— Rats ——— |~ Mice — 1~ Guinea pigs 1 Hamsters

62 kDa— |
UGT1A
475 kDa—
62 kDa— [¢
UGT2B1 :
Rl S @@ Q’@@ c,‘b@
o°<;@<*ﬁe“‘° ﬁwﬁa‘"{i&% "P e FE S &6"@ &

Fig. 8. Immunoblots of hepatic microsomes of rats, mice, guinea pigs and
hamsters treated with PentaCB, HexaCB and KC500

The experimental conditions were the same as described in the note to Fig. 2.
Microsomes proteins (10 pg) were separated by SDS-PAGE, transferred to
nitrocellulose fitters, and probed with antibodies against UGT1A and UGT2B1.

Table 1. Liver concentrations of PCB congeners after the administration of
PentaCB, HexaCB and KC500 to rats, mice, guinea pigs and
hamsters
PCB PC8 concentration (ng/g liver}

Treatment congener Rats Mice Guinea pigs Hamsters

PentaCB PentaCB 11785+ 1025 124656295 212021790 2870122475

HexaCB HexaCB 43652355 8605 +£3545 3750%2140 133751305

KC500 PentaCB 335116 10521143 1874+ 43 4 1386185
23.3.4.4- 2535+ 16.6 782212 21381452 167.0+590
pentaCB
25445 B116x252 5454 £+ 48.9 816011581 4846172
pentaCB
223445 85922496 72144384 598841398 37062249
hexaC8
224455 42653185 3026323 37264952 2466195
hexaCB
233445 2053120 752+108  167.3x421 47.7+5.7
hexaCB

2233445 2048 +103 121811086 1515:456 334:24
heptaCe
2234455 160.2+63 136+ 1.0 1398+ 385 1024 +5.1
heptaCB

Sumof PCB 300031478 229264 1564 206643 +4205 16044 +62.3

Animals were given PentaCB (11 mgikg), HexaCB (19 mg/kg) and KC500 (37.5 markg)

ip. and killed at 4 days after the administration.

t 8.E. for two o six animals.

128\ T UGTIA OFRBEMENL7-(Fig. 8).
F7- . PentaCB, HexaCB R Ut KC500 448 5.1
To NBAT =BT, UGT2BE O R B EH Y
MLz, —F, vURATEIWT IO PCB 2 &
LT UGTIA, UGT2B1 OFEREIIELLA
Mad=,

HEYNTIT 3 FED PCB 2 5L, 5
% 4 AOAFIEP R PCB BEAE LI
F-%- Table 1 {2, MeSO, &} T OH K8 5 2

Results are expressed as the mean

FLFE% Table 2 2R T, 4 &I
PentaCB # 5% . ATl LiEBRE LIS v
B UO=7RATE>A 1,200 ng/g 8720, EA-E vk
K O BAE—DFEEITEENLDH 1/4~1/6
L7p-o7-(Table 1), F/2, HexaCB # & (& DN gk
PR L LA LT RTEV T 860 ng/g L7
DERbE, Tubh, TAEYPRBADLAT—D
BEIIFOR 112~13 o, s EOEMW
IZ KC500 ¥ 5%, A9 KR Z 1 PCB O#R



Table 2. Liver concentrations of MeS0,- and OH-PCB metabolites afier the
administration of PentaCB, HexaCB and KC500 to rats, mice, guinea

pigs and hamsters

MeSCy or OH-PCB concentration (ng/g liver)

Treatment Metabolite Rats Mice Guinea pigs  Hamsters
PentaCB 3-MeSO,-PentaCB 136x1.5 741 +£3.0 28B1+£33 32x01
4-MeSO,-PentaCB 234 +4.3 1059+ 6.3 202+86 24101
Sum of
manc-OH-FCE 1787 #1249 1308 +195 1646+818 21.7+158.2
Sum of
: .3 X i . . 8, X
di-OH-PCB 152.8 £ 110 44110 121+ 115 1862 13.0
HexaCB 3-MeSO,-HexaCB 1008+ 7.2 141.4 £301 4804 £19.1 1541204
4-MeS0;-HexaCB 1263 +86 15684290 1074:28 188+05
Sum of
monc-OH-PCE 3075+468 3260%1B4.0 126911033 2471281
Sum of
di-OH-PCB 54.2x245 1810 15581 45955
KC500 3-MeS0,-
323 X . X 9.1 . R |
23.4 StelraCB 23141 573128 %17 185210
4-MeS50,-
2.3 4 StetraCB 239431 836441 199+37 123207
3-MeSO;— '
2.2'% 4 5-pentaCB 93112 92104 8015 24201
4-MeSO4-
128186 29815 179233 0+03
2,23 4 5pentaCB ®
3MeS50,-PentaCB  53:07 16.8+08 267250 63x03
4-MeS0y-PentaCB 38105 343+17 277 £51 1.1£01
3MeS50,-HexaCB 35205 101 £05 19636 ad®
4-MeSOp-HexaCB 5107 83204 83+15 nd
3IMaS0;-
) . . . 0. | da®
2.2'4' 5.5 6-hexaCB 38+05 32£02 2100 n
4-MeS0,-
303 I . 0. I 42
2.2'4' 5.5 6-hexaCB 23 15007 2100 n
Sum of
1022+ 130 2674+13.2 75+255 46025
MeSO-PCB 13 *
Sum of OH-PCB 258% 108" 2568 709°
The experimental conditions were the same as described in the note to Table 1.  Results are

expressed as the mean S E. for two to six animals. “Not detected.  “Results are expressed

as roughly estimated value.

07 o MCRE E<(3,000 ng/g). #EVTELE
v > T RN LA — DM TH-T-(Table 1),
HEMT KC500 & 5%, HEPI-AZETS
PCB [RHRAED A OIL, Table 1 IZRLT- 8
i PCB Th-oio, £OW PentaCB K F
2,3,3',4,4"-pentaCB %*Fr< 6 FEEOBHIRE
1L PCB BEIL, ZyMIB W TRLES, VT
AT h>TTRAEANART—NIE THHT
(Table 1), —F.#0O 2 MEOHET AL
PCB BEL. FHLDRF— LT Rir->T
7=, 4 OB R VT PentaCB R 5% . iFiE
t 3-MeSO, {RAHMIRE L, <V AIZE N TRD
ml, W TELEY Ty " LAF—OIE

Tihoto(Table 2), 77, A 4-MeSO, 3t
YRS, ~UATRLEL, BV TIvbsEL
BV DLRT—DNETHD, /N LAT—DF D
B~ T ADBED /45 ThoT-, B EMWIC
¥V T HexaCB 8 5-1% . T 3-MeSO, L3t
MBI, BB MIBWTRRERY, fivy
TRV A>Ty > BAZ—DIATH -1 (Table
2). 7o, BT 4-MeSO, fXBMMERIE L.~
A>T BN T >N LA —DIBETEHY .
LAF I BITDATIET 4-MeSO, Uitk
IIELUERD -7, 4 OBV T KCS00
5%, FFlgD % MeSO, (RHMB AT v
CBWTERRERD, BB RCIZED 12,5
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RO 13, DA —TIIH 16 Thoi-
(Table 2), ¥V A, TIEV PR UTYMIBWLT
KC500 ¥t 5% | ATl 372 MeSO, R30I,
Table 2 {Z7K 7= 10 & PCB Th -7z, FDOH
8 FEEDAMET MeSO, KB E X, w7 R
ICBWTHEDLEL, AR —TIIELEV,
SN0tz BEMYIZ I T PentaCB #&
L% . HFlE mono-OH &K TUNi-OH (AR BE 1k
WTENLT Y MCBWTERERY, £ T
mono-OH B TITEA T v 2> " HAAS —
DIETEHY, di-OH ETIINAART—>FENEy
b=~ 7 ADIETIH -7~ (Table 2), £7=. HexaCB
¥ 5% O mono-OH (B EEIL, v 7 R>F
P NLRAS—>F Y PDIETHY ., di-OH
EREL, Ty AR —>E N E T A
DIETIH->7=, —FH., KC500 & 5.1% DTS
8 OH RBEIT e By MIBWTELEL,
INDAZ—TEEEOK 14, FoTHEM 1710,
v ATIER 1725 Thoio,

2) PCB 57y MIBITAMES T, BE DK
T EM UDP-GT EMEE O RS
Wistar %27 >R U Gunn Z M2 KC500(100

Table 3.
concentrations in Wistar and Gunn rats

mg/kg) 2 EERNE 5L, #5% 4 BoOmEE
total Ty, total T3 &2 T TSH B E L HIEL-fER
% Table 3 {29, KCS00 23 5-Li=8%, Mg
H total T, BEVIM Ty hEGRIREOE L VE
TGO B, MIF T total Ty U TSH 8
BEE T b EALL 2252 (Table 3), F7-.
PentaCB(112 mg/mg)# 5B BT, [Ty
bebMiES total T, WBEZELE FLAM,
MmiEH TSH BAEIELLD 7, — 5.
Gunn 727 MZ PentaCB % 5 L7154 121%, M
& total T, ME LD TR T UL,
MZw e KCS00 2 #2514 B EOIFI/0
S LEPRBRERERELFAELAE R
Table 4 1279, W7 v MI KC500 5%,
oW
ethoxyresorufin fUREBEFREMHIIV-TFAHLELL
L7z, ZOFE, Gunn Ty bciBITH%RE 3
OB R T OB S, Wistar 7 vhod
a0 o fo(Table 4), 7=, @7 Rz
PentaCB # & % . benzyloxyresorufin f (¢
pentoxyresorufin {UIEE R IEMEIL £ L F LA
FITHMLA, ZOFE, Gunn 7w o EMmE S
i Wistar 7 MOEMEIS L0 D7)t F

benzyloxyresorufin |, pentoxyresorufin

Effects of KC500 on serum total thyroxine, total triiodothyronine and thyroid stimuiating hormone

Total thyroxine

Total triiodothyronine

Thyroid stimulating harmone

{Mg/dl) {ng/ml) {ng/ml)
Treatment Wistar Gunn Wistar Gunn Wistar Gunn
Control 295+015 859+0.21" 0.34+003 0961005 7.43+174 2085+ 179
KC500 0.51+0.04* 1661 002" 030+004 086003 548+0.85 17.191261
Animals were given 100 mg/kg of KC500 i.p. and killed at 4 days after the administration. Results are

expressed as the mean + S.E. for three to six animals.  *P<0.01, significantly different from control.  'P=<0.01,

significantly different from control of Wistar rats.

Table 4. Effects of KC500 on drug-metabolizing enzyme activities of liver microsomes in Wistar and Gunn

rats
7-Benzyloxyresorufin 7-Pentoxyresorufin 7-Ethoxyresorufin
O-dealkylase O-dealkylase O-dealkylase
(nmol/mg protein/min) (nmol/mg protein/min) {nmol/mg protein/min)
Treatment Wistar Gunn Wistar Gunn Wistar Gunn
Control 0.08+0.01 009100 0.03+0.003  0.03 +0.004 0.16 £ 0.01 0152 0.1
KC500 6721064 1112011 0.82 £ 0.03* 0.22 +0.02* 7.31+£0.92* 1.35+005°

The experimental conditions were the same as described in the note to Table 3. Results are expressed

as the mean + S.E. for four to six animals.

*P<0.01, significantly different from control.

— 9] —



7z, ethoxyresorufin fEBEREMILE T v b
CIFET: A0 5111 et

M) M2 PentaCB K U8 KC500 #&5-#%
chloramphenicol-UDP-GT (&2 E N EF L EE
WLz, ZORE, WO PCB 5 DBE
128, Gunn 7 MIFTH UDP-GT EHED NN
F &L, Wistar BRF7 0 hOBE LD Aeh o7,
T4-UDP-GT {&1EIL, Wistar 525 MZ PentaCB
FHIORKCS00 24 5 L7-f, BEICEML--, —
7. Gunn 7Tl PentaCB, KC3500 ¥ 5.0% (=
T+-UDP-GT (&L Lizd T, FFvhC
PentaCB R TF KC3500 ¥ 5L Firoy—ni
D UGT B FROEHEIZS>WT, Fuvbhd
UGTIA R UGT2BI HifkE VTR
(Fig. 9), Wistar &7 MZ PentaCB K U} KC500
I ELUKE, UGTIA RU'UGT2B DHEHRE
ML 7=.(Fig. 9). #512, UGT2B1 DEHREBED
i, W PCB 5 OFSICLEEET
B0, —F ., Gumn 7y MIBVWVTUGTIA M1 %
LTV ieho7=h3, UGT2B1 X I RE
LTV, Gunn 7 MZ PentaCB 2 U KC500 %
BELEHEE, VWTho PCB 528V T
UGTIA OEBLITBEINeh->7=(Fig. 9), —
7., 1 PCB #5200 UGT2B1 DEEEILD
THTEmMUTE,

Wistar Gunn_ Wistar Gunn

62 kDa

UGT1A
475 kDa

UGT2B1
47.5 kDa

2
00(; 'g)oﬂ\o ’g) dgooq d’\}'?;b

Fig. 9. Immunoblots of hepatic microsomes of Wistar
and Gunn rats treated with PentaCB and KC500

Animals were given PentaCB (112 mg/kg) and KC500
(100 mg/kg) i.p. and killed at 4 days after the adminis-
tration. Microsomes proteins (10 ug) were separated
by SDS-PAGE, transferred fo nitroceliulose filters, and
probed with antibodies against UGT1A and UGT2B1.
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U BAZ—Z PentaCB R TF KC500 2 5L
EFOMES T, BEOE T, FBO
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MEEFE LMLz, 37 TIZ, PentaCB K TR
HexaCB {353\ \ phenobarbital %35 ##I ThH 52
ERHEEN TS, SEIOBRIIZOBEL
THTOIRER TCHo, —F . KC500 1
phenobarbital #kFFEA THLZEAREZINT
WA, Ll 5B 3 BOLEEAV-BEE
FHEDFE RS, KCS00 (138 H 7RG RHE
RITHAHZEBREN, 4 MOEIT PentaCB
KU HexaCB ¥ 5 L7-B& . 3 OB RGN
Lok, e ATHRML, <0 RIBITEENL
OEMEIE X7 ADEELV NS, Fhb
DEAIZEBED N 20T, —F, ENVEYRT
it FALOBEEBEEIVET 7250, Bl
Doz, Tz, NAAF—Ti, WTh OB ER
AL AL IEFR LR T, 4 TROEMIZ
KC500 ¥c5-4%, 3 FOBERIEHIIZ v MIB W

TELIEMLY, w0 AR NN LAY —TTF
NOLOBEFRIEMIIFERE ML, Z06
DOEMEBE X7 hDOEMEE (R b o,
Fio, EA-FEYMTIL ethoxyresorufin {4H#iBF &
{EMEOLBHEICRML, 26O/ R, 3
B RFE BT 4 o BRI CfE S
MBHLHIERZFFLTEY, F8MD P450 43F
HOBWVWERBLEER THLEEZLND,

ZFvMZ PentaCB, HexaCB & UF KC500 %%
E.% . UGT2B 1(chloramphenicol-UDP-GT){&{#
RUTUGT2B1 ORBEREIIEML-, /-, =1
FoMIKC500#% 54 . UGT2B1 iEMEH T 7
WEEINL7ZA, UGT2B ORI L L
ofc, —H . LAY —IT PentaCB, HexaCB M
U KC500 ¥t 5% . UGT2B1 {EHEIIE{LL2ehs
725, UGT2B1 OB EiTO 87,
. TUATIRWTO PCB #E512L-Th,
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UGT2B! O FEBH E oM, H 5 i
T4-UDP-GT [EHEDORIME UGTIA ORRED
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Fvh® UGTIA BT UGT2B1 fitds % BT,
EAEYIRBALRE—D UGTIA B
UGT2Bl o FREEZRETLCBEIIR £15
2 OO UGTIA XU UGT2B1 D
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