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C

BRBIERERNLE L THD [R_Z X% ] (CASNo. 378-44-9) 12O\, FRINESK
BT (EMEA) OFHliEL 2 A CRM R AR 2 5266 L7,

R O - REBRAGER SR X, EERE (T v b, A X B KR Oe b)), R (FROD
K. B, 2fEtt (v A, 7y MR X)), dialEE (v b, A XKROY
W) BRME (R UAKRODT v ), AR (TR Ty REORTHFR) ZoiR
BRAGIE T 5,

FAERRAMERBR O, In vitro OB R OWHFLIEMIR 2 Vo Z A X DR
LRI TR TCh o7, In vitro DYEAEEFEFRRIZIWCT—EHBEER A LN
DD, invivo D/IMZAER CIIEMEDRERTH Y | X AKXV ANTEMRIT & > TREBXORITE
R ABIEEM A TRERNEEZ T, LRS- T _Z A XY v O—AERZGA R (AD]D)
ERETDHZEIXAMRETH D Ll L7z,

FHEFMERBFE R D, XY A XY ORGP, (RERINBHEE O M &%
DWEROZEELETHY . _RE ALY 7 vaaLFas RMERICESLS O Th-T-,

FENAMERBROFERTIL, 7 v &AW 104 BRBERHRE 08580 AR L 0B
EEFCIEH 203~ U 2% W 104 BRI 530 AMERIZ ISV T IEEFRARICE
BOEEIIHRLNT, BRANMETIH ORI T2 L& R X NN AN E
RYRMBEMEIR N & B 2 T,

7 v MU T X OREFMERBRI BV T, AECOZRBRO LR, JiuI¥
AR DTN aaNTFad RIEHICE2bDEEZ BN, UVTXOKR THRETIE
0.003 mg/kg (REE/ H LU T TIIERH N TE LT RO 5IZBIT 2R K EEH & (NOEL)
X, TS5 ONOEL LV EmnEEZ BT\ 5,

XY A B DEFEFIERBR ORI D& LN R/ NOR K BEEEE (NOAEL) X7
v b &AW HEOAETEREIC R 2RBRICE T D 0.02 mgkg (KE/H (X AKXV T
EA VR ATV ELTC) Tholz, LrL., 7 v bEAWE 4 @AM O
104 SERZEN AMEAER T, 0.02 mg/kg K&/ H OF G CAREEIHNE], EAERET, fiiE
BORTEORENLLITND Z LD, ADI OFREICHWD 2 & IT@Edcidzeuny &4
Wr 7=,

RERABY Ty MIEE UTBROIEBEER & L COEY TAT iEHEOHEMN A FEIT,
NOEL & LT 0.004 mg/kg RENS SN, B LZEEEST, TAT &N S ADI %
Kb D Z LTl S LT,

RY AR AISHEBMETH DT XV A& b AN IR 18R L TR
V., Zaa)Fal RIEENEMTHD ZEnb, RZ A XD ADI OFREIZYS -5
TIEITHFYAX YD ADI Z#EHT 22U THD EEZTZ, T ALY O
BIZ R8T, Jvaandad s MEFICESS DT, 7 v MaEHAWT-NSnEEs
BE4 258823515 5 NOAEL 13 0.001 mg/kg K&/ H TH -7z, 2D NOAEL »5 ADI %
0.01 pg/kg AHE/H (0.00001 mg/kg (AH/H) LEELTWD,

Dbz Exn, ADI % 0.01 pglkg (AE/H & 5% E LT



[ M REBYAEEROBE
1. A%
BRI R E R E

2. B D—HREA
g« R AR
¥4, : Betamethasone

3. LFE4
IUPAC
4, : (8S,9R,108,118,138,148,16S,17R)-9-Fluoro-11,17-dihydroxy-17- (2-
hydroxyacetyl)-10,13,16-trimethyl-6,7,8,11,12,14,15,16-
octahydrocyclopentalalphenanthren-3-one
CAS (No. 378-44-9)
B4 : (118, 16pB)-9-Fluoro-11,17,21-trihydroxy-16-methylpregna-1,4-diene-3,20-

dione

T AT )UK CAS No.
21-Acetate (NFZ X2V UEHBET AT L) 987-24-6
17-Benzoate (XX A% L ZBREFET AT )L) 22298-29-9
17,21-Dipropionate ("X A X' L 7 a4 R AT L) 5593-20-4
17-Valerate (& X %> EERRT X7 L) 2152-44-5
21-Phosphate disodium salt (% 2 %> Y UEET A7 )L N o L) 151-73-35
17-Butyrate 21-propionate (¥ A XY VKR AT /)L 0 A UEET AT )L) [ 5534-02-01

4. 7FR
Ca22H29FO5

5. #FE
392.461




7. FEABMRUERKR

NRHE X B %, 1958 £EIZ Oliveto HIZ & VA SN =B EIBRERLVE L TH
0. Znhaangads MEREZAL, IxTLalTFads RMERER IR, (B 3,
4)

JvaanFal RERIRIZY Y RELTHAE L, RIERG. R, S
BA59% 4% LV EOBGRTHREZTETHZ LKV PIREER. SEmmsEER.
¥ EAER%EZRT, (B 5)

RY AL VDOSARENERE L CT X A X U3 b5, mEObFEE T AT A
REIED 16 LA FIVEDSIEEN IR L DB THY | XE ALY ANIATaA R
MO D _EIZ 16 fL A FNVEPMIET D 16p-TE~—THDHDIZX L, TXH A X
ANFEED FIT 16 LA FAEENNET S 160 =~ —Th %, (B3, 4. 5)

Wi, KE, FIN, BINGEESE CEMAIEIEM & LT, RIE, T a v, RN
BROT T N MEDOTRFIET NI 1OSMEHEICHWGIVD, NZ ALY TR H

ALY BT AT VT N Y T LORBICHAEWE & OBLEAIN D O . FRIRN UL
WG THWBILS, 85, 0.038 mg/kg (AE/H D 3 fF&E% EfRE LT, 24 KRR
THREIND, HMEHE TIE. 0.08 mg/kg (KEH/HOHEIRENHWOND, (B 3)

HASCIE, @%ﬁzim&bf@%mi&m b MHESRES E LT, B ORI
G REREE R, RIEMEARERRE, SRR E 2 I & T DR 0B 54 K OVES
ﬂ\ﬁ%-&%*ﬁ\%ﬁ AR & A BAAIE D AU I OIER] BrAEWE.
EAZ I VA BX 0D BERE) EORAAIE LTERS WS, (R 6. T,
8. 9. 10, 11)

B, RYT 4 7Y A MBI R EEE 2R ESNL TS, (BR1D

(BE) THXYRAZ Y U RO AT RO

O

HGJ\
<o,

HO.\ ,
Hac 0-

TR ALY WY AL EERRT AT )L NIRRT AT )

ey -
/\r\\OA(
A
mcth‘.Ha

RERABT o 0Taet RERAR S BEEBRTAT RXEAX ) R AT V)
T AT JL ~U DA

1 AGHlEIC BT, RS U CEBREMRENE O & 7, S SEhi F 5 5 1 F o S
Wy TR SUTONS AN TRt 5,
2 SERL 17 FEEA S EA SRR 499 Bl Lo TED bR EEE (B 1)



I, REMITRLIMEDHE
AFHIE TIZ. EMEA OFHiiE & O PMDA OFAREZFELHEIZ, "I A2V D%
PRI 2 Az L., (B3, 5)
RSN PR 2 IR R LT,

1. EYBHREEAER
(1) EMEREHER (in vitro)
t b, AX, Ty NROFEOMECIRIT S in vitro il BRIX, & A XY Ry
NRIB LIRS FERTHZ L a2RLTZ, (BR3)
bt FOIMAEZIIT 57 R 7 FEGZIL, 64E£6.0% Th-o7=, (6, 7. 12)

(2) EYEnREsER (Sv b)

HRT > & CREEROVCECRE) (R MR 2 A X > (Rl S QMR i A
B) R T#HS (1 mgkg (KE) L7t 2 A, REMWIOIR, Bk ORI OV AEE
(2B DEGHEERE L, BEomEth L0 bE0 o7, FUEREEEFATOT v
MG LT & 2 A, &5 6 R ICHHH OBGHEERE D 122.3 ng/mL TE—7(C
LT,

R, MORIBERERLVE LR THY . 11p-t FrX T HEor o~
b, 20 fEAIVAR=NVFD T )V 33— )L ~DiETE, 6 LKL N 17 MO R KAZ X
L 1T-FF% MEROER TH T, (B 3)

(3) FEMEhREEER (1 X)
A X (SR OWERIARBE, (A8 15.5~19.0kg, 6 5H) (T A&V &8 0#%5 (13
mgkg (KE, 7 EN) Lok ZA, HREIL. #E5 3 FFZICHREIRE (Cna) :
1,905+547 ng/mL (ZE#E L, #5 24 Ffi£121L 90134 ng/mL A L7z, (B 12)

(4) EMEnResER (%)
A (SRFEARBA, HE 4 BER OME 6 BH) [2\F A &2 BRI 2 NS (HESER & 0.08
mg/kg (RE/H) L., MIGHEEYSBEEEREE RIA) IZXVHE S,
Fe 549 8.9 K2 B — 7 MIEHIREE CTh 5 7.3 ng/mL [T L7z, FEWRE T
TiHfE (AUC) 0-0ol% 287.0 ng * hr/mL, AT O+ EHI3K 22 FFETh -7z,
(&M 3)

A (SRfEREA, MERESS 5 58) (2 2 FHOTMIEME & & bITZ A Z Y ) VR X
TV MY U LB 2 BRI S (0.02 mgkg (KE/H) L., MIEF7EEYA RIA IZ X
D RIE ST,

Be549 1.2 K2 I B — 7 IEHIRE T D 4.9 ng/mL 12 L 72, AUCo-..1 3 72.6
ng - hy/mL. A7 OIEFHEEN K 16 K Tho7=, (B 3)



(5) EYEResER &)

R (SFEREA, MEES 5 5H) (O A X2 U A FHANES (HELEHE 0.08 mg/kg (&
H/H) L. mMEPEEY) RIA L0 HE SN,

BeEH 3.2 RIS — 7 METRE CTH S 12.0 ng/mL (ZE LT, AUCowiT
196.2 ng + hr/mL, Z7\F OIEFHEENIL 11.5 Kl Th o7, (B 3)

K (BFEAREA, I 10 58) |12 2 FOPIEEME L & bIT_ZAZ Y ) Vg AT
N b U T AR A AN S (0.02 mg/kg KE/H) L. MiEFREEDN RIA IZXD
BIE STz,

P54 0.5 IFEITZ I A B2 G HIRE CTH 5 5.3 ng/mL 1T L 72, AUCo-/ % 26.2
ng - hr/mL, AT OMIEHHEEENIN 476 Kl Th o7z, (B 3)

(6) EMEhResiR (b @

NRERAL Y PR AT IVF MY T A, Invivo THESCIIAR S A X e A
TULEND, B "RT T 4 TR D 3ROSR AR O#KE Qmg/t b) Lizk
AL K2 BRI IAEF C max 13 24~25 ng/mL TH -7z,

BIORERTIX, BG4 48 BEREILINIC, RO EED 58~80%3, RKRELDH A ¥
Vol 6O E DIREME LT, R BEIRESZ, b FORAOEREIZBIT S
NAFTT ATV T 11, D &S 70%THD EHERISZ, (BFR3)

(7) EEhEsER () @
@ #®OKS
a. R

fEFERR N (HERIARBH, 10 42) IC_Z A %Y (1.0mg X% 1.5 mg) ZHERO#KE
L., MyEFRDOREZ AL AR RIA IZ X 0 HIIE S 7=,

MIEFAZ ALY AREENL 2 FRICRmEIE L, R 180~220 43 THIE L .
24 BERIRRIITMIGE RN HHEE L, ReiEFREX 1.0 mg &5 Tl 345104
ng/mL. 1.5 mg 5K TIX6.5£2.11 ng/mL. TH-o7-, (&6, 13)

RN (MBI, 54) (T_XZ A XY (06 mg) ZfREAESG L, MiFho~%
A A ARENRIE STz, XA A XY O EEERERET 2 B, TES AR
(Tye) X 81HFHITH-T=, (ZH12)

b. L

fRFERR N 2 4 N ONBIFRED AT v A RERGH Ol ERE 5 A BHIE#ANRZ A &>
v (BEEEALEAR) 200G Lz &, RPIZEE UTREE, 11-7 & Fefk, 68
KEREIR, 20-P b Rk, 6p-/kEE(L-20-2t R ONAED 11-Fk F-20-Pk
Rk O 6B -KEE{b-17-4 % VIROIFENHER ST, RINCHE S - dhE M
DFITO%D 7 V7 a AR, 15~30% 1 FIERERTH - 7=,



NRY ALY D—ERI 6 MM SN 6B KERUIRIZ /2 D, O/ EEERITT F
7 3A4 (CYP3A4) ThbH, (M6, 10, 12)

c. HEt

RN 2 4 M OVBRIRED AT u A Refbdong BRE 5 LI BHIERZ A 2
v (BEEERATEAR) 205 Lz s 2 A, 48 B CHBEHTEIEDRT 70%3 R HPI S HEiH:
iz, (=6, 10, 12)

Q@ FIRAES
a. RN

fFER N (MEBIRBA, 8 £) IC_E XX ) VR AT )V F N 7L (REZ XA HY
> E LT 8mg tAY) ZHEERNZE- L, M~ X% REN RIA (2L 0 HIE
ST, MARE A X R, $e5- 1 Kfil#212 95.6£12.5 ng/mL. T, ZD#%iR~A
(R LT,

R (MERIREA, 8 &) ICR_XFZ ALY L) VBT AT )T R L (REAZY
& LT 8 mg#HY) ZHEFHIRNEEG L, MHDO~RZ X~ y*‘/i);%r“rﬁr%“iiirﬁﬁw =ice
~27Z 7 4— (HPLC) IZLVHIE Iz, NZ AKXV D Tigld 33551 43, AUC)-
»l% 46.3+£8.6 mg-min/mL TH-o7=, (BIRT)

b. HEM#

R (MERIREA, 8 &) ITR_ZAE Y LY U AT )NF R Y DL (REZRAZY
& LT 8mgtHY) ZHEFIRNEZE L, JRFDZ A X AR HPLC 12 & 0
ESIT, BEBRGND 24 K E CORFUIARZ A Z Y L LTEREED 4.811.4%
PRI NI, (BT

2. HEHER
(1) ZEHER %)

A4 (SEREREA, M 4 SER OME 7 58) (232 A X2 2 & BRIFHANES (0.08 mgkg (£
H) L, #5-5, 8, 10, 12 KUV 15 HREOMRFRZ A X AREE (2 T 3 FA/MER)
S RIA ICE YV HIE S (RHFRS - &, B, A& OHERG T € 3.4, 2.3,
3.9 k4.4 nglg) .,

5.2 B ORFE 2 AT 5.4 N 7.8 nglg DFREENHHiT-, 7=, %58 HED
JHHE 1 80K C 10.9 nglg DFRRED A BTz, £ OMOAEE CRREFR AR Ch o7z,

EMEA /%, RIA OFENFR+5THY, HHTIERNE LTS, (B 3)

A (FEREA, MR 658) IC_ZRAZY V) VR 2T )L R T A, Pk RE A
M7 =AU RONRVNR_= ) v TahA v ORER%E 3 BREIfHANEE (X
K AKY & LT 0.038 mglkg (RE/BICHY) L., Hi&Bes 3, 28 K142 AL O/EHR
K X5 PREE (MERESS 2 BA/RRR) 23, WRIK Y v~ -7 2 78 E5HTE (LC-MS)
IZE D HE SN,



FEPIREAZR 1ITR L, (BHR3)

F£1 FZBTFDERZAX ) U AT 0 R o AECEAID
3 HREIFANPEG% OEFARRH RS X 2 RE (nglg)

e btk Bk (H)

wt 3 28 42

JHhiek 9.032 2.2. ND(3) ND

R ik 3.102 ND ND

A 0.17. 0.20, ND (2) ND ND

it 0.14~0.18 (3). ND (1) | 0.13, ND(3) ND
e e VA 0.432 ND ND

a: HYRE. () PITBEE ND : IR (1T 0.25 nglg, £ OALOFHARLT 0.1 nglg) LIT

(2) mEHEBE ED

WA (RFERB, 7 §8) (2% A &2 Y U A BEFHANES HEEHE LD B A
& (0.04 mg). #90.001 mgkg FEICHYE] L, ILHHEED? RIA L VHEESH
7= (BRHIFRSE : 1.6 ng/mL),

B 5% DBRAIOVEILTIE, FLH AT 0.0015~0.015 mg/l, Th-o7=, #5#% 7
[ B OEIL T, 2RI THRHBRARS CH- 72,

EMEA (%, RIA DEERR+5THY AR TIEROOT, ZIFANLILRNE LT
W5, (M 3)

FLA (WA, 8FH : MWL 4 SRR MG 4 BR) IT_RZ AL ) VR A
TIVFRYTA VB RRBARLVT h~vA VU FORCDONR= ) a4 v OfE
EF% 3 HEFANES. (& X242 & LT 0.038 mg/kg (R HITHY) L. 7R
BRaNERSI-, EH 2 BFEAL L, Sk b% 4~8 BFEAL L T, HitHFoZ A%
PRFED LC-MS 12 & 0 HIE & 7=,

Bl G4% 4 B B OBEFLTIL, 3 B O ORROFLITF7EEWIL. BHHIRFAR T H
STH, FRY O 5 BEN L OO FEEWIL, 0.1~2.4ng/g ThoTo, &b
7 BIH OBEFLE T, 718 BEH b DRIKRDFLH AW IR AR & e o7, (R
3)

(3) EEHER &

R (SRAEAAH, 7k 3 BER O 5 58) (2% A 2 A EEFFANE S (0.08 mgkg (&
H) L., %54, 5 KO8 HEOMRFZ A X R (2 T 35E/MES) 23 RIA I
FORIEES L (BB - i, g AR LR OHE TEheh 3.7, 1.3, 1.9 KWt
4.2 nglg) .

5 4 BEOBHA 1K (3.9 nglg) KOG 2 Ik (6.9 X1 13.8 nglg) Thk
BN LNT=0, S OWEREMIL, 38> CTHEHEDXES LRSI TV
oo DO CREEFR AR Ch o7,

EMEA (%, RIAIZEDTIH2NE LTS, (BHE3)

10



W (AR, MR 6 5H) (C_F A XY ) VR AT R A Uk R A
LT =AY RN DRV v Fa b A o OEEHIZ 3 BRBANES (X
K AKY &1L T0.038 mglkg (RE/HICHY) L., Hi&Bes 3, 28 K142 B O/
HARZ AL O PRRE (MERE 2 BE/RER) 23, LC-MS (2 X W HIE Sz (BRHBRA - fF
igi T 0.25 nglg, % DMOFEAE T 0.1 ng/g).

Bk 3 Bk, 14 B> DORE T 0.21 nglg DFR-EN BNz, F OOk T
BHRARS Ch-o7-, (B 3)

(4) BEB<—HhH—IZDL\T

SIREWZIT DN, A, R OBEEDT — 21372 < | HIREY XU THIRE W)
ZRHT D~ — I — RV OLRICET 2R o7, B B TIEH R_REAZ Y U ROT
XA Z AL, LEHITROFESZ L BINSH, BROSHEEZRED, £1-, WE L
H, b b, A X FROT v hOMIEY LG LIRS FEE L, BIBREAT oA FiEE
Moo 7 ) ACHEAEET, ZOMEEMNGE RoaLF Y U aElT 5 2L b7ho
7o WVE L HIEICHEIE SN D,

RYE AL Ol MBI AREREKIL, T A ¥ Y U2 E0MORIE RE R VE
VEPIL TV, TR A XY U OMENE, B b xS R UG 2T 8 H 2
EDHI BTN, R IERBR DM THON TN S, B MZBIT D R_Z A X
YO, TR ALY ATEU LT ET- L0 | BIBREAT v A RIEEZKE <
B SELE NI FEEICL->TIEYSLENTZ, LEER-> T BULEM TH DRI A X
WEE~—— L LTRESN, (B3, 14, 15)

3. E=EHEE
RERAH Y DB R AR 2 ICE LD, (BR 3, 16, 17, 18)

F 2 Y RXAEY U OEREMEREBE R

FRATTE H Y SSES Hi&E i
1B IRZRIE 5B | Salmonella typhimurium EH Pt
vitro TA98, TA100, TA1535, (M 3)
TA1537, TA102,
Escherichia coli WP2 uvrA
IR 5B | Salmonella typhimurium EH Pt
b AT D BERMZEBRR b 1R (B 16, 17,
18)
AMEFSNE R | T v A =— AN LA X —JE | R (X
H MR (CHO fiie) (hprt ) (M 3)
i)
AMEZSRISE R |~ U 2 ) 7 4 —~ L5178Y| ~H fEtE
HHRE (Tk FERT) (ZH 16, 17,
18)
JetfR B EHER | B MR Y o ER EA — G 2
(ZH 3)

11




VIvO

Izl ~ A (MERES B DL/EE) 24 WA 2 [B], R fp b
N5 (M 3)
0. 250, 500, 1,000
mg/kg {RE/H
/AR 7 v NMEBEH B X2
(&R 16, 17,
18)

a : {CNEMEALRIFAE T Chege 20 FFRRRICHW T, MELOSIIRE N EEITHEM U, Bk 44

2 Tl M R O R 2 R r MO I D 7e i o 1o, REREHECRIFFAE T TlE, &
TRtETH o7,

b : 48 Fff#IL, 250 JUF 500 mg/kg RE/ H I GREOMED AT, /IMEAH T 5 ZYMARMERED G+

FICEBICHEM L=, e — X OfiANTH -7,

in vitro OFMEE K& OVEFLEEMIR 2 A2 Z X & L DOZRE RABR T2 TRt Th
7, In vitro DYLEREFEEERIZIN T, —HBHEN A BILIZD, In vivo O/MZRER

TIHEMEORRTH Y, BREEERESDIL, XAV 4L, ERICE - TR RE &
R OBEEEE RSN EE X T,

2SR
’é@ﬂ:ﬁz FERED & 2 2 v W= 2B R AR 3 I LT, (B 3,
16, 19)

# 3 HICFICRED T A2 DO EFERE (LDso)

{bRE Hhf PRI Eias L LDso (mg/kg {AE)
RERAR o7 n — & >5,000
A R AT L <7 A — BT 78.1~154.5

— fEE 102.9~137.2
— qm| >5,000
7k — Ay >4,000
— fEEAN >4,000
YR K R — 4| >1,000
<A
T AT )L e A >2.488.0
7w bk — | >1,000
A X — | >1,000
REAB Y PR ~ 1A — e >1,000
TRATNF MY DL A — e >1,000
A X — | >1,000
— o L
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5. WAMEMHER
(1) 13 EEEESHRER (TOR) <SEEH3>

~ 7 A GREMOVCECRIA, M) (o2 A2 o7 a et e A7 )V % 13 8k
Bz #E (0, 0.0033. 0.01, 0.0333 X% 0.1 mg/kg KE/H) L. dAaMEEMRBR3E
it <2077,

0.01 mg/kg (REE/H D& 58 CRERIIMNHIZ A 547, 0.0333 mg/kg A=E/HLL -
WEHETIIRORENH, ~~ 27Uy Mi, ~EZnbty (E3F) BROYRIMERE

DOYENN, GFHERB OHEERER DN, il S OV B B DA T, e/ VR b, FRIERE
DOFFFEFEMAR I N HIRE ORI FEEMEDIK T 23, 0.1 mg/kg (RE/ H - 5# Tl
U LSBT, Mo/ ML, EBEOMRFEEEOE T, BNEOE T, My
BB ORMRFEEMEL T ONTRARD U o SEREFE DB T A H iz,

PMDA 1%, AiBROf KRR (NOAEL) % 0.0033mgkg LiRELTW5, (&
B 17)

(2) 4 BME2MSHRER (Sy M)
Z v b GREROVCECAR, M) ([C_XZ A Z Uo7 a e VR AT V% 4 A
O (0, 0.02, 0.06 X% 0.2 mg/kg KH#H/H) L, #aMmiEaBro =i s,
G CHRERE NG NCEBEE &R T R OMBREEOK TAA LN, 0.06
mg/kg (AE/H LB ERECIIAMERE (WBC) ., U BRI OMHBREREGR D . e
BT I ON AR O FEEMAL T A3, 0.2 mg/kg (AE/ HB5HECTIT L ONGREIIE U
YORFID Y o SERAEB A BT,
PMDA 1%, A& ERD NOAEL % 0.02 mg/kg K EXELTWD, (& 17)
BNEEREBRE, SR ERECIRERINS], %Eﬁﬁiﬁ?&@ﬂ@ﬂ%%i@ﬁﬁwf%
Nni-Z L5, NOAEL 2% ETE T, A#RBRICIH1T 5 LOAEL % 0.02 mg/kg {KH/H
(REAZ) T aEF BT ATV ELT) EREL,

(3) 13 AMERMEEHER (v )
7 v b GR¥EROVLEREA, MERE) (22 X 2 o7 a et g 27 L% 13 38
O#E (0, 0.02, 0.06 Xi%0.2 mgkg (AiE/H) L., dSMmHEBRE I,
0.02 mg/kg R/ H LA 58 CIX ARSI N MR & OifisE (X . 0.06
mg/kg (KE/H LB SR CIIFREERED V23, 0.2 mg/kg (KE/H B E#ETIZ WBC KO
U o ERERY . MR/ VR, BIRRECE OFEE, D U 2 SERAEVENT NS TR OY
AR Y o S0 U 2 ERFE VBB OBEER R 3 A BTz,
PMDA %, A& NOAEL % 0.02 mg/kg Kiiii LiREL T\ 5, (B 17)
B EEZERT, SR GHECEREEHINHNE Nl & OB E K T3 b7
ZEemh, NOAEL #%ETE 7§, ABRIZII1T 5 LOAEL % 0.02 mg/kg {A&8E/H (X
BAR o oTa e F B AT e L) ERELE,

8RR FIZ L FESINTWDZ &b, ZBEEE LT,

13



(4) 28 B~9 M AMERMSEEER (Sv b)) <SEBEH 1>

T v b GRE. MBI OVCEREA) (2% A % (0.024~3 mg/kg (KE/H) KU
K AR ERERRT AT )L (0.24~30 mg/kg (RE/H) ZFE0#%5 L, 28 H~9 2 HM
AN EMERBR N E G S 7o, RIRRRCIL, BT DRI U IAREEME 1 VR 3 A
FeLm—AREEE S,

(REHINS], HImEBME, U > SERBUME, AFEEERIBENE N R K OVEIEF
S XAy VNNV ghyia

EMEA X, A3RBRIZH1T 5 NOEL Z3%E L T\ 7V, (BHR3)

(5) 6 NAMESMSHRER (v b)) <SBEH >

7 v b (Wistar &, MERE, PEECRBR) (2% A & V' FHEFET 27 /L (0.05~1.5 mg/kg
KE/H) Z 6 AR THEE L, ks &I,

EENERVD, REMH, BE - B, AmEREGE . U o SEREUD R OV HEREE N,
AST K ONALT O EAEOREN A B, 0.5 mg/kg (KE/H LA EEGHE TIFFETHIN
H Tz, £, BIF A OEIBROZEME A HiL, &SRO BRI KB & OBESLR
ERHB LN, (B 19)

(6) 28 HEIEAMEMHER (1 X) <SEEH >
A X (BFEROWERIARIA, 2 JU/EE) (2% A X2 U E NS (0.45 mg/kg A/
H) L. 28 HM#2MEERERFE ST,
B TR, BEEREONIBIL, <HHRBES i LT 3fFEL, 7V a—r U 3FA L
TWe, (BH3)

(7) 6 BEMERMHSHRER (1 X)

A X (B—7 VA, MRS 2 TR IC_Z AR Y VEERBE AT VRN #ES (0.
0.5. 1 X 2mgkg KE/H, ¥oF o A7k, 6 H) L. 6 HELHAM SRR
FEhi Zilz, T2, BIOBETRH A XV &k O#% 5 (1 mgkg (KE/H) L7-#R B [F
C A Y 2 — )V CHEf Sz,

BFGEECAERE, HOEIER, ZEE, U 2 ERBUE,  AFEEERIBUDENE N BB
S OWaRRDZERME DI B LTz, iSO E & BN L,

EMEA (%, ARBIZ551F % NOEL Z3%E L TV 72V, (B 3)

BEELZBSE, SR GEICHER, OB, ZEUE, U o ERBAE, 88
ERIE, BB K O i o0 ZE4E 17 ONC IR Okt B OHIMMN A DIl Z &b,
NOAEL % #ECx 4, ARBRICI51T 5 LOAEL % 0.5 mglkg (KE/H (% X %
B 27 1L LTC) ERE LT

4 BEROFEADAHATH D Z &nb, BEEEE LT,
5 TFHBEIZE D FEESNTND Z Enb, ZEERE L,
6 NN EIZ LD FESNTND Z b, ZFERE LT,
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(8) 2 ARIREHRESMHRR (HIL) <SEEH >
T A7V (R OVEECRER) (o_F A &2 a2 k0#s (0, 0.2, 0.4, 0.8 i
2 mg/kg KE/H) L. 12 A RRIEER G-a3ERER = Sz,
(REESEPNHE], U > ERJE, AFEEERIRE, IFRMr DN R KON o SEfEk
DFRERHI BTz,
EMEA %, fEARZK LS S PR ies S Qo 7720, ARBRICE T
% NOEL #%E L TRV, (BHR3)

6. EMBERUREIAMERKER
(1) 104 BRFELAMRER (TOR) <SEZEEH >

<A (CD-1 %, MEHE, VCEOREA) (C_XX XA XY o7 a et Ve AT )V EIZ
@Am (0. 0.001 TN 0.0033(MERE) ik 0.01(FEIE TN 0.0066(HE) mg/ke AE/H) L.
104 HFFEN AAMERERDNFEE S 4172,

AR N OISR AR B L AT A LN o T2,

0.0033 mg/kg AREE/H LI GRE TR 237 541, 0.01 () X% 0.0066 ()
mg/kg R/ H UL B GEECIIAREEINS], APE, R, FEERER IO S
DIEH( LN ORLBEN I 5377,

JREFHIRA ClE, FEEMERA R ORISR XA e o T, (B 16, 17,
18)

(2) 24 MAMFELAMRER (TOR) <SEBEH >
~ A (CD-1 %, MR, VCECRAR) (CR_Z XX o7 a e VR AT )V 24 D>
ARIRAT (&) %5 (0, 1.3 WO 4.2(E-E) i3 12.9()IF N 8.5(1F) pg/kg A/
H. 5k 390 X 26(ff) pg/m2/ HIZFEY) L7z & &, xR & i U Ol ASRICE
BREGIA N1, (B 18)

(3) 104 BEEILAMESHER (TY )

Z v b (Wistar &, MEHE, VCECRBA) (TR A XV 07 m B4 U ERT AT )L Z 5|
s (0, 0.02, 0.06 X% 0.2 mg/kg {KEH/H) L., 104 HEFEPFEDS A MHEERD FhE S
iz,

AT OISR AR 5T L I A Do T2,

P 5RETHHBOMEEN I L, 0.06 mg/kg ARHE/ A LA ERETIIAERNHI
BT, B ERET WBC OB B LT,

JRERFRORMA ClE, FEIEGIERZE & L C, &RG8 Ciio& AfEE OSSR oo
I ONAGREIRE Y o2 RENZ 3310 D AR AR OE N2 2 H 7=, 0.06 mg/keg A5/ H LI E
BGRECIIRIB Ot 2 5 R ERR OB B A LTz, (B 11, 17, 18)

THRBOFFNATNATHD Z Lnb, BEEEE LT,
8 WA EIZ LD SN TND Z b, ZEEEE Lo,
9 L GIC LV ESNTNWD Z b, ZEEEE Lz,
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BLEERESIL, EREHTHE. WBC B KOS /Bl 2 IR
FADOEEMA I T2 2 £t NOAEL Z3%E TX 7, ARBRIZk1T 5 LOAEL % 0.02
mgkg (KE/H (R AZY U7 a b d VAT L E L0 ERIE L, BNAMER
IR T,

(4) 24 hAMENAMERER (Tv k) <SEBER 10>

7> b (SD &, HERE, TEECARE) IC_XZ XX U7 a et VR AT )V 24 A
MgRER A5 (0. 0.02. 0.06 X% 0.2 mg/kg (KE/H) Liz& &, xfMREEL kLT
JEERARICHERBITA SN2 o1z, (B 18)

(5) RAAZTUDEMNAMEIZDNT

EMEA [ L, X% % 5 OV EEEI 1T, BONAMICERE 240 5 NEHAEITE
gk LTns, 7L R=y e RZORIBYETH L7V K=Y L ORET—H
Z > 1 (0.00005, 0.0002 X/% 0.001 mg/kg AT/ H | 5@l O % 5-) kU~ 7 X (0.0001,
0.0006 X% 0.003 mg/kg (AEH/H, FHREEAH) ZHNZ NI T LY ) arOFRBA
MERBROWEZ AU, BOAAMOTHUI W E SN TWD, B NOEFEIFE TR, &
O NVvaanTFad RekE LRI, BRAROEITERD LTV EHRE L
W5,

EMEA (X, & FOF —Z DEITZ LA, R_E A TN AN S0 LB
LTW5, (B3

Flo, NEALZY R, BFEICHED  NAEERE LTERAINTWS, BB AME
[ZOWTIE, 7y FEAWEROBGRBL OSEGR ClIb D03~ U7 A% W T-fR K
B 5B FZhE S AL, EERAERIREIC L 2 BEIA LN o7 STV 5D, (&
M6, 7. 8, 9. 13, 16, 17, 18) &HiZ, t MNAEKELOMERIEEIC KT HEIEM &
LT, RNERAEY U aBEENRER &3 DIEEOREIZ DN TOREIT R0,

e ﬁiéﬁxi:LﬁﬂrﬁﬁnL&Lw@@@#%ﬁhé*k ZEGRINE E
DD ANERER[T1. 6. JITRB W TEERAERA~OEENLLNIRNT & R OINRF A X
Y aEHENRN & T A EEORAITHRSE ST RN 2 b EMEA O¥|Mr 2 5
L, XH R E D ATFED A 7R ATREME AR & T L 7=,

7. HEIERESMHER
(1) REATR VRIS (Sv k) O
@ mHEOETEREICREY HEER

T b R OVEHCREA, [ IT_Z A XY 7 a e e 25 )L A SRR 10
W OAEEHIRT I 0% 5 (0, 0.02, 0.06 3% 0.2 mg/kg (AE/H) L. EELHO
M & ASEL LT, HEDAETEREIC KT D A RET ST,

—fXFEMEIZ OV TR, 0.06 mg/kg RE/ H DL E# GRE TR MHNE ONZ el Y
FORRDZERE DI B ALT=,

10 RBOFEMNTHTH D Z L0 b, BEEEE LT,
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FEEL I O EROJREAR AR Tl &GICBEET ST RIZA b0 -o T2,

HAFERE XD A —H — T 5 L D i«77l HIehoTz,

PMDA (%, A3BRI 1T B HEDATEREC T 5 NOAEL % 0.2 mg/kg &#%E LTV
5, (=HR 16, 17)

BN EZEZESIE, 0.06 mgkg (KH/H DL R GEEORE CIREHEHIEHE]NE ONZ i
UWINROZFHED I DT Z v h . ARBRIZEIT 5 NOAEL % 0.02 mg/kg (R8E/H (X
BAB) T a L BT AT VE L) ERRE LTz, HEOEFEREIZOW TR GIT
KDHENL NI -T2 L, NOAEL s HED 0.2 mg/kg (RE/H (RF X
B Ta e F BT AT E LTC) ERRELR,

Q@ MOETERER UWIHAER A (BT 5 ER

7w b (SD %, M, VCHCRR) (¥ A% o7 a Bt VBET AT )V & ASECHT 14
H DR 6 B £ TR a#%5 (0. 0.1, 0.3 Xi¥ 1 mgkg (AH/H) L. EHLEORE
&AZEL LT, MEDAEFERE K OWIHAIRSS AL T3~ D B i ST, #HR 13 BISHIRR
L. TERBREZITOEEE, SRR OEFRIEED R~ i,

— MOV T, B G-EE CIEREIING] R Ol s E O T 23 b i,

AEFERE N OIS AR DN T, B BIC LA BT A BN o T,

PMDA 13, A3 8RIZ351T 5 NOAEL %, —f#MEIZ-DV T 0.1 mg/kg (REE/ H A & |
EDAFERE K OWIHIREAIZ OV T 1 mglkg (KE/H LFEEL TV 5, (R 16, 17)

ﬁuuﬁ ZESIL, RGO CEREEING K OMWIREZOIR T RAALN-Z &
Mo, —EMEICRT 5 NOAEL 23 E &1, ARz %5 LOAEL % 0.1 mg/kg
{5/ H (/\57 AR T OEA R AT E LC) ERRE LTz, MEDOAFERE K O]
W AEIZHOWTIREIZ L D BN LT Z L6 NOAEL Z i HED
1 mg/kg {KE/H (~—F A 57 SooTa A VBRI ATLE LT EREL

(2) REATRIERMEAIRESHER (Sv k) @ <SEEH 1>

7 v & (Wistar &, HERE, VEECREA) 1T_F X &Y VB R A7 )V 7 v B T A
TVER TG (0, 0.01, 0.1 i 1mg/kg (RE/H) L. ZECHTR ORI G505k
NN STz, HEIASER 9 WA S, MEIAHES 2 AT HEE 7 B £ TRE ST,

1 mg/kg RE/ H B GHEOREZ I T, (RERINER OSBEFE2N8 L, 3RBRi& TR
WL O DR ERNEE ISR Lz, 0.1 mgkg (AE/B U R SRHEOMEHEC BT,
MR EENA BB Uiz, 1 mgkg (RE/HERERETIE, BRENEEISHED L, WX
ROFAENHEITHEIN L, MO RAEEITAEEICRD L, WT ORI
TH, MEREDOSZRERE ) R OB RHUB T2 o T2,

EMEA /%, 0.1 mg/kg K&/ A #HEFAZ BV THIBREEORD N b Z Lo,
1> NOEL % 0.01 mg/kg {KHE/H L3XE L TW5, (B 3)

U I EEIZLDEINTNDZ EnD, ZBEEE L,
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(3) FEHRVEIMREAR (Svyh) O

HRT >~ b (SD &, VEEORA 12) ([S_Z A XY o7 n e d VR AT VIR 6 H
D HE2EL 20 B £ TRl oS (0. 0.1, 0.3 X% 1 mgke KE/H) L. BEEHEO
AT EFRPFE RS NTz, FETRAEK 4ITE L DT,

AR (F1) Tid, BEfLZOFERE ), TEREEE, AREE ORI B>
7=

PMDA %, AR 5 NOAEL 4, REMIC-OUT 0.1 mg/kg ARE/ H AR & |
AR (F1) 122V T 0.1 mg/kg (R HAR @A &N 1 mg/kg RE/HAR (#f
?Lfﬁ) ERELTWD, (16, 17)

S ERERT, ERGEOREI JE@HEM&ET STHREARRT D JE Rl DN it A
OWIIROEEK T AL, ERGHOHAEIRIC 4 BAFERE O BEAFRLROK TN
HHNTZZ LD, NOAEL 7% E T3, l%b%&@ﬁj@% Z%4 % LOAEL %\ 3
N 0.1 mgkg (RE/H (REAZ T F BT AT L8 LT) LRELE,

K4 JAEHRORASRGER (7> b)) OCBT 53R R

BT B H/ER
1 mg/kg K/ L (2022 ) TR 2 B GECH) ORRBES
©(BhEERL 1 KO3 A E

@

B Y KH 2R HAEROEE
@ET
0.3 mg/kg (KE/HLLE | - (RESSINPIH], (RERY | - IFEIEIKT
- REIKT (%31 H, 14 BEEY
21 B
- IRIgBAR OBIA EH 315 B)
0.1 mg/kg (KE/ALLE | - FAMEFOBHEIKT | -4 BEFRLORBEAETRROKT

- SRR BRI TR (BRI L7 o
« JERTER K OV i oD e e OF | WS HAEDREEDN)
FEATE T

(4) FAEPRMZZIRESAR (Svbh) @ <SFEH 1>
TREZ ~ N (Wistar 2. 23 VL/EE) (2% A &2 VR A7 L7 v A LR AT
VTS (0, 0.004, 0.04 XX 0.4 mg/keg (KE/H) L. FBFEM N O IR 55305
DIEN STz, BEETR 17T B OREL 21 HETITo 7=,
0.4 mg/kg A/ B GHIZIBNT, HEW) CEREREINGEIA i, AFEREDEE
(2R LTz, 'REW OB NI R S IRRBIC R 52 X DB I A B /ey

12 1 mg/kg (KE/ B %GR DA O 22 Bl 2 B LFEE SN TND Z 2D,
22 VC/RHIERE EHESR XD,
1B BRI VERINTWNAZ LD, EERE LT,
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-7,

EMEA (%, A#BrIZI1T 5 NOEL % 0.04 mg/kg (AH/H EREL TV D, (B 3)

(5) FAEBURR (XHR) <BELEH 1>

N AINRE R B kR TR R TS (0.1~10 mg/kg (AE/H) L, %
AR 2 RIREM S-S, RBRRES AR5 Ch D 2 L 22D NOEL (283 %
ﬁu?ﬁ‘ﬁciﬁﬂﬁi“@% 7L£Z)>O7LCO ifi\ D 5 LD 1 O@%ﬁﬁﬁb:j—ab vTL 0.1 R120.2 mg/kg {Zl:
5/ S BOBROZI T 85 RO T1% CABENZ LN, (B 3)

(6) HEZMHE Sy bh) O <5EEH 15>

ZECME T > b CRHE KL QW) OIER 12~15 BIZH A 2 % B2 F#%5-(0.05,
0.2 XX 0.3 mg/H) Lizk 2 A, OFANENTIERD 17%, 46% 1% 85%I2H 5
Nz, (Z3)

(7) REEHEER (S b)) @ <&EEH 16>

HHREZ ~ b (Wistar &, W 23 DU/EE) (Z_X A X UERBAT AT V7 0 A R A
TVE TS (0, 0.05, 0.4 XX 3.2mg/kg KE/H) L. AR FEM Sz,
B Ga4THR T~17 BIZATV, B2 40E 21 BICH FYUIBH L TRE L7,

0.4 21" 3.2 mg/kg R/ H & GHEOREMWICIBN T, A REIAREHIHNHIA A S 4,
RGO T, BB, Bl O RO K O B &2 H SRR BITE D
L7, 0.4 &UN3.2 mglkg (RE/HEGRHZIWT, IR HEIZHEML, 258
BT, BREENEEICHED Lz, 3.2mgke (AF/A#FGEICBWT, JBIE 8 FllcH
BOEIOFEN A BILIZ,

I bz, BE 10 Bl CRIERE 2 LT (litter down) . BEFL £ CTIREMWI ZTHE
7z, 0.4 KO 3.2 mglkg (RE/ HEEGEHZIW T, IREMY ORI L ORI T ER
BT, FER TN G L BT AN o T, Fo, WEOshE
[EINES S ANNSS -7 TR NV s WA/ Y el

EMEA (%, (@& MHC%4 % NOEL % 0.4 mg/kg (K8/H L HEL T 5, (B 3)

(8) RABMHER (V¥R D<BBEH >

KR (ARG, TR |74 A 2 o =B 25 L AR 7~18 H
AR E (0125 XL 0.625 mgkg (KE/H) Li-k = 4. BIFAGEROMEF RN
MBSz, (B 19)

U SRBROFFN A TEH D, HOVNIK THREIZEV ERSNTND Z b, BEERE LT,
b R TIEEIZLD EINTNDZ &b, ZBEEE L,
6 FTFHRGICEVFERSNTNDZ b, ZEERE L,
T BRI LD FESNTWD Z &b, SBEEE L,
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(9) RESMHER (VHF) <SEEH 18>

TH X E AW IER ORGIC L AIEATEERER D 4 BB Sz, 209 D 2 iR
%, BEROBWEI R0 THY . RO TH-7-, 2 B e b OEREHT DA
IERBIER SN, NOEL I35 E SN2 o7z, 3RBRE X, REROEWEI RS
TEOLT, WIRRIET R OWGHR R & OFEMIIfEE CE o7z, 4 BBRE IR, URHEE
DR SN, BRI T LY THoT-,

AR (AAREGRE, 1700 (IXZ A XY VR R AT V7 a4 VBT AT )L
R THE (RZ A% 1C0, 0.0001, 0.001, 0.003 i 0.01 mg/kg {AE/H)
L. BAEBERBRONFEM S, 54 HR6~18 HIZ To7,

0.01 mg/kg (RHEH/HEGHEICIBW T, HEWIOF ERREHIINHE A A2 5072, 0.01
mg/kg RE/HEGHIZHBW T, BREEITARIZED L, AL OVESEREZEGT 5
TROBEENAEIHEIN L7, 0.01 mg/kg K&/ HEGHORY 4 FllX0HHEZH L., 84
X FARBAI O Hi a2 A L7z,

EMEA |3, &R O IREMEICRTT% NOEL % 21124 0.003 mg/kg A/ H &
RELTWD,

—J. BIBREFRNE THDHXI AL (REZRAEZ D oD F % CLIZHE
aL7=b0) BHAWEREBR T, YRR T, FTTRENROERE XV & AR
ERRETH2OICE VB THD Z LB I, Leh > T, EMEA IE, _"ZAZ Y
Y OROFEIZEBIT D NOEL X, B TFEEDONOEL LY bEWwEExTz, (B 3)

8. ZTDthdDiKER
(1) —heEIEAER
D RAAZYUOTOEF VBT RATILERA-RER
RYRAK ) T A A A FEE AT VO R, DML R ORI AR TS5
BN ONT-, MRELICE LD, BH17)

Fb5 RERAL Y VT 0 G T AT L ORI

w | BEEAUIR | B 5 5 AR

& BROOFELE (=g &% | (mgke (k) (2 5D HATEIE)

B —BREE (Irwin < 0.6 LI L 2B EAY Y [BIEGEVD
| et ROMK| S b @) | - 2 YRR D, IR
s gugorn | 0|0 02 06 2 s

& PRI |

o | UE, DFs, K 02 K2 LERO QTe Rl
Eé% TN QOIG1EY 4(;(;;%? ®n |0, 02, 06, 2 | DIEE

% CE, D RRICEE A L

18 IEROBEIC I D EEEIN TS Z L, BEERE L,
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MR ER /ST A — BeHIC L D5 L
=1 (5T T (#H)
LFAEST 7| (TEEREA)
+ —ERER)

0. 0.2, 06, 2

ST
2
O0

Q@ ANEAZJUEEBIATIVERL-HER

~ VA Ty MEERWTHREER, MR, EERGR A ORI M IT 5
BN O AR L RRER MG S Tz,

TaRAR 6 IZE LD, (B 19)

K6 NIALY L EHRRRT AT VORI R

;7 FEEE T BYtE &5 BH& FRBRAE AL
| #BmorEE (VTf) & | (mgke (KE) (2 5B O HATEIR)
e ~UA 200:7 HfEhERi 5 TR 1 41
I ESINGIS (10 PUEY) T | 200, 500
" ~ A F AL H = B Y T LR
HEEHRE SR A (11~12 J/ES) T | 200, 1,000 ———
SRR (A . FRERAEIH (SRR 7oL
g; (writhing 7% (10 P F | 100, 200, 500
@ E)
= >
H - VAV e L
ENT=] (3 PR T | 200, 500
LW AE ~ 1A FRIELAE (RO ADTEIAER
FH Gopumy | T | 200. 500 2L, FUH AR L
. AR BRI
SHYY
SR (55 PL/EE) T | 100, 200, 500
. - B E N (—20~30
133 I Y X
o I s, FH mmHg)

N

g | WARE, SR VTR e 10 - SEEBH (1 ) S

g2 T 7R \
';f LREAT - G BT (o)
B - MM ONERN A/ L
<105 F: 7Tzl (10
5X 106~ 6 g/ml) YUEICEER L
. (g/mL) 105 : BaCly (10*g/mL) Ui
va B . S in WZxf Lﬁﬂ%{J
| R E \ . +5X106LL T :Em b= (10
o (4 PL/EE) vitro i e
4 9% 106~ g/mL) U2 L
(g/mL) +5X 106 X 105: t7:§7i‘/
(108 g/mL) YUEOHRIENRYME
7]
19 FEET BRI » RS E, AR - RSN, ROERHT, 1 [BHRE MR OV &
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106, 3X10%,

* 5107 : H ]
" 3X105 PAEc AF T b

j 105, 3X 107,
RS o | _ (10 UfmL) UL\t Lo
vitro | 5X10%
(e/mL) ffim, v b= (106 g/mL)
m
R 8 BRG]
T EUHE —
L5 axigs | -10°: EREEBE (1)
. ’ ) - 3X 10624« [ FsEEHH]
B in | 105, 3x10°,
HHET > k , c105E s AF T Ry (10
vitro | 5X105 o
4 UML) UHEZxE LR ),
(g/mL) o
3 X105 TULHEHETR (1 1)
TR 2 1 .
I )&7‘## - ) (2 ) g8 (1 f51)
e UL
15
R % sy | 5 T (1 41)
(3 DL/RE) "
BYEARLE B 2L
waEr| e
x| ROEAR A T | 200
/{k RIVE ER
| IR AL E <A 2 | 200 FEEERH
% | e (12 PE/ED)
M st es R s | 10 FE PR 5 0
1ER (3 VT/EH)
F)LEY L
JRI 25%
F IR E (3 P/E) BN | 0.25
Sk - 200 LI E - Bk, B
Rl Ean)A . T | 200, 500 KT
(3 IL/#$) o
« 500 : XTIV UEMHET
5 (7 1% &
I 7 F = |30, 100 lr7e L (%5 4 BEB%ET)
(3 PL/EF)
75 b B
% BEX HAE
Zﬁ EFHh (I BT | 200
. 7> bk WAL
R, ERE (3 1) BT | 200
E 1
D (4 PL/EF) BT | 100 HERCHED Y
F7Y) a—47 ~ A | 200 270 a—/27 L HEhn
EFEIEA (10 PT/E$)
. 7 b “akarvrT A NTEED
L7 200
e (3 /R R y
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(2) femEtaER
D7 LT Fat RERBHC, 82 E Y ATGEIEWER AR T 5, 7 %9 A
5 URONE AB T DT F 2T % TR~ A R L L 25, [
B D 50 %HBEFHIEEE (MICs0) 1E. 23 5X106 KT 4X 106 mg/mL TH-7z,
(ZH 3)

(8) FALUFP I/ FSURT5—F (TAD) FEHIZDONT

NRE AL DEBFRNEEIL, T A X AFERITE TS, TR AZ
SORE A B AT 57~ O lE SRR RO 7 v a 2T aA REK
OFFE (log Kp) X, THTh 847 K (N855 Th-oi=, BHORERT, WEDHL
Vo< EROREIXRI U Chot-, ¥ XXV 0%, 0.004 mgkg (KELLTFTOHES
BOKELTH, 7y hOiETOF L T2 T AT7 2T —F (TAT) J&MHED
BEIRBINIA SR -T2, FRLLEORABEICEW T, FHEREICAE 88N
MBI,

EMEA /%, ##%% NOEL % 0.004 mg/kg (AHE LFHREL TV 5, (B 3)

B ZEZEERE, 0.004 mgkg RELLTORAEZKEOKGLTH, 7 v NOfEF
O TAT {EEOFE/BEMNIEA DN T2 Evn, ARBRIZH 1T 5 NOEL % 0.004
mg/kg RE L FE LT,

9. FEBERIZDOLT
LT — L ORIBWERIC T AT a LT a 2T oA RO HflioEEs3E 7
(R LT, (B 5)

F 7 RFWNVTF axT aA RO & Flo H &

fbam e e | US| NI | PR
VT —)L 20 1 1 S
)T 25 0.8 0.8 S
T R=ynrr 5 4 0.8 I
T R=vv 5 4 0.8 I
AFNT L R=ynr 4 5 0.5 I
TXY AL 0.75 25 0 L
REAB) 0.75 25 0 L

a:ZnazanFadf K (Zha—2ARGHT M, 370bbifligo 7 ) a—77 EfE & FEEE)
O IHEIEFHANCEEINR GHIIRE S ER 520 T, b o AEMBIM TR O X3RN 5-
WZEBWT DI Y ST,

b : S : fERFE (8~12 FEEOEE) . 1 : R (12~36 e oY) . L : K5l (36~72 ¢
Ei[@ES/5%: )
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10. EMZBIFTHHR

RYERAZTNE, NP AL ORI AT VRT, BF, b MHERME LT
RSN TWS, U o~FHEEk, BEEOBEIE, 7 o—¥F, HintEgii, Aifms
T OVEME Y Vo SBEZEOTRIEIC, &0, BIRNSUIHANES THATE %, 7 LL¥—
J ORIEDIGR DT D D JRpTHEA S & 0 | TaElaR D720 DA G5-HREIG & 5,

WEOROREEIL, B0 BRIC 1.5~5 mg/H THY ., 2~5 HHIZ 0.25~0.5
mg/ FHIZHED L, #RHAETH D 0.5mg/H L7325 K921 5, HEEBOEDIL, B
DOIERERRZRET 5 T2 DIZBEFERINAT ORI IUTR B 720,

ARE AL CRIRNTEE ., O EEMEN S DM, REREIIHIT S Z & CRUYER
FHORSEZMZED D, XZ ALY A%, BRI DBER KL O ENEERF OGRS & 25
7o, HRPITEER L SNTWD, LorL, IREOlEER & OSHRR O A RS 5 & &
BT, FEEIIOFL TR ZW O T 72012, BIST 55613. HERHGSHV LD,
ZDT—AZONT 12 R E TOAE R E LTEFIIE T, BB IA L)
ST, (BE3)

b FORRRBERICIRT 5 F A2 ORIWER BEERH) & LT, RAeraeiis) Ok
Yeihse) . BRI RUEMRE N2, BERRIN, THILIEEDS, BHERRE, KRG B R SEE L,
AT — MARGE, FERRZSEH, I, KU Y U AMEFENERE SN TVWD, (B 5)

11. TEHAZYUIZDNT

BNEEFZESIT., 2017 FITRE ALY OSHKREMETH DT X A X 2D
W CR SR R B il A S L TN D,

TR ALY OFEIC X BT, WBC O, Bl OWlgoEfE, BIfSEE
DOWVETHY . TX VALY o7 vaarFa s FMEFICESS DO TH-T-, ix
HBIRWHETALNT-EEIT, 7 v MW= gweEtE s 238k 12868175 WBC
DO TH Y NOAEL /X 1 ng/kg {KE/H (0.001 mg/kg (KE/H) TH-7-, Z D NOAEL
1 pg/kg IRE/HIZZ24%%% 100 %@ L. ADI % 0.01 pg/kg {K8E/H (0.00001 mg/kg
(KE/H) EREL WD, (B 20)
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1. EFREREZFI & 1T 5T

1.

EMEA 0¥

EMEA X, 1999 FET_K A X &Ml LT\ 5,

EMEA X, 7 v MZET DHHEO TAT {EHEOFFEN LERE SITe_F A X DI
2249 NOEL (0.004 mg/kg {KE) 725 ADI Z#EX H L, #PE22AY ADI % 0.00004
mgkg KEH/HE LTz, LML, RXERAX T URT W A XY O, 16 (i
AFNIEDNREEZPRZFR U CTH D, XY AKX ANFAT A REMLOFmED LI 16
FEATFIVEIMIET D 16B- =~ —ThHLHDIZK L, TFH A XV AXFED FILE
95 160 Tt '?*“Cﬁ)%) 2 SOYE DRI EIIRO THEEL L CBY Zvazn
F oA NEMHITIEMTH D, LIERn-T, _¥AX Y 0 ADI %, 1997 FEIZRELTZ
T XY AL D ADI (0.000015 mg/kg (AE/H) LRIUTHLHNEZEEX, EMEA

(3% A% ADI % 0.000015 mg/kg AE/H (0.015 pg/kg AHE/H) LaRE LT
(B 3)
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IV. BRl@E g5

b hOEYEEERBROFERN D, RE ALY L ORAFEREONRAL FT A Z Y T
A1E, DR E D T0% ThD EHERI ST, Fio, REMER O FITRF 5
Pt S a, JREICHEN SR EHEME DR T0%23 7 V7 v VAR Th o T,

HFB NS A DN X DB ORE RN D Tl C— 4708
HHNTZH OO, 5 8 HE T, M ORRITT LA CHRHERA (i, =ik 5
AL ORI CEIZEI 3.4, 2.3, 3.9 kN 4.4nglg) K ThH-o7-, £7-. #&5% 7[HH
OYEATIE, AT OB ITHRERR (1.6 ng/mL) K Th o7z,

SRR OR R, In vitro ORIE K ORI A WS 2 2 DZE
SRIERERER T CIatE Ch o 7=, In vitro DYESERERER BT —EBMEN A B
7DD, invivo D/IMERBR TIFRREDFERTH Y | NZ A FZ ) ANTERIZ & > THRE
DORE L 72 D BIEBwIEE RI 7N E X T, LTz T, R"Z A XY D ADI Z3%ET
52 EIEARETH D LMK LT,

FREFMRBIE RN D, Y A XY ORI X DB, (RERIMBNHNE OV iR
FOMIEOZEESETHY , _XEZAZ 07 )vaalFaf MMERICESS DO TH-
770

ENAMERBROFERTIL, 7 v b2 HAVZ 104 TR 05303 ANMERER K O
EBERITIIH D03~ U A% V- 104 BRI 550 AMABRIZ I W T IR AR
(ZBEG- ORI R ONT ., ERAMEIHR O N7 EEEMND . XY A K U HFEN
AAEZ R AR R & 2 7,

~ A, Ty NI X ORAEFBHRERICIBW T, G OFRRED DI,
ZHUIRZ A B 7 vaaFasf NERIZEAbDEEZ b, THFORT
#5-7130.003 mg/kg (RE/H LA T TlEERd SN TR O A% EICH1T 5 NOEL L.,
B TEEDONOEL LY ENnEEZ BTN D,

REAB Y DEFEEERBROFE R D& N5/ NOAEL (X7 v &M\ e
HEDAFEREIC BT 23 BRI 5 0.02 mgkg (KE/AH (RZ ALY o7 a4 e
AT NELT) Tholz, LL, 7 v MEHWE 4 EE SRR L O 104 #HHE
TN AERER T, 0.02 mg/kg (KE/H OFG- CHREHIIIGE], BEFEK TRAREEOK
TEOEEN LN TND Z LD, ADI OFREIZHWD Z SI3Eb Tz LT L
7=

REAZY Ty MG LT BROIEMER & L COMES TAT J&MEOSEINA 5
(2. NOEL & LT 0.004 mg/kg (KENE LN, BMEZEEESIL, TAT iEMHEIX S
NazanFad RIS LT EAT2EBERTHY . BT & OBHEMED BIHE T
Wz, TAT iEE2S ADI 23R 5 2 & 1L Cldzau &l L=,

RY AL AISHARBEMERTH LT A 2 b BtERaOR D FEF 18R L T
BY, ZvaalFaf REENEMTHD Z LD, BREEEERL, XFAXY
D ADI OFREICYS - > TUET I ALY oD ADI ZHEHT5 2 LN EL THhDH & E
212, 2017 ORI EZEEBZOFETIX, TX VA Z Y U ORBIZIHHEL, 7
aaLFaAf MERIZESS DT, 7y MERWERNGWEEICET 23 8kICB1T 5
NOAEL /% 0.001 mg/kg {K&E/H TH -7z, Z® NOAEL »>5 ADI % 0.01 pg/kg K5/
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H (0.00001 mg/kg KE/H) LFREL TV D,

PLENS, _EZ X E Y ORMEREERMELIZ OV T, ADI & L CROMEZEHHT
HZENEEEEZ BB,

ADI 0.01 pg/kg K/ H

T BEITHOWTIL, YEMIE R 2 2 B E Bl O BB L 21T 5 BRICHESET 5
ZEETD,
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&8 EMEA RUBGRLTEE

BRICHEITHBIEHROESIEEFOLER

. £t 8 MRS (mg/kg (KE/H)
s B (mg/kg (KT/H) EMEA BREAFEES
Zv b |4 ABMEA0, 0.02, 0.06, 0.2 0.02 (LOAEL)
P (R a (REFEIMSIE N B &
TR OWIfRE RO T
13 HAfHE| 0, 0.02, 0.06, 0.2 0.02 (LOAEL)
P (Rr) a (REEEE IS O MR K
[0 =1l
28 H~9 7|0, 0.024~3 (#&r) — —
AdEZME |0, 0.24~30 (f&A) ©
104 @ %0, 0.02, 0.06, 0.2 0.02 (LOAEL)
DA (R a fiiE, WBC {5 T K OV
U 2 REINT R T B AR
DI
ZZEC Al & O 0, 0.02, 0.06, 0.2 1 : 0.02 (NOAEL)
ARV F | (&A1) o (R EE A OV Rt
Q) M0, 0.1, 0.3, 1 Ul DO ZHE
(Fm) a HEDAERE : 0.2 (NOAEL)
BeHIC L DL
i : 0.1 (LOAEL)
(REFEINm S M ONa e &=
DIET
i o> AE B HE S ON) 3 A 56
£ :1 (NOAEL)
BehlC L R L
RBLRT K TN 0, 0.01, 0.1, 1 0.01¢ (NOEL) —
AR (BZF) d
5©
JEPEH R U0, 0.1, 0.3, 1 REhY K OV AR 0.1
RILMEZEE| (&O) a (LOAEL)
@®
J& EE ) KON 0, 0.004, 0.04, 0.4 0.04¢ (NOEL) —
RILTEE| (&T) 4
©
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FAEMD |0, 0.05, 0.4, 3.2 fEarfiott - 0.44 (NOEL) |—
(FZF) d
RO | 5 0.004 (NOEL) 0.004 (NOEL)
13 (&) Jiligi> TAT & o> TAT &
AX |6 EEHEA1T #0) — 0.5¢ (LOAEL)
PEEEME 0. 0.5, 1, 2 (1) ©
v |12 HKE|0, 0.2, 0.4, 0.8, 2 (f&A) | — —
BehHEE |
UHX (FAEREM (0. 0.0001, 0.001, 0.003, [f# & MK ORR IR E=E - |—
0.01 (F'F) d 0.003¢ (NOEL)
ADI R EARHL TXY AL D ADI Z | T XY ALY D ADI i
H H
ADI R EFRHLE A} TAT &% 7 v N W IEE R
B (T AHYY)
ADI (mg/kg {AE/H) 0.000015 0.00001
/o EBREREE ST O TRV, — ¢ IR RSO 7 S TUVR AR
a: XY AR LT a et U AT L LT
b:_Xr/mAxy LT
c: RNH ALY VERBRT AT )VE LT
d: _EZ AR R AT LT e R AT )L e LT
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<BIHR . REEFIEIF>

W& 2 FR
ADI — HEEErA &
AUC SR AR T AR
CHO i F ¥ A =— AN A X —PRE SR
Crnax R
EMEA RN =B R AT
HPLC EHIEIA s a~ N T T 4 —
ICG AR T =0T —
LDso €

LC-MS ks o~ s 7T 7 ERSHE

LOAEL s/ Nt E

MICso 50 %% B R

NOAEL R

NOEL RNIEEH &

PMDA FSTATECE N RS R R A s
RIA B REE, 704 A LT v A
TAT Fuy 7)) b AT 2T —E8
T PSS St

WBC H I EkE
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1.

10.

11.

12.

13.

14.

15.

16.

Bin, WIWEORREESE (B 34 FEAE T RE 370 5) O—EA2UaET 54
CERK 17 48 11 A 29 BANT AT @A SR5 499 5)

Merck Index, 15th Ed. 2013.

EMEA: Committee for Veterinary Medicinal Products “BETAMETHASONE”
Summary Report. EMEA/MRL/605/99-FINAL, June 1999.

FHLSE A AR i E, E)IEE, 2016 4.

Schimmer BP and Funder JW : % 42 & RIREREREFALVE Y ; BIFEEAT 0
A4 FEBXORIBREDOIRY: 7y Rv - X/~ U 3EHE 5§ 12 R—E Y OIEK
DOHMELERIR—, T&, ®mirEZ, BAMORKS, RtiEhd, AHAREER, B)IEE,
2003 4.

A ) TR EAH  EREIRMASCE VT o ®E05mg VT o %8 0.1%
Jorra®rnmy70.01%, 2015 4 3 AtksT (55 17 ki)

T ) FREREAH: - ERLRASGE VT e U 2mg (0.4%) VLT aL®
HE4mg (0.4%) , 20154 3 AtkiT (& 13 i)

VA RGBSR GE V) o7 e VSV EE 0.12% U T e BV
7 U —250.12%, 2013 4 2 HYGET (5 8 hi)

WFnsEmE U Ut - IR INATSCE KRRy NSRBI LR B U A — /LK
W5 A5 T a B T AT VG A, 2014 45 9 AVERL (BB 1 hR)

A FREERASA « BIEMINISCE XA UERBT ATV T~ A
ORISR ) T a O VG R 0.12%, NZ A XY UERRET ATV - S
~AVURBE S V—25 VT u VG 7Y —250.12%, 2013 45 2 AtkET (B 10
h0)

o R - EIIRATCE, B A2 I UGS LAY IS RAE YR
S RERAZS e draNT =TI~ LA UERERLSH, 2016 4E 11 HUGT

(35 14 hR)

EHRERASH:  BERA v Ca—T r—h L AX I U BLAH
RRAE YRy RERAEZ e g aLNT 2 =T v LA UEEBERLEH, 2016 4F
11 AERL (38 8 hiv)

A XGRS BERLA A2—T 3 —o VT ur®%E05mg VT
2 RE80.1% Uy T ur rm s 7 0.01%, 2015 4F 4 ASGT (6 15 AR
MAUREEN J.RICE,J MICHAEL TREDGER,JAGADISH CHAKRABORTY and
DENNIS V.PARKE:The Metabolism of Dexamethasone in the Rat.
BIOCHEMICAL SOCIETY TRANSACTION, Feb 01, 1974, 3 (3) 408-410
ROBIN S. JONES,J. MICHAEL TREDGER,JAGADISH CHAKRABORTY and

DENNIS V.PARKE:The Biliary Excretion of Betamethasone in the Rat.

BIOCHEMICAL SOCIETY TRANSACTION, Jun 01, 1975, 3 (3) 408410

FREEY U USH BRI v B a—T g — A KRy KRB LR R
U A —)VKFI B A 2 o7 a B U ERT AT OVELA A 2015 4 10 AERL (55
1 i)
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17. MSTATEOE NEIRG RS AT  FaEE PRy MNICE, ik 26 45 5
H9H

18. LA 77 —~kS&t 0 FRRy NOREBICBIT 2 &R (ABRRR) PRk 25 4

19. A FREEHAEH  EERNA A Ca—T 3 —Lb R_RE ALY EEET AT
Jb BB A UREERE ) T a UG EE 0.12%, N A KRR
AT R VR U —25 ) T a O VG 7 ) —4012%, VT
1 VG u— 3 2, 2016 4F 9 AUGT (BET55 12 hR)

20. BMELEZESIWAERLEMHES - (D) SWAERLTHMEET A XV v
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