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P 112.6 12 1484.0 0.092 8.1 1494.2 1.568 &
+42.9 +0 +478.0 +0.028 | £2.5 +496.9 +0.280
M 79.6 15.6 1054.1 0.104 7:1 1054.1 1.450 5
g +30.9 1.3 +347.4 +0.028 | +2.0 +347.4 +0.213 h

21



©)

BERETCOMmME
E (DDF)

hBERERTT 5
e

RN/
*—%
AR R
RAFTRALTEY

F 1

HREEEHR

ST T —g—3 3 0.83%>19

RN B 204 DIEERIZ, =27 T —gr— 3 0.3%%2g (771
Ko7 oo A7l L Cémg) 12BMEEEA L, 770 Ko
TuvA e AT v (DP) KOO ENH#M TH568,118,17-F U &
Kaxi-14-7 VL7 FPxT-8,200 040177t x—F (Mz) D
MAPREZRIFMICHE LI 2 A, T e R a bt U271
(DP) R 135120 %%, 68,118,17-F U & e 1,47 L
TF VT -8,20 VA -1T-T e AR — b (M) 12OV TIE, 15KFH
BETER L, DIBESCHICIER L, &5R48F % ICITT 7 a K
7R EF U ATV (DP) RSOV TR EEB, 68,118,17-
FE RadFi-1,4-7 L7 F VT -320- 04177 v 43—k
(Mz) TEXEpBmHBER (4pg/ml) LLFE 707, £7-, 2D X
OSBRI PRI, B EDK0.06% EIKETH -T2,

<TJ T —pR— 3 0.3%ICB1T 5 MR IREDOHER & Y ERE < T
A — A >14)
T MR REDHR

(pg/mL) 200
—O—:DP
150 4 - - --1M2
+ (n=
f Mean*S.D. (n=20)
[
¢ 100
P
&
50 4
0 T T .
] 10 20 30 40 50
FEhEE 5 OERE (hr)
TR T A -
3 e OF Cnax Tonay AUC4s Kel Tin AUC, .. o ?}i'{zg
ity (pg/mL) (hr) (pg - hr/mL) (hr') (hr) (pg * hr/mL}) =R IDTiléifllﬂﬁ-
DP 1253 12.3 1692.7 0.086 8.6 1740.6 1.620 6
+67.9 *1.5 +807.1 +0.022 | £2.2 £810.0 +0.244
M2 60.7 15.0 781.0 0.128 5.7 801.2 1.313 4
+31.4 +0.0 +336.2 +0.030 | £1.5 +336.2 +0.154
MER L
AZUERR L
SRR L
VI—1. TidREOHR., Tk (3) BEHETOMTRE] 221
THI L,
ZMEE R L
MR L
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VI—3.

)

(4)

MEEEHEED

4R

kil
1fn 7% — A B P& 8 1

feR~DBATIE

it~ DRI

R~ DBITIE

78~80%

P&
FEERR L

W UL
W IEER

<BE Ty k>

SH-5 7’'n R a4 v 27 V2 FRE (0.1mg/kg) #%. £REL
TR O—E 2R ORET » S O+ ZF5IBRITEA LTS G, EA%48EF
M E TOMFHIZEARED16.9%., RFIZ42% 0387z, Lizio
T, MR S AT B E DFI20% (BeE5-ED13%) 13 X
DRI END Z EDVRIE S LT,

G L

MR L

<HBE: Ty >

7u R u Ui AT LRE LS

HRISA B DT v MIH-F 7 a Ko7 a B4 Uo7 )VIRE & e
24 FEMBEEA (F7 v Rt o A7 L E L C0.4mg/kg)
OB A — T OA 7T LD, BAACIIBEERE—I20Mm L, §F
TE DR ~DRTEILRD e o T,

MU ER L

<BE:Tvb>

F7u R 7 u et Ui AT LEE LS
IEBI2HEDOWE T T v MISH-T 7' Ko7 a B4 U iem AT )Lk
BEESAA (T 70 R et v 27 1L LC0.4mglkg) FEDOIL
H PR L, B G SRF R =R E8.42ng/mL (7 7' 1 K7 m 4 v
e A7 VHR) (IZEEL, MAEHIRED2.8(F 4~ Lc, LrL, 24K5#H
BT B TR E D3T%, 4SKFRIRRICITMBEIRALU T Eeo7z, Lidio
T, BHENEMICHZ 0 St FIZRD LA EAIX 2V o & b
Yl

BB L
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VI—5

(1

ZOMOEHADE
Tt

e

KBERLL R MR
g&15.17

AU ERR L

<BE: Ty >

7w M T i1

T v MISH-T 7' a Roa vt oo A7 )V F#RE (0.1mg/kg)
R, GZR IR Cldi G, &, IR, By, M EENEY K&
DIHIZE S BSOS REDS 2 B vz, ARER R UM IR L 0 AR W BURRE T
B oTo, BH%1200¢ /] TIEE G- ML m OB RER A HALTZ D3, o>
FHAR IR LA B e o 7z,

7 v MR IR0

BT v MC3H-F 7 a R 7 B4 Ui 2T )UllE & R 5
(0.4mg/kg) L7l ZDRHA— T VF 7T AT, FEOMME~D
HBEHBRED JHTEILRD b o7z,

MM ER e L

<Z%E 7 v FROU Y FORPIGHY >

FrFu ReyFabF o | S Resat | SH-F7n Ro7n
T AT VARG FUMT ATV | A VERTEAT IV oy
(100mg/kg) T4 (100mg/kg) | F#45 (0.1mg/kg) fess
7 b S 7 b 7 vk
M; (0.60) — — — ARIFIE
B B B 170H 7 7' m K> 118,17-dihydroxy-1,4-
oAU ATV pregnadiene-3,20-dione
68,118,17-trihydroxy
M: (0.53) | M2 (0.53) M. M. -1,4-pregnadiene-3,20-dione
17-propionate
68,118,17-trihydrox
B Ms (0.41) B B -1,4-pregnadiene-§,20-c¥ione
M, (0.39) — — Ui RAE
M; (0.33) — — Uz AR E
68,118,17-trihydroxy
Ms (0.27) | Ms (0.27) — — -1,4-pregnadiene-3,20-dione
17- (2-hydroxy) propionate
M7 (0.25) — — Us RAE
Ms (0.17) — - U, RFEE
() W:REfE — s+
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(2)

@)

REICEST HBER
(CYP450%F) D7 F 12

AERBERDF
RUEnEIE

(ZE 1 7 v P ROV T FOMEEGHER)

Ms: : 68,118,17-trihydroxy-1,4-
OH pregnadiene-3,20-dione 17-propionate

T b, wHF

!

OCOCH (OH)CH;
RS :

OH

M : 66(’;16’1;-;18};}_7(1]{0){},-1’4- Ms : 6B,118,17-trihydroxy-1,4-pregnadiene-
pregnadieness, 1one 3,20-dione 17-(2-hydroxy)propionate

F v hEUYRTIIHMN R AR FEND D Z ENRBENT,
L2, WFEROEIZEBN TS FREIT M2 Th - 72,

VAR L

AR L
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DOHNT, AT A REEROENZ L A3RIE Xz,

@  FERBWMAZBOTL, WS T 2T Ve R m ey
AR ATV X0 B e IERF BAIIRIER S EET 5 2 LAV
L2, ZOHlET e R Fa 4 g 257 LD 1/1000F
ThO, F7u Ro7n et oo A7 Lo iR S o
HEERIIRIBEIC 2 702 LR S iz,

KPR L

R

TR P HEHEER - 55 0D0.06%

AP L
<HE>

VI—2. MR NT A =42 (3) HIEEEH OHE Zz2 R4
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O
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8. EEREANIEE

8.1 RENIIEMICO 2 RH# A OFEEE (ODT) E0FEMHIZLD .
BB AT v A RElE2EHEE L2546 & RERIERN S
bbbz eENndbsb, [95. 9.7. 9.8, 11.1.15H]

8. 2 JEIR DUGEN T2 B2 WA SUTIEIR DAL % 2 B 5136 &
Hikd 52 &,

8.3 JERIER L., TEX AT HECMhE AT 52 &,

FEESH TR

HEESH TR

HEESH TR

FEESH TR

9.5 tE4m
TEA SATAEAR LT 5 ATREPE D & 2 ZePEIT kT L TIE R E IR

Wbl b KO HZ LignwZ &, [8.12M]]

HEESH TV

9.7 MNR%
B - KEMHOTEEE (ODT) Ik REBES X -48%
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HEESH TR

1. BI4E

ROBERRHEDOND ZENHDHDT, BREE+7ITATV, R
HORRO DN GBI KRG 2 Pk 572 S R LE 21T 2
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1.1 EXGEIMEA

.11 &AE, &OS>BRE (BEAH)
IR RS B2~ R U CIRIRETCHE, SR EZ R 2 2 &
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REIRYNC DT DIRFEH OB, #E{E (ODT) 12X,
%D 5 AWEE, SENEFEDOIERN H oD Z b5, [8.1
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11.2 ZDfbDEI1ER

o B | soupl b e 0.1~ 5%k
RGO | RIEOEEE (P
HETEY SE. R - MIEME (B
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JRYYE, 7 A L A JEGE
ZOMDEE | AT A RS 27 | AT7uA REF (FE
JEREAR oA RS - OFKER | 2. BHMEILR) |
(HEEOREE, 5, £ | fAlBREEEEL. %
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TEIK-BIE | KEXZEHICOEZSIA
R REEE | M OFEH, BERE
(ODT) I2kv ., F&
I« IR R B R RE D BN
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E1) #EHE (ODT) OHE, BI VLTV, 20X ) RERRS S
DIIZGEICIE, WURTHEFER, SUEASEZ0H L, R
LN UE LW AITIE, HERIETS 2 L,

2 EHEMICEY . ACDHZeRnDDH, 208D RIERNH Hbh
TGtk e I E O REZE LEX, BIBREAT A N
EHELRWEANCYI D 2 D2 &,
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¢ EBRREMERRENE |<=/ 7 —(E0.3% KDY T —7 U —250.3%>9

E—% T 5 —#KE0.3% T F—gZ/ Y —210.3%
RS0 TRRISED [ WG| 5o [KRISEO [HHRRE ]
A # s AT 7 o
AR MR 30 312 342 30 197 227
ARAE B 859 2894 3753 824 1295 2119
BIlVEH % O S BUEHI K 9 7 16 17 17 34
B 2 D 36 18 9 11 20 22 20 42
BV 25 0 R R (5 3R 1.05% 0.24% 0.43% 2.06% 1.31% 1.60%
BIlE S OfEE BIVE S ORERIRBUEN () % (%)
FERg - R Bk 6(0.70) - 6(0.16) 6(0.73) - 6(0.28)
2FuA K3 2(0.23) - 2(0.05) 3(0.36) - 3(0.14)
FEaR (EDHR) 4(0.47) - 4(0.11) 5(0.61) - 5(0.24)
B A - - - -
M (gL kEEH 1(0.12) - 1(0.03)
B2 i 1055 PR 1(0.12) - 1(0.03)
Bt () - - - - - -
e A e 2(0.23) 7(0.24) 9(0.24) 11(1.33) 16(1.24) 27(1.27)
el (k) RefE 4 1(0.12) 3(0.10) 4(0.11) 2(0.24) 4(0.31) 6(0.28)
e 5RO RN R - 4(0.14) 4(0.11) 6(0.73) 7(0.54) 13(0.61)
e BB 1(0.12) - 1(0.03) 2(0.24) 5(0.39) 7(0.33)
Be 5T - - - 1(0.12) - 1(0.05)
B HIALSG - 4(0.14) 4(0.11) 3(0.36) 3(0.23) 6(0.28)
HRPUB AR - - - 1(0.08) 1(0.05)
B (OF) - - - - - -
fRYLPERR S - - - - 1(0.08) 1(0.05)

ST T —eR— 3 0.3%>)—fREERABRICE T 2 BIEA ONRE T
FHEME KGRI £ T)

FEMTIEBIEL 728
Bl A 38 BUREBIIEL 12
RIE B 18
RIVEH R BUESIR (%) 1.6
BIVER ofEEH BIVE AR B4 (%)
B O R 6(0.82%)
Z 9 FERS 5(0.69%)
P2 e L 4(0.55%)
BB Y 1(0.14%)
FEefih K2 9% 1(0.14%)
EDHR 1(0.14%)
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4. BRAEDIE
14.1 FRIZFHDFE
14.1.1 ERAERGL
EBRHE LTHERALRWD &
14.1. 2 ERAE

T5HZ L,

BEIEHT, OFE0RBIHERT 200 E I EER

<T/ T7—gu— 3 0.3%>

14 BRALEDIE
14.1 ERIZFHEDFE
14.1.1 {E A&

BEAHE LTEHALRNT &
14.1. 2 ERAAE

THI &,
(2) E<IE-THBEMATLZ L,
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X. JRERERELERICEEY ST HE

X—1.  —peEm?
EiacN 0N .
FEhRIE o ; i
FEHRIEH S 71 EULY) FSCAR
— R *1
Rt Ui
HORX AR | AR RF s.c. ~ A g
CRIET | R 100mg/kg C iz 28
B R
AR s.c. s
AR iv. Fa 10mg/kg T2
KRR | AZTEARREEIBRIEL | .
. - V. § A 5 7
CRET | % v = 10mg/kg T
RO i ARG | L. 7> k 3x102mg/m] C 2%
FER . IE, O
[ %
SHEHAREAZE (30
e | M) TRT A E | L. PRI A X 3mg/kg Tt %k
FOuK - | M
A | AR EHIED
BRI | MBS
KB4 _— T, 10'mg/heart “C 8% £ A /7
iy I/ w
i HHCo ik in vitro EJLE Y b Wb (i)
o = . 1mg/kg CHIMME
73+ s.c. > b 10melkg CHI
PR NadEi & s.c. 7 100mg/kg CTHEMN
A& S ILES | in vitro*2 | ®/F v b | 102mg/mL T D
SEERZ = — —
o ./ [ 0) T K . .
KIFT ﬁﬁﬂj@gﬁ LK Invitro™? | /- E v b | 102mg/mL CIUHEHNH
s D G
it L8RS | in vitro*2 | 7 v b 3x102mg/mL T4
ﬁ%tﬂ&% R in vitro*2 | 7 vk 3x102mg/mL C M, 2
HILE I
WZKIET | E ke s.c. ~ A 100mg/kg CHER A
RO
B L7 ]
M K \m%. s.C. AV 100mg/kg C M5 28
- A
T R AR in vitro*? | VY% 10mg/mL C M52
JRFTER | JRPTRRERE R .
. =t : 1 e
DAt | IR | T Ome/mL CHES

%1 : Irwin OFEICHET S
*%2: 1% 7 7T T AKEIR, EHEHEKD D DK RBIRICTHN
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X—-2. &%

(1) HEEE5EERR

20, 21)

2) REH#SSMEHR

22,23)

1) =7 AKX » b : LDso

ICR%Z~ 7 % SD%7 v b
(531 fim) (538 fim)

(n=4 10, 9 10) (n=28, 28
e qn| g >6,000 >17,200
KT g >2.000 >2.000

(BN - mg/kg)

2) ¥ (W=rA4%N n=32, ?2)
ML &7 7 n R 7 n B4 e 25 L F80melkg D K% 5
THEHRFBHEERETED b7z,

1) 7 v I (SDA5MME : n=3 30, 230) IZ77r R d o fEx
A7 10.01, 0.04, 0.6mg/kg/day %52 FHehH (4 @M EIEHIR)
L7z & 25, 0.04mg/kg/day LA EOFL CREMEIMH], BENA SN
72729, KREZEET0.0lmg/kg/day Th D LHEE ST,

2) A X (BE=Z7 1 RK:n=436, ?6) HW120 AEMEEERERICEk
W, 71 R 7 a e d ke 25 10.04mg/kg/day bl E o5 TH
MEREHE N, FFARRE, SR ORENEE RO btz 0.01mg/kg/day
BHIZBWTHHRGHBERAR, ABRREERYS, HTOZIRD b
D, ZOECITFRICAROEBIERHICESSELTH Y | THEE{L LI
SVWEHWE DO ThH o7, LIed-> T, e REZERI30.0lmg/kg/day T
b5 EHEEINT,
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©)

ATER A EEER

1) 7 v b GERAT R ORI & 538k (R T#s) 29

7w~ (SDX6##E) HE (n=20) |ZZ2ZAT60HH, Hf (n=20) Zx%RE
AII4AR B OMHETA HE CF 7 R a e d o 257 v 2% 5 L
72o 0.01mg/kg/day$ 5 TIEWTHOREL RO Lo T2,
0.08mg/kg/day ¢ 5-CIIMED (R E MG O A HFD BTz,
0.6mg/kg/dayfc 5-Tid, AFHEREICHEIIA LN T, EHFBELE O LI
IR T, BIFETEROBEMMP AR LT, Lizn-> T, MEHESE O
AEBHREIT )T 5 e RS 5 130.6mg/kg/day. FEATIT %6 2 i o dE i 2
£130.08mg/kg/day. I DR TEME A0 I R e B 3k
0.08mg/kg/day. M0.01mg/kg/day &5 x b7,

2) 7y FROUYX : RFOBEEREIR G (R T#HE) 2520
a.7 > b (SDA 108 : n=30) |ZIHRTH H/22H11HMT 7'r Ko o'm
AU AT NV ERE L2 E 2 A, FHMATIX0.4mg/kg/day VL b, #T
AAFT1X0.08mg/kg/day LA OG- CREBMINEH ., 10mg/kg/day T
FHABSEIER 72 & ONTIB P BOEER R OMEF RHEER DS 2 b iz, LT
Mo T, FHRIC R 2 Bk MR B 7130.08mg/kg/day ., kA2 T
1%0.08mg/kg/daylh T &3 2 LTz,

b.U ¥ (HARAEMEY VX n=12) ([ZHR6H BESH13HMT 71 K
v7u Bt UiET A7 10.08melkg/day B G Li- L 2 A, BIEHAD
U7, 2mg/kg/day & TR0.4mg/kg/day & 5 THATEBEAE R K OME AT A
HEBZONDEARBD BTz, LieRno T, RREEESX
0.08mg/kg/day &35z Hivlz,

3) 7w b FFEMMRORAMER GRS (TS 2

Z v b (SD210i#H : n=25) [ZHHR17TH H2 S0 W21 H H £ T26 ~
28T 7 R uv A oo A7 V&% 5 LT, 0.6mg/kg/day#5-
TIIRHRICIRE A2 2 R T b O OF AT E L RIS 2o T2,
0.01mg/kg/day &% 080.08mg/kg/day e 5Tl FHAK OHiAF & b %%
WO oTz, LIeh> T, mREEEREIIRA0.08mg/kg/day, it
FITHOWTIL0.6mg/kg/day &%z bz,
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Z DR EN

1) UL

ENE Y b (HartleyRHEVEELE ~ b - n=5~10) Z AW T, BEEIEY
YT F7 4 7% — (ASA) KOZHEET T 74 7% — (PCA) X
ISR AT T-fE R, T 70 R u v d v ige A7 WidhiRE 2R &
2ol

2) JRPTIERTE

<#E - 7 U — LH| ORI H:>28.29

- — AR UER

UHX (Za—TU—J v FEBEREEEY VX n=5) 2HW\WT, 771
R 7 m F BT AT NARE « 7 ) — 5 O—RAFTEMRBR 21T > 72
23, FREREEITTR WS O TH -7,

- JCRAEME R

ENE Y b (Hartley REEMESPFE/LE > b 1 n=12) ZHWWT, 771
R 7 m A B 2T WRE - 7 ) — AORBAEERBR 21T > 7223,
FRAEMEITRRD e o T2,

- BB R EMERRER

E/LE v b Hartley 27 UV —>F10F > b 1 n=10) ZHNT, 7
7u R 7a At B A7 LVECE - 7 ) — A OMaximizationT A k&
1THo =0, BAEMITERD STz,

< — g3 UHIOFIEE>80-39)

s B | B GE) R 105 iﬁ
ey o | ERFLEIE  FR S | BEIEIR O ImLAR
st | T | i s | (R  0.amL | et
B BT 5 ¢ 0. 1mL/E
epey | BIFIEIA RS | AFIEI - 0. 1mLbfr
sttt | SOTCN | el s | AR 0.LmLA | B
i RS A 0.02mL/EBAL
o P . o
v | 075 | R 0.05mL/bz Bl
R X R 0.05mL/Eb{i: 2L
(n=35)
I B 0.03mLIH(i L
(n=96)
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