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2T A RRBEEFITHS [AFLFL = | (CAS No. 83-43-2) 122\ T,
EMEA (EMA) Ol % v C & a2 Tl 2 52506 L 7=,

P -3 BRAREE 1 X, SEENRE (T > b, A X, AR M) B (REROSE).
BioEtE, AMEEE (tUAKROT v M), laEE (T MRS X), BEEE (5
v N SRR (U A, Ty MR SRR KB ER OGRS T
HD,

AFNT VL R=y o OB L T in vivo BEROFERITE LN TRV, In
vitro B TR RDE LN TN Z L KOHUREEEZH T 57 L K=Y r U AR
IZE ST E R D BIRFEMEEZ RIS RN D, AFAT L K=y 3Rz E -
ML R D BInmE IR S RNneE 2 bile, LeR>T, AFALTF L R=yrrD—H
BEGFRE (ADD %i%ETHZ LILAEETH H LT L7z,

BREFMEREBGE RS, AFLT L Ry o o512 L 5283, WBC O,
RZElE, MIREEORD . gD 7 ) o—~7 ElEThoT-,

FEDSAMEERBRI TR STV TUVRWS, ATF LT L R=V b BRI DI DS AE O
EHLTCOVRNWI E ROSELEE 2 H 95 7L R=Y 1 AN AN B 2 AEIL 35
LI roloZ &, Fo, B ML TEHREM E LTH0 FLL HEH S TWHHT, AF
NT L R=y o EENRK & T DGO EITHE SN TWRNZ &b, AFLT
U R=" 8 AR AN E ST RIS S v ho T,

BT USRI GAC X 2 A A TR IV T~ U R O H AL OURIRBHZGE
FER, T MOBALELE, SRR KR & OURIREIZSELE)S Wﬁ#_mﬁf Wi
MO FHEDRAENRD b, S DOFMENE SN bRV HEIL, 7Y FIckt
9% 0.1 mg/kg {KE/H OFANE G THY . ZORERTIX 0.02 mg/kg (KH/H TIX2T
RO BILIRDoTE,

AFNT v R=yu OO RN O IERWHETA LN EIL, Ty
;& V- 63 B AR I 1T D MEE E ORI Th v et s (LOAEL)
1% 0.3 mg/kg (AE/H ThH o7,

ﬁ}}f*%&: LTiE, WLOAEL Z# w5 Z &, @ADI BEDRILE L7z 63 HREHLZE

MERRER OEWMEL R U 702 & ORI BEGIZ K DB EERBR OB RN 2N 2 &g
10%Lm#6_kﬂ@ékwﬁbto

Pzt 7y MRz 63 AR ERERERO LOAEL © 0.3 mg/kg A5/

(2224555 1,000 Z 3 L. ADI % 0.0003 mg/kg 8/ H & 7% L=,



[, M RSYEAEELOBE
1. A%
AT uA RAHERA

2. AR DO—HA
4 : AFNT L R=y
54, . Methylprednisolone

3. {EF4
IUPAC
¥4 (6S,88,98,10R,118,138,14S,17R)-11,17-dihydroxy-17-(2-hydroxyacetyl)-
6,10,13-trimethyl-7,8,9,11,12,14,15,16-octahydro-6 A- cyclopenta-
[alphenanthren-3-one
CAS (No. 83-43-2)
H4 1 (60,118)-11,17,21-Trihydroxy-6-methylpregna-1,4-diene-3,20-dione

4. BFR
C22H3005

5. #F=E
374.47

6. BER

CHa (B 2)

7. FHRBMRUVERIKR

AFNT VU R=v 1%, NEHRIBEEFRLVES ThDanF Y v ERaLF >y —
NEDRWFIRIEIERZH L, —H TI R TN arTF ad SMEHAZERE S B A RER
FEFRLVELHITHY, 7L K=y B0 6o A FNVHEEETHD, (B 3~5) 1956
42 Upjohn #FZEFT L7 7 A4 P —th) ICX VB SN, ZraalTFad RZRIE

(GR) IZU T RE LTHREG L, RIERUS, %R, BETAESEICREEG-3 5 % X7 D3
BlAFHETT 2 2 LIk 0 PiRIEER. S s ER . b EA1ERSE 2R, (B 6)

WM Tl B AEIE L LT, T OMIRERRE, WIR - Aesiuie, BIgikiC
£F 5 R M OB TOTRIEA BN E L= ATF LT L =Y r o R OEA DT 2T )UERDTE



FHEINER SN D, (B4, 5, 7~9)
AARTIE, BAERL S LTS TVRY, b MRERLOROA], HifgT 2
TNARRANT BT AT VT N T AOEFAIDER SN TN S, (B 10~12)
2B, RUT 4TV A NI NICAE S RE R E 1R ESIN TV D, (B 1)

1 SRR 17 B SBAS 5 499 BT Lo TED BT~ ILE (B8 1)



I

1.

[ REMICRDIMEOHE

AFHEETIZ., EMEA #fiE (1999 4. 2001 4., 2010 4, 2012 4E KT 2015 42)
BRI, ATNT L R=y o Ol 52 mAABH L, (2 3~38)
REF 53 TSR S O E SRS R A ARG 1 ROV 2 1R LT,

BN REEAER
(1) EMERERER (Sv M)
@ iR

Z v b (Wistar 2. 10 s, Ik 3 VLR IZSH AR A TV L R=y o anyfg
T ATV F b U 7 A EREEERAR S (A FALF L =Yl LT 1 X 30 mekg
(KE) XITHEERENES. (A F L7 L F=Y b LT 30 mgkg (AH) L. {KNE)
REASRET S 47,

1 mg/kg KEDOFIRNE 512 &0 B 589 5 %IRRT 0.47 pgeq/mL £ 720
b 3 BER T3 EEE (0.1ugeg/mL) LLFCTHh o7z, Tield 264 53 TH -7, 30
mg/kg REOFARNEEGAIZ L0 | 5 5 0% OMHIREL 23.0 ugeg/mL £ 720 2D
% 3HFEI% £ TD Tipl 43.8 47 & 1 me/kg REOFRNTR G- X 0 BIE L 7=,

30 mg/kg REDOIEENEGIZ LY . 5K 15 IR EIRE 17.7 ng eq/mL (222
L. &5 3L E TD T1lE 54.6 53 ChH-o7-, (&2 13)

@ o
a. fAESM FEIRARS)

Z v b (Wistar &, 10 85, & 3 PU/EE) (Z3H BGRA T LT 'L K=y r 2 any
e 27 v U U LA ERERRNE S (AF L7 R=>r & LT 30 mgkg &
) L., MRABEHEESHE Sz, P R OSHET OA F LT L R=ym
IREORIFEb 2R 1R LT, 85 5 %I BE ~O5 g S, Mg, il
L ONERABR & TOMBTIRE X, 85 5 %Ik & 72 0 2 DO®%RIK T L=, ik,
/MG BB ORI O BURTEER B LA PR IS Ll U TR o 7o, 805 24 R
IR W TIT BN OV 2 bR < SRR BTSRRI 1 ngeq/g LARIZZ2 D | 192
2B TN, TN OHEHC DI DB O DTRD BT, (B 12, 13)

#1 v MIBIMERAF LT F=Y arang B A7)~ o LFk
W G- O MAET K OFERR T IRE  (ug eq/mL XL g) =

Ve $e 545 RFfH]
(n=3) 5457 30 7 1 W 24 ] 192 HF#f
IngE 34.7+2.32" 18.5+1.11 9.02+0.66 0.19£0.02 0.00
KA 1.37+0.04 0.93+0.08 0.660.02 0.06£0.00 0.00
NS 1.68+0.05 0.97+0.03 0.60+0.02 0.00 0.00
IERESLS 31.3*£3.35 21.2+0.74 8.60+0.67 0.00 0.00
FRARE 23.08+4.1 3.46+0.40 3.860.60 0.00 0.00
RER 5.04+0.45 4.04+0.19 2.04+0.16 0.00 0.00
HH MR 26.49+3.95 21.02+1.73 10.40+1.11 | 0.16+0.01 0.00




FRR 24.29+0.72 16.600.74 6.58+1.67 0.00 0.00
i 9.58+1.35 13.3+0.48 8.36+0.85 0.13£0.01 0.00
LR 33.77+0.57 24.87+1.19 13.01+1.88 | 0.13+0.00 0.00

Jiti 30.36+1.65 21.72+0.39 10.70+0.90 | 0.17+0.01 0.00
JFlek 196.72+11.89 | 105.89+10.95 | 73.69+£5.85 | 1.21+0.06 | 0.15+0.01
ik 98.72+6.13 63.97+3.03 38.87+294 | 1.28+0.05 | 0.24+0.03
Ik 18.93+1.40 17.40+0.91 7.20+1.56 0.21+0.02 0.00
el 33.33+£2.17 29.45+1.30 12.42+2.63 | 0.17%0.01 0.00
Bl 74.43+12.78 40.21+2.20 19.54+1.53 0.00 0.00

H 30.58+3.82 28.18+1.89 13.75+4.04 | 0.34+0.18 0.00
/N 140.51+55.09 | 59.51+14.85 | 40.74+14.01 | 0.44+0.06 0.00
Al 10.32+3.15 13.87+0.89 8.13+0.70 0.11%0.00 0.00
il=1i] 5.69+0.31 4.60+0.67 1.89+£0.19 0.00 0.00
FiB 2.99+0.34 3.43+0.29 4.35+0.55 0.10£0.00 | 0.04+0.01

a: AFNT L R=y o HEE, b: EHESE, MHIER - RGP EiH L

b. BRE~DFITHE FIRNES)

R 20 HOZ » b (Wistar &, M 3 PU/RE) IZ3SHEGRA T LT L R=Y m o an
I AT N U AEHEEERNEES (AT A7 F=Y L LT 30 mgkg
RE) L. i M OSSR P B HE DS HIE S 47,

i, IMARE R OSSR T RIS 2 3% 2 (R LTz, &5 5 0tk OlR IR,
REMW O M HIRE D) 30%., FKFEREITH 10% TH -7, Mk, 5 R OYIEH R
FETIREEM O MR & R CTh o 7o, 55 24 Rtk CIIINRICREM O i Hi
FED 6 W insA bz, (B 12, 13)

= 2 RT v MBI DESRA TN T L K=y aryant B A7/ ) oA
AR G 4, AN OSKERRP OBGHEMERE (ng eq/mL Xt g) =

Vs F A% Ve P GA% 5
(n=3) 5%y 24 Wi (n=3) 557 24 W
A1fi 17.80+2.22 0.38+0.03 R ik 73.83+2.04 1.04+0.22
1% 20.04+1.11" 0.36+0.03 IR 18.37+3.66 0.31+0.07
KA 2.18+0.39 0.19£0.01 ikl 45.79+2.88 0.41+0.09
/Mg 1.61+0.28 0.00 Il 70.09+0.82 0.00
fd PR | 28.16+1.31 0.00 H 32.23+1.07 0.26+0.15
FRARE 12.19+2.69 0.00 Wk | 222.84+35.75 2.60+0.45
AR ER 4.38+0.24 0.00 A 16.30£0.12 0.66+0.10
B TR 34.88+4.06 0.42+0.01 JIENA 5.22+0.20 0.00
FRR 23.14+1.35 0.00 JiEA 15.2620.90 0.46+0.00
i 16.09+0.78 0.42+0.03 HRE 23.44+1.88 2.28+0.52
Lk 31.36+0.28 0.42+0.12 T 15.13+1.03 0.64+0.06
Jifi 27.78£2.08 0.30+0.05 FK 1.79+£0.27 0.53£0.00
JHHH 155.55+4.61 3.32+0.84 s 6.13+0.05 0.20+0.02
a: AFILTL K=V HEE, b: FEESE, MHIER . 2RI L




c. EHA0BITHE GHRARVEEREARS)

ik 14 BEZORAF DT~ b (Wistar &, I 3 PU/EE) 12 3H B A T LT L R=
Y a s any B 27 v N U AOHBFRN LK OIERERNEES (A TFL7 e R=Y
mr & LT 30 mgkg (AE) L. ik OFIHEEHEMEDSHIIE S 77z,

AFNT LV K=V v ORI P HEHEERE 2R 3 1R Le, T HHCH
TEPEIREE 13 BG4 0.5 FREREITRICHRKICAR D | 3 WEfEIFE & CLUAIEE-CNTIR T Lz,
(&R 12, 13)

# 3 AT v MBI ERA TN T L R=yarany B A7 ) oA
FHIRPN K OEIEEP 35 G4% 0 i R OFLIT i (g eq/mL) 2

el FeGH (K7D
ninr (1'1—3) 0.5 1 3 2
N Ft 12.37+1.62» | 9.75+1.33 1.84+0.28 0.47+0.14
RHRPIELS 1A 9.45+1.25 6.44+1.05 1.28+0.28 0.13+0.04
BEEP I FtH 7.63+0.66 6.41+0.49 1.52+0.27 0.24+0.04
- 1A 8.14+1.81 5.16+1.44 1.32+0.20 0.30+0.04

a: AFINLT VL R=Vu  AHEE,. b: FH+SE

Q HH

AFNT L R=y v OfffE, a T ) A ~IanTig U UREOT R
TIVRITERREW). 4, BAOE MW THEAIECONIEAE D A F LT L R =

yu s nsg, (B4, 5)

@ Het

FpEhiERER (11 1. (D@ a] 2B\ T, JREUSEHYRIEED G S 7,

REOFETOYEMERAZF 4 (TR LT, B&REGHE L bikh% 24 BRIZIZ L A SHRES

., JRPZHERTEPICE Pt SN, (B 12, 13)

x4 Ty MIBIDERAT VTV R=yarany B 27 v) U LFR
PR OVEIEEN B G- DR T R OFE P RIER . (%)

. P - FeEA%REE (RFH)
5 (mg/kg (A ) DRILEER: 0~6 24 192
bR 12.51+1.842 18.41+0.11 19.94+0.35
1 # — 61.85+0.10 65.920.72
. it — 80.26 85.86
RHIRFY IR 11.45+0.81 | 14.34+0.73 | 15.73+0.65
30 £ — 67.23+2.19 72.84+1.69
Gl — 81.57 88.57
SR — 17.78+0.42 19.36+0.60
JEEN 30 £ — 65.28+6.09 79.04+2.82
Gl — 83.06 98.40
a: VHESE, — : fEROHEH2 L, n=3

10




JRE D =2 — L a2fEE LT-7 v b (Wistar 5&. It 3 JWEE) (IZ3SHEFRAF LT L K=
yuarang B A7 vl N U AEHRNE S (AT R=y el LT X

30 mg/kg AH) L. MEFRORIPHEIERD R Sz,
T R ORI A~DOHEERZ £ 5 IR LT, (B#13)

x5 Ty MIBIDERAT VTV R=yarany B 27 v) M U LFR
NFGE DR TP R OYR PR (%) 2

b - e 5% (R#)
(mg/kg {AH) DRI 0.5 6 24 48
1 JEY- 28.07+2.03% | 79.13+3.02 79.02+2.91 80.39+2.84
JR — 10.93+2.59 13.02+£2.37 13.08+3.47
20 JEY- 26.50+4.21 82.36+0.71 83.13£0.69 83.80+0.57
JR — 5.54+1.56 8.65+0.97 8.94+1.04

a: HHEICHTHESE, b VHESE, —  fEROFEZ L, n=3

F7-. 30 mg/kg KRE/H ZFIRNZE LT7=7 v b BELNZET 2, IBPICERE L
T, B ORISR STz,
NBH DRGN~OFFAZ L D RRHH R ORI A~OHRIEER AR 6 1R Uiz, IR H i)
DOFRINAFRD LTz, (B 13)

K6 ERAT NIV R=y mranyBErA7 ) b U AEFIRNE G Shi-
Z v~ ORGP G4 ORI R OYRHPHEIER (%) 2
- Fe bR ()
PR 05 p 18
3.15+0.69? 30.39£2.51 54.88+1.66
— 2.6210.98 11.54+1.30
a: JEEICHTHEDE, b HYESE, — SR L n=3

(2) EYBREHER (1 X)

O #OKs

MR LA X (=7 V&, M 3P [CPH EFHZATF LT L R=Y o UHfisT A7 )L

R OE (9.25 mg/lt) L. $E4y@Ehhe

AR FERE S Tz,

MRS, 5 2~4 R ICER L 720 | Tue 1359 6 B T o 72,

B4 48 R OHPEMRIL, JRIC 24.3~30.2% (7 26.8%) . FHIZ 43.5~45.0%
(FH) 44.1%) Th-Te, 5% 48 BRORF RS & 2 6 OEIEEZ R
TRO8ITR LT, RPKOERRE L LT 7THRE R ShZ, (BR11, 14)
AFRROFe G4% 48 FHEICIR T DIRPYRIEERN D AF LT L F=y n O s
IRELZ 31T DIRIERIT 26.8% & & 3 BT,

11




F T AXIBITHEHRAT VT L R=Y a VR 2T U O #5440
PR S R SRR S ) 28 (%)

PR ES
i S EE )
AFNLT L R=Vr 2.8
i A 44.8
K& B 6.3
R C 5.2
RIFERHY (3 FH) 16.6

#£ 8 AXIIBITHEHRAT NI L R=y o UFET AT VR O&54 D
H AR M O R E RIS 281 (%)

R ERE M
et S HEE (%)
AFNT L K=y T ATV 11.2
R D 11.5
i) E 9.6
RIFERHY) (4 FE) 35.2

@ BmARES

AX (BE—Z7VFE, M4 D0) (Z3HEZGRA T LTV R=Y v UFET A7 V& AN
Feh (185 mg/lt) L. #1545 B OB AR R S 7=,

HEHEME ORI AT 235 9 1R Lz, BGEOK 12% D/ /AR 03588 B v, $
H8&DH) 5% GILAPAFIC, 0.2% 03 g OFh A FFIZRED vz, (B 11, 14)

#z 9 ARXIBITDERAT VTV R=y r VFHRT AT VRN E G- 45 Hi%D
Ff M (GRS 2 EDE)

HE% HHRIZHT D EDH HHAE HHRIZHTHE0H
JHHlE 0.23 /N 0.07
g h) 0.03 BN 4.66
N 0.05 A 0.22
K 0.046 ] 0.047

(3) FEyEhResir (&)

RS2 31T 2 ) 2 EA BN RERRERAE B TG DAL TR NS, DL O DOAFREEIZ L
D, AFNTL R=Y B UFHET AT )UVIAT LT L R=y a A sihsd 2 &R
SHTW5, (BH9)

(4) EWEhRestiR (e ~)
E MIBIDATFNLT L =y varONAL AT A T8 T 1 1d, ERRBICKST
B8 80~99% T o7z, AFNT L R=y o if, BEIZ LD BHHMRITIES AL, M
EHBER A L, it b amwsivd, £ 1 mgkg REOFROEREGIZ X 2 MmE
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Trax 1% 1~2 FFfH, T2 1% 1~3 FFfHl, AT 1~1.5L/kg TH-o7-, 10~3,000 mg
O ERETIL, 527 U 7 T 2 2138 6.5 mL/4y/kg REE, A4S o R 7 fEERITH 7%
Tholz, &4, 5, 8)

OB Z AR LT D SUIARA L T RWElE (%5 644) ICATF LT L R=Y 1
VAN BT AT )VF U U LEFIRNA—7 285 (0.6 mgkg (KE/H) L. AfRHE
HOEREIH L OUIEE (=T 4 V) IZBTDATF LT L K=Y o OFEREIZ O
THRETESNZ, BOBEEERKIIL AR VA MLV T =)L R T D4 —LOAA
DHWBIT,

BREDIMBNRE T A —Z —%F 10 (TR LTZ, WREE BICAF LT L F=Y 0%
IO R Z R LTz, BROBHEERAZ IR L QWO DEECIFARA L W ZRWEEL Y H 2T
NV R=yr rOEKRITES, mWEHREZ R Lz, (B3R 15)

# 10 R R A A SU LR DO 2tz B80T %
AFNT Vv R=Y 0 OEYERE T A — 7 —

o AUC CL \Y Tie
BE R (ng * hr/mL) (L/hr) (L) (hr)
N R 2,145+ 604 17.1+5.3 53.4+11.3 2.20+0.33
FEARMEE 1,443+426 23.3+5.8 56.1+7.7 1.72+0.29
Pl <0.05 NS NS <0.05

NS : FE#7/:L. n=6

rhaf Y —L& 200 mg/t FOFET6 HEREROANCARA Lzt R UIARA LT
Rk b (BEER 64) ICATFATL F=y arang o 25 )0F k) o L ZEIRN
R—TF 2%E (20mg/t F) L, AFLT L F=yrr OB OV TRE Sz,

BREOIFWEIRE T XA —H—%F 11 \TORLTZ, 7 ha by — 1 omg&kbGix, AT
N R=vrr o AUC ZH#nsd7= (235%), 7 ka2 — o5 AT
CL ¥ OV OZITAE R & LT MRT 28N & 7=, (B 16)

# 11 7 by — v wE O SUIIESFHO BT 5
AFILT L R= 1 OIEYERE ST A —F —

b kL AUC CL Vs MRT
(ng * hr/mL) (mL/hr/kg) (L/kg) (hr)
DFFEE 1,953+944 170+69 0.85+0.27 5.27+1.23
FEOFEE 829+457 423+192 1.25+0.39 3.17+0.68
PiE 0.005 0.001 0.05 0.005

n=6

2L DaLFarTaA NiL, FIET CYP3A 71 VA L& G OtsieT %

VHE—PIC Lo T EN D, BOBHFRICEFN AT = LT A N T U4 — LKL
RINVFA BRIV EBIC 1T F = VEORBEEZET LN, =F= LT T7 v D
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CYP & ARA[WHNCHES T D7z, CYP IXMHREL Y, £7o, = F =LA [TV
F—NDxF=)LHIE, Bt ST CYP3A D~ &4 A 7EM P A2 AR 5 ]
REMER DD, TV A~ A 2 R00 b a b — )VEOEYHN CYP3A DG #MHET 5
WA IR TWD, (B15, 16) ZNHD T D, RO TR TS R
Y —VOURICEVAETTZATF AT L K=Y o OdetoEiE L, CYPSA 12X
REREIMBZ N2 & 2 bz,

(5) KBt (E b, ERIVRURES)

b b, EBREWIR OFSICBNT, AFALTL R=yruid, ClIfioe Re¥i i
T N AT L S, NEER A TF LT L K= AZRWICARE S D,

AFNT L R=V o OREHRKIL, 7L F=yr LIRERETH L0, 7Ly =
1L CeNLITKEM L S ey,

b MIBITHMBER A TF LTV = AR, RE(KOATF LT L R=Y O
10% T 5,

EREROA XDAFLT L F=y vy LA F LT L K=Y D OVR
W FaRxT e RIEEER S0, (B4, 5, 7~9)

2. KRR
(1) ZEHER (&)

BICBIT AERR A TF LT L R=Y 1 v 2 DR OFERIIE O T
vV, (B4, 5)

A (SOREARE, MERESS 2 BEFES) I AT LT L K=Y r > (400 ug/kg (KE/H) %%
I~ A XIRVONR=v Y P LT 5 HIMFRNES- L, Bkl 7, 14,
21, 30, 45 K ON60 HLOKHFEF DO AT N7 L K=y 1 URENHIE Sz,

P NIRRT OFERATR R 1, 85 7 HZICB W CERIRAME (10 ng/g) Aii~8,393
ngl/g. 14 HEICBWTERRAARM~90 ng/lg Th o172, 21 H#ELIKIIE ERAAM T
bolo, Mg, B, IR OGN DR DA F LT L K= 1 o OFRIRE
IXEERARM Ch-oT-, (B4, 5)

A (SWFEARBH, M4 BEEE) ICATFAT L R=Y 1 (400 pglkg KE/H) Z3A~A
UFR U=V Y CEOFH LT 5 BRI S L, PERS% 1 A 218 13
H L LTz,

BRGSOV O T AF LT L F=y o o OREREE L., 3.32~12.9
ng/lg Th-o7z (EERF 0.5nglg), Flib54% 11 [BIH OPEARF (ke -6 Hig) @
LIRS, EEIRFR~1.01 ng/g TH Y. 12 [BIH OEEFLEFTIE, K 1/2 O
TEERARm CH-T-, (BT, 8)
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(2) REBHER (B

B (SRR OWERIIRE, 4BE/EL) ICAF LT L R=Y o UFET 27 L% KERIEE RS
HiPNIZ 14 HE#& G (120 mg/BH/H) L, Aol h5-12, 24, 72, 120 KO 168 FF#f4IC
SR, R, B, R EPERE AR A B LT,

ETOMRICINT, TG 12 KR OREIRE K bmE <. 12 KfgRoZhEho
FREITREE IR, JHBIZ 3\ T 81.33 nglg, BB\ T 11.04 nglg, AEMIZIBWT 2.47
nglg. ‘EHEHIZIBUT 5.98 nglg Tho7o (B TOMBOEEIRENT 2.00 nglg), $5-
72 RifEtR ClE, HIRUIA OFRR OB IR I e &R AR Ch o 7=, &5 72 K%
5 168 Kiflilt £ TOMIBROEREREIL, 2~6ng/g ThoT-, (ZH9)

(3) BEBY—H—IZD2WL\T
EMA X, AFNLT LV R=ya o pnEE~——L L TEvTchsr LTV D, (&K
4. 5. 9)

3. EioEMHAER
AFINT L R=> 1D in vitro Dl BROER 2R 12 1R LT, (B0 4,
5. 17)

F 12 ATFNTVL R=Y1a D in vitro ik

FRAH H Y SIER M fiti e
1 ImZesRAs 53| Salmonella typhimurium A VIR iR n
B TA98. TA100. TA1535, TA1538 | 250~2,000 ug/plate (+S9) =
L 22K 5| CHO filfe (Hprt BIs 1AL | AVR R o
B 2,000~10,000 pg/mL (+S9) -
AEH DNA A | 7~ MR AV A TR .
. 2
ki 5~1,000 pg/ml
DNA-#l a4 | Escherichia coli + S9+ YA ot
St 2P-DNA (77U 7) * 10. 100 pwmol/L =

* . E. coli DFfEE L5 G52 32P-DNA &OHIE

AFNT L K= v AT D & V- EIRA R, CHO #ilaz AuvW-ig&x
TISRIEFERER,. T v MOMUITFRIIE A2 O - E S DNA A 6GR5R, DNA - #ifiRisss &
ARBROMERITETRRMETH o7z, PR EFEHRBROMSRIIG A TW 2RV, FtiE
EHT LTV R=y o ACGRAREFEFEETRAH STV RnZ &vs, EMEA I3,
BT R E B GEERBRIT AV S W LT, (B4, 5)

AFNT L R=Y 1D in vivo iR iE RGOV TWZRWA, In vitro iRBRODFEH.
KRS EZ AT 57V =y P ERICE > T E R 5Bt 2R S RN T
L (B 18) !mbh, ATFNT L =V U IERIC E > T L 72 Didfamit s & 7
WeEZ o,
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4. 2EFEMEHER (IORARUVIY M)
AFNT VL K=y nrOAMEEHEROM 2K 13 IR LT,
~ U AZRIT B IEENE G2 X D LDso 1 2,290 mg/kg KE, 7 v MIBIT AR

5.2 X % LDso 1% 2,000 mg/kg (RE LA E, B2 FH5-CTld 3,000 mg/kg (K& ETH -7,
(P4, 5. 19)

# 13 FEWHEICBITHAF LT L R=Y nroftHteE (mgke (AF)

EhfE PRI P R LDs (mg/kg {AH)

~ 7 A HA JEZEN 2,290 (7 AM#EER)
B o > 4,000

vk i3 x| > 2.000
HERE KT > 3,000

5. BaMHEMAR
(1) 23 BEIEaMHSEHHE (v )

7w b (Wistar &, WERES 5 DC/EE, 30 mg/kg DAMERES: 3 VT/EE) & W= AT 17
L R=vnrorom23 HERO&EE (0. 1. 3, 10 X 30 mgkg AHE/H) (2L pHiaM:
RN S ST,

ETOHEGREOMEREIZ BT, (REHMEOWRD 2 HRKFICED Sz, 30
mg/kg REE/ HEGREORBEORERINEIL, RFREECHEATH 30%, METITH 25% Th
>z,

—MIRBBIZ DWW TIL, BEFEOBD DD it (HEAR),

MIEFHIRA T, 3 mg/kg (R H UL EREGEEOHEREZ IV T, AiEkE (WBC) @
D DIFRD HAVT, WERE & & 1T FRERE OHERE D F EARAFHI 723N S58.80 Bz (H
=R,

TR CIE, MERE & S IR & OWaIlRO F BRI 72 a0 80 b vz (HERH),

JRBRFRRR IR T, RIS ORI EOR Bl S (HER) , .
g S QN D HRPERR R B B S OV DD ZAITRED B e o7z, (B 19)

BN ZEZELIMAERLEMRESIL. ARBRICBW T, £ TORSRHIAER
INEDORD D SN &b EFMERE (NOAEL) 3% E T& 1, i/ gzt & (LOAEL)
% 1 mglkg KE/B LEE LTz,

(2) 63 BEEZMHEMHAR (Sv M)
7 v b (SD &, MR 5 VL) ZHWEAF LT L K=Y oo 63 HRERR NS
(0, 0.3, 1 XL 3mgkg{AHE/H) (X 5HaMEFEMRER I I,
3 mg/kg (KH/HBEGREHZIBW T, REEINEORD (1 - 36%., W : 47%) L UOMELH
EDOWRDINTRD BT,
MRFAIRAE Tl 1 mg/kg R/ H LA EEGHEZI) T, WBC O 23580 H A7z,
HIRTIE, 1 mg/kg (K5 A HEGEEO 5 B 2 i} T 3 mg/kg (K5 A GEED 5 FIH
1HNCIRNT, 1~2 mm OREMERE GMA) P8R,
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H””EET‘ . 3 mg/kg REE/ H B GREOMERE I3V T, FafiRZEkE (1 : 39%. 1 : 65%)
R BT, & TOERGREOMEZ g £ ORI GRHBEED 27~43%) 235580 Hivlz,
(7’5% 19)
B LERESTAERLEM A, ARBRICB T, & ToORGREOMEI M
I E B OWD RO -2 L v, NOAEL Z#%E T& 4, LOAEL % 0.3 mg/kg &
H/HERE LT,

(3) 14 BAMEIHENEHER (Tv b, BETRE) <5EFEH 2>

7w b (SD %R, RN OVEECAR) W7 BR VAT LT L R=y v 0 14
W 5 (0, 0.4, 4, 40 XI¥ 400 ugkg (AE/H) 12 & 2 AR i <
iz,

40 pglkg A/ H LI EBGREORER Y 400 pglkg (AH/ HERGREOMEZ BN T, (KREH
&N OMBERE DD D388 BT,

MR R OMILIE A LIRS Tl 400 nglkg AR HE/ H & GREOMERE -3\ T, WBC
DY, 400 pglkg R/ H BZGREORER N 4 nglkg AH/ H UL ERGREOMEZ W T, B

Bl Y > NEROBDDERD BTz,

FIFCIE, 400 pg/kg R/ HEGHECIWT, Ml O %%ﬁﬁiéﬁ?%éﬂf:o

EMEA 1. f/EH&E (NOEL) % 0.4 pgkg (RHEH/H EFRELTCW5, (B4, 5)

(4) 422 BEESMHEEHER (1 X) O<SEFEH 3>
X (MR, MERES 2 DC) AW AFAS L R=Y i GEK) @ 42 BRI O
5. (2.5 T 5 mgkg (KE/H) 12X % HEAMERMERERA 6 S i,
5 mg/kg IAH/ A HFGRHCBW T, KEORD DD b,
PRI TIE, 2 TOREGRHCIBW T, RPo Na LK &8N L7z,
MIEFAIRRAE T, PHMmERER MCV) &ONHb OED RO b (HEARH),
5 mg/kg (KE/ H & LGHED 1 FICHE TH -2, (B 19)

(5) 42 BEFEAMEMEHER (1 X) Q<BEEH >
A X GRf, MR OVEECARE) 2RV AF AT L R=y ey GER) @ 42 HRERR
H#5 (0, 2.5 XL 5 mglkg RE/H) K5 BEMBRNES (1.1~1.5 mg/kg (KFE/H)
(2 &L B AR EREMRRER A S5 S 4T, R H (2 KWV 4mg/H) KM OYHAINAES- (2.5 mglkg
M@/El 1EGE) L., RIEHEREZ T D BRI T2,
FEGRETRBNT, REORD RO bz (HER),
HIR CIR B & ORIE OZHE, R PR E TR R 52 7)) a—F7 %
HOEIND A Bz (HERH),
EMEA (%, NOEL ZZETE RN L HELTW5, (B4, 5)

2 TR EGFABRTHD Z ENESEERE L,

S HEFECH Y, HWT-EWEDIA T ThD 2 Enn, EERE LT,

4 POFRERIIZEVGONTE AP ARATH Y . A8 L R TH D Z Enh, 258Gk
L7
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(6) 58 HEIHEAMHEMHER (1 X) <SEEH >
X (SRR, MRS 1 VL) ZHWEATF LT L R=Y aroh 72 AHo 58

AR O35 (1 mglkg (KE/H) 12 L 2 diaMEmsRns 5ai S vz,

1 mg/kg (RH/ H B GHECIBWNTC, REHIINEOTTHEDGRD BTz,

MR AR Tl ﬁ¢%@mﬁm&ﬁM# B LTz,

PR TIE, BEGIC L BB A LN o Tz,

HRRCIE, Hw@mﬁii@ﬁm BRI EEOK T8 5T,

JRESHR TR Tl D 7Y 22— U B UTRIE AR L OV o SRk O i
MHBIT, (B 19)

(7) 6 hAMERMSEERER (/1 X) <SEEH >

A X (B =7V, 1 O 8 mglkg (RE/ H % G-EEIHE 1 V0L OW 2 PRI TN 10 mglkg
IKE A GRETE 2 PER OME 3 J8) Z W= AF LT L K=y (W7 E'LAED) O 6
AR ORE (1, 8 33 10 mgkg (RE/H) 12X 2 M2 EdMER RN 526 S i,

3 mg/kg A/ HEHHED 1 H1 )T 10 mgkg IR/ H B SREO2HIRES- 124 HLW
BT LTz, SHUDDETIE, ATF LT L R=Y 1 A2 L A5k X 5 5 Guah 7
[ZRERT D LR ST,

3 mg/kg IRE/H DL B GRHCEBW T, (KEOIK T80 HiL, 3 mg/kg IRE/H B 57,
CRUERBAAAIRFD 18%, 10 mg/kg (AH/H & H-HET 27% DI Th o 7=, | B DZEA.
FOKEOHEN,  FH &L OMRREOHEI TR BIER Sz,

MHEFHIRAE Tix, Ht. Hb XO'RBC O 0:380 bz (HEREA),

PRAEAECIE, 8 mglkg (RH/ H LA F# G IRIEE DR F 2353880 Bl

e O —DoTh L7 a7 7 LA (BSP) #BATIL, 10 mg/kg {KH/
AEGEED 5 Bl 2 FlZ RO S PEIREOIR T8 Bz,

FRRTIE, AR, BRAORNIROBEEORD ., MREEOMMIRD b (A&
B, AHEOEEHMOFRIL, £& LTHY a—F U ERICERT S L E b,
F 7 v —E RIS ST BN O AR R OB NGRS Hivlz, My
AR A, U Vo SRIR ORI, BBEEM O T, B OV OZERE D BIZE STz
(&R,

JRERFRRE IR A ClE, BliROx 7 o —8 LR 7' ) 2 —7 USRS BER STz,
(&1 19)

6. BUFERURNAMERER
(1) 52 BREBHESEEHER (v b KTRE) <ZZ&EH >
7w b (SD R, MM OVEEAH]) 2N ATFALT L R=y a7 R fRT A

5 ARBOMBREN 1 HETHY . —HEYST- 0 OEWEIN DI L bBEERE LT,
6 HW=EWEBN R THDHZ EnD, BEEEE L,
TR TERERBRTHL 2 ENLBEGRE L,
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T D b2 [ &5 (0, 0.16, 0.8, 4, 20 X% 100 pg/kg KE/H) (2L D180
FRBR DN FEhit X A7z,

20 pg/kg AT/ H DL B GHEC I T, (REEIIE &K OBEEE ORI D580 Bz,
20 uglkg R/ H B GRAZRBW T, lfss Bk OGS (AE Ot L)
(ZHRFE DI LR LS 72, 100 pg/kg KEE/ H BEGRHZIWC, FRifiEREL, Ht VY X
B (Mg D¥E 2R 0 omed, Mg ORI OZHE 3580 Hivi,

EMEA (%, A&k NOEL % 4 ug/kg (KH/H LiXE L C\\5, (B4, 5)

(2) EMNAEIZDINT
AFNTV R=vm ORI AMRERI I T T,
EMEA (X, ATFNT L R=y v AIBEHORMN A E ORE AR L TR b
LOMEPESE /357 L K=Y v ORNAMFEBROFERNEETHL Z b, A
FNT VL K=y 1 OB AMRIRZAT O MER RV EHET LTV, (B4, 5)

AFNT U R=vr 3%, 1950 FRLBEHKMDE LT MUEHESNATETEBY, £
FEOMAICBIT DEWERIZIZ. ATFAT L R=yn 2 EENRR & 3 5 EEOREIT
WEINTWRY, &R 10) £7o, BIES O TV D EHERROERITE N AMEZ R
357 —ZIIFOINTWRY, E7o, FRROIEFEEZ AT 57 L R=Y 1 250
ANMEZ TR DRSS BV o T, (ZH18)

UEXD, AFAT L R= a0 ATHEDB AR RS DRI D e oT,

7. HEiERAFEHEER
ZAMARETE R L O A4 512 X 2 A5 B R BR O RIS B TR,

(1) &hEsHHER (Tv b, KTHRE) <5EEH 8>

Z v b CRFEA, HERER 22 IL/RE) ZHAWEAT AT L F=yr TR VBT A
FLDOE TS (0, 0.004, 0.02 X% 0.1 mg/kg (AF/H) 12 X 24BN 26 S
iz, BEG-ZRECAECAT 60 H . MECAAD 14 BRI BAHE 7 B £ TV, REWOLT:
Bz 21 HICREIEAE L, N ~DR % Et LT,

BIRREI B IRE D bR o Tz,

0.02 mg/kg A/ H LA ERGEHCRW T, RNEM) ORI L OB s I Y
(AT IR A B 7REENINNTED b,

EMEA %, b0 R%H 12 NOEL % 0.004 mgkg (AHE/H LiE LTV 5,

(&4, 5)

8 TIRERBRTHD Z &b, ZEERE L,
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(2) FAEHRMRZIARSHR (Tv b, BRTHRE) <SEEH >

Z v b (SD %, M 24 PU/EE) ICAF LT L R=y a o TRV ATV EHEAR T
&5(&00L02X@1m¢g¢$m)L\%Eﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁiméﬂ
7o BHITIHNE 17 B 60004 21 H T b,

1 mg/kg RE/ H & GRHTIW T, REM) O R ERINE DN ON VM) O R B O
DHFRD BITZ, ZDIEIDATENCRE~DOEN IR b -T2,

EMEA I%. ZHh 6D R%Z S &2 NOEL % 0.2 mgkg (AE/H EFE LTV D, (B
ff4, 5)

(3) HESHHER (v b KTEE) <SE&H 10>

7wk (SD . 2B 36~40 PU/EE) IZAF LT L R=y a7 R URT AT /L
ZHEHAETES (0, 0.1, 0.3 X' 1 mgkg (RE/H) L, FARMRBR T S 7,
BEITFIRE 7 B 17 HE Tf bz, 350 2 OREM Z1FR 21 H BICZE85EALE
L\%ﬁ_ﬁféﬂﬁ%MJL\%@@#@%%Q%Aﬁé@to

FEWTIE, semHEO 1 mgkg (KE/ H & GHIZIBW T, NEWIORERINE &K O
RO FAFED BT,

FEECIE, 0.3 mg/kg (AH/H L B ERHICBWTRIBREDOIK T23, 1 mg/kg K&/ H
FGHEATB WO TELIBED RO HT=, 1 mglkg R/ HEEGHEIRBW T, (LEPRRXE
f@%éﬁ@ﬁiﬁﬁM%éwghko

BB CIL. 1 mg/kg RE/HHERGHHIBW T, REOHRVD X ONRIGBIZLDEELE) TR
%hto

EMEA 1%, ##WoHEMICwd % NOEL % 0.3 mg/kg AE/H, FAHMEICKd 5
NOEL % 0.3 mg/kg A5/ H ., MBI EMEICRd 5 NOEL % 0.1 mg/kg {AH/H &5%E L T
W5, (4, 5)

(4) RESMHRER (YVR, FARNKRE) <sEEH 1>

e~ A GRHELOVLER) ([CAF LT L R=y mranyBe A7) hU oL
MFAFNT L R= 1 R AT L % HEE AN S (& $1C 330 mg/kg (AH) L
AR N EfE S 7z, GITAENR 10 BT ATz,

AFNT L R=yaranyfBr A7) ) v AOREGIZLY nERIIBESh
Feino T, AMMHERERANE L B L7=,

AFNT L RV b VR 2T VOBEIZ L0 | SBIROAGFEORD . IRREZD
PEIE L H SBRDFHFE SN,

INHORERNG, EMEA X, HEW L ORI OFMEIZxTd 5 NOEL 5% E TE 722
notz, (B4, 5)

O TIREHBRTHL Z b, BZEEEE L,
0 FTIRERBRTHL Z 00, BEERE LT,
1 AN GHAERTH D Z Lnb, ZEERE L,

20



(5) RESMHHER (VHX, HANKRE) <SEEH 2>

IEARIE Y 0 CREAR OVEECAE]) (AT LT L K=y a UFHRT A7 )V & i RN
5. (0, 0.004, 0.02, 0.1, 0.15 X% 0.25 mg/kg {KHE/H) L. FAmMBrnEh Sh
Too BEHIFAER T H 5 18 H E TiThil, REM)OLER 29 HIZAE I3 5 28
ER=Y

R B 2 BEOFEZRAERITSE Do Tz,

0.15 mg/kg AT/ H UL B GHECIWN T, MIIEROIENN R DR O AR O T2
HETHoT-, 0.1 mgkg (KEH/HLL EFRGEICIWNT, KEHE, PUERR R O 554
DIAEROFERIGNDFRO Hivle, (B4, 5)

(6) REEMHER (Sv FRUTVR, RTHRE) <SEEH 8>

HRZ >~ b (Holtzman 5%, 1~2 VLR ICAF LT L F=Y a4 1 H 1 [EK &
5. (0.04, 0.2, 1. 4. 6 Xi¥ 8mgkg {A&E/H) L. DEHOBAEME MRSz, &
Hi3az 12 B2 15 H £ T4, R 19 BT IITxTT 2280 it S iz,

8.0 mg/kg IRTE/ H & GREOREMIL 2 DL & H A0 18 H BIZHET L=7=8, JRIRICHT
T OB CE Do T,

6 mg/kg (RE/ A FERED 2 FITWRINIEAZED vz, 4 mgkg A/ A LL T OG-8
DOIRRIZENT, OBHOFBAITRD bived Tz, (B 19)

<~ TR (A%, 2~3 VL) ICAF LT L R=Y %1 H 1 & &5 (0.1, 05
XX 1 mglkg RE/H) L, DEFROIABEE PGS, B3R 11 25 14 H
F T T, AR 18 BITIRRITRT T D80 gt STz,

0.5 mg/kg 8/ H LI EFRGREZRBW T, DEROBENESRIGED bz, (B 19)

(7) HESHICETHHMR (EF)

T R=yrregitka 7 aaNFa s RO MIxT DMEaHIcBE LT,
K ECRBRR LM IE N TN STV D, ZHD 95, KOOI, (TURAT
% (WEURRT 4 W) GAER 12 08) OISR 1 1] R 16 £ ) ICEHKRHE (7'
F=>"1 2B L Cidsk me/kg %@%ﬁﬁ&?&ﬁééhé) DI a)Faf RE)E
NIEREBNOAFEND TOOE « OFBHOFEY AT PMENT EHT5  (EALERE L AL
BEREHCRT 2 0 - NHEA %;Fﬁf“@zr/xtt 3 1.7~6.55 TH-72) AlHEMEZ RIE L
TN (B 20~23), VA7 O ERIFMREH SN2l LO@RELH D (B 24) .
RICHEERIRHIBNL T AL TUVZRYY,

JNaaNFad NZXDAEBEHOFIETFIZONTIE, WEETERITITEH ST
WL, L2rL, GR 23~ U ADOREEMIl-C_ ERAIIZHELL TWD Z &b, b
ORI O ZHOBUE G LT D EEZEZLNTND, (B 25) F7z, ABRE
(10 9mol/L) ®Z )v=z=z)LF a4 Rix, DNASKREZIEEL, B R RO~ 20 0%

2 AP R TH S = b, BEREE LI,
8P TRGRBTHSD = Enb, BEEEE L,
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IR OKRE 2R 5, Lizi-> T, HIT, Xihor 45 L < I3HE6EA - &
OFEVERZ N L TOWTNNT, ZbaaFal RPERZROZREDH HIEFIC
B AT A Z LN TEA L AEE T AL NEETHS, (B 26)

8. TDthDEAER
(1) RIEREHHBR<SEEN 14>
E/VEw ~ (Hartley /. I VEECRBE) & AW RERAVEMRBROFE RIS, AT
NT v R=ya AR EFRAEEITRO bhvrinoTo, (B4, 5)

(2) ZEBEEMA
211t FuFk v A7 uA RiKFEREZE (HSD) 1L, IR T/ aLFaf FHE
(MR) & GR OifIcHEETHaLFV— %, MR & GRICHES LW LF
(TS S, —J7C, 1 11-HSD 13 2 O s A il U, FFiESeNE NS ok TR
SO VT B IEE DB D aNTF ) — VMBS D, a T oRT L R=Y 00
L7 117 FUEEFFOGRAT v A N, BEEMIZE TSN T, ®5T5 11p-& K
12 UFRER L Te o TEMFRNEME A BT 5, (B 6)

AFNT VU K=y u OIEBEHOFEL, 24T — L LD RV, ERHFERR
EENDBTIY ALY L VEN, AFILT L K=Y ootz aLvFy —
LNOVEFORKELY 5 FE<. L R=yrrm 1.25 (EThAHN, TXHAZ I v
DRI 1T% TH D, IRxT/NLFaf MEHIZIZEALERL TR, (B4, 5)

I NF = IV ORIBERICR T 2RFEH a LT a R T oA RO HMoOHREHEZ £
14172, (&H6, 27)

# 14 REFaNVTaxT oA RO E FEfo &

(ot PNeR AT AR e ot | N RS2 | TSR | st oo
[l > & (mg) @
a)F =) 20 1 1 S 90 7y
LF 25 0.8 0.8 S 30 %>
L R=m 5 4 0.8 I 200 47
T R=V 5 4 0.8 I 60 7>
AFNLTL R=v 1 4 5 0.5 I 180 77
TXY AL 0.75 25 0 L 200 4y
B RAE ) 0.75 25 0 L 300 7y

a:ZnazanFad FEH (Zva—2 Ik 216/, 372 0BIRD 7 U 2—7 358 & i
) OIMIIETHARNSCEIEINEE 5%IIRKE < RRD 0T, Ziu b O EFEBIME IR 0 U XERIR
BZBWTDOIELY NI,

b : S : fEHFH (8~12 B OAM=AHEEE) . 1 PR (12~36 BI04 Ed) . L: &
RERE] (86~T2 BEE DM S0 i)

U YRENWHSI A CTH L Z Enb, BEERE LT,
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(3) —HREEIEAER
ATFNT Vv R=y v OFRMEERIZ T H2EATIL. ~ 7 A2V T 10 mg/kg (&
BEEERNER G X v e — UHEIRIE OMER K OY 100 mglkg (RERZ FHREIZED
HFEBE OO N A DT Z LoD, FHO IR RINHIER 235588 H vz,

e, PEERSRICHT T D1EATIL, 7 ¥ FIZHV T 10 mg/kg KEFHIRN 512
mﬂ@@ﬁa&w@éﬂmfﬁﬁﬁﬁ%%mﬁo Fiz, D ARHOIRIZIBWCH B b%fnﬁ%l 1’E
AR, UV A BV ISR RN 2 STz,

g T 2EH TIE, USRS\ CIE SR TEER, U
FENTIBWCEIHNISHIER 2 BT,

WIMAERNZ DWW TR, 1n vitro 7Y fERIZ G L CRIA/ERH 27~ L=,

JRENZXRT LT, B N 7 %K1 10 mglkg Z 5k S5-35 2 & THEMS®7-,

PLEMNS, AFAT L R=yrm 4%, S8OFRIIHEER, Ofh, I, miklcxt74 5
TER. PIlBCEE AR SR 2/ER R OFIRIER 2 = LM E D DB 2 SR E R 2 7=
S7eholz, (B 12, 28)

(4) ZDDIFEEAER

7 v kb (CD %, MBI OVEEARH) IZAF LT L F=Yrr (1~16ugkg (K&E) %
(EYNECSSAPN &5‘ 5 R O F a7 ) v I AT =T —8 (TAT) &%
HIE LT,

B TOERGHICIBNT, IS TAT iEEICE(RITERO oo To, (B4, 5)

EMEA |3, TAT {EHERERI O - HEICB W T OIEHEZ RS o 7e 2 2,
DR 16 pg/kg (AEZ P NOEL EHELTWD, (B4, 5)

TAT X, F 0 v OBRLOBEREICES T AETHY . ZvaanFas Nk
Z DORPENIEEE Th D cAMP & & bICZ2D X X7 BB AINEE 5, 20 TAT
BRI FBUI T N aaNTF ad REGZIECNCAE U, TAT TEMEITFERHH T -
Ay b, ZvaanFas RiEREOFEL LT, TAT OFEMRIEMEH ST
W5, (B 29~33) A F LT L K=y v LREFOFGEA|THL T L K=Y 1 3,
40 pg/kg RELL EOM & THRE: 2~4 FF##& (2 TAT HM%x B W72, (B 34) £7-,
TR AL AL, 2 nglkg KEOHEDO 7 HIRAOKGIZL Y, TAT &% EH-SH
7o, (ZH 35)

9. EMIBITHHR
(1) AR FYI—IL~DEE
T R=yn T XY ALY R DIRRE, WERMEO 7 v a avFaA ROpE
AEEHIL, 3RO 2T — VREOIK T OJRK & 72 %, McWhinney & DI+
D AT =)V K RaNT Y o ORIEER L HEIC LU, Ehoavs >y —i gk
OV FY OREDOHISE (#PH) 1%, #8225 Y —/L T 233 nmol/L (#iPH : 100~
790 nmol/L) , #=/LF Y > C 54.4 nmol/L: (31.1~105.6 nmol/L)) , &= /L7 —/1
T 2.5nmol/L (1.2~7.0nmol/L) ., =/ > C 3.4nmol/LL (2.2~7.0nmol/L) T
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bholz, (B 36)

ANF Y, FEREEREANE ST, I3 —2EHROR B LRI DK
ISICB TR BEIZ R LT, 2T — LR, R FEO LT = b
AL E Y (CRH) ISRVA LT, TIN5 550 S5 BIB E B L&
(ACTH) [z k- CHgisns, —J5. miEaLF > —nit. CRH X OACTH Ol
OEEZNET S (ADT 4 — Ry 7 Hf) . ZOHCHiflis A7 232V F > —)L i
A 2 N 2R LRI L T D, CRH, ACTH MMt L — L OFH LRSI 3. /E
RIZBWCRIBREARVE V2 EDREIRDM) & R0 —DDNZIE & B8 S,
HUR T — Tk —RIRh & FHER T 5,

3% =V F Y — VBB OBREII % % 15 107 L=, 2T — L OZREIE 27.59
Tl o717, pg/dLs 735 nmol/L (2 BT & 2549 2 | I3 R A & 70 F  nmol/L 7> B pg/dL
(A B\ IR TR, (B8 3T)

# 15 IMyET /LT — LR D S BRI

P MAEPIRE (ng/dL)
i 7~28
P& 2~18
i o >18
il b <2

a : KM & ACTH Ji7T A I : ACTH 250 pg Z#lRINE G- L 7= itk DOIREE
b EHET XV A XY AT A N - TV A XV 1 mg ZRTHF% 11 RRCARA%. R 8 gD
13 IV F Y — L DR

b b (BHEEOBERRIOLME, & 64) ITATF LT L K=y arany Bz as i)
U D LEFHIRNA—F 2% 5 (0.6 mgkg (AE/H) L, AF A7 K=y rromiE
INTF DG ST, T, BN AT AT L R=Y r s A E X
. IPREHNC =R T A RED T2 DER-I STz,

B R ORI BT B 512 K 5 a VT — VA3l x4 2 SRR 8T X —
H—%FK 16 | TR LT-, Mg LT —L & 50%MHd 5 iEh A F L7 L K=Y
VIREE (ICs0) 1, BMEICHARTEMETIH 15 5L E B o7, ORI 28T, Bt
D— NI ICs0 NEMEE R LTIZ b DR TH LN, TDO—AERILIZHAETH,
ICs01% 0.98+0.45 ng/mL & 720, 2tV b 9fERkEVWEEZ o7, (B 38)

£ 16 AFLTL K= 0 s B 550 LT — LA Wk 5 SRR 5

A=K —
o FE prgis
T ATI (n=5) (n=4) p i
Rm (ng/mL/hr) 18.0+5.92 18.0£3.7 NS
Ry (ng * hr/mL) 14.8+5.9 13.3+2.6 NS
t, (24hr clock) 7.53+2.02 7.02+1.65 NS
ke (hr?) 0.294+0.078 0.276+0.045 NS
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ICs0 (ng/mL) 1.69+1.64 0.11£0.09 <0.02
ABEC (ng * hr/mL) 698+297 933+348 NS

Ticso (hr) 22.0+3.0 22.7+2.5 NS
a : P EREEZE (SD)

R : 24 BEREI O 2L F > — )L 45WE:. Ry @ 24 BEREI O 2 LT — )L 43 g DHEE,
t, o 24 FEREEMI OB EE A R L7, ke : LT — L OBEISRER.

ICso : 24 FREEEHAD v F > —L % 50% I3 A 1EH A F L7 L K= o LR,

ABEC : _—2 7 A > LB & O OIS,

Ticso : ICs0 DIREEIZIEVD T AT D ATF IV T L K=y 1 UPREE % A 5.

NS : HEZEZL

(2) BMERIZDWT

EMIBWTIE, ATFALT L R=y i, AFATL R=ya  KEOay g
FRU L, BRI NIRRT BERVEBEOT AT IUEE LTS ESND, BRA
FehET 4~96 mg/t MH. ARG UIFRNE SR 10~500 mg/t b H O
Th s,

BERIMLORIB R E AT 1A RAB/E AL [AER, BYYERR, SVERIBEIE R 2,
T HAEEES,. B2k (wasted limbs) 250D 25 1 A RV ORERETTEICE R 5,
/NECIIRERER D E Z A FTREEN S 5, (B4, 5)

AR BB A VT CAIORIER & LT, IRIE, H17 LLF—, SoRebERedif] (s
J8) . BIESCEMERER . BEIR. YHIEVERZE., HHRRE, KBRS SR VEE, A3
F—. MARAE, FEERZSHH, VR, (X0 U O AfE, M BR fEETE, NI E ]
ERHESh TS, (B 6)

AFNT LV R=yrm AINRMRIBRERVE S Th D VT Y —/ WA T, Eff
HIGHOBRWERN 2N E SN TS, SN TOLEIERIT, BUYEDOTHEE, B
BUERSRE R A, BAMRRIE, BUEEIEEE, LR M, A — MARAE, (O
%, MEETH D, S 10~12)

10. MEMFEREE
AFNT L R=Va r OAEYFHIREIZEET 2 BuE R I ST,
EMEA 1%, & OWEIZHOW T OMAEYFR eGSRV BE TRV L L=, (B 4,
5)

25



1. EREREF DT

1.

EMEA D&¥h
EMEA (%, AT N7V K=y rrOmtiRiER cAbnpThid, 2L LTEDHK
FERHOIEEAR LIZH D=6, HEVER O NOEL (285 % ADI 2% &9 5 Z & osuEt)
ThoEHW LT, FFESGEAITHL L R=y ar ROT X5 A X o O3RN
& LC TAT {&: EFERNGED S, £ NOEL %Al ADI f @RIl E LCTHW
THEY, ATFALT L =y B AZOWTHRBBROMSRLZEH L, ADI Z53E L T\ 5,
AFNT L R=va OFEERERD TAT IEMEICHT21ERICR VT, BBRICH W=
B R 16 pglkg IR/ HIZB W TERDNERD b Ze - 722 £ 925 NOEL % 16 pglkg
{REE/H LRRE L, ADI R ERIL V=, EMEA (X, 2@ NOEL 16 pg/kg A5/ HIZ,
2585100 & L, ADI % 0.16 ug/kg (AHE/H LiRE LT, (B 4, 5)
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IV. Bm@E g

A X% W ARG X 2 Y ERERBR ORE R O, RRAKGREDO A F LT L F=
Y a L OWIEHEIL 26.8% Th D EEZ Lz, £72, B MIBUIZATF LT L R=Y1
YDA FTT AT YT 4 IR GEREIKFET 503, 80~99% Th o7z, A F/NLTL
R=ya OFfE, a Ik, ~IanyiEpel) VEBEOT AT VRIT, FERE, K
B M E MZBWTATFAT L R=y a A shd, AFL7 L R=ryr i3 Cll
LD Ra xRN T AT b Siv, NEED ATV T L K= AR RN S
o,

FERNEAFAT L R=y 05 AMBHRANER G X DRERBROB RN L, &
BN DOATF N7 L R=y a R, Bfd® G 21 BEICE BRRAMIAM & 72
STz, Bkt 6 AR T DR 5% 11 B BICHERL SV o D I e &R
Hiii~1.01 ngl/g RSNz, BEHWZAT LT L R=Yr 0 14 ARBENES-
TIE, &5 72~168 % OFg) 5 2~6 nglg M ST,

AFNT VL R=yr OB aeEEZBE LT in vivo BBROFEFITAE HIL TR,
in vitro R CIIEMOFREENME LN TS Z & N EZ AT 7L =Y
DAERIZE > CRIBE L R D BRI R RSN 2D, AF LT L F=Y o 34l
2> TR E R D BIEEEII RIS N B2 DN, LIER->T, ATFALT L K=Y
a2 ® ADI ZF%ET D Z LITAMRETH D LMW ST,

KRR RN D, ATFLT L F=y a 052 X 5783, WBC D,
fafRZEtE, MIREEORD . HigkO 7V a—7 U ERETHY, WIRb AT AT LR
=vrrornaanFas MERIZESS DO Th -T2,

RN AMFRBRI TN S TORWS, AF LT L K=y 1 TR DI A O
WA L TCWRNT & ROSELEE A B9 57 L K= 1 UATRB A E 7RE T 5 R
TSN T=Z b, F2, B ML TESREMNE LT 50 FELL EFEHA S TWbHH
T AFNT L R=y a2 EHENRKE & T D IEEORAITRE SILTHRNT &b,
AFNT L K= 0 AN AN Z 7 NET DRI SR o7z,

B F XA NEE G X DA A mMERBRICB O T, <~ 7 A 022K OURIRBAZL
PEIEDS, T > MTBALIERAE, OEHRRKE & OIRISBIZEEAES, & VI KERE, DUk
KPR OTHHEREORAEDNGED STz, NHOFMERALNIZR BN HEIL, v
FIZxF9 % 0.1 mglkg (RH/HOFHRANEG TH Y . ZORERTIX 0.02 mg/kg {KHE/H T
IR bR o T,

EMEA (%, A F/VT L K= a AN [FFEEEAIO 7 L R=y'a VLT F4 2
KD ADI W LS HEER & U C OB TAT iEM 2 FIZ5RE L Tvd, LvL,
TAT {EHEZ A F AT L Ry a B s aandas RIS LT EST 28—
72 b DO TH Y, TR E OBRLEMENSIME T, TAT &M D ADI 2Rk 5
Z LITEE Tl e & B e BB EIE S RS T LT,

AFNT L K=y OO RN O BIROHETALN L, 7
v bERWE 63 HMHEAMERMRBRICR T 2 MigEEORD TH Y . LOAEL 1% 0.3
mg/kg KE/H CThH -7z,

R eRENBYAERLEMFESIL, OLOAEL VW5 Z &, @ADIHED
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mmkbt63Hﬁﬁ%ﬁﬂrﬁ%®%%ﬁmﬁbﬁw & OO GIZ X DB
MERBROFE RN LD, Leffsk e LT 10 218095 Z & H%iy &l L=,
INBEDZ ENS, AFLTL R=V e O ADI OFEIY T > Tk, 2 LOAEL
(22224545 1,000 Zi#H L, 0.0003 mg/kg (KH/H (0.3 pg/kg (AH/H) ER8ETHZ &
MY CTH D &I LT,

PLEXD, AFATL R=y O MMERZETHIIZ OV TiE, ADI & L TRO(E
PEATHZENmEUTHDH ELEEZBND,

AFNLT L R=Yrr  0.0003 mgkg A H

BRI OWTIL, Urka MR R 2 B £ A E S ED I L 217 9 BRI 32 2
EET 5,
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# 17 EMEA [ZBIT 5B EHBROBEZESFOLR
Gl R b (mg/kg AHE/H) R (mg/kg (AH/H)
~ A B YA ks i 330 RETET
(HRIFHANES) ALF IR IRIBBAZEN OO 2D
HAN
7wk — R 0.001~0.016 0.016
(RO ) TAT &M
14 FRMAM [0, 0.0004, 0.004, 0.04. [0.0004
Mk 0.4 : TERUBTZ ATV |METEREY Bk
(2 F#5)
52 JAREE M| 0.0.00016.0.0008.0.004, | 0.004
M 0.02, 0.1: 7R T A | RERINE LK OWBEEEDOIK T
T (BT ES)
G 0. 0.004, 0.02, 0.1: 7{0.004
(AT 14 B | AR A7 v (BT BB O R ERINE &K OB O
~HET H) |5 T, FECHRE O
AEBH R 0. 0.04, 0.2, 1: 7&&R>(0.2
(R EMAZIL | AT v (TS | HEmOEREEINEDK T, WED
1) BT
AT 0. 0.1, 0.3, 1: 7ERA\IBE 0.1
EEA) (BT v (RTES) | BRI O 0.3
BREhY) O IR BN E K& OERT B O K
T RIS LE TR R ORI DR
IBBAZLORAE, JRIREEDOIK T
AV AR 0. 0.004, 0.02. 0.1, 0.15, |FFE T
@FFETERY) 0.25 : BT 25 /L NEWIC 1T 5258, w7 (OKEA
(AN S JE, DU AR O FF#FHE) oo
A X [t oo 42 B O&S-: 0, 2.5, |fRETET
5 R T, BHEAL OZEAE, g 7V =
35 HREIINRS- « 1.1~ | —7 U ZREO8N, R0z
1.5
ADI 32 ERIVE R P (F > NI TAT 764
NOEL: 0.016
SF: 100
ADI 0.00016 mg/kg 1A/ H
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<HIAE 1 - KHY SRR >

WP AR
AFNT L R= | 6a-methyl-17,21-dihydroxy-pregna-1,4-diene-3,11,20-trione
AV
A 6a-methyl-118,170,20B,21-tetrahydroxypregna-1,4-diene-3-one
B 6a-methyl-170,208,21-trihydroxypregna-1,4-diene-3,11-dione
C 6a-methyl-170,208,20a,21-tetrahydroxypregna-1,4-diene-3-one
D 6a-methyl-11B-hydroxyandrost-4-ene-3,17-dione
E o-methyl-17B-hydroxyandrosta-1,4-diene-3,11-dione

<HIHR 2 : REBFIEIF>

PR s
ADI —HEIGETA &
AUC SR P AR T R
CHO F ¥ A =— AN A X —PPEH SIEHIE
CL 7 VT T AME
CYP F 7 m— 2 P450
EMA (EMEA) | PRINESEST  (BRINEESE S T)
GR T3 a)Fad REIR
HPLC FRER 7 a~ N7 T T 4 —
Hb ~EZubey () &
Ht ~~ 7 Uy ME
IARC [EIBR S AAIFFERE RS
LDso PR
MRT AR IR ]
NOAEL pilize2 ey
NOEL AR ER &
RBC PRIMEREL
T TH IR0
TAT Fua T NI AT T—E
Tinax e e R
Vv SARITEY
Vs TEHFIRBEIZ 31T 2 /AT FE
WBC H IMmERE
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<ZHE>

1.

10.

11.

12.

13.

14.

15.

16.

17.

b, WIEORREYE (MEF 34 FEAEERE 370 %) O—EA2UOET 51
(PR 17 4F 11 H 29 B, EATEE 575 499 7).

The Merck Index, 15th Ed. 2013.

FFSUOE A AR i, AR g EmeE L B mm. B)1ESE, 2011,
EMEA: METHYLPREDNISOLONE, Committee for Veterinary Medicinal
Products, Summary Report (1), 1999.

EMEA: METHYLPREDNISOLONE, Committee for Veterinary Medicinal
Products, Summary Report (2), 2001.

Schimmer BP and Funder JW : % 42 & R ERIEFALVE S ; BISKREAT 1
A MEB X ORIBREOIEY:, 7y Rvy « F)bv UIEEE - 5 12 fR— 3 DlR
EOHMEL FRIR—, &, SPrE, BASCKES, JRMIEA, AHFEREER, BE)IIESS,
2003 4.

EMA: European public MRL assessment report (EPMAR), Methylprednisolone
(bovine milk); EMA/CVMP/339442/2009, 2010.

EMA: European public MRL assessment report (EPMAR), Methylprednisolone
(bovine milk after provisional MRLs); EMA/CVMP/664126/2010, 2012.

EMA: European public MRL assessment report (EPMAR), Methylprednisolone
(Equidae); EMA/CVMP/339062/2014, 2015.

7 7 A PR EIEGIRASGE A Fr—/L®FE 2mg, A Fu—/L®§E
4mg” , 201545 AdGT (5 6 i)

7 7 A PRt LA SCE TR - A R —/L@/KEE 20mg, TR - A
R —/L®/KME 40mg” |, 201545 AkiT (55 6 hiv).

7 7 A PSR EIRRGRASCE VL - A R —L®FHEH 40mg, VL - A
Fe—A®FEM 126mg, VL« A R —A®FEH 500mg, YL+ A R —/Ll®
R 1000mg” |, 2013 4E 3 AckET (6 hR).

AEIERE, TTATER, KRG, WIlGE], Z0Em%, EHERDS @ 6a

Methylprednisolone sodium succinate D/ERNEIE (55 1) 7~ MIBIT LK
WX, Z3Aids JOWEME. IEHIZERE, 1977; 13(2): 235~246.

Buler DR, Thomas RC Jr, Schlagel CA: Absorption, Metabolism and excretion of
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administrations in the dog. Endocrinology, 1965; 76: 852~864.

Slayter KL, Ludwig EA, Lew KH, Middleton E Jr, Ferry JdJ, Jusko Wd: Oral

contraceptive effects on methylprednisolone pharmacokinetics and

pharmacodynamics. Clinical pharmacology and therapeutics, 1996 Mar; 59(3):
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Glynn AM, Slaughter RL, Brass C, D'Ambrosio R, Jusko WJ: Effects of

ketoconazole on methylprednisolone pharmacokinetics and cortisol secretion.
Clinical pharmacology and therapeutics, 1986 Jun; 39(6): 654-659.

Kubinski H, Gutzke GE, Kubinski ZO. Kubinski H, Gutzke GE, Kubinski ZO:
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19.
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22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

DNA-cell-binding (DCB) assay for suspected carcinogens and mutagens. Mutation
Resarch, 1981; 89(2): 95~136.

BineZBSEHERLFEMRES. (B BHEEFHMIE L =1
>, 201641 H

7 7 A PRS2 Fo— /LR SRR GEAR).

Rodriguez-Pinilla E, Martinez-Frias ML: Corticosteroids during pregnancy and
oral clefts: a case-control study. Teratology, 1998 Jul; 58(1): 2-5.

Park-Wyllie L, Mazzotta P, Pastuszak A, Moretti ME, Beique L, Hunnisett L, et
al: Birth defects after maternal exposure to corticosteroids: prospective cohort
study and meta-analysis of epidemiological studies. Teratology, 2000 Dec; 62(6):
385-392.

Pradat P, Robert-Gnansia E, D1 Tanna GL, Rosano A, Lisi A, Mastroiacovo P et al:
First trimester exposure to corticosteroids and oral clefts. Birth defects research.
Part A, Clinical and molecular teratology, 2003 Dec; 67(12): 968-970.

Carmichael SL, Shaw GM, Ma C, Werler MM, Rasmussen SA, Lammer EdJ:
Maternal corticosteroid use and orofacial clefts. American journal of obstetrics and
gynecology, 2007 Dec;197(6):585.e1-7.

Czeizel AE, Rockenbauer M: Population-based case-control study of teratogenic
potential of corticosteroids. Teratology, 1997 Nov; 56(5): 335-340.

Abbott BD, McNabb FM, Lau C: Glucocorticoid receptor expression during the
development of the embryonic mouse secondary palate. Journal of craniofacial
genetics and developmental biology, 1994 Apr-Jun; 14(2): 87-96.

Lunghi L, Pavan B, Biondi C, Paolillo R, Valerio A, Vesce F, et al: Use of
Glucocorticoids in Pregnancy, 2010 Nov; 16(32): 3616-3637.

Adrenal Cortical Steroids. In Drug Facts and Comparisons. 5th ed. St. Louis,
Facts and Comparisons, Inc.: 122-128, 1997.

BB, B35 : Methylprednisolone Sodium Succinate D —f%3EER/EA 2B
HHF%E, 1973; 7(8): 1105-1117.

Lin ECC, Knox WE: Adaptation of the rat liver tyrosine-o-ketoglutarate
transaminase. Biochimica et Biophysica Acta, 1957 Octo; 26(1): 85-88.

Watts LM, Manchem VP, Leedom TA, Rivard AL, McKay RA, Bao D, et al.:
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2005; 54(6): 1846-1853.
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