Ase= FEe Ex5 WAYUES s
ato] ApFuubE AIE W) LY294002 20 pM, U0126 10 pM, SP600125 20 uM, SB203580 20 uM < 37°C/CO,
FuolEl WelA]l 1AIZE Sk wiFeta o]F 20 uMe] AZAME F FEHEH, 100 pMe] ZAULESS 717
o Aglste] wold FEsta, 2" EXS B8 Bl B9 Qibsts: EAEGiT. 1 Ad, A=A
i ZHagle ERK1/29F POORSKS] <14k3} IA] VK2/E6E7®}F End1/E6E7 E5F U0126S 34 A Essis ul
A=A, ek AZAYT SB2035309] &Aool o3 P38 QAABE FrHH R A= FHES LE
- AZAE o ZRAE AKTS] QI4bshE ofd]Ald 3t LY294002-8 -8 Aol wet ool SAlHE=
S eI, P70S6KS; $6 Al AZMES dEoz HEd A Hrb LY294002¢ & HFstgle W QA
g gty S AT 4 AT (= 6a). T3, FEHEH o8] 7AW ERK1/29F INKQ] 4tks
00126 &2 SP6001255 A Hslds o v A=A, FeESHA o F7HIW P38l <l
SB2035802] W-&H e o3 A= FES YUERNUTE. FHEH 93] FhA® AKT, P70S6Ke} S6<] <4t
FEEAT} LY294002S W& A gl wet gSo] AAEST (& 6b). DI AsAGAAA L]
Al, ERK1/2+= LY294002 R U0126¢ oJ3] F7H4 o2 7FAsglar, dsjude] Ao oz F7Fst3iw PIORSK ]
Q1AFEFE LY294002 2 V012600 ol&f 7HAstgdth. S71E W P38 MAPKS] <l2kslE VK2/E6E7 AE WoldE e
ANaAgAA A o FHAsAANE, Endl/E6E7 AE oAM= 001263 SB203580°  olaiA A3,
LY294002% 2o yddo] ofsf 7HA3dk AKT-P70S6K-S62] Q1itsts =5F oAkl om, AKTS <143l SB203580¢]
Atk (= 6c). olge AnE S8 A=AR, F+
M2 AsAgetn] Agulvrs Axe 45 &

e

N
~
N
~

o

oo 8

]
s

12 1o ot

o2
> N ox 32 Ho 2 A

o
ﬂ%’iﬂﬂ

s
%

_{

o
o o=
H&d, daydol ofs 2d%E MAPKS} AKT A g4 =7
EER EEEE

AE7HS 358 o] Z7hubd olAld AFuUwE FE muld AZAY (35mg/keg)d FHLE (40mg/kg)S B
HFAR izl HE felqew 3

W A717F aEint (2 7a, 7d). A
of Hlgle] AE F7] 2 @Al Cendl9] mRNA
2Ue FPT vpg2o] HRd A Sl FYH

pal

&
(2= 7b) % @A (% 7c)¢] Bio
vh§-o] Wol wleke] Al

AEFr] 24 o] A B ods Asde 2 e 9g Ads 9 4
9 Al %7 &5} 89l

ot
=
a=)
o[\
|,
1l
o,
o3
L2
>

Ag et AlEQ] VK2/E6E7, Endl/E6E7+: CCND1 siRNA &322 (10, 20, 40nM) Hzlo 23] A3 ] CCNDL
mRNA &l o] Control siRNA @] Ao wla] &3z oz 7asd (£W 8a), L3 AI¥ ] CCNDI 2 PCNA
mRNA o] 40 nMe] CCND1 siRNAA 2ok AIZAE 20 uM HA] FAREHS G183l (= 8b). Al A7 oAl
CCND1 siRNAE &ZFoj&H o= Aeghel wel FAsklar, 7= Ao 25 40 nMe] siRNAZF AIZAE 20 uM
I FARRE Arol AE A AAES BRI (2 8c). E3F, control siRNASH AZAYS HE AZsPS u
HTh CCONDL siRNA®F AZAME S W& Aalals o Aguuts AlxEe] Apde] g S7hshainh (& 8d). Al
F7] A AA] control siRNA®} AZAE-S W& Aelatqls ] Bk COND1 siRNASF A|=ZAES #W8A4 e k3l
< W, sub GO/G171e MEZF US F7Fshe AES BT (= 10e). FHEH 9A] CONE1 % PCNA mRNA &
o] control siRNA®} FHISHS HE&AE 39S u) BEr} 40 nMe CCNE1 siRNASF FEHIS™ 20 pM H-E& g4
g gadts AL s (2 8f). AE A% 9 control siRNASH F2l&¥ H&A2] Bl CCNEL siRNA

S EH o FHEUNR WEAYT we FrHHoR FAse S IRIEAT (& 8g). EI,
control siRNA®} FH&AS WA T 39S wjH} CONEL siRNAS FHISHS HExd 39S w A-Zuus=
M3 AFHo]l g& Z718lt) (= 8h). MXEFY] AAl DA control sikRNASF FH 23S WL XEsAS o
BT} CCNE1 siRNASH FEl2dS #gxg] st wl, VK2/E6E7¢l A sub GO/G171¢] AZ7} ©S Z7kst™ G0/Gl
719l AE7} asts AES B, Endl/E6E7olAE G2/M71Y AE7F F7bekH GO/GL7F #Adhs 43S B

it

_11_
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[0118]
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ATt (= 8i).

AAE Aelo] e A AX P EEed ) WEel nicroRiAs W W3k #9l

AgUekZ M VK2/E6E7, End1/E6E7 2 mb$-2~ U] CCNE1 534 2te} A3 80] =S nmicroRNAZ AEstglct
% 9a @ 9b). VK2/E6E7 A|xEo] A=ZAE Ao wl miR-503-5p, miR-1283, miR-3203, miR-3714 2 miR-
6867-5p7F 7183k, 3 End1/E6E7 9] AZAE Aol wel miR-503-5p, miR-1283, miR-3714 2 miR-
6867-5p7F S7kskdTh (%= 9c-9g). wh§-2=ellA] ¥ miR-503-5p9t miR-546 HAl AZAE Ffel] wheh B
el A Akt (= 9h 2 9i).

e FAA 7l 9 ubgA gt AAFHY Poln, o] o] & = A d e
sk golck. webd, B owwe Aol Wt AvE FFYEN 1AFY SR dstel gelfvim
g Aol
=32
EHla
VK2/EGE7 End1/EGE7 Endometrial cell
120 120 120
100 174 . $100 {5 10097
§ 80 » Safl |2 § & =
E dkk § kkk § Tk
g 60 w860 g 60
S w3 5
5 40 5 40 5 40
3 3 = %
2 R 3
0 0 o LTI
0 2 5 10 20 50 0 2 5 10 20 50 0 5 10 20 50
Quercetin (uM) Quercetin (uM) Quercetin (uM)
ZH1b
(B]
- VK2 - End1
< 120 £120
c g
S 100 S 100
E i E *kk
g8 g8 e
) *kk <]
a i *kk 2 i *kk
T 40 R ik T 40 KRR g
$ 2 )
® ®
5 0 5 0
® OpM 5uM 10pM 20uM 50pM 100uM OuM 5uM 10uM 20uM 50 uM 100 uM
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VK2/E6ET _ End1/E6E7
10 120
£ 100 £ 100
EABO £ 80
= 860 8 60
s 4 l S 4 l
32 2
° ol § o4
0 5 100 50 1oo
Delphlnldlm Delphlm
EWId
[D]
VK2/E6ET VK2/EGET7
PCNA [ DAPI [ Merge PCNA [ DAPI | Merge 140
120 4
2 N
E‘Iii!‘liilllii! gIIII|IIII|IIII1 g1$
: ‘AN -
= i
0 3 £ . ok
3 3 -
Y [¢] 0
0pM 20 pM
End1/E6E7 End1/E6E7
[ PCNA | DAPI | Merge | [ PCNA || DAPI | Merge | 160
140
s 2 g 120
3 by < 10
(=] N =
£ c 5 80
° “ S 60
*
5 g £
g 2 20
c 0
0pM  20puM
EHle
[E]
VK2 End1
Luteolin 0 yM Luteolin 20 pM Luteolin 0 pM

PCNA

Luteolin 20 yM

PCNA
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[F] VK2/E6ET

H]
3
=]
£
2
E
£
2
]
a]

Green intensity (%)
D
3

Delphinidin 100 uM

Opm 100 ym

Ed]g
[C]
VK2/E6E7
=
=¥
o
£
3
(3]
]
=]
(¢
=
=
o
N
£
5
(3]
o
=
(¢
E%]h

(H]

VK2

80 m0puM  ®m5puM
9 =10pM w20 pM
< 60
S
g 40 e
o e
9 <
= 20 g
] =
o =

0 = = =

sub GO/G1  GO/G1 S G2m

Cell population (%)

H]
3]
°
£
2
£
=
e
o
a]

End1/EGE7

=3
S

S
S

Green intensity (%)
=23
o

~
S

0
Opm 100 um

End1/E6E7

uSub G0/G1
G0/G1
s
uG2/M
s

End1

80 H0pM ®5uM
=10 M 120 M

sub GO/G1  GO/G1 S G2/M
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Cell number (%)

Cell number (%)

End1/E6E7

Sub GO/G1  GO/G1 S G2Im SubGO/G1  GO/G1
EE2
OVK2 mEnd1
450 -
*kk
_ 400 -
X
< 350 -
0
2 300 - -
.9 2 50 o %k k|
°
a 200 N oy
o i * %
é% 150
100 -
50 -
0 '
Quercetin 0 5 10 20
(uM)
ZWH2p
[B]
VK2
;\: 300 oM ~ 5pM ;\: 300 *kk
~ Fkk ¥ T e ~
2 250 = o 2 250
920 w om ¢ F s »
% 150 Annexin V Annexin V % 150
& 100 L, & 100
: 5 | 4 AR
Ig T T (_‘;
g 0 Lol gfwf ¢ 0
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0, M )

r

Annexin V

oM

N

Annexin V
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EH2c
[C] VK2/EGET7
1200 *kk Kk
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o 800 ' ] T Ta#] \ |
g 600 T 1‘ | 2,97:: s | : 3048
g_ 400 dkk 3', ’f' 4‘
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