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L

AELHITHD 17~ /) (CAS No.1961-77-9) (25T, EMEA J&
UM TARC #3545 2 Fl O C R R BT 2 5206 L 72,

FHIIC W= BRI SE X, EEiE (T > h, U¥F, A X, 4 IIEKDE
N, R (), BiEEE, 2%EE (U AKDT v ), mEEEE (T v b,
ENLEY b, A XKOE), BEREROERAME (T BEROA X)), AGRER
P (w72, Ty NEROTHE), RAEAMERICET IR (w72, Ty PR
TR SEORBREETH D,

BEEMRBRICBWT, 7oL~y ) VEfET 2570 (CMA) 1% 0B T
PEARER N D S NTZ0, RO 5IZ LD in vivo REBOFEFITIZE AL EDEETH
D BEPEREFIE DNA ICxHS 2 B8 e ER TlidZe < | IEMERRRTE AT L7 ki
RHEDTHDHEHEINDZ EnD, CMA OBGEMICITEENHRETE L EE L
2o LTEM-T, CMA X, ERICE > TRIEE 22 BEFEII RSN EEZI LR
7=

KHEFEMERBRER D, CMA 51K 52T, 2 CMA OF Ve ERICE
K32 L& X DL HMERED A, R4S, IR ORIE o E &L, Ak
FALFEIZA BT,

BN AMERBRIZBN T, A X CTHIRES OHMMN 2 S5, CMA 134KRIC & -
THEE 2 D8 a7V S SN2 &5, FHMIIC S -0 BEZRET 5
ZEFRRETHDL EE LN,

AT A MR W T, 7 v N TIIEIRASE ORIER AR R - ZBEOR
T, U AKCUYFTEIRE - BIRECSAEFRREERESES2ONTZ, T v B
(CBWTHRATZEIZ A SR o T2y, = T AR Y TIEAZFHKOEINR 5
N2 &b CMA IMERTEMEZ AT 5L E2 0., ZHUXCMA D7)V aavF 3
A FIEPEIC K D FIREMEN B 2 b T,

RIVEANERICET 2RO R, CMA X7 a7 27 o U ARERARRIFA S A
TurA RTHY, ZhvaalFad FRIERbRTD, TOERIIT e 5271
FRAEF & 0 & &R CERE L3 2 "TREME DS RIE S Tz,

K EMERER T o172 NOAEL %0 9 bHiyIMEIX, A X & HvWiciiatEmiEst
BRIZE 1T 5 NOAEL @ 0.06 mg/kg (AH/H TH Y. ZzBile L7=54. ADL I
2R 100 TER L 72 0.0006 mg/kg (AE/H EHH SN D, LrL, A XEHWE
5 I D AMERER Tl 0.25 mg/kg (RH/H 5512 £ 0V BAEIR S MEFLRIE TS S5 28 7
HiLTc, THEBILZ ADI Z252E T 5255, NOAEL 3550 TV RN T & R OVE



BERENH BN TND Z &b, ZRREE L T20 ZBMT 52 LAHY LB X
5. ADIIZZ244%%k 2,000 TR L7= 0.000183 mg/kg (AH/H L HHEN D, Z DfE
X, A X E2HWTZEAMEEERBRO NOAEL Z/BHLE L7280l L v {kuvZ &
5. 0.00013 mg/kg R/ H % #ME2M) ADI L32E L 7=,

—Ji, BHEERNEAFMICET 2R TH 572 NOAEL 50 5 HLii/MEIX, ¥
XN e AT e UERERRERICE T 5 FENEEE RIS < LOAEL
® 0.005 mg/kg AE/H Tdh 7=, LOAEL TH D Z LTz, mAEAEHICHES

HWETHY, CMAIZIIHLVEAMERAICL D EEZ D NDEGEELNDH D Z &
O, BEBEELTHEZBMTAZENMEY EHM LI, ZNbDZ &b,
LOAEL @ 0.005 mg/kg (RE/H 2RI & L, Z24%% 500 TR L7 0.00001 mg/kg
RE/H Z 3K ADI L 3% E LT,

S22 ADI (0.00001 mg/kg (AF/H) 1%, 751 ADI (0.00013 mg/kg (K
JH) ICHAEWETH S = Ehe . CMA © ADI % 0.00001mg/ke K/ H & 7 L
776



. BN REMAERROBE
. A&

RILE H|

. BRSOk

m4 s rvuan~y )
#4 : Chlormadinone

. EF A

ran~<y )
TUPAC : 6-Chloro-17-hydroxypregna-4,6-diene-3,20-dione
CAS No. : 1961-77-9

suan<y ) VBT AT )L
TUPAC : 6-Chloro-3,20-dioxopregna-4,6-diene-17-yl acetate
CAS No. : 302-22-7

BT

C21H27Cl103 (Zanr<y ) B ATV ¢ Ca3HagClOy)

. HFE

362.89 (/m~T ) UERT AT )L 0 404.93)

. EEX
ran~<y ) UEiBT AT )L

(ZH 1, 2)

7. EREMRCERKER

J <y /) oiE, 1959 4RI KE Syntex #LIZ K W BER SNZ 17a-7 & F¥ v
FaF AT U EERTH S, BERLELE LTCOERA TR e 27
2L THY . BETED S OMERREL AR LVE VA VE O 2 RET 5 2
XD TR D ORI A VT O ELET 5, @F, 7ai~
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Y VEE— 27 )L (CMA: Chlormadinone acetate) 23fWo s, (M 2,
3)

EU TliX. 2000 fFFRER T, BEORSEEZ HAIZ, 412k LT 12 mg/F8/
H., FEAOWLFIC LT 2.5 mg/BA/H, FBHIZx LT 12 mg/88/H O H & T 20 H
FTCOMEROEGIZED AL TV (B 3), 2025 RS TIX, Fioxtd
% B4 73 Méhfw % (Bl 4),

HARTIE, Z&EEx5 e LB HEIELOREGRIZZR VW, Wk, Mo X%
‘T%Tfﬂﬁﬁﬂ%iﬁ HE ifﬁ%kﬁ“é%&ﬁ& PeA 77T o A (SEEREZ NIZi@ % 10.0~20.0
mg/kg ZBHEHG) NEWAERLE L TERSHL TV &R b5), £72. A
FEIFEME LT, AR, AR et i, aiziRin e, gzt
IMAZEDOIRIE e TR & THROENARINTND (R 6, 7).,

B, ARTT 47 VA MIEBEANIE Y BREEEEINRES N TND (B
8),
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I. R2MICTHRIMEOHE

AFHlETIX, EMEA X O TARC fHMliEE LA RIS, 7 rr~y ) v O#MEICE
THERAMA BT,

BN FR, (L4 KOS A B 110, MAESIHZ B 2 1R LT,

A FRENRE K ORERRER THWV B 72 CMA O B R LEMIZ W TiE, B
T O Z T,

K 1 EEREREOWE TR M OAF L &

W& R AT
[1a-3H]-CMA CHs

31 % : ()() Ac

T )

T i

0
- (B 12)

[14C-Acetoxy]-CMA TYFNIED LN KFEE UC THEFR LZH O
[1-2-3H]-CMA CMA AKD 1 L X1 2 r % sH THEEGR L 726 D
[14C]-CMA UC TG L72 b O TR E DS A2 S O
[3H]-CMA SH CIEFR L7- b O CTHEGRALE N ARHZR H O
ik CMA T R R Ny OEERRAL B N AR D 8 D

1. EYFEEER
(1) EYEREERER (Sv k. 41X)

F v b GRFE. MR OVCHECR) (2 CMA 2/ 0&59 5 &, HLmITRIY
Eh., %5 30~60 5 LAPIC Crax \ZFE L, Tyeld 7 v b TIE 16 BEl, 4 X Tl
30 il T o 72, (B 3)

(2) EYFesig (v k)
@ BEEBOHks

Z v b~ (Wistar &, AH : 185~213 g, #t 3 PL/FF5) 12, [1a-3H]-CMA % H
mlfE 05 (20 mg/kg R [13 uCYPEAEY] L. SsEhhe uﬁﬁ#;@ﬁméhto
B 54 0.5~48 K[ F T 8 I CHLHL L 72 1y Mo OB N ARk 2 o fl i RB I B
ZHIE Uiz, 7B, ElEgstilki IRt . VK IXEE A v F L —
Z—%ZNz, LSCIZX Wik 3sH &2HE L7z, £/, MG CMA Ziix T~
Z o, TLC Tl L7 CMA #r% & D, MeOH 76 FHfSh 2/ 0 K L7z
%, Z OHHSTEED b IIE FARZ LR CMA-3H 2 #IE L7,

MR AE 21T LT,
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SRR BT Tl b = < . IRWTHEIBM ORI T 7o, S RETR L
(X M, AT, F M OVREZE TTIaR G 0.5 BRER T £ OOl
iR TIIRa s b 2 BpfHi: CTlemfi & 7R o 72, £ DRSS RETR FE I LRI A9 IR
U TR0, AT, B e OMENT T 13~16 Bffi], BTk < 28 By
Al Y& T OREACAIT 9 Bifi], £ OOl TR 10 el Th - 7=, (M

17 M ORZE

9)
#2 T v MIBITD[1a3H]-CMA O H[alkE 0% 5% 0

R P M QNS G BEIR B (dpm/mg) () + FEHERRZE)

HERG: | &% 5-1% REfH T2
0.5 1 2 4 8 15 24 48

i 13.0 | 8.6 9.3 5.6 4.9 4.2 2.5 1.6
+ 55 |+ 14 |+13 |[+03 |+03 [+02 |+02 [+0.2

THEAE 309 |266 |32.6 10.0 12.4 17.1 11.0 5.9
+14 |+30 |+£53 |+13 |+04 |£29 |+13 [+1.1

kg JiR 7.9 8.2 10.0 |6.8 5.3 5.2 2.0 1.6
£0.1 |+05 |+£16 |+0.8 |+09 |04 |+04 [=£0.1

Jiti 11.2 13.8 16.4 13.3 | 9.6 9.0 4.4 2.3 10
£05 |+04 |£32 |+£15 [+20 |£09 |+0.9 [=£0.1

MR 12.7 13.4 19.6 12.2 8.7 8.7 93.4 1.8 10
£05 |+0.9 |+£34 |+24 |+16 |£15 |+1.0 [£0.1

JiF ik 139.2 | 112.9 |124.8 [885 |652 |60.0 |[29.5 6.3 14
£29 |+26 |[+£17.8 |£82 |+129 [+£82 |+139 |+1.0

FE ik 449 426 |54.1 46.6 35.6 |31.8 17.2 5.4 13
+41 |+26 |+81 |[+30 |+81 [+39 |+76 |+04

19 i 11.0 12.2 17.7 17.4 11.3 11.8 5.6 2.4
£11 |+0.9 [+£39 [+£30 |+45 |10 |+16 |+05

= 56.6 33.9 |286 19.5 | 9.7 104 | 5.1 2.3
+14.7 |+28 |+£12 [+42 |+25 |£12 [+23 [+02

Il 41.0 32.2 | 41.7 |274 |235 |24.9 18.5 15.7 | 28
+132 |+28 |+65 |+73 |+68 [+43 [+£30 |+04

RIS R 16.2 16.0 23.7 19.9 13.2 17.0 5.5 5.1 10
+30 |+05 |+£46 [+49 |+47 [+26 |[+£14 |+05

FE5% 10.2 9.9 9.7 9.7 6.4 5.6 3.8 2.1
+0.8 |+16 |+£25 |+11 |+18 |£05 |+0.8 [£0.1

FHE 6.6 6.7 8.2 6.8 5.4 4.2 2.2 1.7 11
£0.2 |+0.2 |+£12 [+£12 |+15 |£1.0 [+£0.3 [+02

HENI 18.3 | 28.1 56.8 |48.8 |36.8 |29.7 128 |5.6 16

11
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+18 |+1.2 |+£13.7 |+176 |+34 |£30 |[+16 |[+1.2
i A 8.1 8.5 12.3 12.1 8.5 9.2 3.3 1.9 10
+11 |+0.8 |+£23 |+05 |+0.8 |£14 |+0.7 [£0.1
1M3% 6.6 6.6 9.3 7.5 6.0
+0.3 |+07 |+£15 [+09 |+18
IIRELE 3.3 3.4 5.2 3.5 2.0 0.53 |0.1 9
KREWAK [£04 |04 |11 |£04 |+04 £0.2 |£0.01

a : B5% 4~48 WFE] DOTH RN (RFfH)
S T2 LSUTRE

@ RELOKSE
Z v b (Wistar 2. K : 240~280 g, It 5 PT/BF5) 12, [1a-3H]-CMA % 4
W ERE N5 (20 mg/kg RE/H [8 pC/PEAE4S]) L. HEEhaEaRBR s £ <
oo B5BRLE 1. 2. 3 KOV 4 %D 4 Fe 5 THEL L 72 EBE I DU TR BEALER
%, MHSTREIRE 2 LSC THIE L7,
R AEF IR LT,
WL ONEER T b BRI BG4 24~48 ] & REOEME L~ L& L, RKAER D
B X D TR E OBRE R EINI A b o Tz, (BHR9)

*3 7 v MIBTS[1a3H]-CMA O #E A # 5% D

.
St

R O REIEEE (dpm/mg) () + FEUERASE)
B RE x5 % 5-BREE:
1 21 31 43H

Jibd 2.2+0.8 1.3+0.1 1.8+ 0.4 2.2+0.3
REELN 5.4+ 0.5 6.4+0.7 5.7+0.3 7.1+0.5
e JiR 1.7+ 0.3 1.6+ 0.2 3.6+ 1.0 3.3+ 0.2
Jifi 2.2+0.3 2.8+ 0.4 6.6+ 1.7 5.3+ 0.6
ol 2.3+0.3 3.6+1.0 6.2+2.1 5.7+ 1.2
JT gk 24.0+ 2.7 24.9+ 2.6 33.7+4.9 32.4+5.8
T Mk 6.2+ 0.8 7.6+ 0.8 11.0 + 2.4 9.7+ 1.4
ik 2.4+0.2 42+0.5 6.8+1.6 8.0+1.9
& 2.8+ 0.5 45+0.8 43+0.5 5.9+ 1.7
Il 13.9+0.8 17.8+ 1.4 17.0+ 1.3 18.9+ 2.0
FIA S 2.6+0.2 3.6+ 0.5 3.1+£04 45+ 0.8
iEEL 2.0+ 0.6 2.5+04 2.8+ 0.7 4.0+ 0.5
FE 5 1.7+ 0.3 2.2+0.5 4.2+ 0.8 41+0.9
HEN 9.5+1.2 19.4+ 5.2 15.3+ 1.6 15.2+ 1.9
A 1.9+ 0.5 1.7+ 0.2 2.9+0.3 2.7+0.6

12
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@ HEZOKRS (WEiIREY)

R Z v b GREEAH, (K : 218~260 g, 3 PL/FfAD) |

-
—

. [1a-3H]-CMA %4+

Bz 20 AICHERE OGS (20 mg/keg AHE [10.3 pCY/PEAEY]) L. FEWEHRERERD

ESnr-, BOfh 1, 2. 15 K24 R I8 0%

ZEIRL., ZNENOBHNERE %2 LSC THIE L7,
RAER 4R LT,
BRI I Tl b d < . IRV TTBIK. NG, BB R QYN TR -T2,

i V2 D I B OV PR D BSU R 8 VR L AR < R BB O AFREE TH D |

Jai a2 L2 TR D v Z LR EnTz, (BIR9)

Hadtg K O

#F4 v MIBITH[1a3H]-CMA OHEERAES (FEE20 A) %0
FENY) K OV T O P REIR BEE (dpm/mg) (G + EERA )

L
2

T E 52 P 5-1% IRF ]
1 2 15 24

RE | 6.9+ 0.4 9.8+ 0.4 2.7+0.1 1.8+ 0.1
THEER [ 21.6+£1.6 24.9+ 44 10.4+ 1.1 7.1+0.2
I Jig 10.9+0.8 15.8+ 1.5 5.8+ 0.9 3.4+0.3
il 14.8+ 1.1 20.1+ 1.3 10.1+ 0.7 6.2+ 0.5
Lol 15.1+ 0.4 20.9+ 1.6 9.3+1.1 5.5+ 0.5
JT Mk 137.2 £ 4.1 201.9 + 24 86.1+3.7 44.2 + 1.3
X Mgk 42.1+1.0 47.9+5.8 23.9+1.3 12.3+ 0.5
o ik 14.2+ 0.3 18.1+ 2.8 9.5+14 5.3+0.2
& 31.8+1.8 25.4+ 0.4 11.0 £ 2.2 5.9+ 0.5
Il 40.0 + 2.2 57.7+17.6 24.4+ 1.4 13.8+ 0.5
NER 475+ 4.6 78.5 + 38.6 64.8+ 5.5 25.2+ 1.0
i 8.8+ 0.5 12.2 + 2.7 6.8+1.1 3.1+0.4
S 31.0+ 2.2 472+ 74 19.2+ 1.0 14.2 + 0.6
ERC] 12.3+ 1.9 13.2+ 2.9 6.8+ 0.4 42+0.2
e 10.7+0.1 19.1 + 4.6 7.6+ 1.0 42+0.1

e JH i 11.4+ 0.6 10.6 + 2.8 8.1+1.0 4.7+0.1
A 12.7+ 2.4 11.8+0.2 6.9+1.3 47+0.1

@ £EF—+SOFTST4—

7 v b (Wistar &, A : 200 g gitk. H) 12, —&KiiR&%, [14C-Acetoxyl-
CMA (&I . Tween80) ZHL[FIFEOHE (50 mgkg AHE) L. HEpEhiein
FhShle, &5 2, 24 KOT2HIRICEH A — N T VT 7T L2ER LT,
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b 2 BEEI R IS B T DlEigs ~ Do AiE, TR bm < RO THA—F—fit,
RIRRE., BEIENTH Y D, BEIEN. RIS BEREEIER 2 6T
. OMOMERITARNEETH 72, 5 24 B TIIAIE, ~—F —RE D
BEETIRVEMED 2 B AVES, &5 72 % IZIDEMREICRE L, (B3]

9)

(3) EYEEiiR (v b, ¥, A1 XRUE L)

7w~ (Wistar &, E : %300 g, MR 12, [1a-3H]-CMA 2 mg (5
uCi) /mL (L : Tween 80 AHEAHEIK) K OFELEH CMA (20 mg/lt) %%
ZH10 KON 20 PEICH AR D& G5, 4 B, REOEEZER L, vHX Gi
AR, KE : 9 3kg, 1) ITOWTUTEMAHTH L0, BEH, REO#EE
BEH L7z, 4 X (IKE : £ 10~15 kg, #) 121X, [1a-3H]-CMA (1.45 mg, 50
nCi) /20%DMSO AP EHAK % 2 ILIZFARNE G- L. FEiE#% CMA RSk 2 3
CICHREE LT, RE L EH 7 HMICh7- > TERILL7, b b (BISTIRR AR
F.T4) I CMASOmg 2T F v 7/ C2 AMES L, &i&&ES
%D 4 HIChTe o T, REODEEAZHER LT, UL EOREHZI DWW THUNREE A
LSC THIE L7=,

Fo, BE V=2 —varEiiLizT7 v b, U RO X2, [1a-3H]-
CMA (0.18~1.5mg, 50~78 uCi) /20%DMSO APt /K Z HaFRIRN &5 L
oo FTz. FEEFH CMA 27 v M LT HF|Z 100 mg/kg {AE/Tween 80 A B R
HEK, A4 X (3PC) 12150 mg/kg REAHBIKROKE (B7F 7B L) L
oo ZIUH OB G B 48 BRI £ CTRIFIICIHAT Z BB L 72, IR, X OUH
HHHIZONT, A L%, BT A7~ 87T 7 4 —XLTLC T
S3EEL T, UV, IR, NMR X% MS 222 b4 AV TR OREEHEE 217
S77,

fERER 5 LUFE 61T LT,

CMA ORI ITFEZ DN A LT, &5% 7T HRETY X Tix 38%TAR K
34%TAR NZNE IR KL OFEH P S, 7 v B AU XTI Pt
S, ENZIL42%TAR KT 34%TAR %7~ L7z, IEH-F ORPEM £IX, &5 24
it £ TI2 7 » b T 80%TAR, A X TIL 18%TAR TH V. 7 H X Tidk5 48
IRFffI 1% £ TITHKI 60%TAR Th o7, FEHPHEMO K T HE 2 T 5 L T\ D
EEZBI, RIRDAT A R &k U= PR TSR ER DB 5 A RIE S
7=

CMA 5% DR, FSUIMAI 2> 6 REME R OFER GO REH M & LT 131k
a8 (R A~M) 2, EAERORHmE LT3 a (R N~P) 23
iz,

FERBHHO—>THLHIREY BIXT7 » MEHFIZBWTRKEASN I VT v
Bla S TWe, ZOREETH LR AIXT v MEF 2T S e
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S, Ty MERITICE MNREOCEFOFEERFY TH 7=, CMA ORE{LHY
R LT &y 3R (1., 2-0 KN 15KkEg(b) BAaon, £z, YE R
2 AROKBIEOBLEICITEEZN AL, 7y b, U7X LTE FOFER
HIRHD T I T, ENHOHEETH LR C bRt Sz, Ry
HiZA XDk, R GIXT7 v hoAHMLHRE ST,

Z v M ROA XOMEH O EEZNRBHI I N7 v U BIEAIRTH 51 N,
O K O'P T, FHERHMIZIPETHY . v ay RGBS IRIEA LR
7z, (ZH 10)

£5 Ty b, UPFEOA XIZEBIT SH[1a-3H]-CMA H[a[#& 5% O

PR} OFEF R (% TAR)

BHE%HBA| 7y b A A X

% BR # PR # R £

1 8.1 29.8 6.6 3.1 1.2 0.5
2 4.6 6.2 4.5 11.5 2.6 10.3
3 1.1 6.0 7.4 8.6 1.0 10.4
4 3.5 4.0 0.3 8.3
5 4.3 3.3 0.6 1.0
6 0.3 2.5
7 18 59 0.6 1.0
Xl 13.8 42.0 38.1 34.4 6.6 34.0

TR

#6 Ty h AX, UHFKOE MIBT D[1a-3H]-CMA TFFERH, CMA & 5-

BOIR, FR O PHREH 2 (%)

a=x?] 7 vk A X s =N

£ A £ [iERG [iERG IR £
KREAGIK 40 10 45 7 5 5
R A 14 ND ND |[ND ND 10 12
i B 1 14 ND |[ND ND ND |ND
Rt C ND |4 ND |19 20 10 ND
KR D, E 4 ND 11 ND 15 10 10
K F 1 2 ND |27 2 1
Rt G 6 10 ND |ND ND ND | ND
K H ND |ND 4 ND ND ND |ND
K 1 6 10 12 6 6 10 1
R J 17 44 ND |[ND 25 30 1
R K. L ND |2 ND |[ND ND 8 ND
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a @ ARG B OIERER 2 34T L7
ND : At (B IR FUEIE A )
TR

(4) EMEFREHER (1 X, YILRUE L) <SEEHI>

A X (=7 VR, R OVEE AR, v (7870 MR OWEECAR
) kOt N (ERIE AR ([2HE% CMA &5 (EG&EAH) LT,
SR EhRE R N FEhE S Tz,

@ HHRUHEH

HMBNREFI /8T A — X — W N JR L OFEFHE R 2 3% T IR L,

Tuzld, YA TiEe PR VBEFIZE S T2N, OETO/NRNT A—X—TONT
ITHre e b ETAREMIZFEAKR T 72, —J7. A BV TIE, TieDHE M &
FERECTH -7,

EREOY L E IEMITEP LY BIRPICE PRS2, A X TIEEFIT
RSN, BT O Vald, 4 XTide "R AL XD x5 0hic k&<, £
7o HESHEE DN o7, ZHHIZOWTEE LT, £ X Tldd 25 E Ok
N, CMAIZKLTE DI RERBFMEZFF> TNDEERL TS, (B
11)

KT AR, KO E MBI D% CMA &5 ORWERE ST A —F —
AF UM PR e OV P s RE

T2 FRE R (% TAR) 2
i (BERD) Va (Lke) 7 % e
A4 X 54 20 9 39 48
Y 19 6 36 28 o4
[N 50 8 38 26 64

a: U7 VIEBREIZA X LY L6 A, B R T5H A

@ K&

MAER O S ORI KTT 2HIG A2 8 IR Lz, MAEH OF—RAHY
ITEEPICa & BOT UMY La— L EFEE I, 3a-T UAMT L a—~
ORFHNT, & PR LT, A XTIHEHATE, v Tide FEY &1 XIZlEh
STz, 3BT VAT )V a— L ~ORHL, SO CREE TChH -7, L
L. 3a-7 U AT Lpa— b 38-7 U LT )L a— Lo iEE L, YLK
B MIRL, A XTERESERL TV,

F 7. =i CMA #4524 FE# F CoMmEH ORBILIE L OB EROEIE L,
A X Tl FROV LR LT, REMENRBEFEIZZ N L3RS, (R
11)

VRBROFEMARATHL Z &b, ZEERL LT,
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*8 AX, PIETE MBI HiFF CMA &5 O ME T GEY (%)

- Sa-7 VR | 38-7 U LAY b=
il 7 — Lk a CMA FLa—L 7L o—)L (3a/3B)
e 1002 64 1 12 0.08
FoL 1 45 4 18 0.2
9 15 17 7 2
Bk 1 28 65 8 8
2 54 38 11 3

a: A XK ILOT— LRk 1 13RE 5. 16 KN30 0kl z2 ., 7—Likkl 2 135
1. 2. 4, S K24 B 0B 2 B3 LTI2b D TH D, B ho7—ikEl 1135 1
KON 3 B tg a2, 7 — Lk 2 13 5 6, 9 KON 24 B ORE ZEFFL7=2H D
TH D,

b : IfLAEHF D CMA RZE{LIR ORI 7o miR 1L, & 5% POV A BT,

(5) EMEERER (4)

A (BRRE, MER K OEECRIH) (12 CMA ZHEfR OGS 5 & oo
SERITRIN S AL, 54 5 FFH#IZ Cmax (106.6 ng/mL) 23T 5, HIEHHE
BRI T, ZORE DL I, 270 OFE O BENMAEERE
FUTIEH ISR S D, AE IR 2 B OMRE BRI & ol L TR
TREE CRERIMAETIEEE D 1% N 15%) TR b7z, REIRITR 14 KR
D Tye THPEER 2N HIHR Lo, FEEHRMREER 1T T, K 60%TAR 734 5- 36 KF
M#% E TIZEIRE L, 2095, 8UMKREETEY BRFMTH -T2, &5 36
B[4 £ CORPHEIEIX 0.1%TAR K CTH - 7=,

MAEH ORFWIL 2 FE LMEEE T, T 6 OREIFENENUREED
Crmax D 2% K 15% TdH o 7c, REMKRD Tmax 135 FFH T, 2 FIHOKEH D
Trmax 13X 8.8 XN 10 K] Th o7z, 2 FEHOMGEHWIIRE LR DO PRIZ PR S
%o AT ORFY ORI RENRRED 2% KTl ThH -7, (B 3)

(6) EMERERER (LU=F)

2 (M 188, fAEE : 40 kg) (2. [1a-3HI-CMA % HiEEARNSL 5 (1.45
mg/kg RE[733 uCi/EH]) L., HEW@hpeRrn it S iz, B5 72 FEfi# £ o
BEAIC LS L OV 2 8RB L, £ NE 0 1 mL 472 Y O REE I NS %
NENOER = F LY & 2 505 TLC 12 & 0 438 U 72 RZEAIR K O
A H 53 ORSTRERRE A4 LSC THIE L7z,

I ORBASREREFZMEF L bETE L, &5 72 K% £ TOILHTHHE
TR E G 8D 0.24% Th o 7=, BT A8y, REEKE 5 & O A
] 43 D RE IR BE 12 ML e OVFLTE & b IR IRk O R 2= Lz, it di
HOHBEIREE D T (355 1 HH T 3. 5 2T 48RRI TH 0 | i H - & 13T
% CThHo7z, (B 12)
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(7) EYERERER (B ~)
® BEEE5HE (BERABM)
fERk A BYE (8 4/BE) 12 CMA S0 mg #8 (FRftEfiAl) % 1 828 L <13 CMA
25 mg Bt (@A) A 18E0% 2 88D A& T2RIERHICR O 5%, RIFAICE
M VIR ZATV, M L OYRHF o CMA B %2 GC-MS THIE L7z,
SMENRE T A —H — %K 9 TR LTz,
CMA D JRPREAARPEIIZONTIE, WTHORRHZE W THEEGED 0.14~
0.21% & b TR - 7=, (B[ 13)

#£9 EERABMEESRLE L CMA OO GHERICKIT S
IEWENRE N T A — & — (Y] + fEUERREE)
Be 55 (mg/ N)
50 (3 it dusA)) 25 (i L) 50 (% im sl
Thmax (hr) 5.1+ 0.6 3.8+ 0.6 2.8+0.5
Cmax (ng/mL) 22.6 + 2.2 18.8+ 1.8 31.2+ 3.1
Tz (hr) 10.2+ 1.1 6.9+ 0.5 7.8+0.7
AUC (ng-hr/mL) 352.7+ 37.5 199.9 + 18.2 317.8 + 40.5

B 5 24 R £ TORYF

70.7+ 9.2 (0.14)=

52.6 + 8.9 (0.21)=

85.5+ 8.8 (0.17)2

REAeR IR (ug)

a: OWIT%TAR

@ HEH5HE (BEKABMH)

fEERk AN B (6 4/RE) (2 CMA B0 mg 88 (RitEfig]) 1824 22 T &
#% 30 iRk nE# L <1X CMA 25 mg §8 (@fA)) 1842 /&% 30 ik
FeG54% . BEFAQICER LM OV IR 21T\, IUETR K QYR O CMA 2 % GC-MS T
HIE L7,

HYENHE T A — X —%FK 10 1T LT,

BZBICEE UIz8h O M R 1 X 22 ME R B 512 M~ T Cmax X OV AUC 23880
L7y, ZHudEE L TAEFEIUC X 0 0T L2 B X % CMA OyEfiE
oML b0 EBZEx b, (B 14)

# 10 fEFERABMEE S L Lz CMA O HER A& SR BRICKT 5
e T A -4 — (F¥ + BEERE)

AR (50 mg/ \) HmE Al (25 mg/ \)
ZE IR G- wRES wRES
Thmax (hr) 6.0+ 1.2 6.0+ 0.4 3.0+0.7
Crax (ng/mL) 28.5+ 3.2 40.3+ 3.0 34.1+4.4
Tz (hr) 75+1.1 10.5+ 1.0 8.0+ 0.6
18
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AUC (ng-hr/mL)

332.7+ 59.3

541.1+ 45.8

277.0 £ 20.2

R REHLEHRE (BHARM)
BISEARAE RSE B (BPE 7 £4/8) 12 CMA 50 mg 8 (IRMrEiA) 2 1 3 18
(Fl &% 30 77) XX CMA 25 mg #& (@A) 2 1F 18, 1 A 2FH (@HEE
43). 6 AR OG- U, BREFAOICER L L OZ IR 21T\, b
H R ORF O CMA JRE % GC-MS THIE L7,
MR CMA 8 B ORREEIHER 2 £ 11 1R LTz,
M CMA JRE L& 5B % 0 Hliig L, 5 5~6 H CERIRREIZE L,
BRER PR IR 5 R D 0.15~0.2%TH V. SH-CMA 2t MIREO#EE L7z

30 53 KL O £1% 30

LN

N, CMA IFRE#EZZ Tt WZ ERRBEIN-, (R 15)

# 11 RAFMHEZ G L Lz CMA OERA&RGHABRIZEBIT 5

CMA O MEFIRE (ng/mL) (F¥ + fFHEEGE)

ZACAR K ORI DR TN R 11.2%HR Sz L DmEDRH DH Z &

19

PRAPERLA] (50 mg/ \) W (25 mg/ A% 2 [E/H)
W] 5-1% RE CMA HIE] B 5-1% 5 CMA &
0 (W=l 51 Ai) 0 0 (WEIFEER) |0
-a 1 18.7 + 8.6
19.4 + 6.1 3 27.4+6.1
38.5+5.3 5 20.7 + 5.4
19.1+1.5 10 10.6 + 2.4
24 10.7+ 1.5 24 9.2+ 2.4
29 35.2+ 7.0 27 35.0+ 7.9
48 14.7+1.9 48 17.1+ 4.2
53 40.0+ 7.0 51 38.3+ 8.9
72 17.7+2.9 72 16.5 + 3.3
77 37.8+ 6.5 75 45.5+ 7.6
96 16.2 + 3.3 96 19.0 + 4.6
101 37.0 + 6.2 99 476+ 7.9
120 15.2 + 3.7 120 23.1+5.1
121 48.1+11.2
122 25.8+ 6.7 123 40.9+ 8.1
125 46.3+ 6.6 125 33.4+ 7.8
128 38.3+5.1 130 21.0+ 5.4
144 17.0 + 3.2 144 21.4+ 4.5
a: BIMAT Y 22— L ICBWTRRE
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@ #emEtER (REREIE)
et (NBCRB) IZ[14Cl-CMA % 2 mg O HIE TG (FGREAH) L
7z & & T2 KEHLINIC 5.5% 28 R TPICHEME S 4, B MEWIE 3 AL KER(LY) T

ol

(ZH 6)

(8) EYEaEAER (EH)
DS - et (T4, 37~46 5%, 3 A IXmAIPIERH, 4 4
AR AR IBR) (2, [1-2-3H]-CMA (250 uCi, #9350 pg) % -EfiH o 8
RERRTIC RN G- LTz, #5% 10 3 ARERE L2 R KOV E & 5 T4 i ke

FE IR &

IS DUV TR RER S 2 LSC THIE L7,

EEAEK121TR LT,
BHENSHEPAK, BAICOWTHAE L., AREHE 1 Tl 204 HDRFIC
460 dpm/mL., >4 2 TIEHE 1561 A OFRHIC 1,900 dpm/mL fH & iz,

THEE R FRERI OB RBIREE S e b i < . ASHAs RICRBW TITEE . BRI
DS REIRE DN @ -T2, (B 6, 16)
F 12 LMHEE (FEmlE) x4l L7-[1-2-3H]-CMA @
FRIRN 5 5-1% D R HR e OSSR 2 G RE IR 2
I TE x5 B
1 2 3 4 5 6 7
R T ] 22,922 | 14,502 | 14,823 | 17,087 | 13,896 | 30,153 | 32,652
At 78,325 | 84,700 | 29,647 | 103,891 | 76,426 | 130,624 | 109,532
%TAR | 14.1 15.3 5.3 18.7 13.8 23.54 19.74
TE | B# | 1,531 1,995 357 1,454 2,860 1,418 1,090
P ] 1,396 1,514 780 2,040 149 1,832 1,201
T | 1,514 1,773 1,441 1,975 2,600 1,359 1,266
SEE | 2,017 1,520 722 4,000 1,709 1,178 1,369
JEH 1,300 1,302 1,502 1,760 1,124 1,398 1,109
i 1,885
SHERTIR 10,000
PRE 1,764 1,131 1,095 2,599 2,155 1,618 1,342
kS 2,212 1,606 941 2,380 2,012 1,790
B 3,432 1,334 3,175 1,703 1,719 1,912
FEWG | T | 5,417 9,286 6,148 7,730 17,636 | 5,580 11,604
%TAR | 17.1 26.0 18.3 25.0 50.0 20.6 54.7

a : dpm/mL (JR). dpm/g CkH#%)
b : 3 HEOAHF

TR

20

22




(9) EYEEEaRER (B )

Pt (28 7%) 12, [BHI-CMA % 1# 5 (46.37 uCi) L7=& =, 3 HAITHI
112 0.0247 pCi AEMR S 417z, FIF R HEIH I © 50 TIREE DK 0.05% T
bHolz, (BH6)

(10) KBIEER
RFBHZ DN TIE, BMWFER TR 0 RN b5,

@ RBEER (VY H)

CMA 1%, C2 (LD K TF C6 MDA N AT 1A REBROD _HiAH &
D—DXIIMW ST OKFAMD 2 RETRFENDEEZEX LN TWD, DETIED
L, C2LALA I L SN TR bR ST D, (B 3)

@ RKHAER (in vitro)

Fv M XiZt FOFI 78 Y =LA CMAZIRIMLTA »F 2— K L7ZBD
FENHWIL. CIMLOKBRILH TH -T2, 7=/ 7NV EX —)LTHILLE LT-T v
FERTYEOFI 70 Y —A2Z CMA ZHRMLTA o FaX— b LEBEOTHE
REtix. C2AL DKL CTH -T2, DX DT ) A X7 —EoiFER
RBRICKZ VBT R R BN, Z7ai~Y ) 2O HODORROBEVEESE
DFEREIZ OV TORIFE LI T2,

R OBE R GITIRER D Z 28 (Fl, 7> b)) LU, B 5720
B (Fl, ee) vbDHEELND, (B 3)

2. REAER
(1) BRBHER (4)

WA (SWFEARPH, 3 EE/MEA) (2. CMA % 20 AR 0#%45 (10 mg/E8/H)
L. RN I SN, &G 1, 4, 7 KO8 HZRICHART CMA JREN
HPLC (LOQ : JEHF LA O#f% T 1 ng/g. BT 2ng/g) IZLVHIESINTZ, F
7o, BEHIZOWTIEL, &EGHMTomR ., &&kEE 1, 2 KO'7T HE DO CMA O
H RS HPLC (LOQ : 0.25 ng/g) 12XV HIE S L7,

FHRR PR T, Rk 5 1 B OB A O TIiX LOQ Aiifi T, AR K& OV
TIHXENZENFEY 17T L9 nglg ThoT-, wiEEE 4 BH T, 1EOME S
4 nglg, 2EADIERE DS 3 TN 10 nglg e STz, T2, &KEE 7 HET
1%, 1EHDHENNS 2 nglg MR SN2, T OMOEKEE 7 KT8 HE O
ETIEHWTHOMEBICE N TH LOQ R Th - 7=,

FLH R, &S 1 BRIV T, 861 5 41T LOQ & LFEY .,
2.1nglg TH-o7o, &G 2 B TIE, 84T 2 61T LOQ % EEY ., F#¥1
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nglg Tholo, wi&H&h 7T B TIL 1 BloHN LOQ % ERlH{E 2.1 ng/lg 7R~ L

7’»
—o

(ZH 3)

3. BinEMAER
CMA OEEHRBRE R LR 131”7 L=, (R 3, 17~23)

#* 13 CMA OiifnaEaliRi R

R R JiiE s i
in |18IF%%8K | Salmonella typhi- |0, 100, 1,000, 10,000
vitro| ARk | murium TA98, ug/plate (£S9) (=3
TA100. TA1535, (B 17)
TA1537
S. typhimurium ~1,000 pg/plate (£=S9) o
TA100, TA1535, (B 18)
TA1537, TA1538
S. typhimurium — (£89) [EYE
5 Ik (B 3)
Yeta (R b kU RER ~100 pg/mL (-S9) Rexft:
F R (B 18)
B b YUk CMA Hijhi% 4.0, 8.1, "
o8
12.1, 16.2 pg/mL (B8 19)
48 FFfE L
CMA 16.2 pg/mL & [ | ML CMA fzg&
s 3 (2, SOD [RIRFALER
SOD K UTCAT ZWIN | . CAT [
Wiy famaason s o
' & D [RIIRFALER D556
s
(B 19)
Bl gk Ge ) B B U LNk CMA il 4.0, 8.1,
o3 VR 28 Hi Bt
o 12.1, 16.2 pg/mL (18 19)
48 IR AL BE
CMA 16.2 ug/mL & [Fi5iz | SCEs/cell i CMA Hiji
< 5 W2k, SOD [r]RFiLEg
SOD R USCAT &I | o CAT b
4;1;;?;&%? mL) JLFL (5 SOD & CAT
' & D [RIRFALER D35 A6
A
(zH19)
DNA Wistar %27 > b 0.12, 0.4, 1.2, 4.0, 12.1 W - Bo
R (MERE) T ng/mL (-S9) 1 - 5aF5E
B (ZM 18, 20)

Z v M

22
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(B 3)

b TR - B
(ZH3)
REH  |SD%Z > b (M ]0.81, 2.0, 4.0, 8.1 i - B
DNA &1k | 1) i pg/mL, 20 W[ ALE W - RE
AR (ZH 18, 21)
Wistar 27 > k 0.81~20.2 ug/mL, 20 i (E4us
(MERE) A [ AL ER (B 18, 20)
v~ (B FFAE |0.81, 2.0, 4.0, 8.1, 20.2 BhitE
pg/mL, 20 KfRGLEE (B 18, 21)
7 v MR — (=35
(ZH3)
t N FAA — (=3
(ZH3)
in |/EERBR |SD%T > b (M) |100 mg/kg (AE, H[EREA B
vivo i b a (=P 18, 22)
ARNiE — (H[E#E5) B
(ZH3)
ek |ICR %M~ Z5H#E|0, 200, 1,000 mg/kg AR o
BB | /A, BEESE 5 A R (%;E )
SRHIRE O P —
Wistar R#EZ >~ 5 |0, 1,000 mg/kg {RE/H | Bk
Gl HUEI I3 5 P hefesn il e B8 17)
R T
AA AT A () |0, 5.62, 11.25, 22.50 B
ile megfkg IR, HEIIPEN (BH23)
B 24 BRI MR ER A T
Iifi Bk Yo | AA 2~ 7 2 (i) ‘H |0, 5.62, 11.25, 22.50 UL
o3 1R A8 | Bl A mg/kg (KE, H[EIHETE (51 23)
B 5. 24 FEFI 4 AR AER T
DNA Wistar 27 > b 1. 10, 100 mg/kg (K, T
fg;}uiﬁ: (M) A AR 28 (5 18. 20)
BRI |ICR RZMif~ 7 % |0, 200, 1,000 mg/kg A fat
B /B e, sRERE A &S (B 17)
— 1 FEAIAR

a : HAE G 3 FARIC 2/3 ATERS3UIBR L. ATUIER 2 H A& IS ER IR
b : 1 [EE 3G 24 BFEtR, 5 A& GITRERS 6 IR I 2B R 2 5

¢ : 200 mg/kg (REE/H X 1 [013E 5 HIE. 1,000 mg/kg (KE/H |

CMA %,

1 [a]

In vitro CIIHIE Z AW T2 EBIRZRRE R B IIBETH DN, Ty b

KO b MRESE TG 2 V72 DNA APIMAEER & OV 28 DNA & R T
PHETH oo, b MR Y Bk U 7o et R B 5 M OVt Gu 8 S AR A5 H
AR TIIGIETH > 7oy, TEMERETE 252 CAT 33X SOD & CAT D[F]kf
AN &0 Geta RSB M Ok Y (oo (R AZ R D FE A B RE 1A T L7z,
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in vivo TiX, IEVENE G- TO~ 7 2O EHEMALZ F O 72 Gt R 25 55k & Ot
RGO S IR A AR BR Tl ME, B 0512 X D I UIBRIEIC X 2 i/ MatBr ¢
EBGEEE R Lz, — T, OB GICE D~ T ARORT v MEBEMIE O Yo 4R 5
HARBR Tl 1,000 mg/kg (AE E TOHEI LKW 5 HEEGE G OFRMEIZBWNTH
et TH Y. T MO DNA AR &2 Th - 7=,

CMA %, A7 a4 KEKD C-6 & C-THAMIC _E#EEEZH L TBYRFHOIE
LA U HiEMERE TR DNA HEMEICE G L TWD EHZENTWE (B
24), F1-. EVEBRFFE AT ET D S YL IR B K Ok e /3 IR AZH D F A
BEMNMET L2280 b, BERE 513 CMA OB oEFe TIAET DR IR S

;5%&Mﬁ%@k%zto

TEMERE R L D BT R L, A3~ OEEEZ A/ LT D (BH25),
— Bz %@&%@@éﬁ% LT (M) Biamtezd iy 5
M?%Ei\DNA_&mE%%ﬁzéw ZOERICIIFEENREER S 5 & T
HIhd (B 26, 27),

UbDZ &t RWEEEZESIHYAERLFMFHESIL, CMA IZAKIC L
STHIE L 72 B mmEtEE Vv EE 27,

4. 2AMEMHAER

~ U A (dd %, 5 #Hfn, 18~23 g, MELER 7~8 L) KTU'T7 v I (Wistar &, 6
FhH, 120~140 g, MEMES 7T~8 VL) 12 CMA ##0, B FXUIMEENZ ST 55
PEFRMERRBR AN i S 7=,

ERAR A ITR LT,

R O# G086, MO L HIEROZ, FETIEALNT, FHmTH
X oNRhoT-, (B3, 28, 29)

#* 14 CMA o EEmtEalis R

B 5 | dhipmEsE LDso (mg/kg 14 | AT
R )
Fo | v A (dd %) >15,000 pride L
MERER 7 DT
~ A 6,400 —
7 v b (Wistar &) | >10,000 Fra7za L
MERER 7 DT
7 v b 6,400 —
BT | vU A (dd R) >10,000 TEERN R, PR
MERES 7 D e 5B OREA, P B AR M O AR R 78
Z v kb (Wistar 5&) | >10,000 IHEE R LR
MERES 7 D B GO L, R, i ERR, IR
24
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e O A5
RIE . Mok, KRR, RINZIR e OV ZE R

fE e | ~o A (dd %) # < 3,000 EEhER, B, HZ, 9 T<CED,
N MR- 8 DL (2,040~4,410) 2 | IRi& T, T
I : 4,050 g, W&, BEpE. e oFRm Mk OWERE

(2,680~6,120) 2 | |[ZH{AERE
P R K OV ligk & BERRAE O Ji 25

7 v b (Wistar &) | >5,000 IREN R, TR, B x

MR- 8 T FFRB R OVl D e, ERE, FRSENE TR
NG
T HERT S OV & R, RERRAsE, s o

RIE . Mok, KRR, RINZIR e ONRSZE 5

—  FEAAREA
a : 95%IEHE B

RS
(1) 21 BREAMSHEHR (Sy D) <SEEH>
Z v b GREROVCEARH, H) 12 CMA % 21 AR O& S (50 mg/kg (R E/
H) L. f2MEFEERER S S,
EMEA FFAf £ CILEIE BB, AR L OV TSR BRI AR VT v PEAE R
DEBRRDLNIZLE LTS, (B 3)

(2) 30 HfEAMEMEHAR (T v Q)

7w bk (SD %, 6 lHfm, HERES 8 VL/FE) & CMA Rk 2 30 H [M#E 05

(0. 60, 300 Xi% 1,500 mg/kg IR/ H | &M : 2% Tween 80 ABLEIEHR) L.
dh R R BRI S vl SERBIER . REHNE, BEHEIE, JRIRAE., ik
FHIRRA, MEA L FRIRRE., SR, T = HE & OV B rO i A 2 F2 0
L7z, BIBE~OERAORIEMEZHRT 2720, Bli&, B E L TR L O
300 mg/kg A/ H 58 (KE 6~8 VL/RE) A% E L. 30 HH& 5% K O EEES
30 HZICRIBEE KON 11-OHCS & &1 HIE 7=,

BT RAER 15 1R LT,

BRI, ETHNITRO o7, BEEETIL, 1,500 mg/kg RE/H #
HBREOETE G O% I, AE TIERWOALS0MHEIE B 338 iz, ik
SRR TIE, ﬁkﬁﬁ&%h%mw DINDINT A—=Z—=TEPRD LT n, H
BIKFERROONT, HGICLDEELIIB X N2 oo, RIRETITRT
ITH BT T,

ARROFEHMAAHATHD Z &b, BEEEE LTz,
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BANERER CId, 30 H & 58 TS & B ALz B & 2> 72 Bl 5 Ei b K& Ovf
11-OHCS IRfEDY ., Hef&#& G- 30 HZIZIXIAIE LTz,

B Z T B EELEMFHESIT, 60 mgkg (KF/H UL O EHED
O, KETITEIF, AR L OHEEOZMEE ., M TILRIE-LINE O ZEiE & O
TR V3RO B2 Z & 225 LOAEL % 60 mg/kg K&/ H LB L=, (B
28)

#15 7 v &z CMA @ 30 HH# a2 EERRICEB T 2 mMia

Pe b
(mg/kg KE/H) H i

1,500 (ENEEREpINE NG Freltta st Mo OVFH o 25 Fc g i
IRENE(K T, #ERiEE
FF iR et 25 24 N
Mgk B OV Do ot B k)
e B M OVFE sk B B )
FEME OZHE, 15RO,
BDT7AT 4 & llaoZEHE RO
K D PR A )

300 LI L T.Chol D& FLRFE
Rl HE T Ko OV ¢ 22 B ALT &1
RAITST R D ZEHE B M OVt B s

Ja i e ' D> e
FLARIR B O B

60 L I i 11-OHCS 1EAi T.Chol & i
R it et 2R i) 1.7 11-OHCS B A
AT ST R S OVE FE AT S OVRE k28 | BB M OV B o] B OVFE kB 2l
Rl Il R T A
ol 2 T A UNERSEHE, s Ege D
FEEEOFHE (IR _E R Z54E) B PN IR B

(3) 30 HfEAMEMHAER (T v Q)

7 v b (Wistar &, K5 : 125~135 g, I 9 VL/#E) |2 CMA &#EiK % 30 H [
FERO#E (0, 10, 100, 1,000 mg/kg AE/H., WK : 1% 7 77 I 4)
L. aPEm iRy i Sz, —MORRBEIER ., RENE, BEERE, ik
PR, MIRA LR, iEas EENE, SR OYR B0 % 20
L7,

BIEAT R 2R 16 IR LTz,

— IR AE L DI AR AN B LA Do Tz,

RinZERZE XY ERLEMFAERIL, 10 mgkg (KE/H &GN
T.Chol HfE L N FEEBHMDNALNIZZ LD, ORI HRBBRTIEH D
7, LOAEL % 10 mg/kg {K#E/H & flKrL7=, (B3, 30)
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#16 7 v &z CMA @ 30 H H# 2 EERRICEB T 2@

e hB AT R,
(mg/kg KE/H)

1,000 (R EE I

i e O PR iR B 4 0

ek, MEER, TR TR OGN U oo H E S
ERCE

JHF A e oD R G B A M s . IR b SRR

100 AR R

AR, MR, R R M OV B e

N B

TP &l

ONER S ARBORA . - PNIEEEGE ., RIS B ZE e M OVRE L A 3 M A
Do T EKRAFEEVERIR RN (D) | fE b BGMRERME 2 b, LB e
H

10 e D
T. Chol E1{&

(4) 33 HEEIMEHHER (FILEY M)

F/LE v ;b (Hartley 2. A 400~600 g, MEMES 7~8 DL/EE) 1 CMA % 33
H [FR A 2 5 m\001\0150i10% (0. 4~6, 40~60 XI% 400~600 mg/kg
(RE/HICFY)) L, diRarkstEslBrn s Sz, &5 K Tk, B8, FL,
MR, Mg 2 LT — LR KO T.Chol.JIE , eias 25 & E M OV R
FAAR AR & FEhE L T2,

BT RAEER 1TITR LT,

1.0% 8 5-EEDHE 3 I R OME 4 B3, $%5 11~17 HIZHB W T, EBEHESRIC
WHITHLE L, R0 O 3 Hl 2K 17 HIZE R LT,

MEFAIRAE TIL, BEICERT2E(RITRB O bkhroTo,

R EZEFEE LB EELEMFEES T, ARBRICBW T, BETIL0.1%0 E
P GHETIBFE O K OFE 3 E & ORI N RS2 K ORISR O 8 A7/ 72 5y
W DI 5 - T B OFERESE . METIX 0.01% L EO B ERET B NEO B
FENAH BT Z EnD, D NOAEL % 0.01% (4~6 mg/kg (RE/H IZFHY) . 1
® LOAEL % 0.01% (4~6 mg/kg {8/ HIZHHY) EHIrL7=, (ZH31)

#F17 EFLEY FEHAWV CMA @ 33 A 2dEsmERBRIc BT 5 F M A

B5E (%) I3 I
1.0 T (BEEESIC L A=) (34]) [ (EBEHESIC XL 5E5H) (4 4)
MR = L F > — LN ) R H St B N
AT IR et K OVFA ot B Bl
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0.1 L L |FIBHHx E RN

R 2R xF Jo OVFH o B i)

FE2E K ORISR O IR R DZEfE (4
W OWD %)

0.01 R L T NIEEESE (0.01%LL 1)

(5) SHhAREAHEEHRR (/1 XD)

A X (BE—7VFE, §8~10 A, MEMER 5 VT/EE) 12 CMA % 3 7 H [iREH
Fe 5 (0, 20 XX 200 mg/kg (KHE/H) L., dRaEEtERBRN 346 E Sz, R
. ERELEE. RELKOEMENE, RE, MRFr0MA, g E R
R ORI VT A IE 2 BRI FE40E U7z, 58 TIECRTIC BSP JEt (%
AE) ABR K ORI A 2 920 U7, #5128 B ICHMERES 3 DL/EE, 1 2~H o
IRSEAL RS 2 DU/ 2R L, Elae O HEHE X e aflisds - Mikic o
TR B AR SRR A & SEE L T,

mEAT AR 18 IR LT,

BRI, WTNOBHIZEB W THAETITRD b o T,

—HIRRECIE, B EREOM TR 1 0 HRE LV ILEDOERSLILIROIEE TR
DO, JREETE 2 FUZFEROEN B DTz, HEOFEGHETH RROE
B AH BT, HEICHE RO E Th - 72,

EEfE, BSP HEalE &k OIRRA Tlk, EOREITRO bR d o7z, HlR
TiX. CMA 5HOMEHEDOHMIC A AREEi N A blc, 1 20H ORIER, 55
FHIZERD S =2 IV b [BIE U EHEE M 23 B SR O 2L TH -
776

B EZEZ BB EIEMEMFHESRIT, 20 mg/kg (K5/H UL EOMERET, &
P S OB, NS OV ORI B 286 DN CMA D RV
BRVER 2 7R84 2 B fifigs K ORIV G DN FLAR ORI RE 20 b & i Hp AR v
TUVEBBRAOLNTZZ &5, LOAEL % 20 mg/kg (KE/H SR L=, (B
32)

#F18 A X&EHAWZ CMA @ 3 H»H 2t m BRI T 2 3T A

B 5B
(mg/kg KE/H) i .
200 IEEh R, E IEEh R B
Hb &% O° Ht {&fil Hb, Ht & RBC {&fil
A5 s
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20 LUk

IR B K OB Nl

JREFEN, Na & O Cl HEt £ 580
IR ERETN, U BRI
T.Chol. TG KO PL Hhn X /344
e A

mf =y LFy—)v, TARNRAT R
> K O° DHT {5 A

B MR, FEEE K OVR ST e
S OVFE B el

JFF Mgk B ONPE ik et sk Ko OVFH sk 28 &
I

JHF /N BE FR R 45 O Tl e B R R O
ZEhafe, 7V a—o U RERED a
it i e ONBI VR " e

U 2 Xl O B /INER D ZEE e VY
> RERIED

LR R 55 D HE 5 K OVEL I 43 Wa 1
i (20 mg/kg RE/HREED )
FEHIE OZFEME, KT EEUR T, il
SERRZERE (IR b B2 Aa o )
M) . R H A K OSSR R
2RSS eSS R TR,

IR B K OB Nl

JREFEN, Na 2O CL Pt &40
IR EREEN, U BRI

TP. T.Chol. TG U PL Hhi X
P EE e )
mHaLFazxsroarkRal
F ) — VKA

i) B R OV it i et sk Ko ONAH sk 2 &
W

JHF Mgk Ko ONFE gttt st S OVFE o 2R
HE

JHF /)N BE Fh RS AT OO JHF S i e R e OF
ZEhafe, 7V a—o URERED a
it i e ONBI VS R " e

U 2N D B INE O FEfg o VY
> RERJE D
FLRMR T K OVFLAE B85, FLIt s
HEAN

DNELZEHE b, PASHIPAuEE N
FEDRE LR ONEZEN b, E N
W E (R L)

DHT : Yt Rus7 A AT

a : BT A

b : FFKGHET 1 HIFHOD I,

(6) sMAAXRITTHAMBEAESEERR (1 XQ)

A X (=7 )VFE, MR, VCECRET) 12, CMA % 7 22H RS- (0, 0.06 XX

0.6 mg/kg KE/H) L., #EMEEMRERD FE M S vz,
mEAT R AR 1918 LT,

EMEA %, 5 7H &5
Bin 2% BB M =58 =

% 0.06 mg/kg (KH/A LHIWT L7z, (ZH3)

# 19

kD> NOEL % 0.06 mg/kg K8/ H &
Ff=3. EMEA Offiinz > L. NOAEL

RELTWD,

A X &Mz CMA @ 5~7 7 A HLEMERMRAER IC 3 1 2 T A

#58 (mg/kg K&E/H)

LA A

0.6 2R, mbE, SRERIRRREE

. TEERIE

IR L

0.06
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(7) 20 HHEEAMSHRER (4) <SEEH3>

A (SLFE K OWEECRBA, M) (2. CMA % 20 H#%5 (12 mg. HGHEER
) L. sk dmasBRn e S v,

EMEA (%, BHEEENL LN L OWEILR)PoT2E LTS, (ZH3)

6. BUESHERUENAMRER
(1) 6 MhAREEEEHR (Y M)

7w~ (SD %. 6, M 16 PC/RE (6 mg/kg (AE/H &K 58D 7 8 L/
#)) 12 CMA B % 6 2> A MRER DG (0. 6, 60 XX 600 mg/kg K5/ H
Zi 6 H, 0, 5.1, 51.4 X% 514 mg/kg RE/HAHY, &I : 2% Tween 80 4B
BIEWR) L. BrEEERERN M Sz, 6 mg/kg (RE/H&EGHEZ R EGHET
3. CEEDREEEG% 1 AR OREIC L 2 EERBRICHV Oz, —RIRRER
2 IRERNE, BEERE, MEEMSILE. Rid., OIE0IE, ka4,
MR AEAL SRR A *””Eﬁzﬁl L HR & OV B AR RO R & T L 7z,

BIEAT R 23 20 IR LTz,

B GHIRIR, BB RER T 2 THIERE D Hivie o T,

—IREE, DRI OB, BGICERT 2 EEIIRD bR o T, 1
@%%&Q&U%&E BT, w<o#@ﬂ§f B —TEALDNFr B AT A,
WIS HEERFEITRD bvied o To, BGHIPIZRD b nT oz
HIRIEIL T IXRIE X ;’clﬁu’ﬁﬁ 23R8 BTz,

R EEFZE LB ERLEMHES T, ARBRICB VT, 5.1 mg/kg (REH/
HAH Y4 DL ECTRECIX ALT & Ot 11-OHCS i, i TIHEIR LK OV 2 B &
BN B ZEMERRO bz Z £, LOAEL % 5.1 mg/kg (RE/H & ]
L7, (2H33)

#20 7y &AW CMA @ 6 721 Mg EEHRERIZ I T 2 B i

e h&
(mg/kg A/ H) e i
514 Mgk e ON ML ittt e B ONAH st B2 8 | ALP J2 OF T.Chol =i
% U NveN el
KRS OFENE, K Has

3 BN AATH L Z b, BEFERE L,
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51.4 L bk |[{REIE NN R E e

T.Chol, TG X% U*PL &l PR IR 1

A REEL, ATSZ M OVFE2EHEXT | i Hp 11-OHCS {&fE

e OB B B i) JITHER, B M O igthée el 20 B 0
g B ZE T IR K O YN AR E

FrAmR Rz P o 22 b N | AFmarz s P 22 fadt. NI |
) . 7Y 32— | A7) 2= g 2 UhEET

INBEH R~ &) 8~ &350
) 5 R T e EIL Y E=E S
AN IR L OS24 (IR Rz Al | IR S oo BASH IR FasE in
FH)
5.1 00 F ALT /& i b Bl R OV el S OMFE k) 2 2k
A 11-OHCS 1&fE ERCES

a : HEHAT R
b:6 &0 600 mgkeg AT/ H&GHIIAELRGEM, 60 mgkg KH/H &GRS EL

(2) 2~6 M AMEREHER (EILEY L) <SEEH>

Ty b (WL OVEECRE, i) (2 CMA % 2~6 »H &5 (0.5 mg/kg
{KE/H) L., 2~6 A M&EGHERN I E Iz,

EMEA (X, BEENEIHLIZE LTS, (B 3)

(3) ANAMRER (THRD) <SEEH>

~v A (RII %. C3H %. (C3HXRIII) Fi (MTV+) DMk OEBE, 438
) 12, CMA ZAEJERER G (M . 0, 0.06~0.08 XX 0.6~0.8 mg/kg {AH/H
FEY ., EBMEE 0 0. 0.06 XX 0.6 mg/kg RE/HFEY) L., 0 AR I S
o, —ieiRieslgE, A2, Sk OWBRE R s (EE, SERNS
W) &S LT,

FehfE, Rk OEREMW A R 21 12, AR AR L O34 £ CoH %
#221TR LT,

METIE, WITNORFEDO~ T ATBWTEH 0.6~0.8 mg/kg (KE/HBESHET, F
BRIESFE A £ COWIMA IR Lz, £72, (C3HXRIID) F,® 0.6~0.8 mg/kg {&
BB G HE UL O F A 1T B 23 S 7228 0.06~0.08 mg/kg (AHE x5
BECTITIHNE A B2 o7z, kD Z Enn, HEZB W TIE, 0.6~0.8 mg/kg
RER G CHEIZHED AMZME T 2ERAZ R L, INEEED S A Mifil4 572
bEEZ BN, —JF., (C3HXRII) F,OEBMHETIT, MG VTG
I D FE AR R O A E TOMBICEZBITZRO bR oo, RBRE IR AR
ST CIEREPAMEIZA LN -T2 LT 5, (234, 35, 36)

$RBROFMPAATH L Z b, BEFERE L,
5 AR AR O TND ZLinh, B3EER L Lz,
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# 21 ~vUA&EHWiZ CMA OFEDAMERBRICE T 2% 58, Rtk O

i3 EBE
Pe b8 . % b5 . %
(me/ke F /) At (1) | (mefke /1) At (o)
0.6~0.8 RIII % 30 0.6 (CBHXRIII) Fi| 28
C3H % 36
(C3HXRIII) Fi| 40
0.06~0.08 RIII % 19 0.06 (CBHXRIII) Fi| 26
C3H % 43
(CBHXRIII) F:| 46
0 RIII % 73 0 (CBHXRIII) F:| 61
C3H 93
(C3H XRIII) Fi| 167
#£22 < U A&z CMA DFENRAMERBRICIH T
FLIRNESE 8 A 23 e OV A £ T O
4 - bR P b ﬁ@ @%%E JEGER AR | FAEETO
(mg/kg (K8 | Bk | Bk (%) i (H)
RIIT - it 0.6~0.8 30 18 60 459+57
0.06~0.08 19 10 52.6 444+96
0 73 50 68.5 339 + 44
C3H - 0.6~0.8 36 24 66.6 453+30
0.06~0.08 43 28 65.4 39027
0 92 54 58.7 386+12
(C38H XRIII) F, 0.6~0.8 40 34 85 255+23
il 5 0.06~0.08 46 45 97 215+12
0 167 161 96.3 213+11
(C38H XRIII) F, 0.6 28 2 7.1 560
1 0.06 26 7 26.1 617 + 33
0 61 10 16.4 576 + 54

a : AREWE : BB CRONIEE 2N B U 7o Rp il TR L TV B A 97, £ 4LLAAT
(ZFELE L7-EMIEERSN L T D,

(4) EHPAMRER (THRQ) <SEEH>
~ U AL T A VA BB L TRy (MTV ) ~ o 2 (CF-LP %, M
K. VEECRE) 120 CMA % 80 #HEHK S (0.02~0.05, 0.5~1.5 Xi%2~4
mg/kg (AT/H) . UTA AT 7 —=VTE &K EG (CMA: AR T /) —/L=25:
1) L. Z2AMERERD i S i,
EMEA KX O'TARC (X, CMA Bl 50 CIIMERE & & IEF R A OGRS 5
T, ARARNT = O GEETIE, FEMEEORAERD 5~10 5128

6§ MBROFMBAHATHD Z Linb, ZEGRL LT,
T AT A Ru s
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IMUT=28, MO OIESERAROBINIRD b oz LTS, (B
3. 35. 36)

(5) BNAMEEE (TORQ) <SEEHS>

< AHNRIERE T A NV AEFIELTND MTVY) <7 R CRHELOVLEAR
B, REER OME) 12, CMA ZiRfE#5. (0.06~0.08 X% 0.6~0.8 mg/kg A/
HAEY) L. FEDAMEEBRN I I -,

EMEA 1%, FLIRBEE R AT B W TH R <, 0.06~0.08 mg/kg A5/
H % G- REOME N OV EBBHEC B WD THANERE O Hivie o 723, £ O RIS IR
DOHETITHIH =41, 0.6~0.8 mg/kg RE/H & GHE Tl FURES A £ TOHIRM
MECEEDNTIER L7223, BBETIIZLITRD bz o7 LTW5, (B

3)

(6) ENAMRER (TORD) <BEEH>

~v A (RII %, C3H%., C3H % & RIIZDF, (LLF (C3HXR111) FiJ
EWVvH ) OREIF TN (C3HXRI111) Fi OIEFMEN VLB, VCEARH) 12,
CMA (97.5%) &—F =LA T IA—/L10 (25%) OEEHZIREHRE (0
XE 8 ppm (0 3IE 20~30 pg/VLiZFEY) L. 5 AMEERER2 ol S 7z,

MECIE, RS OR AR L OEA T TOME & HICEBIIL LN o T2,
— . HETIE, FRIESE O ARNEM ((C3HXRII) F, #ETxIHE: 0% (0/76
) (%L 31.2% (10/32 ). (C3HXRIII) F; =BV TxIREE 16.4% (10/61
Bil) loxf L 77.8% (23/28 1)) L. ZEETCOMMGEM L, (K3, 35,

36)

(7) BHRAKRE (XRYRRUTY b) <SEEHI>
~© % (CF-LP %, I, 40~80 VL/Ff) &, CMA % 20 7 H & E KT » k
CRHER OVCHORB, WERE) 1< CMA % 2 ERIR N5 (5 EAH, KATE
PIREAESE & L COBG RO 400 5) 5, RS AMERBRA E i ST,
IARC 1%, ~ 7 AW TIIHMEES O AR B SO0 L7223, #eat 77
HEZEITRL Ty MCBW CIEIFIAIIE DR A XA b 2oz & LT
%, (B 18)

8 HBROFEMN A THL Z Lnd, B2EERL Lz,

S TF =N AT VTN EDRANZL LR THLZ b, ZFERE LTz,
10 ST A hrl

1 HBOGEHN AR THSL Z End, BEEELE LTz,

33
35



(8) 104 BFEMNAMRER (Sv k) <SFEH2>
7 v b GREEAREA, MRS 75 DL/ 12 CMA % 104 I8 RETRS (0.02~
0.05, 0.5~1.5 i3 2~4 mglkg K/ HARY) § 2R AMRRER? £ S hiz,
EMEA J O'TARC 13, JEBFEAERICEMITRD bR o7o Ll LTS, (B

f 3, 35, 36)

(9) 5 EMEMNAMSARE (41 X) 13

A X (E—FFE, 26~52 . ME20PL/BE) 2. CMAZ&SHT 557 h—
ZpEE R O#EE (CMA & LTO0 XiZ0.25 mgkg (KHE/H) L. 30 AMRERNFE
M Siutz, AMBL. ATEN. PR, FEMESUTSRPRVE A o0 JKk 5 K OV 0 & 45 P s
L, BEAELKOHLBROMZ 2 A 1Bz, £z, 5B 6 202A%, 14
% ONZ AR 1 4R 2 Ll e O iR AL S A & FEhE L 7o, & 5-B46 2 KO
4 FARINTARE 4 Bl P (B G RET B GBAA 4 AR B I L2 1 BilETe)

L. s O 9 BAR R R A & F2hE L 7=,

WERAFR 231 LI,

D 285K

—CRAEZEZ R XA O N D o 7o, XPRREECIE 4 Bl G-/ & RO /NG i
M—iEtE (5 21~24 22 A HOR) ITHbET S F7= 23, SR CIE LR 2 5 s E 13 A
Lo T,

Q@ 45HA
BeHRETIX, BB 16~31 AT T, KENFRICEMEE R LEZN, £
@%ﬁ%ﬂ&®#iﬁwbkoﬁ%%%i 1B CTRD DTN AL, 1#IT1
BOLNTZDOHRTHDLZ L, BRBEAEMRELEELEL TV 5,
EMEAi FENME T NBOEIZAL, = SIRE, THEREE., BT RE O
S OBERIA OG0 B v, ERmtEgZiE, AMasZB i) 2 R VE R A
ZREPERFOETICEAbDEEZ XN E LTS,

® 5 &ErR

BRI 7 AE TR SN TV, IREEELD =D, 54FEH K TRICAMEE
BRI Ul XIREECIIEMRAMEAIMRESEN 1 BB 6D TH -
7=,

12 SHEBROFEMAARHATHD Z &b, BEERE LT,
B 1HEOATORRTHI N, EHIcOZ278BTC—E L CEERALNLTWVWAZ Enb, #F
iz LTz,
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EMEA (I, Z# 5 DFED ANETRIGHARE D AV B & OmIERLVE M
MickseEZDNDE LTS,

fid

a2 ER BT AIEREMRASIT. 0.25 mgkg (AH/AKR5I2LY ., &

BOKE T Glu ORI, BRYEREGTEILIIER SN2 b7 S Hlr Lz, (23,
35, 36, 37, 38, 39, 40, 41)

* 23 A Xz 7o CMA O 5 FERIFED AMERERICE T 2 MR A

LR A (%) M
4~5 | Glu & U T.Chol ¥4in BAEREA VLIRS (1 61)
Ttk | BERRIN 2 RE 3 DR, Rl M OV i D 21k R Y N AR T A G |

BAYEREAVERLBIEES (9 #1) . BEFLIEE (3 #1),
FLIR2S A (2 4)

B, REHASER)

FLEREE (6 451) . AEETIEE
AR (11 1) | AEG A AR (1
) (7 4EfMTORER)

I S THIE, P2fg DS e V{5 (3 R LIRE)
FELC (40 AR 161, LB ADFEEL, RFTKA
MR ) > i~ DB 2 )

Hb, PCV } O RBC I ONT AR ifin BRI K
NPT #0

TP, Glu }2 Y ALP ¥l ONZ Alb J&b>

ARG (14 B1)

LR OREEIrEEE A (12 F) . BIEREGVEEE (4
i)

FEGVETRAEY), e SRR, AR

FER, FEBER FEERE. ANE, LRE
g, O DANE &AL & O BhlRaE b

FEAVEFE N TZRL (1 61)

FLBER (8 H)

HERO RIS N

FLERGHT (16 22 1% LIKE)

BAERA VLIRS (7 61)

Al BB ZEM . NE P ER R M E TR, -5 2%
TE SR, ALBRE A

HEREE (4 B, #5 21~24
NH B D)
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7. EEHRESMHHR
(1) 3SHAFEEAR (YTHR) <BEEH1>
~ A (B, MR ROVCECR) 1 CMA O#% 5 (7~14 mg/Vt. AZECHT 10
ARG, BGREAH) 325 3 B HEER FhE Xz,
EMEA (%, REREHE & FEROBRE MEAEOMICITADOFHER AL E L
TW5, (ZH3)

(2) HEXEAEREHR (v )

Z v~ (Wistar %. 7l #20~21 IL/8E) 12, CMA #&0#5 (0 &
B, 6, 60 3% 300 mg/kg (AE/H ., B : 2% Tween 80) L. AMLAT# 5-akEk
DIFhE ST, FEGIEAECET 63 H I A ONFEER 14 BS54 L, MEALERE (10
W) & AR L, FETERR, T 1 2 H KSR O AR REMIE 3R Bk & FEh L
7o ABLZ FERE L 72 MEZ DWW CIERRRFIITAR ERIE 2170, 48R 20 B IZHRR L
T, FEFsERE, MIROAME, BEM. FRE FER - IR, AfFRIE
], AFREAEEZMER L, BROARKLOEBBRAEZ I L7,

AT AR 24 IR LT,

B G R HEC— R RE R ORI B G-I IR 3 5 TR Hiv7e o
72o ®E 77 B OFIBROFE T, 300 mg/kg (HE/ H # 5-5F 0O ks B 0953 FEAL A% 219
BETIE, BHICERT 2RO bR otz

JRIRICA R B XA BNy -> 72, 300 mg/kg K/ H & GHEOIBIRICENT 14
B ORBEREMMA A LT, RS 42 THRESI TS (3) KD (4)
ORERZ B L, MO L OENZL N & LUOHEIRFER 2N L &R
BRE IR B L 1XE 2 o T,

[EE R TlL. ZHRRERIT 300 me/ke ARE/HHERETS 50%F THEIE L,
B OREL(L, BRFE, WO - WIEE, A7 R ORI HBLEE K OMK
HIZHEMOEZA LR D> T,

RinZERZE XA ERLEMFAESIL, BEWIZEHB VT 60 mgkg (AHE/H
U bEOEBGEEORETHREIR, FEHE, HEL ORI AROMHE EEOJRD BN A DI 2
S, HEMW O — R EMIC kT % NOAEL % 6 mg/kg A8 /H . 300 mg/kg AH
IA G CRER, ZRAITRER NERBORTNA LN &b, HEOZHH
AEIC% 95 NOAEL % 60 mg/kg RE/H Ll L=, 7=, BRIV T,

300 mg/kg K&/ H ZGRECAEGR KR ESME, BHEILEEOIZL & NALNT-
Z b, BRIk % NOAEL % 60 mg/kg (A8/H & MW L=, (BHE42)

# 24 T v FEMVWE CMA OREAELRTR GBI T 3T A

5 R oy b
(mg/kg K/ H) i | i

U RBROFHMNPRHTHL Z LN, BEGEE LT,
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300 RRBROZMRROMET  (REBEINIG] CEIRES) | AR AR E
FEF OFRES K R YINT, | AEARR L OVEIRRIR T, | RHAEE R OITS
RS2y REVEIRTT (R8s | [RIRE D s DF
%)
60 L1 L A, FE9E K ONAISZ AR | st Ba L 2 IR L 2
HERD
6 IR L

a : 60 mg/kg KE/HLLT

(3) MREBEATREGRER (Tv k)

7w b (Wistar %&. £ 10 #i5, HEK 20 PL/EE) (2, CMA Z#0#% 5 (0 &
. 0.6, 6, 60 X% 300 mg/kg RE/H ., ¥EE : 2% Tween 80) L. ZfCATHS-
ARERAN S S e, BHIEARHLAT 14 HSEME L, MA@ omE (20~25 Hin) &
B L, AEER 20 HIZHIRR U=, (R, B, JUKk&E, BRI OSET - DT
BAafma L, AR ONTE, FRERE, MR, SR, NiBR OB
% FihE L=,

AT RAEE 25 IR LT,

HE, BHEELUOHUKEIC, BEICGERT2ZEITZO oo, YEEH
I%. 0.6 mg/kg {AHE/H &’%if WENEO N> T2, 6 mgkg (RE/HLLE
BHGRETIE, BHEEIINT 220N 2 < BT 223580 H iz 23,
REERL IR RIE L=,

ITIRAS . RIEM O — ﬁx«ﬁ( BN OMREEC IR LT, AR 20 H OHR
ThH. WEPT R L Ddzs E &SR 5 0 EITR esb %ﬂfoﬁf))oﬁo IEAR RS, A&
IRER, IR, HT\EEtﬁ—&U%i% SHEICH 5 DR BIIRD Lo 72, 300
mg/kg A/ B & GHEZ R EEHORIEIZHBWT 14 B OAERBENN A L1
7205, RUESH 42 THREINLTWD (2) KO (4) oRBRZEL, THEEOE
HEOXNENT EROPHEKRFEN2WZ Enn, RBRE TR L IIE 22
o T,

RnEZEEESEMAEELEMFEES T, ARBRICBW T, EW &

M CIEEME R EN D NIRRT 2 LD —ikEM D NOAEL Z il & T
& % 300 mg/kg REH/H ., 300 mg/kg IRE/H & H-HEIZ I\ TUERAS AL D FEIE 7S 7
b=z &b, MEOBEFEREIZ X5 NOAEL % 60 mg/kg AE/H & HIWr L7,
7. MBI _owﬂi 0.6 mg/kg (KE/H L EOEGHETHRIEAREO BEN AL
722 BRI D LOAEL % 0.6 mg/kg A8/ H & HIWr L=, (B 42)

#2567 v &AMV CMA OMEAZRLATHG-ERIZ 5 1T 2 FERT

Kb
(mg/kg K REEN) el
H)
300 PENRAZ PO SIE AR IEEED
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| 0600 |  #HHERBARL (60 mg/ke (RE/ALT) | ik

(4) FIRMEATREHR (v )

Z v b (Wistar %, 10 @, M 22~23 J/#E) 12, CMA ZIFEE 0 Hvs 7 H
£ T8 ARG (0 (A, 6. 60 X% 300 mg/kg (AHE/H ., W : 2%
Tween80) L. (EHRFIHIE 5B i S iz, ERMM G, R oRE, &
A5 K OIOK B 2 R BRI E L, AEHR 20 BICHIRM L€, SR, BERE KO
- NI A fER8 Uy BRI DWW CiE, IRERIE, MERIRERR, 443, Pl
T OVEAS R AL % S50 L 7=,

AT LA FR 26 IR LT,

@J%T‘ L BCIREE, (REE, BEE, SUKE, IR L sy BRI 5
%y 7 JEn &b%zntcz»oto EIREL, BEIRE L OFERFIZ DN T iﬁ%’ﬁik#
72 < %tﬁl;ﬁ(% 60 mg/kg R/ H UL B GERETOSE o 7208, HERGFE &
OB OFEEL A DI ST,

RV CIE, SEATFRIRER O ICABEEIIRD b o Tz, HAERLON
IBRE CRFEIIA DR o T, BRI, ﬁb%®$”%’%’é'ﬁ”%’®#ﬁ’fh$7ﬁﬁﬁi
ICPEVME T (B REfER) L72E LTWAEN, HEENRNT L b EiEp s

CIXEZI o T,

B EZETE LB AERLEMEES T, EMTIELETo CMA &5/ T
B 5 ORBNLLNIRNoT22 E D, BEWICKT % NOAEL #fmf& 58T
& 5 300 mg/kg (AE/H L HI L7, M TIE 6 mgkg (K&E/H U EOFHERETIR
BEOEMEN OCBHELEEIE MDA AN Z Enn, JBIRICx7 % LOAEL % 6
mg/kg RE/H LT L=, (R 42)

# 26 7 v &AW CMA OIERYIHR GRBRIZE T 2@ R

(mg/kg K&/ H) P i
6Ll Lk B L AR AR E &l
FEMEAb B

(5) FIRMMREHR (5v b)) <BEEH>
YR~ b (Wistar ., 10 PL/EE) 1< CMA % 4EHR 1 H 426 4F0E 6 A % TR
FeFRG (L0 mglVS/F L WE: ST<il) L. 4R 10 FICRUIRBIIEIC £ 0 Ko
ﬁ%ﬁﬁ%’ﬁébko%®% WEAREN A e & CRENR 4 MiE S, i
PCHI L. B, AR RO O IR T 2 TR L7
%ﬁﬁ&@%%%&4 (KB CMA 5 OBBIIH bhseinote, (B 54)

B T HRGICEDBBRTHL Z Linb, BEFRL LT,
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(6) RSP EAREESER (YU X)

~ 7 A (ICR %, 9~11#fn, 8~10 VL/FE) (2, CMA ORREIR 2 4Tl 7 H )
512 HET6 HMfR DG (0 (A, 10 XX 100 mgrkg (RH/H ., WEL : 2%
tween80 AEBREHEIR) L. (AR IS AR AN S S -, RIS, BE
DO—IRREBIE N O EIE 217\, IER 18 HISHIM L, BRI OB - WY
FE B DM, AAFIE AR E R E K OFh i 2 5k L 7=,

AT R A2 27 1T Lz,

BEREORBIIZHB W TR (DHA, IR, CRER & O T )
DIOINTZD, ZORAERITHHFNA B EITA LN o T,

RnZERZE YA ERLEMFAES L. ARBRIZB VT, 100 mg/kg KRE/
H $¢ 5RO RN TR EHEMINE], VLTI SRE NN & OAAFIE VAR FARAE 23 2
b= Z &b, HEW LR ORIEICKT 2 NOAEL % 10 mg/kg (RH/H & Hr L
7o ARBRSM T CIHMBEAEEITA Do T2, (BHE43)

#£ 27 ~vR&EHW= CMA OFIRF R 53R 231 2 2T R

B b (mglkg K/ H) RE g
100 REHINNH « | IR IEFE TSR
AR AR EARAE
10 TR L T3] Ef’i“iel,
a: 2R 43 TIIHERIOFEHEIHME T/2WVN, JBRIEEL - W EIFIEATTH2HDTH o2 & &
nTW5b,

(7) EIRDPEARESRER (YOR, KTHE) <5EEH16>1978 F

~ 7 A (ICR %, 9~11#fn, 5~13 IL/BE) (2, CMA ORREIR 2 4Tl 7 H )
512 HET6 HIMEZ TG (0 GFED, 1. 10 X% 100 mg/kg KE/H, HLE
2% tween80 AHLAIENK) L. IEIRF IR G-BRDNVEl S e, EIRWIREIF, B
i D — IR BB R M ORI E 21TV, fFHIE 18 BICHI L, SR KL OEL -
WG Ve A D HERE. éﬁ%%%ﬁﬂﬁ&@%ﬁ&ﬁ%%%bto

REMW IR IEFET . WU & I RIENAT U CIREESININEI D 2 S iz,
%%Ti1mwgWEMML@&%%TWE%@&UDfW@ﬁW@ 10
mg/kg R/ H UL EOFGRETHRIEATE « WICEHEMMA A vz, RBRE X, @4
%ﬁ@iﬂ&ﬁk%@bfﬁ<%ﬂt@mkbf 1) CMA OWINDE, 2)
B G5 T O RIFTHEE DO A N L A L DEIE DS OFRIVE 3O 2607 C
WD, FEIIARHEBEL TS, (B 43)

16 TR GICEDBBTHDL Z Linb, BEFRL LT,
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(8) #EWMHEAKREHER (TVUX)

~ A (dds 52 XX CF-15%, 12~16 ##r, 17~24 Vo/#& 58, 16~39 VT/xt#
) 12, CMA ® CMCO.5% /KR A, 4k 8 HA2H 15 HETO 8 A, 4T
P14 B2 6 17T HETO 4 AR 8 H2v5 17 HETO 10 HIFRR O BE
(0 (A, 1, 3. 10 X% 50 mg/kg (KE/H ., AL : 0.5% Tween 80 &4 CMC
W) L. B & 5B 32hE S iz, HEMWI3AER 18 BISHR L, 5t
T - WIUE WA O RS, AAFIBVRERIE, R oS R % FhE L7,

MR oM AR 28 ITR LTz,

CF-1 7 A TiX, REDOELE « WIERIZEEBIIA LN o T,

ARBRICBW T, DEZHOBRENRZE LI, %@m%%MCFlvﬁxk%@Lf
dds v 7 A TLVE<, 1mgkg KE/HNOOBRANFRIND Z ENREN
Too AAERR RIS iﬁ%#k®ﬁiﬁ#iﬁ%hﬁ#otom%%@ﬁﬁMﬁ
IR T,

R ZEZESETYAERLEMFAESIL, dds v 7 A Tid, BIRICBW T
KHAETHD 1 mgkg KE/AND OBXAORARNEM L2 L6, RIS
95 LOAEL % 1 mg/kg RE/H & ¥k L=, BEMOEMEICETAHERARE L
TWAN, OBHOBEINIFM TS D Z L6, AN LI &R L
7. (M3, 44)

# 28 ~vUREHWZ CMA OB & 53R BRI 1T 2 3T A

5B (mg/kg (KHE/H) i
50 FEL - WEREE N (dds v U A IR 14~17 H#5)
10 2Lk - IR (dds ~ 7 A, 4T4E 8~15 H#5)
=4 (CF-1~7U A, ik 8~17 H#%45.)
12k #2 (dds v 7 A, IR 8~17 B
7E : p<0.1

(9) RAEFMRER (YVR) <SEBEH>

<~ A GR#FE. MR OVCECRH) 1 CMA Z#% 0#5 (1 X% 10 mg/kg AR H/
H) 3 234 mM BN e S vz,

EMEA (%, 10 mg/kg K5/ H & GHEO A AT OIEBBE O E BN D580
Ltz L, (8) DR G E XA IEORMEITN 10 mg/kg (AHE/H & LTV
%, (ZH3)

(10) BEEBRS/HESEHRE (Sy k)
7 v ~ (Wistar 52, 13~25 IL/Ef) (2. CMA OBERZHEIR 7 B2 18 HF
TO 12 AWM AES (0 G, 10, 100 X% 300 mg/kg A/ H . B : 2%

U SRBROFHMNTRHTHL Z LN, 3EGEE LT,
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tween80 WREIK) L. 8B ERMIE G584 F MR BR Eht S vz, ARURIIR
REN DOIRE, FEEH B N OOK B2 REFAIZINE L, SRED 0 & iR 20 HIZH]
LT, BRBLOBET « WIS 2t L. IR oo ERE, MERIMER, 4+

. WIEL OB 2 Fh L7z, 780 O8I HR oS8, HAERKE =
DAEFER OSNREE O LR L, HAER 4 BICFEIRREZ 8 It (HELE 4

) ICFREE L7, REM R O AR ORE K OB &2 RRFICHIET 5L &b
2, HAEROBEMEZBIE LT, £, 6~T7 B —BATE) (EmREH. B
B AR, ST, B, RERIS) i, A—7 07 0 — Rl &k
OGRERER 28152 Lo, REiE, A 21 BRRICHKR L, FESREOBLEE D
T B OBERBEE AL, MR 9HEB LA, AENEED SR 1~2 AR RIS
T U, HEREE CARELR . IEHR 20 HICHHAE U CHRRIRIE X ORI &2 A L 7=,

BIEAT R Z#R 29 IR LTz,

REN O — Bk, (RE, (B E K ORI EBIIZRO bNkhoT-, &
PRER, FE1C « WIS K OV BRI BB 13RO B e v o 7=,

JRVRIZOWT, AEREITFRD Doz, WNIBRE CITRE ORAEMEEIC
BEEITIALNIR ST,

HARIZOWT, AR, AAREFELOBERLRICEERZII S DR o T,
300 mg/kg AH/HFGRETIL, D AGD 4% 4 A £ CEMEmZ R L, Mo
AGD 134:% 4~28 HE THE L7z, WIBBIZEORR, BB AEMEICH EEITR
N T,

MANIZOW T OMERED A TlRE (RE=, HiRF), iR E, SRR &R
B, MFETHE, AFREEEL OV, ARETEORERIEGOREITIA LN
o Tz, 6~T7 HERRFIZSEM L7 Irwin 5, A — 72> 7 ¢ — /b REkBR & OUK K
AR B 2ITE R OV E BRSO Z XA bR o T,

EMEA /%, 300 mg/kg K&/ HIZB W T HIEFMEITA LN o728 LT
5o

RnZERZE XA ERLEMFAER L. ARBRICBW T, BT 100
mg/kg R/ H UL LG CRITEEOWRA, WEY Tix 300 mg/kg K/ H &5
BECATRIRAEOKM, BHALE OB KT AGD ~DOFEENL LIV Z &)
5. BEWIC k95 NOAEL % 10 mg/kg (AE/H ., WREIZkd4 25 NOAEL %
100 mg/kg REE/H &l L7, ARRBRSAME T CleEaBhiEA b e no Tz,
(B0 3, 45)

ey BE () REY (F)
(mgkg thg/p) O B R [
300 |EKEEUN | EGRREEEE WD AGD ME | BIEREs Lo
Wl R | AL R
Wi AGD 55
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100 LA b |RIBEERD | EERE L IR L 2

10 TR L
a: 100 LT
b: 300 LA T

(1 1) WERPEARSHE (Sv )

Z v b (Wistar 6. 9~10 ##f, 10~14 VL/EE) &, CMA ORI %, HIE 9
H2vH 14 HETo 6 HREREOEE (0 (B, 1. 10 X% 100 mg/kg K&/ H, &
B 2% tween80 AEHLEHEWR) L., ARURH I 53BN I S To, AEARIVIH]
H, RREERIC REENM) O MR EE 217V, FEER 20 HIZHIRR L CHIEGE S E OB1ER,
IERRIRAE, EIREL OB - WIS A fesd U, AEAF IR W O R I E M O ek
A L7,

ﬁ%%fi%%%gﬁﬁ’tlTé%@iﬁ%hﬁ#oko

FEVC RIE T R CIL, ECROBINIRD 5T, 1 mg/kg K&/ H&GHEO
FERARE A BICHEM U720, HEEKAEEA OGN oTo, Fo, lRIEosE
HEITRO N o T2,

R ih iéﬁ YA EELEMFHES T, ARBRIZB W T, CMA &5 Tk
HGOWBENL NIRRT Z 06, HEmEkORIEO NOAEL Zx=mHETH

5ummwg¢EMkﬂmLtoﬁﬁ%*#Tfi17%riﬁ%hﬁ#oko
(=P 43)

(12) ERPH - BEAREEER (Svb)

7w~ (Wistar %, M, 5~10 VC/fE, ZZECRF 160-180 g, & DOHDOREHESIL
R 12, KPR IR L7 CMA %45k 8~14 H (2.0 X% 8.0 mg/VL/H) .
R 14 B (14.0 XL 56.0 mg/PL) . X34z 14~20 H (2.0, 4.0 X|% 8.0 mg/
PB/H) IZRROEE L, ik 21 BIZER LR EoFRERE, AERE, AGD H
. IMEREBIZEE VB R EBIZE A LT,

=T R ER 30 1T LT,

W OE LR, 5 EIZB T, CMA I RBICGRIZRE A R X o
7oo WERRYE D AGD TR BT A LN/ o7z, MBI OINER L OVE RS s O B
IZOWNWT, HEREZEGD TR E CMA REREE OFAE R TR LN D)
7=

BN EZEFEE LB A ERLEMFEES T, R 14~20 B2 8.0 mg/H # &5
L7=BEORERR T AGD OGN A HT-Z Evd . NOAEL % 4.0 mg/VB/H (10
mg/kg RE/HAEY18) LRRE LT, (B 54)

18 Environmental Health Criteria 240 (EHC240 : 2/ 70) O#BEfEIC L » #HE
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# 30 7 v FaMvic CMA OEiR ] - i 5HBRICEB T 2 3R R

5 H Be 55 (mg/UC/H) =R
ITHR 8~14 H 8.0 LL'F Bl L
ATHE 14 A 56.0 LI mPER R L
IR 14~20 H 8.0 HERR U AGD 454
40T B L

(13) MIRFEAKREHER (Sv b, BETERE) <&FE&H9>

Z v b (Wistar ;2. 9~10 #Hfin, 9~12 PL/Ef) (2. CMA Ok % . IR 9
H2vDH 14 HETO 6 HREEL TG (0 R, 1 X 10 mg/kg RE/H ., R
2% tween80 AFRRIEIR) L., MR HIR GBI S 7z, SRR, &2
P REEN D DR B E 24TV, IR 20 HISHIR L CHlRE an e OBLEL, IEIRIR
%\%Wﬁ&@%t-&ﬂ%ﬁ%%ﬁb\éﬁ%ﬁ@%i@m&@%ﬁ#ﬁ%%
Jiti L7~

RE) IR E & 5 I RR T 5B A b oTe, IR CIIEERE
DRBUTA LI -T2, Fio, AFEREFEDHALNTZD, BB ITEERLVE
 DIRMERERIC L D B LTV 5, (B 43)

(14) REEBHEREHRR (DHXD)

Y (HAAGME, 8~10 22 A, 9~12 IL/EE) 2. CMA DORR#EIR % IER 8
H2 5 20 HETRAOKS (0 FE), 1. 3 T 10 mg/kg (KE/H ., AHE
0.5%Tween80 %A CMC I&ik) L. #vB B MGRBRN Ehi s 7, REmix
IR 29 HICHIF LT, BIROWIN « FETE R OSEFTEOAEA MR L, A1EGIE
IZOWTIRERIE., AGD HIE % 3k L7-,

mPEAT A2 31 IR LT,

MEWIZI W T, B ERDIIA DN - T, HEWORIBERZHE L.
FRR AN AE R, B RE ORIV IO THL ALY, CMA XL
FaA NMERHII RS RWEEB 2 T,

EMEA (%, @& BEOBEIX 3~8 mg/kg (AE/H & LT 5,

BT A REYAERLEMHES T, FEWIC OV TIEFHEE H 2 RE
BThHHZ &, KEEDOT —ZNRINTNRNT D, NOAEL |2l ¢ &
&w&%zto%ﬁ_owfu\éf@&@ﬁf%ﬁ%i@ﬁ@ﬁﬁ%ﬂk:&

5. BBIROREAEFEMICET 5 LOAEL % 1 mg/kg IKE/H LMW L7z, £7-. 94
WIE « e IR EEMEZE O S T ClREFEMER A LT, (B3, 44)

# 31 v¥F&EHWZ CMA OB & GRRIZEB T 2 mMEpT R

1V T RGICEDBEBRTHL Z Linb, BEFRL LT,
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58 (mg/kg (KE/H) S
10 R « E T2 SREE N
AR OFE (BRI, JERERIB L NN HER)
1Lk AT VEAR BT

(15) FEEBRKRERAR (VHX0Q)

UHX (AAREEME, 7T~8 22HEh, 10~11 PL/EE) (2. CMA ORREIK 2 18 7
H2x5H 18 HETo 12 HIF, mfl# 085 (0 Gash, 2, 8 i 32 mg/kg A/
A, %W 2% Tween80) L. #FE A& G830 S /e, REEV)I3AE IR ]
M, RRRFAICARER, BEELAOEKREZAE L, ﬂ%29a’ﬂmbt IR
B, L - IR AR L. AEFIRIC O W TRERIE, MRIMERR, sE. W
figi e OVE RS R 2 T2k L 7,

BT RLAEE 32 IR LT,

MEWClix, EEEIT, H59HIck T jtﬁébn@mf‘%otbi BT
L. 8 mg/kg A/ H DL 3 58 TR 23~25 A @M OBEE 2B BN A b
e, EO®%EE Lo, BUKEIEX, #5Haic@m W Zm Lizay, ZEnK
ol

B EZEFEE LB ERLEMFHES T, ARBRICBWL T, RE T 32
mg/kg RE/H R GRETHRERBD DA LN LD, HEWICT3 %5 NOAEL %
8 mg/kg (AHE/H ., JRYETIE 2 mg/kg KE/H LA EOF 58 CTRHEO(LE EIENTED
Sz b, BBIRICkT %5 LOAEL % 2 mg/kg K&/ H LB L=, F7-. &
AIMER B DT, (B 45)

#* 32 UYFEMHW CMA ORETERINER GERIC B T D FMEAT A

58 (mg/kg (K&E/H) ISZILY) iR
32 R E FRFETS « WU =R N
S ERATIE
8Lk M7 L (8 mg/kg IR/ | AR IR EIKE
HLLT) EER S
2 Ll FEHE b S

(16) £EHREEHRER (X, BRUF) <SEEH20>
EMEA (X, CMA OB 2 HETH O CHERTFHITH Y . RARESF
CEAREROKRES BEAED 8MKEETT) +5&. 3MnAME CORMMMARR
PEDNFEFE S, RO XICEHEZ KERD#S (K : 60 mg/gH, 14 H) 6
18 H, A X : 1mg/lt, 21 HR) T 5 &, MEREE HITAFRITTNE 238l S iz
ELTWS, (B3

20 HEBROZEMARHTHD Z b, BEEEE Lz,
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<MEAFMEICE T 2RO E LD >

EATTEIEDORBUIIEMIREIC L D 2R A DL, S HICv T RAIZBWTIL, Rtz
SRR ERIBIZ L DENAE LN, ICR R~ A& HWERER T, RO&5Tix
100 mg/kg (AE/HEEICB W T AEAOH IR ERN TH o722, R FEETIE1
mg/kg R/ HFEGICBWTHEMAA LN, £72, BROKRGRBRICBANTEH, CF-1
F~ 7 ATIE 1 mg/kg (KHE/H TIXEN2N- 7228, dds 2~V A BV TIE 1
mg/kg (RE/ A5 IZB N TH D EBEROWMREMA A bz, £, hoBmiE%s
HAni=iBrcix, vix (AARAGH) Z2HWERO&EGICE 23 BRICBWT, #
I FIEREN A L7V 8 mg/kg (RE/H THOZRAOEMMA A B, —FH., 7
v kb (Wistar %) ZHW=RBRICBWTIL, afE (BRo#E : 300 mg/kg A/
A, B TFHE : 10 mgkg (RE/R) IZBWTHIEFMEIZA LR -T2,

Fio, BBORNVEAMERHICET 2RI, (22) IZBWT, CMA|ZZ V2=
NTF a4 FZFEICHOEAEELRL, mAaMEERR (5. (5)] RU%%RDR
NLEANERICEET 53R 9. (9) I2BWT, ZraaFaf REMAE OBEELZ R
29 2% Bl L O iR O B &) M OVZERE, U o BRI ONZ IR =2 v — v K
W 11-OHCS DR A BTz,

Jaangdaf NI RNCEFEEEZ SIS E 2952 b, CMA OfEa M
X, ZvaanFas MEHICERT2A@ERZE L b, ZraalFa s R
SRR~ 7 A DORZEMIEC ERZHIRICREEL L Tl 0 . FRICHA M 0 52 B m [H 3
ETIEZOREANEML URZHEREEDLZ b, ZNHO/MEMN 7LV aa)LTF
a4 FIZEDAFHOEKICEE LTS EEZ BN TWS (BHR46), £72, 7L
aaFaf NI OEMNE LICEERERZFFOe T vn VOGRS Th
% HAS2 NIHEFES N, B 7 vr UEEROEARME T2 2 &0, OFROBKICHE
HLTWa W @b D (/47 48, 49),

Jnaangdaf ML 0BRHBEAPMONTNDEY T AKX 5 Hniz
FER OO G L HRBRICBNT, dds B~V RCBWTIIRIEAETHD 1
mg/kg (KHE/H THZEXAOHEMMN A BN, CF-1 %~ 7 2 TlE 1 mgkg KHE/A .
7YX Tl 2 mg/kg (RE/H THOZFHROEIMIA LN TV, £z, B0V, &
i fRE R SRR TA CRYE L 7oA D ADL L, &FEA LT AEHICET 2B TR LN
72 LOAEL 0.005 mg/kg A&/ HIZHESWTEY . AHEZHOHMMNL L HELE 1+
NIREND D, 51, 2O LOAEL THR LN TWAD FENBGEEKIL T 17 27
O UEERICE 2D THDIN., BRO<HLEANERICETI2REBROE &>
BWC, Zaandadf REEMRII Y a7 A7 v URER XV & 20 CBEE
T HAMREMEDRIR S LTV D,

UbDZ Ent, RZeEZESEMAERLHEMHESIL. CMA IXMEaGEH%
HIT 20, —5ORERTNOAEL Ao T\ a2 E2FE LT, AHFlD ADI
IS YR ) A BB L 0 TR TE D LB X T,
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8. —RREEHER
CMA O — BB EA AR S 7,
Fefi S T RRBRIE B RO R A 33 IR LTc, (BI50, 52)

# 33 CMA O —fix 3B ek pli e

A A | k5 HhE AR SR
(B0 | #&# | (mg/kg KH) ($ -5 D AT W)

—IER | v T A fE e | BEREN ¢ 50, | BEEN

dd & W X[ 100, 250, | =50: EOHX

HE3UE/RE | X | 500, 1,000 | =100 : BEEE D HREESK T, BEX
M e 2,000 | Sl ARERT & O DR T
i

=250 : FHEITEI DT I O BR R D
KT

=500 : ZEWE, BRRATED. [RMAMEE
Hi SR B OV EAT SO AR T

=1,000 : $8J% K& Y Straub DX E K

TR R|®XE

R

q

N
/.

s
= 2,000 : B OMRIRIE T

— s E | 7> b JI§ e | 40~320 2% VAl®
P Wistar 52 | N
Ik 6 DT/

%
B

I

B E |~ X B MEPEN I BTk, o R & O
H dd % RUTF N T — LB RRE M R
I 10 PT/ i3 2 JH BRI U, EDso 1%
pisd NZF1 107 K10 145 mglkg KETH
ST, NXUT TV VR RNAE
A NI A b U F =—XFh
I AR K O 58 B ME S 5 1T 500
mg/kg RETHIHI Lo >7,
RO#ETII2gks RKETHLRAKE
BRI 2 MEHER I A SN
Mol

R
O

S

T EH ~ A g e | ANEH HERE writhing 1% 2% ) O'Haffner
dd % N TEEIZ B W TEEIRIERH Z7~r L. EDso
M 10 % IXE N 288, 342 K ) 520 mg/kg
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18 PU/R KEThH-o72,
BEIR (~F | v R fE 2 | 0, 50, 100, | =400 : AERIEER
Y R )L B | ddy % W 200, 400
Z# — )b $ | 110 P/
5.) R
il ot K2 AFE | ~ T A fig % | 0, 400, 800, | =400 : FstkRIEM & v
H ddy % W 1,600, 3,200
It 20 PT/
R
IR 7>k i e | 10~320 STHRRE L OB EE L
Donryu % | N
HE 6 P/t
fREVER | 7> b fiE JZE | 10~320 fREER 72 L
Donryu % | N
1 6 PCT/RE
KRB Ty b fE 15 | 200 ML
i Wistar & | N
I 5 PT/RE
FERRH | T # R | 20 L
AL Wistar % | N
I3
B3 M | k= fE 15 | 100 BRI CMA 512 X221 ki
Ko O o | MERE W HHIT, REERISIZXILTE 3 fi
R S | MERE M1 BN T8 O TRE RS DIE
(# 73 B A BN B L RS 72
v A Eh Ak Mo,
)
FREH] | v D A fig % | 8.0 mg/L FRIVER 72 L
dds % N
i 5 PC
B | E, o | 7 v b E &A1 HREREERL
e | #x Wistar 5% | IE 22 | 500
1 3~6PC | N fERZERN © 30,
75 kit 100
BRI JE . PR A X + — | 50, 500 | INEENEZY/ TN b ARl S = AN g
ar | W D | MERE =0 P, LERERICLEEE 2
% | $%k, DB | MERES DT/ | N o7,
B Na. Ach X% His O# RN 512 &
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DI XD HAE I EEH I 2 %
5.z 2mot,

NI S I & | 50, 500 B L
%T VR | HEFE
a W 5 T/
R
| AR ELEY | 105 g/mL ¥ CTRER L
i k X A
Mk Hartley =
” =
Jii2
AV
EENER:)
fit
Jii2
E)7 LT Ach, His, BaClz, 5-HT & T* Nic (I
K K D WUHEZ 6 2 mfEM @ IDso
Hartley 2.3~8.0X10% g/mL
RIE
= 7w b Ach (2 X BIHEIZ 92 JHIVEH O
Wistar & IDso : 1.3X 104 g/mL
1 5-HT (T & 2 IifE (2 k3 2 #nddil 1 H]
@ IDso : 8 X105 g/mL
At 7w b I K D UHEIC % LT 105~10-3
Wistar % g/mL FTERELL
Y2
2215 AV I EEE 9 D HIEH O IDso
S NEE) 5.7X10% g/mL
fil BRI L A EE N HIC R LT
T 104 g/mL T2/ L
ZIPLRIEE| 7> b o | HE 10~ | BT = R TRERE  BURIEEA
D | H Wistar % 270 L,
fit1 1k 7 HAE - | PEERELL ¢ 30 UL EDO KRR G- TR
10 ~ 90 | REXROHWFEE L H EIZHH
mgkg (AE/| L, MIRIEEHZ R LT,
H
EMME | 7y b B | 5. 50, 500 | 587 L
B Wistar & 1g/0.05 mL
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i
BEBR B #h | 7> b 7 YD
RIEA | Wistar &
i
JRE, IR | 7> b #h |5, 50, 500 | JRELWIRFEME (Nat+, K+
E fEE L | Wistar 5 Cl-) T2 L
it a3
HALE®@W| ~v R &1 | 200,400, 800 | HENRKBEFRICKT 2B L
EHE dd %
i

Ach: 7t®F 1ol His:bAZI> Na: /A7 RKLFrUo, 5-HT: tua h=>,
BaCls : ¥afb NV 7 A Nic : A= F
a : DERIL O D H

< REEFHEBROE L >
CMA /X, BHET O —EHEEAZ R LN, BORETIXBRERNTH -
7=, (=84 50)

9. RILEMEAICEAT SR
(1) FERBRX - iFERX/EARR (¥HX)

~ A (dds &. {AHE 8~10g. M. 10 PT/ 58, 20 VT/5HRREE) =X T
UA— V& 3 AR TS (BHEE5HE 0.03pg. B <l L. A CMA
BT IO (BEGE: »Iivd 0.3 XX 3.0 mg/lt) L, R&&EGEH
O EEEZIE L, 251

CMA TV T NOHEGRKEIZBNTHL A T U — /L CHER SN D 118 HEb
Mz Uiz, FEBEXKERITIE TEEICORBLNTZN, DTN ThoT,

R ZEZESUMAEIELEMFHESIL, 0.3 mg/ltEGIZLV =X fr b

IZ & B FEEEEMOMEN LN L5, LOAEL % 0.3 mg/Pt (10 mg/kg
(RE/HARY 14) LE%E LTz, (B 57)

(2) B%EERRRER (YOXR) <SEEH 15>

~ 7 A (dds . K 18~22 g, M 8~9 PL/#E) (ZHIHMEH 8 HiEH 5 4 H
TANTUF—/)L1T8 (B <) 21 H 118 0.2 pg 2 FIZH&E S5 L,
PNELHGH 12 H#2 5 9 B CMA 2 T 5 (55 @ 0.225 X% 0.9 mg/
JB) L7, UREHEH 17 BRICA FEAICEEER ED 2D A ¥ I v IRt

14 (KEHPH 8~10gDH?H 10g ZHWTHE LT,
B FRGICEZBBTHD 0D, 2EEEE Lz,
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0.2 mg Z{EA L7z, INESEH 21 BHRICES 5 A OB &N K OSHREALC
DUNTEMER 72 LR IESHEIE O HBL O A 1 % st L 7=,
FEERENRICEEIA N>, CMAIZZ e 2700 1/4 DR
THo IR BB R R 2 7= U MR R I3 R ) 7 I R e D 8 B 208 7
bz, (ZHBT)

(3) dF FrBE T MINGFHERRER (TIR) <SEEH 16>
~ U A (dds &, AHE 156~17 g, VLEARH) OEBMEE EFMLEA L, HH
2B EBREC CMA X7 v 7 A7 v URETR %2 10 B KAER 0 3R TR 5
(bG8 Wb 1 L 10 mg/lt) L, s GEAICHKRL, JIRERED
WD E IR L U CEBE TEAD DT K b o B @i k4% CMA O#)
HZh R & fEt L7z,
WTNOFEGREEICBNTHE A AT 1 v L RIFRE OMH 23780 Hiiz,
(/L BT)

(4) 745 UnBEERRAER (TOXR) <sZFEH >

<~ A (dds k. AHE 15~17 g, I 8~9 JL/EE) DORIBZMH L., 2 HEY A
Mofr, TR CMA #EFENEES (0.4 XL 4.0 mg/Pt) L., 6 FEf%ICAFZ Y 22—
TR E R A RE LT,

270 a—57r OFERBIERIZRbN o7z, (B BT)

(5) AR MBRE~NDERRUHEBXIERRE (S k)

7 v b (Wistar, {KE 40~50 g, EZHE 7T~8 JL/FE) (LB Y HIG CMA %
10 HMER T #5558 : 1.6 X% 16.0 mg/lt) XIIHO#KE5 (Rik5% : 8.0
XX 80.0 mg/lL) L. ‘Mz, NLFIZR. £ OMANSWaE OE&EZHIE LT,

AL TIL, REICIFRGICL2EEITBE IR0 o7, 8.0 mg/lLLl LoD
P G CREFEFR S BB NS . 80.0 mg/ViH% 51 TR ARFE 6 B BN 2 H 1
7oN, FLPEA A B RICII B T A b /e o7z, F£72, 80.0 mg/PLiE 5HET
RIE S EERD N A LN, R THEES THREROMM A BT,

R ZERZE YA ERLEMFAESIL, ROHE5 TIX 8.0 mg/ltll Eokh
MECHEHERBINIA AL Z 75, LOAEL % 8.0 mg//t (16 mg/kg 1A
E/AFEY 18) LERE L, (BT

16 A S LR THD e, EEEE Lz,
17 HEEENRGIC L 2R TH DL D, BEERE LT,
18 (KEHIPH 40~50g D9 H 50 g & HWCTHAE L7-,
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(6) M7y FRFUEERE (5vy D)

7w bk (SD &, {KH : 140~180 g, ME8~12VL/ff) # LB L, FHNLLT X
AT v ORKER &Y (1 mg/lVt, W a—9h) KO'CMA, fRE#m A X
IZRHY B oER DS (4.64 X1E 21.5 mgkg (AHE/H ., & 1%CMC) %
7T HMFEN U7z, BG4 T BISHR U, RIS M OE2E 2 B L C E & E
ZAT-o 77,

KTHRRE (BB+T7 A b AT a UOFREE) L LT, CMA K OMEHY B 13,
4.64 mglkg AEH/H LU EORGHECHREM B &L ORIVER G FHE S EEOR
fEZRL, &5 B D 21.5 mg/kg KE/H OG- CIIRTZ AR EE B K
fEZ R Uiz, 3 A1, 21.5 mg/kg (KE/H OF 5 CTHREMIEREORMEZ R
L7,

R EEFZELEYAERLEMFHES T, CMA © 4.64 mg/kg RE/HLL ED
BEHETT A D AT 0 A K 2 FEEEF B X ORI ARSI A 5 HAE 6 B2 S i o 11
A= Z 05, LOAEL % 4.64 mg/kg (KE/H ERE L=, (M 51)

(7)) Naa)Faqa FEERE (S k)

RELEAT »~ b (Wistar #. KHE : 50~70 g, #t 8 JL/R) (2. CMA. Ui A
IR B 2. 6 HEIKER DL (ZE4 21.56 XF 100 mg/kg ARE/H .
I - 1% CMC) U7z, MEALESHIRENCIREEE DO &, BEYEHIREEIZ IR E R
anF Y (3mgkg KE/IH) Z#&5 L, &EEEEA, 5K LR L ORI
HErHE LT,

FRIGESRHFRRE & e LT, CMA T 100 mg/kg AT/ H #E THafi & OFIE AR %t
HENAERBEMELZ R L, % B TlX 21.5 mgkg (AE/ A &S5 SEIZOH
BIRGFHI OB B IAARTEEOEE, 100 mg/keg ARE/HEE CHIROA B /2B &
BORMEZTR Lz, R A Tk, WIREXOREIE & bHETEEOR E2RE(LIXA
SRS T,

RinZERZE XA EELEMFAEIL, W B & 5125\ T 21.5 mg/kg
RE/A U OB G CRIREERD N AL Z LD, LOAEL % 21.5 mg/kg
KE/H LRE L, (B 51)

(8) ;7 FOT ERARUVHFHREXRERRER (v k) <SEFEH 19>

F v b (Wistar, 8 40~50 g, R T~8 IL/RE) (CEBLHNLT A b X
Furrut B 27 (TP, 0.8 mg/lt) &OCMA (10 mg/Jt) % [FIE Y
THR T 10 A FSEERR TIC&R G- L, ElEds. ALPIZEA. € O il o &
ZME LTz,

1V RETIRGICLDBRTHDL Z b, ZEERE LT,
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REICITESIC LA IIBE I N2 o7, CMA 1L TP THEE S 5.

AITSZ IR N OV P28 g AH e BB I 2 i) L 72 v o 72, TP & [R5 C IR E B AR
HEHAD DB LN, CMA BRGO5EI3H b1z, (B 5T)

(9) ACTH /i HI{ERGRER (v k) <&FEEH 20>

7 v b (Wistar, K8 70~90 g, It 6~15VL/Ff) (2 CMA % 5 X% 10 H[#$H
WIS RAER T (5 5 %20 mg (5 AR) X% 10 XX 40 mg (10 H
M) X ngh (5% : 5mg (5 Af) Xi¥ 10 mg (10 HfE). 11.1
mg/kg RE/HARY 21) L, K&&EEFHICmF 11-OHCS B (B FT& /O
) KOBIBEELZNE LT,

WFHOFEERKICB N TH, REICIRGICLIEBIIEBE SN -T2,
BO&E5 T, 10 HEG COREEHTEREN DT 2B Loy, FekEm
BT o T, B TFHS T, i 11-OHCS B K ORI Hac H= 81X 5
A %5 Tl Lpds- 72725, 10 A &5 Tl Lz, (B8 57)

(10) HAFERERARER (Tv k) <SFBEH 2>

7w & (Wistar %, A5 60~80 g, I 6~8L/#) ORITMMLEZ, %R/~
U UERICIRIB LT ALy M2 FEICFEA L, ~Lby 2L & L
W AU T DRI R AR & L TRE L7, CMA % 6 HRRIEK T#E5-
(fapt 5 0 12.0 mg/lt) L, H&EHEFRORFERORREELZAEL, 2/b
T — VEEERYE O R & L Lz,

o it st B B | S BB X A DIV Do T2, CMA OBHUARAENE A 13 A 2R 8 5 S N

HIh B CHER L2 a . R E U CHWEZ o)L — VERERHE O 1/6 F2 5 O FE %t
i cHo7-, (B 57)

(11) 7o PO VESERR (Sy Q) <SEEH 28>

7w~ GREARH, {KE : 55~65 g, M5 VL/EE) (2, FEHEMH 156 A& 3
i, TP (50 pg/lt) KON CMA E4RGE (@M A, 1. Q. R XT'S, 2
mg/lC) AR TF&G (RE : <l U, Fih 24 FERZ ISR IR M OFE 3%
M LERZHE L,

CMA (. TP (2 L BHIIR KL RO EEHMEZMH L, #Em A K Q T
I, CMA @ T0%H2E O\ EFIIEIWER A A b vz, & OMoHY I E &
IEHIER 2R S 2272, (BHR 10)

20 EOAKGIZT1LHEORTORBRTHDLZ b, 2EERLE Lz,
21 {REEIFH 70~90g D 9 H 90g & HWWTHUE L7,

2 FTFHGICEDRBRTHDL b, 2EEEE L,

2 T HRGICEDRBRTHDL Db, 2EEEE L,
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(12) BIRMHEFER (Sv b)) <SEEH 21>
Z v b (Wistar &, 5 PL/BE, M) (2. CMA XiZ7ve X A7 &2k 8 HD
PNEER HH# 20 HAER 21 A & TRIEKR FH 5 (CMA : 1.0, 4.0 X% 8.0 mg/Pt/
H, a7 AxA7nm 2.0 X% 8.0 mg/lt/H, I : <) L. &R 22 BIZH]
U CAERIR IS, WIBR R OB AR E & MR8 L 7=,
CMA 1% 8.0 mg/VL/H 510 L 0 AR TR L, e 27 1m0 LAk
FEDIERMERHMER 2R LT2 (218 54)

(13) MEEEER (Sv k) <BEEHR 5>

7w & (Wistar &, 49 VC/&FHRE, 5 L/ 58 12, CMA XI7 s 27w
ZATHE 20 BB MRE T URRANR 25 HET) RER FHY (0.4, 1.0 X
12 4.0 mg/VE/ I, VEHE i) Ly Sk ST L e B IKIZAESR 26 H I
U TR e OVEAEIR W O A Tz U=, GFIR 24 A ZFRT 10 BRLIFE O 43 i
A SRAE L I L7,

CMA 13 1 mg/lL/ B LA LD G- COMRIE B ORGSR H B, 707 AT
0 b AR B 5 U ME ORI 21 LT, (B 54)

(14) EOEEREVEITHICRIFIEE (Sv ) <SEEH 26>

7> kb (SD, K. 6~10 PL/#f) I CMA 10 mg/Vt% 6 MM 5L, &5
[Frp K O G- 12 % £ TIEHME & Fjn S8, T8 (o700 7Rk
O%) B2, STHEICE DR, MRS E ) DHEORIG A IE Lz, £z,
G 4, 8 KUV 12 HWRIRICH R L, KE., FHEAX OB REEZ
HE L. FEHRAZ DWW TRk AR A 2 520 L 7,

ARG H O 4 B R T, R, KR OSSR B 23 2 b
e, Wb 8 AR LIS REE L OEITA LN 2D | AL 2R E T
bolz, MFIMRE CITHMEZMREI A b, Hilz@aL, ~vr7 47
I OB K HRE & DT BRI S T2 GRS G-B0s 2 %, &
A 532 A KO 4 BER TIREDNZ v, ST E TORRAER Lz, 8 k&
VIR IR RIS R & DT A BN <70 | AR B ThoTz, (B
53)

2 T HREICE DR THL Z b, ZEEEE LT,
B PZTHREICEILEBRTHL b, Z3EEEE LT,
26 T HREICEIDHEBRTHDL Z b, Z3EEEE LT,
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(15) BRRERDOHMEL - M EREER (S D) <SEEH 2>

7 v b (Wistar %, KHEN OVEEA) 12, CMA Z 454k 15~21 HIZK T 5
(0 GAIHE), 2.0 X% 8.0 mg/VL/H ., ¥ - I~il) L, 44k 22 AIZHKR L THRIZ
D AGD HIE, AREME K ORI MR 2 3kt L 7=,

MERE VR O AGD (2B I A Do Tz, HERRIE O AGD 1% 8 mg/H & G- E Tl
RFHREE & b U CREE LEME b 2R L=, (Z22HR54)

(16) BRIEOHMIE - Mﬁk@ﬁﬂ%(51h®)<%%ﬁﬂ%>

4R 7 >~ (Holtzman %, AQBLRFHATE : 225~250 g) (2, CMA Z 4R 14~
205&?&@&?&5(&01(w\zazimnmya\@ﬁ::~y%)
L. fHz 21 B EOIRE LRI AGD #=HIE L 7=,

JEVRITHERE & & AR L O\ A Sas (JFEE, 75 R OYEER) ICHARAY R E 1
HoNIoT-, £, AGD IZ2OWT 0.1~10 mg/ H DEFEHRE & X REEOZ 1T
T, HEME(L - MEPEAIER IR S 2o 72, (ZH55)

(17) 75 RTO0UERRE (Y%

Y (NZW %, RABRBIAAFAE : 1 kg, ME6PL/EE) (2. B A T U4 —/L
# 6 HHRER T#HE (0.005 mgkg AEH/H) L CREEMNZFE#EZ, CMA,
R A XUIREHY B 2 5 HEIRER DG (220 (&) . 0.005 Xix
0.045 mg/kg RE/H, A : a— ) L7z, REEGRTH, SR TREL
7o &= OB EPE & O RIRHE (FE NREOHERE 2 0~2 D 3 BT A =
7ib) EEME LT,

FERAF 34 1R LT,

ETOERGHET, BHERDUMEE T FENEROBINEZFHI &L Lz 5N
Rz~ L, FEAREEZOAFRE AL, FERBEEEA 27
I, BEERICBW THEBIKFENRBEMA A BT, FEMxTEREIL, TR
bl U C& @A ERICB O TREHFIICA BEREEN AL, RRBRTIEE, &
ICEYMO T 07 2T 10 RREMEIC BRI R IR bR o Tz,

BiLEZ e B S A ERLEMFHE ST, 0.005 mg/kg KE/HLL Lo SR
THENEBRER N b= Z L5, LOAEL % 0.005 mg/kg KEH/H L% E L
e (ZHB1)

%384 UHFXFEHWIET AT UF—LEiEE#% O CMA K OME O
ORI L D FEEELE O ENEZ
fied B H& =t

21 I HREICE DR THL b, ZEEEE LT,
8 ZTHREICEILDEBRTHL b, Z3EEEE LT,
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(mg/kg AH/H) PIEHFEA 27 = FExtE & (g/kg {KH) b

I HR 0 0.33 1.09 + 0.36
CMA 0.005 1.42 1.72 + 0.52

0.045 1.92 2.67 + 0.54*
Kt A 0.005 1.33 1.93 + 0.46

0.045 1.75 2.48 + 0.57*
Kt B 0.005 1.0 1.83 +0.43

0.045 2.0 2.44 + 0.97*

a: HRfE

b : 6 L1 + AEYE(RZE
*:p<0.05vs. XfHREEE

(18) FRIRDEEMIL - HEMERETERER (DU F)

X CREEAH], KHE : 3kg) ZRRE% 2 HIZEHEL, CMA 2KE#% 8 H»
HHEE £ T, K FES (0.20, 0.25 31X 0.3 mg/H) IO #&5 (0.50, 0.75
XX 1.00mg/H) L7z, £7-. REBOUHIX GHEABH, (KFE : 3.2kg) 2.
ZRE% 8 BHD 28 HETRAOKS (0.75. 1.00 XiX 1.5mg/H) L7z, REWIE
REH% 28 HIZHEYIB L, o mil (EEHERID - K28 DL, M 27 L, R
EBAEERGIR ¢ [ 34 DT, #ff 40 PT) 1THoWT, REMIE ., PERIFEERIE QN A Fign R
Z LT R R AR M OSSR O A 2 50 L 7=,

FRVIZFE T A BT, REROPELE~DEEIZ A SN - T, HWIRBIZIC
BWTHBRMERGIZL D EEX ONABEER AN o7, WIRFE W
FHHRFRORMRA I Z IV T, R RT3 2 MEMEA LR K OMERR VR kb3 2 IEMEA L AR
MiZH ootz

R ZEZESUYAEELEMFAESIL, REHEICBOWTHIERR AL
ool v, NOAEL #iEmHETH S 1.5 mg/H  (0.468 mg/kg K/ H A
W) LERE L, (BH56)

(19) BARKRILEVHREREE (DYFX, Clauberg £ix) <SEEH 29>
U GRFEAEONEECRI, RACEE, (RE : 600 g Aiff%) (Z— R b o UK
% 5 HRHw R F e (3~ AHAL [0.3ugl/H) L, 6 HENS CMA % 5 H
R T (e G-& 0 0.025 mg/Pt) XiF#En (5 : 0.1 mg/lt) #&5-L
7o MBEL TS ATn s KO=TFATe r2fne, BEETEAICHS
i, #if L. Allen-Corner OB REIE D HEFIMR EE THIE LT,
CMA [3EERFB T UERIEEZ R L, O OliTE FRETre A7 e
D20 fE, MOBBETZFZAT oL D50 B THoT-, (B 50)

29 ZMMEOWEEAATHS Z LTz, BE5EL 1 HEOARATHLZ b, EEEE L
776
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(20) BARRILERERAR (DUF) <SEZEH 30>
BT X (BHEARH, (KE : 0.8~1.2kg, ME7TIL/EE) (0, =X TP 4—)L
178 % 6 HMIER T4 (0.005 mg/Vt, ¥ F<l) %, CMA % 5 AKX
T (feh& : 0.02 XE 0.08 mg/Pt) IR Oeh (G & : 0 Ga4h,. 0.01
X% 0.04 mg/PC, ¥ : 0.9%NaCl /0.5%CMC/0.4% 7 V) ) /L~_— K 80 /0.9% >
DUILT I a—)v KIEHKR) Lic, FRRICRIRE LT, sy Ara 2K TS
(o5& - 0.5 X1T 2.0 mg/lt) X/ N F 2T % 5 AR OELE Gk
B 0.5 XX 2.0mg/lt) L7z, E&KEGOERICHKRL, ezl e
W ® Carbonic esterase &M 2 & L7-.
CMA [ZHEAEFRNVEEEHZA L, BAOREGE T/ Vv F AT 10 385
. B TFRETIE e S AT a0 324 (O Itz R Lz, (B#57)

(21) FERNEREEHERER (V9¥) <sZFBEH 31>

UHX GREEAH., ShaaE, 10 PC/EE, (KHE : 1,500 g) IZ= A hr s (5 pg/
Jt) % 6 HRfMANEG#%, CMA (MERB) % 5 HEFRGIREO&S (0, 10,
20, 30 pg/L L% 200 mL/H : 0, 0.00133. 0.00266. 0.004 mg/kg 1A/ H A
M) Lie, E&EGERICHHEAIC OV TR % i L7,

10 pg/L L EO#EGHED K 5~6 Bl CHBRIZ 1= NIEHEFE A - HALTZ A3, of I
TIEAHITHA LN o Te, 72d, FEERFIEICHEHEO L WHETIEIH 5208, #bk
F1E CMA JEE 5 X% 8 pg/L (0.000666 X 1% 0.00106 mg/kg A/ HAHY) @
BRI ABERMNEA LN P72 LT D, (B 52)

(22) RILEVZBRAREEMER<SEEN 2>

CMA. f#® A K OE B Db bV T o Z BRIk 2 iAo 32
fiSni-, Fulr2AT5a ROV TIEIMCE-7T /il z2, 7o Ras s
FARIZHOWTIZI LNCaP #ifa 34 2. VL aa T ag REREIZONTIE IM-9
HM 35 2 TR L 7=,

30 -5 O HEE LK OB PR E LN i S TNz L b BBERE LT,

31 —EHEREORBREITOFEMA AR TH D Z & FEHRETFENED T RnWZ L%, &
RHIICRA R S5 Z b, B ERE LTz,

32 jnvitro TORBRTHHZ &b, ZEERE LT,

33 MCF-7 : &t MEL2S Aslifial H Rk

34 LNCaP flifa : & b Az f ik

35 IM-9 #ifa - & b B U/ FFEERHRR
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CMA OfEEMHIT T n S AT v U RIK TR bEL . Tv R U/ KTIEE
D154E, ZvaaLFa f RERETIE 6.4 K-, —J7. HREMOEES
PHIINTHOZFIEIZK L TH CMA L0 {&ho7-, (B 51)

<HRNVEAMERICET 2RO E L D>

CMA Xt PR, AR X' GR IZfEAMEZ RT3, FEAtE CHAME) 13 PR 23
HE <, AR BN ZHICKRE, GR IR - 72, 72, R A X ORGEY B
DFREAMEIFZ DT NOZEMERICK L TH CMA KV Ko7z,

X EERHWEREBECIE, ETTRELOROZEGEOWTIZEBWTHL Y e s
AT a ik GERALE AR TERPN RIS, —H O R T 5HRBRTIEE ok
X7asrAarar Lo bEhotc, £, HBCRIC K o TR O G T H IR &k
MOIERP RS2, Lv L, AW SV HEE K O IRER IRER I TR 5 72
D, BHREE OB I E —RICHET 5 Z SITERAR S L LB b, £
DO—FH T, TF R e 3wnizhE (v v R) CEEMESER (7> ) 137
BT a s L RRRE, SMEIENE (T v ) 1T e AT a s L RRENRR
FRWVERE CTH o7z, D ORBRIZEMAE N OGRS B /e 5 72 DO i iz (3 T
X720, DTS CMA X T a7 2T 1 2 b AR~ OER 27 L
oo 2B, Ty FERAWERNORBRTIIHT > e AR RSB S,

HHAEE (ACTH M) (7 v M), 7 U a—Fr itdE (v R), LR
(7 v ) %) ZHWZaLF aa FEERRERTIX. ZOERIIBMETII RV
[REMTH-oT, — 5T, RBRCEEITR AR D, KT v & AW =RBR T
IR HAESRECTRRELORIBESERD N AL, ZvaanF a s REERNTRE
ENic, VHXORBRICL DT a 2T a8k (BEIRAVE ) ERM 0.005~
0.045 mg/kg KE/H O HEIK CRHME SN TWD—F, 7y hORBRICEL D7 va=
NF a4 REEERIE 21.5~100 mg/kg (K E/H O H & TR ST\ 5,

b Z &0t RBRASCHWFEIIR LD DD, ZRE~OBFMESCEIY) IR
ICBITARBEMEMET S, CMA X e 27 o8 (BEEARLE VR ERAN
M SNEAT oA RCThHY ., ZlaarFa  FEEERIT e A 250 ok (G5
RARNE AR ER LD BHAEN T LT 5 AREMED R STz,

10. ZDoDHER
(1) EMESAE (ELEY b, 9YFXTRUA X)

F/LE v b (Hartley 2. A : 250~300 g. 5 IL/#E) % Hvz CMA (A
B 2% Tween80 AFLEHAK) O THKE (FfEE [mg/tl/E & [mg/Pt] :
10/100, 1/10 Xi% 0.1/1) i rnieh (EfEE [mg/ltl/Ek & [mg/lt] : 10X 3
[B1/10 31E 10X 3 [B/1) (X DBHMEROERICEBNT, 7F 74 7% —vavy
JERIIA SN o7, Flo, TG (EEE [mg/ltl/#EkK&E [mg/Pt] : 1X3
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[[]/100) XiF#EO&E (FfEE [mg/lCl/AE#E & [mg/Pt] : 10X 3 [E]/100) 23\
T Arthus T A B2 0o T2,

¥ (NZW %, KH 2.5~3 kg, K2 VL/Bf) 12 CMA (AL : complete
Freund’s ajuvant Hi%) % & F#&%5 (0.1 £721% 1 mg/lt4 10 HREIFE T 3 A]) K&
A X (B—2 v, (KHE 8~10 kg, MEMES 1 DL/H) 12 CMA Z#H0#5 (200
mg/kg KEAE 1 0HRE]) RICIIGZERL 72, CMA 2K D PLRELE O A 2
Ouchterlony 1%, #%58EKPKEN & DA B RGKENEIZ X 2 K7 VINTEREESIE
NZE/NLE v k% 7= passive cutaneous anaphyloxis (PCA) KRZ X 0 #gt
L7,

FRT VNIRRT B D TR OERITA BT, PCA KIS HEMETH -
oo (ZH28)

(2) HpaR EEnifaiiER

IARC %, 7 v b GR#E. MERIKOWEECARE) 12 CMA % 6 RO #5 (100
mg/kg RH/H) L., FMRICOW TR E iR 2 i L2 /5%, B ThoT
ELTn%, (B 18)

11. EMZHEITHHR
(1) M#esE

B MZBWT, CMA &5 WIIAMREEELE S =2 a7 o ORERE 1T
HOFERER L L CTIBENER I LT 5,

2013 £, EMA %, EU TRR &7z CMA & DA RS VE BBy &
LCa&Tet hOB AR O#BEESR (CHCs: Combined Hormonal Contraceptives)
OFNRIMAEZERIE (VTE: Venous thromboembolism or blood clots in veins) @
JAZIZOWT L Ea—%BtA L, 20144, CHCs &KL LTHORRXT v b
X, BlEfeE U 27 & kRl BEACTHD VIE DY 27 3/hE WA, CMA &5
¢p CHCs IZ2WTiL, VTE ® Y 27 %ZAthd CHCs & HET 572D DT —H 34N
T ThLHT-OfmaE T 2 EILTE RN E L,

Z D%, 2024 12, VIE DU Z 72T 51 A & 2k — MFEORRIZE
5%, CMA K OQ=F =)V A NI V4 —VEET CHCs #fEH L= ttic ki)
% VTE O U A 713 10,000 A47-=0 6~9 N EHEE S, CHCs LT
7RI 10,000 A7 0 2 A, CMA DIAADO S EGEEIR R VTV N F =)L
TR NT VA= N EET CHCs ZfEH L7z M Tid 10,000 ANY47=0 5~7 N&D
FERPERIEL L g S - fE R, VTE IZBET 5 U A 7 O %2 B E RIS g
Xt a iz, (M6, 7. 58, 59, 60, 61)
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(2) #HiEE

PMDA (. A OEFHEICENT CMA XTI A Raxs a2 o U Fig
T AT NVRGHDO LB W THIREORAE Y 27 O REN TS Z &,
CMA 5% ZBEEME 2 58 L 7= BHEORWERRENEO 6N Tnbd Z & BIEH
WEICBW T CMA XiZA Raxv a2 n UFifee A7 VOG- H 1E#%IC
BEMENE N H /N LT BB RO I TWD Z & v h, 2024 HEICE A Lo E 2 ET
L7, (ZHi62)

ORI L SN OELFETIE, 77V AEBREET — % VAT A
(SNDS) [Z8EkSN TV D&M, EFEEE LT20094 1 A 1 HoxH 2018
12 H 31 HOMICHEBIEOHEN Filr 2521772 18,061 N (CE¥J4F R 57.6 5k)
K OKHRRRE & U CHHAESE, BEMEZ~ v F L1712 90,3056 A (1IEFIH7= 0 XI5
N) R, CMAH (TR0 D ABRORIHEICDZRL &b L RIFEH) L#b
fEEiE & o> B e A e RRBF SRS L 0 iRFT S vz,

CMA OfEHFEE () 1, *EEE946 A (1.0%) &xf L, JEFIFETIX 628 A
(3.5%) THVH, CMAIE< TELBERAED Y 27 L ORNCBEENRD b (4
v X1 3.87. 95%(SHEIX M : 3.48~4.30), &K (4~ Xtk : 1.50, 95%(5#H
X : 1.20~1.87) KOEWIMILSE (F v Xk : 5.55, 95%FHEXH 1 4.90~
6.28) & HIZIEDBIHENFED bz,

AWFFEIZIE, —HBOIEF OB A E T & BEREIE O Tk 2 52 1 7w 5] &
KL L TCNWDTOREREZBWVFTM L CODAEEMERFENZ &, &5, &
PIBER] (FRRRRRMEREE 2 BB R -8 5) HE A~ @M EH I B2 EDE
BIAAEGIR FIZOWTHREE L TWRWZ E R EIRANRD L EE X BV, (R
63)

F72. EMA X 2022 (2, @& (5~10mg) ZEHFEHTH L BFEED U
7 BEINT B8, LER/NE - IR CHERT S, FEHT 255 1 38EEE O R
R UREIRNE & 2Wr S SRR IR 35 . BERRIE o 838 K OB E D BE
TEREDOH 5 BF IR E LTS, (ZH64)

<t MZBFDLEAOE LD >

EMIBITFL2HAIZCMA & LT 1~100 mg DHETAHERML E LTHEHAIR
THEOMRTHS (6, 7. 65, 66), —J7, BHESKME LTIX, 2000 F
RECld, EUIZEBW T, FIEORBbLZ BB FSEICx LT 2.56~12 mg/88/H ©
HET20 HME COREROEGIZEZ D HnbnTunie (2 3),

P T CMA OFRRER [T, 2.] IZBWTiE, iR LU CIiak& s
BH LR, BB R OIS Cla i & 5- 8 H & LI, LOQ A & 72 v . Fit Tl
Beh 7 Bt% E TRHEESOERBIREIZED Lz, iz, BRIV, &5k AR
THIE LTEAAKIO ADTICHES @R ) A7 EHENER I NG, Rnz@E U
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BRI X DB LT, AHEES L LTOMMIZ LX< E L~r L0 ERn
EBEADBND,

b Z &b, finZeZE2BPHEELFMRAEZRIT, CMA ORMEZ®E L
T AR BT AR D EFER A~ DI 2R3 I &I L7z,
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M. EFREREFICE T HETE

1.

IARC D (1974 &, 1979 &, 1999 &£, 2008 £)

CMA [Z2W T, ¥V A, 7 MOA X TRAOBGRBRN, CMA LT o
7 OELAEFNZOWNWT, = 7 A TR OG- BRFHE Xdv, B AMESTHE S
TEY, ICMAKOCMA L AART ) — L FTF =)V AT VA= ED
BlAANE, EREWMB T DEBNAMEICONTOREMZIAH 5] & LT
%, F£72. CMA Z 5 DB OMIIZHONT, GAIORDBHEIK . LT/ r—71
(& NI L TEPAMEDRS L), Tua Tl AE—7 U HERORHTIEE LT v—7
B (B MZXH L TRPAMENDDAHEENH D) 1T L TEBY . 2008 4FOHH
OFHIIZB N THEE T2, (BH 19, 35, 36, 67, 68)

2. EMA OFHi (2000 &)

CMA X, 4 X (E—Z7NfE) CTHBRESEZHB L2 &b 1970 0
ANHEFEMS E L ToFERANP IR, CMA X7 vl A% —5 0 LIEERIC
BIAEMEIT 72 <. BB AMEITIERFRICB T 2R Ve LT X — L DKL
FURMBEERICE o TAELD D EBE L, fimeE LTiE, =X sz
AL L7253 7 %12 CMA % 5 HRILL B A& 5 L 7-BRO+- 5 PR EHEGR I 2 A
SWERALEER E L TO NOAEL0.007 mg/kg IR/ H 2, Z4f%%K 100 % i
L. ADI % 0.00007 mg/kg (A&E/H L% E LTz, ST KaFy, iz A ba ¥
VROV )vaanFas MERIZHERsEWEHREINTWD E Lz, £k,
CMA DEFEMIIHAER ORI L S & L, RORETOBIEIE~ Y 2 TK
10 mg/kg KE/H, 7YX T 3~8mgkg {AFE/HTHY ., 7~ FTiE 300 mg/ke
KE/H CHEENAL LN N7 & LTz,

728, b NOR/NEEREIX, 0.05 mg/ N/ H E G S O E SUERIRIZ
ZAEBAELT-Z D 0.001 mg/kg RE/H ERB SR, 2 ORBRITIRE S
TENETHERM S AL, Y720 O NS R | RO RE SN o722 &
5. B MZBITFAHRALEMEAE LTO NOAEL ITRE LR o712, (B 3)

3. FDA OFF{f (1972 %)

KETIE 1965 026, CMA 28t N O O#ETEEE (BLEHK]) ORksy & LT
SN TWER, A4 XIZBWT CMA 852X 0 HIREIENEE L2 L 2EE
L. 1972 4, FDA i34 EFKMIZOWTHSEN O OREAIE LT, (B 35,
69)
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V. BEREEZETMm

RVEVEITHHEMRIEIRL 7 gL~ ) A2 DN TR LR BT % 5
fiti L 7=,

SH X% 4C TEGHR L7 CMA 12X 57 v b &2 v sk ofs L, CMA
VR A G EHCDNTRIL S 4, B REdR B 13 s 5- 2 R 12 2 f v . R 3R S
ZRE L7, RRRERIICHNR U7-, BONREIREE X, Fhs. Bk, ARG ORI Ik
WA R B C oA 9 2 DRI AOIZ M L. SR A 52 X DB fREMEIS A B 7z
motz, CMA OJRKOFEFHEERIZITEZR A DN D, KE L O e MIkT
% FEH PRI O I IR HE S 2 5 L Tl 0 . IBIFEER DR 503 R S
2o CMAZROKE LTy b, X A XKOE hOJR, BHXXFEPIZ
I, REIR, FERATRIMRHME LT 13 /LAY A ERHY & LT 3bEw
DR SNz, B A BB R ORI O ST Tk, ERBbrEm chHd e
ReXx o EoREMART v b (3 KOt b (R-#) T, RSB MXZ >~ b

(JHH - #) T, Ve ReXx oM IENI BT v b (HE - #), vFF

(BEH) KOk b (R) TEERBEWE LTRSS, 7 v AU, XOfEH
o EERFIT, BEEMREY N, O KPP Tholz, CMA KU—#80qH
MOHHBATH R RNLE TR i,

PR ER I, 2 CMA % 20 AR O BE Lz Bz, I5lE. Il
O RN S v, 5K Ol Clam & & 5- 8 H i CEEIRALIM & 72 -
7o, i CIlEEEES 7T BRICBWTH EEBRAZ LR S EE N RSN, —
B AR O Che &% 58 B3 E IR AR & 72 o 72,

— RO BARFEMEREBR TIXGHERE RN A LN, BOFGIZ XKD in vivo 75k
DFERIXIZE AL EDRMETH -7, BrmtERBROBEMERSRIL DNA IZT 5 HE
BB I, IEHEREEEZ N L “RINRLOTHD S D Z L
B, CMA OBEHEMEICIIEENHETCE LB 2=, LIn-T, CMA I,
ERIZE S TR E R D BEEEITIRI RN EB X BT,

FFEEERBRERND . CMA & 5IZ L2 21E, FI2 CMA OFRVEAERIC
ERT 5 &HZ 2 b AMEEO AR, B4R, FLIRK ORIR o EE2, Mk
FELEIC A DI,

TR AMERBRIZIB N T, A X THREZE O MBI Sz, CMA ITARIZ &
S>THEE R D BEFET W EH SN2 &b, FHMHIC Y720 BEE R E
THZEFAETHD LB LNT,

AERERE A TR RBR IOV TR, MERET » b ~OZRBLRT I G-3RI B THIRAS
BLOBIE R OZJREH « ZIRBOIKR TN AL, v T AKLOT X Ok
HR BRI BRI 538k Crx, IR « B WA e E b AR AR A4S o ik
MIEHL LT, 7 v MZBWTHMEFEEITA LN o 7o R, v T AR R Y F
TIHABEXOBMA A BN Z L0 CMA IMEFEEEHE T L EZ b,
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ZAUZCMA O 7 )vaaT af RIEMEICE D AREERE 2 b0, iR
FDO ADLIZES MR U A7 FHIC LY, ZaethiEfEcE b Ll Lz,

CMA O FNVEANERICET 2RO, CMA X7 v AT 1 U4k (EEIREK
VEVER) BRI SN AT A RTHY, ZraarFad REEHR LR
TN, EOEMRIXT v r 27 v ik GEIEFRVE CRR) (EH X0 & &M CBEE
b3 B AIHREME S R S T,

b MIBITDHHIZOWNT, CMA OR Ml U7 BRUICHR D EFE A~ O
EaRTHEIRIE R o T,

BRBRICBIT D EEE B A2 35 IR LTz,

KRB CE Oz NOAEL %0 9 bi/MEIX, A X & A diartd#Ert
ARERICIR T 228, mibE, SRERIRIEE & O HREIC S-S < NOAEL @ 0.06
mg/kg KE/HTHY ., ZHERILE L84, ADI 1324445 100 TR L=
0.0006 mg/kg IAEH/H LHHEND, L. A XEHAW= 5 EMZENAMERERT
. 1 HEOATER I TEY NOAEL IS5 TV 7V, 0.25 mg/kg K/
AEGIZ L BIRAMIMIERES N A DLz, 2 ERILC ADI 23 E7 5%
. NOAEL BAE LN THRNT & R OESEMHRAEN A LN TND Z &b, %
EERERE LT 20 BT 5 Z LMY & B 2 5, ADLIZZE24%%% 2,000 THR L
720.00013 mg/kg KHE/H R SN D, ZOMHEIE. A X & Az S EE R
® NOAEL Z#R#L L L7834 D 0.0006 mg/kg ARH/H L VIRV & 066, BZE
BT ER LM HRASIL 0.00013 mg/kg A5/ H 23 ME%09 ADI & 3%
E LT,

—J ., FHEANVEANMERICET 2R THE LN NOAEL %50 9 B/ ME,
UHXEH W7 r S AT a UHERRBRICEIT S e AR I E S <
LOAEL ® 0.005 mg/kg (AHE/H TH - 7=, BILEEEE SRR EHA
2%, LOAEL Th b Z L2z, FAELAEMAICESSEETHY . CMA ITIT
FVEANERICERT 2 LB ONDEFMERS L Z LN R2REE LTH
ZEBMTAHZENEY LML, ZnbDZ &b, 0.005 mgkg (KEH/H 2R
e U, 224423 500 T L 7= 0.00001 mg/kg R H/H 2 3KB221) ADI L% 7E L
776

JEESEHY ADT (0.00001 mg/kg K8/ H) 1%, #MEFA ADI (0.00013 mg/kg &
F/H) ITHAMEWVMETH D Z s, ADI OFRFEIZY 7~ > Tix, 0.00001 mg/kg
KE/HERETDHIERBEY EEZ LN,

PlEDZ vt Zun<y ) o ORBEREEFMIZOWVWTIX, ADI & LT
WOEEFRATHZENEY EEZ 5D,

ADI 0.00001 mg/kg (AHE/H (7 al<Y ) VHiRT 25L& L)
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(T <ERRICOWTIR, YRKRIAMRRS R 2 I £ A B E FE B o RUE L 21
WL LETD,
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# 35w N OV AEHIEERRIC B 1T £ it &5
B | R Beh PR (mg/kg (RE/H)
] (mg/kg KH/H) EMA goNNsecse 3= Eap Ly Ve ST A
i RES
~ | AR AR & | 00 10, 100 FEEh4) - 10
U5 (bTH 7~12 H) PR E I NP
A
BEIR ¢ 10
FE M, R EARAE
MERTEIEZR L
WMERAH |0, 1, 3, 10, 50 gl - 1 (LOAEL)
B b (THR 8~15,14~17 X N
I% 8~17 H)
RIS
FTEEX-$HL | =A M7 T4 —/10.03 10 (LOAEL)
FE I KAE | pg & 3 HH R TH#H G- & TR Ml KB EEHN
FHEER [AIFZ CMA % 10,100 D
7 |30 HEHEA | 0, 60, 300, 1,500 60 (LOAEL)
> | M - IR R ONRI AR e e ZE 0
L L= QO = N ]
PSS
30 HM# A | 0, 10, 100, 1,000 10 (LOAEL)
PE(HE) T.Chol FifE, & HEE&RD
6 A EM | 0. 5.1, 51.4, 514 5.1 (LOAEL)
HE - i 11-OHCS K. ALT =
il
1 EIE RO EEERED,
i
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W
FE

P b &
(mg/kg KHE/H)

MR (mg/kg (KE/H)

EMA

RinZeRB R EKGEMN

B
K>

Ik 22 P i $2
5.

0. 6. 60, 300

m o
mﬂ%
T
b3

AT SZ i M OV ZEAH T

H N

il
=
&

60 (Z&JERE)
REHININH], R RO/
PEARSR e O IR RAK T

60 (B8 12)
AT IR ESME, BHEED
5%

W 22 P i
5.

0. 0.6, 6. 60, 300

FREhY « 300 (—fxEiM)

R L

60 (Z&JERE)
PEARAZ L DR HE

& ¢ 0.6 (LOAEL)
IR E A

4T B ) 3 1%
5.

0. 6. 60. 300
(IR 0~7 H)

REW - 300 (—EME)
A L

&R 6 (LOAEL)
IRE S, R E BN

B Rk
#5138 4 i
P

0. 10. 100. 300
(I 7~18 1)

a2 L

£EY) : 10

il B e

RE - 100

AR AR, R HE L R
D KR AGD B & OV
A D AGD fif &

R L
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B | R Beh PR (mg/kg (RE/H)
) (mg/kg KHE/H) EMA gy eeee 3= B ULV/EIVSE QU A
O g% # # | 0. 1, 10, 100 g e ORI @ 100
5. (4THz 9~14 H) EAUR 7 VIND
MERTEIEZR L
AEBRTHT - % | 5. 20 (B4R 8~14 H) 10
G- 35, 140 (#4T4E 14 H) HERR 2 AGD Fi
5. 10, 20 (4T:4= 14~20
H)
W W de B | 16, 160 16 (LOAEL)
~DAEM & FHEEE AW, B EER
O i B K P
H
7y Fe | TZ2RAFE2 1 mg 4.64 (LOAEL)
7UoNE MR | LA KE R TG, T ABNAT O NI L DR E
BR CMA % 4.64 X% 21.5 i OVRI ARSI IR & SRR ek B 0
% 7 HIH DY
7 v 3 )b | 21.5 XX 100 % 6 H 21.5 (LOAEL)
FaA g RIS EERD (G B)
ol wE RS 0. 1. 3, 10 512 . 1 (LOAEL)
| &5 (bEH= 8~20 H) Jifa V2 s A i
i
WA ErEH
MmEIEAE |0, 2, 8, 32 REENY) - 8
&5 (4THz 7~18 H) {RE A
it . 2 (LOAEL)
JRHEA L IR AE
WA ErEH
TG AT | BTALT VA=V 0.005 (LOAEL)
7% M | 0.005 mglkg (REE/A & S E PIEE Y
Gl 6 AR F#eh- .
CMA 0. 0.005, 0.045
% 5 H
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B | R Beh PR (mg/kg (RE/H)
% (mg/kg KH/H) EMA goNNsecse 3= Eap Ly Ve ST A
i Titisx
T H N B | AR 0.007
SEAER 1 PR 5
fe o KM | 0.17, 0.25, 0.33 0.468
b - MEPEfER | 01 0.23, 0.31, 0.468 HEPEAL - MEMEALAE- 72 L
&t
£ | 33 AM#ZA | 0, 4~6, 40~60, 400 4~6 (1)
v ~600 +H4 FESEHE BN, KL ORINZIR O
x JiR b Rz ZEki
4
k 4~6 (LOAEL, #f)
B NI A
A | 3 P AMEZ | 0. 20, 200 20 (LOAEL)
= | PRE D e OB FF, i
B AgEER. RIAETEER X OO
FAREIZ BB b, AR L
L)%
5 A | 0. 0.06, 0.6 0.06 0.06
P SR, S k| 2K R CRERIRREE, TEE
RIKBEE ., 15 | RE
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R 2 a,3 B -diacetoxy CMA

S 2 a -acetoxy CMA

3 AEESII SRR (B0 10 : Honma et a/, Chem. Pharm. Bull. Vol.25, No.8, 2019-
2031, 1977) ® Chart 2 »>% ., The Pharmaceutical Society of Japan D #FF Al & 15 T lii#
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<RI#k 2 : REMBEFHEI>

W PR A PR
ACTH Adrenocorticotropic hormone : &' B¢ & HIL A LVE
ADI Acceptable Daily Intake : 7F&— HEH&E
AGD Anogenital distance : fT.Fq-2E 58 25 ] R
Alb Albumin : 77 3
ALP Alkaline phosphatase : 7V VHERAT7 7 ¥ —+E
ALT Alanine aminotransferase : 77 =07 /) N7V A7 =7 —F
AST Aspartate aminotransferase : 7 A/ XTI XTI ) N T AT =T
—+¥
AUC area under the blood concentration-time curve : Ifil 342 i — Ff
el bR T i F
BSP bromosulfophthalein : 7 BE A /LKRT X LA
CAT catalase : 1% 77—t
Crmax Maximum concentration : s I H 2 £
CMC Carboxymethyl cellulose : 7/LARF T XA F/LtE/Lm—2R
DHEA Dehydroepiandrosterone : ¥ Re =BT FrAxA75nm
DHT Dihydrotestosterone : ¥t K7 A fh A7 1
EMA European Medicines Agency : BN EZE AT (2004 4-12 EMEA
(EMEA) (European Agency for the Evaluation of Medicinal Products : ERJ!
EIEMERT) DD L)
FDA Food and Drug Administration : A[E £ 5 &3 5T
GC-MS Gas Chromatography - Mass spectrometry : 7 A7 u~ s/ 77 4
— - HEON
Glu Glucose : 7 /b2 — A (IfiLFE)
HAS2 Hyaluronan synthase : & 7 /L1 U5 RKEESE 2
HPLC High performance liquid chromatography : @i#iEK 7 v~ ~ 77 7
S —
Hb Hemoglobin : ~ &7 n b & (MEaFEE)
Ht Hematocrit : ~~ ~ 7 U v MH
IARC International Agency for Research on Cancer : [EFE25 AAFSEHEES
IR Infrared absorption spectrometry : FRZNRIN 5315
LDso 50% Lethal Dose : *V*3(E0 &
LOAEL Lowest Observed Adverse Effect Level : /e &
LSC Liquid scintillation counter : AT > F L —va oo Z—
MS Mass Spectrometer : &&=/ HT i E
MTV Mouse mammary tumor virus : ~ 7 A FLIRIEE 7 1 /L &
NOAEL No Observed Adverse Effect Level : #7514 &
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NOEL No Observed Effect Level : HE{EH &
NMR Nuclear Magnetic Resonance : ¥ 3L0E
11-OHCS 11-t Fa¥valFaxioAf R
PL Phospholipids : U > 5E
PCV Packed cell volume : Ifil. 7 i ERSFH
RBC Red blood cell : 7 ifi BkE
SOD Superoxide dismutase : A—/3X—FF L KU RALH —F
Ty Half life : {12 80
T.Chol Total Cholesterol : ¥8 =2 L A7 v —/L
TG Triglyceride : NU 27Uk U R
TLC Thin-layer chromatography : g/ v~ ~ 777 ¢ —
Trmax Maximum drug concentration time : #x & il HH i EE B2 RFfH
uv Ultra violet : #5471k
Va Volume of distribution : %3 Afi & f&
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