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C

AT A RMEFIRIESRE (NSAIDs) Tha [ h7m 7] (CAS No. 22071-15-4)

IZ2WT, BREEERERE 2 AW TR MRS AR M 2 925 L7z, 7eds. ARl JEpEhEE
(. T by AXKOH), 7 y—2RGEER (A OT v b)), 3B )., &
fragth, matEE (7 v b, VRO b)), AFERARN (T v 8 ORBREE & OVE
BRSRESEICd 1T ARl E ST 7 iR ST,

P V2R BRI L. EERE (B K. B. v U AL Ty b R A X H
V)R CRROYR) . BamtE, 2k, mammEt: (v b A X UKD ),
PBMERMER ORI (D ARDNT v N, AJERAEENE (VA 7y b, UHFEDY
A X) FEORBRGETH D,

7 RTa T = RIS LT BB RERER ORE R, O R e T = N E
Fue IRIPICEICHRIN S N2, F7o, Y (TRR) (3R & R\ =2 ToRkk T
R 2R L, WIS T O &S 10 Rtz icixe & 5 dmeE (TAR) @
1%AgG & 72 o7z,

rhTa T o RS LT ARERERBRORE R, FTRERR T Tl b 2 < A b bd
W3 ha T2 M1 ThY, FEERROKER., 7 77 = U RO ML IR
ZhR< AIREHERR T D 48 IFREIRICIZ LOQ K & 72 o 7=, £, 7 v NEROHOFI 7
oY —ALEHW7 N a7 = D in vitro lEERETREBR OSSR, 7 v b &I T
17 = AT 4 FROR TN ER SN, ZOZ b, ARETHAEEENS
L2407 N7 T = AW, SRRV Ty M e T =B RE L
TEBRICIRN CTAER SN A REW & FRECH D 2 EAVRIE ST,

BRI D, 7 M0 T = ARG LD TR E T T, BIE ORIENEZ
(LR OO D VKBS, BB NIRIFIER Ch o7z, £z, FBNAME, fEarBiE
J OVERIZ W CRTE & 72 2 BRI IGRD e d o7,

FEFIRBRIC O TE LGN IR NEERE (LOAEL) 1%, 7 v F & vz it
RESEFRRD 0.1 mg/kg (KF/H THh-o7-, NOAEL #4525 Z LN TE /RN Z &40
5. 7EkD NOAEL # 2% £V 9 5 BMD (&% H L, BMDL1 Té % 0.065
mg/kg AE/H ZHEF ADIRED POD 952 L L Lz,

FEFR— HEEEFA R (ADD) ORREICY 7> Tk, f2 10, @A 10 D245
100 ZiH L, FtE22A) ADI % 0.00065 mg/kg R/ H L 5%ET 5 Z LAY & E 2 7,

—Ji. 7 N T = OFEEREREE ) B X H Sz NOAEL 1%, 7 HIciBiT 51
IIRIERERRSEIZ 3617 5 0.1 mglkg REE & & %2 Bz, [FRIREIC 2244550 100 25 L, S
) ADI %, 0.001 mg/kg (AE/A ERRET D2 EANEY LB X T,

MR ADD (0.00065 mg/kg {RE/H) 1%, JEEESRY ADI (0.001 mg/kg fAEE/H) (I
EEABVMETH D Z &b 7 77 = 0 ADI % 0.00065 mg/kg AR/ H & 3% & Lz,



|. FHERREBYMAEERDEE
1. A%
PUANESK

2. AR O—HA
IIZ Ay Al N = B A
g4, . Ketoprofen

3. {EF4
IUPAC
2-(3-benzoylphenyl)propanoic acid

CAS (N0.22071-154)
4 :2- BV ANT==)b) Tae g
#4, : 2-(3-benzoylphenyl)-propionic acid

4. BFA
C16H1403
5. #F=E
254.28
6. #@Ed
0 CHj
T T COH
/ /

7. FHREBMRMMERKRSE

Fh7a Tz, TV AT e A VEEROIEAT A REFIRIESRE (NSAID) T
bbb, TEIREWTHDHN., SHEDITN R KLV KB IEEE2 G55,

HARTIX, 7 b7 a7 20200 & 2B ESRNE, BROMEERZICB T
LA IREh I L LT REIOM, A X KO 2 HOMERBID AR SN TN D,

WO CIE, 4 By R A XEOR BT 58, B R OB OSRA], s
FI R OPRIEA & L TREA STV A,

EWA T, AAESRGE LTHRAWSI, BERE, EEREREES O8E - THRIHR
(2 B AR OBHIE LTSN TWD, (B 1~4)

HARUGETICE LT, Yo 4 R« Dy 2 SU A D EBMOKFES ~. VT A0~
ARV N T = o ERRRRGY & T HEOENA] (K772 KP) (22Tl



TEARFEAGRHIGEN 72 ST 2 SRRV, [ D> HARRIA| DGR AR 5 B i a2 A
NEEE ST,



II. REEIZHRIMEDOHE
AFHIE L, INEEST (EMA) #HlE L SNBUFHRHERN RER M ER T
(FDA) i, S =3 ELE e RS EOMMIE RS 23T, BT T
DERRARZRE LT,
R 5313 OWERR S OHEEREE A B 112, RAMEEMEFR A B 2 (OR LTz,
HydhheakEr (11 1. (3) ~ (6), (26)] 1T, ¥ FFa T =D AF LA 14C
THEEE L7=b (ULF, [UCl-7 h7a 7z L), EERrEIIK 1 22 ,) &
VTSR S A7z,

1 [MCl-&7 b T a7 OFEGE
O -
OH
X
G ©

*  FERRHBAL

1. EWEREEER (IR, 27, K3, HEit)

(1) EyEResEir &

OR; Ciki ol wh= vk Y

a. WBEHWZ UC 3 N7 a7 = OEEIRFANE S (3 mgkg R RBRAEhE
ENTz, M Comax 13FRE- 30 70F412, 12.74F2.50 pg eq/mL BB X 7-, 24 B
#%IZiZ, 0.07%£0.01 pg eq/mL (ZIK F L7z, ZO®BITEHE LB S ghoT,
MIEBEHEEOK) 84%137 h 7’0 7 =T, 7% M1 ThHoTz, 755 HEHEIEIL,
HEHEMED 8%IZFH Y4 T B [RE CTE WML EMIC LD b D Th o7, (BIR3)

b. K& AW UC Ry 7' 7 = o OHEIFHRINE S (3 mg/kg (KHE) (ZXkbH~ A
INT L AGRERDN TR ST, PG ST EEHEED 72%(13% 96 R LAPNIZ IR 2 BE
i Sdu, EOKREE 24 R LINICHRIE S 7z, 322X 20% CTh o7, IR T,
TBERHEMEDR) 30%25 M1, #J 12%237 h 70 7 = 9 45% DM baTdh - 7=,

(ZHR 3)

c. BKEMWE UC GRS N7 a7 = v ORANES (3 mgkg (RE) 12K H1HKEHER
ERL ST, B85 3 R OGHEMIREIX, Bl (11.63 ngeq/g) . fTiE (3.02 ug
eq/g) . BEHIRAL (12.40 pgeqlg) . FE+HERG (R 1 ugeqlg) S OMHIAl (9 0.5 pg eq/g)
Thoilz, $e5 24 BERITIE. BT 2.07 ngeg/g. AT 0.24 ngeg/g IZIKTF LT
W, MMOFEFRRE T, EERY LOQ) I[TIEWRETH Y . FHAKORRE + 151

1 EMEA #fisE (1995 4% 101996 ) TN EMA FEfE (2020 4F)

10



T, AR, 0.03 BU0.09 ug eqlg Thh-o7-, 2k 96 BE% T, 14C fEiks F
17« 3 (0.82 ugeq/g) MOVTE (0.07 ugeqlg) TOARHI STz, (ZH 3)

d. “CiF&s M7 v 7 = OREIFHHNES (3 mgkg (KE)

3)

@ FEWEHES TR TY
a. BEHW=Z7 a7 = o OHEEFRNES- (3 mglkg (KE)

Fav b SRS YAl Nl =
= R ONM1 ORFERI T DL, 85 8 i Okt CoAFHICE 7, &
N 7e 7 = TR RIE, B 81.5%. Tl 0.8%. KBRS 72%. B&5507 94% T,
M1ARFRE Y EERIT, B 29%. [T 78%. MBI 10%., &G 3% CTh -7, (B

ARBR S FERE S Tz,

FhTa T = OIS . EEIRRBIZRT D 0% (Vdss) 13E2 72 (0.17
+0.02 L/kg), “FHiEREHE (MRT) (%, 2.3220.41 K] Ch o7, (BIR3)

b. K (7> RL—2HE, MR 350 MW7 b7 a7 = CRFIOHEBEREO, fHA
NXUTFIRNIR S (7 P77 2L LT 3mgkg (KE) 12X 28pEieRER (7 o
A G N—RER) INEME ST, R IMAE TR R A E A u~ NS5 T —
(HPLC) (LOQ : 0.025 pg/mL)) (2L 9 HIE Lz,
KGR CIUT DI ENRE R T A — X 23K 1R Uiz, O RO G

T N Ta T2 DA FT AT VT 1 idmroTe, (BHR6)

F 1 KRBT D7 a7 = VBRI OIRYENEE T A —X

NAFT
gy | T Comex Tie AUCO;‘” MRT vd CL |~(7FE
B | gD | Qﬁ» h | ke | Ukgh | V7o
(%)
O i) 1.00 10.57 2.98 40.66 5.63 0.28 0.064 83.64
S Gre:l) 1.72 5.36 2.99 36.06 5.41 0.27 0.064 75.61
AN 0.75 12.93 1.93 46.21 3.14 0.17 0.064 95.92

HHIRAY 1.98 47.84 2.36 0.18 0.064

(2) EMEREAER (F)

D WmEESr 707y

a. TIE. HANERG%, HONIRINEILD (T ka=0.15~0.25 FFfl) . /A 47

A TEUT 1%, 85~100%DFiH Th o7, (S 2, 4)

b. 4EHNT UC R a7 = L OHEFRNES: (3 mgkg ARHE)
STz, REk

c. FERAWTUCHERRY N7 a7 2 ORRBIFANES (3 mgkg RE)

=R
i

AR FE Nt

kT A a7 = o OEIEIE. A 56%. AN 35%. ATE 2%
KOV ig 56% T -T2, BWHEMLIIL 85%rn»7-, (B2, 4)

11

BRI S H




NIz, 96 B DB GIENLIITERE Lo &g -7z, 3 B oERiHE S (3
mg/kg RE/H) TiX, e 24 KERIC N7 a7 = V0 O ML IEBIRO A0 6
&z (Kb 7722 1T0.19%+0.14 pg/lg. M1 & LT 0.24+0.17 uglg) .
R TIE, BHIER LOD) (& F7Fmr 7= :0.025uglg. M1 : 0.05 uglg) K
Wi, XIXLOQ (& F7m 7 x> :0.05ug/g, M1:0.1puglg) KiiiCTh-o7z, 3EIED
BHENETIE, 7 e T 2 OB S, SEERET 1.51£1.68 pglg Tho
7=, (&2, 4)

d. 4 (ME3HH, 46~52kg) ZHWT HUCHERT 7' m 7 = > OHEBIFHANEKS (3
mg/kg R, AR BN S8 S iz, MR EGRENEIT, #5580 1 R ICRK
L7 TOREEIILT L 55 REIRICITER LSS 1812/ oT, 7 e 7=
> DMSE Cmax 1F 8.79+1.42 pg eq/mL., Tax (T4% 557 45 53t4. M1 OIMHE Coax 1
3.87%0.71 pgeq/mL, Tmax [TFHE- 3 FHiZ Th o7z, Fh- 28 FffEiZIZIE, M4ET &
a7 2 ROMLEEIZLOQ (0.05ugeq/ml) K CTho7z, ¥ h7rumr7=K
M1 D Tipld, ZNFNEE- 1.8 L2 Ktk ThH -7,

KEEDITE A LT, #5596 FFE% £ Clodit &7z (RF 90%. #H 10%), SR
ARSI M1 23 90~93% C. 7 h 71 7 = U 3HED 1% Th - 7=, L 5413,
rRTa T 2OV a B ERT ATV (2~4%) T T 2D 3N
4 NEDKFERHFHEIR (0.5~2.7%) Th o7z, ML OGFEECiX, Xtk (LOD
0.05 pg eq/mL) % _E[A] 2 HEHEMEIX R 0o 7o, BGEALORA TI3D RO EHEMED
mtiEniz (1.056~12.3 pgegml), (B2, 4)

e. UC R N7 a7 2 OFIMIER R EA~OREE DTSN, ¥ e T o
> R ONMIAE & o X O TR TR 40 45 TiE LT, #EAIE 0.1~10 mg/mL &
TEEEEH CHAT A I = AL L0 IfiEH R BT S (97%) L=, (B2,
4)

@ FEmgtEr FTnozy
a. 1 (EG6FA, 4 i, 50~63kg) ZHAWTr M7 a7 0y a A4 —"—§h
[WIENTFIRNEE S (8 me/kg RE, ZEIR) . 2 FIHIX 1 BEMZICHRANES (3
mg/kg RE, ) ] BRI S, BRI G Tl dLUlIZIER L, THK TP
1L 272042 B CH o7, @FH 7 VT 7% (CLB) 1% 0.059+0.006 Likg/HE#C
HoTo, THANEES TIE, Tmax X 0.6520.14 FFE%, Cmax( 11.10+=1.12 ug/mL T
o1, Tigld 2.710.19 K] T, 0TI S e, XA AT A T8 T 4
1£102.77.6% ThHh-o7-, (B 4)

b. 4 (ME198, 2 MG, 44.5 kg) W b7 a7 = OFANES (3 mgkg
REE) REBREM SN, E7 F 727 = 0D Cnax KON Tax 12, FALEIL, 10.15
ug/mL K OB - 0.63 IKiflit% T o7z, Tuzld 2.77 KffEI T, M1 D Tye i 3.94 T
bolz, 24 WL, B8O 83.4% 1 RHICHEI S iz, IRFP OO 5 H M1 1%
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94.3% T h 70 7 = X 5. 7% ThoT-, (B 4)

c. 14 (MEe6EH, 7, 67~8Tkg) ZHAWTr N7 a 7o 3 HEHANEE (3
mg/kg (AH/H) SERDFEMI NI, M h7m 7 2 L LB RO DT 1 2R
— N AV NETMZEES L ZoDfFEEN LR 5 E FAWTHT Lz, 8 HED k
707 2 Toax 13851, 0.5 KON 1 K Th o7, IO Trax (3. 3 [BIOF -
TNEN 4, 2 KN4 R CTh o7, &5 24 FERIZBIT A0 N 7'a 7 = v ot
HREE 1, A% 510> & LOD K Tdh - 7278, Fai i, #lEH% 513 0.15 ug/mL.,
2 [\H KON S [EH I 0.1 pg/mL K5 ThH o7z, 7 b7 17 =D Ty ld 2.79+0.33
M. Mo, TT A TV T (1% 90+4% Th -7, YT AUC EHEE
T5EMU7 b7 72030432011 THoT-, (B 4)

d. 74 (1088, & 3#hn, 37~50kg) Z#H\THr v a7 =0 3 HEHANES:
(Bmg/kg KHE/H) HBNEmRI NI, M7 b 707 = Tha 1355 G- 0.5~1 I
W%, I 4 B CTh o 72, 5 7 BRI LTI, g M1 #2137 7 o
T x>k bEoTz, #5 4 KOV10 B OMER - SE OSRE TR, T = R
FE K OIS 13 LOD  (0.025 11 0.05 nglg) Kl Ch -7, (B 4)

e. A4 8HH) MW= a7 =03 HEGRNES (3 mgke (KF/H) R
IRE STz, M 7' 7 = Tyld, 3 FIOHEGIZIWT 2.5510.69 K] TH
o7, VIR LG OEREX, BHERGNLTRIND O TH 72, M1 KOV
707 = OIMEFEE O AUC EOENS . Wi#OIE 0.38£0.04 ThoTo, 7
N 7a 7 = R ON M1 ORI PR, 2 TOREEFTLOD (0.025 ug/mL) AT
bolz, (ZH4)

(3) EMBREAR (4. KTHE)

o (AR HE =N, TRT 4 T AR, VU AU, vy e LRI
AT, T~16 /A, FGHEHAE  250~400kg, MikE, 3 FEEE) (2, [4Cl-7 7
v 7= (7.837 uCi/mg, FE : 99.3%) %R FIC 3 HMXERS (3 mgkg AR/
H) L7z, #EEEND 24 FERIRINE CHS- 9 H% £ CORKOEES 3 EEMDERI 2L,
BB B/ TR, AR (R 510, 24, 48, 723, 96, 168, 240, 336 K1) 432 IKf
fMf%) C3BHA L& LT, IFlE. &, (Ol M. 183, Ahpa (IR . & EPENERG.
15, TS ONESRA A 28 U, SFR DR aE L Ol o7 -~ 7'm 7
= UK OM1 OEE AR v F L—ra v — (LSC) RONEIRZ u~ K75
74— Z T LEESHT (LCMS/MS) THIE LOQ : 10 wkg) L7,

2 MEHE-2 6 9 BRI OWTIIIRAEDA, 7 — /KGR 7 —/b L7 P b HERER & LT,
3 B G- T2 R ER OPREGREH IR 18 RFRIE SN - D LR F STz,
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O SHERUHE

FI~EBITRLT,

BRI DR FP%TAR 13— HH72 0K 30% %7~ L, DAREIE 1%AT I Li=os,
Va9 A% % TO%TAR (£ 92.7% T o 7=, FITR &k L TR EA R L., #5484
MHE 2~3%., FllEE 9 H% £ TO%TAR 1% 10.1% ThH -7, 7 h 77 = 13
BRI RPICHRi S s 2 & n, FEHYRIERE TH 5 Z VRSN,

TRR I B2 BR < & T OB TR G5 432 Rt £ TR 27K LTz,
GTRBIE, 5 10 REEITZIZIWV T, R 2 RO TR Tl b m < IRV TR T, T
g, /& OWHONEIZ 5 < R S 41, FHRIFEERFRIZB W TR BIRETH » 72,

r N7 a T 2 T, iR S 10 B CIRAER RO W T LOQ A D
PN O, FHs L O (ESR) Ci 24 BEiE#L, BEBHIRIG CIT 48 Keft4,
R i S ONFIRAAL Tl 168 FFEfZIC 2 TORERED LOQ K & 72 -o7-, M1 %, #ix
Hafe B 10 B CITESERERR OV TH LOQ ZH8 X DI N A DAVIZD, A

(IEES) Cid 24 BEfiT%, BEBHIRNA MR O ClT 48 BEREIEL, AR CIE 72 BEREITL, 5
LTI 96 IReffE . BTl 168 FREfEI#A I A T OMERENT LOQ A & 72 o7,

AN D% TAR 1T . Wt b kG- 10 RRfE]# Tld 1%A0, 48 IRFfH
#%CIE 0.01%A & 72~ 7=,

#£2 FEHNIUC-» e T o 3 HRXKER THREIZBIT5

e h O filH e
PG R | OEERE (ug-eq/kg) %TAR
R 3 U £ VTR | AR

1 208326 7905 29.143 3.069 - 32.212
2 177249 6452 30.377 2.463 - 32.840
3 133548 6148 32.067 2.332 - 34.399
4 3198 1039 0.765 0.368 - 1.133
5 561 410 0.120 0.138 - 0.258
6 331 220 0.066 0.097 - 0.163
7 284 213 0.060 0.094 - 0.154
8 293 163 0.055 0.069 - 0.124
9 253 2268 0.047 1.514 0.331 1.898
T 92.700 10.144 0.331 | 103.175

a: 380 (HEME : 1/250) OVHfHE

#£3 FrHWEMClI-7 a7 2o 3 AMMER Fi&5128T 5
#f%k+ TRR (ug -eq/kg) 2

FGART | B | R | AP | R | D | AR | B | MEFE | TEESES | TESHERAL
TR DA (A ()
i
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10 762 | 3323 67 270 | 208 | 379 | 357 | 6078 | 47658 10412
24 159 | 767 10 49 33| 104 62 726 2226 339
48 71 132 3 54 10 53 22 67 177 25
72 62 91 3 16 7 34 15 49 238 15
96 64 75 2 17 9 22 10 17 177 14
168 44 56 2 25 5 12 6 7 168 6
240 26 31 2 56 4 13 6 7 70 22
336 25 35 1 18 5 10 5 3 66 3
432 17 20 2 10 3 6 3 3 56 13
a: 3L (HEME : 2/1 B3 1/2 87) O FIME
#F4 FEHWEDCH- 7 e T =0 3 BRIER TGRS
v a7 2 KONM1 ORI a
SIGAHAE | G TR TRR AN =0 = M1
(ng -eq/kg) (ng/kg) (ng/kg)

Jlek 10 762 38.4 274
24 159 <L.0Q 37.8
48 70.5 <LOQ 10.9
72¢ 62.1 <LOQ <LOQ
R ek 10 3323 2087 1230
24 767 215 671
48 132 31.4 22.5
T2¢ 914 10.8? 12.7b
96 74.5 11.2b 10.0°
168 56.4 <LOQ <LOQ
i) 10 66.9 34.7 17.0
24 10.0 <1.0Q <L0Q
RERH 10 270 144 60.5
24 49.3 11.5% 12.1b
48 53.6 <LOQ <LOQ
TESHERAL 10 47658 46500 73.6
24 2226 1520 27.3
48 177 28.9 17.0b
T2¢ 238 16.4b 10.3P
96 177 10.6® <L.0Q
168 168 <1.0Q <1.0Q
il 10 379 224 95.3
24 104 69.3 18.8
48 52.5 40.9 <LOQ
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a: 3UA (WEME . 271 BT 1/2 80) OHHE (B LG 72 REEE O ORI O 25 1E)
b : <LOQ DOEMAAEIE 10 pg/kg & L THAE AR
C : RS 72 W% OBRBEUEHISRIRICHK 18 HE SN - O b S TE Y . RO
BN TEME SN RREEER TN O D7 b7 7 = ATER TRELE TH H 2 L DR
ENTWVWDHDBEEE L,

#5 FEMHWZ[UCl-7 e T x>0 3 HERIEKR TREIZHIT 5
JREEIR (%TAR) 2

FGRT gy s Bk ol i NG| TESERRL | TESTERAL
TIH] ()
10 0.101 0.075 0.011 0.027 0.057 0.945 0.113
24 0.019 0.017 0.002 0.007 0.011 00.43 0.004
48 0.009 0.003 0.000 0.003 0.004 0.004 0.000
72 0.008 0.002 0.000 0.002 0.002 0.005 0.000
96 0.009 0.002 0.000 0.002 0.002 0.003 0.000
168 0.006 0.001 0.000 0.001 0.001 0.003 0.000
240 0.003 0.001 0.000 0.001 0.001 0.001 0.000
336 0.003 0.001 0.000 0.001 0.001 0.001 0.000
432 0.003 0.000 0.000 0.000 0.001 0.001 0.000

a: 3UA (MM - 2/1 BE T 1/2 58) OHE

@ HH
PRI L 7 A5 2 VN T @7 0 7 7 A U o 7 2 93 LT, FRRE I REAMK

TLTCW=7=8®, 500 dpm/g #H 25

FEHZ DWW T 21T o 7o, BRI Chllli .

S bIZEERE L O U — o7 Bz TV, HPLC IZ K 0047 7 7 2 a
DO HtHE% TopCountt TR L7, F7-. s, B OV IZ DU TR
% oOEEY (PES) Z/KEE{(kF RV w7 A TR U7-30B (BLT ThEtE
EVVD L) IZOWTHRRRIZOT 21T 72,
AIAEET 512 10%TRR ## 2 CTARRASRD b=y b 7B 7 = RO
DONT, FERERGITR LT,

#6 FaMVWe[uCl-7r Fr 7 =m0 3 AMBIER THREICRT 25k (TR
R OIREETEE (% TRR)

(10%TRR %8 2 TALEWDRER D H )

v a7 ey R G- IRFTHR] (IRFHD)

R 10 24 48 72 96 168 | 240
Jr ek N A= 2.18 - 12.6| 5.38| 16.9

M1 39.3| 454| 429| 523

M6 2.65

4 TopCount NXT™ HTS : ~A 7 a2/ L—h o Fl—al VIR BUVANT U H—
5 PRty (FE, JR. ) SO OV CIEGEHEEIE,
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M6 25.1| 275| 271| 258
M7 4.44 | 14.1 5.66
M9 100 5.72| 129 37.5
KEED 0.886 | 2.78 11.3| 17.58
KEED 0.837| 4.17 12.1
I - A Al N = A 7.23| 11.8| 20.7| 184
( #h| M1 20.5| 31.8| 279 492
as)) M8 386 289| 376| 256
M10 13.6
KIEES 12.0
KREED 13.7
RER el A= A= 58.7| 21.7
M1 30.0| 50.9
R ik el A= A= 55.5| 28.0| 484| 42.0| 49.2
M1 304| 480| 284| 365| 364
M6 2.28| 4.79| 0.874| 2.10
M6 6.81| 13.2| 6.78| 4.50| 1.47
I 1A N A= e 36.2| 355
( fh| M1 18.8| 8.66
) KFRIES® 11.6| 221
A A= = 29.7
M1 57.7
HEHE| r a7y 86.6| 681 34.1
AL JE 38 | M1 3.07| 335| 549
P
PECR: DI Il N = A 90.7| 173.8| 469| 187| 174| 864| 51.9
AL | M1 0.186| 0.903| 7.92| 14.8| 5.45 16.9
M9 0.251 | 0.957 6.03 11.6
M10 0.0400| 0.380| 1.86| 207| 10.2| 7.33| 2.17
M10 0.719| 10.1| 12.1| 20.0| 6.10| 10.7| 5.80
M11 0.0255 3.05| 193| 11.0| 4.32| 217
M12 0.0183| 0.155| 6.98| 20.1| 12.7| 1.57
EHE| 7 Tr7 29.5| 488 63.0
Az A
( #h
)

10%TRR Zi#B 2 TR HNTACEMIILL T D LB,
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® K7 F 7 m 7 = (183~17%TRR) . M1 (39~52%TRR) , M6 (25~28%TRR)
M7 (14%TRR)., M9 (10~38%TRR) K UKFEWE 2 FEN A bivle, fhHaUET
L. 7 F e 7= (12~21%TRR) . M1 (20~49%TRR) . M8 (26~39%TRR) M10
(14%TRR) KUSKIFEWE 2 XA LI,

@ Bhg: 7 b7 7= (28~56%TRR) . M1 (28~48%TRR) & 1* M6 (13%TRR),
HEREICIZ, ¥ e 72 (19%TRR). M1 (36%TRR) M OSKFIEWE 1 FEHN
IRV,

R A GBZ) : ¥ e 7> (B8%TRR) LKUXM1 (30%TRR) 7234 5HiL7=,

@ EHERGIFFAR: A P e 7 =2 (9~91%TRR) . M1 (15~17%TRR) . M9 (12%TRR) .
M10 (10%TRR) . M11 (10~20%TRR) . M12 (11%TRR) % (X M13 (13~20%TRR)
NS, HEE Iy F 7' e 7 = o O <3 30~63%TRR %% L7~

® GESHEMIEBEA : 10%TRR U EofbamE LT, 7 a7 =y (RE#EE 10
~48 FFfti% T 34~87%TRR) MO M1 (k5 48 Fifi]%2 C 55%TRR) NA 5L
77

® BEHi: 7 h7ue7xr (22~59%TRR) KUYM1 (30~51%TRR) 234 HiL7-,

PLEDORER G, AT TR b 2 < AN LEWITr N7 r 7 = T M1
Thh, TERHWTHDL EEZ LN,

Zofth, 10%TRR Z#E 2 2@ & LT, M6, M7, M8, M9, M10, M11, M12,
M13 K OSKREDRBFZBD Hivlz, 72720, M11, M12, M13 [ZiEFHTALARA T
DI 10%TRR %2 TRH B, M10 [ TEFHBAAHRRICIN A, $&5- 72 FRE% O
OB CORFRD Bz, M6, M7, M8, M9 N OSKREIEHMIIL. TR, Bk
OEFNLAR ONT NN TRO Hiv, ADERBZETHHR (EFLARS) K&
OHEIAIZBI L CTid, 7 b e 7= & M1 LOVEREDED Lotz

(4) EYBREAER (S v b, #OKED)

7w kb (Wistar &, K, MK OUEIRE 18 A olft) Z FAV=[14Cl-»7 7' 7 = O HiH|
XUIRAE (21 [8]) SRERE DG (5 mglkg (RE/H) 12 & 2 SWEhRERER D I S 7,
AR O L ORBROFIE A 7 1R L, 250k (i, fsk. AEt. PR
S EZ LSC I KXW HIE Lz, &6, 7)
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® 7 FBAFORERL & RO

SR | H R - (mii e RROME ()
1 o | B R T =
S 5, Pt (07T (=)
5 5 UL, vf. DR (=)
3 YHRHE | 284 — 54757 {— (n=d)
4| 21 N W | sefr. BRI (o=3)
@ i

M AREE T, MERERI B AR 30 70121C Cmax (ICEE L, BE5- 6 W5 & CHfECI36R
NN, HETIT Mo ERAET 2R LIZOBREE L, #6548 FREIM& MR
Crax PFJ 1.5/100 \ZJ LTz, 5 6 RERFELARED Tyg (3HET 6.07 KfH], #ET 5.42
i cHh -7,

@ o
a ERA—LSOAITST4—

HECTIXHEIR G- 15 /& I, B, . M M O FRRIGIZ EV VoA D3 D AL,
P 30 43 K OR 6 W% & [FRR D5 /3 F — L ZoR U=, IERME CIR RGOS
BCENVDAAN A DI, BRIE~OBAT O TSR SN, RHERDOMOMERED 5547 /3%
—ATHEE IRIEFERRTH o T,

b. #EfHIRE

Al 5% Tld, HEOREI M OREER A PR E | MEHEC, W ofbhk s 5 30 757

(TR AR L, MR U 7o, ARSI, MEME e 5N CI3E Ol
25 m < ROTEIE, Bk OIHE TR o T,

S 5A4% T, ARG 24 R OARTIREE X, B, A, s, (O, e
N O CIRAEF G L0 @ < 2R DM BAVTZ 0N, 5 14 [Fl% - 24 R4 O g4
fr&, HEHREG X0 AEICEWVIREIRA DR o To, Bl 5 168 Wiz DA/Ekk
HIREEIS, HE 5% & TR T 6.1 f5, BIET 6.4 5. K FHEMIT 9.3 fif&2RL
oDy, & OVl 236 1T 55340 5R1% 0.06% LA T Th > 7,

@ HEt

HE$ 542 DR ORI BT Dkt 2R 8 IR LTz, #5544 48 Il THK G-
HUREMEDR) 90% 3 PR XL, Be5-4% 168 K] THRHXUIUTE T L=,

HRI 5. 168 WRFE R OIR K OSE R PEIERIE, BECREG BRSO Z N 42.3% K&
U'51.3%, MECZEITI 59.5% K% (N 29.8% T 1 | METIZHEIZ L~ CEEPHEI A 72
<. RPHEIZ Do T,

AP 5% DR L OFERIZ IS D HEERIE, BeGRIEI L] U Tl 5 24 FERH]
% E CHEMANHIN L, HEHG% & Rk, Bofdie 5% 168 IFfE CHREIITTTHE T L
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7o Boft btz 168 DR Kk OFEHHRERITZNEK G HEHEED 41.9% K T
46.7% T~ 7=,

AEV R, B 5% 6 R TREBEHTEED 72.1%, F5% 48 KH#T
84.2%\ZE LTz, #54% 6 ROt 2+ RGN G LG, &KE%
48 HE OREFF T ~OFFHERIL 69.1%, R THEIERAN 183.9% Tdh > 7=,

RS~ & A EPRE S e o7z,

#£ 8 Tv MIBITAMCH-7 a7 = OfROB % ORI (%)

P 5% RGRER (h)
0~24 0~48 0~168
i i 1 e 1 e
67.3 73.1 87.9 86.4 93.6 89.3

(5) EYBREAER (S v b, #OKEQ)
7 v~ (Wistar &, HEROUHIR 20 HOME) 2 HW7=[4Cl-7r h a7 > ofknkh
(5 mg/kg {KE) |2 & 2 FYyEhAERER ) Fh S A7z, SR EGRENEE LSC 12 & v
&, Ramzdg s a~ 777 — (TLC) 2LV, (6. 8)

717

BREEE, E L 7= 2RSSO CTREARIIIR & O e L 0 k<, &5 6
IR 1% £ LI RIRE L VKD o7z, FKPIREIIIRIEHIRE L0 Ko7, IR
1 VE~DAERITELS . 55 2 Rl TR HBEHEMED 0.35% Th v | 5 24 IKfft]
%IZ1E 0.08%I I Uiz, 1 E~OSARITHR G- 2 FEET% T 3.85%., &5 24 FEfilf%
1213 0.42% TH - 7=,

@ B
&

T ¢
=+ =

@ METEEHMR U CEZRES F 707 U OBRERIR

+ THRIG R OSKIGEAERR LzlEc, [4Cl-7 b7 e T = Rk O 6 iR oA
SUTAC- 7 e T = AL, A 1 FRE OIGENEWY) K ONGEBED RS
PEAHIE L. B IcRiT 2 BN 2 R LT,

JHAHEARE Tl /NGB R OKRIGC 31T 2RI T EASSHEMED Z 101 60.0% M
WT75.7% TV, IBEES~O AT ENETI 16.2% K N 2.9% ThH -7, [UCl-r h7'm
7 = EANETIE, BOWTINOENLTHA) 99%3WIX S 4, BFEEIZITH) 0.7%703%
S TUW=,

@ MiES /o iEERE
[4Cl-47 b 7' 7 = &G LIRS 30 /3% DG (invivo) XUTAHMIE T v
7V (nvitro) ZHWTHIESY >/ 7 iEEREZ MG LT,
[4Cl-7 R 7' 7 = G MG 2856 3E 69.6% Th -7, M7 /L7
NCBT DAEARITIE AEO A DI, FET VT I D b a7 L
KT HREAENLNL 2 D H Z L RO BT,
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@ 3
a. FRERURBHHKEY

[4C]-4r 70 7 = o B G LT O S 24 W% O R K& O 5- 6 % R
DR % 38T LT,

JRAIVTHI 20 ORI L Hiv, 7 P a7z, M2, M3 KTIM5 @ 4 FE TR
HBEHENED 60% % (587, BHTAENC LY, 7 F 707 = 2 10%EN L=, R
hOFERHO M3 L TOYM5 1347 b 71 7 = > hydroxy benzoyl AT - 7=,

JEAHHC 10 R OREWN A DIV, 7 b7 e 7 = B GREED 37.9% %
HO7-, MAEWEIZ LY, F a7 2 OEIGIX 77.9%% L7,

b. BEIZHEITHETHEMYMR UY[4C]-7 F7'e 7 = DR HE

+TFEG AR LIRS, [4Cl- 7 e T = R O 6 A OB X [14C)-
rh7a T e o EAL, IBHEA 2 Kfig UX[4Cl-7 b7 e T = LA 15 451D
FERERR K OV NG IR R O3 2 oA L B8 (2881 2 IRt Je O\14Cl-7r - 7'
7 = OREERRGET LT,

ARHE AL DR A IROEIE T/ MR 3N T 90.83% TH o 7=DIixt L, /MG
Tl 86.6% T v | WHEHAROEIG I L=, [14Cl-7 s 7'a 7 = U EAL TiEng
NOEIZBNTH T h 772 OFEEThoT,

c. FAMHEIC & SREHEYI DK H
XA~ A T oG ER G OB ORI+ R, BIBEOKRBEREE L, N
R UC R R 7 7 = RO G 6 FFE ORI Z21EA LT, EDOIFENEND
EiEEHT L. BB X 2 A0 TR PR O A RRET LT,
F A A ARG OB GRS B T DKL, /METIZZE N2 20.5% &%
0 19.8%., B TIZZENTH 88.1% K% TN 64.2%., KIFHTIE 68.1% M N 47.1%TH 1 .
A RO PRI BTG L T D &3E 2 BT,

(6) EMBESAER (T v b, HRARNKRERVERTES)
7w kb (Wistar &, K, MEZROUEIRE 20 A o) Z FAV=[14Cl-47 7' 7 = > O HiH|
AL <IIRAE (21 [B) FHRWNEESOTHERZ FHRE (WTrd 2.5 mgkg R/ (12X
% S ENERRBR DS T S Tz, ﬁ%ﬁﬁi@%ﬁkﬁmﬁﬁ@@%%i@ 9IR LTz, £k
HEHEMEE LSC Ik v llE, i@ a TLCIZL W frLiz, (&6, 9)

#* 9 FHBAFOREER & ABROFE

B , " S EEE e \ "
WA | P2 TRES - A% —— sl RO (B0
1 e [ﬁl@&%fﬁ\\ é%’\ﬂ_‘— I\’i*‘/“zfﬁ“*774~\
BRI 95 oA, HEE (BEHET) | ﬁéﬁi (n=3)
2 M| PREE, S, PR A (=3)
3 R |2 A— TS T T 4 — 53 (n=3)
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A e MmAYRE, A6, PRt (-5 Te) . ARG
HFERT (n=3)

5 M AR, oAn. HREt. B (0=3)

6 21 [FIfHAN e oA, PRt (n=3)

O meEE

AN G- ClE, PR SRR B 5 15 91212 Cmax 7R L, EOH%ES- 2 IRf
% £ CTIEAHIZ (Tye: HET 1.07 FERE, #ET 1.05 FFHED) | IBRIFREOMTIHA L [Tie
(5 6~48 WEfEIFL) : IET 7.46 HERHE], MET 9.98 Wefi], #4548 FFAZIZIE. Cmax
D 2% LA T2 Lz,

B TGl i AR R AN - & [RIRR, 55 15 237412 Cmax 7R Ly
Peh 2 BEEtR £ IR L (Tuye : HET 0.72 K], HET 2.24 FF), & 5-6
BFICEHO RS- L, DB LT (Tye @ ET 7.83 B, MET 6.54 FF#]) 5 48
21 201E Ciax D 2.5%LL FIZ72 572,

RN K OV T #5545 DI iEE 1L, [11. 1. (4)] OfkAfE#% & i LT, 2l
ERFRIZB W TR GEICHT DRIV IEVEEZ 2 LT,

@ #nf
a EHA—+SOFTST4—

HECIX, FhANEE: 5 3% G O SRRk & ORI B & B\ VoA 3,
N, PN OB E OB DT, 5 15 DH%ICiT RV INBANE
WNZENVARINIR DT, B 6 BRI I R EE A PR & [ CIREE b L, &
B CIE R IR < 72 0 BB RIS B VA A3 BTz,

b. fEPIRE

HEF NG TIXOT LD PR 5 16 D%ITREEA 7~ L, DAL
L7c, MERESE B RE R bm < . S, PR OVINBAS SR AR L, Hxsd
PRI > 7o, B TG T L IANES S IZFRRO i 2R Lz,

FAERANEG#TIX, 357, 14 [ RO ER G- 24 Fi% CIREFRRE TH Y
ot b 24 iR O IRED IR R s <. 5 1 EHRGZRORE DK 2.5 £%
TR LT, ks 168 RS ORGP . 5 1 5 24 BiI% O 5.5 (2 ChH
STE, AT G HEREIED 0.02%LL T Th -7,

Q@ RRRMBAT
EYA— T UFT T T 4 —OfERIND, HRRERS 5 % TR SR EA~
DIANIRHAEO i & [FIERTH - 7228, WIE 5 & 0 &) -7z, BalE Ciafitligh O
MRz < 240 U, BREK S OSARARRITI IR & RERIC AT A Havd, e
K IED -7z, 55 6 REHRIIBILOFBA~D D m < 72 0 | ek & AR & 7 -
2o P55 48 IR I ITF B IR A A DTS, BBIE. IR M OYFELICITRED &
T, &G 96 RERIZITRHADRK RSN A b g T,
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AR VL AP IREE I,

L.,

@ Bt

ZHITEREASI

FWTRHMAIAE R X 0 A EIARS . FRPIRET
fR WA IREE K 0 KD o 7o, IR~ ARIL, &5 6 B2 I8 G ETEMED 0.19%/

5 24 BifEI#£12 0.05%/PEI 2B L=,

RN XL TG OR R O ~ORPEER A2 £ 10 (TR LT-, HEIHRA
W 168 FREITL DR K O PEIERIT, HETERGHEHEIEDZENZEH 56.7% K Y

37.3%.

METENLTH 70.1% KT 23.4% TH D |

HTHIZIERREORE RGN,

FAERE AN G4 D IR K OFEHIZ

) P b 24 WAL E CEMRANTEEN L, BAB 5% & Rk,

PRI TIE

T LT,

I 51.4% M N 44.6% T -7,
HEZ 31T D AN R O T 54% OEH R HEER 238 11 (R Uiz, PRI
M GARE ClRERD /RN Z — R L, [ FERG- O3 00m MR Th > 72,

B R PR D3 R

B AHEIERIT, BEREIZEH LSS
ot 168 Wiz
A 5% 168 BE O JR Jo OB PER 1 3B G E Y ED Z i

nole, T

21 7 (%

# 10 T v MBI D UWCHESGR F7'v 7 = OHBIFFAN L O FEE%O
redEER (%)

B 5% R (h)
P 5 0~24 0~48 0~168
Y33 i3 Y33 ki3 JA(E i3
AN 73.6 83.6 89.6 91.9 94.0 93.5
T 63.5 76.5 86.9 87.6 92.0 90.7
£ 11 Tv MBI UWCHEESR7 7' a7 o OFRAN K O 5% D
REH PR (%)
, BG4 pamR (h)
BT 0~4 0~6 0~48
RN 82.7 84.6 85.4
N 84.3 88.8 91.5
® KH

AN G- 1 R oI I3 b 7'a 7 = 08 90% L, EA BT,

PPN E 24 BRSO RIZIE, 7 7 7 = o BN b %L 5 (25.6%) . fill
OFEERFHHTH D M2, M3 L M5 & A CTRHFHBEHEEDK 60%% 57,
fRIERFRIC L 0 7 a7 = U ORARDHI 18% 4 BT,

(7) FEYEEEsER (v k)

7 v MZ

R 4)

BT D IFRMEAROBEREY 2 ERE & LTl T RO To R 5k
KD S BMEE~DEHATH Y | REOHITHPEI K O Ui < IR Sz, (B
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(8) FEyEhEssig (S v b, BOKEWD)

Z v b GREMOMERIRE) ZHW=7 h 7 a7 = OB OES (0.5 mgkg &
H) |2 KA IEYEhERER ) I E ST, G 96 K £ CIK 2RI CEREL L . &7 b
a7 ORMEER RIEEDSK) OfsERREZ2RE L,

77 a7 5RO RIKKDNS RO Cnax 13, £ 691 ng/mL KT 1110
ng/mL, Tmax [TV T I HPEEFL 20 AN TH -7, HKFE Tie i, R AT 1.37 K.
SIKT 12.6 K. AUCotaaspld. F2LF40 768 ng- h/mL % X 9900 ng-h/mL TH->7-,
AUCo DN S, S RDOIEL FEITT 77 = ORIES BEOK) 93%I15ETH 2
EIIRENTZ, (BR19)

(9) FEyEhEssig (S v b BOKED)

T v b CGREARH], MERES 3~6 VL) 12, 7 e 7y (TE I 12mgkg (K
H/H, RIK:6mgkg KE/H, SI{&: 6 mgkeg KHE/H) XIIM1 (1.2 X% 12 mg/kg
{KE/H) % 28 HREIERE D B5-3 5 SAEhReaER A Fhin S 7=,

7 IR G- TiX, AUCo24 123V TISEF OB B EMEARIT S KT, s b5 1
H#E KON 15 HETENEI 92% M TN 96% %7~ LT, R (&G THE 5REART S 1K
T, MEREE G- 1 BT 83%., 27 HIZ Tl 93%LL L&a7R LTz, S KEE T, &5
15 H#IZEIT 2 RRITHEREZ N2 0.15%, 0.18% TH V. S BN R AE~DZHLIL
NIRRT, REHIT —H ThHHMN, M1 &HETIH, 5 1 HEIZIE 1.2mgkg &
H/H 5T 40~50%. 12 mg/kg {KE/HHE T 30~40%237 h7a 7 = DT X7 /1
RICEH ST,

PLEDFERN G, 7y R TE R MBS S R~OEBPNEHRITHZ 5 Z EAVRIE S
e, (BH19)

(10) EyEFEsER (Sv b B#OKBED) <SEEH>6

Ty b GREMOMRIRH, 20WE) 2HWTHr M7 a7 = o OBIHER MRS
7o XPPREE, BHMEREN OVLE (B 7 4 AT V) BEENENOD T » I, 3H %7 b
77z (270 pCi/mmol) ZHiEFEOHES (1 mgkg A%E) L. #5 0.5, 1, 3. 6.
12 O 24 BRI A BRI L C, 7 b7’ 7 = o mSERRE A2 IE Lz,

SHRBEL OBAINERECIL, 7 R 7 = VR — 7 IZE L%, O L
PN, AUBEFECIIAMITIE T Lz, #5612 W1 oo i i oat 5 | Joo FREE M OVILE RE
EBEBETh o7z, 7y MBI HMIET 7 7w 7 = YRR O S B RERr L Z I 3
R OB G- e Sz, (ZHR 19)

(11) EYFEFHRKR (Sv b BAKEE) 7
7 v b (SD R, 6~T ik, MRS 3 IL/HER) (IC7 b7 a7 = (R : 99.7%) %

6 PLEVDRS . RIS R T D = LD BEERE L,
T ARBAIL, 13 ERISER SRR (5 b, RO OUFTRERE LTEES AL,
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13 B EROES (7 b7 a7 =& LT0.05, 0.1, 0.5 XX 1 mgkg (K&E/H) &
% S EHRERER N I HE ST, BES0IH . 42 K ON91 H OPE T, #2451, 2. 6 K124
FRREIZ BRI A TV, 7 F7'e 7 = o K OYM1 O MfEF R %2 LC/MS/MS CTHIE (LOQ:
1ng/mL) L7-,

FERAER 121/ LT,

7 787 2D Cmax &K O AUCo-rtasol SHERE & & FIEILFIED 5 23 boiiz, 2k
(AR 1 IME T < | &5 42 KTV 91 H D AUCo-wasol 7 & ElRE LT 1.4~2.2 f5%
LTz, MEEE B Cmax X TN AUCo-tqast I TFE GHARNZ A E - THAN L. AUCo-tqaspl T8 54
H & i LRS- 91 BIZBWTHET 243~319%. MET 326~538%DHENNA A H 7=,
M1 (ZAHIER S CIMEZ R LA b7 e 7 = VEEED 1/20 A Th Y | METEL » HIE
%7~ L, 0.1 mg/ikg AT/ H LI OFGREOME TR LOQ Kiiti T - 72, (B 20)

#12 Ty FEHWZ 13 BRER GBI N T D
HRPYTENREF )N T A — K —a

IR B b Crax AUCo-t0as) Tmax
(5 (mg/kg/ (ng/mL) (ng -hr/mL) (hours)
H) H) W il 1 il 1k il
1 0.05 64.6 85 893 933 1.0 2.0
0.1 167 152 1800 1890 1.0 2.0
0.5 628 879 10500 9720 6.0 1.0
1.0 1110 1490 15100 22000 1.0 2.0
42 0.05 161 260 2240 3370 1.0 2.0
0.1 291 531 4420 6360 1.0 1.0
0.5 1490 2350 21000 29700 1.0 1.0
1.0 2440 4320 37200 54300 1.0 1.0
91 0.05 243 410 2850 5020 1.0 1.0
0.1 380 694 4520 9870 1.0 1.0
0.5 1950 3630 25900 36600 1.0 1.0
1.0 2910 6900 36700 71700 1.0 1.0

a : 3 YLD

(12) ZYHEFRK (Sv b, RBERSE) 8

7 v b (SD 5%, K9 b s, MEMESS 3~5 PL/HE) 2 W=7 h7a 7 = 2 (WA 1 99.8%)
D 104 RS (7 77 =& LTO0, 1.5, 3.0 X% 6.0mgkg e/ HFHY)
[ZEDRNARBRIZIBWT, BE5BGED 7, 28 HEKLOWRRERIE TR (%5 103 ) (12
Bl 9%17\V, & h 7 e 7 = v oiSEFRE 2 HPLC CHIE (LOQ : 0.5 ug/mL) L7,

ERAFR13ITR LT,

8 AR,

104 WREPESAMRER (T > b, REHRG) OWATHER L L TERSh,
9 PRI 10 Ry (REARSHIRG T 2 Ref)i%) BRI SENE
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ETOHEREITr h e 7 2 U DNEEARETH O WIN & X BEOHER S LT, &5
BRIES 7 A &N 28 H OMAEFIEE I IFHENTIRZERETH - 7=, &5 103 B TIEIES
DENALNTL, 7 a7 = QMR IR & SRS EORINI S THIL
7=, (&P 21)

#13 T v &AWV 104 BRSBTS
rh a7 o OmEREE (ug/mL) 2

BeHBntE | B Behi (mglkg ANEE/FARY)
([ 15 3 6
i3 e i3 i i3 e
7H 3 0.9 1.1 2.2 2.5 4.3 3.9
1.0 1.3 2.0 0.7 4.6 5.5
1.1 0.9 2.5 4.3 4.0 5.1
28 H 3 1.2 3.4 2.9 3.4 6.4 6.1
1.7 14 3.1 2.1 6.7 6.2
15 1.9 2.4 3.5 3.8 4.5
10332 |5 1.0 2.9 1.9 4.8 2.3
0.9 1.2 2.8 7.3 3.0
1.8 1.8 0.9 1.4 4.0
1.8 2.2 2.1 6.4 2.2
1.1 1.1 1.8 4.6 2.8

a : 6 mglkg RE/AEGAFOME I FRGIIRERT (87 i TaAAHZHIK) DT OHIEEHE L

(13) EYHEHRR (Sv b, #OKED) 10

Z vk (SD %, MESPUER) 12, 7 a7 =y (FifE : 99.7%) ZiHiE 14 H )64
FL6 HET1H 1, KEKROHES (0.05, 0.1, 0.3, 0.5 X% 1.0mg/kg AH/H) L.
IR 17 B OG5 1 KON 2 FEEIZICERLZ1T-> T, ¥ b7 a7 KON ML O
MAEFRE 2 LC-MS/MS CTHllE (LOQ : 1ng/mL) L7,

FEREF 14 KOFR 15 1R LTz,

i a7 o RE R G RAIICHEIN U, M1 OBEIIIES SRR LA,
Fhru T EORER MU/ N TaTey) X BBEZE 0.2% (1/502) ~1.5%

(1/65) ThH-1=, (B 22)

10 AGABR A pERH G5 BROE R & L CERiS U,
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#14 Ty FeAOWEESRGICBT S a7 = o OmEPRE (ng/mL) 2

Behf » B4R
51
(mg/kg AE/H) 1 2
0.05 54.3 229 218
0.1 86.6 490 428
0.3 311 1600 1530
0.5 471 2500 2220
1.0 941 4170 3510
a : b JLOHE
# 15 7 v MEHWEER G2 5 M1 OmEFRE (ng/ml) a
Behf e P 5A% IR
(mg/kg REH/H) 1 2
0.05 <L0Q 1.08~2.46 1.11~2.35
0.1 <LOQ~1.24 2.8~4.33 1.17~3.94
0.3 <LOQ~1.47 5.96~20.3 5.33~21.2
0.5 <LOQ~1.79 9.14~22.9 11.7~19.3
1.0 <L0OQ~4.11 11.9~81.5 6.97~49.8

a : HEMEOHIPH (n=5)

(14) ZYEEERER (S5v b BOKS5E) 1

7w b (SD &, 15fikn, M5 VU/EE) (2, 77 a7y (BB : 99.7%) ik 10
HHiz3l 6 B (L UAEIE 17 B B85l 1 B OREE) £, IR 11 BS54
6 H (HLAER 18 H~=F. 1 HETRIE) £T, 1 B 11, KEROES (0. 0.1,
0.5. 1 T 2mglkg KHE/H) L7-, {HE 10 B B35 U-#EI300E 16 B, K 11 H
NOFG UTRETIER 17 B O Sa1, %5 1 KO 2 BFfkicEn L, 7 hre7 x>

K OYM1 ol 2 LC/MS/MS THlE (LOQ : 1ng/mL) L7-,

FEREF 16 KUK 1T IR LTz,

HR16 AN ONT BE Y, 7 b a7 o o g 3% G R L., #&5
2 WFEIFL I 1 HFEIME &t U CIREA /R Lz, M1 OEEIZIXIES S A6, 7 b
Tn7 o EORELR MU R 772 ) 3B IE 0.1% (1/696) ~1.5% (1/66)

Tholz, SHi23)

1A SEPES G (HPERIASD)
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16

7w MW JEES (HERAEE) RGBT 57 X m 70

MAEFIRE (ng/mL) *

$ehHf (mgkg e i e GA%IRHH]
RE/H) 1 2
iR 16 H 0.1 108 567 488
0.5 483 2440 2200
1 877 4320 3890
2 1990 9780 8360
AR 17 H 0.1 113 572 548
0.5 497 2460 2390
1 984 4770 4480
2 1650 8560 7160
a : b JCOYHE
17T T M MWEES (HPERARE) 512105 M1 ©
MAEFIRE (ng/ml) 2
e b e b Fe 5% 5

(mg/kg ARHEE/H) 1 2
R 16 H | 0.1 <L0OQ 2.24~5.07 1.36~3.36
0.5 <LOQ~1.17 12.6~25.8 7.77~22.6
1 <LOQ~3.83 18.5~58.2 15.4~49.3
2 3.33~17.15 39.2~114 25.0~126
R 17 H | 0.1 <L0OQ 2.07~5.47 1.52~6.10
0.5 <LOQ~1.47 13.1~32.5 16.2~26.8
1 <LOQ~5.63 24.8~66.8 29.4~48.3
2 4.40~8.14 55.0~150 40.5~130

a : WIEEOHEPH (n=5)

(15) EYFREEER (v k. #OKE50Q) 12

7w b (SD %, 7 i, Folthfl : MEMES 25 DU/RE, Fofibfl : MEkES 25 P0) % Fvi-
FhTaT ey (WE :99.7%) OmflRca#s (0, 0.1, 0.3, 1.0 X/ 3.0 mgkg K
H/H) XD 2 HREGEEROBE) (Fo KO F#AR) KOVEEMW (F1) (22T
WEhRERRIR N SEHE STz, Fo O Fy (R E b IEIIASELRT > & AR & OASECRE
THROFHEFIFATE T (Fo: 128~134 Hf#, F1: 128~145 Af#) . MEHIAELRTIHAL
BoHAR], AR R O 21 A O REMWE IR (B LR 18 H~THEE 1 AIXARSE) #&
THROFHEFIFATE T (Fo: 121~134 AR, Fi:121~143 Af#]) &5 L7z, Fothfux
B 5 BRIGT: 65 H ., Fr UL 90 H RECFIERD) (&, MERER: 5 DL/EED D15 0.5,
6 KON 24 IR ICER ATV, WE (F) 13HAE% 4 BIC 5 E/MED 3Pk U 7= e

12 AHRIE 2 I BRI & L CE S,

28



£ 2 IL/REIZHOUWNTERIM B%1T-> T, & e 7 = O miEEE % LC/MS/MS CHIE

(LOQ : 1ng/mL) L7,

FERZ T 18~F 20 IR LT,
Fo OV F1 AR & HMERED Crnax 2 TN AU Co-ttast | AR EELBIRIIZHEIN L, HED Crnax
FHEE Y bEEE R LT, AR N 7a 7 = URREIRAE C & 2 53 Rk A7 22k
IMARHE B, ML ONEILEN LIZIE BAVRIE S LT,

#18 T v bafvic 2 iREGEABROBE (Fo) IZBT5
77T = DFYENRETFH) N T A — 52— (565 H) =

B b Chmax AUCotaast Trax
(mg/kg & (ng/mL) (ng - h/mL) (hours)
#/H) 1 i i3 i i3 i3
0.1 296 435 3770 5330 0.5 0.5
0.3 644 1090 10100 11900 2.7 1.6
1 2800 3400 30100 39700 0.5 0.5
3 6940 10400 79500 134000 0.5 1.6
a : b JLOYHE
#19 7 MMz 2 HREGEREROFEY) (F) (I2B105
7 RTa T = OFEYENRETFHI T A—4— (HA#% 90 H) 2
BhE Chmax AUCo-taasp Thax
(mg/kg & (ng/mL) (ng - h/mL) (hours)
#H/H) i3 i i3 i3 1 i
0.1 283 366 2860 3910 0.5 0.5
0.3 1090 1600 10500 16600 0.5 1.6
1 3760 4250 35100 46100 0.5 0.5
3 6800 9150 73000 126000 0.5 2.7

a : b JCOYHE

#20 Tv b 2 REGEABRO S (F(HERZ 4 R)) 1281025

a7 = OmETEE (ng/ml) 2

58 (mgkg KE/H) i I
0.1 2.00 0.676
0.3 2.09 2.65
1 8.97 12.8
3 12.8 15.8

a: 5Bl (<LOQ X0 & LTRHLE)

13 ORI U, MRS 2 DIt 2 7" —/L LT 1 JIERERE LTz,
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(16) FEyEFResig (Sv k. #0O%500)

7 > & (SD %, 13 HEGIEIRE), 6 IWEE) ZHWi=7 N 7'a 7 = O3yEhhe
PR E Sz, 7 b7 a7y (WE :99.7%) Z4HE6~20 HiZ 1 H 1[5, K&
BOfh. (0.3, 1. 4 XX 12mgkg RHE/H) L7z, HE19 HOEE 0.5, 1, 2, 6 &
O\ 24 FEfEIfL &R 20 H OFES- 2 FEIZICEAM L, & 520K 20 B OFRMAAEHECHNIZ
Hk LB N SERM 21T T, 7 F e 7= (LOQ : 0.5ng/ml) X O'M1 (LOQ :
1 ng/mL) OMAEHIREZ LC/MS/MS THIE L7z, #EiRzE#R 21 KUK 22 TR LT,

12 mg/kg AR/ H&ESHHIIFIR 10~11 HIZE T URRIEE(NIZ L 0 22858 S
T2 T2 OREREH IR S 2o T2,

BEW)CIL, 7 8 7r 7= HOM1 &b, Crax X TN AU Clast [ T G- 2 HEBIRTIC
U7z, Twax 37 707 = TG4 0.5~1 FFE, M1 13554% 0.5~6 il Th
>72, M1 DI BEITWTNOREEIZBWTEH AUC LT 1% Al CTh -7,

FRIRDr s 7'a 7 = 2k OYM1 O SERRE Ik G s gmL . Wiiho
KEEICBWTHY N7 a7 2 I REWOK) 1/2, M1 1XREMW) & RIS ORE 2 7R
L. M1 &5 b7 a7 e & ORERIT 2% AT CThoTz, (B 25)

#£21 Ty hEAWERARERBRORBEY) (FE 19 H) 2855
7 h7a 72 KON M1 OIERYEIRES )/ T A —F —a

. 8T R p #h-8 (mgkg A#E/H)
0.3 1 4

Crmax (ng/mL) 1630 5630 17100

v 7u 7z | AUCkhs (ng h/mL) 15700 55900 194000
Trnax 0.58 0.58 0.50

Crnax (ng/mL) 11.0 35.9 128

M1 AUClast (ng h/mL) 56.1 286 1070

Trnax 2.0 0.92 0.75

AUC it (%) 0.33 0.51 0.55

a : 6 DN (H L 4 mglkg ARH/ A GHEE 2 DEANEEMDT-8 4 DED-L5fiE)

14 R RO TR - LTS U
15 AAFIGROIRHIRA BRI L, 112 2 27— L CRIERRER: LTz,
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#22 T v MeMWERARERBRORSE: 2 Ktz OREW) (20 H)

FOWRIBICBIT A7 v 7 a7 = FOVM1 O iEE (ng/mL) 2
. 58 (mgke {KE/H)
et o e
0.3 1 4
BE 1430 4530 13900
a7 e JeIR 681 2260 8180
FREELE (REEMWEIR) 2.1 2.0 1.7
RrE 11.4 35.7 115
IR 10.4 35.8 145
M1 JRIRIZEBIT AL
1.5 1.6 1.7
M1U~7r v Tar7xy) (%)
R (RS 1.1 0.98 0.77

a: 6 VCE 6 :REIO T ((HL 4 mg/kg R/ BESGHEHL 2 VCR LB D75 4 PCO-HHE)

(17) FEEResig (DU+ #BOKSE)

UHX (SRR, (AE 2.5kg, M) ZHWE UC R N7 e T = o o HalRiHR
A5 (5 mglkg K/ H) (2 X 2 EyEhReRER N F2ht S Az, ekl Uik &% OBE)
o EME 2 LSC 2 & v HIE Lz,

MAREITR G 2 FEZIC Crax \ZE L, DR L, 5 48 FFEIZIZIE Cmax DY
1/100 LA F & 7poTe, 5 2~12 FFEE D Tipld 2.28 FFH ThHh -7,

PREOSEHRRE 2R 23 |\ R LTz, BGEOIIGBIRPIZHRES 7=, (B 6,
7)

Tz, BH#% 24 FEOIR%E TLC THHT L7=AER,
W R a7 2 FOYM2 ThoT-, (B 6, 8)

20 HAEDORFH D B, +

# 23 UYXIIRTD UCHERY T a7 = o OROFKGH%D
IREOFEHHEIER (%)

B4t (h)
0~12 0~24 0~120
IR # IR £ IR #
84.5 0.5 90.3 0.6 92.3 1.2

(18) EMFEHER (Tv b, BRUS)

FhTa 7oL, N OINVRENVENRTE S NIZEEIR TH D ML IS
%, M1 1%, &2 To8E CIEPITHY EF LT 225, 7> FTIHEBE L) Sh
2, 7R T 2 AL, AU BICHSKERT D (T 9T%) . M1 ~DiEITIE, 14C
Ea N a7 = OGO X 7 v Y — A OSE S & Nz in vitro (28T 5
REFABRIZ I W RO LTS, BT 5/ 12 BREThH o7z, MC k7 F7m >
= CHRIFANES (3 mgke RE) BB AIMEOT —% Tld, WBEHENEL 7
F7'a 7 = 2 K OYM1 OFOMIZHEBBR N Z bz, (B 2~4)
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(19) FEYEFEHRR (DX, Ty b, DUF 41X YILRUEK

7 h7a 7 =2 KONML OEFOIEYENEICOWT, vT A, Ty N, UHF A
X, YK OEZ W TCRBR S, 2 TOE T, MIFE Thax (385 15~30 5314 C.
Cinax XOYAUC X, 7 70 7 = 2R ML O BME -T2, (B 4)

(20) EYFREFER (YOR, Ty b, 9HF, 41 XRUHIL, ETFHRERVHANRE
5)
~UA, Ty b, UBR A XROUTST N T = ORI XIS
(3 mg/kg IR, A X% 2 mg/kg (KE) 12XV, MATOFYENEEIZ SV T,
MHE Cmax (3, Y3, U HFOK 25 HbELS, UFUYF, Fv b vURA A
XDNETH > 72, Tmax (F1E E A EDPEE-30 52 TH -T2 (T v AUV TIE 15 47),
FEAGEHY M1 DIHE Crax (X, 7 HFD, FLOK 25 & mb <, LFHL, A X,
~UA, 7w (LODBBELAMM) DIET, Tha L7 v FOFE 15 5% NHH LD 2
BRI OB Ch o7, MIEF A7 7 a7 = T ML L &<, 3% (%) »
5501 (v N ZHAAMETHSTZ, 7 b 7e 703, —EZ M1 X0 miE
ICELFER L, 5 6 FiEE () D 24 B (T v b & A X CTORERH) £
ThH S, MLIL, #53055% (F> ) 6 12K % (1 X) £ TOM TR
SNz, (BH4)

(21) EYEFEHER (TOR. Ty b DT 41X HILRUEH)

Fi 2 OEFESCE S OFFESE % V- in vitro (281 5 UC IS 7 7 m 7 = d
BICRENEZ T DL, B NI Y —AEpbEVIEEE R LT, #IcRE/)lL, pH6
DS pH 7.4 LV EL, 270y —AROKIMWEOSETlE~ T A, T v h ROV
IR C, U F RO X TIFHRE O N L @WEEE R L, (B 4)

(2 2) EYFReiR (1 X, OS5

AR bR T 2 o2 ROE (8 0.9 mgkg (AF) L., fiEhodEy@Eineicou
TR, SEHMSE Cmax 1. 7 F 727 2o DR ML (& R HNEIE) L V55
F<, Toax (T, 77 N7 7 = 0 THEG-30 5% 6 1.5 KffElfE, M1 Tl #&5-17225 2
Kl Ch o7, TWE & HITE G- 16 FFif% £ TIEHFICTAAE L7z, &5 24 Kl
Tt Shen-Tz, (B 4)

(2 3) FEEesiR (1 X, #IRNERVEORE)

A X (HEFE, 2~7 5%, R : 18~36 kg, MEMEET 40) 1T, F e T2y (T&S
) ZHEZEEFIRNRS (7 s 7722 LT0.27, 0.57 XiE 1.10 mgkg (AHEIA
W) IHEREOES (75 b7r 7 2L LT 0.27~0.48 mglkg REFY) 3 23
REFRBRN NG ST, FRIRINIR T 8 &7 o A4 — _—lBrT (o CHEiE L, K&
HREOU vy a7y M E LTh72< & 1 lBERE Lz, &5k, BEmIC
PR (FRIRNBE G138 G- 0.02~7 Il £ T, RROR G385 0.25~24 % £ Tov
TG 17 BE) 2170, 7 h a7 = o omiEhiEE A2 HPLC CHIE L. $KepEhhe <
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T A=K —%HEH LT,

HRANR G- ClE, FE5EE b7 N0 7 o o M R ORI ZE LI 38U TR
DE—7 DEE ST, Cmax MO AUCoo IR 5B BIICEIN L, #5-8 1 mg/kg
FRET /) —~ T4 ALTZ Crax LN AUC oo 0K HEMERE/ N T A — & —|Z OV T G- &
THEEHFIIA BT A LI o T2,

ROBETIX, 77 b7 7 o iR IIRS- 0.50~0.75 KRFHE] T Cmax 1252 L7214,
B D ' — 7 Z R URRRFI i L7, #&5-f& 1 mg/kg RE T/ —~ 74 X L7= AUCo
Wl I, FRIRNEES- & OFGFHEIR BZETAONT, BN FT A FE Y 7 4 RS
iz,

MAEHIRE ORRFIHERR 2V T FRIRN L O G- & SO B — 7 MBI S
2 emb, A XCBIT DT M T a7 = OIRYEN I IBATEER 3B 53 5 ATREME D VR
Iz, (B 42)

(2 4) EYFRESER (VL. BIRNBZERUEOERS)

P AN v e 7 = o OEEERFIRNE G (1 mgkg (K5) M OHEERE OG- (3
mg/kg KH) |2 X 2 IWENRERERD FEM S iz,

FRNIZ G- l2 BT 5425 CL 1% 169 mL/kg/Mif#, Vdss 1% 166 mL/g, JH5AH Tz lX
5.76 Kl Ch o 70, OG- TIL, Tmax 18519 7574, Cmax /T 24 pg/mL, HFKAH Tre
1% 5.28 BEfEI CH Y | TR G- S IRIEREEOHEI T v 7 7 A V&R L, AUCotastl 25
DA FTRAZEY T 41399.7% %~ LTc, £72, M1 DX #FE®E (AUCo.) 13FH
RN E SR OG- 847 v a7 =0 12% Th-7-, (BHR 19)

(25) EYERERER (YL, #OKkS) 16

PV (=2 A Hv, 27~31 7 H i, MERES 4 DURD) (27 7' 7 = 0 (Wi 1 99.3%)
Z 13 EMKER DS (F v a7 8 LT3, 9 XE 27mgkg KE/H) 3253
eI S 7o, wEHIE, 28, 42 KTV 91 HOREEHT, 505, 1, 2, 6 KO
24 PRI ZATV 7 7' e 7 = RAR. S R OYM1 DI 4 LC/MS/MS

(LOQ : 1 ng/mL) THlEL,

FERAE R 24~ 25 TR LT,

gh7a7zr (IR RIE S KUYM1 & HEERMEZITA LN,
7R T7 2 AZOWT, 3 mglkg AE/HEGHETIIES: 0.5 KFEFZIZ Cmax 278 Ly
R 13 35%., S 1A 65%% 587=, 9 XIE 27 mg/kg RE/HBEGREUZIBOT, Cmax X
Y AUCo-aspl I G- B UG 2 BRI DEINN A LD, SEREERITE A EXTIR AL
nipmnoiz,

M1 @ AUCowasold: 3 mglkg REH/HEGHOBGHIRIZEWNTT F7'e 7 = O]
15%% 5 Lizo AUCoasol T b 70 7 = o L ARRIC e G A2 B[R 28808 A 5
7o, Cmax OIS F a7 2 L0 o72, ML a7 2 L0 EWVE
FEMEZ R L, M1 &7 77 = D AUCoas0 DI, B 5-HIH 2258591 H THEIN

16 AR 183 WRRER GHIERER (YL, sl nis) OfosERe LTS,
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L7

S &D AUCottastlE R IE L Y 2.06~2.79 550~ 7, £72. SIKOEKAZ: T12lE R
REVELS, RENDL SIE~OEHIZE Db D EEZ O, (BH 26)

#F24 HrEHWE 13 EEIERARSICBITA7 N a7 0

BN ST A —H —a

IS 5 (mgkg (KHE/H)
Fh | NTA—H— 3 9 27
H) i i3 i I i 1
Chmax (ng/rnL) 5970 7130 16600 23600 61000 119000
AUCO't(last)
11200 9660 32700 45300 172000 216000
1 (ng-h/mL)
Tmax (hour) 0.50 0.50 0.50 0.63 0.50 0.63
tie (hour) 3.72 4.22 3.37 3.66 3.65 2.68
Chmax (ng/rnL) 10700 10500 53800 44500 162000 170000
AUCO't(last)
28 10000 10300 64300 52200 260000 274000
(ng-h/mL)
Tmax (hour) 0.53 0.54 0.50 0.50 0.50 0.50
Chmax (ng/rnL) 6540 8520 35000 27700 72200 104000
AUCO't(last)
42 10700 10900 47100 52500 197000 165000
(ng'h/mL)
Tmax (hour) 0.50 0.50 0.50 0.50 0.63 0.63
Cmax (ng/mL) 6230 7200 36100 31100 85300 89700
AUCO-t(last)
91 11300 8670 52100 55900 199000 183000
(ng'h/mL)
Tmax (hour) 0.50 0.50 0.50 0.50 0.50 0.50
a : 4 JCOEHE
& 25 WMV 13 EREIRER D& GICEHIT 5 M1 O
FRENREFH) /N T A —H —a
Sy 54 (mg/kg IAH/A)
Bl | RTA—H— 3 9 27
H) i ik i3 i3 i3 ki3
Crmax (ng/mL) 564 745 1260 2290 4750 6200
AUCO-t(last)
1570 1590 4800 6750 21400 20900
1 (ng-h/mL)
Tmax (hour) 0.50 0.63 0.50 0.75 0.88 0.88
Tz (hour) 3.41 3.99 3.95 4.24 4.62 3.11
28 Crmax (ng/mL) 1120 1350 4980 4640 14000 14600
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AUCo-tqast)

2250 2470 12500 12000 51600 54000
(ng'h/mL)

Tmax (hour) 0.563 0.54 0.63 0.75 1.3 1.3

Crmax (ng/mL) 759 900 2660 3110 6650 8140
AUCo-tgast)

42 2400 2090 6800 10300 30100 26700
(ng-h/mL)

Tmax (hour) 0.50 0.63 0.50 0.88 0.88 0.75

Crmax (ng/mL) 996 1130 3520 4290 9340 8620
AUCo-tgast)

91 2720 2490 10700 14400 35900 33200
(ng-h/mL)

Trmax (hour) 0.75 0.63 0.50 0.88 0.88 0.88

a 1 4 JCONEHE

# 26 W EHAWZ 13 EBMERARGICB T A Ve T 22 T A —
(R KRN S K) DOFMEIREF )/ X T A — K —a

IREA P8 (mgkg AE/H)

#h | RTA—H— 3 9 27

H) i i i3 i Vi3 i
Chmax 2170 2530 4560 6680 | 24600 | 37300
(ng/mL) 3940 4950 9570 | 12000 | 32900 | 50600
AUCot0ast 3320 2720 8850 | 11100 | 51500 | 57700

) (ng'h/mL) 7520 6970 | 22300 | 28600 | 102000 | 124000
Thax 0.5 0.5 0.5 0.63 0.5 0.63
(hour) 0.5 0.5 0.5 0.75 0.63 0.75
Tue 2.85 2.61 2.97 3.36 3.36 2.56
(hours) 4.05 4.39 3.62 3.82 3.98 2.97
Comax 2120 2280 | 10400 9450 | 29300 | 28500
(ng/mL) 4040 4970 | 19500 | 16600 | 44000 | 45500

o1 AUCot0ast 3110 2170 | 12400 | 12900 | 50600 | 42500
(ng-h/mL) 7740 6080 | 32800 | 37500 | 128000 | 120000
Tmax 0.5 0.5 0.5 0.5 0.5 0.5
(hours) 0.5 0.5 0.5 0.5 0.5 0.5

a4 EOVE (EBII R, TEAL S )

(26) EyFReiR (K. #ikNizs)
@ BEHWES v Ta 7 o OFIRNES (2.2 mgkg RE/H) B FEhE Sz,
53 BifEt:, 77 h 70 7 = U OYML M E IR She o 7=, R CiE. M1
(EE ONaAR) OEEETy v a7 = X 0Eh o, 3- KON 4K by 7 a
7 A%, mAER R ORFPICEBW TR SN2 o7, (B 2)
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@ EBa AW FERE BRI S TR WS AR OVE OSSR Eh e X T A
— X =D a7 = DOEICBIT AMBERIIF LD ESC)HTH DL EE
b, (B 2)

(27) FEo0v—LREEHER (S b &)

Z7 v NROVFEORFI 7a Y —L 1T HAWT, 7 N7 7 = O in vitro (iR
i STz, “UCHER v e = (568 pCi/mL, M : 99.6%) %7 v MNFI /v Y
—ATIE2 KOS uM., ZFFI 7 2 Y —ATIE 5 uM OFRET 0 KON 1 R, 1 XX 2
mg/mL DI 7 1Y —ANEARE, STCOFMETTA v FaX— L7, £/2, 7> MF
IV —AIOWT UC R R T 2 R 5 M, S/ u Y —AEEEE 1
mg/mL TO0, 025, 0.5, 1 K2 WA > FaX—hL, A ba—R&EifLiz, &
HIZT7 v MEOYHFR 7 8 Y — MOV TCHililEE UDPGA f71E N C, “C 1%~ h7'm
7 R 5 pM, 7 e Y —AEAHEE 1 mg/mL T 0 KON WA V¥ ax— R Ly
TN e A RERERG LT, SRS ORGHERE & OMRE 28T LSC LKW
Z 74 LC/IMS T3FEfi L7,

R ST R DR RE A & 3 27~F 30 IR LTz,

2RO M D7 F 77 =031 T 2 mg/mL ©F v MFI 71 Y —ANTLE
LTCEY, 1 UL 2HHOA o FaX— MDD N7 a7 = VidiEl 93.6~94.8% %
RUTZ, 7y MFR 70 Y —ATIE 1 T 2BE DA o F 23— M XV 4 FORHY
R ST,

1 XX 2B DA % 2aX— MEDF a7 = OEEIL. Ty MFI /7y —
LT 93.6~94.8%, FHFI 7 0 —ATIEH =0 A— =03 00E < 82.9 ik 75.8%
EaRLiz, rh7uarzzrof, 7y NEROERFI 7y —2ath, 4 BOREW B
M, EERBH CTH D M1 OFUNEEILT v MFI 787 Y — AT 1.1~1.26%, 4
71/ —AT13.8 WiF20.9%% /R LT, MiIrzay—Ahbt, M6, MT&UMB@W
FHHEIX 1% KM Ch o7z, UDPGA f77E FCIE, 1 FFHDA > F 2 — ME TR
7a T 2 OBSERIET v RO 71 Y — A_%wf%h%ﬂsmuﬂ»m5%
oLz, FEAREWIL, FIF/7e Y —ATIEML 385%), 7y MFI 70y —AT
IEM14 (7.2%, M7 £ OIIRH) Thotz, Wiz vy —nbd M6, M7, M9 Ok
AEIE 1.5% AN T, M9 1L, AR S, UDPGA f7#7E N Clix UDPGA FEfFTE T
& HIR U TRV BERBE L~V E IR LTS, A V& 23— M ORGEIC & b 72> TR
L7,

PLEOFERMNS, Ty RO 70 Y —AZBWC, ¥ h7a 7 =42z <,
4 FOMRFNER SN, TERBIWE LTHEIFI 70 Y —ATIiE M1, 7y MFIZ
1Y —ATIE M1 KON M14 BAERSID Z EAVRENTZ, 42T v MTBWTRH UK
D ER SND Z D, ADNBTDHRREMEDRH D07 v 7a 7 = AREWE, %
FEFEMRBRICIB N T T v MO/ P a 7 = 235 LT BITIEN TER S Lo R

17 {WERES T 10 ICLA EAZ 7~ L7 SD T v MFI 7 v V— AN OS> C 38HE2 7 —/L LT
HRFI 7 a ) — LA fH
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LRERTH D Z v, (19, 29)

27

UCHGER h7e 7y QuM) 27y MFI /7Y —AT
A 2% aX— MEITHH SR O EE A (%)

Y — NEAREEN O V% 2 — MR

(ALY 1 mg/mL 2 mg/mL
0 1 0 1
A N = A 95.46 94.24 94.87 93.58
M1 NQ 111 NQ 1.26
M6 NQ 0.55 NQ 0.71
M7 NQ 0.30 NQ 0.25
M9 0.28 0.08 0.11 NQ
NEIN S E S 102 97.9 97.0 96.2
NQ : HERME (£ —27E 10 cpm) A
728 UCHEGR hom7=zy GuM) 7> MFI/rY—AT
A 22— MR S ORI SN RE AT (%)
27w Y = NRAREROA &% 23— M
& 1 mg/mL 2 mg/mL
0 0.25 0.5 1 2 0 1
Fh7rr7xzr | 96.58 96.459 96.41 95.22 94.76 96.09 93.71
M1 NQ 0.24 0.61 0.84 1.25 NQ 1.25
M6 NQ 0.23 0.38 0.49 0.86 0.09 0.58
M7 NQ 0.16 0.19 0.32 0.37 NQ 0.19
M9 0.25 0.12 0.12 0.07 NQ 0.22 NQ
I RE 98.2 102 97.4 96.1 94.1 101 97.1
NQ : HERME (£ —27E 10 cpm) A
29 UCIET FomTrxzr BuM) Z4HFI/ny—AT
A U 2 — MR ST REM O HERE A (%)
7Y —LNEHREROS X 2 — MR
(ALY 1 mg/mL 2 mg/mL
0 1 0 1
A N = A 96.00 82.91 94.75 75.79
M1 0.99 13.82 1.61 20.91
M6 0.05 0.08 NQ NQ
M7 0.13 0.40 NQ 0.49
M9 0.12 NQ 0.25 NQ
NEIN SIS 99.1 98.2 98.0 97.2

NQ : HIERBE (E—2ff 10 cpm) Aifi
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# 30 UCHE T h7m7 = (5uM) % UDPGA fA(EFDT v F X%
FRF 71 Y — D TA U 2 — MEIZHH SN REW O d e (%)

R K O 5 2 — RRFE]
R 7 vk 4
0 1 0 1

rhFaz e 93.68 89.34 93.53 91.45
M1 NQ NQ 0.38 3.46

M6 NQ 0.06 NQ 0.18

M7 NQ 7.15 (M14)a NQ 0.35

M9 0.40 0.08 1.29 NQ
MBI RE 89.4 89.6 89.8 90.8

NQ : HIERE (2—7fE 10 cpm) A3
a:M7& Ml ITHERET 17 7 A )V FEBEL TWAD, MS JREE)D M14 DSHEEHED Ky % 5
DTS EHEESI (EREZRSARIIARR)

2. REHER
(1) BREBHER ()

A (EBVE R OFEIFRA: AR © 8~14 2~ H i, B 5-BRIAR 400~500 kg, MERER
2 XX 3FHME) 1o, 7 N e T = AR 3 HEIKER TG (K homr b L
T 3mgkg KE/H) 3 2 FERERDNFM S 7z, Bk TN D 12, 24, 48, 72,
96 KON 120 i IcEM A4 L F L, BRE L7k, PR, A G &cERs) . BlE (%
JEPH) . TSN (R, BRI ICoWTA b e 7 = v KO M1 Ok R E %
LC/MS/MS THliE (LOQ : 10 pgkg) L7=,

FERZF 31 KO 32 1R LTz,

rhTa T = OFFRTFIREL, G D 12 RERICEB O THERENLHOE T
b <, WOTENE, EFEAERE, BBV, i, FFROIECHEiEZ R LTz, HEMS
J ORI ERE B G- D 24 REHITRLIRE, B, PSS NS 501X 48 Rl LA
e, LOQ Kiifi & 7p o 70, FESHALHOITHE THRASR G225 120 IRV THIRE
I BIVTDS, T 96 RFFE LA, LOQ A & 72 o7,

M1 ORI L, RGN D 12 BRI ICB O TR TR b <. RO T,
TESFERAL HULER . AL ERES, BRI, MDA CafEZ s LT, RN, A O%E
SHENLJEL R IR 50 B 24 IR AR, R, HFUA ONAH AL H L & 48 IRFfH
%L, LOQ Kiii k7o o7, (B 30)
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# 31 FaMWIEERBICKIT 27 F 7 a7 = o OMBETIRE (pgke) @

BHAAR] | B J ek A =il TR TS

12 823 10.3 25.0 37.5 2400 719
95300

24 108 11.9 <LOQ <LOQ 6990 27.1
4210

48 <LOQ <LOQ <LOQ <LOQ 782 <LOQ
50.9

72 <LOQ <LOQ <LOQ <LOQ 101 <LOQ
11.6

96 <LOQ <LOQ <LOQ <LOQ 31.3 <LOQ
<LOQ

120 <LOQ <LOQ <LOQ <LOQ 42.0 <LOQ
<LOQ

a: 480 (69 O VA (<LOQ 135 nghkg & LTHH)
b BBHIRE, TEUIMEOR/N T HEE (<LOQ 135 pgkg & LTHEI)

# 32 FEHAWTEREFEERICEBT 5 M1 OMEEFEE (ugkg) 2

P52 5 el H i A HEN TESHEAL | S
12 754 249 18.5 22.7 180 80.7
24 78.3 13.0 <LOQ <LOQ 52.7 <LOQ
48 <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ
72 <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ
96 <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ
120 <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ

a: 48 (650 O VA (<LOQ I35 nghkg & LTHHE)

(2) %BHR &

a. K CHEFE (LWD), 2~3 7 Hilin, EEMER OMES 2 BE/EE) (25 R 7'm 7 = A
10 1M, 3 AMfANEL (5 e 7= b LT 3mgkg (KE/E) L., FEER
BN S Shutz, B G- 1, 2, 3. 5 XONT HZD 7 a7 = v O M1 OfHfk
HRRE A LC/MS/MS  (LOQ : 0.005 pg/g) 1258V HIE L7,

BHAFE T D a7 = U EERE 3312, M1 OEEAE 34 TR, 7 e
7 x TGO CREBES- 3 HIRE T TR, BB OV CladRcié 5-2 H
% ETHHE S, DBIXOF oS LOQ A & 725 7=, M1 1%, . Bk
B IR TR G- 1 Bt Ot Sz, (B 6)
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# 33 KIZBIT D 3 AR GZOSEMET7 7' 7 = ARED (uglg)

Ve sk % B ()
(n=4) 1 2 3 5 7
JHhe 0.010~0.016| <0.005~0.008 <0.005 <0.005
R ik 0.012~0.043| <0.005~0.006 <0.005 <0.005
/NI 0.010~0.017| <0.005~0.008 <0.005 <0.005
A <0.005 <0.005 <0.005
gzﬁw 0.007~1.316| <0.005~0.056| <0.005~0.015 <0.005 <0.005
%Z;;E{% <0.005~0.049 <0.005 <0.005
HERA <0.005~0.005 <0.005 <0.005
/o HEEd

* 34 JKIZHT 5 3 HRMHANERGEOSMTO M1 IRED (ug/g)

ek sk % B (H)

(n=4) 1 2 3 5 7
Ji i <0.005~0.008 <0.005 <0.005 <0.005
Nk <0.005~0.018 <0.005 <0.005 <0.005
/N <0.005 <0.005 <0.005 <0.005
A <0.005 <0.005 <0.005
gzﬁw <0.005~0.008 <0.005 <0.005 <0.005 <0.005
%Z;;E{% <0.005 <0.005 <0.005
if=ii] <0.005 <0.005 <0.005

/L EET

b. B (ZHEfE (LWD), 2~3 2~Alin, EEHER OMES 2 SERE) (127 b7 a7 = A
10 1M, 3 AMfANEL (5 e 7= b LT 3mgkg (KE/E) L. #EER
BN S Shutz, B G- 1, 2, 3. 5 RONT HZD 7 a7 = v O M1 OfHfk
TS A LC/MS/MS (LOQ : 0.005 pg/g) 2LV illE LT,

BHEfRP O v T 2 U EEAF 3510, M1 OEEAZR 36 (TR LIS, 7 R0
7 AL, BEHEMITA TR G- 5 HIEE T, B, B OV NG ClIfafése G- 7
H#%E Ot S a7z, M1 1L, 550 Chofd e G- 1 B E T, I Clism s
5.2 H#% F T, B CIIRE&RE 5 B TR SIZ1ENE LOQ Kl Th -7,

(ZHR 6)
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#* 35

KIZB1T % 3 HEF AP G O/ 7 h7'm 7 = REQ (uglg)

v s G% A% (H)
(n=4) 1 2 3 5 7
JlER 0.013~0.016| 0.009~0.013| 0.016~0.020| 0.015~0.020| 0.005~0.011
H ik 0.023~0.138| 0.011~0.050| 0.010~0.020| <0.005~0.020| <0.005~0.007
/Mg 0.015~0.042| 0.010~0.017| 0.009~0.016| 0.010~0.018| <0.005~0.007
A <0.005~0.011 <0.005 <0.005
&gi{i 0.019~1.564| 0.007~0.015| <0.005~0.009 | <0.005~0.006 <0.005
&%ffm 0.011~0.050| <0.005~0.006 <0.005 <0.005
JELD A
iliit] <0.005~0.015| <0.005~0.007 <0.005 <0.005
/ PEET
= 36 MKIZHIT S 3 HRIATAINE GZ ORI O M1 EEQ (ugl/g)
v s H% AR ()
(n=4) 1 2 3 5 7
Ji i 0.011~0.032| 0.006~0.018 <0.005 <0.005 <0.005
ik 0.013~0.056| 0.007~0.044 | <0.005~0.015| <0.005~0.013 <0.005
/Mg <0.005 <0.005 <0.005 <0.005 <0.005
i <0.005 <0.005 <0.005
&gz{i <0.005~0.011 <0.005 <0.005 <0.005 <0.005
%z?ﬁ% <0.005 <0.005 <0.005 <0.005
HEN <0.005 <0.005 <0.005 <0.005
S PEET

3. BInEM4HER
F 3T KROE 38DLEEBY, ¥ Xa 7= kIO M1 OEfmm i B Fi S 7,

r N7'a 7 = 0%, CHL Mz W 7o Ge R B E BRI C 30 T Yt fR B 3hms e

SEMECH o728, In vivo D~ T AK DT v MIMERBRIZBW TR TH -T2 2 &

O, 7 h7a 7o A%, ARIZE o TR E R D BEREIRE RN EEZ bz, M1

IZ 1n vitro SOV in vivo & HBREEIIA LN -T2, (B2, 3, 6, 31, 32, 33,

34)
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# 37 invitro R
Y S E U Y ISIES & i
1IN E R | - e
VAN A = 4 6)
M1
IR B Y | Salmonella typhimurium 313~5,000 ug/plate (+=S9) X5
A N = A TA98, TA100, TA1535,
TA1537
FEischerichia coli WP2 uvrA
w2 B/ 7 | Salmonella typhimurium 125~1,000 pg/plate (£=S9) X5
[N = TA982, TA100, TA1535.
TA1537, TA15382
1895 22 R 28 S5 B | Salmonella typhimurium 5~5,000 pg/plate (=S9) M
/M1 TA98, TA100, TA1535b,
TA1537
FEscherichia coli
WP2uvrA
OISR NN T F A =—ANLAZ =PI | — M
A= H kG (CHO sl
F A =—ZANLALZ =PI | 150~650 pg/mL (£S9) © e
HiGiia CHO Hlfia
CHL e < SRR L > SERGE
0.636~2.543 mg/mL (—S9)
0.318~2.543 mg/mL (+S9)
< TGP >
0.15~0.75 mg/mL (24 FFfH])
0.05~0.65 mg/mL (48 i)
TR T8N Bl | CHO il — i
A= HGPRT &= 1
/MR BRM 1 b hRRYIL Y >/ SER 13.6, 165, 2,000 pg/mL Eu
(-89, 3 IRFfHIALER)
13.6, 80.7. 235 pg/mL
(-S9. 24 WFMHALER)
200, 1,397, 2,000 ug/mL
(+S9. 3 HFHEALER)
— PRI
a : 1000 pg/plate (+89) TR HFHE
b : 5000 ug/plate (-S9) T BEFLE
c : 4 FFfHjLE
d : SO FFAE T OOREIRFHALERE TR HHBUSEE 1878 5%LA L 10%A0M T o 72728, FEHME & HIE

i,

18 TERLUE | etk — 5% A, BESME—5%LL E 10% AT, itk —10%LL
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#* 38 in vivoirlR

AR e Y SSE & IES
Mz ~ 7 A E iR — =43
A= NS AN
/IR ~ 7 A E i 75. 150, 300 mg/kg A, HL|  [fabk
A A= N [FIRGIRENEE G- (e - 24 L TF 48

%)
7 v N AR AR AR K 10, 20, 40 mg/kg RE/H, 2| HEAHA 2
A IR O & 5
7 v NEHE 2.5, 5, 10mg/kg fRE/H, H| [
I quE; 3=
e ENCT

a - MR S EEPE T % EIE S & B O I TED 7 i

4. SMESMHRER
(1) 2EEHHAR (RORRUZY M)
~ A (dd &) KT > b (Wistar ;%) #HWer F7a 7o rofkn, j@HERNX
R TG L DRt BROER AR 39 IR LT,

# 39 vURAKDTy MIBTLT a7 = CHEEREIZE D
LDso (mg/kg {AH)

Rl i T T T
&M 700 (583~840) | 560 (427~734) | 235 (183~301) | 250 (185~338)
fiEzEN 475 (365~618) | 430 (344~538) | 155 (122~197) 80 (54~118)
T 650 (585~722) | 600 (560~642) | 175 (138~222) | 162 (129~204)

() X 9B%(EHEX M 27~

Fh7a T = OREREARGIZED | v UAKTT v M TIERO X 5 2t ns
BTz,

~ 7 AT, 57 H% £ T2 200 mg/kg (RKELL EO#E G- TR H Y7238 CE OB N
FHAVIZ, 1,000 mg/kg (REAE OG- TIL, #4530 7314 L 0 BEF R OMREE DA TIRE )

BNz, FIROFER, 400 mg/kg (KELL EOE G CTHEEOOS A XITIEE, HEHh
1%, REKDORTRE ., K OO AERAE M 23 2 S 7,

7 v N T, 150 mglkg RELL EOE G- T THH, REAAENR OS5, 400 mg/kg (K
FEL OG- CHERIREEDNBIZZ S 72, 1,000 mg/kg RELLEOES-TIE, 24 BN
(ZHET IR DAL, Z AL FOF G2 TR B ANSSE IO A D vz, FIRCI,
300 mg/kg RELL EOEL-T, BEOOS A, KO, FTl A& OWRO AEKAE m 23
H oz, (BH6, 10)

(2) 2MEMEER (T9R, Sy b, 99X, 41 X)
O L OFERR O RRIK I L D B G2tk mtEaRnddm sz, ~ 7 A, 73X LKW
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A XTIE, 2TORGREE (O, £ T, BIER) (BT, LDso 1355 500 mg/kg A
Toho7=, 7 FTIL, 30~480 mgkg {AHE & 75>71,c DWEBOHHERTH- T, D
NSAIDs Tl S WA RIS HE Sz, (B 2~4)

~ U ADf%H LDso %, 32 mg/kg RH (MEKE) . 55 mg/kg (KE (KE) . 91 mg/kg (A

() . 160 mg/kg (R (HERE) KON 475 mg/kg (R (FER) 6TV 5,

RIS LDso (%, 7 v bORET 69 mg/kg (A, MEiT 75 mg/kg (K, 7 XD
HET 470 mglkg IKH, A X OMERET 600 mg/kg RENHIE SN TS, (B 2~4)

~ AW N a7 o 5 ARlEDES (60, 90, 133, 200, 300 X% 450
mg/kg IR/ H) 12X DMt Sz, &5% 8 AMOBEMIMI T b,
LDsol%, 5 AT 180 mg/kg {AKH/H (95%(EHERS : 133~243 mg/kg (AH/H) Th
STz, (B 2~4)

T v N BEFLEROEREY 2 fv- 5 B oS (BEFLE - 18, 27, 40, 60, 90 X
I% 135 mg/kg (RE/H, AkER : 12, 18, 27, 40, 60 XX 90 mg/kg (KHE/H) (2L Dt
AR SN S 7o, BEFLEAZ »~ B LDso 13 170 mg/kg (RE/H  (95%(EFERSY : 111~
261 mglkg (KE/H) ., BEKT » R LDso 1% 13 mg/kg (AE/H (95%[SHEIRAR : 10~16
mg/kg KE/H) Thoiz, (B 2~4)

BRMENHER
(1) 4BEERESFHRAR (v M)

Z v~ Q0VLEE) ZHWEA R a7 = oo 4 B8RS (0. 6. 12, 25 X3 50
mg/kg R/ H ., 50 mg/kg (KH/H OG- 1 EMAR) (2K 2 iatEi ki £
it <A77,

25 mg/kg (RHE/ H#58E0D 2 5] T} 50 mg/kg A/ B F5EED 10 FIRFINEL L=,
FECHNC =SS, #BRREAR R, IEEMAW, WARR - AR O FERIC X D151 05580 B vz,

R CRENR S, /MO SRS M OVEEZ T BV EHEIROUAE DT BTz, 25
mg/kg M@/El&Efﬁiﬂd@tﬁéﬁug&zﬁ%ﬁﬂg@ﬁd\ HEITEMAFED BTz, 25 mglkg
IREE/ H B GREC/MEORE . YRR, WE LR ONNE, FIsROER, RO R & ORI
b, BEOREE & OV~ | HEF‘EﬁH%J Y REIORERDFRD B, 12 mglkg K/
H LA B G CZEG & B 5 - 3588 iz,

12 mg/kg RE/ A #5RETZER & [EIEO 9 > M8 iz Z & 225, NOAEL i 6
mg/kg (KE/H L E 2 bz, (BH4)

(2) 28 BEERMEMEHER (Tv M)
7 v b (Wistar 5%, 9 Bilip, MERES 5 PL/EE) 22 F7m 7 = (R £ 99.7%)
® 28 AR OG- (019, 2, 4 XX 8 mg/kg KH/H) 12X Dl EmtnliRg s

19 YR (1% VR F T A F 1t —Z[CMC] 0.5% Tween®80 5% AAHE)
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M ShTe, —eRIEEIEE, REXOEBEIENE, EieBlZshaiHn (FOB), B EE
Blgg, iRy GEHESRZET) ROMUIRAELTFRA, JRIRE., FIR, iBesEERE O,
(I B AR A A R L 72,

FMERT R A2 40 (R LTs,

FELITA BT, KR, FOB & UONAFSESh EEIE2 I THERE 5 5- DR 28
FROIVIED ST, FRARE CHEZ A VTR pH ORAE & g £ 5- & OREI IR ¢
HDHM, EBENIERAEOHEPATH V BHEFICEE T30 EHWr L7, 4 mg/kg (AHE
1B LA E OG- REOMERE TR 547 BlgAE kT EEE O @I L, M FIICHE ThH H 7208
SR E 5B 22 Th 2 N EAENIE SEOHPH TH V| BIREE 2 RET SRR
EFR 7R LS I DI o T2 Z L DD PR EE TIE RV E T Lz, 2&E
FEDMETH AT AR EHINPIH] L OMBAE B 1X, SR FRIICH B TR o722 &
5 EEMEFANC BB TII A\ &HIK L7, 8 ma/kg RE/ H UL OB GREDME T 5 7=
RARMERE GBI FH2ANCHE TIEH 508, RO T 0 BErIC EE Tl
TR EHI L7, F 7. BIRAE ERIERIIIRANE D2, B I RIEN A IR
Zlnh, AERETIIRVWEE R, (B 3T)

‘AL EFRET. 2 mgkg K/ UL EOMERECHRE I AFBRERIER N D= Z &
o, FohiitiE (LOAEL) % 2 mgkg (KRE/H &HIET L7z,

7240 T v MR 28 HREIER DGRBS IT DT R

Beh8 (mgkg i i3
{KE/H)
8 B (IREE 185 T4 7 )=
H R « Zefast T-Chol il
[E10% « BEE Gl
[mIRG « T
4 B (IREL  UbA B (IREE) : 0D AKONES
2 DLk B (IREE) « sERiEs B WEHED) « ek

(3) 30 HEEZMSMEER (Sv M)

7w b (Wistar &, 4 #n, HERES 10 IUR) 2HW=7 b 7'me 7o 30 BRI
A5 (0, 5, 10, 25 X 50 mg/kg (RE/H) (2 X DM atEmiaBn e I ni-,
MATREZE 41 1R LT,

B G- HARIHIC 25 mg/kg NE/ H i GHEORE 6 61 ) OMfE 3 FNEONE 50 mg/kg AR/ H#%
HGHOBFIDILE Uiz, FECHITNTIG TR, BENEA RO, (KEBDSBEE & 70
DL LT, FIRTIE, WBE R, MEREPIRER OIS . BEKITREEN A BT,

RETIX, MEMEILIT 10 mg/kg RELL ERGHECHERBNNGEIAZ2 HiL, RN E
IR 2 7R Uz, $EEH RN UK EDIINT 25 mglkg K5/ H LA ERGRECTHA LI, 25
mg/kg (RE/ H B GRE TSNS 50 mg/kg RE/ B ESHETIIRGONHH 5
iz,
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MIRFHIRA CTlX, 25 mg/kg R/ H & GREOHERET Hb O L O HERE 57 o
NS, T Ht O N A B, 10 mglkg (K5 H LB GREOMET Y > ~ERE 43D
BRI BT,

MIRAEACFAORA Tl 5 mg/kg R/ H LA E GREOMET T.Bil OHIINA A 5 AT A3,
BWEEZERT, BEOFETIIH 2033 FAIEZRI R &l L7z, 10 mg/kg (&
i/ H LI BB SREOMET TP O HS, 25 mg/kg R/ H 5 HEOIET A/G LN Glu D
DM, MET A/G B OY ALT OEEINAA B 7=,

2R E R TIE, 25 mg/ke AER/ H 5 5REDOME TRl K OWPER DA K ORI
ORH BT, ZDIED, 25 mgkg R/ HEGEEOMEOM, TEMA, O, gL
FE B ONZ D Ul M OVE il Skt B B D) e Ot B B OIS A D AVIZ 23, (RHER
NPE S BIbEE 2 BT,

TR ClE, 5 mg/kg (KH/ H & GHETIHRIE Y o SHIOAER K ONEEEDRRE DS A
I, 25 mglkg RE/ AFGRECHBEOOS ADIEN, JEHENIEES RS, Y
ANERDIERED B BT,

AR T IR OB FAORMRA T, FIRCROIZBEEO DD AR 1T )72 21t
ELTRZ BIR-oT-, (BIR 6, 10)

R LEZRERX, 10 mg/kg (KE/H & GHEOMERE CRACAEOIE, HEClRdAl
FHIFTROECR A LN L n, ARBRICET S NOAEL % 5 mg/kg (RH/H L 3%
E LT,

#* 41 T v MW 30 A FEEMERMEERZ IS D ERIERT A

P b Va3 i3
25 mg/kg RE/H | « E1C (6/10 ) - FE (8/10 Hi))
- Hb 800 K OV ERE 43 EERE N - Ht KO8 Hb B ONCAF R ERE 2y
« A/G HE R OY Glu O Lesgm
- A/G Fe R O ALT #4n

* W K OB DR K OV R Bk

a

10 mg/kg RE/ A | « Fof AR EIKE - BRI

Uk < U U SERE Sy R
- TP DE

5mg/kg KE/H | FMEAT R L TR L

(4) SHEHEBEIMEHHAR (Sy M)

Ty MW M7 oo 5 EMEAEG (0. 2, 645 L <IE 18 mg/kg (KH/
H%0, 27 4 L<1X 36 mg/kg (AH/H) (2 X 5 diatkEmtalings e S e,

18, 27 & O* 36 mg/kg IRE/ H#GRETIELHIZS, 6, 18, 27 LN 36 mg/kg AH/ H
GREORE L 36 mglkg (NE/ H i GHEOME TIREIGIENGHI S50 vz, 27 KT 36 mglkg
R/ H 58T Hb, Ht XO*RBC OF LVMK K & WBC OHINNA B 7,

27 KO 36 mg/kg {AE/ H ¢ 58 g ORI B RO, AR, I L OV
HEEOWD DA B, 18 mglkg (RH/H 55 FEOME T OB 22 N3 2 H il
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77

FARE IO O | 18 mgrkg (RH/ H LA F#GRECHRIEDOIEE, 27 & 36 mg/kg
{RE/ B B GHE CIBMINEIR C SO b A1 5 /AR GRS D, 2 b OFEET
DR~ DOREN L, FRMEED WBC H#00, #hkifa & EAZERDHEGE K OBHEIE Cd - 72,
18 mg/kg AHE/H LI B GRET, BIBICHER T & X7 MEERIMAClili7- S 7= -
ISR OIEBRIRE MBIZL S 11, 36 mglkg IR/ H B GREORE 1 Bl HHIOFEEL O Z4E
N OB DRER A3 7 B 107,

6 mg/kg RE/HFEGHEORETHREIIIMHI 2RO bz Z &225, NOAEL (% 2
mg/kg (KE/H L E 2 bz, (B 4)

(5) 3NAMERMSERER (Tv M)

Ty MW N a7 oo 30 H RO S (0, 6, 12 T 24 mg/kg &
H/H) 1Tk Dl T S e,

12 } O824 mglkg (REE/ H &% GRETHREHID D L0, 1T & A EDRIGOIEE &K ONE
JERMNRK T o772, 12 KO 24 mglkg (RE/ H BeGHE TR G2 L DR OIERE L OE H
DERD HAL, 24 mglkg R/ HEGRETIZZEN O ORI L OBEHENERK L7z, 12 mg/kg
IREE/ H B GHEOREK TN 24 mglkg (RH/ H 58 CREEEIINHI DD b7z, 12 mg/kg
{KE/ A B G REOMEN O 24 mglkg IR/ A& 5HHZ3V T, Hb, Ht XUPRBC OF LW
Wb AR L, IEABEEEIMATED 57z, 24 mg/kg (RE/H B 5 CEAZERENE &

9 BIERIEIED RO vz, 24 mglkg R/ H & G-H CTIHFEEOHEINNFEO b,
24 mg/kg RH/ A B 5REOMEN N 12 mglkg (RH/ H UL EFG-HEOME TR & ORIFE OFE
BN L7, 24 mglkg R/ A & G5HEOHERECENZI 1= A N ORI RO T &)
»LT,

B ORI CIE, 2% G ORI T EIEDS, 12 mg/kg (KH/ B 58 CTHRRNR
BN OWA LT IRE DS, 24 mglkg (REE/ H B G-RE CHEEMREME(LIE (sclerosis of the
chorion) . 6 & O* 24 mg/kg IREE/ H$EGHE T/ S Z{BIE O LT, 24 mg/kg R/ H
BHEET, /MBEE. AR OEER ORIE, JEERI RO bitle, MigTix, 2%
HHECEMAAME T, 12 mg/kg RH/ B & GHE TR, 24 mg/kg AT/ H 5 5-8F CTHiizE
DO BTz, 24 mg/kg RE/H & GHEEORE 1 B TR FIEREEE, 24 mg/kg KE/H
G CBIRI RO RANE DL BT,

R ERECHBE K OVE AR L FAE L2728 NOAEL Z3%ET 5 Z &
1L TEJ, LOAEL (X 6 mg/kg (AH/H &2 bilz, (B 4)

(6) 13 AMFEIMEEMEHER (v b)
7w~ (SD %, #&5BRAAIF 6~7 s, (KE : 175~284 g (), 145~222 g (1), M
HER- 10 PU/BE) W= b7 a7 = (MEE £ 99.7%) @ 18 BRI &G (7 K
Tr 7l LT020, 0.05, 0.1, 0.5 XX 1 mgkg (KE/H) 12X 5 HAM R ERER)S
FEhi Sz, £, BINCTHEES 5 VWRHORBEOA T v 7 a7 = 1 mglkg IR/

20 i (1% VR F T A F B —Z[CMC] 0.5% Tween®80 iEH7 KIAHR)
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H % 13 BRI OG- L, 4 RSS2 Z & TRIEMORBEHIHE L7, —ieiRiEsl
22, RELAOMEAENIE, IRRRE, iKY (BEERZET) MOMmRAE by, R
FRAT, R AR, R, BEEs A I QN B AR A 2 S L 72,

TR AR 42 1R LT,

PRV E GBI L7 AR I3 b, —ficikig, IRBHRA, K&, B, K
RO, MRAECFRE, R, MBMRE, I EE R OSRIZB W TR e
B HOREIHA BN o T2, 1 mglkg R/ HEGHEORIEZ OB CIL, BILBHOZE
MEAEIEZ BRO T QMR B ST I3 b e o Tz,

BIWZEZERT, BIHIAOEMEE N OMRE OGS AREEDS 0.5 mg/kg A=/ H LA
LOBETH LN k 735, NOAEL 1Z 0.1 mg/kg E/H &Ik L7z,

42 T v MW 13 BERIRER DGRBS T D EERT R

BhH&E (mgkg 43 i3
(NEVARY
1 EFLEA « M/ IR « 2R/
ERCE R AR B (REE) « O ANEE
0.5 "EFLEH  ARME/EE B L
B (IREW) O ANEE
0.1 f&@%ﬁ%ﬁfi L

(7) 6 ARERA

HEEEER (Sv b))

7w~ (Wistar . 4 #Hlln, HEHE 15 VU AW a7 =00 6 A RN
5 (0, 3. 6 XL 9mgke (AH/H) 2L Dl B3 S iz, ez
# 43 1TR LT,

BT 6 mg/kg RE/H BGREOME 8 FINFTNT 9 mg/kg (KH/ H &% GHEDOHE 10
B OME 3 BIAFE LT LT, FECHIE, Wb IR B EOfER AR L, ST
ﬁf jZIEJ@H i, I RE, U IR RSN BIER S T,

AR, B OOKEIZ, B OZEITA LN o Tz,

mlmzqaﬁﬁfﬁf I%. 6 mg/kg M@/ AL G REOIET WBC OFINA, T Ht O
D3, 9 mglkg REE/ H & GHEOHET Hb OB A BT, 3 mgkg (K H LA BG4
DOREKR TN 6 mglkg (RH/ H & GHEOMET A MERD B 43 LI LD B b T,

MR LRI T, 6 mgkg R/ H UL B GREOET TP O R A bz,

FIR T, &EGOEEIIA NIRRT,

lEER R CI%, 6 mgke A/ HEGHEOIE TR M M OFEER ORI 23,
mg/kg RE/ H B GREORE TR gDt K OE% B R OB NN A 5 7z,

TR IR Cld, 2R CORIENEZIER A LT, MRRHSEE R A LI
PNZ D BB 0 ES LIER SRR BN b o L E X b, (6,
10)

BinzeZERIT. 3 mglkg (KH/ AR GEEORETHMERE 75 LD ZED, 6 mglkg
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(KE/ A &SRO CAMER T /D . Ht ORISR LNTND Z e, [ET
11 NOAEL %3835 = L 13 TxF. LOAEL % 3 mg/ke K&/ . #ETlk NOAEL %
3mg/kg KE/H E5E LT,

#* 43 7 v FEMAW 6 A L E R BRI C B D AT R

B h& Jii3 i3

9mg/kg KE/H | - JELC (10/15 Hi) - FE (8/15 Hi)
- Hb J8
« HFHPER 3 bE I OFRRER | /7 Feb

fn

- ROk e OFHX BN

6 mgkg RE/H| - FE1C (8/15 ) « Ht 8D KOV o RERE 45 Bl

Pk - WBC &/ - TP J&»

- DAkt B OFEX B O (6
mg/kg KH/H D7)
3 mgkg KRE/H | « U 2 NERE S D K OUFHER S | 3 mglkg (KE/ H
Pk Sy EEEEN TR L

(8) 4:BMEAMSMHHER (/1 X, HARNKRSE) <SEEH 21>
A X (B —27/VHE, 11 2 Hii, MRS 2 IURE) 2MWer hom 7z F MU UL
O 4 BFEFHENEES- (0. 1. 3 XX Img/kg KE/H, 6 H/AERS) (2L Dkt
BRSNS <4172, 9 mglkg RE/ H P GAECIIe G EE2 — I8 L TG L,
Z ORGSR, 9 mglkg AR/ H 5 5HE K O FRBE TR GE% D> DI IR GO
PEDIREN A S NT= DI Th-71=, (B 6, 11)

(9) 5EAMERMSHRER (1 X)

A XEHWr Na T =00 b EREER S (0, 2, 6, 18 X% 36 mg/kg {AH/H)
(2 X B M AR S S ATz,

FEEBNTRD B -T2, 18 mglkg (RE/H 5 5-1E TR OIEH- X OMEF TIED =
59, 36 mg/kg (RE/AFGEECHIMMED TF, mSEE ONEM & OSEFH 2 © EH I3
&=, IR BT A XITERE R Lz,

18 mg/kg IKH/H LA EEEGHEC Hb, Ht XO'RBC 238 L. 6 mg/kg R/ H UL E#
5T RBC O WBC 288N L7=, 36 mg/kg A/ Hi G CIET o AL ~7 7 L
A ASEHROBREE O, 18 mg/kg (RH/ H & 5HEOMEN TN 36 mg/kg (KH/ H & 5-#E D1
TT7 47V =7 OREOREN, 18 mg/kg K/ H UL E&EGHOMEA TN 36 mg/kg &
i/ A B GO ME TR E ORE o _EH3 D iz,

18 K 1" 36 mg/kg (RH/H & 5RE CIIKE RS, 36 mg/kg (AH/H £ 54 CRiN AR E &
D UTe, 18 mg/kg (AE/ A LL F#GHECH OIREAS. 36 mg/kg RE/ H 5 58 T/ N
DIRGED T BT, 6 mglkg KEH/ A EGHETHORIE, ) S1As, 18 mglkg AH/

21 RN GRBROTOSZEE L LT,
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A& GRECHIML, FHIEE DY) - A0 iz, 36 mgkg KE/H & GRECHRIC, K
UG & ERZEROIRZE & Lo To RIERUE (& LT v —Hlila 2L % £ 5 $8iR [ i
EREEIE) 23R Haviz, 36 mglkg R/ HE G REORECIIRE TR OBRE, &L
G LTRSS S ORI IROZEHED GO H AL, 18 mglkg (KH/H UL E#G-HECIEB I
PRAE DEALDGRD BTz,

6 mg/kg IRHE/H#&5H#ETRBC LTOXWBC 2N L7= 2 & W ONTAGDRIE KL VD oI
NRD B2 L5, NOAEL 1% 2 mglkg (AH/H &2 bz, (BIR4)

(10) SMAMBEIMEMEAR (1 X)

A X (B—Z ) #HWEs7 N a7 oo 3 A RmEROES (0, 6, 12 8L
<X 24 mgkg (KE/H % 1~2[B/H, X0, 3# L<IT6mgkgRE/H%Z 2[0l/H) I
& 2 fi 2k F BN i ST,

24 mg/kg R/ BEGREOME 1 BIAELE Lz, 24 mg/kg (KH/H &GO KT 6
mg/kg (KE/HEGHEO 1 BT THI, 2 (Bafl) RORIRIRZ R L, THIL,
12 mg/kg IREE/ A F 5 HEOHEC HERD BTz, 24 mglkg (KF/ H % 58 % Y 12 mg/kg 1K
F/ AP GREOME 1 B TIREND L, 6 mglke (85 H#%GREOM 1 FllIXEACRIEIC X
D —BHIICARE AN LTz, 6 mglkg REE/ B & 5REOME 1 51K O 24 mg/kg (K5 H £ 5-
FEORE 1 Bl EArEZIn (Hb, Ht X0 RBC O T, fERARIEROEEM) K OAfER
HIMEDSGERD H AT, 24 mglkg (RE/ H £ GHEOIED B HIRA CIIRIFER K BRI ZFER
DIFHALZLE 9 BB A BTz, 24 mglkg RE/ HEGREOMOD A X TIIARMEREFE
DSEFE D UTe, 24 mglkg (RH/ B GHET, MG F 2327 KONAIG Lo, &7
74 7V AN OVERSEREE D A3 bz,

24 mg/kg {KE/HEGHET, HEOMREE &K OMEOINEEEN D LTz, 2EGHET
HEAFTA OTEENFRD HAL, FEHGENHEZ 5 & & HICEERE SR L, /MED
BB, SR THONIEN IR TR -T2, 24 mg/kg (KF/HESREORE 2§ &
BT O OREHIAT 12 IS TEE 708 TR DAL, 12 mglkg (REE/ B $GREO I
1 Bl TR O B AR EREERTRO BTz, EAFREEICEE U CEEAINC X 2 28T
IR T,

SR ERECE IS OIBEIFAE L1272 NOAEL Z#% &1 5 Z L iET& 7, LOAEL
1L 3mgkg (AE/H LB b, (B 4)

(11) 13 EEEIHEEEER (L)

P (h=7 AP, FERRMGE 27~31 2 His, (AE : 2.0~2.7 kg (). 2.0~2.5
kg (M), MERES 4 DURE) W= 4 F a7 = (FiEE : 99.3%) o 13 FHRsREIRR A
Bh- (022, 3, 9 X 27 mglkg K&E/H) 12 XL DAt m iR gdh S vz, — iRk
REIZR. (REE R OMBATEHE, IR, ER VBN, Mg GEERE2ET)
FOMMRAAC R, R (B bFe&te) . EFmmE, SR, s EREIrone
TR AR A A I LTz,

2 i (1% LV RF T A F N —Z[CMC] 0.5% Tween®80 iiEH7s KIAHR)
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BT BN o T, RE, BeHE, IREHRA, E, OB, kA,
PRAGAS, (EE MR, Wetds o B e QYR BB PRI L S T g e 45 5- | 2 B4
HAERBEIHL OGN oT-, (B 26)

B EELZERIL, EH X QR OFBREIEINN 9 mg/kg (KH/H LA EOMETA
S &S, NOAEL (3 3 mg/kg KHEE/H & HIWr L7=,

= 44 YV EFHWE 13 BREIRER Qe 5RERIC 31T D mER A

5 & (mgkg | 1 i3
{KHE/H)
27 Mg K OV 0D BB AN Mg K OV 0D FE B R EE RN
T4 7Y )= T4 7 =R
Ein 2 LD Mg K ONIRIH- 0D F& BB HE T
EAina 2 U

(12) 6 EMEIMSEHHER (EE)

vz W ha T =006 MRS (0. 12 X3 24 mglkg (K#/H) 12X
% di AR BRSNS T, B 7V — 11T 6 malkg KE/H % 4 BFERE 05
L., ZDOt% 2 M Z L1 48, 96 it 192 mg/kg (AH/H 4% 5- L 7=,

12 KON 24 mglkg IR/ A HGRECIE, SECHIb mEdED 72 <. RELIEM LT,
192 mg/kg IAE/ H & 5RE TR 080 Bz, 6 K196 mg/kg A/ H & EGRETI
IREHINZNERD HIT=0N, 48 KON 192 mglkg (AHE/ H & 58 CIRERD 25520 H iz,
192 mg/kg (RH/H & E5HHCIWT, BEE, Rk T XA —% | MIGHERKOF 1T
DT DR, WBC R OMILIES RS2 OEREE OFNANTRD STz, 96 KN 192 mg/kg A
| B ERECIR pH AR T L, 192 mglkg RE/ B #GRECRPICHRIMER, 1Kk
OB STz, 24 mglkg R/ H & 5HE L 48 mglkg R/ H UL F#& GHE CEE
MG BT,

FIRA S, 6~192 mglkg (RE/ H & GRECHAPTRICIES Y, 12 Y 24 mglkg {RE/H
B HRECHIZARROH I SUIIREDIRENFED BT, 6~192 mglkg R/ HEGHET
BB ZBERUIRD 5 S I O A BTz, TREHER PRI D, 6~192 mg/kg 1K
/A& GHEE 12 mglkg (KH/H OfE 1 B EBOIBE GRS bivlz, 25H T, 95
(ZHRHEIE K O ERSEMERNEIRNE 2 1 O ¥EE D JE A DO 2 R T 803588 Hivl-, 6
~192 mg/kg (AE/HEGRET, + FB5EE. + F55R (Brunner i) OLRER OV
FLEAD RFTHIEESE 2 /R T B MBS ST,

BFGEET, BRMEIE L OMEMERIENVERIRIRE 21 5 REIEDE L DR 338D H LTz Z
&b, NOAEL #3%E T % Z & 13Tx 7, LOAEL I% 6 mgkg (RE/H &5 % bz,

(&M 4)
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6. EBUSFHRUFEI AR
(1) 105 BEMENSAMESAREE (YIR)

~ AN N7 a7 =0 105 HEHOKEL (0, 4, 8, 16 ¥ 32 mg/kg &
H/H) (L DHDN AR S S vz,

32 mg/kg RE/HEGHET, HERNPHBROB I EL oot BEREOBAERL, %t
FHELFILTh o7, 32 mgkg REH/HEGHOMET, 57 2 A NEOHNNNGRD &
=M, METIEA LN o T, REEINCRGIZ L5713 72< . BEDBEEL &L
T OWERRE RO RUE, XTI & R GHE CRBRIEE CA LN, AT
HOTIehoTo, (B 4)

(2) 78 EREEHSE4EHAR (Ty M)
7w b (CD %, MiMfES 358 (B HEREDIA 50 0L /) #HWi=7r h7a 70
T8 WMREER G (I o m 72 L L TO0, 4.5, 7.5 X% 12.5 mg/kg R/ HAEY) (2
E D 1EMERMRRERD T ST, —ARIRAEEIEE, IRFMR A, R, (A, ik
PRI N MR A LR 21T, EBEE) G 26 BHEIEICAHEE 10 VT, 78 HH[HIE
(AR AR Z TR U, ds i R S OYp B AR A % S0t L 72,
TR A 45 TR LT,
(RE, EEEE, FOKER OB, IREMRE, MmikA bl ONZ GRS O
FEIE N OV AEBAFE I DWW TR E 15 5- DT A B IR o T2,
BN ZEEBRT, 4.5 mglkg (KH/H 5 5-HEOMERE T BB A ARAY X OS2 b
(BREFEE LA O R, B LB RS OZS M, FRABEPLR, ML)
DHHNTZ L, LOAEL % 4.5 mg/kg KE/H & HIWT L7z, F0AMEEA B2
olz, (B4, 38)

#£45 T v MW T8 EFREER GRS T AT A

ke (mglkg ;3 ki3
{RE/H)
12.5 FEL SN FEL SN
PRHRIEREE N PRHRIEREE N
WBC K OV ERE i WBC K OV ERE i
/NSRS NG R REEE A O
BI85 : 15 Rk - FLIFBESE K ONFLERA MR
(FLERHVZESTE & e 21 9)
75 E GV IR FESL AV TENED ©
IRIMER T A — 4 —a KA GV IR
HERIR MLER DL O rfiE IRIMER T A — % —afiflE
HBRAR MER DL D i
B (i)
i - LI B A L (FLEEETZSTE | s S OV kT EE i
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SRR D) b IRMVETHIR, MRS K | /INGIE /NG IR

(OGRS R LT Y JEFEINEE U 7 SRR

"Bk PRANEZENE (FLEEER) . PRANEH
Ry PRAVEYERIR, RVERHE L O

=i
[R5 - {85
4500k R SR LA 1 O REIRTERL R (et B MRS B e 0D R
GRS U o EffiER d & BB SR LA O R TP AL

TR - PRAMAEZENE o (FLEEED) . PRANE
Yok, RYERRAE L & USRI

: RBC, Hb 2T} PCV

: 7.5 mg/kg RE/HEED I~

: B GBIGRT 26~51 1 E T

: 4.5 V12,5 mglkg AE/H & HAE
: 4.5 V7.5 mglkg R/ H B GHE

o0 T

(3) 91 BARMBEHIAMLEREE (Tv k)

7 v MW= b7 e T = oo 91 HERREEE S (0, 3, 4.5 XX 7Tmg/kg (KE/H)
(2 X DFED AAMERRER AN FE S S T, GRS T, 13 B OBIEMIMSR T b,

BEREOFTHIT, SR A WP R O 5% & I L7, 7 mglkg (&
i/ H & GREORER N GREOMECRIE 7 — ¥ OFBRI AR DI A DT, T8
WO T E T, 4.5 mglkg KH/ A UL EERGEEORETIRERD A, 4.5 mglkg (K5 H LA
R G HEOMECTIREIGIIINHI DGR b i,

FIRCIE, 7mglkg IR/ H B GEEOMEC/INBOER, FEE, TR L OS2 S I
OO, G CEIROAIAER, FERIE G, A, Ml o i, FERE
FEREME DGR U o SESESERE S DT, TRESIRR RO S . 2R ERECT/ NG
(2, PSR OTERR 21 5 FRETHNES K OBE TR i, SLEMWTIL, 1858
ZFE D X9 IR TR T SN EREEDO BN GRD B, SRGREC, BALIAEEEL O
FE DR OSRERIRE 2 OBIE( LR Dz, &R GREOMEL Y 7 mgkg (KRE/H &
HREORETIFRIIE Y @i OV ) o SEOFERMEIE RSN U7, SSHRRE M O 5
[ZBT DI Ch -T2, (BH4)

(4) 104 BREENAERER (Sv )

7w b (SD %, 5 i, MEHES 100 PO/ RRE, MERES 50 DL/ 5RE) Z2 Wi

a7 =0 104 MEEERS (X h e 7= LTO0, 1.5, 3.0 X 6.0 mgkg

(REE/HFRY) 12X DR ARER TN STz, —ARIRIERIER, (REL OYEEIENIE, IR
BHRAS, MEsraomds, SR QNSRBI AOR A & 520 L 7=,

AT R AR 46 TR LT,

6.0 mg/kg REE/HEGREOMEIIEEBIMO7, #h5 81 H TR G2 L, Sk
FARHT T L7ztk, 65 87 M CRAMEAE (CEAEH 1 26%) Z&M L7c, B, Ak}
2heE (GBI 13 B E T) . IRBHRA X ONEEMEIRNZS OIS BUSHEE | SR B ¢ -
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SN XA LI o T, WP M ORI E D RBEEL ORI v 7' 7 = %
HICHEHET A5 L EZ HNAERE EITHREMARE, BaREA, B ZkR<) &3
Wr 7=,

B ERERIL. 1.5 mgkg K&/ H UL EORGREOMERE CEF ALEREESE SN A D 1L
Z &6, LOAEL % 1.5 mglkg {RE/H &M L=, FBANMEITA LN o7,

46 T v NERWE 104 BTN ANERERIZI 1 B R R

BehE (mgkg i i3
{KE/H)
6.0 IREEHE I ) AFRET
R : A TR ERIARRRE (EEAEESHENN) | AfERE e E o, AFHPERE R
IR« O ANES, 55T R - BB MRz b
ABRAE Y 3 U o SERRD JFlit - /NBEHL YRR ZE R b CRsER
fEEE ) e IR BEEEHIN)
R - EEnR
3.0k RN U o/ 6 - TREE (R EEH BN S e )
RXFEPE Y oS S oo SEiEEE | AF TP ERE i
RINZRRO/ RS L G5l BRE © D ANESE. EER
e, AiSZRSE RETNEE U /36 2 U o SERpED
FEERBNAIRIE B L OB E 2540 RIRE - BHELBIZARL
BRI - Rk
ffafs - 1RHE
1.5k AR ¢ AR
R - K, RN OBCERER GRIRRY) | B - R, IR OBCEREE (i)
FEERO/INU LR OV UL Gl R T FLIEEAE, A TERERINEE
Rl - P FLEALESE (CRABUBEPE J OVEEAE FEHE )
W KR« B B

a : %5 76 Wiy
b : $e5- 38 JHIRE
¢ REBOIR (L0

(5) b2 AMIEHSEHRER (EE) <SEEH 28>

bt (1.5~2575%, MEHER 6 VT 24/8F) ZHWo h7'a 7 = >0 52 FH GRS 1%
5. (0, 4.5, 9 XUE 27 mglkg KT/ H) 12X DB S 7z,

PR E P 5B 2 SR S ORISR DFEBLU I A B LR o 1o, 1BEER, K&,

23 FAERDFED DN OBEEE L LT
24 0¥ 2 DL 5- 26 W& SRR
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IREHR A, MR, MR AR, (IR, R O A Tl
PR E I G- DB IH B oTo, 27 mglkg AR/ B #GREOMERE TGN
D SATARESIMIHI 32 DA, BRI Tl 5 26 BERFORTHIR
Bl T, 27 mglkg (AH/ B BEGHEORE 1 B CHAPTEREI SRR SOESUS 2 R > 72
/INEEBESEIEG)S  ME 1 BITTHRERE D N D S A B AL, $5- 52 O RAGFIRBI T, H.

INESUT IR IV 2 HEBEE A MR, U > SRR, RIS il b OV DR
JRPEEZE SO FBYEIIE (UIE LA EHUg & AHREREE 21 D) | 9 o M ONIFRSE 7
KAEH (LITUIE D 2 ML OV ST HAG M & A ERER ORI A4 ©) AT/ INEBFEAS, b
Mtz SR R TR S, —HOFTICIITHLE NFEROBGIVRIE S LT,

(& 39)

7. EERESMHAR
(1) R R ER#IEIEGHER (Sv )
@ #BOKSAR

M7 v MW R e T = Ok OG0, 3. 6 X% 9 mg/kg {KE/H)
(2 X DR TG S AT, HEERET, ACHORT 2 B, MRAVE ORE L DA (1~
6 H) MOYHREOIHO 2 @EEHS S S iz, 6 X9 mgke (AE/H&GEECTlIkE
BAHEILT 3 KR TS L,

Img/kg IRE/HEGRETIZ6 BN L, 26T a7 = G285 HE
DOiER (BIHFE Ol L AR 25588 bit/e, 6 mglkg RE/H UL EEGHET
VRPEIREO OB IRED B LT3, & OMOBFEFEIEIC 2 T2~ T2, TR
L OB G5 REOAZBCHT OB G-I 381 D RN KRR E Ch -7z,

6 mg/kg KE/ A LL B GEEOME CTHEIRE & AR IR L2 &b,
NOAEL /Z 3 mg/kg (KH/H &£ & 2 bz, (BHE 4)

HEZ v MW h7 a7 = ol A is (0. 3. 6 X% 9 mg/kg {K5H/H)
(2 L BB SENE S e, JEC 67 BRI G4%, MALEOME S 6 HFZRL L7z, 6 KT
9 mg/kg (KE/H & GHETIXR G845 0H LT 3 RFERR TG L=,

6 mg/kg RE/H & 5HED 1 ]} OV 9 mglkg IR/ HEGRED 6 B350 L, 9mg/kg
IR/ HREGRED 4 BT b7 a7 = A2 K2 BIFE O (B IFE O i O FLIME
1B15) DR bive, 9mgkg RE/HEGHET, &5 6 HE T, REHRIHNH T
DITH, EOREIE LT, HEOBIHRENZERGIZ X DB IO Lo Tz,

6 mg/kg RE/HEGRECHENA L2 x5, NOAEL |3 3 mg/kg (AE/H &
EZzbhi, (2 4)

@ HANESHBR<SEEH 25>
F v b (SD %%, 6 BEOHER N 12 EEOME, MERES 22~23 TUREE) Z V=47 b
a7z M) U LEOFANEE (0, 1, 3 XX 6 mgkg KE/H) (2L 555k

% RN GRBROTOSZEEE LT,
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FEf STz, HERE A AP R KICER U, RECI3A2hlRT 10 38H (6 A/AE) . S
[ IARBLRT 2 N GIHR 7 HE T, En e L,

BHEW O—Rie, KE, R KR OYHRO I QNS SR OS50
WEIIAOLNIR o T, &TCORGEET, BTN HEMBEN A RBIZHEMNL
7o BEREOIRIRICITHEE O BCEIEBIZE S, 6 mg/kg (R H i 5-4F CTlIMEAAT
FRIROERENPFEREEZ R LTz, UL, 20 ke G EE ORI —EDH
HITRD LT, FHOREAREIOT N O ERT — X OIEFHEBENICH 722 &
5, EFREORE BTN B2 DT, iz @A IE LR b o7z,
(&6, 12)

(2) AEHESHER (Sv M)

Z vk (SD %, AEGEHEO H) : 215~270g. 25 DU/EE) % FV 7= EERIR 53R BR A
Ehnsniz, 7 h7ua 7= (M :99.7%) #4114 A biRFL6 HET1 H 1 [H]
ER &L (026, 0.05. 0.1, 0.3, 0.5 XX 1.0mgkg K&E/H) L7-, REWL. —
freikaemlas, RE R OB ERE 21TV, BRI S S CHE, HAER K OWEEIREE
BIER U7, HAEVITAEMER, —ekas@lss, RENE R OMRIMERZITV., HAER 4
HIZ1E&H7-0 8 VL (FIREZRBR Y MEMES 4 VD) (TR L, WA 7 BEECRIZE LT, &
ALFRFEIIREEL 7 B BICHIRICHE L 7=,

FERAERATIOR LT,

FEW X, 1.0 mg/kg RE/H&EEGRET 2 IEURE . (RHAES OEPE R 7R L,
FNENHFEO B L ONZEL 1 A BICERIES I, Wb C - E NI Y& A
Bz, 0.5 mgkg KREE/HBEGHEO 1 HNI3%F 4 H H £ CICRMERDELE L%
BIE ST, 0.05 mglkg (REE/HBEGHEO 1 HIAUEE AR OEFEZ2 R~ L, HERT (%
L1 AH) I Lz, PRIAERE (0.1~0.5 mgkg (AH/H) THRIEDIEHIN )
ST &G, HERME G & ITHERICR & pIb Lc, AR & OMRAMIM P OKE, (AE
& OMBRE Bl R B 5 G- ORI A G T, 5270 7 B H OF IR CHERmE
B GBS 2 B OERIEE (RERENOWIE T 2T) OEBIIA LR T,
PEVRER, AEAFRINEIRER, AR OEFR L OVEIHERIE B G- ORI O
72 1.0 mg/kg RE/HFGHETH DAV FENEL OVELFRIE ORI DWW, 35
SAEDFHNTH Y . W ER G- & 1 THERIR & L7z,

IREM)TIE—RRE R OMAE. (HHZE 1, 4 KOV 7 BR) SR e & 51 B4 2 7
WL DI T2,

BN ZAEESIT, 0.5 mgke (KE/H UL EOBSEE IR OLEE N SNZZ &
M5 B OIS 5 NOAEL % 0.3 mg/kg AK&E/H &M L=, 7=, 0.5 mg/ke
RE/H UL EOB G CHAERAGFRORENA LN Z &b, RO NOAEL %
0.3 mg/kg AT/ H & A L7,

26 YSIE (1% LR 2 A F Lt L — Z[CMC] 0.5% Tween®80 itfiia iz /KIAHR)
21 GBI G HAERBE G Wb o&fET, L7, (2) 225 (4) ([ZBWTHEL,

56



47 T v MW ERFER GRS A EEMAT R

58 (mgkg R Vg (M4
{HE/H)
1 LRI (2 ) = HENRAFREE (HE0~1 H)

LHFEH - VUIBGR 1 AR S OSEpE

0.5 LU L THARIIRIAE

0.3 LLF TR L TR L

a: HERMKOHER RIZTN T 1L

(3) FEH (HiGEARE) BE5H8KR (Tv k)

Z vk (SD %, (AEGEHEO H) : 219~276g. 10 IL/EE) % V7= E eI G5-3RBR A3
eIl 7 W 17> (W . 99.7%) Z4HR 10 B Bi%3l 6 B ((ELAERE 17
DA 1 HE TR £ T, IHHE 11 DR 6 B (B UME 18 H~#2%. 1
HETHRIE) T, 1H1ME, KEROES (028, 0.1, 0.5, 1 XiX2 mgkg K&HE/H)
u‘_o FEMWL, —eRRE@IER, REN OMEEEHEZITV, BRI S THE, i

R OVEEIRREZBIZE LT, AR, —BeRiEsizE, REHIE & OMER
u@fzm\ A% 4 BIC1EH7-0 8PT (RIREZRFR v MEMES 4 PT) ICFRFEL, AT H
%ETHLE L, 2ATREIIEL T B BiCERICH L,

WERAF A8 TR LT,

REWICIX, 4R 11~17 BAZEL 2~6 HEG- CIHAREL OEE~OFEITA LN
7eo Tz, HHE 10~16 HEGHZF 2~6 H X OUTE 11~17 HAZFL 2~6 Hieh- L b,
FECIEA LAV, —MREE, AHRMIM, e, SR AR OVEREE (BAE IRIR K OYA
FETCHR) (WY E R G- DRI B o T, IR 11~17 BAZH 2~6 BREIC
i»sb YT 0.5 N1 mglkg R/ HBGHECTAH LIV AR OA B2 Rl I R ks

55 el A TR DRI OB L2 b0 L HWr L-, R 10~16 H/AZH 2~6
EI Be5.0 2 mglkg RERGRE L AR 11~17 HAZEL 2~6 P50 0.1 X OV 1 mg/kg K
i/ H & GHECTH DIV ERIE ORI A B 220372 < | BRI E % 5-58
MRRIDOFGTH D 2 &0 LR E R G- & I XHERIR &I L=,

R 10~16 H/A%FL 2~6 BRG L OMHR 11~17 BAZE 2~6 A5 L4, pEREL,
AAFRIBEE S, PEbE, HAEBAR BB O H, 0~1H, 1~4 H, 0~4 HX D 4~T7 H
F0) (THBRWE RS- DEBIIH LN Do T2,

WEM T, SECE, kg, (RE, (REEINEICHERE R 5 OFEITA bR
MoTz, IR 10~16 HAZH 2~6 B#5-D 2 mg/kg K/ H 5 L IR 11~17 BAR
3L 2~6 BHHEGD 1 mgkg K/ HEGEECTH LI PERB OB TSR OIEIC
K95 & O CTHERME 5 & 1 TIEAR &l L7z,

R ZEREBRE, R 10~16 HAZHL 6 HE5-0 2 mglkg K5/ H G _iob\f
(REIEINESH . AEBD K OB EREL A L2 &b, REmo—iksE

28 I (1% LV RF T A F B —Z[CMC] 0.5% Tween®80 a7 KIAHR)
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NOAEL % 1 mg/kg A/ H . /50 OCHAER CIIdM BN b T=Z b,
N AN O NOAEL 135k m# 5-8D 2 mglkg KE/H & Hlr L7,

*48 T v baEHWIEEENRSG (OoiRSs) BRI AT R

¥ 5 & | HEW IREW)

(mg/kg | GD 10~16/LD2~6 GD 11~17LD2~6 | GD 10~ 16/ | GD 11~ 17/
{REE/H) LD2~6 LD2~6
2 (REHINENE] (GD 10~17) | BB ER L B EL L | AR L

{KEJRED (LD 2~3)
EeHEE (GD 10~17)

LLUT | mhea L

GD : Gestation day (FH=H)
LD : Lactation day (%%LH)

(4) 2HHREWERR (Sv k)

Z v & (SD &, 7iEEs, Fothft : MERER 25 DU/RE, Fo AL« #EER 25 VD) 2 -
Fhrazzr (M :99.7%) OsEfika#&s (0, 0.1, 0.3, 1.0 X% 3.0 mgkg &
F/H) XD, 2 BRI FEE Sz, Fo MOV Fr &b, AMcRT 70 HREH&E-L
Too FTo. HEIRECHIF A2 HEHERARRETE T (Fo : 128~134 HfH], Fi1:128~145 H
). MEIASECIAR, AR & O 21 AR EEWMENIM (LR 18 H~THES 1
HIHMAE) #& THOFmERETE T Fo: 121~134 HIE, F1:121~143 HI®) &5 L
Too BHAROREMWIAEIHERD, —MIRABEIES, AR & QBT S E I ONC ZE5E1 THhE]
BRITV, AR ST, AR (Fi R OVFs) (3BERL F CHEM MRS, —iiRiesiz:,
(RERIE N OMERMERR AT O & & HIT, A 4 BIRICFIREZRIR D WERES 4 DT/REIZFREE
L. I 5125010 21 HEOBEFLIREIZ ATREZ2BR V) MEMER- 1 DT/ 2388k L Rk B (Fr)
ZMERERS 25 DUREE LTz, HAE 4 BRRICHIS 2 7RI R ERIE 2170, Fo D 1Y
MMEDHFWRZAT > T, BEFLIL, A HROBEW), BN B8 F) KO
Fol3Hicft L, S DI MIROBEIC OV CIE, MIRFAHRE, MR LR O
JREREZITV, BRI B E T2, F7o. BIRSh- - 88 (F) o 1 ek
MEIZ DWW IR ER E &2 HIE L=,

BT RAE R 49 1R LT,

Fo (BlE) <Tix. 3.0mgkg {KH/H &5 HOME CHERMER G ICBET 5 B2 5
MDFETN 5 BIITZESEHEN 1 I, BRI E G- & ORIV B2 HRHETN 1
ATz, 0.1 X 0.3 mgkg RE/HEGHEOHETEINZEI 2 FIFETE XX ELEEIEH F
DIV, BRI RS- & ORI ST S e, —eiREE, (RE, BEE, AR
B, MR, RRAERON s (2 RFrEEs, Sk R OEhE
TG T BB I bR > 72, 3.0 mglkg RE/ HRGRHETH SR
W OETHRES % OB ] 1~4 B OREBAEHN L AT BURAE S B2 2l < -,

Bl & L Co Fy T3 E R 5IZBET 5 L B2 b DL CUTZLEHIE) 134
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DALY, —MIRRE, (RE, BETE, SRR, R, Rl Ok, R,
EEHE R OFERE) M OSI CRGITIEIN T D B I A b o T,

REh (F L OVFe) Tk, BEICERT 23T O e o7z, BRI,
ML, AR O—BRIE R OV (HAEEEZNDHA 21 HEE ), L (F iR
By (Fy) KOHAE 0~21 B (Fo) £70), lBgsEEITONCHR (REWwstCic ks
RHFURAE G L) (TR TEREITER T 2 BB~ b oz, £z, F1OH4A
IROFBEBEICBN T, OB IR O OBIE I XA H VR~ T2, F1? 3.0 mg/kg
{KE/H & GHEORE, F1 @D 1.0 mg/kg K/ H L EOEGEEOMEN N Fo @ 1.0 mg/kg 1K
/B UL EOF G REOMERETH BT REF I N Fr @ 8.0 mg/kg REE/ H $e 5REOME
TH LA 1 ~4 BHOEERIMEE EREFER SRR $ 5 6 0 Lk S -,

BN EERFREST, BE (F1) Tl 0.1 mgke K5/ H UL OB GEEOMEHRE TR SLEE
BISERH LN Z LD, BlEWO—F D LOAEL % 0.1 mg/kg {K5/H &4l L
7z R TIE 1.0 mg/kg R/ A UL EOEGRECHERFRIER (Fo XUV F) 23, &R
TEEEAE (Fo) 28 Bz Z & B ESiEMED NOAEL % 0.3 mg/kg A/ &Kk L7-,
B8 (F1 KON Fo) (ST A DN > 722 L 2v5 NOAEL [d & 58 TH
% 3.0 mg/kg {AH/H &Hlr L7,

#49 T v b 2 IHREGERABROBEWMIC BT 55T R

BhH5 Fo Fi
(mg/kg Jiia i3 JiiE i3
R/
H)
E gt R | SR U LESESE e MCV  } | RBC{&fii, MCV
HEFERED . AL O | MCH O K OXMCH D& il
Zehf CFERED) < RS | b TP O Glb @ | GLB {&fE
JRTE CREISE T4%) : 4 EAE
FRERMER IRIMER ST A — 4 —{KfE R i A et M OV
R S TR | o MEPRRMEREGRME, AR | B B MRV | MTEEOSIE
JiE d MERFFE AT = PR % d R - SRR M
HifnERE kg, 4 B d
R R O Mg 3 | BEERE QNI IMRE D) | SR SRR
DIEAE fiE SMEFEAE
3.0 APTT &4
Pl <
JE iRt M OVFE R B By
B
Wik et M OMFH o B By
([
H. + 465 5L D
FERGOOHEN - BRI
BRE. + 4650, =&
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OB « AFERERIESS ChG
TR

JR'E ST ZE S - YD
PESE

FrPlk - & b o -
BN SN

KRR M OB =R OIRAE
PEVTRAE

AAFFIRE R D IEE
SE i
B B | B FLEAERE Bl B | AR
BE - OB ARG [
1.0 Ak | ik - FLEAERSE IEARIRIE R W - ArmRERME
HEARTRAIRAE ZS
0.3 L R Lt R Lt E fm"‘r’ﬁ@ﬂié‘%
"Bl . FLEABRSE | MR - AFRERMER

0.1 L4k g
ik - FLEABLE

GD : Gestation day, LD : Lactation day
: 6 PLIZIEIRR D3RR S T,

L LHGCEN) DI

: RBC, Ht & TFHgb

: FEBUEE K OVEE FE DN

: 1.0 mg/kg RE/ H IR

: 0.3 mg/kg RE/HELLT

: 0.3 mg/kg ARE/HREITERS

Q| o 0 O

(5) [REMHRPRESER (S b GARKEE) <SEEH 29>

7w kb (SD %, M 20~23 JU/f) ZHW=7 F a7 zF B U AN
5 (0, 1. 3, 6 X% 9 mgkeg (AHE/H) 1T & AEETERF SRR Fh S -, #iR
W 2R 7T A2 DIEE 17 H £ TREWICIREG- L, FO—E (KHE 20~23 L) ZiFR
20 HIZHFYIB L CHRIR AT Lz, 780 OREM) (B8 10 I8) (XHKSY
MhE, A% 4EETORBIRBE RORBELBIEE Lo, £z, BEFLEO—E (MEHES
18 ZBRC L T 12 BEERHCAEL L, Fy RO AERRE/NZ DUV TRia L7,

9 mg/kg (REE/ H $GHET 21 Bl 12 B1723, 6 mg/kg (REE/ H ¢ 5HET 33 il 1 B1IA3%5E
U L7z, BEREG OWMSE T RICHEEOZET A DNT, BEGRETIIMBIEORE D SRR X
0 HENE ST A MDA BT, EATEEITRRD bGivieoT-, 7o, A%BIED
FEd, BHHEE SRR AT A 6T, IHEROAETHRE TN OWT B I A H AL
olz, (&6, 13)

29 RN GRBROT-OSZEE L LT,
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(6) FEHRMZEHEERR (Sv k)
O RBOFSHER

T v bWz a7 o o O (0, 3. 6 3T 9mgkg (RE/H) 12
52 JEPERA M O gL 3 5By 320 S 7=, W o G HIRIE. R 15 B
o4 21 HE T TH T,

9mg/kg R/ HEGHETHRTRNEMNL, BHBCHTIEr Nor 72 kb E
AFEBRENGRD BTz, 6 mglkg R/ H UL ERGEEZIWT, 4TR 20 B ISR
PIHISTRD HAVTZ, 6 mglkg KEE/ H LA 5 COrtfilE it & OVRSE 2010358 B,
EPENLOIETSRIIREE 1 L 6 mg/kg (KH/HBEGRE 3 BICERD Bz, 6 mgkg (&
/AL SR SRECHAER O CERSIEIMN L., 9mg/kg (K5 H &5/ CTHOME% 21 HO
(KENED LTz, FAEICHTRII A DR D> T,

6 mg/kg RHE/H 558 T ORBEIIINHE L ORI A2 20 6 REh o
NOAEL 1T 8 mg/kg (R&/H &5 % Hiviz, 6 mglkg R/ H BGEECORERHD &
OSHTAER OSECTFEENND & | I R OVER O RIZRT 5300 NOAEL /% 3 mg/kg &
H/HEEBZ N, (B4

Q@ BHARNKZRERER <SBFEH 0>

7 v & (SD %, Mt 22~24 VL/EE) 27 a7 0 U T AHEORAN
$e5- (0, 1, 3 XU 6 mglkg A5/ H) (& & 2 J8PER M O gL GaBR A3 520 S v,
PR E ORGIIRNT, MR 17 B2 DEERLATH  (O0itk 4 ) £ TTh-o 72,

6 mg/kg (KH/ A $5-8E CREM) O IREHEINPIHENE A3 A2 STz, $GRECIE Ok
FIOPIROIAE (ALK T2 & HER S 412 S0 il I KB D BERESE DS 7~ AL, 500k
BEOFIHLNT DB AR RIC L D & b s HAR K OWER O A S,
Oy BB D TEFI A LR C b - - REEM OB TEIC DR B IR B XA S e
ST, WHAROAEFERE FBR TlE 1 O 3 me/kg A/ A58 CREVR I A BT
DUTED, ENOOHIINT NS E 5T — X OFFHANICH 722 Enh, TORET
hEWEEZ BN, (BHE6, 14)

(7) RESHHER (TVX)
~ AW N e T = sl G (0. 3. 6 X3 12 mg/kg (AE/H) ITX
D38 ERRBR DN I S AT, BRI E O G HIRIITATR 5~156 HTH D, 6 LN 12
mg/kg RE/ HEGHECIIRGEEZHHIL TRE LT,
REMWCE 1372 <, G- SNz~ T AFE TR 21 B £ CICHEE Lz, sHHRRE S
FHREORITIX, AREEM, BB 1 EHZ D ORISR OERE) . FENHET
(HZAERFRAER) ROVEZOME (A4S 30 H £ TORRTE L VKRE) 122213780
7o 30 HERIRFICBIEE L7 B AT BTz,
RHATRME & R IEEMED NOAEL 1%, ARBROKEHETH S 12 mg/kg (KHE/H B 2
bz, (M4

30 FHRNEGRBROTOSZEE L LT,
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~ 7 A (ICR %, 90 HEnLL I, 20 D/ 5HER TN 20 DL/xHRRE) 2 Wiz hra >
= OFEHFE OG- (0, 3 XIE 10 mg/kg KE/H) (2 &k DR EmRMERBRD I S 7,
PR E 2 R IR 7 H D 18 H £ THEG- L, 4R 18 HIZH FUIBH 2 58k L TR
WamE Lz, £7-, RICEREGESLET T, M~y 2 @I 27 v a7z a2
H.L., 4= 18 HEARRERNCEIE L CHA S, WEWOAESREE 3 HEIChT-
S>THIZE LT,

ERER, WRAETCHO OVR AR EIZ TR IR o T, IR L OV Tl
B HIZ L DT A ONIRoT-, (BE6, 15)

IREMW DOERIEEZBIEE LT BR Tl SRR 2 RE R AR IRIRE I ZE1T3R
D BN HOD, BEFLEHZIBWT 3 me/kg R/ A58 CIIoe IREE X 0 @ i
FLBEZR L, FRGEEOREREW) K OV GREOME B R EIR T A A BT, RE
TV, BEALRFCIT 5 18472 0 OWROEHRED NS H D0 3 KT 6 mglkg (KH
[HEGREAFAE LT 720 ThHo7=, F7-. 3mglke (KHE/HEGRHTHE S I 2 A0 L
7o 1 BInFH T LIS, BEIONER OITENTIER CTho7o, Atk 21 HOFIRRT, %
Fliligas OIRER L F 1X A DR -T2, (B 6, 15)

R ERESIL, BEOEBENLONRN-T22 86, Zhb 23 BRI 5 R
B N OBRRIZ%9 % NOAEL i m A& Th 5 10 mglkg (KE/H L3%0E LTz, BEFLKF
BT GO IR ORER FIC oW T, BRI OBELRDS B OE %
ERl> T2 Z o BEHET 2 LARMKREESEEAL & CTALF L7272 DI04 U7 @302
LEZ LN, RAEMOr a7 2 OIEL BRI E D BB~ DRI TR LS5 b
D LR LTz, EFTIEITRRD HiZe o Tz,

(8) HESMHR (Svy kM)

Z v MW= a7 2 ool n e (0, 8. 6 X% 9mgkg (KH/H) IT&
%38 E TR N i S 7o, R O SHIRIFATE 5~15 ATHY, 6 KLY 9
mg/kg RE/ HEGHECIIRGEEZHHIL TR E LT,

9 mg/kg REE/ H$GHEDOME 7 VTS IR M ONEIRSR THET Lic, R REHN
THNIEED ST, IBIEEE 1 EH7Z 0 OINIEE & AFRIER) . FERNEE (EfF
FRIERE) (22T o T,

RO NOAEL 1. 9 mglkg (KE/HEEGRE TR A LN Z ED 6 mgkg 1K
/A EEZ B, IBEFEMEO NOAEL [ 3IARER O mMETH D 9 mgkeg (AH/H &5
z bz, (ZH4)

7w b (SD %, 90 HipLl b, 20 i 21 VE/EE) W=7 b7 a7 = v ok n
Beh (0, 1 0% 3 mglkg RE/H) 12X DFRAFEMRBR I S, #ERE & iR
9 HMG 15 HETRE L, HE 20 BITH EUREEm L CRIREmE L, F/-. [
U GIETRC, $HRT > & (5 DU GRE, 7 DU/RHREE) (27 h a7 = o aH&h L,
IR 20 B LABERNCETE LCHAOE S, B804 %38 EE 4 B> CEl

217,
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%Eﬁiﬁ RFE B OWR AR I 2 TR B o T2, AR N OVE SR Tl
B HIZ L DBII A LN T, (BE6, 15)

ﬁzf&%ﬂé"é%’f;@ﬁm LBk, FEIRERICEITRED BT, HAEIRE I 58 CHY
U7z, BEFLRRIZIWN T, B8 CII BRI C LR RISELL OB ER 2 7R L7, 3 mg/kg
(RE/ B G5 REOMEREM AR TR DT T Y 8K & < BEWEMW) Tl iR
BEDAE A 00 ElEl > Tuvie, IRONMEE TENTIA TER Tho7o, % 4 WO T
(X, SEEED 1 FINCARIOE KEDNBEE SN2 DHTh-T-, (B 6, 15)

BINZERERX, BREDERHRLNIN-ST-2 b, Zb 23 BRICBIT 57
x5 NOAEL #iEHETH D 3 mglkg KEH/H EFE LT, BELRFICHIT 2
3 mg/kg {KH/H G HEOME B ORE FIZ OV T, =R RE <, HEREWO
SEHHAEITT e L ARTIREEDfEZ Elnl> TN =2 L h, B3R E# EE 2 b, A
o v a7 = OIEL T L D B~ O BITER LS5 b0 Ll L-, @4
RIS HieinoTz,

(9) HESHHR (Sy M)

7w b (SD &, 13 Wiy GIECRF), M 25 VLR AW hrym 7y (W
99.7%) OFFFEOEE (031, 0.3, 1, 4 XiE 12mgkg (KH/H) (& X 2R 4EEMERER
DER STz, 7 a7 2 SREREITR 6~19 BET1 H 1\, /KEROHRS L
7o FHEMIE, —MIRABEIES, RE L OMBETEHIE ATV, 4FR 20 HIZ U*ﬁ&@%f@
BAZ I L C, IBIDANER, WIBM OEREETT o7, 72720, BRI L T
G ETH S 12 mgkg RH/H IOV TR T35 Lﬂ\m\o

FERAFR B0 IR LT,

REMYCIE, 4 mglkg R/ H DL T OB GRETITIE L K OWERY B 5% 51 B4~ 2 fiEk
DOFBULA LT, FELOEEE NS, B, JBlONERE = BRIl 8 A
LRI, Fiz, THEUBLKOFEPROBIEIZ W T, EiRd, AR I
gL, AAERe i, MR QMR IR ERICEI I A Do T2,

JRIBDITE, PIEKR OVBRFEIZIBW T 4 mglkg A/ H DL T ORSREClIgrmE
PG BERE 5 B 1T A B o T,
ﬁuu;r}égx ¥, 12 mg/kg RE/HB5# CHERBRE R 5 (CBhET 2 2:3%2 Y A0
. RRIRIEEDOEAL K OHIRET AR A SN2 Eonn, a0 —ikmrEicB+ 5
NOAEL % 4mglkg RE/H WM L7, 4 mgkg (KE/HLLTF O£ 5HETI :L IR - R
DAETFRONE., BIROANFEI OV NS OB R\ TR BN D 72 0>
=2 b, 8- JREFREAD NOAEL 13 4 mekg R/ H &M L7-, (EFRMEIT 4
mg/kg KE/H FTHLIRNST,

31t (1% AV RF T A F Lt —Z[CMC] 0.5% Tween®80 iiiEH7s KIAHR)
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#5650 T v FEAWR RIS DT A

#h& (mgkg RE/A) R el

12a FEL (2PC) b XFZEHE (1 JE) «©
B AR ORIRME, SEHEREY)
RERD, B ERAE

HIGERZ G, EAE . A AU IR
D (FE) . TENRREY, N,
B S, AT OV R ERR IR G, R

K
4 LT TR L TR L
a: —HEIRREE(KIC L V0 | R 6~10 BIC A AR A 2858
b : 4z 10 H
c:HE9 B

(10) RESHHER (VP
X2V a7 o U0 RS (0, 3. 6 X 12 mg/kg (KH/H) 12X
B3 TR MERBR N FENE ST, BRI E O G IIRITTR 6~16 HTH Y., 6 LN 12
mg/kg (KE/ A HEGRECIIRGEE 0E L TR G L,
12 mg/kg K&/ B GEED 2 FI3, EELOWEREERIZ L VL Lz, 12 mg/kg R/
A & GREOMECIRERD DR BT 23, ZO%EINE L=, 6 mg/kg R/ H DL 51T
CORIRELASEEIN U, AR IR ORET, SRR O GRECHREE TH Y . B
FLIR 32 PIBL OVE RS 13380 Do T,
FE O NOAEL 13 12 mg/kg R/ H G- TORRT L OKERFD 25 6 mg/kg &
#H/H, WBEFEMEDO NOAEL 1% 6 mgkg AR/ H UL FE&EGHETOWIMEL OENA G 3
mg/kg (KE/H L E 2 bz, (B 4)

UYXEANS a7 2 0h e knE (0. 2 X 4 mgkg KE/H) (1T
F D RATMERRERD T ST, SR E O G, 4R 6~16 H Th o7,

4 mg/kg IAH/ A 5 5-FE CRE IS R CEREEE OB D338 H AL, LT R OWINR
WEEMBEIN L2 s, EFREEL O EH 70 OFATR B B Lz,

FE O NOAEL X, 4 mgkg {KE/H 58 TOREHIPNIH] & OBEEEORD )
5 2 mglkg (AEH/A L& 2 bz, MRYEEMED NOAEL (X, 4 mg/kg K&/ HB5HETO
FETE M OV IR RS D8 INH 6 2 mglkg (AH/H &2 b=, (B 4)

U FXEHAWNT a7 = o omflRE O L (0, 3, 6 XX 12 mg/kg KE/H) (12
& 23T RN FE i S ui-, W E ORI, R 6~16 HTH-o7=, 3
mg/kg RE/H GO 1 6% T 6 mg/kg R/ H B 5HED 3 B30T UTHIED T2 %
FEEEALE LTz,

6 mg/kg REE/ A LL EFGRET, G-I, AREHDING & O O 53

I

2D 6

b=11
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e, FRRIcE v, 3. 6 XN 12 mglkg KE/HEGEET, ENZ2i, 2. 3 XU3 il
MIEOBE DG A FRZHIEEE) A 5iv, 6 mgkg (KH/HEGHED 2 T3/ NEOTE
SR BT, 12 mglkg R/ H&5EE CRINIRES A ZISHIN L, A IR AL
DA B LT,

ERGRETHOOL ADRED L2 Z L REI O NOAEL |35 E TE o7z,
12 mg/kg A/ H B GRECTIRIUREAEIN L, ERAELAR IR B L2 &b, B
HEEMD NOAEL 13 6 mglkg (AE/H B2 bz, (B 4)

Y5 TR AR 3 FHBROFE R b BN L AR BRI FE O NOAEL
% 3 mg/kg RE/HFGRECTHOOLADNED LN Z LD 2 mglkg (KE/H, IEEE
P:0> NOAEL % 4 mg/kg {5/ A #5-8E TOEL KONG5 3 mglkg &
HAEZEZT,

(11) REFHHER (THATYIL) <SEFEH 2>

7AWV (2 BAIRHRERE, 3ERBEGHRE) AW N e T = OB T —T UL
LHfEAE (0, 30 XX 150 mgkg (RE/H) 1 X D3AEmMRERNERIn-, BA7
— 7 VA WTIR 23 A5 35 HE THERE 25 L. IR 59~61 HIZHiH L7z
fR IR 2 PR LT,

REWI O—RRBIZIX, BEHBIE O DIERDBIEE SV FEE T, KRl &S 2kiTR
D LIRS T, IREIZHER OZEITFRD BV h -T2, 150 mglkg IR/ HELHHED 1 41
23R 30 H, 31 H A UV45 HICHM L, ZDO®%FeE Uiz, FRFEORID 1 HIZIHBW T,
IR 32 H Y 36 HIZE&ED NN SV REICIZE &3, F EUIBH#% O#iZ2 Tk
FEAE DRy HIFRIBE & OMESEDS TR H LTz,

FRRORE R ORI, e L7z 1 2R TN T, FGHE & kTR & OffiC
ZITRD b o7, RIBOERERFRIFT R T, AVELR B OEF T 2RO B
inole, (BH16)

8. TMith
(1) BEMRR
BROBIZT N7 T = U Z2 IR R ORI LTe, HERERHED 5 5 £ T, 17K
Il D 2~3 (5 F CORMIMHR BV TARMIRG ChoT-, (B 2)

(2) ZFEIBZRMER
M1 OFFZLFWERIZ, 7 7 =20 1/10~1/100 THho7-, (BHE 2~4)

a0k, i OB A A in vitro O in vivo FEERDNSHIRIE, $ER .
fREVER., Fi7 7 U= 8t E T A H T T U AR EEE A RSN CE T, U
X OB 512 X 5 M IMEEEIRZE 225 . NOAEL 0.1 mg/kg REDFRE SiL.

32 BB S TEEAV D RN D B, BEEEE L,
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CNDHEERWER OB IEIR L B2 bz, (B 2~4)

BRI OWT, £BLICE LD, (B6, 17)

#51 & o7 oD fEREER
% REEA U EFE — (ffff " SRS
M SRBRORR (TE%%) T % & (B 5B EATENE)
ERSEL) - 10, 20 10 : EEgE
. SVl ,‘\ :\/\%7; f |
E(;Ammex CHI (it 5 DL/RE) peq! 20 : EEE 72
Rotarod 7% ~ A o 5. 10, 20 10 : 1 BIOAHIET
o (1 10 DL/EE) b 20 : 3BIET
-, Barbiturate Ol ~ A 5. 10, 20 20 : HECHEED N Z RIS
WA RIETR | ES 1009 | R AR
e )
% -
7 A 5. 10. 20 10~20 : 5 453 LL EOIEM T
- \ e HAFEEDS B Tl DM D
(Mt 20 PT/EE) .
=]
T W AAER ~ A . 10~30 PUTWHAAERZ L
(i 10 PT/EY) i
iR Fa () RN |5, 10, 15 b7zl
FRRIN P 5-0D 28 ~100 30 : FE L N
50 : FEECHENN, R R
e
JRRI T A2 RN 75 MR EDMENN AR
. MERESEING R
100 : MEIMHTEE(LEH, M
- W A3 E AT IEFZIAVR 1S
i Catecholamine X% 50 SR
o | OV Acethylcholine " . .
| iR g | Y R
By
I D R |50 T L
ij it L ) 107, 105, |8l
- FAEY MOE | BN (105, 10%
(g/mL)
T B AV S 104, 103, 102 : MEPEIROME )
S S -3 2
= o T |5X103, 10
(g/mL)
B A e e . ~10° 2 UaD
7 Ty MR
WA | JRE: « IR EEMVE 7wk w0 10 REJRD . FHUZEepl L CRrT
R | & (4 PC/EE) X2 T Na } O} Cl EOjs
A | FEbTR - 105, 104 AT
Bt Ty NE (g/mL)
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Wl mEE B | (ff?f i« BRI
a5 RoOFE (VE3%) T % & (B 5B BT A WE)
2 | i H s e 7w b —_— ~104 AT
i " (g/mL)
i R N R A RIS ~ A i 10. 20 2
] e— (10 PT/Ef) _ _ _
o | TR ) ENEY b e | 107 107 RAB L
" (Al a (g/mL)
IV HE L Z M E . . 10, BT
E;ﬂiﬂﬁfﬁﬁ YAEEE iR 2 A 5. 10, 20 ? L
T A BRI A Z v b —_— 105, 104, 103 : UG DIRIE DAV
RN » 103 (g/mL) L. U1k
> MifkeE (v 10 BT
7 | 7 PR AR —
i LiEA=N=Pa= (5 PL/RE) -
NASE))
HEE AVR=S 10 AL
\ RPN =
(5 PL/EE)
JRRTHRES A E A S &Y | ~5X 102 5X 102 : FEEERALITHREE D%
IRIG%EN | (g/mL) FRDIx

(3) EMIHITEHHER

b b TiE. 100 mg/ A\OHETIRG LB VN 8. 7% DEFICHEZ SN (FT7k8R
TIE5.7%), 7 7' 7 = 6.25 mg/ ADOHERE D& 53R E 0wz~ Lz, (&
R 2~4)

B MZBITD7 a7 = o omBEEEiEE < (1.5~3 R, 6.25 mg/ ADOREM
B G54% DIEPLANII IO H 2 HRNIR ST D728 (4 RERE) | BRI DIRPREAOh T
ZAHET D REG-EO Y EICH Y T 5 3P NOAEL 3 mg/ N/ HA e hOT —X b4k
WL LN TED, (B2~4)

b FOERRZEMFERCIX, EE ORNPURERE, BGEORINCEET 5 6E
ERITERO BT, E7BE OF & AERSIIIBEEIT )~ To, AEERITT 7
07z OB EBMR L7720, KIERGIZE D7 v a7 = O LR
WeEz bz, (iR 2~4)

(4) WMEMFRIEFE
WA ZFRIRFEC RS9 2 IS S e -7z,
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. EFREEIFICH T 5

1.

EMA DFFii (1995 4. 1996 X U 2020 ££)

1995 4+, EMEA 334509 ADI & L C, U TOREFEHFEROMERIZHSL
NOAEL 2 mg/kg A8/ H 222 24%%% 100 Z#/H LC, 0.020 mg/kg (AF/H (1.2 mg/ A
/H) LRE L, —J7. B MIBITDY7 7 a7 = o OfifErh s ORI 3E < (1.5
~3 ) . B HEG#% (6.25 mg/ ) DOFKFLFRNZNRDOH L HEIIIR O TN DT
B (4EEE) B hOT—H 05 BEOKBENh R A FHET DR G EOERITHYS T
% 3 mg/ N/ H Z 37 NOAEL & U COOME L, ZAUZZefR 10 2@ /H LT, 38
=269 ADI % 0.005 mg/kg R&E/H (0.3 mg/ \/A) LRELZ, (BHR2, 3)

2020 £, EMA [ZEERO b MFEARRBRL VT v OB T — 2 |[ZHDSW T, fliZE
K OMEAZEDIMEIC DT 7 40 o UF 100 (=10 [fE7E] X 10 [{EAZE]) (ki) 53K
WIBhRESH Y77 7 7 B —|ZOWTIHIENFTRE S LT, Ak OFKEREA) NOAEL (24
E#OEAEZE UF 7.58 (=2.4 BEMENMEFND 7 7 7 7 2 —]X3.16 BRI 77 7
7 5 —]) %M L., B 7o 3KesEA) ADI & LT 0.007 mg/kg {AH/H (0.42 mg/ A/H)
ERE L, £7o, miEFR ADL L, 7 v b 2 HREGERER TA 5 7 B FLEAEESED
BMDLs OH#EENE 0.04 mg/kg K/ H % POD & LT, ZAUZ, MHIE L7-fE7 N OM#EK
FEZOWT OIYBNEERY 77 7 72— (0.4 [FEZE KON 2.4 [EEE]) 13S0 71k
LWVE R AT E (CSAFS) 7.6 (0.4X2.5X2.4%X3.16) #7574/ +® UF 100 |Z
A2 Ci#EH L, ADI % 0.005 mg/kg {KE/H & L7z, ZAUTHT7ICEEE L2 3B 52/ ADI
L VRS, ZRUIANCRRE STV ERFI2A0 ADL & LV, (B8 40)

2. FDA Oz (2021 )

FDA X, 7 v b 2 HRESHRBRICBWW ClRlEH &2 B3 L 7= BALEAEESEIC SV T
BMD 5#7%47\ . 5%% BMR & L C BMDLs OHEESE 0.04 mgkeg A/ H % POD &
L7ze SHICT7 v MR N OIEWENRET — % & AW TEAERNGE T W EE DV TR
DOIENREZN) SF 27 7 4 /L D 4 775 0.4 12, KB gRERE I h7n7 x2S
k% 50mg (3[EI/H, 8 HI#) #5 L7=Km AUC i, @ NOHEHR5(2BI1T 25 AUC
D 2.4 5 L HEE SN2 & O A E 2 TEEEOSEYEIEEH) SF 27 7 40 h D
.16 1D 24 \THIE LT, TDIZENENT 7 4V O )FH SF (2.5 [FEZE] LW
3.16 [ffkz5]) %3 Ui-fEzE0MIE UF1 (=2.5X0.4) M OMEFZEDRIE SF7.6 (=3.16
X 2.4) (ZEEDWTALTFIYE R RATHEAREL (CSAFs) 7.6 (1X7.6) 27 7 4/L h® SF
100 {2182 C POD ™ 0.04 mg/kg A=/ HIZwMA L, FE% ADI %2 0.005 mgkg &
H/HERE L, (B 19)

3. APVMA m&F@ (2001 £)

APVMA 1%, 7Y XORAFMRRICEBIT 5 2 meke A5/ HNHERBRICHBIT 5
NOAEL Of/METH LM, 7 F7'a 7 = D51 53T A XOdEANRRCT v
N OB ORIEHARIZBONTHRO LN TE Y, BAFRERBRIC T 2550 &
UM B O g A #iH I T —ixa0 72 R TRl b 2 mE B O 2 R ET 512
IR THALZ LD, 7 a7 = OmEREIC B L TRER7: NOAEL #1455
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ZEIETERNVEEZ T,

SHHEZERIIHA D e B S S E TR E LD RWRERETELD &
EZONDIEH, 7 T T 2 AZOWTOD NOAEL Z2RET 572800 RiRA > b
ELTRYEEE X2, vHRITBIT B M/IMEHEE) S, 7 h7'a 7 = D3P
FHINOAEL X, 0.1 mgkg (KB EBZZX T, ZOZU RRAY ME, TRAZ T TV
YEBMFEICET 2 6D TH Y, EHOEKHEHNEHORE L 72D 522 Linb, 24
50T 100 NI TH D LB 27, Li=hi-> T, ADIIZ 0.001 mglkg R/ H &7 L
oo ZOADLIX, 7 v RO XOmMEERIZIIT 5 LOAEL 123 LZ2e45k23 3,000 1%
HY . THXOREEFEMIZET S NOAEL (2%t L TiEZe2ts 2,000 56 5, (B 4)
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V. RERKEHE (BMD & 30DER)

ROIERWEREETALN-EEEL, [IL7. (4) 17 v &Rz
BRIZ 1T 2 Fr AR DMERED BB -7 Eht EHIESETH Y, LOAELITO0.1
mg/kg AH/H &I STz,

ADIERE DT ODOPODDEHIZHOWTIE, NOAELZ 1G5 Z &N TERNT &
BMDETEWRAER TR ONIZETOMNET —# 28T T /WZE TUIOET MET S
Z&T EHEERICRKT D0 L VL EHEE TE 570 8 IERONOAELE W %757
BICEDY LI FETH L Z L 2B TR, 20T v M v 2ttREGE MR
it XI5 & LBMDIEZ M U TR Z1T9 2 & & LTz,

(1) RBEIEOER
AFHITIE, e bIERR G TH BN F i ROMEEDOBEZ 7 & 7 FL
SHESEDO 27 L — Famifr e L, Thvbz fE7—2 & LTI L7,

(2) BMR D& E

B EERERORMERPEMC BT 65X F~—7 R—XIEOERIZE T
ZoEizran [@J%uigﬁﬁ%%htﬁﬁgﬁmv~5~\@@ﬂﬂ (20194F) TliE, @EHEOD
Bk 515 LD REHEAIREE IO 2, (L ERUT = R A > Mk
T % bl L O'NOAELZ F - 3Rl & ouifett 6B L. BMRE LTl )
A7 10% % V7= BMDB IR I AN R T 5 2 & & LT 5, AGHIIC
WL, 7V 7 D HERIST — & OiREMWIE A B £ % Hﬂiﬁﬁsr—
Z DOFEMFHIE ISR O 2 EZ B L. BMRITEE Y 227 10%ICRETHZ L L L
72

(3) BMDBEIEFEIEOH
BMD i£(Z £ 5BMD K OBMDLOF H 1%, RIVM web application PROAST
(version 70.1) %Zf#H L7=, PROASTIIEFSAD it 77 v N7 4 — LT
AN TWEBMDET U Z7iETHY . %< ORIESENH 5, two.stage,
Log.Logist. Weibull, Log.Prob, Gamma. Exponential’x O'Hill O%-E7 /LiZ
DN, BT WVEEHLERWTEHERISET U v 7 &2 757,
AR
[7'— A N7 v 7EORERE] 1,000
PR 285/NICE D] 3
(7 8] EhEd 5

3B ALFWESER O B & YHWES LY L7126 SN EEVEOREOHE TE L OBR (HE
FOSBEFR) 12, BERET VA2 Y TIH TS LAV HESISHERN O | AEEEBORBIRED ISR L TN
v 7 7T 0 Rizkk L T—EDZAL (Benchmark Response: BMR) % %, 72 &3 H & (Benchmark Dose: BMD)
KO DOIEHEX B O FRRECT& % Benchmark Dose Lower confidence limit: BMDL #&iH L, a2
FHHZE1F D POD (Point of Departure) & L CRILTHHE, (BHR 41)
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(4) RAENEET U > 7S

(BT OREZRZ ) BT N OAEYFIIIUIRHTH L Z L b,
EREERET NV OHERISET Y » ZHERICOWTHERIST — & ~Oil & % %
R L 7= A R 2R L, KET UAERZINE Y L2 e T W EEHEORE R 2B L
77

HEHRES7— MR N7 v TOREREZZH L CRE 2 506 L7-#55. BMDES
HIEENFEH TRV EOREIIMRINT, B8 LIZHENSET Y v 7 kR
LTS, 728, BMDIEIZEBIT 2 HENIGET VU v 7 R OREROFHGIZE
\F % BARRI 72 FINEIZOWT  (20224F) ORIMKIZELE ST b, BMDE 2R H
%Y 7 k=7 (BMDMA, BMDS, BBMD) KMo ZXHEEHACEES < e
Y7+ =7 (R4EU:Baysian BMD. ToxicR) Z AW CTRE LIzfER, £/ 7 b
U THER LAY T N = T OFEROEE L DOHERIT. 0.75~1.20iFITINE
STHEY, V7 by =7 HIZBWTH R S5 BMD BRI C R & 728 E e
WeEEB BT,

(5) PODDHRIE
F— B BT LTRSS, MR DT — 2 IC BB HER SN 2 2 D, S MED
BEWED 2D T — 2 & FAWCHENIGET U > 7 %2175 72BMDLyo : 0.065 mg/kg
{KE/HZPOD& L CEE LT,
B HEHEOF RO 351 23RBS ORIGE 7~ LT-BWia: &R 52107
T, Flo, BT EEAICET D HERISHRRZX 2 | Fiitf oo & FLeAEst
IZOWT, B TOET/MIEBIT HBMDLicZ& O R SR 42 #5310~

= 52 AHERED Fi tAROHEIC 3517 25 BREME O 27 L T- Bk

Fe bR (mg/kg (KE/R) 0 0.1 0.3 1.0 3.0
FRERENHL 25 25 25 22 22
Glade 0 3 3 14 9
0 0 0 10
0 0 0 1
0 3 3 17 20
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bootstrap curves

based on model averaging
o
ey varsion: 701
madal avaragmg rasuls
dypa 4
salacted all
dosa scaling:1
e conilevel: 03
o number of uns; 1000
axvansk 0.1
BMD G
0065 0.24
B -
@ o
i
o
L
2]
Al A
o
N
Lo
o)
o &
25 20 15 10 05 00 058
log10-dose
2 =T AL R ELUGHHR
# 53 MBRISET Y v 7R RICHT Dt
Weights for
Model AIC BMDL BMDU BMD
Model Averaging?
two.stage 85.40 0.0827 0.148 0.110 0.1268
log.logist 84.64 0.0792 0.360 0.148 0.1854
Weibull 85.40 0.0499 0.198 0.111 0.1268
log.prob 85.56 0.0770 0.360 0.137 0.1170
gamma 85.38 0.0455 0.208 0.116 0.1281
LVM: Expon. m3- 84.96 0.0522 0.212 0.127 0.1580
LVM: Hill m3- 84.96 0.0524 0.213 0.127 0.1580
Model Average - 0.0653 0.240 - -

a @ EAHFITHWZFEEE © AIC
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V. BaREEEEHE

PIRIEIECTH D7 v 7 a7 = AW T, B R AR 2 5266 L 7=,

uC 5k N 7 = v B PSR AN S LTS EERERORE R, S e T
= AT S, SAFT ATV T 41E£85~100% CTh o7, R TERE
9 HAE TO%TAR 1% 92.7% %~ L, FEZRPEMRKIE TH 5 Z LAVREN T, [HCHEH
r v a7 = EROER RS LT S Eh R OFE R, TRR (3R 2 R\ C 2T
DOFFE TR 2~ L, #8510 BER%IIE, SR 2 BrE . R, Bk AT
g, /M, BDNECEEZ R LTz, SR %TAR K< . Wi ke 5 10 R
% TIX 1%A0 & 7o 72,

[4ClE 7 b 7' e 7 = v AR E R TS LI ARERRBRORE R, AT A iRk Chx
HE L AbNTAEMIr F o r 728 M1 THY ., 10%TRR ZH 2 TR Hillz
Z OO L, TR CRFEELAWE G TH, BiECT1HETh o7,

Fh7a 7 ROML ZHEMRE LTE40ORERBRICBN T, ¥ e 700
FREAIE, LA RO CTEIBR TR b E <. IRWTHERG, MR, IFBOIE CREfEZ = L
7o D3, NEI R ORI & 500 24 IR LARE, Bifige, Il d 48 Wit LA, LOQ
A & 7pofe, M1 OFRBITER TR bE <, WWCHIE, BV, BROIECEEE =
U723 MBI S OV PN #& B 500 B 24 IRFREIFZ LA BI, S ORI . 48 IREfRIFE LA,
LOQ Kiii & 727,

v REOYEDOIF 7 a Y —2% BV N 7'a 7 = O in vitro FLEAETRAER OfE
BTy heFEONTNGT a7 = IR T 4B ER SN, AR
T HAREMEN B DD N7 a7 = AW, BfEEEERRICBWNTT y M
07 = ERS LB CAERS AW L AT D 2 LR ST,

[4ClE Y h 77 =% T MOROEE Uiz EieiBRofER, 7 v e 7 <
VNERNTIRIN S A, PR, B, AL i &% OV FIRRALC s s VoA AR LT
%, K D#ERFIZHER (Be51% 48 FFH T 90%TAR) Sin Z EavRaEid, %
2. Ty M v Tnrzr (TR IE, REXTSEK) 2085 L= yahneiih
[ZBWT, MR AUC 1T S RAME S L, ERNICEIT 2 BEERER (R (A225 S 1K)
WRBREINTZ, ZOM, 7> FTIE, 7 F e 7 o OmFERIREIZBT 2 IEHEER D
BEG-. MBIREE O BATHE RSz,

FADRCAERBROFE R, 7 F 7 0 7 = %, CHL A Z AV T n - 229K B RBR
ICBWT, YRR E B IIEN R TH o720, invivo D~ 7 AT v b/MEABR
IZBWTRRMETH Y, ERNTRIEE 258 mmlEiRnsnWeE X, v UAKRDT
v & WD AMRRERICI WD T HIEBAMENEO I Ty, L7z2d->T, 7 B
a7 2%, BEEERNAME TIIRWEEZLNDZ G, ADI 2R ETH 2
ERFRETH D, M1 1T IFZERZ BGRERI N 1n vitro O in vivo D/ )MZaRER Thath:
DHER SN TR Y BamtEien eSS 27,

KRR ORER., 7 e 7 = oFREERT R, BIE ORIEMEZR SUT
BAREE: (T b, A XKD e b)), EiROFEAEE (7 > b)) LOMEHRRIEE (7 v
K THoTz,

<V ANNT v SOOI AR TIIRD AT SN0 -T2,
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<A, T v MO XOFRETMRER CIMEAG LI B0 o T2,
W%ﬁwﬁﬁif RO LR, ¥ a7 DTy a2 ER
MERRBR 35T 2 Pttt R OMERED BLEM 7 DT B FLEAEESE T ) . LOAELIF0.1
mg/kg (KE/H TSNz, BMEERERIEL. NOAELZGL Z LR TEX RNl b Kk
UBMDEIIHERDONOAELE AW HIEZED W 1557HETETHD Z L &2lE %, =
DF v kE AW 2ARBGE R R & T O x5 & LBMDE A3 A L CPODOfRET
EITH L L Uiz, BMBtofER, 7 e 7 = o oRO# 52 X % 2 EGHEMERER
(28T 5 Frif Rt OBEMIZ A 5 7 EFLERESEOBMDL1y Té 50.065 mgkg 4
H/H &R ANIADIREDOPOD E§5 2 & & LT,

BIWEZEEZERIE, BMDLio 2, FEEROMERH OZERZEZE L, 22258 100 i
ML, #M509 ADI % 0.00065 mg/kg K8/ H ERXET 5 Z LMY LB 2T,

—Ji. 7 a7 = o OIEFANEE HE X H &7 NOAEL X, UHFIckiT 5
M/ IREEELEIZH1T D 0.1 mgkg AE LB X bivlz, ZOHAN OISR ADI %
RIETHITY - - T, FlFE 10, fEAZE 10 OZfRE 100 2054 L, 3RF2A) ADI %
0.001 mg/kg REH/H LRRET H T LAY &5 2T,

I ADD (0.00065 mg/kg (RE/H) 13, 3EERZFH9 ADI (0.001 mg/kg fKH/H)
IZHAEVWMETH S Z 206, 7 a7 =@ ADI % 0.00065 mg/kg A5/ H & 3%iE
T 5T LAY Ll LT,

LEXD 7 b7 a7 = ORMERZETHEC OV TIE, ADI & L TROEZRH
THILEPEE EEZERDBND,

rh7r 7= 0.00065 mglkg (K H
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% 54 A FERER OB B O R

) BehE MR (mg/kg AHE/H)
% R (mg/kag )ﬁ@/ EMEA FDA APVMA BRLAERS
— | 105 FRIFEDAME | 0, 4. 8, FEDSAMEE L 16 FEDSAAELE L
Z A 16, 32 7 I v A RREDRAERN
K OBELSREE N
A MR e TEATZIE L T IE L
12
A MR 0. 3. 6, 12 BE L ONEEN) - 12 | fEarerE L
REHATRE & R ERE -
12
TR L
AR 0. 3. 10 AT L
REEM R OB - R -
10
AR L
5 | 1 AM#EEMER | R 6
> | PERER
b 1 0 ARmaME | &o 2
PR
4 AEESMERME | 00 6, 12, 6 6
ik 25, 50 Z2f LRI 9 > 1 Z2f RGO 9 > 1
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BehE MR (mg/kg AE/H)
R (mg/kag)ﬁ@/ EMEA FDA APVMA BRRAERS
28 HRIEEREN |0, 2. 4. 8 2 (LOAEL) 2 (LOAEL)
e 535 T BRI, B AR B (REE) « i IEERrE
ki N EW ) I 1 |
HERE - FERfoet M OHKTER
N
30 HiEH &M | 0. 5. 10, 5
PEEAER 25, 50 MERE « oA B
W - ARSI oD
x|
5 AR AMEEE | 0. 2. 6, 2 2
Rk 18, 27. 36 T - AR EEEE D] T - AR EEEE D]
3 ARHANER | 0. 6. 12, 24 6 (LOAEL) 6 (LOAEL)
PERAER HIFE M OV ORARR Y | IS M OVl SRR -
2L 2L
13 M EE S | 0. 0.05, 0.1 0.1
AR 0.1. 0.5, 1 e - BFLEABE, RE O T - B FLEAZ MRS,
OB AES: BRE OOS ALES
6 2 HHEMENE | 0, 3, 6, 9 #t : 3 (LOAEL)
R HIfER o b8 b
. 3
HIMERE 7728 b, Ht
T

76




i

BehE MR (mg/kg AE/H)
R (mg/kag)ﬁ@/ EMEA FDA APVMA BRRAERS
78 FRENEMERME | 0. 4.5, 7.5, 4.5 (LOAEL) 4.5 (LOAEL) 4.5 (LOAEL)
RBR 12.5 R R R OV B | I ) o S R OV | RS - R PIARAS S O
BN, EHEENE | O L, BEE | AT
s
91 WM AME | 0, 3, 4.5, 7 | BBAMEEL 3 (LOAEL) (fErm7a L)
AR (5% 13 FELCROEN, /MK O
T OBIEUI) BRI,
104 ERFENAME | 0, 1.5, 3.0, 5 (LOAEL) 1.5 (LOAEL)
VY 6.0 Ehg, mIE. B3, U BuERfE « R LEEIEAE A
i, R, AR O
B ERO IRRI K O
RO R
AR o] 3
2 REBGERER | 0, 0.1, 0.3, | A& : 0.04 RE : 0.1 (LOAEL) 8 0 0.1 (LOAEL)
iz 18 H~M | 1.0, 3.0 (BMDLs) 0.04 (BMDLs) 0.065 (BMDLio)
B 1 IR EPAOET B LA LB
BHHE - 0.3 BHH - 0.3 B - 0.3
IR R AR R IHRIITIE R, AR
A
IHE ;3.0
AEWRAT M OMERRR] | 0, 3. 6. 9 ZhREE : 3 3
HP 53R BRSO | AR & TR RO
2% 2%
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BehE MR (mg/kg AE/H)
R (mg/kag )ﬁ: w EMEA FDA APVMA BRRAEES
KEGREAlER 0. 3. 6.9 — i 3 3
T T
IGRE 1 9
JEREIIP GER | 0. 0.05, FEW 0.3 i 0.3
0.1, 0.3, IHRWIFIER., PEREUR IR R
0.5, 1.0 fi
AR 2 0.3
AR 0.1 HZE R AAF =R
AR AR AP
JEREIP GRS | 0. 0.1, 0.5, HEW : 0.5 REW) -1
i AHK) 1, 2 HETRAKE, IEARIIAE IREEIEAEI, AREER
& . AR AR
G35 2
HE 0.5 B E L
A& RIEE O AR A HANR - 2
B, KEHAE R S, B E L
BHERE HE AR LR AR A
JEPESI N ORI | 0, 3. 6. 9 R - 3 R - 3
e 5aR VREEHEIENG R OV il | REEHEITGI Me OV bl
FEIARTERS T FEIRTERS T

fR KOS AR - 3
PEVLES D K OV A JAAE
ZREEN

fRIEMR OVE#ZDIR - 3
FENREE D K O AR o
FEL RSN
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Beha
(mg/kg {KEE/
H)

MM E (m

o/kg 1AH/H)

EMEA

FDA

APVMA

B ERAR

Fe bR

0. 3.6, 9

FEW) - 6

R
¥

JEYE -9
R L

Fe bR

eIt L
REBL R OV R - Ve
3

LR L

Fe bR

0. 0.3, 1,
4, 12

R K OV - iR IR

REWWEE

14

R - 1
feeiis ., AR, IS
K

- BRIE 4

REW) - 4
LT, —ReREEES b,
TR 5

- fRlR 4
PR L

AT L (4 mglkg
{KHE/H £ T)

AN

Fe bR

3]

R - 2

fRIE 2

Fe TR

0. 3. 6, 12

KEW) - 6
FETC M O ER R

- JEYE - 38
W R E N

KEW) - 6
FETC R O ER R

fRIE -3

W EESE N
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0] B MR (mg/kg (RE/R)
% R (mg/kag)ﬁ@/ EMEA FDA APVMA e =T
FEAE TR 0. 2. 4 REM) - 2 KM - 2
IREEHE NI 2 O | (REEIREIIPNH] M QR &
5% 5%
IR - BB 2 BIR 2
FET- KON AR VBN | BB K QWIS VRS
FEAE AR 0. 3. 6, 12 FE - 3(LOAEL) F#E - 3(LOAEL)
HOOH A HOOH A
e - B . 6 felRE . 6
SEHEEATRG SEHEEATRE
PR R N 0.1 0.1
I/ M EEEE RH 2 I/ MR RH
| LA EE | &R0 2
X | MEERER
5 AR AMEEE | 0. 2. 6, 2 2
AR 18. 36 RBC KX TXWBC D4 RBC K OXWBC ##
. BEORIER D S | I, BEORIAER NS -l
3/ HRHAMR | 0. 6, 12, 24 3 (LOAEL) 3 (LOAEL)
MRER 0. 3. 6 IS OTEE IS OTEE
13 R B 3 (LOAEL)
BIE5
4 | 13 HEMBAERED |0, 3. 9, 27 27 3
Vo #&E TR A WO K OVMEE D%

HUAREE N
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& BehE MR (mg/kg AE/H)
7 w3 (mg/kag )ﬁ@/ EMEA FDA APVMA L O
v | 6 BRI AERME | 0, 12, 24 6 (LOAEL) 6 (LOAEL)
= 6. 48. 96, B  BRHEE R ONBMESR | BRHERE & OMEMESIEMH
192 SEMSHIFIRAE 2 5 R | iR 2 £F O KD E A
DIEH DY DD
6 A M aMERE | &0 4.5
PakBR
1 FEMEE SR | O 9
W | A~ 3
JL M- K ONE M43 A B
L3 BN
U =]
=
=
b | EEEEER 6.25 mg/ A\ 3 mg/ \/H 3 mg/ \/H
k R D SRR R R DS
FMESRY ADI ADI : 0.005 ADI : 0.005 ADI : 0.00065
FMEFHY ADI 2R EARE R} 2 HAEGERER (T v 2 HAREGERER (T v 2 HREGERER (T v
) ) )
BMDLs : 0.04 BMDLs : 0.04 BMDLo : 0.065
SF=7.6 SF=7.6 SF=100
HRE~A) ADI ADI : 0.007 ADI : 0.001 ADI : 0.001
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SF=7.58

wh& o/kg KEE/H)
(mg/kag )ﬁ@/ EMEA APVMA N 3=
SR ADI b NEREE (8E0) 2R SEPEARAER (U9 | EREEEERRER (T
NOAEL : 0.05 (3 mg/ NOAEL : 0.1 NOAEL : 0.1
NH) SF=100 SF=100




CRIAR 1 - K/ S EEMETRD

W PR fE R T4
M1 2-(3-(hydroxyl (phenyl)methyl)phenyl) propionic acid
o I
o
HO” 0
M2 RIFEERHY
M3 7~ 7'ma 7 = D 3-hydroxy benzoyl &
M5 7 7' 7 = D 4-hydroxy benzoyl &
M6 RB VRO B S ARG
" DD
MS8 KRR E A
M9 3-Acetylbenzophenone
M10 R [RE 153 154
M11 KREERBWI 2 (O N 7a 7 =00 /&iK)
M12 R [RE 153 154
M13 R [RE 153 154
M14 g 2 DRE XN

o}

OGluc
5
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(Bl 2 . REEFEIR

s PR s
ADI acceptable daily intake : & — H{EHRE
A/G tt albumin/globulin ratio : 7 /L7 I /7 a7 U Lk
ALT alanine aminotransferase : 7 7 =7/ h 7V AT =T —
¥
(=N EZIvBELVEVBNT VAT IS —E (GPT)]
APTT Activated Partial Thromboplastin Time : {EMALERSS b 2 >R
7T AT R
APVMA Australian Pesticides and Veterinary Medicines Authority :
F—A NT V7 REE - B EIEN R
AUC area under the concentration-time curve : ffi. (4%) IR E
- R T A
BMD Benchmark dose : —F&® BMR % 4,72 5 1E< B &
BMDL Benchmark Dose Lower Confidence Limit : BMD 15 #HE[X [#]
O TIRAE (EHE T FR{E)
BMR Benchmark response : fl &IGSHARICTBIT DNy 7 7T 0 R
FOS7> 6 O S DZEAL
CHL #ffia T X A =— RN DA KX — Jifi FH IRHE 2R
CHO i F o A =— RN A F —PNEL R ST
Crmax maximum drug concentration : fmfL (5%) HRE
CL clearance : 7 U7 7 A
EMA European Medicines Agency : BRM [EF 5L )T (2004 412 EMEA
7> & HOPR)
EMEA European Agency for the Evaluation of Medicinal Products :
BN R SR LA AT (2004 412 EMA (Z807)
FDA Food and Drug Administration : >K[E & 5= EK T
Glb globulin : 717U >
Glu glucose : 2= IfiL fFHE
Hb hemoglobin : ~ &7 n bty (Mfa#) &=
HPLC high performance liquid chromatography : &K 27 2~ K
757 4 —
Ht hematocrit : ~~ F7 U v M#
LDso 50% lethal dose : 4554t &
LC/MS/MS liquid chromatography-tandem mass spectrometry : &K~ &
~ NTTT =18 T NEREGHT
LOAEL lowest observed adverse effect level : &/t &
LOD Limit of detection : & HIFR 5
LOQ limit of quantification : & &R}
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LSC liquid scintillation counter : AT > F L —a v F—
MCV mean corpuscular volume : ¥R IMERAFE
MCH mean corpuscular hemoglobin : *F-#J7R I ER I (535 &
MRT mean residence time : 347 B2 FEH]
NOAEL no observable adverse effect level : #EF 4 &
NOEL no observable effect level : #E/EH &
NSAID(s) Non-Steroidal Anti-Inflammatory Drug : 627 v A RM:HLs
PCV Packed cell volume : Ifi. /o [ ER S F5H
POD Point of departure : H¥&
RBC Red blood cell : 7R ILEREL
SF safety factor : Z&4%#K
TAR total administered radioactivity : ¥4 55 RE
Ty half life : ¥ 2 -0
T.Bil total bilirubin : 2B U 1B
T-Chol total cholesterol : #2 =2 L A7 v —/ L
TLC thin-layer chromatography : g/ o~ ~ 777 ¢ —
Trnax maximum drug concentration time : il (5%) AR E
IRFfH
TP total protein : ¥& ¥ /X7 'H
TRR total radioactive residues : ¥ EFRE Y
UDPGA UdP-7 /v 7 v %
UF uncertainty factor : LRI
Vd(ss) volume of distribution (at steady state) : & IREEIZIIT D5
i
WBC white blood cell : [ Il Bk
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10.

11.

12.

13.

14.

Bih, WIWEORIRIENE (R 34 R4 5RE 370 5) O —E#Z%IEY 2

f CERR 17 4211 A 29 A, JBEATHEE &5 499 )

EMEA: “KETOPROFEN”. Committee for Veterinary Medicinal Products

Summary Report, 1995

EMEA: “KETOPROFEN (extension to pigs)”. Committee for Veterinary

Medicinal Products Summary Report, 1996

SN BURM TR &R

(D National Registration Authority (NRA, Australia) For Agricultural &
Veterinary Chemicals: Chemical Residues Section Evaluation Report,
2001

@ Ketoprofen

EMOKPER B ER MIRA T B ERS T — 2 _X— X

http://www.nval.go.jp/asp/asp_dbDR_idx.asp

e nr SRRt - BV T E RS R ET 1 =20 T E R

(FERF)

NG HE, MRmeE, iR, ZHEME ., SAH T, AL &S : Ketoprofen

OAERNER (55 1#)  14C-Ketoprofen % 1 £ G-REOWLIL, 734 ks L O

[ZOWT. EHAFTE, 1974; 5(4) @ 433~443  (BEEE} 11)

BN RE, FAORERRE, RECHRAR, LAY, BEHGE, MIIEED -

Ketoprofen ®/AEKNEA (55 2 #)  14C-Ketoprofen #% [ ¢ 5-I5 0D i M 18 18

PE, ME 72 A BfREE R OMRENT DWW T ERGITZE, 19755 6(3): 277~286 (5

L&k 12)

eI, MBI, Sk, ZkFE— BEME. JIIAREES

Ketoprofen ®/EANER (58 3#)  14C-Ketoprofen D AN, K FH&G-FFD

WL, oA, AREE K OMEIIZ SO\ Tl EIRAFSE, 1977; 8(3): 8329~340 (&

EEE13)

AT —. BBRLTER, SRR, BRI, BIRE], KR Ketoprofen

(19583) D FEMEER. G HSEEE, 1974; 8(9): 1285~1304  (BEEEL 3)

REERE R, EVDEAE, BIUKE, &t SR, JIIARKEE O BriiRIAESE

Ketoprofen 7 s U 7 A DA X 1 71 A #2758 K OSKBR — 88 A% S A7 R A

I, BFREE S MEEE, 1978; 25(2): 353~365  (ZEEEL4)

JLI 22 =B, KEEE . $ocHF : Ketoprofen-Na (19583 RP-Na) D#HA

NGB T~ b OATRIZ ZIF TR -1 R L ORI & 5308k —.

HAfF - BTERIRAFSEH, 1977 3(2): 97~102 (BB EE}FT)

JLI 22 =B, KEEE . $ocHF : Ketoprofen-Na (19583 RP-Na) D#HA

WEGR T > N O RIFTRE-IL BrORE A& GRER—.

o - RIEGIRAFZEHR, 1977; 3(2): 103~110  (BEEEL 8)

LI 22 = BF, KEEEA. WotHb+ : Ketoprofen-Na (19583 RP-Na) DfHH

WEGR T > N OAFIZ KIF T8 111 FPEE XL O ALk ikt —. =&
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19.

20.
21.
22.
23.
24.
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.

41.

42.

fiff - AUERARAFICH, 1977 3(2): 111~115 (& E&EL9)

TR 22 = A, SBHEA R, SR L1, jt Hi#+ : Ketoprofen (19583 RP) #% [
BENR< T ZABIRT v NORIAC KT TRE. EHRat - RIERRITSEH, 1975
1(2): 91~100 (ZE&#E5)

AR, /NSRRI R ZERE, TR RS - 7 VIR R R AET
Ketoprofen (19583 RP) D% Fhiff - gl KA JEHR, 19755 1(1): 67~73
FRAT—. B RTE. iR, SR—BR. PR IE, #EAHE/A : Ketoprofen
(19583 RP) OMEHZRIMIE 26 i  —MHEIEN. A AP HERS, 1974;
70(6): 801~818 (BEE% 10)

VT 4R D U SR B IE IR RS IR e ARG E N4
T KP) INATERMEEE GEAR)

FDA, Freedom of Information Summary, NADA 140-269 KETFEN® Date of

Approval: May 25, 2021

[RZ 272 KPPl BINEE 19
EUL7/bE! E%uu% E}iﬂj?imu EF'E? 2 [FZ7 70 KPP  BINEE 20
EMA: European public MRL assessment report (EPMAR) Ketoprofen
(Bovine, Porcine and Fquidae)
BWEEEES  BMOLEMEICEET 2 HiEdE (556hR)
(https://www.fsc.go.jp/yougoshu.data/yougoshu.pdf)
(20234F5 A 30 A I A7)

h
=

1|

P RERGGESCEAGE RS N7 7 KPPl BINER 1 GEARK)
W ER GRS GE AR RS TR 27 KPl BINEE 2 GEAR)
W ER G AOERGE AR RS [ F7 27 KP) BINEE 3 GEAR)
W ER GRS GEARRREE [ F7 27 KPl BINEE 4 GEAR)
W ER GOSN GE AR RS [ F7 27 KP) BINEE 5 GEAR)
W ER GBS GE AR RS [ FZ7 27 KP) BINEE 6 GEAR)
M ER GRS GE AR RS R 27 KP) BINER 7 GEAR)
P AER LGSR S N7 7 KPP BINER 8 GEARK)
P AERGGESCEAGE RS N7 7 KPPl BINER 9 GEARK)
PR ERGIGESGEAGERGEE (N7 7 KPP BIEE 10 GEARK)
PR ERGGESCEAGER S N7 7 KP BINER 11 GEAR)
P RERGGESGEAGER R (N7 7 KPP BIER 12 GEAR)
PR ERGGESGEAGER R (N7 7 KPP BIEE 13 GEAR)
M ER LG T AR E  TFZ7 7 KPPl BINEE 14 GEAR)
M ER L AGERE AR RS  TFZ7 27 KPPl BINEE 16 GEAR)
M ER G AOERGE AR RS [FZ7 7 KPPl BINEE 16 GEAR)
M ER GGG T AR RS TFZ7 27 KPPl BINEER 17 GEAR)
g H Eiun;ﬁxkﬂﬁjuﬁké Higs [FZ7273v 0 KPl  BINEE 18 GEAR)
= GEnF)
(FEAF)

QL
=

Possibility of enterohepatic recycling of ketoprofen in dogs, Gladys E. Granero

%, Gordon L. Amidon Department of Pharmaceutical Science, University of
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Michigan, College of Pharmacy, Ann Arbor, MI 48109-1065, USA,
International Journal of Pharmaceutics 349 (2008) 166—171
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