b & EC . (M) HExENE %

DAFLT= S —I > 3.0 x 10 - HEA. MAEEIA
DEFAT L )= > 30 x 10" - FooiEMER., #isEmnE
pr-Fu T ) — > 3.0 x10* - R ErEtER
ps7FAT = > 3.0 x 10 - REiEtEA
pt-7TFNT xS — ) > 3.0 x10% - FEiEtER. PC MBS+ RINEA
pFFNT S > 3.0 x 10 - FEfEER, MisEsInE
Dt~ F AT x ) — > 3.0 x 10 - FmiEtER, BiEE A
Pl T 3 S — > 3.0 x 10* -

DI~ F AT ) — > 3.0 x 10 -

prTFNT o S > 3.0 x 10+ -

pt-ATFNT xS — s > 3.0 x 10 - RoiEteR, #IgEmnE
ptyFLT S — > 3.0 x 10 - RafEERL, #ARFIH
pbhr-/ =7 S > 3.0 x 10* - FEmiEteA, SPFERmA
P FF 7 e 7 —b > 3.0x10* - RETEEA]. BEREERINA
oAFNT ) — > 3.0 x 10* -

T FALT S —i > 3.0 x 10 -

oA VTR Tx /S — 3.1 x 104 1/1.5 x 104

or7UEATx S > 3.0 x 1079 -

ot-TFNT £ S 4.8 x 10° 1/2.3 x 103

o7 FLT S —N > 3.0 x 10° -

o7 =07 J—i (OPP) > 3.0 x 10 - BL M|

oA — K7z J—ib > 3.0 x 104 -

mt-7FNT o ) > 3.0 x 107 -

BHT > 3.0 x 10 - A5 B A

BHA > 3.0 x 10+ - BRI
44-CE FFR v E7 2= > 3.0 x 10 -

b Foxiery > 3.0x 10" - v L R
353-rla—FFo=1 (T 2,1 x 108 } PR E

F4 TAFNLT ) AVEOBRBRRNAE CEER O
b #xENE :3,53- MV 3a—FFu=0 EC,,/ #BibEWMED EC,
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Lamn B, (M) FRIENE > wE

A F 8T L > 3.0 x 107 - Y62

T FNAF R > 3.0 x 10° - (36 s

FaE AT > 3.0 x 10™ - RITE
FFNRTG AL > 3.0 x 107 - RIEE

A P s UT > 3.0 x 10 - EZe2d
rrto REUERER Na > 3.0 x 107 - 285 R ACHHEY
FV )X ERER > 3.0 x 10" -

ERTx /A > 3.0 x 107 - PC #AERE
BADGE > 3.0 x 107 - PC #ARIEE
BADGE -2HCl > 30 x 10 - PC #hsrEHRS
BADGE-2H ,0 > 3.0 x 10 - PC HRSTRHRLSY
STz —RF—h > 3.0 x 10 - PC #ARRH
PUZFAT I > 3.0 x 10 - PC #AGHEE
FEN AT > 3.0 x 10 - THRE
(NP > 3.0 x 10 - TR
AFLY > 3.0 x 10 - TR
TFAAE > 3.0 x 10 - T¥IFE

A I F RN > 3.0 x 10 - T
mFr Y > 3.0 x 10 - TERE
T FAAA > 3.0 x 10 - TR
p=hrays > 3.0 x 10 - TR

o Rhaexys > 3.0 x 10™ - TEF

[ ey > 3.0 x10* - TR
trans—A& F s > 3.0 x 10™ - T
V7 x =T > 3.0 x 10 - AT RES

4 TaEPT T > 3.0 x 10 - B
44- DT OEDT ST T > 3.0 x 10 - L33l
AR T S > 3.0 x 107 - E A e
AF RS > 3.0 x 10™ - A BRB A
PAF R > 3.0 x 10* - S RE LA
W+ Y F R > 3.0 x 107 - AR LA
4-t-FFNT = )= VT AT N

Foi > 3.0 x 10 - Tk
F7 3w HC > 3.0 x 10 - 71/ BOREY
35,3.5-F k73— FFur= (T4 4.2 x 10% 1/2 LR R A-E
3.53-rVa—FFo=1 (T3) 2.1 x 108 1 FRRE LT -

5 NTRY, YARAT /)= APEERUAEUVFEEREORRBERAE ARERAD
B2 2]
b) FHXTEM: :3,5,3- YA —FKFr=0 EC,,/ #HER{LEHED EC,,
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TR 12 FE JFAEREHAERMEE (AELEREMESE)
SRS E
BT/ D725 AEBEEMEERONZWI < EALFHE O ST R
EhRRAT ST

b MR R E B H295R MR D T Vv F S — LV EEICRIET AF LR ) v —,

FA<—, Nlv—, ZELBTRATN, RRTAFAT = ) —LOMEDHE
EEFEE TEBZ EERKEF
MEBAHE FHHEE EERXE
MRAEE

RIBREDILEMEORNERE R T 14 RRAE L ELE (steroidgenesis) (2
ETRELMATHSEMT, b FRIBHENED H295R MMEHWTaLF S — AP
ACRETRECEVEOREBYFIMT 27 v A HER2ESILE. 207 oA
RERAWTEDFE2RME LAGRBEEREH SEHPEDR TR Y, NoWH
KEALFHMELE LTIV AN 9 7ENTHWHARAF LT v —, FAf<—,
v—, TENBTATN, RETLENLT =) —VEOBEB» BRI L. X5z
ATuA FEAZHEETOZLNROONAET ALY VI~ 4-/ =
NTx )= BRRA-t-F T FNT o ) VB OWTEOERBFEORN 1T
Sl A, TROOFEHEIZ AT S LR EBET EZED Y L, I
F 7 a— AL P40 A X —E TH D P450sce, P450cl7 KU P450c21 %

FESTHZEE2HALMNILE.

A, FFEAW

P < ELEFWEIL TAEDHE
HiE, B, B4, HDSVIIITENCE
ET 34 ODEBERNENLE L DER,
AW, ENEE, S, 'R,
BIOREDZ VT T A YO BRE
ZEETLIHREEE N ESOHE
(RUA MNNDRTU—T gy, 1
99 7HF1A) LERINTEY, b
LI HBRREHEEOASM < EALY
MEODBREBIZLVANEEFALE DS
R E ENZBE, TERN
DFWHRBRNHELINATEELEZL S
o, Bloih b0 EmENKBAERY
MOFAEFEOR G- R IR E X
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NBHZET, ATFTaA FEAECER
BHEFINTGE, £PICBITHHELE
RETEIZBWTIRAZEEBREND Z
LS END.

FAFFETIL, FEEE N L FHE D
HEENAT A FRALEVERICKIE
TEELEATHLICRAEBX, &
~ BB Sk OH295R M AR & B W T in
vitro G, A7 a4 FRLEESREE
ZIEEIC Ui R 2RI L /.
BRABRBRLELTERAENTVERY
AFLBEPICEBERFL A<
—BXORAFL M) —RNEETS
LENRHEINTWS., F-FRLRY
AF LRGN REA~DZFNLL DA




FlLoFfv—REAFL M) w—
OBITOFBEEN TR IN TS, b
W2, PENVBI AT NRL T FAF v 7
OFEE L LTERENTEY4/ =
N7z ) —NVEE, BRI R aTE
MHRIEOSEHE LT, ST RF v 7]
EICERFTHAEEESTEIND. Zh
o DL EME XN WL ELILFHE
ELTUVRRT w7 ENTWS. £ZT
A TIE, A7 A FHRE R
EEEEC LEMEREAWT, XF L
vE)e—, FAL~v—, N~w— T&
NWEBETZ AT, BT AFNT . ) —)b
HORT oA RERATVEACRIET
EREIBRNTHELELE.

B. BFRGHE
B-1. ERMBETRAE

styrene monomer,
2, 4—diphenvl-1-butene,
trans—1, 2-diphenylcyclobutane,
cis—1, 2-diphenylcyclobutane,
1, 3—diphenylpropane,
2,4, 6-triphenyl
—~]-hexene,
la—phenyl-4a-(1-phenylethyl)-1, 2, 3
, 4~tetrahydronaphthalene,
1, 3, 5—triphenvlcyclohexane,
dibutyryl cAMP, phthalic acid,
4-mnonylphenol, 4-roctylphenol,
4-t-octylphenol, 4-r-heptylphenol,
4-n-hexylphenol, 4—t—pentylphenol,
4--pentylphencl, 4-t-pentylphenol,
4-t-butylphenol, 2-#-butylphenol A
X 3-t-butylphenol (IFfnYeMiZE T ¥ L
DEEAN L7~. Butyl benzyl phthalate,
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di-#butyl phthalate, dicyclohexyl
phthalate, diethyl phthalate,
diethylhexyl adipate,
di(2—-ethylhexyl)phthalate,
di-mhexyl phthalate, di-mpentyl
phthalate, dipropyl phthalate,
4-n-butylphenol, 4-nonylphenol ¥ X
* 4-n—dodecylphenol IZRERILE L D
WA L. LRFARF (EGF, human
recombinant) (X7 o L VA LE.
AT [4-"C1 AT A FTHD
cholesterol (1887MBg/mmol),
dehydroepiandrosterone
(2. 05GBq/mmol), progesterone
(2. 05GBq/mmol) R TF
deoxycorticosterone (2.22GBq/mmol)
X34t New England Nuclear #H#d
ThHY, BERIFVATA Y b—THE
MOEALL., SHEZRERT oA R,
NAD", NADPH, glucose 6-phosphate 33
£ X glucose 6-phosphate
dehydrogenase i3 Sigma-Aldrich Japan
MPHEBALE. TRV R 003
Kimura et al VO#EIZENY VEIE
L OHERL.
FOMOREITIRO i AR %o
BE UL AW,

B~2. #itaiL#E

b MBI R E Bk H295R MRLIE T
Ian Mason 1# =+ (University of
Edinburgh, Royal Infirmary of
Edinburgh, Edinburgh, Scotland) & ¥
fits Xz, #EHE LT insulin (6. 25
pg/ml), transferrin (6.25 pg/mL),
(6.25 ng/mL), ¥ L T

selenium



linoleic acid (5.35 pg/mL) % & ¢
D-MEM/F-12 medium (1:1 mixture of
Dulbecco’ s Modified Eagle’
Ham’ s F-12 Medium) {Z, (I 1% ITS
Plus (Collaborative
Bedford, MA), 2% Ultrose G (Sepracore,
France) B8 X UHAME (penicillin:
50 IU/ml & streptomycin: 50ug/ml)
EMA-EREEER L. MK
e’ flasks ZFEH L, 5%CO,- 95 % air
DOFMEF 37°C T BEEZITV, AL
7=, SAEZIE U T 24-well plate (&
VT ANTF v— L TERICER L.

s and

Research,

B-3. H295R MIMAD A5 v A FEADHE
M L cortisol O4HT

24-well plate IZH 7 HNLF v —L
7= H295R #BRaIX, 80 %= 7T b
OYREET 1% ITS Plus, 0.0 % bovine
serum albumin (bovuminar®:
Intergen) B I THAME ST
D-MEM/F-12 BFRIZATHL L 24 WefHlBE
EB%, REOHEEPLRDIFLVAY
7506 ml) EEEIHBIT. KIS, &
EDOATaA FEAIIRTHEELY R
T B, TH I —ABBNEAK
SNV LT RE RN AT, £h
L RIRFICHIRR D AT 11 A NEEA % FHE
A BB Tdibutyryl cyclic AMP (1mM)
MR BIZ—ERME (24 FFEEHD0IT
48 BFf) BB LU=, b, AV U AS
DTHF ) —NBHDHWNERAY J—VED
EELITRATEE 1.0 %(v/v) 2z 20
kil ZORETITMD 2L
F—NEEIIIEE T RITS RN
EARER L. RIS X Wt dibutyryl

cyclic AMP Z##IN L 7= —ERRIZICES
‘P W XTI cortisol 12T VA
AL T vEASKIZELHEF >~ b
(DPC cortisol kit, Diagnostic
Product Corporation) # R FDERE
FRELZ. BRVREAERUESIC
BET {2 EOHRIC T 58
Pl B - HICRIENEER I
CytoTox96 non—radiocactive
cytotoxicity assay kit (Promega
Corp. ) % VT H295R KHRRA> & i3
5 IHEMLXRAIET D &K, well @
RoOMRRERE L. £, v
AR LTV AR 2 BiE T S
RFEE LT, well FOMEHRE
phosphate buffered saline TR < %%
#%, NaCl (150mM), sodium dodecyl
sulfate (SDS, 1%), EGTA (5 mM), MgCl,
(0. 5mM), MnCl, (0.5mM) 35X R
phenylmethylsulfonylfluoride (PMSF,
0. 2mM) % 1 Tris-HCl buffer (50 mM,
pH7. ) ZRWTHE#H L TEEREEREY
HE L. EAEEORIEIL BCA assay
¥ v b (Pierce Chemical Co.) % HW\
THIE L.

B-4. H295R Mif@rH I b2 FUTHR
I rsuy—-ro@N

dibutyryl cAMP (ImM) & EGF
(10ng/mL) T 24 hr XLFR L 7= H295R #H
F2(1.0~2.1 g wet weight) [I®#HI L=
PBS TRE®E®Z, 3 ml @ 0.25 M
sucrose (b M U EEIRMETR (pH 7.4),
0.5 mM EDTA, 1 mM DTT and 0. 1 mM PMSF
Zade) (FEME#E A) % C Dounce tissue
grinder (Wheaton) R\ THRESFFT A
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A LT, EBWEITPEV 9, 000xg, 20 min &

LEELTI bar N TEZEZHEZ.

I ha R T7HEHSITEIC 70 oM
sucrose, 5 mM MgCl,, 0.5 mM CaCl, ¥
LT 20 oM Tris-HCl #BME#K (oH 7.4)
Zetr 0.21 M mannitol THEd#%,
BITELSBEL, 1eMDTT, 0.1 mM PMSF
B L 20% glycerol & & e RIEEMIRIZ
BB L. i smMcaCl, Mz <
K& T thr DA F 23— a3 D,
10, 000xg , 10 min DOFLTEEE TV,
/Y —LESEER. BRI
oY — AEFIIENEROBE T 20%
glycerol 2= {piRMEHE A (TR L 7=,
I hay FU PESEEICREREER
EDEDILHEEHENEBL T (10
cycles of 15 sec 50 W, Model VCG0T,
Sonic & Materials Inc.). FHFiLD
BEi43i% 5.0 ~5.6 mg/nl OREAEBRE
WAL, -TOCTCHRTEL 7.
B-5. MREEOHE

P450scc (cholesterol fISHEINEESE)
EHERB I UP450118 (118-k Faxv
Z—) {EMEITE 4 [4-1C] cholesterol
(500 Bq/1 nmol/2ul. ethanol) ¥ X
[4-1C] deoxycorticosterone (500 Bq/1
nmol/2 pL ethanol) ZEEHE LTIk
o KUY 7, glucose-6~phosphate (25
mM), glucose—6-phosphate
dehydrogenase (0. 1 unit), NADP'(0.5
mM), ¥ & O adrenodoxin (2 pM) DTELE
T37C, 2hrA>Fa—rart1h
ZEICEVRELF. 38-HSD I (38~
hydroxysteroid dehydrogenase type
) & 4-1C)
dehydroepiandrosterone (500 Bg/1

nmol/2 pL ethanol) #®EHE & L T,
0.2ml @ 100 mM V ERRIEK (pH 7. 4)
FCI s Y—25, NAD'(0. 5 mM) DIFTE
T37°C, lhr £ FaX— g7
HZEICEDAELE.

P450c17 (17a-hyroxylase/C,; 5~ lyase)
¥ L T P450c21 (21-hydroxylase) i&4E
1 [4-*C] progesterone (500 Bq/1
nmol/2 plL ethanol) #¥E & LT, 0.2
mL @ 100 oM Y CEEER (pH 7.4)
FTIsny—A,
glucose—6—phosphate (256 mM),
glucose—6-phosphate dehydrogenase
(0.1 unit), NADP'(0.5 mM) DFFTE F
37°C, 1 hr 41 o FaX—ar4TAHZ
CIZEVHAIELE. AT~
asRTHEAT A F&20.6 mL O
ethyl acetate / 2,2, 4-
trimethylpentane (1/1, v/v) THith
LTCELE L, TLC(Kieselgel 60F254,
Merck) IZ & © BE & RISHERD & 77 8E
L 7. BB #EIE benzene/acetone (8/1,
v/v), benzene/ethyl acetate (2/1,
v/v), benzene/acetone (7/3, v/v) %
FERLE, V44— IT97 4—T
HHEEE# A 7 2 A Fafi L=,
FNEFNDAR Y FOBHEL Kk
YFL—alAv s A—ICTHRIEL
7=. P450scc, P45011 8 B LR 3B -HSD
I 751 pregnenolone,
corticosterone ¥ X8
androstenedione MAERE L LT,
P450c17 TEPERL
17o-hydroxyprogesterone &
11-deoxycortisol EREDOERFI L LT,
KR P450c21 &ML 11-deoxycortisol



L 11-deoxycorticosterone LB D
fol L CENERRLI.
B6. AEEDRE

HEZDRENL Student” s @ ¢-test
i LAYt

5 RaR S

C-1. {LEHED AT A REALEVE
A RETES

C-1-1. AF VI FAT—REAFL

F)~—IREBOER

H295R MR cortisol EEAIZ KITT

EEAFLE ) v—, TLw—, b

Vv —DREZE . RE0.25—10
pg/ml) TR L. BEE LTATFL
VB ) v —Td D ethenybenzene, AF
LV FAw—ToHdD

2, 4-diphenyl-1-butene,

trans—1, 2-diphenylcyclobutane,
cis—1, 2-diphenylcyclobutane,

1, 3-diphenylpropane, RTUFAF L |
J=—Tdhd

2, 4, 6-triphenyl-1-hexene,
la-phenyl-4a-(1-phenylethyl)-1, 2, 3
, 4—tetrahydronaphthalene,

1, 3, 5-triphenyleyclohexane % R\ 7z.

FORR, “NEDAFLVE v,
KA =—, §Y~=—{H295R fEAD
cortisol EEAIZIIMGHFELRERE X
&t
Fi, ERCERLZBEICRBWT,
IhbE'E /) v—, FAv—RUFI)=
— DRI T A FMETFE S LR d
7.
C-1-2. ZHANBTATNVERBOREE
H295R #AfR0 cortisol EAIIZRITT

(RE BRI L Tunvieny),

BT INVBIATNEOERE
DOBETHRH L. TOHKR, 0.3 UM
LB 0pMOBREOBRBETIIRERE
fLixBo Loz, L L
EBEETHD 30 uM OBEICEK VT Fig.
1 2 T X 5 T dicyclohexyl
phthalate (DCHP) A% cortisol EE
AEFEICIRELE (76 % . L LAtk
DT ANBET AT AVEHOBEIZL YA
B cortisol EADOIAIIRD i
Mots. SFEBEIZIT S DCHP OFRE
PhiR% Fig. 2\ d 05, ZOREEFEDR
BRI LTV, B, WTh
D7 HEARRT AT IAZBWTHBREE
BRICERLA-BRE ClIIMREEIRD
LBz,
C-1-3. 7A¥N7x /) —NVIRBOREE
H295R EAICRITTTAXNLT =/
—NVERBOREY . DRETHE
L. ZOME, 1.0 yM DBEEORE
TIAT HEEBIEED Lo 7o,
10 pM DR OIRTE Ti
4-t-octylphenol (4-¢-OP) 7% cortisol
DEAXFEICHTE L7, 50 pM OREE
DBRETiE Fig. 32T LI,
4-thutylphenol (4-tBP),
4-t-pentylphenol (4-¢t-PP), 4-t-0P
33 £ U8 4-nonvlphenol (4-NP) A3
cortisol DEAXAEIZHAEFELZ. L
ML, 7=/ — VORI BENE T
BORBENSLRDTLXNEERTD
4~ T VF N7 x /—NX H295R D
cortisol EAICEEL RITIRMoTC.
ZEBREORITD 4-tPP, 4-t0P B
L 4-NP OLERR % Fig. 410
2. I b OHENRIIBEREICK
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FLTk £, ERICERLEE
BiZBWT, TA¥ATx /—AED
BREBICL5HKEBHIEIBDONARD -
7.

C-2. A5 uA FERAMECSREEER
=30 A

C-2-1. DCHP AT A HFNT . J —NED
YEF B FF

H295R #MR O cortisol PEA A HET
% DCHP, 4-¢-PP,4-t-OP 38 L 1% 4-NP
ERBFELZIA LT A-DD— L
L Tcortisol EEAICHETHBERETH
% P450sce, 3B-HSD I, P450cl7,
P450c21 35 X% P45011BIZet 3 AFHE
YERZ®B L7 (Table D). ZDOHEER,
DCHP i 25 pM DK T P450c2] &M%
HEIZEELE. 4-t-0P 13 12.5 Bk
Y 25 M OB PE T P450sce iEE &8
WHEL, 52 25 pM OBET
P450c17 K TX P450c21 #PRE L /-, [k
IZ, 4-NP ¥ 25 uM DB E T P450sce %
MEHEFL, 51T 12.5 KT 25 uM
DPRPE T P450c17 KT P450c21 {51 %
MAIWCHEE L. H25R M D
cortisol PEAEICHEBA RIFTIhoTe
4-p-0P IIWThD R T oA REREESE
HLEE Lotz £, BROME
EAZBRE LI DCHP R T A F LT = /
—L¥EI 3B-HSD M&# £ < HEL AN
-7,

D. &

E FORIEREEBEMRND T A
fbEa MM TH 2D H295R A
P450scc, P450c17, P450c21, P45011B,
P450ald ROt 3p-HSD DA RE L TH Y,
EFOBIBEE 3 BoHXT S

aldosterone, cortisol B UX DHFA % 43
WTHnZ eh@mEEhTWnA. ACTH L
T —EFRBEALTWREWVWLOD,

cAMP BSINIT £ 9 cortisol WA TLEES
BIED, TUoOF T IR KITH
Bt~ LT aldosterone Z43ih4 5 2 &
bAREINTWEEZEEOHBRTHS
2-5}

PREERE, &3 in vitro TO A5
A FHRNVECERBESEZEICLTH
FFREMP LR EFEERSBAED
ARr< BLEHEOREY, @F
PORBEICTFM T H5REE FORT 2
A4 FELMBEOET NV THD H295R #
faz=fER L THRELE.

BEMBERELTERENTNBRY
AF LRGP EEAF L FA<
—BIUPRAFL N ~—BEETH
ZEBRMEINTEL ¥, 513N
W EALEME L LTI R T o7
IR TWaS, RIAFL BN LR
B ~DENEDAF Lo H A= — R
AF L b Y v—OBITOREHNTR
mEh, FIZERSEENEL<, #HE
FRICBBE A VAR Y AF L U BIAR
AV DEIFE~DOBITHREENTE
DY b hOREICHT SRENES
ENhTWa., #ZT, ZThbAF L
A<= —ROPRAF LYY ~w—D
H295R #BHA O cortisol B4 RIFTE
BERBLEE, FEREEIFEDL
nigmnoi-.

Nawr EbEHEEL LT R b
Ty 7T ENTHWAEE7 Z VBT AT
MITIFRAF v 7 WGEORER|E LT
ZREINTEY, 792xFvI78OE
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R BGEENLRELIIBITT ST
HENRREBINTWS., FOLHEET
ANEBET AT NADTA Moy AERS
Lk 72—k OREERILEOMIIEE
LOT vEAITEVALR TS .
F, TTRAF I DFEERTEHD
REEHERNBERTELONLBE
FTAEALT = ) —bRamH< &k

FHELLTIARANT »7ENTEY,

in vitrd®&H AW in vivo VP TED
T A M UoEERARLRTVD.
LdrL, A7ad RERALECVEECK
FTER W TIIEEAERT SN
T, £/, BBETHIEELT,
di-mbutyl phthalate (DBP) DHEZ o
FOATERE OREICEXELY RITT
ZERMESRLTWS P EZ DCHP
X O HY TH D monocychlohexyl
phthalate PREMRICERICERER L K
T EAREEINTND W,
Bl 7 AT v hDE# Lydig #Hfa
AW EB T octylphenol AT 12
A4 FAENLECVEEAEZHET S Z LHH
EXRTWS P2 —%, octylphenol,
octylphenol diethoxylate ¥ X T
octylphenol monocarboxylate A3 JTFH#D
CYP1A2, CYP2A, CYP2B2, CYP2C11 and
CYP3A2 %D PAS0 AR ETHZ & ), %
7= nonylphenol 23[E4%{Z CYPIA and
CYP3A ZPAFETAZE 2P HESH
TWa.
AKRFRIZE VLT M OF—F—
BHBVE ppm & WD ERE T3S 5
DCHP, 4-¢-PP, 4-¢0P # X T} 4-NP 5
Bl AE®D H95R MROEET D
cortisol BWAEMETHZ L 2D T

HWEL, BloF0/ERBFEREL
7-& =5, DCHP X cortisol PEAIZH
4 AR TH S P450c21 %, 4-¢-PP,
4- t-0P 33 L TR 4-NP }X P450sce, P450c17
B LU P450c21 #BETHZ L 2AL
Iz L. BiZ P4S0sce X AT A R
FNVEVEEORIOAT 7T ThbH,
oL A7 ue—/LORISEENIZEES LT
B0, BIBOLSTHRERCIIRIC
BiIsATaAf R+ /EEIZEE
REERTHD. £ P450clT IIT K
s UCELECEELRERTHY,
P450c21 o F a4 FEAIIRS D
EOHFLVERTHLHD.

E. ¥&&

BT EME L AR EM
SEHAREDILTWARNGW < E4K
ZMEONEMAT oA FHRALE VE
4 (steroidgenesis) T RITTERE%L
fREA+ A AT, & MEIE B O H295R
M E AW T aLF ) — vEAIZRIZE
FRFLLE)v—, f<w—, bV
TENEBT AT, ROBTLX
N7 x /) —AOREDREBRTTL,

<A 7uMbBbBVTppmA—F— &
VO EBEE Tl d B A%, DCHP, 4-NP 33 &
R4-¢t-0P S F YV — VEAZRIRET
AZEEROLEMMNILE, EAERHEET
A LN LT DCHP, 4-NP 35 L O
4- 0P [ZHOWTEDERBFORTE
Tl s, ZhofbEHHITD
NF S LERE T LBERD I D,
BZF P a— AP0 E I AX T
— ¥ T 5 P4b0scc, P450cl? K X
P450c21 #FETHZ EEZBHLMNITL
7-.

~,
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Fig. 1. The effect of the exposure of various phthalate esters and related chemicals on
cortisol secretion from the adrenocortical H295R cells induced by dibutyryl cAMP.

BBP (Butyl benzyl phthalate), DBP (di-n-butyl phthalate), DCHP (dicyclohexyl
phthalate), DEP (diethyl phthalate), DOA (diethylhexyl adipate), DEHP
(di(2-ethylhexyl)phthalate), DHP (di-n-hexyl phthalate), DPP (di-n-pentyl phthalate),
DprP (dipropyl phthalate), and PtA (Phthalic acid) were used as the abbreviation. Each
column represents the mean with S.D. (n = 3). Asterisks denote significant difference

from the control value which was treated without chemicals; **p< 0.01.
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Fig, 2. The effect of increasing concentrations of dicyclohexyl phthalate (DCHP) on
cortisol secretion from the adrenocortical H295R cells induced by dibutyryl cAMP.

Each column represents the mean with S.D. (n = 3). Asterisks denote significant
difference from the control (0 pg/mL} value which was treated without DCHP; **p<
0.01.
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Fg.3. The effect of the exposure of various alkylphenols on cortisol secretion from
the adrenocortical H295R cells induced by dibutyryl cAMP.

Each column represents the mean with S.D. (n = 3 to 6). Asterisks denote significant
difference from the control value which was treated without chemicals; **p< 0.01.
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Fig. 4. The effect of increasing concentrations of 4-t-pentylphenol (A), 4-t-octylphenol
(B) and 4-nonylphenol (C) on cortisol secretion from the adrenocortical H295R cells
induced by dibutyryl cAMP.

Each column represents the mean with S.D. (n = 3). Asterisks denote significant
difference from the control (0 pg/mL) value which was treated without chemicals; * p<
0.05, **p< 0.01.
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