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<DIRRAEBAL(IRBORELCRBOBEER S > TUES T EHMERARMER TE RSN TS,
WO T. {EEMEDEIBRES M (CH/le> THE. MBADEMHEEREIRNETTHD. UMUK
Tl {EEME(C K DRRESHOHMSHEH TREN TH D DX, FREB(ICESRZED Tz, BiIan/z
RERBRE TV (EEMEBOLIERESMHOTHACIRL T, BIEEBARZmEIH CHRITI DI EEE
SETHEL, ZODXTESIC, [BHAERIBE DR | (CRAYT IEMTBERN(CREIND
NRETHD. $F(C. ZHEIN/RRBORERDOELE S IRDRBADSHEOERFENVAEEER D, € TAH
RTE BBESHERBAAN—XLZEZEB UL USFFTERBZHEI L. {EFMEICKIBESEEH
WreEDLD. (1) frEENRE. (2) B/ \U'— R, (3) BB MHICHRDI AN ZXLIREDZERFEAND
REEZERIFBL. TNOSBREMLEER I D ET. AN TE IR FT— LADBEZ A,

S 3~5 FE(CHITDHAFTARICH T, @REICHITIFHIMENRESNTLD/ULTOEE
M & MEENAMAZER (BeWo) (CHIFD. HIF-1 Pathway Z1T UTERREE/RILES hCG MDEALE
ML - RO DIAMHME T 5| SHRIITEENHTHSNET B2 E (I, Toxicol. Sci., in
press). JOULZTOEEN. RRIBEZENIZIF TR, BEEN U CRIENICEEEZSISRCI &7 E
RSN THRERT TS MNCT D EHC, TFeRERFEESHEOFEFE] OMRCEITIIDO%E
Jzo BCT. NS [FFCRATERAESHOFHMEFE] OREEIZFRNL. BT/ NFEETILF /T
U7)L (NM) EUTHU. ZORREBEMERERE (ROU—-Z27) LcEZ3. YORARBERREAC
BIMARS5 I3 ET. @REBICBITUESDCEY. ORBORERZFELSDCEARUE. £
7=, @BeWo [CHTS forskolin FFEMDERMAIEDETTZINFHI TS & (Nanotoxicology 2022) .
OSEIRMAMEDETAR(ICHNTIY R4 h— AREHNSHIfEARICEDIAFEND 2R U,
52, OIFREF /S UBNM, BeWo ([CH TS CGB DELFRIREZRL U, forskolin ZFEMD
AR ERMEOR R ZIIFH LSS Z & RrUTE (BPB Reports 2022), CNSHR(E. KRIZ+53
(CIRFR SN TULVRLY NM OEFTERAES DB (@I T, BRESHOBRSN SO A TEFOMEHE
ZHHTRT EHIC, JULTOBEIC KDREBEHMAFRZIE U TESNIEHIEREIERE S T E
DERMY. $¥5(CNM EDCEME (CERDIREBEORREFTREEICBN THDICEZRETIED
T,

M TEE, —EBD NM (FHEMIEDEE LR S ZAGEE(CRN D Z EMNIRESNTHE D, £EiFiR
SMEBEDORIE (C(FERARERME(CH T IEBEA NLANEE T DEEND. €T, BN
EEMHIFHE S U TOA - NI 7S —RIBICBVWTEMER FL R EDES(C DWW TR LIEE S
3. @A— D7 Z—IHINREEMADCH T DS ZIHE I35 2 & (Reprod. Med. 2022).
OEIMARERMI (CHVWTHNE bR HO-1 AERIAUVEMERX ML AMEERL. A—KT 72—
#PEIAY p62-NBR1-Nrf2-HO-1 #Ri&%Z8 U CEleARERMERD HO-1 BAZK TS 2L (.
Reprod. Immunol. 2023). @A — b J 7 Z—i#l ([C KD ERAREEMECH TS HO-1 HIRIKT
M REERZM4 T TD sFIt-1/PIGF tbx EREEICEZ2RBH U, IRTE. NM OfE$E - b1 X - &
ERODIR (N C K DHEMIBADEE R S ZFFEREDS KNS T DA — b T 7 = —HeDiiiE
ZRFEITDEHIC. ex vivo DRaESFHIR DI ZBiE L TULVD,
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A. THZEEHN

{EFMEDEIEFRE (T DEE(CDNTII,
SHEEHMEFEDOREL IR . EEOREN S,
ITEHIERCERATESBERAREL TS S A,
{EEMBOEIEFRAES MR (CH 1T DFHMDEL
(&, ESEMERER(CRRSND L ST BRKD
ERRIBZERLETDMERICHD. —/H T HEHFHE
5. RRIBOEOIIRER(CIE. FREEDIERINHH
EFENRARTH D, RRICZORRIEFEER
Z(IRBOREPREDEEZHD ZENERA
BRI CTERSNTND. DT, {EFMWBEDE
JEFASIETHEMCH > TE. BARAIDIREEAND
BHEERINETHD. UNUIRIRT(E. EF
ME(C L DIRBESMEOMIIREN TH D DX
ARBE([CERZS T, W SNIEERERA (S E
W EFMBEDEIBFEESHOHMCEL T, F
EEMAIMER CRITSNDNRETH D, FHIC, ¥
FEOR/ R IR DR RDEE L2 DRBEADOS DI
BN AREIREERX D

T TAART(E BREBUHRBEA N L=
ERULIUROETERZHRII D LT, (BF
MBICLDMBESMZHITEDLS. (1) il
BRE. (2) R/ \U— R, (3) IREBMHICHEDIA
DZX LR EDEEBEA\DREZZ R FT L. T
NSBWEMRAERI DT LT, HENITFHET
EDRF—LODERZRHTC. FIo. AAFRTIE
BUHBETESNIZREREO AN RS 2(C
BEOWRERNRERE EOBFREZIRIET D &
HC, RRESENREONDIEFME(CKDEHZA
F—LDIREZR D, TDDX T, EEFEDF /T
0/ 0>—0ERICHN. Bf@TEmMERZ (&
U, BEHTHRARBERDFORGBICERIEENT
WBF /T UL (NM) DRaEEES1HIBHIRDINGE
ZidrD. =HIC, IAREMRE O E LT OECD
TAMAA RSAOTEERREZZFRIC, 7
B9 DFEFEUK - P EEEL. RIAFRZEE
9D ET, BIFEDE [HEAEES M

AF—A] ZFICRELELDSLETDEDTHD,

B. RS
1. #EREFEME
RF AT REZTITEMEERUIZ. AT

#ZM'5, 10, 30. 70 nm (nAg5. nAg10. nAg30.
nAg70) DEDZEFERUE, 188, BIBDIRETT
R JRFRERZIBH THRIRT IRICIE. HE
R <IEs. BREICKDO—F0 2T UIRRIC
ERR(CHUZ. BN FROIBF JHTF &
20 mg/mLOS MBIV I = "EFEET DREE L.
1DEINIILTY ORZFY—TEBH LTS IR
J M FDERZ B CTREECHRUZ. &5/
FIF(E FREZ DT> FASER Uz A FEHY10 nm

(nAu10) OEDZFERALUZ. ERES YN
—IRAIF4EN10 nm (nSP10) DEDZEFER U,
FERBERC12EMNIILTYIXZFT—TTHEIEFEL
T8, BERREONFORREZRARUZ, /UL
JOBBFPBSICAfRE . ERRICH U,

2. tHRaiS=

& MERM MR T DBeWold. FFE
{E8LIE%Z UTz10% D RR1RIME (FBS) « 1%/XZ
S -ANLTRRAS-TLRTUS B
BRZSOHam's F-12ZANTEE U, £ hNE
URIEAREEMRER TH DIEG-3(%. FEEMEAIEZ
U71210% FBS, 1% U>-A LT R1S
> -7 LARFTUS 2 BBERZSUDMEMZ AL
TEEU.

alRARERARTILS 1> & UTHERER
fEk T BeWo fliatk ¥t MRERMRE
TdHD PHT flilezfEAL. MEINREEMRET
JLZ4> & LT, HechEpClb #lFa8. HTR8/SVneo
HRa. TCI1 #ERRZ={ER LTz, #HEMEE 37 B
FEDIERAE (CHITDFEURDRITIEIDER
ZiS CERE U Tz FRER U 7o 4B 3 E S (C PBS T
DFF U MEDH (CHEE - M) LIz 25
mg O/MNFEUTE, 10% FBS KT 1%
Penicillin/streptomycin Z7s 80 L7z RPMI-1640
B TEE U,
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L7z#&. Ham's F-12THIERES0 pMISTAR U
forskolin/a/& &nAg10Z ANl LTz, 488FEIEER
(CHARREE. HPREOEEIIEZEEML . =R T
1B JOvF>J UMk, TORLURTUAELT
anti-desmoplakin I /T Z&HMUL. 4CT
overnighte=t7z, TD#&. 2RHAE L TGoat
anti-Mouse IgG (H+L) Secondary Antibody,
Alexa Fluor 488 conjugateZil L. DAPIZE:
KUY TI)ILOFAZIT Oz, HERBEMIRICK
DEEGZIRT L. (SRAREEERAOX
B3 x 10005t BN CTEIMAMEEIEDE
HETSEEBIC. ImagelE ALV TDAPITLRE
SNEROREcZEELC. SIMMEEISDE
HBLUBEDARETEDEE (S BBFENENSRET
Zimsz U ICRLYZ,

4. Real-time RT-PCR [C&kDELFDOFHHRFE
fii

NM(C KD ERAMENDFZE (L. BeWoiliid =6
well plate(CHEfEL /=&, Ham’'s F-12THIEES0
UMICAE U f=forskolinia i S R E 7= TN<T
AL, 48ESRIEE LT,

SUSFA ORI SAMIHBIFBIHRILES
FEEAE EHIFS T F)URIED D FADRZEC DT
(&. Ham's F-12TH#RIEES0 uM(ICHAR U
forskolini& /& BeWo (C24BEIRINT B ET
S22 FA MORIT S A MOBEZEFELT,
ZTD%. ) VLT O = ZEE (CFAEE. BeWoll72
BFREIARIN LTz

Total RNA it (&, FastGene RNA Kit (0=
O ~3J—)J)LIC# U . High-Capasity cDNA
Reverse Transcription Kit (C&D cDNA (CiER
BUc, 85NIZ cDNAZFHRELT, &ETS
ATY—&ES—>TIT—2R SYBR gPCR w2 a
Low ROX [CKDRItiAa®RZAE L. CFX384 =
FAU\T real-time RT-PCR ZZEEU/, &ZED
MRNA DOFEIREDLLE (S, actin E THE UZE&.
forskolin Z&RNM U TULVRWEETERT & & THET
LTz,

5. HDAC DiEMZEENSTT

BIRE (SRR UTZHERYE & & HDAC BExR7Z
mEal. 37CT 30 B >FaR—hsE3DZ
ETCTHEMZBAELRZ. HDAC DEM (.
Fluorogenic AssayKit 70O ~J—)LICELT
AIE LTz,

6. BeWo [C#5(F3 nAg10 DHIIBAIE DA E
()L
4°CEMHCHITD nAg10 D BeWo ik \DER
DIAFTHICDWLTIE. #fgZE 1000 dish THE
UM%, 4CEHET 1 BREELE%. nAgl0
(0.156 pg/mL) ZRINUL. &5IC 4°CT 3 B
EIEE LIz, BeWo fAE(CH1FTSD nAgl10 iR
NEDIAHET S RY A b—2 R IE & DER
FRAMTIC DL T, #lifgz 1000 dish THEFEL.
OOE Y+ b= R T BEEEERTIL.
5-(N-Ethyl-N-isopropyl)-Amiloride (EIPA) % #&
BE 100 uM ([CT 3 BRI LIZ#E. #EBE 50
KM @ forskolin & 0.156 pug/mL @ nAgl10 = 3
RERILVE U Cilifgz iR Uiz, OS5 XU AKREHE
T2 RYA =R BXU. AIRASKFHET
SRYA =S XCHITBHEEERERTIZE.
Chlorpromazine hydrochloride (CPZ) Z#&2E
10 pg/mL. BKU. Methyl-B-cyclodextrin (M
BCD) &#%EE 2.5 mM T 1 BFRELE U/, [E
ERIFE T CTHRIEE 50 uM D forskolin &£ 0.156
ug/mL @ nAgl0 % 3 BERIULE L CHif % IR
Uiz,

7. $R7-J KFOHEHRESE T
R7HA4X 3.0 ym. REE 0.3 cm* D
Polyethylene terephthalate X>J L >%#HBY
3240 T)LDOEILHIILF v —o 25— T IEG-
3%&BEL. 24 BFEN S 48 B E (CiSithZ il
URAYS, £ 20 HEEE Uz, MgEZRZR L
EIEEROIESTEICEmZRE L. 24 FEH
5 48 BfiiE(C 20 BREHETVEZRIE Uiz, it
BEORIFE(C(E. =Ut)L ERS EEX Az, EiF
(C. fRREBOEEEREDIRTUE (T5>70) 6
BEL. IS5 0%ZUSIWEIRTUE(CRmEEZE
TEE U CHIRZ/EB TEER fE (ohms x cm?) & U
Jz. TEERENT S b—I(JELZ%. DMEM =
WCBNDEE & UEHRERYIEZ apical (TR
MU, P00, 1. 3. 6. 24, 48 BRIB(ICH> T
U>JUle. IREFFERS TS AVEEDH
(Agilent 7700 Series ICP-MS ZARWTEEL
1zo

8. HIRNYIAND nAg10 HEIESEDRE,
faRBITEE)\Y— REE
ik 10.5 HE® BALB/cCrSIc ¥ IXI(C, T
JLO—-RERF(E nAg10 (0.078. 0.3125.
1.25 mg/kg) ZREFHMAKLDEEHES L. Kk



15.5 HEICAEEIZTV\. IRFESES S UREES
ZRE U, BIRULEZINE. Baff. BREE(CHITD
fRE7% ICP-MS (CKDBIE LTz, RIARICHITD
BIRER(L. RIRAFEMIEREARIZ(CEC T,

9. ICP-MS [C LB IRRERTE

[BIR U e ez Btk TS U 212 (CHEfEK
CREDREBETUEL, 37°CT 1 KRz Uz
(C ICP-MS (C#tUTz. Ffz. PBS THREZR— K
UTehafs. BBz Bk TRIRUIOBEE TR,
37°CT 1 BfiRE LTz /onicatkh 25U,
M&7Z #BHE/K T 100 &R L. ICP-MS (CH U1z,

10.Western Blotting (C &k 3BHES >\ VED

RINSFM

VPARYS > FA RORITISAKNCHITD
HIF-1a EGLUT1DRIRICH KIFITHE(C DT
(. Ham's F-12 T#IEES0 pMICFAE L I
forskolinia# %z BeWo (CRIN U 24 IIEE I D
CETSSFANORI SR MOREZSE
Ufz. 2% {REIGAR UTZVPAZBeWo(C72
BFfEAI0 L. HIF-1a. GLUT1ORIREZ - U1z,

Stffir =it CTIEE L. EBRFOHO-1%IR
ZEHI LTz, BB A BL X &EUT. Hy0,7%Z 2455
WU, LC3-IIRRZFHE I DETA—RT 7
TEMEFHE L. A— D7 S—AERIEL
CBafilomycin A1 (BAF ; 20 nM) . Chloroquine
(CHQ ; 50 uM). Wortomannin (Wor ; 10 uM)
&A= I 7Z—EMHEF E LU TTorin (10 uM) .
Tat-beclinl (20 uM) ZFERULTE.
IRTHERE(E Western blotting (CK DI&H
L. Image J ZERALUTEZEL U,

11.sFit-1/PIGF ¥l
sFIt-1/PIGF (FRai&tgE E%& RV ELISA F+
v hZEAVGHEU T,

((REEANADERE)

AR (SEW)EER X B H1E20\H, BEED
BRZEFUDDITOEDTHD. FIEHEREY)
DEDIRVY. BLUEEROFIBEZSHIH)
YIEER(CBIL TIX.  [HASTHEEICHITDEE
BREDFMICREA T DEAIEE (RIEDIEED) |
([CEERLL . RBRAZFEDEFEATTRIDENY)EERAR
FICAIDITS., SBICKRATRICHITDERIID
BDIRWS LUEEEROFIEL. FIEEPEDH)
MEBREESFICLDIMEBEDAREZZITD

(BAEAR(FBECARZRITTLD)

PHTHERE (FRERBZB/IY > TILH SIERK
=N, HEMRER THDIMBERATREZ 5 —
KOEBEESNTHD., MEIICERRLTND.

KAFRTE FI/XTUT7IVZERLUER, £
DLEZEME(IRITH D EZiEdr. Fhk 20 F 2
RICEES@BESBREERLDEBESNT [T/
NTUTIVEGE - BURUWESEIRIS (CHIF 2EED
(< EBLEDTZHDFHIIMISICDONT] (BF
550207004 5) [ZD#&. 2009 £ 3 AICEESS
BESBEER/NSDUETIR [ /X7 UL
WD E<EMLLEEZEDTZHDFRHHRITIE(C DU
Tl (B¥5 0331013 5) Hhi@E]. 2009 € 3 A
(CRIBANSARSNIZEIERT /HRHCET
DIRBREMIES A RS2 (CAID T, AR ZH
EITDEDTHD.

C. MRBER (RED([CFELHTREHTS)
D. &E
1. JULD OO EEBORILESEEICSKET

SZEF

ITFEORIFRMORRE(CHUL. & MItELIME
FMBENDBREZ IS/, P TE. HIRAAIC
BT DEEMEREIBHRDOHR5T . FREAD
HEDRZ SN, (EEMEORESEHmN KD
5N%. HE. BESEHMmERIECEBUZn
VIVOSsBRENFTE T DM, BAEBHICHVTIEE
HFIREBAIN A - fafE - BRIECEBEIFE T .
ROTEREBICDVWTIE, EIRIBICHSWLTREN
SRR BRBERERIMIE T DG TH D, Al
BERE(CPEENE L D ERE - BFERIESHCE
HENE OB EFERICE<SIR, DT, #
KD LB DRRIBADEM | DH257Y, b
FIMEBEDREADSE] ZFHI T2 LT, S
ERFEAESHHMCDORND EEZSND, €2
TARRI T, FICEXREREZFZRIDEN
HsNTWB/ULTOEE (VPA) ZETIUEEY
BEUTHL. R EB U/ UL O8O
SHHEREIRCHEITC. RO TE. KR
NLEZEERE SRR DT )L I—RED
IAFHBE(CEB L. /ULTOBIC K D587 i L
Iz

FRES (JIHIRMHEIF (CWBDERE Th D, B MEE
M3 R ~OE>B (hCG. gene name; CGB) .
E hREEEMS O ~—4"> (hPL. gene name ;
CSH1) RRERRBRBVLFERIBHREDRE =718
SEHONIILVEZEELTULND. CNSRNILE



> DL USIHIRDEST (T4 B C (LT AN
NILEIANIVDEREZRT &, REVRER
BREERECENDIED, & ~aigiiEEmEk
BeWol(l. #HIBRD cyclic AMP BE% LRt
SitEForskolin (Frk) Z&NIL. GleAREEH
fNEFEEFELZ, €DE.VPAZ 0.3.0.6.
0.9. 1.2 mM T72ERHWERASE. RRE/NLES
MDmRNAZ % real time RT-PCRICK DT LT,
TOFER. FrkVERE T (FEFIRWERF S LEBR U T,
CGBMBRICRIRLEFITDZ L, =51 JULT
OESRIIBE C(FFrkiBEB S HEar U ¢, /UL O
DIEFREMFH (CCGBOARRFEIR LFMR
SNz (K1A) . Fz. FrkLiERF & FERIFRUNERT
%z B U TEBR(CCSH1 MFIRZEH) (FER s SN
S7ZEOD. )VULTOBRINIC K DFrkILERE &Lt
8L T/ ULTOBOIERREMKFII(CCSHIDF
WD REnz (K1B) . CiF. RRE/RILE
> OFRARS > )\ DEFIREZ Western Blotting
[CRDFMTUIEEC S, mMRNAZE EFHRRIC, VPA
IR TIIFrkiLBAF S LEE U T VPADIERIRE
IKFHIChCGRDOREIR EFANRH NI, £,
VPAZIIEE CIIFrkLERE & LEE L T VPADIER
EEAAFN (ChPLORIRA N RS S5SNIz (K1C) .
CNSDOHEEREMNS. VPAL'BeWoDREEE/RILE >
EEZEEL T D ENRE TN,

=5(C. VPALBEEEDRETRINXEECRIF I
E7HAUZ. BRIZE. (FEAEDRERDEE
Z BRI S DRGEEZ T U TG (CIFE L CTULV D,
Tz, BRI SRREADRERDEDIAH
& BRENSRBIEANDREZRDEIX(IMBIEORES
[CHBARRIR T D. T T, BeWolCBIF3T)L
O—XEGAEZR. EXJ)ILI—-RERVWTEHEL
fe&E B, VPATRINEECH UL TBeWoNAD )L
—ZADEBDIAHEMIFI ETNE/D Z EN RSN

(E2A) . F£/z. GLUTL(ERREBICHBITDEERD

IVI=R RS RAR—=F—=THD. BENSHIE
ADT )L 1—AaHEEZIB S EERD T Cb Do
T T. BeWolCVPAZRINUTZBRDGLUT1DFE
IRE% Western BlottinglC KD LIZEC B,
VPADGINEEMAEN (CRIRENRAL T EN
renfz (K2B) . ®>T. VPA(EBeWoDT )L
JI—XEDIAHEEZINHI L. ZDFRIC. VPAICK
BGLUTIORIFBIDHES LB EMNREN
1zo

RIC. VPAIC KBDRREE/N)LE > BT DA
ZENIC, RENETCTRIRZEENT (RNA-
seq) XLz (K3A) . BnFRAT—5%H

WT. PathwayfthzEELIzE S, VPARIN
(C K DFEIRA U B FEFDPathway & &
UTC. HIF-1 PathwayEnFifztTcEzr (K
3B) . €CT. VPAZRN UTZBRDHIF-1aDFIR
SXETUIEE B, HIF-1aDFIEH RN (TR
WFBZENRENTZ (R4A) o F/z. RT-PCRIC
KD, HIF-1DOFRELT (HK2. ADM) DFIR
ENNVTNEVPARINCK DR T B ENER
5Nz (K4B) . i£>T. VPAMHIF-1 Pathway
ZERAEULEDC EHRSNIZ,

VPAN'BeWoDHIF-1E M ZRET B &R
SNz, JOULTOBIC K BERILESEE
ANDFEMNHIF-UEHBEEZN UIEBEDTH DN
EEUTZ. BeWoll, FrkERIL. SRR ERE
RN EDEEFE L. VPA (0.6. 0.9 mM)
EEHT, FIzld HIF-1:55881TH 3186/ UL
N EVPAZRIRFC72RWER S Bz, VPALIE(L
1)UL bZEHNE UTZBRORENLE EEESR
real time RT-PCRICKDFHIILI=&E A, VPAE
BE/)UL hOHRLBE(CLD., VPARINIC KD
CGBHEIE FFENEE=N. CGBOREENHL T
DTERRESHERDTE (K5A) » LML, VPA
SEAET/)UL b ZEHABEOTH. CSHIDFER (L
ERET. JULTOBBEMILERELDE. =5(1C
CSH1DFEIRENHA 92 EhrRaENTz (K5B) .
Bl EDFEREN S, VPAFHIF-LEMHEEENTT S
C ETCGBDEEAEZEH B D ENREETN
1zo

E5(C. VPAEIEE) UL bz HALE UTZFRD
BeWoDJ)L 11— DIAHEH KFUGLUT 1R
EXRHAUIEET S, VPARIIIC LD, FrikdLBEEE
EEAX J)ILO-REDIAHEMIEI ENIZ—F
T. VPALIE(E/ UL hDREIME(C KD, F)LT
—ZBDIAHENFrkLERFEEREEEXTLERT
BT ENTRENTZ (RI5C) . Ffe. VPARINICK
DFrkLEBEE & bR, GLUT1ORIBENRA U
—A T, VPAEIEET) UL LB (IC K DGLUTL
DFEIRENFrKLBERFEEREFZTLERUL (
5D) . U EDFEEMNS. VPAIFHIF-LEHEE%
B U TBeWoDJ )L 11— XEDIAHEEIIH B K
GLUTIRIREZ RV ST D ENREETN.
513, invivo T VPA =35 UTZBRIC. in vitro
DFER EOHEHBEMEZIREEL T\ ZET, VPA (L
FBIREEHORIFKFRIAZEIET.

2. NM h'SHFLIC 5 X DR
WAL EB—IRTTDKRESH 100 nm ATFD



ALK F THD NM (F. SUVERBSEMERED
FEHHNRKEZE I D ENSHBDEFAILEK
LTWD, DT, ZDONRAMDOETEHBERD
& BEBUNBBICRELSIMETH D, —
AT, A XDWMNESDZI(C, ERZRM E (TR
DERTERFRIDIENEZIINZIRE. &
PHIBEIROUINENRBE ERDTULND, KERED
Fa (., TIRERCH T D NM REDEREZE ST
[CWBRLEDIEA. CNFETIC NM RN
TUBDCEVBRFRBEARZSDRI DI LS
BSMNETDRE, IHIRAACHITD NM DEZE 4
BRICEIDBERZNEL TS, €I THRIRE
TlE. NM ORRRES OB (CEITTz) \U— RIE
HRDUNE EIFRAV/ENM DLEZEMHER(CET B\
H— REIRMFOZIAZBI(C. RREEAZRK - B
B (CHITDIREEMROSRALCICEBLS
J MF DR EF izt A Tz,

NM OEFILE LTI, BiEEH%Z < B5oMED
mICAASESNTWRIFEES U hF T, A
VERZB I D ENLERE - BROEF COFAN
ZWIRF JHF. BEMHOEIHS{ERREAN
DEATBRARET JNFZERUE, 138, Lt
BARST DIz (CHIFREZWVNITNE 10 nm (THE—
U7z nSP10. nAg10. nAul0 ZZEE&R(CHE U,
FUSHICERRMEICHT T D NM DFE =TT D
1= (C. BeWo #HfE#Hk(C forskolin &% NM Z 3t
E LT MEEMETF R MOE>B (hCG,
gene name; CGB) DELFRIREZMFHITLI,
TOFER. CGB D mRNA MFEIRMN. forskolin B
IMOLEBEE & LEE LT nAgl0 HLE(C K DIERMK
FNICERTIDCEZRUE (K 6A). —AT.
forskolin &&H(C nAul0 (B 6B) Z4LE U8
(CHBNTIE. CGB D mRNA OFEIBE T (IERHS
nmo iz,

T T, ERR(C BeWo HRBROERBALZHD
HLUTWBDhZEFii I D728, BeWo HREEHKRIC
0.039 pg/mL @ nAg10 S KT forskolin %z 48
RERDAIN L . HERRIRSR CTHIR I D desmoplakin 1
/T OFRIRZMPRREREICLDIHMEUZ. ZD
F&R. nAg10 FERNOEE & EEBR U T forskolin BE3H
NIBF(CHUWT. desmoplakin I/ T DOFEIREHA
MEBHSNIZHBDD. nAg10 & forskolin DAL
BEFCl3. MR E LT desmoplalkin I/ T AR
BRTOBWERNROSNZ (B 7A). F&.
e UTCENESRZ B (0. BT 2508
HRERERP ORI ZETEH L. Sl EElEZ=
BHUIZECA. NAg10 E(ICKDERAEEIS

METFIBCEMNRENZ (RI7B). =51, &
AR IC K DR SN D ERRARERMEDN
BD—DOTHIZELTDREICLD T XDIE
A(CBALT. Imagel ZFU\T DAPI TLEEN
EBDAREESZEEI D ETIHE Uz, B# D
FER. IERINBE S LB U T, forskolin wNNEF(CH
WCTERMKEICKDIFEEITH 1.6 BREE. BHK
ELROD>TVBRCENEREINIZ—ET.
forskolin & nAg10 ZHAMET D ET. KDY
A XIEAMIFI SN Enrane (8 70).
Bl EOFERM S, nAgl0 (&, SRR bDETED
Hl LU TLBaJgEE T RENT.

3. nAgl0 BERX M VBR7ZEFIVELERICSE KL
(F9 RZEFHTE
fREEDOFE (TR BRAR N SRARER
HRZRmR T DL (GIMAME) SiEED. &
FRARSREIEHIRR(ZAR IR & BIADREIZIRIR E (TR
B59232&T. G CITHIRDIBIZ (CEB T D,
COERMKMEDBIZEX. TESIRT o VIRE
{ED—DTHBD X M T7EF)EIC KD HZ
ZIFBDCENBESHNESNDDH D, T THIR
T nAg10 BREE(C K DRAEE SR LI X
DX LOEEBICEITT. EX R TEFIUEAN
REDHLRNSHMI TS & & UL
NAg10 ZDEDI(CHT D HDAC (kE Mafgds
KU BeWo HfR TRIANZZH SN, SRR LET
BIEANDESHH SN TS HDAC1, HDAC2.
HDAC3. HDAC4. HDAC5 Zi&ERUTz) DiEHZE
EzwiHiiUic. €DFER. 40 pg/ml (CHBWNT.
HDAC1 (X 8A) . HDAC2 (X 8B) . HDAC3 (X
8C) . HDAC4 (X18D) . HDACS (X 8E) L\g'
NoFEMEEERICHIFI SN, WEREKRFNICE
DEEMET I D ENRENZ. —FH T, FEE
EFE TR TERMKEADEENRDH SHEH
D7z nAul0 ZRVWERROERZEmLUIZE A,
HDAC1 OSEMA(CX I 2 BRREEHIERH SN
Mofz (B9) . &5IC. RS HFORFEREDE
WCKDEEZM LTIz, 2B, BRI JHF(EA
A>T D EMNMBSNTNDZENS,
FEiRZ X IRBF & U TRz, TODFER. IR A2,
ST, nAg30. nAg70 DL\FNE HDACT (K
10A) . HDACS (X 10B) O/EMHETZRI &
PEASMERD, ZDRE(E. BRI HFONF
BIKERBICONTRHEE T DtEEZERUT,
5. nAgl0 (CKD HDAC OSEHZEEN. BA
BEDRZ AL CHEREHERF (CReEZ 5 X DT]RE =B TR



9 B7zsb.BeWo [C nAg10 ZIREE UTzFRdD HDAC
SEEANDFEEH(C, EX T EFIUEDES)
REBIHMLU TN, E5(C. F/HRFDRMD
EBUOEITTRLS, M RFRRE) DEVICK
DERFCADEECDVWTHEBER LT,
No5®T %@L, nAgl0 DOIRENFREREEM
BICREFIHEETIES T RT o VIREERNS
ABDZX =BT D ET. {EEBEDOEREK
{EADEE L ZDANZXAICET BEHIROESIE
=KD,

4. BeWo (C351F3 nAg10 DFliREPIERDAFHE

IRODAFAA

BIMAMEEEERF(CH(1TD nAgl0 DHFBELD
IAHRIRICDWTEESHNET B ET, AHZX
LfRBBICEIT DAMREDEEZHA#TZ. £,
nAg10 DFRERERDIAAHD THRILF—KFHT
HINEDHEIRETT DT=8IC BeWo & 4°CEAF
T 1 BEEELEE. nAgl0 ZRINUL. E=5I(C
4°CT 3 BREIBE U, COROMENIEE%:
ICP-MS (CKDFEFTLIEEC D, 4CEMHEFTIE.
37°CE&MF &L L. nAg10 OHIFEREL DIAHEN
BERCHALUEZ (K 11A) . 82T, nAgl0 T
FILF—FH(CHIRERICERDIAEND C ENR
Ty gV

TI> RYAa h—2B(ICIE, <oOE o
=R OSAUAMFHELIY R b= X,
IRASHEEFET Y R+ b= X EWND TR
MNMFET B, €T, nAg10 DHIREAER DIAF R
KZEAR I DEMN T, ZFEDIAHRIK(ICKT T S
EXZNE UTZFRD nAgl0 OHIFZRERDIAH %
ML/, TSR, EIPA (XoOEH1 h—
SZAEH) (K 11B) . KU MBCD (AN
FASFHET > RO b= ZPEEH]) (K 110)
ZAE UFZBRIC(E. RILBBF LB L. nAgl0 D
HHREAEL DIAFHE (CERRZEH IFRDH SN D
2BD®D, CPZ (OSRAUAMFHLY RYA ~
—> XPREH]) ZAET D ET. nAgl10 DR
ANEDIAHFENBR(ICHD T D EMNASHER
ofz (K 11D) ., > TSE(E. CPZ&EAMEL T
DS ALY RY =R EEELE
BRD. nAg10 (C KD ERMAMMEINHINDEZE(C DL
TBRIDZET. APDZXLBRBICET DR
DEREZND,

5. iR HFBRENERERCE K EFITHEF
il

AIRETT(E. nAgl0 MRAEERZRR YoITIRFESR (C
BXrEFTHEZ., HRYIXICKDEEALIZ (B
12A). F¥9'. Ik 10.5 HET®D nAg10 $&5I(C
KD, BEERBARRERERDOSNEN DT

(K 12B), Wik 15.5 HEICRYOXZHE L.
RFEES LURBESEATELI. TOMREER.
NAgl0 &S CHVWTIRIFEZ(CIRERZENIE
BB TZEDD (B 12C). RBEESE
nAg10 (0.3125 mg/kg mouse) &5EHCHL)
THECETULE (12D). 2T, nAgl0 A
FRBEFERK (C U T/\ B — REZET D ENRE
SN, SEIFRRBERZIRL - BRFAICDUNT. JRIEFRMT
PREREICHITDINY—H—DFDORIRZ
I ET.NAGLO M RREEFZ RGBT (CH KF T 72
E7BRI D,

6. nAg10 HEIE#IRMNIS5#OY D AR - ia
FBTEOFME
nAg10 7' in vivo L)L TEHRRBERZA IR
ERICHEZRIFINCDONT., IR ZH
WTEMT U2 &EC B nAg10 MRREERZEK (CXT LT
I\—RZEITIENREEINC. SE. KiE
RICOODVWTEZANRTFEANSERIDZIDXT. iR
HEOBB(FAD nAgl0 DBITEZEFR LTV
ENBETH D, T TAIRET(E nAgl0 DAa
B RO ITHEZFHME Lz, iR 10.5 HE
DR~ A(C nAg10 (0.078. 0.3125. 1.25
mg/kg) ZREFRMAKXDERIGSL. Wik 15.5
HE(CBHAMmR (K 13A). faE (K 13B). BafF
(B 13C) ZBYX L. eDiR=E% ICP-MS ([CKD
T UTC. TR, WITNODEHCHUWTHRRF
h(C(FIEMRE TN > IEBDD. 0.3125
mg/kg ¥ 58%. 1.25mg/kg &5EECHUT,
AR, RREMNSIENRESNZ. > T, BR
BI%5E IR JHFNREARITI D06
HHUReENz, 5% BEXRBZEH. &Zi (K
A). B BRORER O - BRFRITIEDH IR
579, B PIERERICERFITRHE(CDL)
THERF U TV FETHD,

7. iRFJ HFOIrEE B
{EFMEDREICHITDIRIZIBET B (C
HIzoT. BENIRE UL FME (IR ZEB
U. BBEABITIDCENS. REICHITDENRE
BRI KOHSND, T T, MEDERD NM H
frEEiEE. RSTNC, RIBAINDBITHCKE
IREZTHMEID2ET. NM DY TFERICE



IIBEIEROEEERATC. FSORTTILE
IVHILF v —a 28— e MEERK JEG-3
THREARZIBE L. #RBFY(C TEER BZAITE LTz,
TEER BA'T S h—(TELEC L ZzR TS
£, nAg5 (K 14A) . nAg10 (E 14B) . nAg30
(B 14C) . nAg70 (K 14D) Z=ZNZMN apical
BNSRII LTz, 10d. BB T KIFORITEE (&,
HHREFEEMENERH SRV 0.0623 pg/ml (CFRTE
Ufze WpN0. 1. 3. 6. 24, 48 BFfE#&(C apical
fAll, basal A SiEMZEEIR L. iR HFDE
BEZEHUZ, ZORE. WITNDORTFEDIR

7/ KIFE apical llDIRE (FFA U TWLIEEDD,

basal fl(C(FBITLRAVC EQVRENTZ. /€D T,
AREMH T, BB /AIF(TIEG-3 HEREZZBL
RNEDD., HEMEACERDIAEN B RIEEEN
EZZz BNk,

8. nSP10 Hi'ShE(LEEEEFORERICER
IRE
AIREIT(E. NMORREEESHOEAZ (CAT7Z)\
B — RIBIROUNEE EFRBINMDZ 2 HFEIR (C
&9 23/\U— RRBEEFORAZEN(C, faER
IWEZEEICER UNMOEARFZE I Z KA 2.
NMOEFTILE LT REEEE < BDEIDmMmIC

NASNTWBIERE T/ > HaRERICH U,

(FU&IC, IEREFT /> UNRECHITDIHRER
IWESEENDHEZIRT T DD, KRMED
BeWolCforskolinZfiE L. D&, nSP10%Z72
BRERIALE U 2RO CGBDIEIL FHRIRE & real-
time RT-PCRICK DT LTz, 126, {ERIRE(C
X U CHIREFEE N RO SNIRNC E =R U T
LB (KI15A) . FEATOFER. nSP10IRFEEF(CHLY
T. WIBEEELEE L. CGBORIRE (CHRIIES)
(FERDHSNRM> 2 (K15B) . —AT. FXHMED
BeWol(Cforskolin &nSP107% HALE U= FRIC (S,
NSP1ODVERIRE (CX1 9 DHIRAEZ M (EERH SN
9" (K15C) . =F/=. CGBOMRNADHEIRE (L.
forskolin EH AL E B & LE& U T. nAgl0 50
Hg/MLHELB(CKDBRICKRENRD T2
ERBESMERDE (K15D) .

ZZT. nSP10 W&ERMKMMEICB X EFTEHER
Mg Dzsb. SRR EDETICHEVMERTES
I FILDIGE(CEN D53 F TdD Syndecan-1

(gene name; SDC1). KU &R LD{EE
(CRE5 9 29 F T Syncytin-2 (gene name;
ERVFRD) OFEREZFMULIz. TDHER.
forskolin iR™IN&F & LEE LT, nSP10 (50 pg/mL)

HABEELCHULT. & mMRNA OFIBEHNEE(CHD
HlanadcENrRaEne (K16). U EDOFEEM
5, RERZENREBNENDETHIBEDD,

nNSP10 7' BeWo (CHULT. forskolin (CKDFEE
TN3E6REARERMBREOERZIIFE T2 &
HREBENZ, S5%(3. nSP10 RE(CKDEREE
{EDFENMNFI SN DHEFARIAZED D EHI(C,
BRARRERMERORINEIN,. EILNILICH
WTERDHSNDIMNCDUNT, 7L THERETEIE
HBTET. NM HDRREEFZAK - FRAMBTRR(CH K(EF

RZE(CDWTERZERED TN,

9. A—bIJ7I—hEaRFEtICE5XDZEFNE
NFTHAL E MEMRCHITDA T 7
T—HENNMBRICEAS I EZRELTE
2. EZTNM EDBEZIRST I DRI E LT,
SRHMECHEITDIA—- T 72 —FHICDNT
st Ufc. ORI SR hOERKEICKDA—
ND 7 —EaiHi T Sz, £ BeWo #HRZ
¥k(C forskolin 25 pM %& 72 BERERIN LML - 7t
BZEFEUIC, FA—- T 7>—HIHFITHSD
Bafilomycin ZZEHLIYXATIC 2 BRI 22 &
TA—BRI 7203y ORZEFIMUIz. KDL
8% (forskolin RAEEF) (CtbUL. 2LFERF
(forskolin 2LER¥) THA— KT 7>—T SV IR
DIERTHRDSNZ (B 17A). £ a5
BU¥RHEMBR THSD primary human
trophoblast TEREFRDERTH O (K 17B).
forskokin (CEDA—-—KIT7Z—F4EFLEFRTD
. bORT SR &K EICEDA— T 7
Z—EEDRTHNRE SNz,

RICA— D72 —RBHAFECLDERRAKL
NDFZEFHiZ 1T D 7=.. BeWo #lifZ#k (C forskolin
25 UM ZFRIg D EEB(IC. A— T 7 -1
#Td 3 Bafilomycin 20N M, A— I 7>—7F
4% T3 Torin 10 nM, Tat-Beclinl 20 uM %
RINU. 5MEDIBIZEE LT hCG MELEZ T L
1z Bafilomycin ZN(C KD, #HFEAID hCG KT
Z 5881z, —7F T Torin ¥° Tat-Beclinl T(& hCG
EA(CEFROM oI (B 17C), FIZEHRIC
primary human trophoblast (C Bafilomycin Z
"5 UFHMILIz&EC 3 hCG DIRTEZRDIE (K
17D). kD EMNS, A— T 7 Z—HHIC K
D ~OKRI S A hOERMEEICHITDDEEE
MR ENE, —ATA—- I 7Z—TEMHbICK
DA DFE (RSN DIz, E5(C. A—
KD 7 Z—ilHA bORT SR bORE (CRE



ZRk(FIHhEHE T D7z, Mg EREeckD
fusion index Z 5F1fi L 7=, BeWo #HREHK(C
forskolin RII9 2 &@EHREENBERICIENUL
f=ht. Bafilomycin ZEFICHRINT 3 Ept&HhAz
HTHERIETULE (B 17E). lEDZENS
A— T 7Z—MFEHN bORT S X SERRAKLL
(CHBITDHMEEBHEET D ENREIN.
CNETICBA—- T 7N BRI
5932 E7BELCTHED., SE. {EFEMEEA
— N7 BN UMAI (CRRASAZRR - BRBIBFE(C
5L, ENRRE (RE. REREAR. HiRkS
MEAEREERE) (CBADEINBIRFTZITD,

10. S RERMAEIHARI HO-1 ZEEMICTE

B’U. BEX L X H0; ICTHEZED

WEMRDIERICEL DT HO-1 FEIRDENZ
I U SAREIRIAE(CRRIET S BeWo #lllg
> PHT HIRR TIEIEER (CEL )LD HO-1 FIF
Zaashfz (B 18A). =5(C. EERFLD HO-1 &
EREEUTCVSHlE T JERRMRCLEL. B
{EX ML R(CMHEZFDOZ ENRE=NT (K
18B-E).

11.H,0, (IHEMREKICSVWTA—-b I 7> —

EMEEICEDS

RICHO-1ZFEITDEEND H0, M A— b
Jr7>—=EHbsEdh &l L7z, BeWo
FRICHUWLT H202 DEEARFRIIC LC3-11 dEhN
MERHBN. E=5I(C Baf YUR(C K> THEIIE(CLE
U LC3-II OFRDIEMZROIE (=A—KT 7
>—J3Jwv OXGDJ:?F) o DED, HzOz (IA—b
Jr72—aHbER Uz (B 19A), Fz. ENUC
ULV HO-1 HIRBIBIMUZ (K 19A. B). Ef&RD
#&R(E Heh fifeTEERHS Nz (B19C). RIS
HO-1 B8 LA — D 7 >—E bS5 & 5l
L7zht. HO-1 55E&ITH D Hemin #5TI(3.
HO-1 MBI B ICEMMDSTA— T 7S —
5w OXDEMEERDEM >z (K 19D), UL
L RDEEER R R H 0, [ HO-1 FEEA— b
J72—EHbzEIZ5IH. HO-1 FHEFwnT
LEA—BRIT 7 —EHbEZBREE LIRS &
MREEN/z,

12.74— b J 7 >—i#HAE Bafilomycin Al (&
faiEREEMARD HO-1 B#{ETEES
Hemin (CL?D HO-1 FE(EA—-b~IT 72 —%

A R o feleed. A— T 7 —FREH

FEIETEERINTEEN HO-1 RIRICHEELXEX D
sl U7z, BeWo fifa(CA— kT 7 = —HH|
#I T B Bafilomycin A1 (BAF) =593 &.
HO-1 OFIRMETF LR, A—-bhD7>—EH
#lT3d D Torin ¥ Tat-beclinl Tld HO-1 FIR(C
&3 oz (K 20A. B)o =5I(ICHIOA—
J7>—i#l# Té&SD Chloroquine (CHQ)
Wortomannin (Wor) Tl(& HO-1 DR TF&FR&
oz (B 20C, D). MEDZTEMNSA—KD
7 >—iFIFITH D BAF (C HO-1 HIBIEKT/ER
NedZERNThoiz.

T T. BAF H"ERR(CEER ML XMHECE
75X MM UIZEC S, BAF D 24 BrftE]
MHlE=5(CERSE. 0S MEZERIBcE3dC
ENHIBBLTE, &5I(C, HO-1 Y sFlt-1 37 (B
5930 SBEDIHRENS. BAF R (CHSIT
3 sFlIt-1/PIGF (CEEZ=5X 2N ML, IEERR
B2 (CHUVT BAF #%5(3 sFIt-1 1EIER). PIGF 1K
TEE%ZRS. sFIt-1/PIGF LE(FBEER LF%52
bl

13.HO-1 FEBEDA— NI 7>—RIETIE
1< p62-NBR1 HIWEETHS
BAF ([CRDA— T 7Z—FREM HO-1 FiR
ZERTESEEZENS, MEMRRICHSITD HO-1
FECEA-RT 7SN EEFEL
o €TCC. A—bIJ7—RIEMIEKTH D
HchEpC1b-Atg4BC74A #ifE(C H,0, LEET
=Rt Wild type ERIZED HO-1 SBEREZ RO
(B 21A). lEDZ ENSIBEIRMICERT S
BEOA— NI 7R H,0, [C&3D HO-1
FE(CWATIEFRWC EMBESHERDTE. RIC
A—=KIT7Z—(CREUEEEER b AGHE
¥ T&hD p62-Keapl-Nrf2 #(CEB L. BAF (C
KB HO-1 R TFDAILZXLZRET Uz, BeWo
HRR(ICHUVT H0, D VWEBAF 2GS Lic &
3. BAF (& HO-1 flitMC NQO1 R TF =T,
F/z. Nrf2 YWiEMHEITH DY BB Nrf2 (& BAF
‘K5 THAD U, —/AT p62 [ H,0, & BAF ]
FERITIEMUTLER, U p62 (Ser403
& Ser349) (4 BAF TEBR/MENZRDIZ. =5
(C p62 Z719 D Nrf2 JHHEICEIS 9D NBR1 (&
BAF 5 THR(CK T ULz (K 21B-D),

14.Bafilomycin Al & Chloroquine (C &k 5#i
ENDHE



E MaB(CH D8 Z NS D728, IEHE
DIEERRBEZREU. H,0, KU BAF., CHQ Z
"5 Uz, RERORE(CHNTE H0, I5(CK
D HO-1 msFEMEER=NC (K 22A), BAF#%
57T(& 10 nM. 20 nM &£EIC HO-1 DR T =R
&Jz. CHQ #5T(E 50 uM T NQO1 FIR(IfxRTZ
NTULZA HO-1 (F#EEET UTULVZ.NBR1 (C
U TIEBAF & CHQ TEM 2 D 2 (K22B).
ISR T MEMREE<EREVSERE
‘oo T CTNISEEMREE SiHEMR
LStofenZ < gFnsreoLEX SN, U
MU, BAF (CI3NE LB RZIR F =B S alaetEnt
~EEns.

E. #&:m

T ARHEARE R RE DRHMAIR EHRIERY
(CIEML. D FRIHEORSRBEELIED TN
Do ABRNS. (LFMEICERZIEOEM (T3
IIREMHAIOERENMERN (CIERENT
WD, =BT AEEECED YR TFHECHS LY
THRESNDHBIEEDORTE, {LFMEDE
JEFELE (CX T DRZE(CDNTIE. BHFHRFED
REYIR b BEEFOBENS. 1TEHIERC
EATES TORBRHMNMERN (CER TEERN
(CRBLTWVWD, c5IEFTEZ(EUHETBRIE

FWEICRDIEEFETIRCHNTE. BER(C,

{EEMBEOBEN (WER) TREISNTED.
{EEME DR FH A XPRARE Vo W EDE
WEBHRIROER (E+D (CERB SN TLVRL,
TOUEBR=NS. KIFR(IMEFYIERE Sl
SMHICET IRZIBRLONEEDFAHNZX
LDBBRICKD., RESUEAN—ILZEBRUL
RENFHMERF—LZBETDIEDTHD. EhiE
FRESHEFNEANSDILFMEDY XU
BERZBEL. URTER(CARDIITITIBERAZNK
(CEITDHMRDEHRICARETSTEMI DDHES
I ALBECBITDEFMEDY R TFHAEICET
DEMIBIROBILEY OECD TR hHA RSA>
ANDERICET DIHREDEEICDRND.
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Term g-value Term g-value
1 HIF-1 transcriptional activity in hypoxia 7.42E-06 1 Transmembrane transport of small molecules 0.120
2 Interleukin-2 signaling pathway 2.33E-05 2 Amino acid biosynthesis and interconversion 0.120
3 BDNF signaling pathway 3.46E-05 3 Amino acid transport across the plasma membrane 0.123
4 EGFR1 pathway 1.26E-04 4 |Transport of inorganic cations/anions and amino acids| 0.148
5 Interleukin-4 regulation of apoptosis 1.29E-04 5 Amino acid metabolism 0.148
6 Gastrin pathway 3.79E-04 6 SLC-mediated transmembrane transport 0.148
7 Oncostatin M 0.00321 7 Small cell lung cancer 0.244
8 TSH regulation of gene expression 0.00321 8 Integrin-linked kinase signaling 0.259
9 FSH regulation of apoptosis 0.00324 9 Stress induction of HSP regulation 0.284
10 | Hormone ligand-binding G-protein coupled receptors | 0.00417 10 Amino acid and oligopeptide SLC transporters 0.284
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£53{tDBeWo(Z50 UM forskolinZz 24BF/ILAE Lz, VPA (0.6 mM) Z728RIRIMUZ. M@ZEINURNAZRE. WEE(CKDCDNAZ
ER%. RNA-SeqlcftLTz.  (A) FPKM 0.5 EHD. RIRZEE Uz LA2000 DB FERWTOISRY -3 =T I2%IC (5 ; EFR.
7, ERR) . (B) I5XSF—B. DICx U TPathwayf# iz RiEL 7z,
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(A) HIF-1a
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B4 : VPA[CKBHIF-1a. BT, HIF-1TFimiEEFOZEEFHE

EKbDBeWolZ50 uM forskolinZ248FRALE L7z, VPA (0.6 mM) Z1. 3. 6BFEITRIFMNCHIMULIE. (A)
B Liefign 545> /OB =M U, HIF-1aDFRIRE% Western Blottinglc KD LIZ.  (B) F593{bdBeWolC
50 uM forskolinZz24BFRIAE Uz, VPAZ72BERIRIIL. RNAZIHME LTz, BEFOMRNARIRE(E. GAPDH CIEH#E
{£9I B ETHE Uz, Data are presented as mean + SD (n = 3). *P < 0.05. ****p < 0.0001.
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(A) (B) (D)
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E5 : VPAIRE&DIREFRIVEVELE. DI I—XMDAHK KT BHIF-1EEEE DS

BeWolZ. FrkERIIL. SRRERMEIRAEDEEFELE. VPA (0.6, 0.9 mM) =BT, F/=(d. VPA (0.6, 0.9 mM) &igfE/T
JUL (5. 10 pM) ZEEFC72MEASEz. BEROMRZEEINL. (A) CGB. (B) CSH1MmMRNAFEIREZ%real time RT-PCRICK D
FUTz. BEEOMRNARIRE (XGAPDHTIZ# LT DT & T Uz, Data are presented as mean = SD (n = 3) . *P < 0.05. ***P <
0.001 ****P < 0.0001 by Tukey’s method. (C) ffaZEIN Lwash Uiz, HADILI—AERIMU T, BEXIEMEE(C K D HERADI)L
O—ZXBRDiAHE%FHALZ. (D) BEURLEHRENSST> /I OE=mE U, GLUT1ORIEE%Z Western Blotting(C KDLz,
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25 | i
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forskolin : — + + + + forskolin : — + + + +

nAg10 @ _ - 0.039 0.078 0.156  NAU10:  _ - 0.039 0078 0.156

(pg/mL) (pg/mL)

E6 : >/ HFREIC L DSRFEI—H—DRIREEAFT

BeWoffif2tk(C (A) nAg10. (B) nAul0%Z0. 0.039. 0.078. 0.15 ug/mLOEE TS50 pM forskolin &EH(CAE LTz, 485§k (CHlkR
ZEUX URNAZ .. FERE (CKDCDNAZ{ERE. real-time RT-PCRICHUTz. ZEFOMRNAFKIRE (L, B-ActinTIE#E(L T D2 & THE
U7z. Data are presented as mean + SD (n=3). *P < 0.05 by Tukey’s method.
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(A) (B)
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7 : SlafkREERROR SIS LUSRELESDE
(A) BeWoHHREHKIC. nAg10%0. 0.039 pg/mLODEE TS50 uM forskolin&HICABE L., 48KRIZICHIIRZREE L., Mgtz
REERELIT. HESIEMIE (SP5; Leica) ([CKDHEAEHGZIRSF LIz, DAPI (blue) . desmoplakin I/II (green) Z=U
TW3. BEESIREFZIREZ UL OBEMTICAU/Z, Scale bars = 50 um (B) IREZUCEXBEHREZE EIC. (AIRAREERRERO
B/ L) x 1000D5TER TERMMEEIEDELZE Uiz, (C) ImagelzAWTDAPITREEINERDARETETZEE L.
*¥¥%P < 0.0001 by Steel-Dwass test.
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(A)  Relative HDAC1 activity ~ (B) Relative HDAC2 activity
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B8 : nAg10hER b VP FIVEBEREDRIE(CS K (F T R & T
nAgl0(ck? (A) HDACL1. (B) HDAC2. (C) HDAC3.

(D) HDAC4.

(E) HDACS5MSEMZENI % HDAC fluorogenic assayZRWLT

FHE LTz, ZBFOHDACEM(E. TSARTER Z 0. FFREHZ100& UTREL THER ULz, *P < 0.05, ***P < 0.001, ****P < 0.0001

by Dunnett’s method.

Relative HDAC1 activity
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> 1004
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nAu10 (ug/mL)

E9 : nAUlODER M7 EFIVEEREL1DFBEICS KIFT
RZEE

nAu10(C X BHDAC1 D E M Z B2 HDAC fluorogenic assay
ZRAWTEE Uz, HDACLE M (., TSAIRER % 0. FEIRE
BZ100& UCTEEELTHEUZ. ns: not significant, **p
< 0.05, *****P < 0.0001 by Dunnett’'s method.
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(A) Relative HDAC1 activity (B) Relative HDACS5 activity
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Ag*. nAgl10. nAg30. nAg70ic&k3 (A) HDACL.
DOHDACE M (F. TSAIREE Z 0. FERTEEIZ100& U CTEREL TLHEE Uz, ns: not significant, *P < 0.05, ***P < 0.001,

*¥*¥**p < 0.0001 by Dunnett’'s method.
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E11 : BeWolc BT 35nAg10DFHEPIER D iAH#Z & DAFEA

(A) BeWoZ4 CEMHTIFMEEUZE. nAgl0 (0.156 pg/mL) ZHIMUL., =5(C4CTIRFMEBEEL
2. (B) 5-(N-Ethyl-N-isopropyl)-Amiloride (EIPA) &#EE100 pM(CTI3ERIRMUIEE. BEE
50 pMdforskolin&0.156 pg/mLMDnAgl0Z3EFEMELZ. (C) Methyl-B-cyclodextrin (MBCD) %
RIRE2.5 mMMT1RRILE Uz, FEEFIFE F CHRRIEES0 pMdforskolin&0.156 pg/mLdnAgl0%3
BFRMLE LU=, (D) Chlorpromazine hydrochloride (CPZ) Z#£EE10 pg/mLT1MAUELZ%. H
EXIFIE T THRIBES0 uMdforskolin&0.156 ug/mLOnAgl0&E3BEMMNE LIz, T, HzZ=ELUIXL.
HeRERE & ICP-MSIC K DAIFE L7z, Data are presented as mean = SD (n = 3). ns, not significant,
**P < 0.01, ***P < 0.001 by student’s t-test.
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(A) FIR10.5HB®DBALB/cCrSIcY IR I, FILI—XRBE®KRETZ(EnAg10 (0.078, 0.3125, 1.25 mg/kg
mouse) ZHOIEEIRES Uiz, HIR1S.5CHE(CHEFT CREIZERL. (B) BHRHAHE. (C) RBFE=E. L
. (D) mBEE=EZAFELRE. The results presented here are pooled from two independent
experiments. Glucose; n = 53, nAg10-0.078; n = 35, nAg10-0.312; n = 43, nAg10-1.25; n = 38. Data
are presented as means = S.D.; *P < 0.05.
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15.5HB(CES =TV, (A) MR, (B) BAfE. (C) FAFICHIFBIREZEICP-MSICKDAIEL/Z. Data are presented as mean + SEM.
N.D., not detect, ****P < 0.0001 by dunnett-test (N.D.%0¢& U THiEHERIfT & S=ME)
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Data are presented as mean + SD (n=3).
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BeWolZ. nSP10Z&IEBE TS50 UM forskolin& &EI(C48BFHMNE Uiz, FiaRRMACINHIDEBEE &~ LT, forskolin&H-
89 (10 uM) DHNBEIZRTE L. TDHE. (A, C) MTTZvtAICLDMEESY M3 &(C. (B, D) #ifE
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(&, B-ActinTiE#(L I B ETHE UJz, Data are presented as mean + SD (n=3) . **P < 0.01, ***P < 0.001,
****xp < 0.0001.
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U7z, Data are presented as mean £ SD (n=3) . *P < 0.05, **P < 0.01, ***P < 0.001.
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Bafilomycin (20 nM) Z&EUTz. > bO—)LIEDMSOUE & Uz,

(C) BeWoifatk(Cforskolin (25 pM) Z&72BFRILE USRAEZFE LTz, forskolin& &E(Cbafilomycin (20 nM)
Torin (10 nM) . Tat-Beclinl (20 uM) =B L.

(D) Primary human trophblastziS&E USRAMEESRE Uz, BE2BE K DBafilomycin (20 nM) Z4EL. BE3H
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B &(Cfusion index (RIESHBORE/ERE) ZETE Uz, ERFETNETN6RE Zimss URRTICALZ. *P<0.05
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