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C

ARBIERERNLE L THD [R_Z A% ] (CASNo. 378-44-9) 12O\, FRINESK
AT (EMEA) OREME% % O CR SRR 2 9206 L7,

FEAMGZ F - AR BR R SR 1, EENRE (T v b, A X, B IBEROe b)), R (BEODY
K. Efoett, Bt (v VA, 7y RO X)), faEE (T b, A4 XKOY
V) BRI (RO AKRDT v N AFERAEREE (TR Ty BEOTTX) HoR
BRAESGRE CTdb D,

BB OER, in vitro O K ONFFLIERINLZ Ao Z 2 %2 DZE5K
EHEABRI B TEMETH o7, in vitro DYAREFRERIZISWT—EEER B Z S
DD, invivo D/NERBRTITEMEDORERTH Y | RXH XX ATAERIZ & > TREBORTE
E R DB T RE RN EE X T2, LTZN o T, RNE A E Y v D— AR R (ADI)
HERET DI LIXARETH D Ll LT,

BFEFMERRBRAE RN S, RY A XY U OFRGIZ X DR, REHINHE]E ON R
WHIEOZEELE THY . _EAXZ O VaalFa s FMERIZESL DO TH- T,

RN AMRBROFERTIX, 7 v M &V 104 BRFEFRHEIEE D50 AR KL 055
EEFCIIH 203~ 7 A% VO 104 R R 57803 AU BRIZ IV T IR A RIT
SOOI HIVT . BRI NI T2 T EEEIND . RXE R U FEN M %
AT AREMEIR DN E B R T,

7 v UL T FORAETFHERBRICIB WO T, AFESCHBHDRBD DD, Ui
AR DT vaavFad Rk sb0EEx N, VHXOK RS TIX
0.003 mg/kg (AT H LL T TIIER®H N TE LT R & G 2 KIE(EA & (NOEL)
X, TS5 O NOEL L EnEEZ 6N T\ 5,

RE AL DEFERHREROFE R B 5 O ORI MEE (NOAEL) 137
v & W REOAEFEREIC B 25 BRIZE 1T 5 0.02 mglkg (KE/H (XA XV U7 a
AU AT NELT) Tholz, LML, 7v MaHvWe 4 B m R O
104 FARIFED AR T, 0.02 mg/kg (KE/H OG- CIREHIPHE], BEERICT, fliE
B FEOENZLILTND Z END, ADI OREICHNWSD Z L1 Cldau &
Wr L7z,

RYE AL % Ty MBS LT-BROIEBER & L COREH TAT &0 % 3,
NOEL & LT 0.004 mg/kg (AAENG D0, BMEZEZERIL, TAT IH425 ADI %
18 oS Rl e 6 1) MG s AN AR <l [T Pyl

RY AL AINARFNERTH DT A X b BRI ERIER IEI L TR
0., ZhaanFad FEENEMTHDLZENE, _"Z XXV D ADI OREIZYST--
TETHHAXY D ADI 2T 52 ENELETHD EEX T, TXTAZ O
Hickp883, /s aalFad MERICESS DT, 7 v &2 AWTZRSWENEIC
B89 25RIZ351F 5 NOAEL 1% 0.001 mg/kg (AH/A Th-7-, = NOAEL 75 ADI %
0.01 pg/kg RE/H (0.00001 mg/kg RE/H) EF%E LTV 5,

PLEDZ Evn, ADI % 0.01 pg/kg RE/H E5RE LT,



[, S RSYEAEELOBE
1. A&
BRI g ARV

2. BNHSD—H%4
g RE AR
#4, : Betamethasone

3. {EF4
TUPAC
#4, ¢ (8S,9R,108,11S,138,14S,168S,17R)-9-Fluoro-11,17-dihydroxy-17- (2-
hydroxyacetyl)-10,13,16-trimethyl-6,7,8,11,12,14,15,16-
octahydrocyclopenta[alphenanthren-3-one
CAS (No. 378-44-9)
B4 1 (11B, 16pB)-9-Fluoro-11,17,21-trihydroxy-16-methylpregna-1,4-diene-3,20-

dione

T AT UK CAS No.
21-Acetate (X X & UEHRT AT L) 987-24-6
17-Benzoate (NZ A XV QAT AT V) 22298-29-9
17,21-Dipropionate (\“¥ XX V' o7 a B4 BT AT V) 5593-20-4
17-Valerate (X A XY L EHERET 2T V) 2152-44-5
21-Phosphate disodium salt (X% X %> U VR X7 )V MY T L) 151-73-35
17-Butyrate 21-propionate (% A % VAT AT /L7 0 B A LR AT L) | 5534-02-01

4. 7¥FK
Co2H29FO5

5. 578
392.461

6. HEER

(S 2)



7. FEREMRUERRKR

NRHE X B %, 1958 4EIZ Oliveto HIC X W AR ENT-AEIERERLVE L TH
0., Zhaargaf MERAZAEL, IxT70aLTaf SMEREZA X2, (B 3,
4)

JNaaNFadl REFRICY B RELTHAE L., RIERS, R, Bt
59255 LV EOBIR TR ERETT 5 2 Llc L0, PIRIEMER., e,
A EFERSEZ RS, (B 5)

RY ALV ONRBNERE L CT XY AL U ind b, WEOLFREEITAT oA
RED 16 (LA FIVIEDNAAEN R D DB THY | XA ALY ATATaA RS
NOYEHD EIZ 16 (LA T IVIEIMIET S 16p-TE~—THDHDIIx L, THFHA X
REE D T 16 fL A FAIRDMLET D 160-=~—Th b, (B3, 4, 5)

WA CiE, KE, N, BONGEESE CEHESRMS & LT, RIE, v a v 7, JEERAR
BROT ' b UIIEDIRFIE A 1O EHEEICHW D, REZ XY TR
AL ) AT F N U LORFICHAEME & OBLEFIN BV | FRHIRNSUIAR
WS- THWS LS, #F, 0.038 mgkg (AH/H D 3 f5&% FIRE LT, 24 FFHHIE
THEEIND, HiEAEE TIE, 0.08 mgkg R/ H OHFEHRERHWLEL, (BH3)

HATI, @JWHE;‘;DD}: L COAGRIZ2W, b MHE;EDDQ: LC, B OVEMER]
R RERSRE R A, RIS MR, S FIRAR S S AT & 3 D% O 551 K O
N2 &Fﬁkﬁi éiﬁ/ﬁ% AR & D BATAISEDS HA S I O3] (BrAEwE. Bt
EAX I VA BX 0 D FBERE) EOBRARIE L UKRS WS, &6, 7,
8. 9. 10, 11)

B, RUT 4 7Y A MBS AZLE S R EEE 2 E STV, (B 1)

(BE) TXV ALV UK AT HROREER
CH3 0
/\fo (ﬁ Hac’ll\ /\f

HO, HO, CH3
H3G o. Hac “.

NRE R E R AT )L NRERXE ) EERT AT L

RERA R T a e g BT AT RXHE AR VR AT L)
T AT 1% U DA

1 ARG EIZ IS T, JRAINE U CHEBREMRE R NI # B, Sl Seshiy F SR 5 O F k58
Wy VTR ST ONS 3 TR 5,
2 SRR 17 AEEAIHEE SR 499 B2 Lo TED LR ANE (3R 1)



II. ZEHITRIMEOME
AFHiEETIX, EMEA Ok O PMDA OFAREEL IS, _REZ A XY D
PRICRET 2 B mA 2B L=, (B3, 5)
A AR 2 BRI LTz,

1. EYBREER
(1) FEYFESER (in vitro)
b, AX, 7y NROYFOMBEZIT 5 n vitroddBRlT, ¥ A XV msEs
RIB LIRS AT D L ER LT, (BR3)
t FOIMSEIZIT DX LRI FEEERIL, 6426.0% Th-o7-, (BH6, 7. 12)

(2) EFReiR (Svy M)

R T » b CREEM OVCECARIT) (THER MRS & A &> (R M OB & AN
) 2R TS (1 mgkg (AH) L& ZA, REWIOIR,. Bl ORI ORI
(BT DHEHEHEREX, BEWomfEt Lo bErole, RUERGEZRAFTOT v
MG LTz & 25, 55 6 &I R O BEHTEMER DS 122.8 ng/mL TE— 7
ELT,

PRI, MMOBIREREFRNLVEY EFETHY, 11t FaxEos i ~Dfg
b, 20 fLANVAR =NV EED T V3 — )L ~DiETG, 6 ALOKE L N 17 AAABHO R I &
B 174X EROER TH -T2, (B 3)

(3) FEyEhEsiR (1 X)

A R (SFEN OWERIARBH, (A 15.5~19.0kg, 6 ) (T_Z X &%V U Z2&k0#5 (13
mgkg (R, I EL) Licd A, MHREL, #5 3 FZICRESEE (Crad) -
1,905+547 ng/mL (T L, 5 24 Kefif2121% 90+ 34 ng/mL i L7, (M 12)

(4) EYBREsER (4)
A (SRFEANEA, M 4 SR OME 6 81) (2 A 2 Y RRIZ NG (HEBEHT & 0.08
mg/kg (RE/H) L. MiFTEREM S EE (RIA) (280 HIESh,
5K 8.9 R V' — 7 MiETIRE TH 5 7.3 ng/mL (T2 L7z, FWikE i
T (AUC) 0-oold 287.0 ng * hr/mL, Z0F OIiEHHEEAIIH 22 FifE] TH -7,
ZH3)

A (R, MERES 5 8) (2 2 FHOPIEME & & bITRF A Z Y ) URT X
T R U o LRI EHRNES (0.02 mgkeg AE/H) L., MiEPEEYN RIA 12X
0 HIE ST,

PG5 1.2 R IO B — 7 G RE CH 5 4.9ng/mL (2 L 72, AUCo-ld 72.6
ng * hr/mL, AT OMIEFHEINITK 16 K Th -7, (R 3)



(5) FEWEResiR
R (CFEAREA, MERESS 5 HH) (C_Z A 2 BN S (HEEFE 0.08 mg/kg 1K
H/H) L. MiEHEEYN RIA X 0 HIE SN,
FEH) 8.2 RIS e — 27 iEFIRE TH S 12.0 ng/mL 12 L72, AUCowiT
196.2 ng « hr/mL., ) \F OMIEFHEHNIK 11.5 FH Th -7z, (B 3)

K (SFEANEA, #E 10 88) (2 FEHOPIEMEE & & bITI ALY ) R T
v b U T AEFZFRNE S (0.02 mgkg (KE/H) L, MiEHEEY RIAIZXY
HE ST,

Fe 5K 0.5 RFEIER IS B — 2 I TR EE T £ 5.3 ng/mL 15 L 72, AUCo~ool % 26.2
ng * hr/mL, AT OMIETHEIITK 4.75 Kl Th 7=, (B 3)

(6) EWMEEESE (EF) @

RE AL ) R AT)VF R U T A, Invivo THSCINIARZ A X AT A
TULEND, B bRT T 4 TR D STEEOSEAI R OKE Qmg/t b) Lzt
A, K2 FERIZIAEF C max 13 24~25 ng/mL, TH - 7=,

BIOFERTIX, Be54% 48 RFRHILANIZ, RRORG-8E0D 58~80%13, RIEALDZ A X
V& 6O L DIREE LT, RBEIES Nz, B FORATRGIZEITS
INAFTTRATZEVT 1%, D7 B T0% THD EHEHI ST, (BPE3)

(7) EEREAER () @
d #OKSE
a. BRIR

R (MERIRA, 10 4) IT_XZ 2%V (1.0mg Xt 1.5 mg) #H[ERE AL
L., M{FEHFHORE A Z AR RIA I X 0 HIE S 7=,

MIEHRZ AL PR 2RISR mICE L, T 180~220 45 Tl L
24 FERIZICITMIGEF Ok Uiz, g HiREIL 1.0 mg B5FTIE 3.45+0.4
ng/mL, 1.5 mg &5 CIX6.512.11 ng/mLL TH-o7=, (6, 13)

R (MERIIREA, 54) I_Z A%V (0.6 mg) ZFA#%E L, ifEho~4%
AB Y AERENIE ST, NZ A X OEETEERGERINT 2 KL THER
(Tie) X 81HHCTHH-T=, (B 12)

b. Xt

fEEEEC N 2 4 M ONRIRED AT 1A Ra& G ong S BE 5 A4 BHIE SR~ 2 A 2>
v (EFRATEAT]) RO EE Lz & JRPICEE UTREMA, 11-7 & Refk, 6p-
KERLAR, 20-T B RufR, 6B-/KE{L-20-2t Rua{RkifONZAED 11-7 8 Fe-20-Vt
R AR O8 6 -/KERfb-17-4 2% VRO ENHER Sz, FRANCHEE S U= s
DFITO%MND TV 7 T UBEIEIR, 15~30% NI A IR TH -7,



NRE AL D—ERI 6 MM SN 6B- /KB LIRIZ 72D, F DL EFEEITTF b
71k 3A4 (CYP3A4) ThbH, (M6, 10, 12)

c. HEitt

RN 2 44 M ONBERED AT 0 A REEREF OGS EE 5 LI BHIEER 2 A %
v (FEEATEAR) 2RO #%E Li- & 2 A, 48 IR CRBENEME DR 70%75 R F 12 HEitH:
hi-, (&6, 10, 12)

@ FIRNRS

a.  IRIR

R (HERIREA, 8 4) ITRZAZ Y ) VR AT L F R T L (RERAEZY
LT 8mgtHY) ZHEFFIRNEES L, A DRH 2 2 RN RIA (2 X 0 JHIE
SiTe, MHARE 25 PREE, &5 1 RE#&IZ 95.5612.5 ng/mL. T, ZD%iRA
I Lz,

fEREER N (PEBIARIA, 8 £44) IT_F XX Y VY VR AT VS KU T L (RERAEY
& LT 8 mg #Y) ZHEFHIRNEEE- L, MO~ Z X5 U PREE DS EmEiis s v~
~7Z 74— (HPLC) IZLVWHE STz, _Z XX D Tipld 335+51 47, AUCo-
olE 46.38.6 mg-min/mL. Th o7, (B T)

b. HEH

R (MERIRA, 8 &) IT_XF ALY ) VR AT S R L (REZ XK
& LT 8mgtHY) AHEFEIRNEL- L, JRPDRZ A& ARKEH HPLC (2 X 0 #]
ESTo, HBEMEND 24 K TORFUIARZ A Z Y L LTERGED 4.811.4%
PRSI N7, (BT

2. REHER
(1) ZEBHER (%)

A (SORERBH, Mk 4 BER OME 7 58) 10XZ A 2 A BRGNS (0.08 mg/kg 1A
&) L, &5-5, 8, 10, 12 XN 15 HIZEORERKFA~H 2 2V AR (2 X% 3 BAFER)
2 RIAICE VBEIE S (RHIFRS « IR, &, AR ORI CEinEh 3.4, 2.3,
3.9 K (¥ 4.4 nglg) ,

# 5.2 A ORTE 2 AT 5.4 LN 7.8nglg DIREANRHR LN, £1=, 58 A%OD
JHHE 1 #2148 C 10.9 nglg DIRE DA HALIZ, EOMOPHERE CRITEARAW CTh 7=,

EMEA 1%, RIA OFENR+THY, AT RNE LTS, (B 3)

A (SEARE, M 6 5E) (IC_F A XY ) VR AT VS R U A Yk KRR
N7 AV KON DR = ) v a i A o OEEHIZ 3 HISGARNERE (R
L A5k LT 0.038 mglkg (RH/HIZHY) L. k&b 3. 28 TN 42 A& D%
K 25 O PREE (MERESS 2 AR ) 23, IR v~ 277 7 &0k (LC-MS)
WXV HlE SN,



FFEIREE 2R 1ITR LTz, (B 3)

#£1 HTBITDEIAZ ) e 270 8 o AECEFID
3 HAINRE 5% OFFARRH X 2 2 R (nglg)

e Feh% A% (H)

Pt 3 28 42

JlER 9.032 2.2, ND(3) ND

R ik 3.102 ND ND

A 0.17. 0.20, ND (2) ND ND

REN 0.14~0.18(3). ND (1) | 0.13, ND(3) ND
SR 50T 0.432 ND ND

a: PREE. () PR, ND @ BHIRA (THET 0.25 ng/g. £ OMOMFLT 0.1 ng/g) LT

(2) BEHER 3

WA (BWFEAREA, 7 5H) (% A2 2 HEIfRNES HERAE L 0 R0
& (0.04 mg). #90.001 mg/kg REIZFIY] L. FiHHaEmn RIA ICX W AESH
7= (BHBEA : 1.6 ng/mL),

e 5% DEANOVEALTIX, o HFEIL 0.0015~0.015 mg/LL, TH-o7-, #&EHH# 7
[B]H OPEALTIL, 2RIE TR AR CTH -7,

EMEA /%, RIA ODEERAT75THY | A TIERVOT, ZiF AL E LT
W5, (BHE3)

FLA (WA, 8 BH : WL 4 B OMEIAHLAE 4 BH) ITRZ ALY ) VR
TIF RV TA Ve RBA RV h~A VU HORCDNAR=V ) o adi A O
AF%E 3 HEBANES: (R A2 & LT 0.038 mg/kg R/ HICFEY) L, FEER
PR FERE STz, B 2 EWERLL . R 5% 4~8 [EERLL T, HitHFo_Z A&
IRED LC-MS 2 X Wl &7,

Bkt 5% 4 B H OPEFL TR, 3 310D ORRIROHIT FFEEMIL, BHIRARG TH
DTN, FED D 5 N D ORRROHAIT FEEEMIL, 0.1~24ng/lg Th o7, Tk b%
7[5 B OBEAE TIZ, 7/8 BN b DIRARD AT IR IR MR & 72 o7, (B
3)

(3) HEHER (K

R (SLREAREA, JdE 3 BE K OMME 5 §8) (oK 2 2 o A BRI S (0.08 mgkg 1A
) L, &5 4, 5 KO8 HEOMMRT~Z A XV L ARRE (2 X3 3 BA/MEA) 23 RIA (2
FOMES N BRHFRA &, BiR. SRL ORI cEnZi 3.7, 1.3, 1.9 X’
4.2 nglg)

H-4 BEOBHA 1R (3.9 nglg) KO0 2 MR (6.9 X T¥13.8 nglg) THk
ERHROITZN, T OWEBREMIL, o THEMAEOY- ) LRS- STV
oo Z OO CREHIEF AR Ch o7,

EMEA /%, RIA A2 TldenE LTW5, (B 3)

10



B (SRFERBH, MERERS 6 5H) (C_Z A XY ) VR AT R DA Uk R A
M7 =AU KON DR = ) v Fa A o OEAHIZ 3 HIGARERE (R
B AKXV E LT 0.038 melkg IKE/HIZFY) L. Hf&Bes- 3, 28 KN 42 HL O/
AR A5 PR (MEREA 2 BE/RER) 23, LC-MS I2 X W JlE Sz (RHBRA « T
g T 0.25 nglg, #DMORAFET 0.1 nglg) .

Bk E- 3 Hi%, 1/4 B0 DREE T 0.21 nglg DFERE NI LI, ZOMOEHFET
MR CH -T2, (B 3)

(4) BEY—H—IZDWL\T

KIZEEMWNC T DRI, oA, REL OO T — 21372 < | FFREY T8
X o~ — I — AW OLERIZEET 2 b 72057, B R TIE, RERAZ Y VRO
XY ALY AL, &IOS L WIS, FEUOSREZR>, £1o, g &
Hh, B b A X FROT v hOMSEY R IE LIRS FEE L, BIBREEAT v A NiEs
M7 a7 ) ATEEEET. TORMAEMNNADE FaaLF Y oA ERTDL 2 &b
oo WE L HECOTHEIN S D,

NRE A O MIBTH2REHKIT, T3V A %Y 2 E0MoRIB R E R LVE
VEBPIL TV, TR A XY U OMGEE, B b ExtgEi CR UK E T 8 A 2
EMFN BV TNz, MR ER DM THOIL TN L, B MIBIT A _Z A XY
ORI, THRYAZ Y AL TREZ T2 80 | BIBRE AT v A REMZ KE <
WD SEDHLE NI FRICL > TIEY b SNz, LR > T BULEH TH DRI A X
DR~ — 1 — L LTIRESN, (B3, 14, 15)

3. EizEEER
NY ALY OB cEBRER AR 2 ICE L O, (B3, 16, 17, 18)

F 2 RERAEY OB
FRAcE H YO JiEE=S i
n 1ImZeRA BB | Salmonella typhimurium H] Fextie
vitro TA98, TA100, TA1535, (S 3)
TA1537. TA102,
FEscherichia coli WP2 uvrA
HIRZRIE BBk | Salmonella typhimurium A Fextie
b AT BLRIEZE AR 5 B (&R 16, 17,
18)
AESSREBGER | F v A =— AL 2 X —JI5E | A~ X5
Hisifla (CHO #fia) (Aprt )4 (ZH3)
{A)
ATESEIRIS IR |~ v A ) v 7  —~ L5178Y| R =X
A (Tk JAERT) (ZHE 16, 17,
18)
e fREEBER | B MARAEIM Y > SER A —HBEGE
(ZH3)

11




in
VIVO

/IR BR ~ A (MERES: 5 UL/RE) 24 WM 2 (A, JERE Pextt:
W5 (ZH3)
0. 250, 500, 1,000
mg/kg (RE/H
/IR BR 7 v NMEtEi B Pt
(&M 16, 17,
18)

a : UHREMHCRTFAE T ChER 20 BREBIZICRO T, SR OB B ENE BICHIN Uiz, Bogs 44 W
% Tl Al K OO B 2 FE OO A S e s> T, RENEHERIEGIE T Tl &
Tt choiz,

b : 48 BifEt%. 250 K O 500 mglkg K/ H B GREDIED I T, /NG Z 9 D YR BRI A et
PICEBEIZEM U=, T — X OFHENTH -7,

in vitro ORI L OVHFLEEHINE 2 W22 X &2 o DOGERE BB I 2 TR TH
ST, In vitro DYEREERBRIZIWN T, —5ENA LD, in vivo D/MZaAlR

TIEMEORRETH Y, BREERERIT, XFAX AL, AIRICE - TR &
IROBIEM A RS RN E BT,

2SR
%ﬁ%ﬁ_ﬂ:sf TREDRH A 2 e -2k std i R e £ 3 IcE L iz, (B3,
16, 19)

# 3 BIEFIERED T X 2 D4 ESERE (LDso)

es=iii Bt PERI] e 5fR LDso (mg/kg 1)
RERZXH T — e >5,000
AT AT L <A — Ay 78.1~154.5

— il=1i 102.9~137.2
— 4| >5,000
7wk — Ay >4,000
— il >4,000
Ry A B E R i — A >1,000
TRATIL i3 Ay >2,488.0
7wk — A >1,000
A X — A >1,000
NRE ALY R ~ A — A >1,000
AT R DA 7wk — A >1,000
A X — A >1,000
—: RiaZe L
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BRMEEHER
(1) 13 BMESZHSEHRER (YOR) <SEEH 3>

~ 7 A GREMOVCECAH, MEHE) (2% A% o7 a e e AT 1% 13 #
RS- (0. 0.0033, 0.01, 0.0333 3% 0.1 mg/kg {KE/H) L. diarEdMEtERN 3z
fits SAL7=,

0.01 mg/kg AT/ H LA Rde G CREE NG 2 H A7z, 0.0333 mgrkg (AH/ H UL L
B TIIBOMEMH]., ~~ F7 Uy M, ~E7rby (LEFE) &&UURILERE

DO, GFRERES OHEREL O, i OWalR B &I T, Moo/ Mk, JRIERE
DM FEFZHAR T ON M E ORI FEFZEDIR T 25, 0.1 mg/kg RE/ H 57T
U USRI, iR/ NME, AMBEOMIRIE EIEDIR T, BESMNEM O T, Ml
Fe 8 ORISR T ONZIRIRD U >/ SEREEE DSEFE(R T A3 BT,

PMDA 1%, ABROm KRR (NOAEL) % 0.0033mgkg LiRELTW5, (B
fE17)

(2) 4 BMBEEMHENRER (Ty M)

Z v b CREEMROVEECAR], W) (c_XZ A2y o7 a e d R A7 V% 4 1
#O¥eh (0, 0.02, 0.06 X% 0.2 mgrkg KEH/H) L., daMEatEaliRgs 32 S i,

R GRE TR EEINNHNE B &K T L O REEOK FRA b7z, 0.06
mg/kg (AHF/H L ERGRECIZAMmERE (WBC) ., VU o/ SERE OUHRREREIR D, ol
BK T ONMAROMIFEEZMAL T3, 0.2 mglkg I8/ H &5 CTld PR L ORI Y
CONEID ) L REREEB N A DA,

PMDA 1%, AR NOAEL % 0.02 mgkg A& ZE LT\ 5, (EM]1T7)

BN EERERL, SR G CRER IS, TﬁﬁEg&T&Uﬂ@JﬁEi@ﬁTﬁﬂf 5
nizZ £, NOAEL 3% E T3, ARBRICIIT 5 LOAEL % 0.02 mg/kg A5/ H

(REAR) o OFaF AT LTC) CBRELE,

(3) 13 BRFER[ESEEHAER (v k)
Z v b CREMOVEEARA, MERE) (Z_Z XX o7 a4 Ve AT V% 13 # ]
#eA#E (0. 0.02, 0.06 Xi% 0.2 mgkg (A5H/H) L. #atEatmtiRgs I S niz,
0.02 mg/kg IR/ H DL B GHE IR ANHNE OV M OliEE =R T, 0.06
mg/kg (KH/ H DB GRECIIREERER D 3, 0.2 mglkg (KH/ H # 58Tk WBC LY
U BRI R/ NEAb, BRRECE OZERE. Ml U S EREG VI N TR R Y
RGN Y > SEfiD U o SERRIBABTE R DB T 233 B ATz,
PMDA (%, AR NOAEL % 0.02 mg/kg i & i E LT\ 5, (BHR17)
BIWEZERERT., SRR CHRERIINHNTE ON i M O E fAS T3 A bz
ZEMB, NOAEL 3% ETX T, ARBRIZEHIT 5 LOAEL % 0.02 mg/kg (RKE/H (X
BABS T a A BT AT LE L T) ERELR,

3R GIC RV E SN TWD Z b, ZEERE LT,
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(4) 28 B~ AMEZMHSEEER (Sv b)) <SBEH 1>

Z v b GRIE. MERIR OVEHCR) 12 HZ A %> (0.024~3 mglkg IRE/H) OV
B AL EERRT ATV (0.24~30 mg/kg (RE/H) E=EO#SG- L, 28 H~9 7~ HAH
MR RN 2t S v 7e, RHIRERICIE, I Cd 2 24 KU IAKEE M T LR 26 3 A
Ftvra—2AnkE I,

REEFEIIENH, AMERBAME, U o ERBUME,  GHEEERIBUENE ONC iR A OV
FEtt i B LR B BT,

EMEA (1%, AK&FHBRIZEB1F 5 NOEL Z5%E L TUW72Ly, (=R 3)

(5) 6 "AMERESEEEER (S b)) <SBEH>

7 v b (Wistar &, MR, PEECARBA) (2% 2 &2 HEfRT 271 (0.05~1.5 mg/kg
KE/A) % 6 NHBR MG L, diatmhaling 32 S a7,

RN, RREME. BE - MR, AmEREGE . U o BRI B OV HREREEN,
AST K ONALT @ FHZEORER B2, 0.5 mglkg K/ H UL F&RGHETIIFETHID
77< Hivle, E7o, BB R OWNROZEME D2 Hav, i HEEEO R e & Qs R

ERH BN, (B 19)

(6) 28 HEEAMEMRR (1 X) <5EEH >
X (SR OMERIREA, 2 DURE) (X A%V U EpRNES- (0.45 mglkg (ARHE/
El) L 28 H M EmE MR BR F0E X 7=,
ARERE T, GO, B i L C 3 fFELS, 7V a—7 8 3f5A L
TWe, (BZH3)

(7) 6 EMERESMEHER (1 X)

A X (B VA, WERER 2 DURE) (T_Z A R AT L EROEE (0,
0.5, 1 X% 2mgkg (AEH/H, BFF o H7 L, M6 H) L. 6 HLHEEMEEERERN
T ST, Fo, BIORETRE A XV 2R 05 (1 mgkg (KE/H) L7-iRBR IR
U A Y 2 —) L CEM ST,

ERGRECIITERE, PO, ZUE. U 2 EREUME, AR MENE DN R
S OO ZER G D3I DTz, RO B ) A IS L7z,

EMEA %, A#BRIZI1F 5 NOEL 5% E L TV /v, (ZR 3)

RnZEEERE, SR GRECHEAE, ORI, SEE, U o ERBE,
ERIBE, RIE K OWa iR O ZEiE I N AT O BB | ORIz Z &b
NOAEL Z#%E &1, ARBRICE1T 5 LOAEL % 0.5 mg/kg (KE/H (& X%V i
BT A7 )L L) ERELL,

4 HEROFEMDAATH D Z &b, BBERE LT,
5 TFHREIZE D FEESNTWDZ &b, ZEERE L,
6 RN GIC LD FEi SN TS Z b, ZEERE L,
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(8) 2 ARIREERESMRR (YIL) <SEEH >
T A7V (R OVEECREA) (o F A &2 o2/ n0#s (0, 0.2, 0.4, 0.8 i
2 mglkg (AE/H) L, 12 2>A MR R G- 3HERER FhE S vz,
(RESEIENE], U o SERAE, AFRBERIEE, TRl ONC R ROV o Nk
DZERERI DT,
EMEA 1%, fE2355 LR SRS sl S Qe 72720, ARBRICERT
% NOEL ##%E LTy, (&R 3)

6. EBHBERURIAMRER
(1) 104 BREFESAMRER (YOR) <BEFEH >

~ A (CD-1 5%, WERE, VBRI ([ZR_Z A Z Y o7 a A VBT AT VI
WA (0, 0.001 AFONZ 0.0033(HERE) i3 0.01(HDIFONC 0.0066(HE) me/kg A&/ H) L.
104 FARHIFEDS AMERRERD FEff <7,

AL R OB R AR TR B K BRI A e o T,

0.0033 mg/kg A/ H LA EFGHECABIRIER A B, 0.01 (B X 0.0066 ()
mg/kg ARE/ H LA GHECIRAEH MM, B, AR T, Rl R P ONZ B
DIEEAC L ORLBED 22 S 7=,

JRER AR CIE, NEEMERZA K OJEIEGMIR 1T b e oTz, (SR 16, 17,
18)

(2) 24 MARRELAMERER (ITOX) <SEBEH >
~ 7 A (CD-1 5%, MR, VCECARH) [T_XZ A X T a e d BT AT )V 24 1)
ARRAT (R #5450, 1.3WONT 4. 20tk ST 12.9(D)IF N 8.5(HF) ng/kg A/
A, fok 3900 X d 26 ng/m?2/ FIZHEY) Uiz & &, xie & b U S ARICH
B2z As ooz, (B 18)

(3) 104 BEELAMERER (T k)

7w b (Wistar &, MElE, VCECREH) (S_Z XA XV o7 a B4 VR AT )L % il
#O4h (0, 0.02, 0.06 X% 0.2 mg/kg (AE/H) L. 104 HFFEDS AANERER T2 <
iz,

AP N OB R AR T G L AT A O o T,

R GRECIHEBEOMEENEM L, 0.06 mg/kg ARE/H LA & GRETIIARERIH]2S
T, DR HRET WBC OB BT,

JRBFRORAE i, FEIEGEMERZA & LT, B GHClfioa AfEiE s ORI o2
DIRFEONZ BRI Y o 2B 30T 2 BRI OB N A 2 B 7=, 0.06 mg/kg (AK5F/H LA L
G CIIREIB OZERYLZ 1 5 RIS EIRR OB BBl (B 11, 17, 18)

T RBROFEMNRHTH S Z Lnh, BEERE LT,
8 A HIC L D FE I N TWNA Z Ld, BEEELE LT,
9 REPEEIC LV EH SN TND Z b, BEGEE LT,
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B EREDIL, ERGRECHE. WBC B KOG Y Bl i) 2 AE
FADIEINA A BT Z & v, NOAEL Zi%E T 7, Aabrizisi) 5 LOAEL % 0.02
mgkg (KE/H (R A U7t o a7 b L) E3E LT, BOBAMIE
DIV INS T,

(4) 24 hEARERELAMSHER (Tv ) <SEEH 10>

Z v b (SD %, M, VEECRIA) ([C_F XX T a et VR AT VA 24 D H
MsafRR 05 (0, 0.02. 0.06 X% 0.2 mg/kg AE/H) Liz& &, RIEREE LT
N AERICH BRI A bR o T2, (BFR18)

(5) REAZJTUDENAEIZDNT

EMEA 1%, XK A % o OGS T, BN ANMEIER 2L O XEEOoEEITE
N7pnE LTn5, 7L R= e U KOEDORMEATHL TV R=Y v ORET —H
Z » 1 (0.00005, 0.0002 XX 0.001 mg/kg A/ H | 5&EHFE 4% 5) KO~ X (0.0001,
0.0006 X|% 0.003 mg/kg AH/H, HHGREEAH) ZHNWZ MU T LT 7 a OB A
PERBROMEEZ L AU, BRAMEOFTHUI 2V E SN TS, B FOEFETETIE, &
O NaanFads ReRELIEREIC, BRAROHEINITRD Gt TN & L
TW5,

EMEA (%, & FDOT—X OEITZ LV, R_E R L ATRENINEEH ST & BER
LT3, (ZH3)

Flo, R"E A AL, BREICbIZY e MAESEGL E LTERINTWD, FEn A
[ZOWTIE, 7 v MEHWEROEGFEER N OSZEEClidb o038~ 7 A% FW TR
P GARBRAN TG S AL, IEERARICR G L BT LN o T STV 5D, (B
M6, 7. 8, 9. 13, 16, 17, 18) &HIZ, b MAEZESLOMHEEIZHB T HEIEH &
LT, R_Z XX U EREFENRER & T DIEEOREIZOWNTORETR N,

B ﬁi%ﬁ::i BB (1L 3. I BMEORERTH A Z & ZEGEINE TN
2 I AR 11, 6. NIZIB W THEEIEERADEN L LN/ L LS A Z
VB EEERIK & T ARG OR TR E STV RN LG EMEA Of|#r 2 3k
L, RF RAZ AFFED A 7R3 RTREME AR &I L7z,

7. EERASER
(1) RECATR CEIEIHREGHR (Sy ) @
@ HOATEREIREY HEER

Z v b CRELOIEECRA, T IT_F A2 07 a e R 27 )V % ZZ0ER T 10
W M OZERT PSR D # 5= (0, 0.02, 0.06 33 0.2 mglkg (AH/H) L. HERED
W& ABL LT, HEDASEREIC 6T D5 B T ST,

—REEEIZOWTIE, 0.06 mglkg AT/ H LA EFRGHE AT DM O gl O
IR DZERE DT BT,

10 SRBROFFIDNANHATH D Z &0 b, BEERE LT,

16



FEH K OB EIROIFFARRAAOME CIE, BEICEET AT RIZ AL N2 0o T,

HEFHRE/ N T A —H — TG L AN I A LN - T,

PMDA %, ARBRICIST DO AFEREIZES 35 NOAEL % 0.2 mg/kg &7%E LTV

. &M 16, 17)

ﬁuuﬁié,ax %, 0.06 mg/kg RHE/H LL P EREORECTAREH IS ON s
UWIHRDOZHEDR A BT Z Evn . ARBRIZE1T 5 NOAEL % 0.02 mg/kg (A&E/H (X
BRAE) T a BT AT IVE L TC) ERRE LTz, HEOAFERRIZ DWW TR G
L DN NI Do 122 Lvs, NOAEL Z e FHED 0.2 mglkg (KHE/H (RH £
BT u e AT e L) ERE L,

@ MOEFERER VMR EICREY HiER

7 v~ (SD %, M, VCECRBA) 1C_Z A XY o7 A VBT AT VA AR 14
ANBIEE 6 B £ Tl n#sE (0. 0.1, 0.3 X% 1 mgkg (AH/H) L. L O
&AL LT, MEDAESHARE M ORI AR S0 3~ D B SR S iz, dTiR 18 BISHIR
L. FERBREZITOEERE, SR OEFRIRED A~ i,

—EFEIEZ OV T, A G- CREIE IS R OMRE & O R 23 b i,

AETHRE M ORI AT DN TE, BB K DI A BN 2T,

PMDA 13, A3 8RIZH51T 5 NOAEL %, —fix## oV T 0.1 mglkg AR/ H AW & |
HEDAEFERE K OWIHAMIEZEIZ SOV T 1 mglkg (RE/H LXE L TW5, (R 16, 17)

ﬁuﬁ':;r/}iiﬁz: . £&5ﬁ®ﬁkﬁf{Zliiimﬁuﬁﬂﬁ%ﬂ&UH@H;%EEOMEETZ’)>7% bz &
B, IR S NOAEL 3% E T3, ARBRIZH17 5 LOAEL % 0.1 mg/kg
{REE/H (/\57% A A= Ej/@k:’:xTﬂ/k LQ) &3 bef_ MEDATERE 2 U]
WIS AEIZOW IR GIZ L D BN B -7 Z L6, NOAEL Z i =mHED
1 mg/kg (KE/H (& A /)‘7 ST A RIATILE L) ERELE,

(2) REAIRMERDEARSHER (v b)) @ <&EEH 1>

7w b (Wistar 2. MEE, VCECRER) 12_XH X 2 U= 27 )L 7' a ' T A
TNERTEE (0, 0.01, 0.1 ¥ 1mgkg (KE/H) L. ABCLATR ORI 5308k
DIFENE ST, HEIASED 9 AT G, HETASHD 2 AT GIHR 7 H & TG-Sz,

1 mg/kg {KE/HEGREOREC I T, (RKEMINENL OEBETEN B U, BB TS
WL O Dls RN EICED LTZ, 0.1 mgkg AH/H UL E#GREOMEREZ BT,
MR E RSB Lz, 1 mglkg A/ BFRGRETIE, BRERVERITHED L, I
ROFAEPF BTN L, MOV IRAREIIA B Lz, WINoRGEHIZB W
T, MEEDOSIREET) M O FASI B T2 o T,

EMEA /3. 0.1 mg/kg &/ A GREACBO THRE RO DA LN 2 Lk,
1> NOEL % 0.01 mg/kg (RH/H LE L T4, (ZHL3)

U I EEICEDERINTNDZ b, ZBEEE Lz,
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(3) AEHRMRZERRSHR (v b)) @

HIRZ v b (SD SR, VB 12) [Z_RZ A XY o7 a4 VB AT )V a4k 6 H
D HIZFL 20 B E CHEflE &G (0, 0.1, 0.3 X% 1 mgkg RE/H) L., BEHED
AR GRBR FE i S vTe, mHEIT R AR 4 1I2F LT,

AR (F1) TiL, BRSO ERES ), BERHERE, e~ ORI A bR
770

PMDA |3, A#RERIZI1T 5 NOAEL %, REMW)IZ-OVT 0.1 mg/kg (REE/ H AT & |
HANR (F1) 1220 T 0.1 me/kg R/ H AT (BEALAT &Y 1 mg/kg (RE/ H ARm (H
L) LRELTWDS, (B 16, 17)

R ERIT, B GHONEMICE RO T, R ORI ONZ ik
OO ERL T2 LI, EEGHEOHAERIZ 4 BAFREORBEATREOIK T2
HOHNTZZ Evh, NOAEL 2% EC& 7, fE M ONHANICH T 5 LOAEL 2\ g
N 0.1 mgkg KiE/H (RNERAZ T abF B AT/ E LT) ERELE,

K4 JEAPEMROSRFRGAER (7 v b)) OICBT 5mERT R

B B HVELR
1 meflg PR/ SHEC (222 1) REEI 2 B GECH) ORI
JEL (TR 1 ARO 3 A E
)
 SEHILY R R AR OB
&

0.3 mg/kg RE/HLLE | - (RESIIE], (AERD | - ISEhEIKT

- AREIKT (%I 1 H, 14 ALY
21 B

- [RGB OBIA EH (3L 15 H)
0.1 mg/kg RE/ALLE | - AW OBEIEINT | - 4 BAEEERLOREEFRROKT

* SRR HE R MR (BRI L7 ol
» e K OV B D s K Y | AR VRN
GEPSEER A

(4) RAEHRMRZIEKRSHR (v ) @ <SEEH 13>
HET ~ b (Wistar 58, 23 JL/RE) (ZRHF XA XY VR AT )V 7 0 B4 U ERT AT
N R TS (0, 0.004, 0.04 X1 0.4 mgkg (RE/H) L. EFEM L ORI 538
NFERE STz, HBEEITE 17T B 683021 B L TiTo 72,
0.4 mg/kg IKE/ HBEGREZBWT, REW) CIREHEIIIHI A2 S, EFRENFE
(2D LTz, WREM ) ORI N NS N OS2 IRRRIC R G2 K D BRI H L7

12 1 mg/kg R/ A5 IT ARELIR T OFE T2 22 B 2 il & SEa STV D 2 &b,
22 VLR L HEER SN D,
18 B FREIZ LY EHIN TN LD, BEEEE LT,

18



ST,

EMEA (%, A BrIZFH1T 5 NOEL % 0.04 mg/kg (AH/H E3REL TW5, (B 3)

(5) HABMRR (IHR) <BSHEH 1>

RIS R B R RN R TS (0.1~10 mg/kg (AH/H) L, %
HEFERABN 2 SBRENE S, RS2 Ch 5 2 L 2vb NOEL 1B %
fERITEE T X o T, FL FDOH BHO 1 SORERICTIBNT, 0.1 K T0.2 mglkg (&
B/ HEGREORIEDOZNEIN 85 LU T1% THHERVALNIZ, (B 3)

(6) REBMHR (Svh) D <BEFH >

ST b GRHOVCECRI) DEEIR 12~15 FICH A 55 % T 4245 (0.05,
02 X2 0.3 mg/H) Lizk 2 A, NEHBLNZIIID 17%, 46%X1E 85%IZ7 5
nic, (ZH3)

(7) RESHHR (Sy k) @ <BEFBEH 16>

HHEZ » b (Wistar &, M 23 PL/EE) [T_X X2V VSR AT )L 7 1 B iR A
TIVER RS (0, 0.05, 0.4 X1X 3.2 mglkg IRE/H) L. FAEFMERBR I <7,
BG4z T~17 B TV, R A 4R 21 Bic EOIBH LTt L7z,

0.4 & O* 3.2 mg/kg IR/ H B GHEOREMICIBN T, A EIRERNHNHIA 2 5 4,
SEGEICBOT, BB, A O RO M O E &S H & BRI A B
L7=, 0.4 %00 3.2 mglkg RE/HEGEEIHBW T, WA FEICHNL, SRGEIC
BT, BREENGEICHD L, 3.2 mgke (RF/HESHHCIBWT, JBIE 8 Bl
BRHIOER I BT,

X512, REE 10 Bl CRIE A 58 L C (litter down) . BEALE CIREMZIHE
W7, 0.4 &O3.2 mglkg IR/ HEGEHCRW T, REMYOIRE L OV -SRI T B2
BT, FER TN G LA BT A LN o To, Fo, HEo=is
ARG K AT A DR o T2,

EMEA . fE& o645 NOEL % 0.4 mglkg RH/H &% E LTV 5, (B 3)

(8) RAESMHER (VU O<SEEH 1>
R X (AARBOME, JCEARE) ([SF A X ERRRT AT )V 2R T~18 H
(28 (0.125 XUE 0.625 mg/kg AH/H) L& 2 A, RIBAMFROIEKTLAOAE
Wngizsnz, & 19)

1 BRI A TH S, BB NEH FREIC L D EHSN TS = Enb, BEGEEL L,
B TR O EREN TG 2 b, BERERY LT,
6 TR O ST 2 b, BERERY L,
ORI L O B SN TS T D, BEEERE Lk,
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(9) RESMHER (VHF) <&EEH 18>

Y5 IR O 5T X DA IR 4 SRRl E Sz, 05 H 2 3k
:t BHREOEIEN A3 THY , ROAThH-7, 2 FRE b NEREAFT O

IEAEIER S NZA, NOEL I E SNz, 38BR AL, BEROEMEN TSN
fk%# PIIRANFT WL ONIGRHAR S OFEAMI SRS CE o7, 4 BB IR, s
DR S, FERITUL T EEBY THhoTe,

HRT X (BEARBAG, 1700) ([SXF A XY VR AT V7 0 B4 fgm A7 L
R THRE (RZ A KL 1LTO0, 0.0001, 0.001, 0.003 ¥i%0.01 mg/kg K&/ H)
L. FAEEHRROE S, &5 2R 6~18 HITfTo 7,

0.01 mg/kg AH/ AFEGHICINT, NEWMIOAEREEINENGINA 57z, 0.01
mg/kg R/ A GHEAZBWT, RIREEITARICHED L, AL VERERELZHT 56
WROBERERA BT L7z, 0.01 mg/kg (KH/HEGHOIRIT 4 4 H L, 84
X TARBARI O i i 2 A L7z,

EMEA %, f&7M L OWRIE#EEICk9% NOEL % %1241 0.003 mg/kg {AHE/H &
RELTWD,

—J. BIERERNVELTHHRIOaAR ) v (REAZ D oD F % CLIZE
HL72bD) ZHWZRBRTIE, KB T, FTIREPROKE L0 AR E
ERHTHDICE VS CTH D Z LRI NIz, Lizn->T, EMEA (X, "Z A XY
Y OREOFEIZEBIT S NOEL X, B F&E5D NOEL LV HEnt#Ex7-, (&R 3)

8. ZDfhDHER
(1) —hEREER
D REALJoOTOEF VEETATILERN-RER
REAB 0T A CE UEET AT VO AR R, OISR ORI R M AT T8
BN DNz, FERERSICE LD, (BH1T)

F£H5 RERAX T u T F T AT L D— PR B E T

w | BETEA IR Bfa 5. 55 B

i BR O (TC%%) %% | (mgke (K) (2 5 BB
—RAE (Irwin < 0.6 LI E : SiB EAY [AGED

| ks ROMK | T b () -2 HERRERG D, I3 %

z;'; . (TSR o]0, 0.2, 06, 2 bR S

A <RIBS L

o | E, R, 0.2 BON2 : ERO QTe [

| EROLER 4(;;;%3 ¥0 |0, 02, 06, 2 | PR

% E, Dok, PRI L

18 IEROBEIC LV EINTND LD, BEEERE LT,

20




VDA Ty MEZ O TSR, PR,

BN ORISR V| ARER S G ST,
fRER6ICE LDz, (B 19)

TaBRAR R L O R 2 M T 52

IR g/ ST A — BeHIZ LB L
e | =1 (7| T b ()
g #&O 10, 0.2, 0.6, 2
% LFRAETT7 | (JEERA) ﬁ%
o —ERER)
@ RAARYUEERBRIRTILER-HER

K6 NFALY ERRRT AT VDR PR R

% | BB T By et P R
B B (%) & | (mglke {KE) (B D HATAEIE)
~ A 200:7 H e 5- T 141
—iktE \ 200, 500
LT aompy | *T
" <A F AR —)F R U 7 ABEIR
MRERHEE R E (11~12 PL/ES) T | 200, 1,000 RO REE A L
SRR R S R ERRESTH] (B Rh ) 7oL
;’g (writhing i | | FF | 100, 200, 500
o | )
ME N
% | pom s ZEfkie L
AR (3 PR & | 200, 500
LW AE ~ A FRIECAEA R UL A DTEIAEH
& Gopumy | T | 200,500 L. B AR L
A BATL
SRS (35 PL/) T | 100, 200, 500
. R T % (—20~
. BORIE, S T #RA | 10 - PRI (1 1) S
R | R L M O (3 PL/B¥)
B | o Hilfgir - (ot
7 - MRS R OV VBRI L
105 R 7 EFL2 Y > (10
5X 106~ 6 g/mL) UHEIZR A2 L
. (g/mL) - 10 : BaClz (104 g/mL) Ui
= . ) VWZxE LA
¥ .
| (fg/;) 1.20 +5X108LLTF ik b= (10
: i P " gml) IR L
(e/mL) c5X 106 ZN10%: B AKX I v
& (10 g/mL) YO HIEIR
It
19 IR, AR - RERURE, WA - PRSI, SOEHRHT. 1 MRS OV R
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106, 3X10%,
105, 3X 10,

« 5X107% : HFEFHH]
« 3X103 LAk i AFT hv

A7 >~ b . 5% 105 (104 U/mL) gzt L4l
viero (e/m) i, e h=> (106 g/mL)
m
P 5 S R L
’ L6, sxqge | 10 EIFEEEIE (1)
in 10-5\ 3% 10-5\ $3X10°LLE : ASEEBENS]
WRZ > b o | 5x i0_5 ’ <10%LL B A xR (10
o ) 1 UML) G A,
& 3% 10° TULHEHIAR (1 41
FELTHR 7 5 ¢ e | 5 o) (26, HEgR (1 6)
7 DL/ ;
AR E ) ( - ) -
Ry L] e (1)
(3 PL/E) !
BPERLE - L
& | ROBARE] [;/ g | | 200
/q‘; FRVE AEH
1‘% YRR AR LE v <72 s | 200 FEEERD
| 1A (12 Pe/)
M smssney & st |10 FE NS 5 Y
1EH (3 UL/RE)
EILTEY B L
FERE: 25%
R E A (3 P/ KN | 0.25
Syt + 200 DL E : Bis, {5
(=RGaRl (3 IS | 200, 500 KT
« 500 : XU T
7w b b L (5 4 FFE% £ 0)
HI-4 3004 30. 100
RB 45304 (3 P/ BT
Z v b TR
% FiX A"'L‘E
@ Bk (4 PR BT | 200
e ) B L
PR, A (3 PR BT | 200
e AV ARy 7=r271)—r(1ICG)
e apmp | ET [ 100 SR
7V a—747 ~ 1A st | 900 70 a—27 B8
& FEIEH (10 PL/E$)
\ A A =R N = A S N7 %5
I 200
RGeS (3 PR -y 9

22




(2) fEsEHHER
7 vaanFasf RERRRZ, XZ XX ATEMEER 2635, T34
B U RORE AL DFF 2 T 0F Tl ~OMIEsEZ i L& 2 A, Wi
'BHD 50 % BEFLIESRE (MICso) X, £ 5X106 N4 X106 mg/mL Th-7z,
(ZHR 3)

(8) FAYUT I/ FSVRTTS5—F (TAD) EHIZDNT

NRH AL DIRBFENEL, TR A X AGEFIL TN D, TR A XY
KOARE A B AT DT v O laE AR Ma o 7 v a a v a1 REK
OFFE (log Kp) 1&. ZNFH 8.47 M 855 Th-oT-, #HIORERT, WWEOHT
Vo< TFERHOREIZXRI U Ch o7z, XF A XY 0%, 0.004 mgkg (KELLTOHES
BOBELTYH, Ty FoOffiEToOFas 73 ) v A7 25— (TAT) 1EHED
AEILBINIA SN2 > T20, Tl EOABICEW TR, BRI BB
MIH BT,

EMEA /&, 3% NOEL % 0.004 mg/kg AH & REL TV 5, (BHE3)

BN ZERERIL, 0.004 mgkg AELFOAEEZREOKSEGLTH, 7 v MOfTET
O TAT IEHEDA B LRBINI BT 2 L 0vs . AkBRICHIT S NOEL % 0.004
mg/kg RE & 3%E L7z,

9. FEBEAIZDOLT
I TF Y — VDR EPEIC T AFEH L FaxTFa A RO MEOREMETR 7
(R LT, (B 5)

* 7 REWVLTF axT A RO & o &

e PN R SNT AR i i | Nao B3 ofl | PRt
S5 o> A £ (mg) @
)T ) 20 1 1 S
aNTF 25 0.8 0.8 S
T R=vnrr 5 4 0.8 I
T R=Y 5 4 0.8 I
AFNT L K=y 4 5 0.5 I
TXY AL 0.75 25 0 L
NRE AL 0.75 25 0 L

a:Z/vazanFaf K (Zha—ARGHI T 210, 370 biRo 7Y a—77 & & BEA)
D IR PANCBIEINEE G4 TR E S B2 50T, 2D O EMBINEITRE 0 U IFHIRN S
WZBWTDIRL Y ST,

b :S: 4R (8~12 RO . 12 R (12~36 FEEOE3Y) . L : KrRFE (36~72 i
GRS
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10. EMZBITBHHR

RERABS AT, RERABE S VR OER IR AT VAT, B4, b MHEELE LT
fEHINTWD, U o~TFHEEEidk, EEOREYE, 7 v — %, Mg, 5
JeOVEME Y L NJEEOTRIFRIZ, 0, FIRNSUIIANE G- TR TE 5, 7 LL¥—
JORIEDIBIRD = O DJFFT A 5V | Hi EIRR D72 O O ARG HEA G & 2,

WO OFGEIT, RO BRIC 1.5~5 mg/H THV ., 2~5 HHIZ 0.25~0.5
mg/ HIZE S L, #RAETH IR 05mg/H 72D K HI12d 5, HEEOREDIT, B
DIERER 2 RET 2 T OIZBPERINAT 72T T2 H72u,

RY A B RBNTEE, PO ERER S D, IR E T 5 2 & CRYYER
FHORZ M AR ED D, XE A X 0%, BROOFERK O ENREER OGRS 5
7o, HRFIIEER L STV D, UL, BBIROlER M ORR O AR (RET 5 & &
BT, FPEMOIETRZPS 7= 02, B 25613, HPERHR GRS AW 6D,
2D —AZONWT 12 ik TOFa xR & LI aigt i, BRI LR
o7z, (B 3)

b hOEERMERICRT 27 A2 ORIWER BEEAH) & LT, Sufebkaem (2
Juikde) . RPN BERIN, THIEMEHESE, BHRRE, KRB BRI A,
AT — MARE, FEHASEE, THEL R U U AMIEENHRE STV, (B b)

11, TEHAZYUITDLNT

BINEEFERIT, 2017 FIT_E ALYV OSNHRFRMETH LT HRH A LV 2o
W TR SR B il A S L TN D,

FXY ALY U ORGIC L BT, WBC O, B Olgo8HE, &I EE
DWWV ETHY . T AZ O v aalFas RMERAIZESS DO THo7-,
BIRWTETHAON-EEL, T v MWW 53 8/317 5 WBC
DY TH Y NOAEL 1% 1 pg/kg (A5 H (0.001 mg/kg K/ H) Téh-7-, Z D NOAEL
1 pglkg (KH/ B IZ 2455100 Z@H L, ADI % 0.01 pg/kg /AE/H (0.00001 mgrkg
{KE/H) LRELTWD, (B 20)
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EMEA [Z, 1999 2K A % &Ml LT\ 5,

EMEA I%. 7 v NI DD TAT ISHEOFHED HREE S~ F A X v D3R
) NOEL (0.004 mg/kg AH) 725 ADI Z#E X L, #KFZ2A9 ADI % 0.00004
mgkg AH/HE Lz, UL, _XEZAZ YU ROT Y AL o ofpspEiEL, 16 (7
AT IWVHEDSHEEEZFREZR U CTH D, NF A X ANIAT A RELOFmED EIZ 16
WA FNIEPLET D 16p-TE~—THDHDIIx L, TH VA XV UAXFEHO FIChLE
95 16a--E~v—Th b, 2 DOWEDOEFEFHIFFEI IO THEIL TR Y 7 va
FaA FEMITENTH D, Lz T, _XEAXY O ADI %, 1997 HITEE LT
TXY ALY D ADI (0.000015 mg/kg (AH/H) &[RILTHLHREZLFE %, EMEA
[3_%Z 22> ® ADI % 0.000015 mg/kg {K5/H (0.015 pg/kg {KE/H) ERE LT
(ZH3)
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b~ OIEYENRERBR DOFE RS, RXRE XX OR OGO AR FT A F e T
A1F, D E B T0% Th D EHER STz, ETo. REMEL O EITRF 5
PR S, RIS S U7 R EHE M ORI 0% 7V 7 b AEERIE IR TH - 7=,

B FNTERE AL DN X DR OFER NS T A
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BB R ORE R, n vitro OMIE K ORI Z AW FZ X 2 D5E
RIS FABRIT ATt Th o7, in vitro DYEKREERBRIZ BT —EB NS
b DD, invivo D/IMEZRER TIIEMEDRERTH O | NF X Z YV ATARIZ & - TR
ORREE 72 DB EZ RSN B X T2, LIed> T, RE A XY D ADI 3% ET
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770

FEMAMFRBROFER T, 7 v b &V 104 BR5EEIRE 0853808 AR KL O
BERICIEH D03~ 0 2% 2 104 R G-I AMRRBRIZISN T, EERASR
IZRG- OB R ONT, BNAMIIA LN STo T EEND, NE ALY 3N
AN R RTREMEI RO 35 2 7,

~ A, T NI T XFORABHRBRICIBW T, AR BRD GO B,
ZHIFIREA B DT NvaaTad RERICE 2D EEZ BN, VXK T
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B T#50ONOEL LY@ EEZ 5N TN5D,

RE R E O FEEHEREROER BE LN R/ NOAEL 137 v M & Huve
HEDAFEAEIC BT 53 BRICI1T D 0.02 mekg (AF/H (RE ALY 7 a et T
AT NELT) Tholz, LinL, 7 v MEHAWE 4 R EMEEMRER A O 104 HfH]
FENAMERER T, 0.02 mg/kg AE/H OG- CHREHIING], EEHEIK T RRE RO
TEDOHENL LTINS Z E0vb, ADI OFREITAVD Z L IXHET Tl &Hlr L
770

RE AR Ty MBS UTZBROSBMER & L COiTlET TAT {EHEOHEIN% i
12, NOEL & LT 0.004 mg/kg (KENMG LD, BNWEEEERIE. TAT IHHILS
NaanFad RO LT EFT248EHTHY . BT & OBEMED i T
W, TAT iEMHD S ADI 23R 5 Z &1 Z@blcidzew s &I L7z,

RY AL AINARFNER CTH DT A X b BRI ERIER AL L <
BY, Zvaa)Faf REENEMTHDLZ LD, BIWEERERIT, I ALY
> D ADI OFEICH 2> TUEIT I ALY D ADI ZiEf+5 2 L@l Th s &%
2120 2017 FORMELZEZOFHITIL, TF ALY L ORGIZL D2, 7 v
aa)LFaf FERICESS DT, 7y MWD WaEEICRE T 238k I8 5
NOAEL /% 0.001 mg/kg {AH/H Th->7-, Zd NOAEL 75 ADI % 0.01 pg/kg {AH/
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H (0.00001 mg/kg AH/H) LF%ELTWD,

PLENS , R_EZ X2 ORISR OV Tix, ADI & L CROEZ A
D ENEEEE Z B,

ADI 0.01 pg/kg &8/ H

1T BEACHOWTIE, Mol A B & 2 B E O R LA 1T 5 BICHERT 5
ZLET D,
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%8 EMEA RUBRLRLEELRIIEITHREABROESHEEEDLLE
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e (mg/kg KRE/ ) EMEA BREATES
7w b |4 B0, 0.02, 0.06, 0.2 0.02 (LOAEL)
P (fEF) a PRSI O R =
KT R ONIREEOK T
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P (fEF) a PRI O i i K
OV E & O T
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U U EIT I T B B
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FEAR WP | (FRFA) = PREE DI O BN A
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BeHIC L DR L
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PRSI K O i B
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i > A= FiE BE K OV ) 1 R 36
£ .1 (NOAEL)
BehIC X D58 L
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5©
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@
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FAEFMED 0, 0.05, 0.4, 3.2 AN - 0.4¢ (NOEL) | —
(BF) 4
FEPRFHOVE | I 52 0.004 (NOEL) 0.004 (NOEL)
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1.

10.

11.

12.

13.

14.

15.

16.

Bidh, IS OBRSINE (BFD 34 4FEAE 57 REE 8370 5) O—adET A1
(R 17 4 11 H 29 BAHFEAT A S5 499 %)

Merck Index, 15th Ed. 2013.

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

o B AR g E, B, 2016 4F.

Schimmer BP and Funder JW : 5 42 3 BRI EEREHSLVE S ; BIFREAT 1
A FEBLORIBRE ORI, 7y R~y Fb~< HKELE 5 12 ii— B Di5k
DFEEMELERIR—, T&, P&, FEASCKES, RN, AR, B,
2003 4E.

A ) FRERRASH:  EIRGIRASCE VT u U ®E05mg VT e PH0.1%
UJorFr Py 7 0.01%, 2015 4 3 HikET (55 17 ki)

A ) RS - ERAIRASCE YV T e 2mg (04%) Ves o ®
HE4mg (0.4%) , 201543 HekET (55 13 i)

A ) UGS EIRLIRASCE VT e VSV EE 012% U T e BV
7 U —25 0.12%, 2013 4F 2 A&RT (55 8 i)

FgEEE S ) SR - IR SCE Ry ROE LR R Y A— LKA
WI_Z A5 T a A R AT VELAH, 2014 45 9 AVERL GF 1 hR)

A FRERRASAL - [BEGIRA SCE _XE A X UERBT ATV - A~ A
VURRRERE ) T 0 LOVG E 0.12%, NH A XY UERRRT AT )L - R
A UNBE 7 )V —25 VT u BNVG 7 ) —50.12%, 2013 45 2 AET (5 10
)

e AR AL - EIRIRATSCE, B L AZ I VEAEE B L AX I VPR AT B
T RYAZY e d T unNT = =T 0w bAoA CRERLGA 2016 F 11 HUGT

(% 14 ki)

E RS E A A a2 —T r— A B L RZ I VYA BL A K
VRIS T R S RERAES e TN T =T 2~ LA URIERL A A 2016 4E
11 A1ERk GF 8 i)

U ) FEERASH  EIRAA v Ea—T 3 —A VT a0 5me VT
U ®0.1% VT ul®ra v 0.01%, 2015 4F 4 AUGT (5 15 iR
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) 408-410

HAsEE U RS BRI A B a— T — A KRRy "NREE D LR b
U Z— VKRB A 5 o7 a B R AT OVELE A 2015 4F 10 AERR (R
1 k)
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17. MNTATEOE N ESR G R O R WEE ARy MNRE, Wk 26 45
H9H

18. LA 77 —~kS&th 0 RRNy NOREBICBIT 28k (ABIRR) Pk 25 4

19. A FREEPASH BN A A B a—T 3 —h RE A H ) ERERRT AT
Jb e BB A O REREERE U T u UBVG BE 0.12%, RZ A XY R
ATIV e BB A VR ) — 5 U T NG 7Y —0012%, VT
2 ®VG n— 3, 2016 4F 9 AMGET (SGT5 12 i)

20. BWLEFZESBAERLEMHES () BAEERNHIET XA 2V
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