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T =T HAYROIFENCHNEIND B3 T RLF Y URFRT A=A N ThDH L
X7 ] (CAS No. 391920-32-4) (122OWTC, A v iR— bk LT 2 (IT) HEBEITED
ERFE A2 O TR AR ES N 2 F2h L7,

FHmZ W RBREGESE X, SEEE (T > ., UYR PAKUY) | B (). &
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WZRBLL ., FROODMAE RA~OFEMNMEIRE R GHETAHA LIV, B AME, BIHREIC 5
B AT L OSBIE R R TR Do Tz,

FHEEMERBROFER, R OINOHETRO LI ENT, IRERFER A ZSSRE LT
FH B HLEIRE D B 53RN TAR B AL, MIEMZIZ 3T DRI R | O
DETH Y, ABRO NOAEL0.16 mg/kg K/ H ZAH4|D NOAEL & 32 Z &)%Y T
b5 &Y LT,

BINZEEERL. v bOREBRT — X % ADI OFRTIHRILE L CTHWA 2, D75
EEETHMEIR L, EREOZERZEE L CEbR etz fnws e Lz, £
7o, REBROZ Y M (47% NOAEL 133 O AR B OB A ~ DM A 5 OFE R0 5
WELTETH D Z & FERRER IR 2528 Th U | MER DD L Tnd 2 &)
IR T, ZaREE LTo 282 2 &Y &l L=,

PLEDZ Ens | IREREERA 235 & U7 Sy ek 0 B 538> NOAEL
0.16 mg/kg ARHEE/H I 2245550 ZEEH L, ADI % 3.2 uglkg (K#/H L& LT,



I. FHMEREMAERELDTE
1. A%
T T =T T AR O]

2. BUHSD—HEE
AR A/ = N2
%4, : Lubabegron

3. 24
TUPAC : 2-[4-[2-[[(29)-2-hydroxy-3-(2-thiophen-2-ylphenoxy)propyllamino]-2-
methylpropyllphenoxylpyridine-3-carbonitrile
CAS No. : 391920-32-4

4. BFR
C20H29N303S
5. #FE
499.6
6. BEX
] \ ] &)
NI T
=
/“Efﬂm ﬁ?
o (B 1)

7. BAROBFERUERRKR

IR T a4, R BT Rl U A7 I=Z & LTHPFES . B1 LD
Boe7 RLFTUUZFKRIHLTHREGMERA L, 7o I=A M LTEHTHZ &
DIRSNTND, Fo, W xrmid, 72/ BREFICERET 28RO U VLA
ETHEHbHY ., ZHUTE Y| FOBRREMET L, FOERNIZHRN & L TREFS
NDHEZENEZ D, IHIT, WAIRT i, A R ATk B0 RS2 i
HERLHY. UKD Z o R BERMEESND, FERC, FOERNICIER S
57 2 BEOENFD L, RIS O TER SID IREEOEDRDT 5, ZHUEN,
PRECHEE SN D 7 B =T B AOTEERIBRE CTh D IRFELEFR LW T 5,

T %, WA IO HERTO—EMRICEBHIEINT 2 2 & T, ARESROR

U ARFHIlEN T, JRATE UTEREMWIFE R O NI # ), BRSO R & 72 285
HEFUTOB D72 TRed T %,



R ADIRR E 7207 =T HRM A NG 2 2 L 2%EL LT, 3T e
X T~ VIR 2 B RSy & T D RRERRINA (34514, Experior™) 723, 2018 4FIZK[E
BOHFHCHEBEIN TS, HARTIINAART 1 2 5E55 T A8 A ESR N IR
IR STV, Fo, Xy U 3ERNSN E b e FHERR
L COfERIZARVY,

Al IT HFEDN 72 ST 2 ST, JBAEFBIRE B AT a o ORI D
REIARDFHMERE R e STz, (B 1)



I. ZREEITHRIMEOHE
AFHIECIELL IT HEEERIE T -3y o o OFMRICEIT 2 B2 a2 LT,
RO OHEERIE 2 HIHE 112, BRI A Bk 2 1R L7z,

1. EYEEEEER
(1) EYFREHER (v O, BEEOKRS) 2

7 v & (F344, 6~T7 85, {AFE : [t 106.7~131.1 g. M 91.7~106.9 g, MRS 29
DES/RE) 12, xR a oS 7~ U ORI 4% 1 B 18], 2 B8RSR s Ok
5 (Wx_Z L LT 30, 150 XX 600 mglkg AR/ HAFEY) 3 2 y@hReikBr)s 32
i STz, BEUHOEE 0.5, 1, 2, 4, 6, 8, 12 K24 K% ONZ e S- 14 HO
BeERl, $85-0.5, 1, 2, 4, 6, 8, 12 JL U\ 24 FERIFZICERIMZA TV (MERER: 3 PL/REA) |
MAEF DN RIS 1 L E % LC/MS/MS THIE L7z (E&EA : 1 ng/mL),

MERARLITRLI,

Trnax 1T 2~12 B, Tie 13 2.3~9.5 K2 R~ L, #%5 14 Ho AUC 13 &
OB B L TEIIN L7223, &G0 BB 2R HENS EHE~D AUC ORI
FEHEIL 0 & D2noTz, ARSI ~DIEL BIZHOWT, BEERHEIT LA SN
Molz, (B 2)

F1 AT A 7 UEEO 2 B EREROR5ERE (v )
WZBIT DR T 1 o DOIEYERE/ ST A — K a

Akt o FehB (mgkg RE/H)
_ INT A=K
BRI (o] 30 150 600
RE A 1 i3 i3 i3 i3 i3
Cmax [ng/mLJ 328 380 809 1303 1,503 1,511
AUCo+ [ng-hr/mL] 1,659 | 2,223 | 10,514 | 14,603 | 21,121 | 23,647
ﬁi:‘ AUCo- [ng-hr/mL] 1,661 | 2,225 | 10,547 | 14,651 | 23,529 | 30,214
Tomax [hr] 2.0 2.0 8.0 8.0 8.0 8.0
Tz [hr] 2.5 2.3 2.4 2.3 6.2 9.5
Cmax [ng/mLJ 442 491 793 1,211 3,612 | 3,152
#h | AUCo2am[ng-hr/mL] | 2208 | 2,870 | 10,566 | 14,464 | 44,289 | 45,513
14 A Tomax [hr] 2.0 2.0 8.0 8.0 12.0 6.0
Tz [hr] 3.2 2.6 2.5 2.8 NC 9.0
a : ZIVENDIEIL 3 TLDE
NC : KEH

2 AR 2 EREE SRR (T b AflRROERS) LT LTI ST,
3 Va2 PlLaEte
4 PRI - 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/#iiK



(2) EYBREAER (v Q. ®BFEREOHRS) 5

7 v b (F344, 5~6 @i, KHE : 1# 110.6~131.9g, Mt 85.2~101.9g, Mk 12 Pt
6fE) 12, IR T B A 7<) VB ORRENR T2 1 H 118l 6 A IR TREIRE
B (L7 m b LT 30, 150 X 300 mgrkg (AH/HAEY) 3 2 FyBhaesEr) 32
WStz %513, 90 XN 180 H O GRMFNCE -1, 2, 4, 6, 8, 12, 18 L1124
RE2 N BRI A ATV Y (MERERS 1 PCARER) | EHR DL 37 a R %A LC/MS/MS CHfll
ELE (EEFREA : 1ng/ml),

MERAE 2 IR LI,

EHREICBW LA 0 v ORI T2 DI BT, Tinax V5 1~8 B,
Ty lE 1.8~4.7 ] 27" L. Cmax XN AUC 13 H5-mO BN - THI L7=23, HEn
BTV T UL HEAICIE o7z, 85 13 B TIEBEE M2 TR BN 7208,
590 H K OV180 H Tl MEAEEAEm MEL #A&7s LT-, ML 1% 5 90 H D Crax
JOVAUC 1 3#65- 13 B L 0N L7=238, $5- 180 HIIMEQFRISECTH v $£5-90 HLAREIX
EFERIBICEL-Z LRS-, (B 3)

F2 AT TR O 6 A IR ERFR OS5 ER (T )
IZBITF DRSS 1 L OIYEE ST A —H

Akt o P58 (mgkg KHE/H)
PRI /\7\\,};& 30 150 300
B R it I i i I b
Crmax [ng/mLJ 279 352 630 672 906 1,035
#5. | AUCot[ng-hr/mL] | 1,480 1,415 | 7,641 9,517 12,929 13,369
13 H Tmax [hr] 2.0 2.0 4.0 6.0 6.0 8.0
T [hr] 2.8 3.3 1.8 2.3 2.4 2.5
Crmax [ng/mLJ 419 594 1,173 1,943 1,366 2,835
#5. | AUCot[ng-hr/mL] | 2095 | 2,923 | 12,388 | 20,109 | 15,255 30,970
90 H Tmax [hr] 2.0 2.0 8.0 8.0 8.0 8.0
T [hr] 2.8 3.4 2.7 3.0 3.1 2.8
Crmax [ng/mLJ 462 6372 1,044 1,549 4,048 3,163
5. | AUCot[ng-hr/mL] | 2358 | 28162 | 11,454 | 18,346 | 20,799 33,686
180 H Tmax [hr] 2.0 2.0 4.0 4.0 1.0 4.0
T [hr] 2.3 2.72 2.5 4.7 2.7 2.0

a: &5 18 W% E CoOT—2nbHEH

5 AR 6 A R ER SR (T v b, sl nieh) LT LTI ST,

6 YiEi 3 ILaEte
T R 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/ffizk



(3) EYBREsAER (U ¥, ®EROKRS) 8

HRT X (NZW, 6~7 7 Aiin, AHE : 3.195~3.711 kg, 4 VL) 12, 3T
VNS T VR ORI 9% TR T~19 HE T 1 B 18, KEMREARROES b3
7mr b LT3, 10 ik 100 mgkg RE/HFEXY) 32 HEhneia e Sz, i
IR 19 B OFZERREONCE S 1, 2, 4, 6, 8, 12 KON 24 FFEZICERMZT TV, AR

20X 7B 3 PEICHOWT L MAEN /LSS 1 R 4 LO/MS/MS THIE L (F
FRS : 1 ng/mL),

MERAEE I IR LT,

MAEF DN SRS v AR B GHE L BEEREN AR BN, Tmax (31 8.7~11.3
K2R L. Cmax XY AUCo-24nr DI G B DOBNNZ LS TR L7253, &b
& R AN G o7, EHERE T AT 0 ORI DOEE & 1T 50X N b7,
(M)

K3 NIRRT 0 AT VBRI O FAESRARE DGR (R %)
(ZBUT DN AT m L DFYENRE T A—2 (IR 19 H)

IRT A—H BhE o
o ) £ FEYERR
(A7 ] (mg/kg KE/H)
C 3 373.24 +111.94
- 10 383,12+ 12.55
[ng/mlLl
100 2,339.02 £+ 2,051.86
3 3,087.2 + 865.91
AUCo24nr
10 4,743.89 £ 779.07
[ng-hr/mL]
100 22,7156 £ 17,403.35
3 3.7£1.5
Thax
10 11.3+64
[hr]
100 93+74
3 5.54a
Tie
10 NC
[hr]
100 4.48
a : 2 LDy
NC : KEH

(4) EYESER (LD, BEFEHRE) 10

Y (D=7 AW, 2.4~5.6 %0, KE : I 2.5~3.7 kg, ME2.0~2.8 kg, MEHER
STEME) (T IRT 1 X 7<) VBRI OREIR 1% 1 H 18], 2 EFRKER S EE &
B (VA7 a2 LT 15, 75 Xid 300 mglkg AH/HARY) 3 2 i@EhReskEr ) 3

8 A3zt (T, |l n&s) LT L CHEm SN,

9 IRIEE - 10% Gum Acacia/0.05% Dow Corning® Anitifoam 1510-US/#ii/k

10 AR 2 AMHEAMEEESER (P, REFEERS) OfasEe LIEsnis,
11 PRI - 10% spray-dried gum acacia/0.05% Antifoam®/ 7584 /K



SNz, BEVIHOKRS- 05, 1, 2, 4, 6. 8, 12 KU* 24 IR ONIH G- 14 A O
G, #5065, 1, 2, 4. 6, 8, 12 MU 24 BRI ICERILZA TV, T oL 7 m
PREE A LC/MS/MS THIE L7z (E&REA : 1 ng/mL),

TERAFR 4TI LT,

Trmax DL 1.7~18.7 K] 27~ L7e, FRCH LK OEMHER TR 1 O KR
(T2 DRI I S A, MR 1338 5 24 Bt £ TFF b —%#E5 L TU V2, Cmax
KON AUCo-24ne O IR G-EORENNTLE THIN L7223, HMEIZLT L HERS)
TIE7eD 72, 300 mglkg RHE/H B GHEOMEZBRAN T, MRS H %5 14 BRI 2 Ciax
KON AUC 13540 L0 BN LT-, AT m L ~DIEL BIZHOWT, BE2E o PEE T
IO oT-, (B B)

K4 AT\~ T VRO 2 RS R BE R GAE (L)
(BT DN AT 1 L DI EE T A—H 2

v . #h-8 (mgkg A#E/H)
PR /\7\‘,7(;5{ 15 75 300
=t
(5 V(2 i3 I i3 I i3
146 67 283 254 895 | 1,121
Crax Ing/mL @ | a3 | @ | G0 | @9 | (329
e ghrmy) | DO7L | 830 | 4921 | 3965 | 14185 | 18104
WA (268) (165) | (1,479 | (961) | (3,646) | (4,591)
] 4.0 5.3 7.0 107 | 187 | 160
T thx 00 | 13 | B2 | 67D | 63 | 40
231 152 745 668 | 1,394 | 1,070
Coax Ing/ml (37) (31) B9 | (142 | NO | (NO
. ghinr) | 237 | 1763 | 12386 | 10001 | 26683 | 16,125
14 H (209) (323) | (1,384) | (2,150) | (NC) (NO)
. 1.7 3.3 6.0 3.3 7.0 3.5
T (b ©3 | 13 | 0o | 13 | NO | (NO

a : TNENOMEIL 3 DY) (300 mgkg AE/ H & HGHEOK G- 14 H OfEIL 2 BAD )
b : FEINPN SR
NC : REH

(5) EYBREAER (H)LQ. ®EROKRE) 12

P (I=T AP, 2~3.5 kb, (AHE : ME1.9~2.7 kg, ME2.2~2.9 kg, MEHES 6
SE/BE ™) lTWRTa X 7 VIR ORRENR 4 1 B L[], 26 JE R RAEBRHIRE &
B (W37 L LT 15, 40 X3 100 mg/kg (AE/ HAHY) 92 SAdhieakings Ikt
ST, BE5- 14, 27, 90 XTN181 H O ERNFNTE G- 1, 2, 4, 6, 8, 12 KN 24 FF

12 GBI L 26 W HEMENEER (Fr, mflRn#E) O e L RS,
13 15 mg/kg A/ H 4 GHEDI» 4 B
14 PRI - 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/ifiz7%5 /K
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RICERIM ATV, EF O ST a v G OEEREY) (R ML) % LC/MS/MS
THIE LTz, 100 mg/kg ANEE/ A GHEIL, BEE R —RBOE{AZRLZY | FET LT
0 LT=7=, SFE@HEHER O Ihaf&k Sz, FHER U ITha s S-S ERizo0n
TIE, #4523 AUITHERCY BICHER U7t o 7 Ao CHllE L,

FERAER B HOE 6 1R LT,

RS HERE TS 1 v ORI 2N F H3LT7, Tmax DOFEEJIE 2~8
B Cdh o 7228, EBME CTIX 1~24 FFE E TN 572, Cmax LOVAUC 1345 55
DOEIMFES THIM L7228, BNEIL T LS FAEAIZ R X 720 o7z, KL O HE
BEOES- 14, 27, 90 X1V 181 HOIEL FBIIMRFRSETH - 72,

R M1 D Tinax DFIIF 4~10 BFETH - 7228, MSEPREI 354 24 FFREICH
Te o TRIFD L~V THERF S 4, AUC 1 IRZEMAD 3~12 52~ LTz, &5 14 KDY
27 BIZBIT DX BEIMRFRETH -7, ST TEHER & 72> 72 100 mgkg A5/ H
FGHEOMED AUC 1385 14 HICHEEZ R LT,

ISR\ 2 O M1 DT < BBIZHOW CHRE = XA BN o T, A
thERECIE, AT o R ORE M1 & b ARG E D Cua LOYAUC O
T BNtz (B 6)

#£5 ARSI T s O 26 BRI ERERE O 585 (L)
WZBIT DR T 1 o DOIEYERE/ ST A — K a

) ok B 58 (mgkg KE/A)
RlE _ INTA=H
. B " 15 40 100
POE (24
(ES i3 i3 HE i3 Jii3 il
88 136 386 327 474 585
Crax [ng/mL]
(10)c (20) (30) (54 (155) (142)
Bh AUCo-24hr 938 1,319 5,661 4,684 6,934 10,385
14 H [ng-hr/mL] (23) (€3] (533) (744 (2,318) | (3,249
4 2 5 5 5 8
Tmax [hI']
(1) (0) ® (1) (1) €)
126 134 286 245 187b
Chmax [ng/ml]
o (31 (19 (31) 31 97)
JLIS T
. 5 AUCo-24hr 1,675 1,354 4,002 4,183 2,524b
N
27 A [ng-hr/mL] (376) (229 (386) (503) (1,139
4 3 4 4 3
Tmax [hI']
(0) (1) ) (0) (1)
149 213 334 253
Chnax [ng/ml]
(34) (20) (39) (24)
B 5
9 01 AUCo-24hr 1,927 2,010 5,248 3,813

[ng*hr/mL] (427 (188) (547 (512)

11




(1) (0) ) ©)
206 221 304 214
Chmax [ng/ml]
(94) (68) (34) @7
5 AUCo-24hr 1,917 2,417 4,018 2,782
181 H | [ng-hr/mll] (675) (666) (474) 179
3 2 5 4
Tmax [hI']
) 0) ® )
320 407 995 1,181 1,950 1,537
Crax [ng/mL]
(71) (47) (201) (113 (135) (251)
B 5 AUCo-24hr 5,259 7,550 20,617 | 24,767 | 38,158 | 32,397
14 A [ng-hr/mL] | (1,307 (497) (4,645) | (2,647 | 217D | (5,417
6 6 10 4 4 6
Tmax [hr]
B ) ) 3) ) ) 6))
R M1
339 443 840 1,063 1,616P
Crax [ng/mL]
(51) (56) (117) (68 87
B 5 AUCo-24hr 5,881 7,883 14,712 | 22,678 | 29,478
27 H [ng-hr/mL] (831) (1,319 | (2,406) | (1,709 | (3,303)
T ] 6 5 4 4 4
e T 1) 1) 1) 1) )

a : 6 HAD Y (40 KTV 100 mgkg (RE/HEEGHE) . 4 BAOWY) (15 mgkg {KRE/ HBE5-HE)

b : 4 BHADIA
¢ : TP R

- KRB

12




# 6 100 mg/kg A/ H &GRS Dk P a iR & ORa R {E AR oD
IEEL ST m R R ORI M R

e wh FRBHER IR A5 I (ng/mL)
(B 55 AR T R3 M1
23 3 IFfH] 3 47
23 3 IR 7 47
23 3 I 5 43 - 1 7746
i3 23 3 (T 9 4y ’
23 3 IRfft] 16 47
23 3 A 14 47
27 5 IRFfH 10 47 103 1,610
22 19 F¥fH 50 4y 479 1,534
23 3 FEfH 30 4>
i3 23 3 IKffHl 35 77 467¢ 1,446¢
23 3 I 32 43
23 27 IFFf#] 2 47 2 297 811

a : &5 22 BITBIT D &G LGOI
b : 6 FELORITEY
c : 3B

(6) EMEREAER (4O, ¥BOFHRARS)

A (RMEFER ORIV AZ A | fRHE 332~392 kg, EBVE 4 58/FE) (2871 s
LTV OTRIR PR R OR G b3 Tm & LT mg/kg (REFEY) XITH
AR G L3 X7 m b LT 0.05 mg/kg AREEFRY) 3 % HpEh AR i =
iz, BORGLOFEIRNES & b 1 Kefial, $5-0.16, 0.33, 0.5, 1.0, 1.5,
2. 4, 8, 12, 24, 32, 48, 58, 72 KUN96 HFZIZERIM ATV, IEFRDA NI T
T E R MR ML JREE & LC/MS/MS CTRIE L7z (E&ERSA : L X7 2 0.06 ng/mL,
R ML, 0.045 ng/mL),

FERAEF T KOFKSITRLT,

NIRRT L DINAFT A T E VT 413 18.3% & HEE STz, FRIRNEEGRED /A
RFE 0.98 Likg 25, W3R T 0 U OOARIINRE 2 2 5 DRG0 R S 7N 2 &
DRE ST, MAE7 VT 7 0 X34 0.73 Lihr/kg TH Y | W37 o 3L Y
gt A Bt 4 B I 2 U C AR R CIAN A B &N D 2 L AVRIBR S -, L
RO M1 11X, #A#G: 0.16 KO 161, §lRNES- 2 KON 4 Ko 2 5
TODE 5 Bl (B TND 4% KM EROTERRFAG Cho7e, T m
OARGEHIIF LML OEMWIFE & ORI TER D D Z EAVRB Sz, (B T)

15 ¥ - propylene glycol/acetic acid/sodium hydrochloride/water

13



FT AT AR T VREO AR O 538 (4F)
(ZBUT DN T T DRI N T A —H

INT A—H
- IR E) SD
[BA7]
Az [1/hr] 0.056 0.025
T [hr]a 11.75 4.35
Tomax [hr]? 1.75 NC
Crax [ng/mL] 21.19 40.78
AUCuast[hr-ng/mL] 247.70 167.32
AUCo-[hr-ng/mlL] 250.55 167.59
%AUC Extrap[%] NC NC
AUMCo-|hr-hr-ng/mL] 3,658.33 1,563.38
MRT [hr] 14.60 6.53
a : )
b : HrRE
SD : FEUE(R 2=
NC : KEH

K8 NIRRT 1w I T =) VIRIE O BEIFRN R GRER ()

IZEBIT BT 1 L DIYENRE T A — X

INTA=H

s AR SD
[HEA7]
Az [1/hr] 0.290 0.154
Tue [hr]a 2.12 2.02
Co [ng/ml] 130.47 30.83
AUChastlhr-ng/mL] 68.05 22.89
AUCq-[hr-ng/mlL] 68.46 23.06
%AUC Extrap[%)] NC NC
CL [L/hr/kg] 0.73 0.24
AUMCo-o[hr-hr-ng/mL] 91.80 50.3
MRT [hr] 1.34 0.38
Vdss [I/kg] 0.98 0.28
a : FArTE
SD : A=
NC : KEH

(7) EYEEHER (FQ. BOKRE)

A (ZHERE, {REE 210.5~255.5 kg, EHUE 6 B/EE) (T <X T 1 7~ Ul
BT F A 7/NATL HLEL 16 BEROES v sxrm & LT 0.25 mgkg
(REE/HFEY) 3 2 EpEhiesiy 2t S iz, &G540 O HaL, &5 0.5, 1, 2, 4,
8, 10, 12 kUr24 Fffilt%, #&5-15 Ao 5H-0.5, 1, 2, 4, 8, 10, 12, 24, 32, 48,




56, 72, 80 KT 96 Il NI G- 2, 4, 8 KM 11 H D52, 4 K TF 24 iz
BRI AT MR O SIR T 1 R & LC/MS/MS CTHIE L7z (B &R 0.2 ng/mL),
MERAEFR IR LT,
NSART v OMSERREL, RS 72~168 K% CEFIREL 72572, Cmax
Q) FEYERRE) (3R GO 1.11 + 0.43 ng/mL 7>6%%5 15 AIZ 3.40 + 0.94
ng/mL (2N L7, F72, AUCs CFH)HEEERAS) 13, #IEHRG-RED 18.99+7.00 hr-
ng/mL 7> 53515 H1Z 124.37 + 51.12 hr ng/mL (28I L7z, T2l 20.3 + 3.4 B
CEEEIEERSE) Tholo, (ZH8)

F£9 NWAART a3 7<) URtEo 15 HREIKER D&R5RER ()
IZBT BT 0 DEYENRE T A —H

FUBHEEEY _ o
- 3T A= [Hifi] T SD SE
(RS
Tmax [hr] 12b NC NC
Crnax [ng/mL] 1.11 1.05 0.43
5. AUChst [hr-ng/mL] 18.99 17.15 7.00
*)j EI AUMClast
266.63 231.83 94.31
[hr-hr ng/ml]
MRThast [hr] 14.0 0.9 0.4
Az [1/hr] 0.034 0.007 0.003
T2 [hr] 20.3 3.4 1.4
Crnax [ng/mL] 3.40 2.30 0.94
AUChst [hr ng/ml] 124.37 125.21 51.12
515 A kot RS
AUCo [hr'ng/ml] 134.22 133.41 54.46
%AUC Extrap [%] NC NC NC
AUMClast
3,232.68 4,445.63 1,814.92
[hr-hr-ng/ml]
MRThast [hr] 26.0 4.1 1.7

a : 6 DY)

b @ FUAfE

SD : R A=

SE : {FERE

NC : KEH

(8) EMEREAER (40, #OKE)

A (TR, (KEE : 226.0~306.5 kg, EEVH: 4 FERE) IS AART 0 NS T LR
AP TF L h TR CHEREOR S (L3<sm b LT 0.2,0.3.0.4 X% 0.6 mgkg
REFEY) T 23pEEsERs S N7, &5 1 BAl, &5 0.25, 0.5, 1, 1.5, 2,
4. 6, 8, 12, 24, 36, 48, 60 KX 72 BRI IZEL M ATV, EF O/ AT o
£ % LC/MS/MS CTHIE L= (EERA : 0.108 ng/mL),

15



FERAR 10 1R LT,

0.2 X2 0.3 mg/kg AEHRGHED Cmax X ONAUC (X FIFEE CHEH A BT A D
nipinot=, 0.3 mgkg KEL EOFRERECTIIHAELSZ EED Cra 2 OV AUC O
DBz, (BIR9)

#£10 NWART T AR T UBEOHEER O 53R (4)
\ZBIT DR T 1 DOIEYERE/ ST A —H a

_ e BehE (mgkg REE)
8T A s (] - meEs
0.2 0.3 0.4 0.6
0.0483 0.0406 0.0447 0.0439
Az [1/hr]
(0.0079) (0.0085) (0.0078) (0.0042)
oo [hel b 14.21 16.77 15.32 15.75
v 2.15) (4.09) (2.86) (1.59)
Trmax [hr]e 24 12 24 12
o g/l 1.049 0.966 2.638 3.851
max (Ng/M
& (0.394) (0.288) (2.001) (0.835)
34.274 30.175 66.115 121.235
AUClast [hI' * ng/ mL]
(14.244) (8.252) (23.878) (17.566)
37.361 33.347 69.660 130.432
AUCo- [hr-ng/mll]
(14.494) (9.500) (24.582) (18.076)
%AUC Extrap [%]¢ | 7.45~11.76 7.90~11.05 2.99~7.46 5.17~18.01

a : TIVEILDAEIL 4 BAD L) (FEINNI JFEE(R 22)
b : 4 BHOFHFINY
¢ : HIYE

d : fEREOFEH

(9) EYBREAER (4@, #OKE)

e (TRT =2« T U AR, 4~9 D i, (K : 174~244 kg, MERES 2 58
S 12, [MCHEER N IR T 1 o~ T Uit 8P S5F /L T1H2ME., 5
HFRERO#RS L 37 b LT 0.4mekg AE/FFY [0.67 mCi/mgl) $ 53
WENRERRER D3 SEHE S A0 7o, BB GRET 12, 24, 48 N 72 REfEIfR I ek, T, A
KON 2RI LT, E70. BG4 T 72 FERE I SRR 2 BR e D A, WIS
0~12, 12~36, 36~60, 60~84, 84~108, 108~132, 132~156 K} 156~180 i
MzICH#E, JRE OV — VPR e BRI LT, ARk, 2, IRE OV — PR O TS
Pz LSC T, SfHikh o s~ m U 2 LOMS/MS THIE L7z, S HIZ TLC (2
L0, R, K O g ORI~ 1 7 7 A )V ERRG LT,

FEREF 11 LU 1217 LT,

N OVR O BEHEMEIIRIRIEE - 36~60 Kifit: CEFIRIEZ R L, HIEEE: 180 KFH

16 [Nitrile-14Cl4Z7% A & O\ Thienylphenyl-14CIZ#5 A
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% E T (oG4 T T2 R £ C) O BFEPE=RI33E T 80.0~105.9%TAR., JRT 2.2
~3.1%TAR, 77— PEE T 1.1~1.7%TAR Th -7z, BHSNRMEFETIHR BN
7=

AR EHET 12, 24, 48 KON 72 W% O BN REIRE ONEIE, BT 0.374
~0.479 pg eq/g. T 0.890~1.088 ng eq/g 7~ L, JHE CIIRmaOICIsD L7228,
i1 AQE NSy g W

R 7 0 7 7 A N ORBEFHIIRBW T, FlEERG: 156 RFf#E#E O IR TITHBEHTEED R T
RSB 7 1 7 7 A TsRD S h-> 7273, TLCIZ L 0 D@ W 2 &ie 2 &
DIRME ST, BT OFEIREMIREARTH Y . WllEFE 156 Kz OsEHI s
T, WM D 3~20 (EOREIUED TR STz, Bfde 54T 12 Kz O K
OO S . RO & LRI FEEHWEREN T EAVRIE S, FREE /D7
WZ ENBREFW T 1 7 7 A TR e o Tz,

FARET L SRS 0 PR IR AR G T T2 B TP S ERIRFUR & 7o T,
(&1 10)

#2111 [UCHER N T 1 oS 7= Ut o 5 HIMRAER O & 538k (4F)
(2B DR R EEIRE (ug eqlg) @

AP AL T v
ﬁ;;? i et b Tk I
. 0.374 0.005 0.000 1.088
(0.050) (0.004) (0.001) (0.219)
o 0.401 0.005 0.002 1.011
(0.079) (0.007) (0.003) (0.202)
48 0.479 0.145 0.002 1.014
(0.111) 0.277) (0.002) (0.108)
0.459 0.102 0.010 0.890
72
(0.083) (0.173) (0.007) (0.183)

a1 TIVENOMEIL 4 SO (FRINI AR L)

b : 30 dpm ADAE  Fr#d TR
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F 12 [MCHERH L I T 1~ 7~ Ut o 5 B RER DGR (4)

(23T DRk LR a R (uglkg) @

B G T e
ﬁj—;;? 51 I i o
12 1.51 6.16 4.40 1.30
24 1.38 6.61 2.96 1.08
48 <10Q 1.55 1.63 <10Q
72 <LOQ <LOQ <LOQ <LOQ

a : TNEIDAEIT 4 BHDO)
<LOQ : EERA (0.963 ngkg) it

(10) invitroXHILLEGRER (FHMERE. FFSX/ R Y—L)

Ty b, X, 25O L, F K B FOFFIIRE O 7 0 Y — A& HNWT,
7w ORI in vitro THEMGR S vz, FEERITIE, MCIERRL ST m o~ 7
~/UBKE VRSB O 7 vV — 2L 60 431 3TC TR L7 OY, [“4ClEsv
ISR X T )W B S B OIFFIRR ORI L, 240 43fiE5E L7z
FIENER L, RO, &2 WIERERT OB % 4 7 4 U HdRefitigs HPLC
THHTLTe, S5 LC/MS TR ZIRIE LTz, [FEIN-REmERK1 oF 11
R L2, M1 BEO MG 13T 1 v DOSZNC KT AEEW T, M1 IZE Y U8
ZFi> 2-[4-(2-amino-2-methylpropyl)phenoxylpyridine-3-carbonitrile, M6 (L5 4~
= VER%FFO 1-amino-3-(2-thienylphenoxy)propan-2-ol & [FE X172, M2 X N M5 1%
MR T T ORER (B e RoMERMER) . M3 X M6 OB /LR L FEkE
&, M4 13 M1 OB & RIE S iz,

FMRE 2 O =5l T, AR & LT M1~M6 2355 & 7=, M1 134T o T#l
I, B FTROAERNEL, Ty P TROERDPDR)N T, AREHERITA X >4
SE>t >89 L>>T v MOIETE T,

P27 1Y —La HWTERBR Tl X AR 2 TOMT M1~M4 Mg Sz, it
AR, FEMRH CTH L M1 TR TOM TR SNz, BAREERIE, F>e =2
59 LzZK>T v FOIRTE -T2,

JHFRERR A ONF R 7 1 Y — 2% O TAGERER D5, M2 LT M5 (Z2oVLWTiE, M5 @
FNRLhroTloh, RTORBTERIME S, [FERIZ, M6 OB VR RS L
eSS M3 T2 TOMTER XM SN, M4 1Tk FE2ER 2 TOFTERX
(3R STz,

I B DI LAENC L 2 & 0T, EWRERIICI T 2B (FERFEAOR
BEY) X0 b ENERNEE SN,

F7o. BRSO RINERORERN G, IR I3EE I AW AmE T V7 2 D
B R L DRGNS, ZORE IR TH D0, RICHER#EmIC L 53t

17 [Nitrile-14Cl4Z7% A & O\ Thienylphenyl-14ClZ#5 A
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AAEE THDMTHASDTIIZRVD, PG T » MFI 7 1Y — A TOEIERD
RO B ESOSHEREOIARI G ThH D Z LAvRRshiz, (B 11)

2. BREHER
(1) BE~<Y—h—
[4CHER LT 1 v & Wz In vitro (RETHEESER (1. 1. (10) Z2R) 128\
EBARETH - IR E I AT 0 L OREUED I TH -T2 &b, FDA 1%
SR T PR~ — I — T D LIk LT, (B 12)

(2) %BHER (4. EHRE)

4 (T T —~ MR, {REE : 381~557 kg, 5 GAlkE 3 BEM OME 2 88, 3k 2 5E &%
OME 3 BEI/IGR) 12, AR T a v 7~ Uil S Ak R S 7 o s
20ppm) % 10 HENEAERS (L3 o b LT 0.44 mglkg A/ HFEY) T 5588
ARSI ST, IR G T 12, 24, 48, 72, 96 KON 120 HFEIZRICEEAD S
AL BB O R OVBE) . s OVE I 2 BB L T, Rk s R %
LC/MS/MS THIE L7z (E&RA : 0.08 nglg).

ERARI13ITR LT,

HERG ClIm e 544 T 48 WERIZLARE, AN, SR OVE s ClIfmafé e 544 T 72 IRFfH]
BURE, FRE SRS R ERRAR & o7, (B 13)

F13 AT o 7<)UEREO 10 AR 535 (4
IZEUT BERER T L NS T s (nglg) a

<tk IR A& T 1R IH] (IR
12 24 48 72 96 120
Al 1.31~3.12 1.19~1.94 LOQ~1.03 LOQ LOQ LOQ
0] LOQ~1.83 LOQ~1.08 LOQ LOQ LOQ LOQ
iR 1.27~5.03 0.995~3.88 LOQ~2.28 LOQ LOQ LOQ
R ik 1.96~4.42 1.74~3.14 LOQ~1.82 LOQ LOQ LOQ

a : b EADE  (#PH)
LOQ : EEIREA (0.08 nglg) A

(3) BREBHER (4Q. REHRSE)

f (Bosindicus & Bos Taurus DZHEE, 18~22 7 H s, A - ) 500kg) (12,
AR a AR (R L ST R - 5.5, 11 XUT 22ppm) % 28 H R
B G5 D AR FEfii ST, iR G T 16~22.5 RIS (R L OV
) . KBRS (R RO . gL Oz s L, ik o7 o ARE %
LC/MS/MS il L7= GERFRA : 0.08 ngle).

FERER 14 ITR LT,

5.5ppm 512V CTHFlE Tl 1.01~2.28 nglg DFREENI BT, A, B Y
B ClIIE EIRFATE T o 7o, & G-EBOBENMI D 7 O A B4, 22ppm $#55-
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2BV TR TCIE 1.92~3.33 ng/g. JEN TiX 1.09~1.94 ng/g M3 kiH S v, g <l 3.87
~11.2 nglg. B TIL 2.39~8.7 nglg DFEEMNAH BN, (B4 14)

F 14 ST oD 28 HENEERGHER () (28155
R L ST\ RE (nglg)

5.5 11 22

- . LOQ (4, _

P LOQ® 1.03 (1), 1.26 (1) 1.02~3.33 (0
" LOQ(1),
=il LOQ (4) LOQ(6) 1.09~1.94 (5)

lifRi LOQ (), LOQM), 3.87~11.2 (5)

1.01~2.28 (3) 1.26~2.34 (4)
LOQ(D),

X it ~

ik LOQ(4) 125256 (5) 2.39~8.7 (6)

a : FEIEER GRUEL) &
LOQ : EHFRF (0.08 nglg) i

(4) %BHER (40Q. EfHRE)
= (Bos Taurus DAHERE, 6~8 /Hiin, KH : 246~385kg, MEMESS 3 BAMFA) 12,
SV T R T U S AR (R L ST R 183ppm) % 10 HH
IREES . (W37 m b LT 0.37 mglkg (KE/BFY) 3 27 ER I I S iz,
B EAT 10~12, 22~24, 46~48 N 70~T72 Wifii4ic. fRY. NENG. sl OF
A B L AR T o RS m R A LS/IMS/MS CTRIE L7 GEEFRRA 1.2 ng/g) .
EEAF 15 1R LT,
VST T ORERTIREEIE, . BERG M O Gl 544 T 46~48 W%
DIRE, TN CIImee 584 T 70~72 W& A2 COEE CEBIRAN & 72 o7,
(& 15)

20



F15 AT 7</URED 10 B R 538 (45)
(2B DR LSS T YRR (nglg)

-~ Bef&P G T I%IRE (PR
" 10~12 29~24 46~48 70~72
. LOQ(3), LOQ(®3),
5P 1.19~1.70 (3) 1.09~1.47 (3) L0Q®) LOQ®
HERA LOQ-(6) LOQ(5), 1.27 (1) LOQ(6) LOQ 6)
LOQ(), LOQ(), LOQ (5),
_—
i 1.62~3.13 (5) 1.48~4.00 (5) 1.16 (1) L0Q®
LOQ-(1), LOQ(2),
N 1.94~2.63 (5) 2.01~2.57 (4) LOQ® L0Q®
i LOQ-(1)
1.28~3.17 (6) 137295 (5) LOQ(6) LOQ (6

a : fEMNITHERER GUED %k
b: EBII~ MU 7 AR ERRC L 2%, TEHE Neat BREHRRIZ L A%
LOQ : EERR (1.2nglg) A

(5) KBHR (4@, EfEEE)

4 (Bos Taurus DAHEFR, 12 7>A . KHE : 282~366 kg, MERER 3 SA/MFR) 12,
SV T R T U A AR (BB L7 a YRR 7 5ppm) % 10
BEFREE L7 e & LT 0.17 mgkg KE/HFY) 32538k F0E S iz,
AP GHET 10~12, 22~24, 46~48 KON 70~72 FEEI# 2, fpl. FEIG. s OY
A B U, fHRR R O T g A LC/MS/MS CTRIE L7z (E&EBRA : 0.08
ng/g) .

FERAER 16 1R LT,

SRR Ta s ORFRTIREEIL, B G T 70~72 FEREIZICAHA TRt Sz 1 88
whRE | ok GHE T 46~48 R LA, 2 TOMIK TEERIAN & 2oz, (B
16)
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F16 NIRRT 7</URED 10 B FRAHR 538 (45)
(2B DR LSS T YRR (nglg)

-~ Bef&Pe G T %R (PR

" 10~12 29~924 46~48 70~72

. LOQ (2)2, LOQ (3),

5P 0.464~1.06 (4) 0.431~0.508 (3) LOQ®) LOQ(), 0.482 (1)
C LOQ(5),

HENA LOQ (6) 0.680 (1 LOQ-(6) LOQ (6)

LOQ(), LOQ),

—

i 0.463~1.58 (5) 0.471 (1), 0.508 (1) LOQ® LOQ®)

g | 09O LOQ ), L0Q®) L0Q®)

0.704~2.29 (5) 0.584~0.668 (3)

a : FEMNITHERER GUED %k
LOQ : E&EFRES (0.08 nglg) Al

(6) %XBHR (406, EHERE)

= (Bos Taurus Z3HEFE, #) 8~12 7>Hlln, K : 2 56Tkg, & 4 BA/FR) 12,
JLRRT T s T VR A R (BRI R  a PREE - 1.4 XU 5ppm) % 14
H IR EE B 59 27 e Bl S e, e b6 7 10 IRl 1, 2, 4, 6 XKUM8 H
#%ic, -8, £H, £=H. BWUH. MEH KGR, R & o & B
Bl O 2B L, AR O I T m A LC/MS/MS CTHIE L7z (ERFRS @ 3
ng/g) .

FERAERITIORLT,

F—H. H B RO =B oM ST m AR, RREERERT 10 RIS
BT, L4ppm #5HECERERMAARNM~22.2 ng/g, Sppm K 5HET 18.2~80.3 nglg %
IR LTS, ORI L. 1.4ppm 5 CTIIREE G T 6 HLLME. 5ppm
B GRECIIRMER R T 8 HIRIZ, & TEERIAN & 72 o7, HIUHE T, 1.4ppm #
BREORHARERT 2 B0 1EE (5.13nglg) X, 2 TORIER ST, ERER
Kl TH -T2, /I KIGKROVEIL, 1L4ppm #HE5HETIXE CORIERA T, S5ppm &% 5-
BECIIRE B GH4T 2 BRI, 2 CORERER CEERAARM ThH - 7=, FHA. .
O, B, BRI OWEE, 1.4 &0 5ppm & G8E L H A TORER: S CE &R ANM T
Hole, (ZRR1T)
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F1T AT o~ 7<) UREO 14 AR 55 (4
(ZIUT DHARRT LIRS R (nglg) @

b v
| IR
24
N Q%T Parany S —= P Parand
BUREE | Ui #HH FH—=H FHIUE /M5 PN &
I
(ppm)
B <LOQ ~ 5.69 ~ 10.3 ~ - L0q L0q L0q
: < < < <
" 9.12 11 22.2
. <LOQ ~ 4.92 ~ 8.73 ~ - L0q L0q L0q
< < < <
5.55 13 13.7
1.4 2 H LOQ <LoQ ~ P48~ ) <LOQ ~ L.0Q LOQ LOQ
. < < < <
3.99 12.1 5.13
<LOoQ ~
4 H <LOQ <LOQ o <LOQ <LOQ <LOQ <LOQ
6 H <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ
8 H <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ
19.2 ~ 182 ~ 27.1 ~ <LOQ ~ <LOQ ~ 3.35~
10 FEFE <LOQ
31.1 24.1 80.3 5.65 3.6 3.97
6.25 ~ 10.8 ~ 15.7 ~ <LOQ ~ <L0Q ~
1H <LOQ <LOQ
14.3 18.9 33 3.49 3.83
T 5.62 ~ 9.94 ~ 11.9 ~ L0Q L0Q L0Q L0Q
< < < <
5 7.61 13.9 34.2
4 H LOQ <LoQ ~ 671~ LOQ L0Q L0Q L0Q
< < < < <
7.39 9.04
<LOoQ ~
6 H <LOQ <LOQ - <LOQ <LOQ <LOQ <LOQ
8 H <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ

a: 4 FAOE ()
<LOQ : EERA (3 nglg) A

3. BEEMHER
NSRRI BN T VI (ERINE TR, MR UL S B R
(REHARFRE) ORIEARRIIE R A% 18108 LI,

23




# 18 AT B T UBUI ST 1 AR OB AR R

FRAE H Y PO AE (Ls=samr L0 [EES
Salmonella '(lj‘:;lg?j%, WP2urvA: 40~640 pg/plate
typhimurium .
#Z8 | TA9S, TA100, aAS%E;; TALSST: 20320 pefplate 230
2 B TA1535, TA1537 % 18
EERR Pt oopi | TA100: 10~160 pgfplate (+S9) ( )
In TA98, TA100, TA1537: 5~80 pg/plate
) WP2urvA
vitro (-S9)d
FIRFE (4 RFRE) AL
. v | T¥A=—ANLA| 1~5ug/mL (-S9) °
Yutt (s : &
;;g@ %y (CHO) | 25~10 pgml, (+89) (,%Hflg)
i il G (17.7 FERE) A -
0.15~2.5 ug/mL (-S9) ¢
n | . ICR~7 % (7~9 |0, 500, 1,000, 2,000 mg/kg A/ Rt
vivo |7 il 13 3) ENPEL (B8 20)
a : TA1535 | % 640 pg/plate +£S9), WP2urvA i 320 pg/plate UL E (-S9) & O 640 pg/plate (+S9) T
AHRRE
: TA98 1% 320 pgfplate, TA1537 1% 160 pg/plate LA ETHEFIHE
: 160 pg/plate CHEFEME

WY 80 pg/plate TAEEFHE

: 3.5 ug/mL DL ECHtifasas) (61%LLE) 2R L=/, 2,25 KO3 pg/mL @ 3 &%
:6.5,7.5 X' 8 ug/mL @ 3 fl&E (18~46% DMt )) %7

02,225 K125 ug/mL @ 3 H&E (37~40%DHass)) R

Q0o o0 o

RN EERESIT, WA T a3 FEED in vitro O in vivo BERIZEB VTV
BIEEEZR L TWA Z Enh AR & > TR L 72 5 8Inm TV EE 2 T,

4. AMHEMAER
(1) 2HEEHEER (5 v b BEEORS)

Z v & (F344, 9 FlG, AR : I 145~190 g, Hff 116~136 g, MEMER 5 DL/EE) 1T,
JWART ' X T VBB ORREIR 18% BalRfRE O &G Ls_xrm L LT 0,
1,000, 1,500 X% 2,000 mg/kg (AREFEY) 2 2tEEEEiR g4 S, 156 HEO
B, SN E=E ST,

FEL XA B o T, SERBIEICRB N T, R TOANRRT o EEREDDR L
1 VCIZES 702 b GUAIR « AEFHERAR T DA BIGYY) PBIEE S, S 512 2,000 mgkg &
TR GHEOME 1 CIZAREME, BRE, B RGEED K OHIEN A B, Z ORELISL O
BRI 6 B E CICETIHA LTz, 2 ToNAXTa U BERETHRE T Bi%
\AREENEOA BB A BITZ0, #&E 14 R E TIZEE Lz, STl
Ry BHIZ X AT LN 0Tz, (B 21)

LDso %, 2,000 mgkg KELL ETHH T,

18 PRIEE : 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/#i=%/K
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5. BaMHEMHR
(1) 2 EFEERHSHERAR (Tv b, RBEEORS) 19

7w b (F344, 6~7 #ilin, 1AHE : [ 98.7~122.4 g, ME77.7~98.0 g. MEKES 10 Pt
20/FE) 1T, W ASRT A T VB ORI 212 1 B 18], 2 WM AETRERE 0%
H (WA ZmrE LT0, 30, 150 X 600 mg/kg A/ HFAY) 95 diadh
BRANIENE S AvTo, B EHIR, EREIEL, RE L OBEEERIE I DN AREHR A 2170,
B GHIRIE T1%, MIRFAORAE., BEERMRA., MR PR, TR, SRR, DEssE
EHE, 7 v Y — ARERE K OV BRI 21T 5 7,

AT R AR 191 R LT,

AR, ECIEH ORI Tz, IRFMRE TERF I ORI o7z, g o~
YRRV YNNT 40T T AF T —E (PROD) JEMEIL, #ET 30 mg/kg REE/HLL
b HET 150 mg/kg R/ H UL EOBRGHET, =) Ru~ A 2 -N-7 A FZ7—8 (END)
IGMEIE, HET 30 mg/kg RE/H UL EOBERETHIIN L7208, = hFT LY VT 4 -0-F
~F 77—t (EROD) JEHEOEEIIALNRD>T, #RF 7 m—2L P450 &L 600
mg/kg RE/ B GREOMETHM L 7=, (B 2)

BINZERESE, HEROMECIEIGMIBOZ L & MHEIREE DR, HETRY 7Y &
U RO 30 mglkg (A5 H UL EOFGHTH LI Z &6 LOAEL % 30 mg/kg
{REE/ B &l L7,

10 AR EpERERER (T > MO, fREREAERS) EWAT L THERmI N,
20 B 2 lx &
21 PRI : 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/ffiZk
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#19 2 EMFAMRENERER (T v b, iR O&S) (2B 53T A

Pe b

(mg/kg A 1k il

#H/H)
HIbE, it HIE, JiHE
AR PRI Y BEBHAMI, S EGY, MR, JERMT
IRER - (RERIEIIM, BT ERD, fRE | RE - REEEINESI, B, R
BT BT
FHIgD 27 < 7 S—HlfluZefafb & Ot | ALT #5800, GGT H#n

600 RIE FHigD 27 7S —HifuZERu b
FEROBERRD, ANZROERERD | IPROEERD . FHOEERD
B X AT — UIIENPEIESY YENTERS
Rl B B OHN ERCE ]
(iR e Rl e feE LRGSR - REHRPEA N
IR B B s
BRI, & EyEYe, iR SR PTG Y
. E D PR At R OV B B N

150 ULk "
ALT #8/n o H S E ST
JFRR D FH BN, B X AT —
TG k> W7 i oD Bl )

30 LIk MEY i 0D B ik BRI
NERRRR D2,

(2) 6 MAMERMSEHERE (T v b, @HEORE) 22

7 v & (F344, 5~6 s, AHE : i 100.7~123.4g . Mt 78.0~103.4 g. MEHES 20
VT 23/ff) 12, AT 1~ 7~ U ORRETR 244 1 B 18], 6 2 RAERHRR
A5 L7 b 1L7T0, 30, 150 XIE 300 mgkg R/ HAHY) L. w2k
OZoliE (1 »HM) ZiRd 2 i ek iR e S v, S5, ke
22, RELOEERE, IR N IRRE LTV, G IRE TR 7 = Y
— LERAE AT o 7o, HEHIH R ORISR TR, gFROMd. BRI,
AR, SRR, s I E & OYR B AR RO A 21T > 7=,

T RAE R 20 1R LT,

NIRRT v ABGICRNT D E B2 DA I A LN T, IREHRE TR X
NIRRT, FHBORT b 71— P450 #13 150 mg/kg (AH/ H LA EOFERED
ERECHEIN L 7=,

FDA (., Ao RAZEIEMER L OB Y B3 1T 2 I ZEEME I O FBUEE & 72

22 AGRBRIIEEEER (T v MO, sEflRn#E) ST L TEm SN,
23 30 mg/kg IR/ A GHHXEHERER (MERE 5 DL/ GHE) 2 SEfit3 MERE 16 DL/
24 YA 10% Gum Acacia/0.05% Dow Corning® Anitifoam 1510-US/#iik
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EORIMZFESWTC, LOEL/LOAEL % 30 mg/kg AH/H & HWrL7-, (MR 12)

B ZeZER I, BRBIEMIEOZ ., EElRTHITE O LSe B i ERE D
HEINZEDS 30 mglkg IREE/ H DL EOMERECA Hi7- 2 Eovh, LOAEL % 30 mg/kg {AH
[H &Hlr L7,

#20 6 ARMIaMEEERER (T b sl a&G) (2B 23T A

Behf
(mg/kg A/ 1 i3

H)
(RERD ., REREIENH, BEEER) | RERD, REHIES], FEAH S
PRECEEHEN YEL B i)

200 PR EHIN HFEL SRR
YIS ) | TEZME, FERIRG IR PE AN
TIVT 2 N FEERERBE 1= 5z ORI PE A= AN

APTT #4)0
JHF EE BN ALT #4/n. AST #4410, GGT #4n,
IO R ZFIEMER, BREHA~ 27 1 | ALP ¥
77— AN, BRIRERRERIE, FRJEME | RO BNRRERRERE, BRI,
st HIREESE
KBNS D Py RN J% iR oD P 2RSS
J¥figeoD PR E S NERAEE Y > SO P 2RSS
150 DLk RETRINE Y o RE O ZEE S BT k71— P450 OHIN
BT k7 o —.2 P450 OEGN e SN
ALT 8401, AST O8N RN M OVERR R B G
IRIMERSDHN IRIMERAL DN
APTT 540 PRECEEHEN
PT #4/0 PR EHIN
a L AT a— KT
ORI SN, MROE R | MiROREERN, FE OEERD
i RO R ZFIEMER, BREH~ 7 1
EERR IR ) (30 D) 77— AN
30 LIk e TR AR D21 L ReyCaJIE I 00 P S 2%

retENRE ORI e TR AR D221 L
A ERE DA N R ENRE DR
TG KT I inEREL DN

(3) 2:AMEAMEEAR (VL. BREEHRS)
TV (=7 AP, 2.4~5.67%, KE : f2.5~3.7 kg, ME2.0~2.8 kg, MM
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3HAME) (DI Ta X T UV ORRERR 5% 1 B 1[0, 2 BRRERS T &
H (WX_Z a2 LTCO0, 15, 75 XX 300 mglkg AR/ HAAY) 4 5 diadEE kR
ERE ST, HFGHIMT, EREE, FREAOEEERE, PR, OB,
MEFAIRE, BEERRAEN N B bR E 2TV, G HIRRE T#, R, &
R, B EERE, I 27 v Y — ARSRHE & OV B R A 2 20 U7, 3RAH)
RERRIR DT O OB AT G A R OB GRERIATo72 (. 1. (4) ),

TR AR 21 IR LT,

IREHRA CREIIA DD o Te, MIRFHIRRE, EEE SRR K OYRIRA CldL 3
ra B EIZ B U2 XA b o iz, go#T b7 a—24 P450 &iX, 15
mg/kg (AE/H LA EORECEE Y (300 mglkg A/ H &5/ T 36%) L7=2%, MET

T A DN Tz, (B 5)

BiZEZBEE, DEOFTR (CaEgsD, DB T A—2 23k, (BRI
b, S¥ERIFTR) 1 —#OZ{LTH Y, 15 mgkg AHE/ ARGHNOREEL WL
LOFTRAZFERE L% % LOAEL % 15 mg/kg 5/ H & Hlkr L=,

2% VRIE : 10% spray-dried gum acacia/0.05% Antifoam®/7Z&8 7K
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#21 2 EFHESMEEERER (L, REFERE) ([CBIT 2mMITH
BhHE (mgkg
{KE/H) K .

thesk (189) ghesk (189)

HEERD, (RERD (B | BERRD, M
F3EREET 1y 7 (DEMEAR | R (EH7 ey 7 240E9) 1
HzftEo) (B8 GE))

AST /N, ALT #n, U > H8hna, | AST #na, ALT ¥, sV e

BUN #§fiia, 7 L7 F =400

s e, GGT ¥8hn e, U >4/ =, BUN

300 MO e O R, Bl | $hne, 7 Loy =8N a
DOt e O EEHIN, FFiRoOFE | Bt & OFEXT B 2N, gk
SFE NN, FRROIES K ORHRTIER | ok K OV R BN
D Ul ZE R ZE
Ul ZE N ZE PRAAE b e 25 R OV FEME R A
SR RARAE AN, R A PR 9, A
JHHRRR OEESE FENSRODOLFHERMEDE, ABlA
b8 B oo R s L
QT MR 6L JafiR oD Ases K OVFE B s
PR bR 28k QTc IR
75 LLE AR A I M2 MR K M ZE M, BESE
b B DR i e =i
e FAGRERAHI ORI E 2 (TR D
/MM b O Rhafb)
DGR, RR IR 2R DB, RR RIFRIER:
QT [HIFRIER: QT MHFREAER:
15 LAk RAaRER RO E 21 . (IEEH
D/ LR O R E)
M7 i B il

a : Yhagpl

(4) 26 BfEAMESERER (UL, BFEROKRS)

v (=7 A%, 2~3.5 5%, KE : 1 1.9~2.Tkg, M 2.2~2.9kg . WX 6

SR/ 28)

IZI SR T o 7~ LR DSRETG 2% 1 A 1 (Al

26 1 [ A SRR

b 37 L LT0, 15, 40 XE 100 mg/kg RE/AFEY) L, #HERELD
ZOEHE (4 ) ZHESd o fE IR I S v, RGHIRITP, GEREEE,

26 QT [MFE (ODEBUNCERT D QIEDIEE W 15 TR O Y £ TORME) OOHENZ X DI
(Fridericia fifiiF: : QT/RRV3)

27 DERIZEHT D QRS # & QRS i & DlE

28 15 mg/kg R/ A& 58H TR (MERE 2 DL/ 58 292k, MERER 4 Sa/it

29 PR+ 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/#iizh7 7K
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RN OMBEHERE, IRRHMRE, OERRE, MR, BEERMRE, iRk
R N IRIRE 2TV, B HIRIRE T2, e, BasEslle, 7 ey —ApER
B & O B AR RO A & 20 LU 7, SEMERERBRO 72D O Mz 5 14, 27, 90
K181 HIZAT-7z (M. 1. (5) M)

TR AR 22 IR LT,

100 mg/kg REE/ H & GREOME 1 SE350 10 L, I 1 8RO 2 SEAVIREEE iz L 0 8l

BElpoT-T=d, RIFEOEFIMITETEEG 29 BIZ@EP R ST,

15 F N 40 mg/kg R/ H B ERETIIN AT 0 VAR EIZREET D L E 2 B DR
JERITA D2 o T, IREHRE CERF XA LN T, g ORT ~ 7 a—24
P450 EIZBE Ui A b iehoT-, (B 6)

FDA &, BEDO.CHAEGHD K OV E &R A3 bz 2 & )6 LOEL/LOAEL %
15 mg/kg RE/H LHEr L7z, (S5 6)

R LERERIX. 15 mgkg (KE/H & GHAZBWTOAEDR D & OV E &) 53
HHiHZ Enn, LOAEL % 15 mg/kg R/ H &HIWT L7,
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#2226 BFHSEREMEER (DL, smER &) 1230 DT
B
(mg/kg i3 i3
{RE/H)
tnask (189 L (1EH), Whakk (289
Eydib /s yelih el %
ALT #4in, AST #n, =L 257 a—L | ALT #40, AST #40,
KT NEZREVKONT Yy RO
~NEZa e KON 7Yy O | B
PRIGEEFHIN PRIZEEFIFIN
100 JVTF=r EREROT M) OMET | DhZehazs e, BRI OARESE, R
DR ZERaZe ., BRISPESLEERESE, OVF | RMEFLEafpEEst, OVE AMERTE IS
AAERRVE MR Rt 2ehaft, 7Y @2—
FERIRZEPEESE, Z2hafb, 7Y =—42" | U
HIN B BEHAuEE FE D
B b e s R PRAAAE bR 22 a2/ 5E5E
PRANE bRz Ze R Zs /e o foR e
e
QTe fFIFRIER QTe AR R
Wl DAERE Mo OH T Bl ARk} Ky OV ) B Bl b
0L RO AT Mo OV Bl JFliskoD A k) B SN
B FE AT E N Kt e OV IR D24
Kl e OV R D2 b, e AR DL EZA L
re R AR ORI b
155k O, QT FlfRIER DY, QT FRIFRAER:
(Ul ER SR SR ER SR

6. 2SR
(1) 12 AMEIEHSHRER (T v b, EHEORS)
Z v & (F344, 7.5 #ilis, K : 1 149~183 g, M 113~139 g, MEHES 20 PL/EF)
(2. IWART 1 X T~ ) UWEE ORRERR 304 1 B 1 [\l 12 7>H MR R O 5
(L ARZ L LTO0, 0.05, 0.5, 5 X% 15 mgkg (AF/HFEY) -+ 218MERrERER
DNFENE ST, SEREIEE, RE L OVBEEENIE, IRFHRA., MR AR, BEE R,
MR LA, PRARAS, SRR, B B e M OB AR O 2 520 L 7=,
NIRRT v PFEGIERT S B 2 DAL K OYEROFEBIIA B2 -7z, R
BHRE CTERFIIAOIT | MIEKFHIRA, BEERRA, KA, REE, Fik,
figtes BE B K OV BEREAR ORI BN T, T o VR GIEIRT 5 L E 2 b
S A ECINSY ARG NNV

30 VRIEE : 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/Z&E7/K
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15 mg/kg RE/HEGHEORET, 5%% ERIDREEMN ALz, £72. 0.5 mgkg
(RE/ A UL OB GHEOMILE TEAFEOHINN A bz, (B 22)

FDA 1%, 15 mg/kg A/ H & GREOMETAH BV 5% % IRl A (RERIN K OMfEREC A
DAV TEET RN 312 ST, NOEL/NOAEL # 5 mg/kg (KH/H LML=,
it 12)

BIMZERERIL, WS v U SRECA D VT RN K& OB A BN 34 F 5
L Bl 8otz AR TIIN AT 0 U EITRINT 5 L& 2 BN HEMEITAD
N7ghot=Z Lxe, NOAEL % 15 mglkg ARH/H &l L7,

7. EERESMHER
(1) 2 HREHERR (T v . BHEEORS)

F v~ (SD %, #16 i, (A5 : Mt 173~253 g, M 145~212 g, MERES 30 PL/EE)
(R T 8 S 7~ ) UIRIE ORRIEIR 32% ARG OG- Ly m L LTO,
5. 15 XI% 30 mg/kg {AHE/HAHY) % 2 HARBFHRBR M Sz, Fo LUV Fy AR
DOFEIL, DD 7e< &Y 70 HEG., REoBErlss T# £ TS5 L=, Fo
D% 4 RICTKMEDORE IR A 8 VL (MEMER 4 VT) IZFREE L, 412 13 B £ TIZ Fr AR
DOFE) & U CHERES 30 PL/REZ 8RR LT, BEALZ D D52 Bt LT Fo AR & FIREIC
AL LT Fo W& 0tk - B S 72, Stk S e o 7= Fr REW N OV o Fo R EWix
1% 21 RICHIM L, BEEMERE 1 TCEIC DWW Clidga B B2 E L7, Fo KON F 8HEhw
IFBEFLTE TRICHIR L Clites e 2 E L, WPER A A 2 e L7, £72, KX
A 21TV, MET Fr OxHEEE L 30 me/kg (AH/ H % GRE R OSZIEROIET A 9 2
IOV EHRDIFELZ SN TR AR A 5 % 7+

Fo XY Fi OBEMW)CTIE, EFRCHRIERICV AT 0 GO B D
ofc, Fio, WEEEE, BEELXUEERIRIZV AT 0 AR5 XA F RPN
ORI DT, BHRNT A—5 (MR, R 0k, SRR, MERED 2R K
O haR, MEREDSZ RGFaE) ~DsZ 8, MED B /3O ISR 1T 2 ®E I b
72T, FIRRIZIBW T, 30 mgkg RE/ B ESRED Fo Dt 2 DCIZAE5ilZR 02 (15
ROV SR ORI, EOIRE N ESEMONER) 23 O AVTZA, BHE/ T A — K~
DT BT, FrRIZIBWTIRBROFT FIZA O o To Z &b | AFRTE
BICZLWH O L SN liizeEie, AR BERESL VRAIMEIZ L ST e
D AD) 7 ANV WAy

F1 KO Fe OREW)CIX, A, YR, A I2360T 2 A ER R AR AR
(20 AR T 0 ARG DRI BRI o T2, SR, YEEk. HRARE 34 21
H OFHER CTHREE L7 W T NOEERICB W TH, b T a R EICEET 5 2525
NDAIREFE XA DN -T2, FTo, Atk 21 BICFHER S - BB Oligas &
(AT 0 A B OB I A o1, (B 23)

FDA 1%, Fo KON F1 AROBGE T A —H SR T 1 U B ORI BT

31 S22 (TITHBAEERD LRI S TS 723, S 23 FEORIHE BIFIMORA Y &k L7,
32 VRIEE : 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/fiiA 47K
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72 Linh, BIHHIZXTT 5 NOAEL 2 A BRORmEHG&TH 5 30 mgkg (RE/H &
W L7z, 30 mgkg KE/H&KETIL, AT o o5 (2B L7-FT R (multiple
treatment-related findings33) 237 5172 Z L6, BlEMWIZH T 5 NOEL/NOAEL %
15 mglkg {K#E/H &HWr L7z, (M 11)

BIEAZARIL, F1 #ROMED 30 mglkg RHE/H GRSV TRIZ S 7B
TR, (BRA) 13— et B2 505, IR AR A2 T OGRS LT
MFERIC 2 ST 59 NOAEL LOAEL #XRH D Z LI TN E 2 7, i,
BRE T A —Z Tk LTSRS 1 ARG CBRE U 7ot i3 b e o 7o 2 &y
b, BIHIZKTT 5 NOAEL Z# AR O mifc G-\ T 5 30 mgkg R/ H &l L7z,

(2) RESHHR (v b, BEBO®RS)

7 >~ & (SD &, AQHCRF 13 e, e 25 PL/AEE) 12, W <_Ta o 7 Uil
DRREIL 342 0Tz 6~19 HET1 B 1 B, Esflif N v sxrm L LT o,
30, 100 (% 300 mg/kg AH/HFHY) 23RBS T I N, 5T,
FERBIEL, REROEBEEENEZITV, BEWIRHE TH, ik 20 BISHR, OB %
FEhi L, FRILOANTR, WL OVERSIRAZ S0 L7,

BT RA# 23 1R LT,

REMWY Tl AT R EIGERT D &5 2 BN D K OSIHRAT A S/
o7z, 30 TN 100 mglkg AREE/ H % GHEZ A DAV OIRE K OFBEH & ORI
PEFRIERICZ LWL ST S vz, BRI AEEKOSETIRIRE, 5 % UM% Bk
IR BV OPEEL R OB VR TR |2 LSS 1 L 5D B 3 20 S 72 Do T

Fo. AFRIROANE, NI OBRRREIZIW T, AT o RGBT 5 &
EZHLNDRFEIIH LN T,

FR IR ONERRA TH LI~V =7 (30 mgkg R/ HEGEE) | AERIROKHE
B RRAZ L DIHE R OVINIRSE (100 mg/kg (REE/ H 5 58E) WONZNIBIRAS CA BTz
FERIFRIR DO R K (100 mg/kg (RH/ B FEHE) 12OV T, WL b AFEEIUTE DR
B SEOFRFANICH 52 DO TH Y | KIHEDE & OROREH AR EZES HE
EAEME S I DRI T T L b . AR 1 AR E b ORBEIT 2 &k S U7,

BRRACIE, B BTSN 30 mg/kg RE/HEEGEET 26 (118) . 300 mg/kg &
B/ ARERET 34 (2 18) 12 b, 30 mgkg AE/H#GRHED 2 5] % O 300 mg/kg 14
B/ AFEGRED 1 BT BBl A2 fE > T2, 100 megkg AE/AHRGRETIIZ NS
DOFBUIH HNT, HEEFEEEZ RS 0o, F72. 30 L1300 mglkg ARE/ H L
FECIE, EEED T 5AE (0.0~4.0%) Z#x 23BIHE (ZEh 4.6% % T 7.3%)
Zeon LT273, 100 mglkg REE/ A & GHEOFEBSREL I sl OFPHN (1.7%) TH Y|
— A7 BRI A R & o T, O, FATEMEZ RS T AT RIXW T ORES
LD TZ Eh . ZROOBERATRIZ VAT o R EIZEE L2 O Tl
TSNz, (B 24)

33 D HORIREE el & HED B MHES THEEERS B OB MR STV 5,
34 VRIEE : 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/fii{ 4> 7K
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FDA 1%, RIS, 300 mg/kg ARE/ H £ GHHZ I CTREMI ARG INS],
IR BRARTER O BE DA LT Z Eonn | BEICkd % NOEL/NOAEL 75_’ 100
mg/kg (KE/H LRI Lo, E7o. FBAEFEMHEICET 5 NOEL/NOAEL 4 AR O
L& Th 5 300 mgkg RE/H &I L, fEETEMEIA DR oTo b L, (B 12)

B ELZESIT, 300 mgkg R/ H & GHE CAEH NG & OBEF R D37 6
Nz Lt BEICk % NOAEL % 100 mg/kg R8/H EHWrL7=, /=, =
PIZEBT DI OALTF K ORI N R O/ R, Wi VARSI I8V TL s
0 R GIZRET 5 EEX DN BRENHALNRNoT-Z Lnh, BAEFEMEICET S
NOAEL % AR O i m% 5-8CTh 5 300 mg/kg RE/H & HIWr L7, 1EAFEIZAD
niginoiz,

7% 23 AR (7 v b, iR O#RE) (2B 53T R
Beh
(mg/kg {RE/H)

R a2

ik, SaOESEPER Y, Tkt TR L

300 (REEHE )41
B s
100 LLF TR R L

(3) RESMHER (VH¥, ®EEO®RSE) %

IR (NZW, 6~7 22Hllin, 20 VLR 12, W7 m o 7 < Uit R
% 3620t 7T~19 HE T 1 A 1 BIERfRE &L L 3xrm L LTOo, 3, 10X
1% 100 mg/kg RE/HIEY) T 554Emta BNt Iz, SMEh, mEREiEs,
RE MR OMBAEERE 21TV WM T, IR 28 FIZHIRE, wEUBHA 3 L. ia
WosNER, W& OVBE R R 2 SE0E L 72,

TR A 24 TR LTS,

NIRRT 0 BB T 5 LB 2 BNDELIIA BN o7z,

B GRS T2 100 mg/kg ARHE/ H & GHET 2 PL, 3mg/kg 8/ H5HET 1 ILIC
TREEDR IR BT T2 2 B OIERITZHF ALy SiT=, 100 mglkg (RE/ H 5 TH
DAV REE & ONR P TR AR AR IR OIERAZEE L 72 b O T, <7 b o OEEE
T &l S, ARBRO 10 mglkg (AE/ B &RGRE CIIREN B -o T2
Z 5, 3mgkg RE/ A GRECAHA LN ERICRERNT 20 EE 25
MDD, NN ARG TR LI b O TR L S 7,

LR SO TEHEFE SN REW OFIE T, AT o B ICEET 5 &2 B
I ez %%m“ A ST A — 5 JOFE OBIEERE RIS T 1 AR G5O BT
DI oTz, BBROANE, WA OVERRAE TIX, AT o R HICEET 5 &5
2 HNDRFE R OB IH NI -T2, (B 4)

3 AGABN A ERERER (T VX @, w4 s LT L CE ST,
36 IAIE : 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/f{ik
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FDA i%. 100 mg/kg A/ H % 58 CREMIREEHENING] X OVBEE RIRUD D32 i
=2 Emn, BEMWICxd 5 NOEL/NOAEL % 10 mgkg A&E/H ¥ L7=, F7-.
HAEFMEIZEST 5 NOEL/NOAEL ZARBR O E# 58 TH 5 100 mgkg KHE/A &
HWr L, ST A DN o Tl Lz, (B 12)

RWLEZBERIT, 100 mgkg KREE/ H & 51 CREMI ARSI M OB AE Bk
DONHGNT=Z Enn, BEWICHT % NOAEL % 10 mgkg K&E/H ¥ L7z, F
7oy AR Ta B LRET S LB 2 GO - BRRAOEEIIH LN o T T b
N5, FAEFEMICEST 5 NOAEL 2 AR ICB T D im & 5 & TH 5 100 mgkg KREH/
H W U7z, (A S e h o1z,

* 24 FAEFMEER (DX sfiltaikb) (CB @A

BEE i
(mg/kg 1KH/H) B s
(R BT BT R L
100 HEAI LD
Yl )M, AR
10 LA AT R L

8. TEMEIEALR
(1) TBRUVHREER~ADEE (TVR)
<~ A (ICR %. 5~7 s, 1KHE : 23.7~33.2g. M 10 PL/EF) 1T, /L 3T N
R T~ VB ORI 374 BERFRE O G L3 sm L LT 0, 30, 70 X% 150
mg/kg (REFEY) L, BFGES), —#IRE (ewin 75) . BEARHEAE (ERE) . &
SR (BERRNEEERME, X F LT b T YL (PTZ) ihRMEs) | BERFEHUTPAX
ffﬁhfxicfﬂﬁ%u (T Y LB H — LERSSREARIRER]) | AR TtERE (B))) . EOEEENSOS (T
PSR M OSERIER (BHRT A V0 7)) (ST 28R ST,
70 mg/kg REFGHETH OITIERMEENS R OA B2 KT, 30 AT 150 mg/kg
REFRGRETIIA LN, FAEEEERR T2 b, BRISEARrSh-, TD
MOREHEIZOWT HAART 1 ORI A LR -T-, (B 25)

(2) HRIF/BRADEE (v b)

7w~ (SD %, {KH : 216.3~268.8 g, Mt 8 IL/HE) (T, N XTI 7~ /Ug
HE DR 38 % BRI G (LA m & LT0, 30, 70 X% 150 mg/kg 4
HFAY4) L. whole body plethysmograph (Z & V) FFIRHERE NT A —Z REET S iz, /v
N7 R BE 1, 2, 3, 4, 5, 6 K&UN 24 BRI EEL, — R E L OV
RS &2 HIE LTz,

NSR7 T PG RICIBWT, AERMERE O (28~85%) K& UV R E O

37T YRIEE © 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/ffik
38 VI : 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/fifiZk
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I (22~81%) BALiz, —EHKEOH B LREIIA LN > Te, MRBOFE
7RHEINE. 30 mg/kg (AEHRGRETIIRE 3 KO 4 FF## T, 70 mg/kg (AEZEGRHET
352, 3, 4 KOV6 B4 T, 150 mg/kg AHEIFGRETIZIRG 1. 2. 3. 4 L6
M TRIZE SN, RS EOHEINTIETONART 0 L FERTHRE 2, 3, 4 KDY
b IRFHZICBIEE ST, & BIZ 150 mglkg (REHGHETIL, AR BS 1 Rk
Bz sn-, (BH26)

(3) DOMERANDFE
DAY LA F oF ¥ RILIZHT B4R
b MBS ) U LA F o TF v o xViBInF (WhERG) %2 @8 A L7z HEK-
293 MifE 39% W T, /Ny F 7 F U AECL VAT mr (0.1~100 pM FTD 6
IREE) @ Tkr B AOHMHIVEH 2353 S A7z,
SV 0 AL KD FHERAENED Tkr BEFHNHIER2MBIZL S, £ D ICs5 13 0.799
UM T 77, 1C0 ThH D 0.16 WM 1L, AR Tmr 7 U —KEE (X 30 kb h %
BLARWEA) & LTC8l.3ng/mL LHEESINZ, (BIR2T)

@DIMERIZxTT HER (HIL)

Y (D=7 AW, (KE :29~59kg, HE6FH, ME25H) |2, W <_Tm
7 VBRI ORI 4 & AR S H A L7 m L LT 0, 10, 50 XiE 300
mg/kg REFY) $5 4 #x4 B 0 24— =3 BRNFEhi Sz, NI RER K
OELEIZ~A 7 a~ ) A= —=ABIIRA L, 885 60 3R L& H- 24 Bk
FCEWRILE, WRE, HRABNERRZR LR (A0S ZE M) | SRR LEE R
CHAEIE Sz,

NRART 0 ARGIERT 5 B 2 BND IR BN - T, JEEME, 1HE
B, M QYRR DR ICA BRI bR~ 7-, 300 mg/kg AH
B ERECIE, 5 6 Wi £ CHREA 5 L7z, 2 kidksd </h&< (3mmHg) ., 4
PP EEMTZ Lo 7o, RRAERNTERRIZ bR (EEE M) 1L, 5 2~24 K
MZIZBNT, ETOMART a U ERECHEEOKT (16~38%) Z/r L7z, LA
BUTETONAXRT o o HERETREDORD (8~15%) Z/~L. 10 mgkg (AEEGH#E
Tl 2~9 e L K O - 24 BRI ICIUV T, 50 mglkg REEEEG-REClafe s 2~
12 B4 K O - 24 BERH21238) T 300 mglkg (RE# GRHI3H% G- 2~24 Biffg (3%
521 iR 2 BR<) 1T W T, OB R A B, (B 28)

9, ZDithdHER
(1) BERBERER (T9FD)
U9 (NZW, #E1DE, #E2 D0 2 IV CRERIPEMED T S A7z, /LS m s

39 Human Embryonic Kidney cells 293 (JE/2EHMlatR, 77/ U A VA 5 BT L 2 EHRHE)

10 MR Z 51T DA & BEEREGRIE D U U AT v 2oV (BHRHEMY Tke v 0 LR T, &
RO T 5T D,

4 PRI - 10% Acacia/0.05% Dow Corning® Anitifoam 1510-US/ffizk
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I 7~ )UEEHE 0.5g 2 L7 —F (2X3 cm) ZMfE 1 PEOTSERREIC 3 43 HEAH L,
T —EBBREEZ LD 60 HEITHIROFEI LA DN -T2 e Db, én LI ONE N
D 2 VEDOIEEEEIT 1 RERI L 4 REIBGMT (% 128 L, W—EBRE 1, 24, 48 &
O 72 R I S DBIZE H AT o T2,
WTNOEETY, 2 TOBERITBWOTHRRMERIE  GEBECEIE) 125 HiZeh
ol (B 29)

(2) EEREMEREE (V9FQ)

UHX (NZW, HE2 DT, 100 & HAW RS Sz, s
> Type A 5554 420.5g 2840 L= —F (2X3 cm) %M 1 PEOSEREE T 3 4 REIAG T
L., H—EREEZ LD 60 %I IROEZNEILA DIRN-T2Z &b, é. SR O
IBINOMERES 1 VEOWERRZREIC 1 BT 4 BEFALAT (% 12990 L, A—FkRE 1,
24, 48 J O 72 WFfEIZI B OBIER AT - T2,

WFHOEETE ., 2 TOBEREICBWO TSRS GLEEOTIE) 13 D
o7z, (B 30)

(3) ERRIMM4EAER (4L AR
EOIRER S LA (n=5) . A AT 13 7 /UERE D 20% 8%
WEMLA A2 7K) 12 4 R BEET%, RBEITXA /XY M A —F —THAELE
L=t a EEAICHIE L, Bt (ODsgofl) 1XAFEA @R L= A L&A v
BEBEZNNEHTHEL T, TNEHOEZHAWTEE LIz A a7 8i2H30 T,
ARSI AN R S 072,
AFRERIZ BT DM IBE (20% A1 X #—)V) OAaT 92.7 1%, HxfE (74.9
~149.8) OHEPFANTH Y, AFBROERITHE L Sz, W I_T a7~
JVEIED A 3T 1365.3 ThoTloZ Lnh, mERITME 4o, (B 31)

(4) RERMEMHER (TIRX)
~©U A (CBA/M, 8 s, M5 VL/EE) OmMBEEmEZEIZ, 10, 25 XX 50%/L /37

7S T VIBEYATR 25 Wl 2 1 H 1 [81 3 H [AREeaAn U, B EME 23 L7z,
WIS ZITA ) — T AT ' h o BIERBRRRCIE 35% a-~F I vy AT
VTR R% 25 uL T ORBRICEAT Lc, BAK T 3 HZICBHIER A T LTIV (20
nCi/0.25 mL) ZERINEES- L. 5 FFRZICHEH L2 B U V3 i b U o iR
REVER L, 0 U TR MiE~<L > M2 5% MY 7 v afii (TCA) #/1x T 12~18
REFRIA AR L e s L, 5%TCA CTHYERE U723 EHZ DU T LSC TR RERE M E 2 HIE
U7ze TRBERTIREE K OV ST a A RO f5y (dpm) 72> HRIEFEE (ST)
EHEH L,

2 1% AR a N T Vs, b U n o VR R KON 0.9% 7 = TR
43 jn vitro score="FYEVEIE + (15X 42 ODago fiE)
4 237N B5.1 K0 KRESWEE, EETSI R EE NS,
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SI 723 3.0 LA LEDGE . BAEMME L HIE S NDHD, WA T 1 AR GRETIE 10%4%
HHET0.88, 25% £ 5HET 1.07, 50% & 5HET 0.59 LHEH S, T D DR TIIRK
JERAEMEZ R LW EHlr sz, — 05, BERHRRED ST1E 5.27 L&EH s, (&
& 32)

(5) B2\ U#EE (B ML)

ISR 0 X T BERIR 2 FTE OPREE b s_r o AREE LT 81.5, 815
N1E 8,150 ng/mL) (2t MIBETAHARL, 6 AKD 200 uL HiEY > 7 /L% 3TCOKIKFT
30 ks L7-f4, 3 ARl (130,000 [El#5/43C 3.25 IFfE]) L. 7% 0 3 AKX 8.25
g e X B A ke Lo, BhiE 0% O RE R ORFE 2k Lo it o s~ ra o
REZZNELC/MS/MS THIE L, ¥ 7 fEaR e/ L,

Z R R CEYSEERRE) 1L, IEFIRIE 81.5ng/mL T 95.31£0.8%, 815
ng/mL T 96.0+1.7%. 8,150 ng/mL T 96.5+0.6% Ch 7=, 728, b MED LiF
L RRT 1 U RE % 81.5 ng/mL & L7=alEh 2 W CIRBRORBR 21T - 1= fE 5. FEEF
BRI 2 T FEBERIL 3.8+84% Th 7=, (B 33)

10. EMZBIFTHHR
(1) BAERERAZRE LI-AEHEREEOKREHER
O ZEEREEAIL TS AR B EKER

R R N (21<BMI<35 kg/m2) 274 (B 194, ek 844) 12, W 3x_Tm i
7~ Vgt % 7 e L CHEE R O b (B ER%, 3 sm L LT 15, 45,
90, 135, 200, 250, 300, 350 X|X 400 mg) I % EEARABRNFEht Sivfz, %94 (7
TEAR 34, FHE64) ORI NTEE VA 3 (1~ {EkL., ~Sxr1
121X 15, 135, 300 mg, /L INITIE 45, 200, 350 mg, ~~F/UIMIZIE 90, 250, 400
mg &R G ATV, BEREIEE, DA QNI ERE, 12 3SR, iR Y
MR LR, RREY NS, Y FaT L ) — LT X N 65355 L, £7-. R

(Fehml, #4505, 1, 2, 4, 6, 8, 10, 16, 24, 34, 48 MO 72 WfEI#%) ik
BRELL, AR L ST 1 R 2 LC/MS/MS CTHIE L7,

BN X T A — 2 OfER A 25 IR LT,

Trnax 1322 1~2 FFHC, Crax IR, MAEHRE OB IXZFEZ R L, &5 16~
34 WFERRIZINT T 2 OB — 7 BB STz, ZOFH 2 O—7 X TEHVEILE D
WIZ L5 6D EHEER ST, Cinax MO AUC o TEAR TR E RO ENHA BN,
AUCo-tlast 2 O AU Co-oo | T FH LB 22NN A I HAVTZ A3, Crmax VI ELLAFIZ R 0] 25 BEN
ThoTlz,

ARRPICBIE S NTCAEFFLOL IFTRE T, EHE - EEFORBBUIA LT, AR
MEDHER STz, W, M5O B IFERRE N OURE &, AEFZIL 45 mg UL Lok
HRECHR LN, BRRE (IR MR LR, JRRE) IR 2 uiisns
Mo Tz, IMBER DY o AR, #5 6 L O 10 K% 400 mg #5128\ T

B AT a7 L) —) VTSRS SRR O BRI (817 KLU U2 RIRBEE)  OFH
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TR LI L THRIZHEAD L7z, Tna BICHER OV ORI B 40, AAF|D
B1 KO Bs T FLF U UZRIRITKTT DA Z SR L7z b D & BRI Tz, 12 FHEL
BB T, BRMICEE R OBITA L~ T, 400 mg &5 Tk, &5
24 WFEZIC 7 7 7R L g L CHEZ: QT MFRIEE  (+7.7 msec) 234 bz, QTe [

B ASIER IV TN OB G ETH AL -T2, A YT aT L /) —ILT X MBI 5K
/N B1IEFER (ECo0) (1 ZARYS 32037 1 o DML 5.7 ng/mL TH Y, /L
N7 arpOA Y TaT V) =M b HERICHBROZEE O R E SI1%, BEAO B
W CEIER SN b D LREETH -7z, (B8 34)

AFRER O DFE N OMIERERE R NS A Y T aT L ) —vT A MERET LT
FEE, AMEMZIZ 3T 2R M E R OHAEE NS, Y 7' a7 L ) — LT X MZBIT 5
DAL DN 1954712 T, 456 mg &G0 77 B RER G L OFGH IR EZENA LIV,
(&M 35)

FDA (3, {MEMZIZI8 T 2 YRR = K OV N1 Y 7'm T L ) — VT A MZ
BT D0 HE T 15 12D T, 45 mg B GO T T B AREE L ORGHFAVRZED T D
N7z &b, 15 mg (0.16 mgkg AH/H 48) 2 NOEL/NOAEL & L7z, (M
12)

B EEBSIE, ARBRITEETIRHEZ By & Lo BRTIEn A3, 45 mg %
B BAMBAMZZ 361 2 YRR D K O aEs A N A Y 7T L ) —/LT A b
(2N T S 25722 DN KO8 1as DI S5 Z & 726, NOAEL % 15
mg/t ~ (0.16 mg/kg {KEH/H) &HIWr L7,

46 Bazett fiilE : QI/RRY2, Fridericia fiiE : QT/RRY3
4T EECE 25 bpm HEINE® 54 Y 7 a7 L ) — /)L OIMSEHRE
48 YEBRE OSHIAE 93.9 kg % FV - HAFAE
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F 25 NIRRT T NI T U O HEEE R OG5 (B )
WZRBIT DN AT 1 v DI EEE /T A — X a

RT A—% [HfT]
BhH5 AUCoast | AUCo
(mg) Trmax® Crmax Ing- Ing- CL/F | VF T
[h] [ng/mlLl hefmi] hrmi] (L/h] (L] (h]
5 1.00 3.08 28.7 40.2 373 | 12,300 26.3
(1.0-2.00 | (39.6) (57.5) (43.00 | (43.0) | (86.3) | (18.0-38.6)
1.00 9.01 154 173 261 6,940 17.8
45 (1.0-2.00 | (70.2) (74.6) (71.4) | (71.4) | (63.5) | (10.2-26.3)
2.00 10.6 205 216 417 9,680 15.1
%0 0.5-4.00 | (70.6) (50.1) (611 | 61.1) | 66.0)0 | (11.6-19.3)
135 1.59 14.9 315 344 393 | 10,200 16.5
05-4.0 | (67.2) (111) (120) (1200 | (79.2) | (9.03-32.4)
900 2.02 23.9 528 548 365 7,960 12.2
(1.0-4.00 | (216) (180) (179) 179 | 1749 | (8.76-16.0)
050 1.00 17.5 615 656 381 | 11,700 13.1
(1.0-2.0) | (46.9 (61.4) 66.5) | (66.5) | (43.8) | (9.12-25.3)
500 1.00 37.1 937 980 306 7,250 11.9
(1.0-4.0 | (62.9 (68.0) (70. | (70.7) | 43.1) | (7.52-21.0)
250 2.00 23.3 638 719 487 | 14,300 15.0
(1.0-4.0) | (96.5) (42.1) (43.00 | 43.00 | 67.7) | (10.1-25.8
400 5.00 43.1 1,040 1,080 371 8,760 12.5
(1.0-6.05) | (134) (125) (128 (128) | (116) (8.85-17.3)
a : 6 BIOKMTY) (FELNIXZEEHREICV%))
b HgHE (RPN SHEER)
¢ ¢ FEIPNIEEA
Q@ BIEAIEA—T USRI 280 ORF—N\—Ek (BEOFZENFHM)

fleRERk A (18<BMI<27 kgim?) 84 (B&#44) 12, e &b 14 AROKEE
TS AT 2 [ (e aE R UM REREGIZA 1 E), A s ar~I T~
JVEREE & 7 VT CHIERE O b3_Z a8 LT 135 mg) 2 HARRBR A Ehf
SN, BERBIER, DR OMERE, 12 BRI, R O E

WO PRI 2 920t L7z, Fio, #ERp) (Gl #5505, 1, 2, 4, 6, 8, 10, 16,

24, 34, 48 KN 72 FFijt:) QMR AZEE L, mAEFR /LT 1 R % LC/MS/MS

THIE LTz,
HEENRE/ T A —F DFERA K 26 |TR LT,
Tax D PIMEITHERE G- Tl 2 H TH - 7228, EIENEEEREETI 4 FH

(CIEIE U7z, HERte S & il U CRllEl BB &5 Tld, Cmax 25 300%, AUC 23

6% ENN L, 1AfiE & W O K 2 AIREMESHEER S 7=, F7-. SR EERE O
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Tinax DIFFEIL, mIENTRIC & 2 BNAEPEHRHOERIC L 2 b o LHEE Sz, ®illF
WiEAEEE D CL/F & Vo/F OID DAL FT A Z 8 ) T 4 OISR Sz,
T (KRR LA BRI DR o T,

AR BIR SNIEAFFROL IFTRE T, HE - BEFOEHIIZ LT, FA
PGS ST, A HFHEGTIKME, EMAIESFEOBLERES Th o7, BRI

(i K O AEA LR A R TIRBRE R b e -7z, 12 FELEX
BT, BRHEOAECERAR < | BRIICHERBIEOZIH LN T, (B
34)

K26 NI O T/ URIBORERE A fRGAER (b b fERE TSR
BEEES) (2B D0 T 1 DI EE T A — 4 a

~T A=y D
AUCotast | AUCow
BEZME | Tt Conax : otlest : “ | CL/F | Vss/F T
ng- ng-
h /mL, I/h 9 h
(b ng/mLJ hr/mL] hr/mL] L] (L [bJ
s 2.00 15.4 290 394 417 | 11,800 15.1
) (1.0-4.0) | (928 (78.2) (702 | (70.2) | (939 | (9.17-25.3
ESFE | 4.00 62.3 537 549 246 | 3280 12.2
BE% | (2.0-6.00 | (80.9 (81.4) (78.8) (78.8) | (99.5) (8.30-19.7)

a : 8 IOV (FElNIZZEBREICV%])
b HfE (RPN D)
¢ : FRPI 3L

(2) BRERERAZXRE L-RERORSHER

WIAE (BMI>24 kg/m2) OB L BRERK SN 5330 T RO (%3501
TIRR 24, B L) (AT a I TR O R 7w E2 1 H 1A, 14 H
MRER ARG L7 m L LT H0 XiE 125 mg/H) 2 Bk BRAS i S iz,
BRPRBIZE, OHAEU QNI ERITE ., 12 7580 DRI A, i M OV A LR, RIS
AV7aT L ) —)L7 A MENCT R —HE (MBEERIE) M OWER pEHIE 2 52
i Uiz, F7-. BE5HIH ORGSR L&RE 24 FFE% £ To 10 i, &5 14 HO®KE
A5 5 120 i £ T 15 Bt ONCiRE- 6, 7. 8, 12 XN 13 H D&G-RILDY
B b 2 BEEIRG IS, oS e v O M1 (R ORIE I 125 mg BE5EEDH)
DI % LC/MS/MS THIE L7-,

SEWENRE T A — X DfERE T 27 LUK 28 IR LT,

MAEF L RS 0 AR IR 5] H O 50mg EREZRE . BE4K 4 FFET Cnax
IZEEL, Tk, MIEEES%Y) (biexponential fashion) (ZJ#4> L7z, Tie. CLs&/F KO
V/F (22T, AR o U G T 72 23 A b e h o1z, Tie 125 L,
Beh 3 BHETIZTERIREBICE L EHEESNTZ, VW7o DiIF<EE (AUCoous &
O Craxss) (FEHRGAIZBWTH HERAFIZR LT, 125 mg & GRHZBWT, 3
M1 X o3RI 1 R 1~4 BER% 6 AR S 4050 6 FEHC Crmax IZEE L,

41



559507 (mono-exponential fashion) (ZJ# L. #&5- 14 HIZRBW T, Ty DI
PNE 43.7 Wil 2R LTc, T iZiEO< &5 9 HE TITERIREBICE L S HEE S
7o REAGIRE LR L TG 14 BIZEIT D Cmax 1359 2 1%, AUCo2455 1359 3.8 5 TH
0., EFXEFEIT3EU ETH-T, BFRE RA) 1T 7 o d 1.38 1Tkt
LT352 & RLTEY, RERGIZEDIZSEOHEMNA LI,

R T T v R G, T gL AERS (IRK. BhiE, 50
) PBIEINTES, WTNBBRETHY | ARMEPHER SN, RE, =/ F—H
B N RGO R—A T A b OELE, IEHFO L7 F > NEFAYK Yt u—
JAFONCISEF B U 7 WZDONWT, T T BREES LSS b U HICETI R DR
Slz, WX Ta U EEERIGBOEIR (TEERN) (ZBRE R A DR o T, 3
7a TR 6 RERIRISSIAL O D DD 3 BV Te s, BRIR EORE 5
ENIIR IR ENIR o T, O, DR, IIE M OWEARES (MR S MR A LR
PRI TIHIRESHABITIHR bR D - T, 12 FEOERBE T, #5655 HIck
WT, 125 mg FEHED 1 4 Tl b 4 FEfEI# 1 QTe flR 0DiER (FG-4)H OFE-RiD
365 msec (Zxf LT 409 msec) 23 biv/c, £7o. 125 mg #5H#FD 1 412 PR RO
FEE (B591H OB5-R10D 218 msec (2% LT 241 msec [ EAE]) b=, Zofth
[ZDLERST A—=F DR IIHA N2>, AV TuT L) —NLT A MCE, &5 11
HIZEIT D Tos ORI T AR EHED 2.9 pg (2% LT, 50 mg B5-H£T 36.9
ug. 125 mg 5T 62.2 pg Z/r L, s AL DHIRTIL, X—A T A 1Tkt
LT 50 mg 5 TR 156 1%, 125 mg 5T 16 (50N Th -7, (B 36)

FDA 345882517 5 NOEL/NOAEL A#%E L TV el (B 12)

R EERERE, AR IFEEFRHEZ B & L2 BRCTixung, 4 Y 7'
T/ —LT A NMIBWT B17 R U U ARIHEER2Y 50 mg/b MR EIZIB0
THHERINTWA Z &G, LOAEL # 50 mg/t b (0.60 mg/kg {AE 51) LKL
770

49 NEFA : non-esterified fatty acid
50 Bazette fi1E : QT/RRV2
51 YRERET OHIRTEE 83.4 kg & V- B
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F 2T NIRRT TV 14 ARIRER D&EHER (v )
WZRBIT DN AT 1 v DIYEEE/ T A — X a

IRT A=K F541H 514 A
[BEAT] 50mg % 58F | 125mg #58F | 50mg 5 125 B 58¢
Tmax [h]P 6.0(2.0-6.00 | 4.0(2.0-6.0 4.0 (4.0 -6.0) 4.0 (2.0-6.0)
Cmax [ng/mL] 16.5 (37.9) 55.4 (56.0) 28.1(33.1) 67.1 (42.7)
Cave [ng/mL] NC NC 11.1 (20.5) 28.0 (59.0)
PTF [%] NC NC 211 (28.1) 189 (41.9)
AUCo24 [ng-hr/mL] 154 (19.4) 475 (66.1) 266 (20.5) 672 (59.0)
Tow NC NC 2 2
(8.66 -15.7) (10.6-15.1)
CLs/F [L/h] NC NC 188 (20.5) 186 (59.0)
V/F [L] NC NC 2,979 (37.2) 3,208 (50.5)
RA NC NC 1.73 (13.8) 1.38 (34.6)
LI NC NC 1.38 (16.5) 0.957 (20.1)

a: 6 (125 mg DG 14 HIL 5 Bl) OMRMEE FEIAIILEERL [CV%])

b o AR (FEAIP I 3EEDH)

¢ : TR XEapH
NC : KEH

F 28 RT3 T URED 14 HREIER D& EHER (v )
(BT DG M1 OIRYENEE/ ST A — X a

nTA # 5 K5 14 B
[BA7]
Tomax [h]P 6.0 (6.0 - 16.0) 6.0 (6.0 - 9.0)
Crmax [ng/mL] 42.6 (34.4) 132 (11.8)
AUCo24 [ng-hr/mL] 716 (34.7) 2,560 (8.78)
T [h]e NC 43.7(30.4 - 66.0)
RA NC 3.52 (46.2)

a: 66 (514 BIZ5 6] ORAPEE FRlP3ZBEEE [CV%])
b HE (FRAIPN D)

¢ : TR XEEpH
NC : KEH
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. EFEEIFICEH T HEHE

1.

FDA D%

FDA 1%, I ATREZ2 AT — 2 2RI IS T ISR E O WRE 2 65 &
U 72 FH B e ee 1 e 22 ki k. O @ REaii @ NOEL/NOAEL Th % 0.16
mg/kg RHE (15 mg /& N) 23, HEEDMEMEMIZIX B SN DI ST 1 ATt
F LM ADI OREICR BEYTHD & L GRIRL, 28R LTH0 (k=
& LT 10, IMAEOPERE L0 H AR 1 B O E R K OV ol E < &
HURTEZZRE LTBNREL 5) A LC, i) ADI % 3.2 pg/kg {KEH/H S HH L
7o KRR ADI OV BUS UL F 28] 0 $5C7e 3 pglkg RE/H 21371
DADI LFE L, (BIR12)
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V. BaEEFEHE

T k=T HAPREOIHENI AN OND B3 T LT U UZFERT A= FThHL
IRRT B TN TR S IR RN & S0t L 7=,

e TlL, Ty b, U RO USRI 05 IR a S L
7= BRIZRBN T, BHETONART a0 v OERICO AR bz, £2, &
HEDOHENNIIL U7z Cmax XLOVAUC O RSN TR Y L CE & CTIIHERS
Z FEIDIEINTH T, B b~ 14 AR A #5580 T, &S DIE < #8 (Cmax
KNAUC) DfEd sz,

D EERRR O K OFIRN R 53RBRI BT, AT a O FT AT T
A 13 18.3% L HEE STz, D 15 A RRIEERE R #5388k T Te 132144 20.3 KFH] T
boto, Eiz, F~DOMCHERAD 5 HFRAER O BGRERICIN T, Rk G 72 I
W1 £ TORBEHEIERITFE T 80.0~105.9%TAR, JRT 2.2~3.1%TAR TH Y, /L X
7a s OEBEYRRIIES TH L Z LR ST,

BFEHFETAI N OV R 7 1 Y — 2% - in vitro U HEERGABR Tk, L L
T M1~M6 @ 6 {LAWDNikR S, 2 b ONREIN I TEMFERIZ BT DR (R
RERAOMGHEEY) X0 L ENZERMEIE SN, ARBROE T CBlIZZ S
TR TH D M1 IZOWT, KR h~ORER O GRER Tl KA LR E L
B L TRERELSBENH LN (AUCITH L TR 3~12 /%, & FTHIS8ME, B T
IIRIEH 5T L AR M1 DI < BEIINIS RSN,

o OB T, R RDIER S & Shvie, i, TERA. ATlisf OVEH
OHFTI, s OVE g CHXIIC @Y RIS A B 7= 238, 5.5ppm & A k% 28 HIH
B 5. Ui BTl R ERE T 16~22.5 B ICB VT, ATFIETIE 1.01~2.28 ng/g
DIRREDBAH LN DD, FHA, 5K OV CILE &R AR ChH -7, bppm &A
flkl2 14 G- L, Z OO IRE & HIE L7os R T, Sl 5447 10 FFH
BIZBWNT, A, B, s CIREERARH Ch o7z, —FH, F-H, FHXK
O =H T, BG4 T 10 FifEICBW T, 18.2~80.3 ng/g M &1, Fck&d
H#&T 8 BRI TERIRANM & 72 o7,

BEGEEMERRBROFE R, NSRS 0 AT ERIC & > TR & 72 5 8 mae i 37
WEE Z B, ADI O EITFIEE &I L7,

FAMEFEERRCIX, 7 v M PR EORER, VST O ORI
figk, SR, EREE OSFERR CREBL L, FROOEGE) . QT BRIt CisEE &%
DB R ~DFEMGRER GRECTH AL, ZIUVHOFTRIE, B7 FLFU 5
BARIANEAT D NART 0 o OIPERIC L B3 B X 1,

T AMERBRITEZSE STV, Ty b 12 A FEEEEREBRIC BV CH AT
JEPE, HEPEOFT RIZA LI T2Z LD, xR T a3k MIBENANMEEZ RS
AMREMEIHERN & 2 T,

AFHASAE TR TCIE, T v h 2 HREBIERERIZK VT, kE&REGEETH D 30
mg/kg KH/H £ THEW DEHH T A — & L OREIEEII A LN/ ho T, BAE
MR TIL, T v N ClREREGED 300 mgke (AHE/H., 7YX TREREGED 100
mg/kg RE/H F THRIE~OEKR O T LA Do T,
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FREFMERBRORER, & HIROHE TA LI R EREER N 25 L L
ST ELELRE OB GERER C 0 N T A B AVTAMBAMZ 361 2 SRR 80 M DN
AN A Va7 L —T A MR D DAESEIIH LY Ts OEINTH Y |
NOAEL % 0.16 mg/kg A#E/H (15mg/t k) TH-oiz, THHOFFREL, §7 KL
U USRI T 2070 o OFEFERIC K DAL BEX bND 2 b,
-3 NOAEL % ADI O EMR#LE L1z,

BRI HOWTIE, AElTe FoOBERT — & 2RI L THW S0, FEEOZR
BT HMEFR L, BRMOZERZEZRE L Gl Zef8EflnWs 2 & &35,
Fiz, RROZUMEE (43% NOAEL |33 O R E OHHERTT ~ O Mg Al 5 D5 5
MOBIRELTAETH D Z &, FHERST 28 TH Y | 00 mEDN D LT
HZE) BHELT, BIORERE5 205,

Pl sy a romEttsr) ADI i, NOAEL & LT 0.16 mg/kg {AH/H %
RLE U, 22580 50 ThRL7- 3.2 pglkg RE/H &35 Z LMY L E X T,

PLENG | VST v ORMERZERHIIZ OV TIE, ADI & L CIROEZERA T
LT ENEE EEZDBND,

ADI 3.2 pg/kg {AE/H

1< BERIC OV TIE, YRR R 2 X ORI ORERT O BICHERT 5
LB,

46



7229 FDA K OBMWEZERERTHEIT 2 KB O M &5 0 Huig
) B b MRV (mg/kg RE/H) %%
;2 R (mg’é]‘;‘v’ e FDA BREAREA
2 WM AMERME |0, 30, 150, 600 30 (LOAEL)
il gm)) MR AR D BB, TENGHRE
DAk, TG B ()
6 A EiArER: |0, 30, 150, 300|30 (LOEL/LOAEL) 30 (LOAEL)
e (Gl g m)) PRIZEREMESS (I, MBS | Moo EERIIN, IERIIEE
> 7N iflao 2k, B taislka
DI FRMZE b A I ERER DA
(HeD 7
R OOAR G B AN, MR
BmEaEj, TGIKT
(Mt Fr)
TEOEERD. RO RZE
_ JEESE, g aA~/ a7y
7 — RN, BENEN O PIIE
‘i PES
12 7> H EEMEEME| 0. 0.05, 0.5, 5.(5 15
15 (GflRE D) (REEHTID () . fBEHEIN| BGIc K28 L
(HfERE)
2 B 0. 5. 15, 30 |ZYii#: ri 30 Bl é 30
il gm)) BRI L DB L BlEhy - TEW - 30
BHEW) - 15 Behz ot Yo AP
TPEBERIN (1)
PR R ) ()
AT 0. 30. 100. 300| &M : 100 B - 100
il =) REHIINANEI, AR, | REEIS, B R
liiES %éiﬂri 300
s EFME 1 300 BHIZ L DB L
TREAEANE R L 54 W; L
2 HHANERME [0, 15, 75, 300 15 (LOAEL)
(T HE) OO0 RR RFEER. QT
[HIRRAE &
I (HED 72
5 KABHEAARRE DA E 2 b,
i i ik )
26 A HArERE| 0, 15, 40, 100 |15 (LOEL/LOAEL) 15 (LOAEL)
(Gl g m)) DAERD ., DIRE R | DR, DR E R

QT FAIfRIES
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) e b MRV (mg/kg RE/H) %%
;2 e (mg’é‘;‘v’ " FDA RS ARES
v | A 0. 3. 10, 100 |f}EW : 10 R - 10
v il =) (REHTImSI, EATERD | REEIS, B
¥ AERE © 100 FEATEME: © 100
AT L ANy -Z - A
TEATTENE R L
FH & B 1 | Placebo, 15, 45, |0.16 (15mg/t ) (NOEL) |0.16 (15 mg/t )
5 90. 135. 200, WS 2 XA ON I INA % NI BTN 9N A ON NSt 72 AN 1|
250, 300, 350, | BN Tos ~DFEE (1 V71 | W o5 ~DFEE (1 V7'
v 400 (mg/t M H| T L/ —/LT A R) T L /) —)LT A B)
Eifzq=))
k
14 ARIER O # | Placebo, 50, | AR%E 0.60 (50 mg/t ) (LOAEL)
5. 125 (mg/t b, Los ~DF2: (V7T L
) J—)LTF A R)
NOEL : 0.16 NOAEL : 0.16
=EFH ADI (mglkg fAEE/H) SF : 50 SF : 50
ADI : 0.0032 ADI : 0.0032
MY ADT SR EARIEAER bt hAHEEEEERE O | b bR R O S

ADI (mg/kg {AE/H)

0.003

0.0032
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<Al#E 1 : REVMOZBIMRUHEEE>
F£1 AT o OFFISUINF 7 v Y — 2 K51

PR HEE G By in
M1 2-[4-(2-Amino-2-
e methylpropyl)phenoxylpyridine
}—Q -3-carbonitrile
5
N—
M2 KO} U2 RA=NT /NNl =
M5 T IEDEANLE DR 72 BAER)
M3 2-Hydroxy-3-[2-(thiophen-2-
yDphenoxylpropanoic acid
M4 M1 ZKER{bAA
(& Ra B EfArE R
M6 1-Amino-3-(2-
thienylphenoxylpropan-2-ol
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<HI#E 2 . REBFIEIF>

RS i
ADI acceptable daily intake : & — HERE
ALP alkaline phosphatase : 7V U 7 4 A7 7 Z—
ALT alanine aminotransferase : 77 =7 /) N7 VAT =27 —E
AST aspartate aminotransferase : 7 A/XT7 X U7 I ) N T AT =T —
+
AUC area under the concentration-time curve : M. (%) HFEW) R -RERT Hh
HR T HEH
AUCo24nr IRFfE] O 725 24 REE CTooifn. () it FE-IRefT b T i f
AUCo+ IR 0 2> O BaRIERERT & Cooii. () H3RA iR - IRF R R T T fs
AUCo- IRFfHE] O 7> & SEFRIFTR] E Copifn. () Hr3sRiyp - el iy i
AUChast IR 0 2> B TE R AT RERCERE S E Tl () HoEipiie e - e eh T ifl
%AUC Extrap AR R E FTRE 7R St R 7> O JEFRIR ] & TOMAE L 72 AUC OFIE
AUMC area under the moment curve : 1 XE— A > ~HIHR T HifE
AUMCo- RET 0 7> & MERRIRERT E CD 1 B — A o M b ki
AUMClast TE Al RERGIKIRF A E T 1 IRE— A o bl F s
BMI body mass index : N7 1~ A
BUN blood urea nitrogen : Ifil FJRFEEEH
Co concentration at time 0 : FFRINFE GBI DR
Cave average concentration : ‘Il () HJRE
CL clearance : 7 U7 7 A
CL/F WNFor7 V7 Z A
CL«/F EFRARIEICRB T D /NT D7 VT F
Cumax maximum concentration : fEll (5F) FPREE
Crnax,ss EFCRIBIZ B D (5 HPiRE
EC2 20% effective concentration : 20% 5852
FDA Food and Drug Administration : K[E& 5 EIK T
GGT Gamma glutamil transferase : >~/ NVZ IV KT AT =T —F
HPLC high pressure liquid chromatography : m#EK7 v~ 75 7 ¢ —
ICa0 20% inhibitory concentration : 20%FHE A
ICso 50% inhibitory concentration : 50%H R
Az Terminal elimination rate constant : JHJSHE EEL
LC/MS liquid chromatography / mass spectrometry : &K o~ s 77 7 ¢ —
VE &I
LC/MS/MS liquid chromatography-tandem mass spectrometry : A7 o~ K7
T 74— B T NEESHTE
LDso 50% lethal dose : }-#EIt&
LI linearity index : #EFEEL
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LOAEL lowest observed adverse effect level : f/| NIt
LOEL lowest observed effect level : f/IMER &
LSC liquid scintillation counter : KK FL—a 7 H—
MIC minimum inhibitory concentration : f/NE BRI
MRT mean residence time : FHAJ R RER]
MRTast 0 IRFfH7> B JE 1 T RB SR AEIRE AL C OO AR IR ]
NOAEL no observable adverse effect level : MRz &
NOEL no observable effect level : ME/EH &
oD optical density : WOLEE
PTF peak-trough fluctuation : "— 7 fii- s 7 72 H)
RA Ratio of accumulation : SAFEAREL
Tie half life : {2 R
TAR total applied radioactivity : #a4% 5-H5AE
TG triglyceride : NV 27 U&YU R
TLC thin-layer chromatography : /g7 n~ ~7'7 7 ¢ —
Tmax maximum drug concentration time : frlfl. (5f) AR SRR
Vd volume of distribution : 434 %%
Vdss TEFARBEIC IS DA E
Vs/F TEFRRBICIS T 2 AT O34 FE
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