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FAHRBRRFICH D 77T 1L (CASNo. 864731-61-3) (2T, IT HEEFEE
EMA i (EPMAR) %% HUNCA SR EE B 2 520 L 7=,

P OB GRS X, S ERE (T v b, U A XROYR) . R B, &
mEgtk, 2MEEME (T b, wadEt (T MERO X), AGEsAwENE (7 y RED
TYX) HORHBEGETH D,

HNKT T DR AERE ORI, FRINR OHARROZRE 2 E BIRAANG & 720 £ TITENTE
A28 KM35 HZEIL ., WSRO b,

SRR ERBROFER, 7T 7 VTR E 72 otnmtbiden EE 2 b= 2
b, —HEIGFEE (ADD ZRETHZ LIEAHETH 5 & Lz,

FEDAAERRBRIT TN E AL TR, SRR TR0 G LT D Z
& W ONT A2 AR K QM@ AR BRI W CHIFBEME DR ZENFRD RN T2 2 &b,
TIVT T RIVHFED ANEZ TR T RTREME IR & L7,

UY XA AW R AR Tl 25 mglkg (RE/H DL EBSHEOIRIICERER (6§
T RAMEOMEIR K OES ORS00 E) 25580 Hiv, RIS 2 3 E (NOAEL) |
10 mg/kg KEH/H THo 7z,

KRR OFER, 7T T AN OEEIC I DAL LT, IRE B L7
Mg b5 a2 (Chol, PL X ONTG DIET) . ATHMlafEb. Wk EoZ=haft, Hifa~
7 a7 7 — Y OEFEEDONRE OV IREZEOREE 2 e 2 AT RS, S HEFEEREN) <
HELTALN, BB, A XL HETIE, 7 v b I VEOHECIRESHIEEL
T IMIRAA RGBS BT Z e D, TV T T RIIVORRSZIITRENH D L& 2
770 BHBIBEWHAETRO DN EEL, A X &Mz 52 AR Tl b
72 Chol X' TG DL T T&H Y, NOAEL i 1 mg/kg K&E/H TH -7z,

BNEEZBRIE, 7NVT T 3D ADI DR EIZH 72> TIEZ O NOAEL ZR#LE L,
TN AMRBRIIER SN TS DD, 70T T RIVTIEN A Z = ml e K &
s = Z &G, 22485100 TR L 72 0.01 mg/kg KE/H% ADI & L CRET D
TENEYEEZT,



I. AN RBYMAEEROBE

1. AR
FFE R BRERA

2. BUHDD—HEA
ML TNV T TR
%4 : Fluralaner (Carbamoyl benzamide phenyl isoxazoline (CBPI))

3. 24
IUPAC : 4-[5-(3,5-Dichlorophenyl)-5-(trifluoromethyl)-4,5-dihydro-1,2-oxazol-3-
yll-2-methyl-N-{2-ox0-2-[(2,2,2-trifluoroethyl)amino]ethylibenzamide
CAS No. : 864731-61-3

4. HFHR
C22H17Cl2FsN303

5. #F=E
556.29

N

FC. O~
cl
o
NACﬁ
ci H
CHy O

(&1, 2)

7. FEREMRMERRKR

TINTTHME, ARV REEMTHY VT REEWE ClF v v (y-
7 2 SR (GABA) SZRARKR O NE I UBESRRAR) OT X T=A b & U CEiEH)
W (7 IKO~F=) O GABA ZZHARITHEH L, FEEHila~0 Clopi Az HE LT
JEOREZS| SR T LIk, BAMEHZRT, ZAV7T730UE, A VXYY
B 5 ALOSARBLENZ IS < 1 K OBEGIMEER (=T A~—) OEREREY (T3
) THY. R{F (CASNo. 1122022-03-0) KO S{K (CAS No. 1122022-02-9) @ 9
b, I/ O F=THKT HRBERZ R T DIX SR TH S,

EU I3, B 1O/ AR TH L U 7 € 208 RE BN E LTIV T TR NVEEAT D

UARRHIliE Z 3T, JRRITE U CEBREMWIRE R OIS0 2 07~ SR ERSG ORISR & 72 5855
HETF IO B D72 TREaT %,
2 ki (X =3, PRMBE, V7 ERNIET 4 =



G A RBRERAI DRLEIRFE IS D, FREXIEi) & LT 2017 4RI MRL 3% E L
72 BT, INEFGRLTWD, Fiz, W TIE. REOESEE &35 7 I L~
A= DERERAIE L THERIN TN D,
AT, BAERLE LT, VT TRV EADIRSET 5, Rextgi@me 4
% ) IO~ F =OFFRAINAR ST D, B MAEREG & LIRSV,
Al AR —hF TR (AT) HFERR SN Z &I, BABBREND 7
VT T RIVOFRE MO EINAR D FHIEGE N e s, (B 1, 3)



I. REHITHRIMEDOHE
AFHIETIEL IT HEEE RN EMA GHiliE (EPMAR) %255, 707 T RVO%E
PRICBEIT DA B LT,
RIS FRYMERR, 14C FER 7 LT T RV ORERRAT B M OB SIS R A Z
BIRE 1~3 1T~

1. EYBHREAER
(1) EYFEHER (Tv b, REERSE)
7> & (Wistar 5%, 9~10 s, KR : 1 271~300 g, M 171~205 g, HEMES 3
VB) IC UC &7 VT T /v T HIEEflRE 05 (8 mg eq/kg RH/H) 3 53
BHREGRBR N SEHE S 7o, BeG-PHAATE 148 RERE & COIR L O ONZ BE5-BHAG 148 KR
BT U7l e OSEA (IFise, e, A, RSB M ONHARAE) D&
PNEE S= GRIEEHERRA © 0.002 pg eg/kg), (B 1, 4)

O, xiil
P HGED 1% EAE DS, 23~31%03 7 — 1 A sh B S, BEH I
molz, FAURROBGREMIEZ, FHE, BEBEEED. B A, 2 40N
7o KRR OBEHEMEITR U T 3 En-oTz (1), (B 4)

F1 UCHEEERZ VT 73007 AR D EGRR (7> b)) 1285
FAHAFRDOBHEME (mg eq/kg)

k) 2 1k i3
A1, 3.7 6.7
JiR 59.1 (3.78) 91.4 (6.00)
ik 30.1 (0.33) 48.1 (0.61)
b — (10.8) — (11.4)
Al 12.5 (—) 14.0 (—)
& BEARR 52.3 (—) 72.9 (—)
T —T A — (22.9) — (30.9)
3 - YRR — (53.7) — (39.9)
o — (91.5) — (88.8)

a : MEES 3 TR (JR « 3 - PRI 5B 144 FFS% £ CTo 3 JTLokk
ROFRED %7 —v Lic b O, WMEE KO — I AXEERBNZ 4T USSR /A
L7,

() : BERBIITHEIE (%) — =Xl

@ HEMt
B EBRIGT 148 Wil E Tlo, EED 2~3.7%D RHIT, 37~49% 3 gk
SN (R2), FELPEREKIIETHST-, (B 4)

3 KRR -« BEas 2 B B aRiE o Z &
4 PEBR I R 2 HE,



F2 UCESRZNT 73Nl nEGaER (Z v ) 12815
PR O HEIEROHERS, (%)
S a G- BaERA IR (RFfH) e
24 48 72 96 120 144 148

= i3 0.48 0.54 0.62 0.68 0.57 0.73 0.08 3.70
i 0.15 0.24 0.31 0.30 0.41 0.49 0.09 2.01
2 i3 5.68 7.13 7.98 8.63 9.54 9.44 0.74 49.2
- W 2.71 3.84 5.11 8.19 7.49 8.70 1.00 37.0
- i3 0.08 0.07 0.14 0.21 0.17 0.10 0.04 0.83
i3 0.07 0.03 0.17 0.28 0.16 0.10 0.04 0.86

a : WEER 3 ICDR{R%E 7 — L L= b D,

@ Kt
B 5-BRNG 148 W% ORRRE ONZ 8 5-Bla64 148 RFfEI £ TO R K OEEH O HEHTE
M Z A HPLC ([2 X W filE Sihiz (3R 3),
ETORMBETTNT T RNVDEEIREWE Th o T, SemfEld, HEONFE TH B
72 65.8mgeq/kg Th o7z, HEDIRNMOFENDBITT VT T RV SIT203, D
JREOFEN ST S e o7, (BZH4)

#3 UCHERZ VT Z 30 7 HsEdRR DGR (7> b)) BRI

FRE, PREOSER 7 LT T 2 VIEE (mg eq/kg)
A} 2 Ji3 i3

A1, 2.97 (79.4) 418 (62.6)

Jrfi 38.2 (64.6) 65.8 (72.0)

ik 18.1 (60.1) 35.9 (74.6)

A 10.9 (87.8) 10.7 (76.8)

& E RGN 41.9 (80.1) 53.7 (73.7)
bR 23.3 (0.6) ND
£ 18,900 (14.5) ND

a : WERESS 3 IOk %Z 7 — L Uiz b O (JREOSEIIEGBME S 144 Wi £ T
D 3 VEDRAED 7 —)L)

() BREYTICEDD TILT T RLDOEE (%)

ND : 3 GUEEEERRAR : 0.002 pg eq/kg)

7 7 HPLC #Et LC/MS/MS 1T X 0 | #fkM OV 76 312 10 fifHo 71
T 7AW 5 (IR 1) Sk S 7z, BTl 8 FljH 6, Tl 6 i "ok
D STz, PR GIX, JET 35 A 8, MET 26 B SO R S
Tro FEFRNHIL, MEREE I 8 FEEE 0D R ST,

5 RIFEEZ G,

6 &M A~E KO G~I1

7 G C~E KO G~

8 @ A~D, F X U'H 2510,

o @A, B, D, F, HXUI %51,

0 i 3 B~E, G &XOH zate, #: G B~D kTG 25T,



7y MIBITLHT7LT7 7 VORI E LT,

a. Yr/unr7xz=UgR TVt FaA VI — L RE IO KER ., il
TA % 2T DR

b. N-e7 /v bt%, 7 X RERTHAR W L 7o DR

c. BT X RONMKGFRT IO VIR R & 70 D18

nEZ b (K4, SR, 4)

(2) FE¥EhEsig (S v b, BE/RERS)
® #BO/EGHER L

7 v & (Wistar %, 7 @i, HEMELS 3 ILRER) IT7 VT T 0V % 28 H RS
N5 (0. 30, 60 X% 600 mgkeg K&E/H) 3 2Hy@hneakBro 3 S hi-, &5
BAtE H MO 5-B044 28 H D50, 0.5, 2. 4. 8 NN 24 FHEZIZ ik 2 H-E L,
HRE G (BRGEMGH) 2ROER G (B5EMG 28 Hi%) OIPEHE (T 2
— X =L (FR4),

MAEPIREE R OSEENRE N T A — & —%, BEX VMECTEDR m <, HEERA B,
TEARHERA (Tye) . EHIRRRFHR] MRT) &N AUCo-lE, 24 FFH O TH O
7o — R AR C BT 2R I AR A W= D T & 22y o 72, AUC~20 % FEICHL
U723 550G 28 HZOEMEIE, &G H D 4~6 5 Th o7z, (B 5)

#4 TNT7T7x00 28 HEEHFEOKRGH R (7 ) 1285
FRYENHE R T R —H —

Hm$ 5 A5
B b (B 5-BHLGH) (5B 28 H1%) “AEk
(mg/kg AHE/H) Chmax Tmax AUCo-240 Cumax Tmax AUC@-24 R1)
(ug/mL) ) | (ug'h/mL) | (ug/mL) () | (ug-h/mL)

1.06 8 21.3 6.00 8 125.3

30 0.86 8 19.1 4.33 8 92.3 5.88
1.26 8 23.5 7.67 8 158.4
2.16 16 41.9 9.15 0 151.8

60 1.67 8 34.0 6.92 0 110.4 3.62
2.66 24 49.8 114 0 193.3
4.79 16 89.0 27.8 4.25 555.0

600 3.75 8 64.5 21.8 8 407.3 6.24
5.84 24 113.4 33.8 0.5 702.7

LB ARTE HE  HEOEME FEE  MEOSEME (HERFER- n=3)
ZHEE (R1) : R1=AUC0-24, day 29/ AU C0~24, day 1

1 AT 28 FRIE AR (7 b, REEORT) OHSRIE LTHRIESh,
12 5 24 W £ TOBRER B SIFOBIRE - L CBEM T,



@ RBRZEHER 1

7 v b (Wistar &, 13 #fiin, WERER 8 DU/IER) (27 VT 7 3L % 28 AR
Feh CEPAZEREA - 6 BERE/H. 0, 100, 200 XiX 1,000 mg/kg R/ H) 353
EHREGRBR N SENE S e, BB H RO G-BHAG 28 HO# 5.0, 0.5, 2, 4, 8 &
O 24 FERIZIC IR 2B L, e Gy (B GBAEH) 12 ROEE G (55
128 AtR) DOIMEE (T X —F —FHRSNTz (£ 5),

MAFEPREE N OSEENRE N T A — & — X HE L 0 HECED & < (PEZEDRRD BT,
Tua. MRT KON AUCo-)iE. 550G 28 A 140D 24 WFE OFIH TE DAL/ IR — Iy
M AR S I AR 72V A3 22 =, 1,000 mg/kg (AE/ H & GREDOMED Te (51.42
) ZPREBEHTX o7, (B 6)

#5 N7 TN 28 HiEfRERGAER (7 ) 1285
HRENRE /R T R —H —

B[R 5 g5
b (B 5-BHLGH) (e 5-BHhh 28 H%) &AL
(mg/kg {AH/R) Chmax Tmax AUC-24) Cumax Timax AUC@-24 R1)
(ug/mL) (h) | (ug-b/mD) | (ug/ml) (h) | (ug-h/ml)

0.56 24 6.64 4.82 8 98.1

100 0.54 24 6.17 3.62 8 73.1 14.8
0.59 24 7.10 6.03 8 123.2
1.13 24 12.4 7.03 16 145.3

200 0.63 24 7.22 5.39 24 117.6 11.7
1.62 24 17.7 8.68 8 173.1
4.65 24 47.3 24.3 1 510.4

1,000 2.00 24 22.1 19.3 2 427.0 10.8
7.29 24 72.5 29.3 0 593.8

FEE . RSE B HEONEME TEE : MEOTEE (MERES- n=3)
ZHEE (R1) : R1=AUC0-24, day 29/ AU C0~24, day 1

(3) FEMEhesir (T v b, BE/RERS)
@O BO‘SHAER 1
7w~ (Wistar &, 7 @i, HEMES 3 PL/IER) 127 /0T 7 V% 13 @ MR
N5 (0. 20, 40 X% 400 mg/kg K&/ H) 3 2 Hy@hheakBros 3 S hi-, &5
BRAG B I ONCIR5-BR44 30, 58 (N 92 H D50, 0.5, 2, 4, 8 KN 24 Btz
REBRI L, Halg bRy (GG H) 12 KOSERGR (B5-5HLE 28 A%) D3
MIENRE R T A — X —DN~bh- (3% 6),
IMAEREE N OSEMENRE R T A — & —F, HEX O HECENE <, MEERA LI,
Be5-Bh 30 B R IC R GHE CHIIER RO b, Tre. MRT 0~ Y AUC0~c0)
X, 24 B E CORETH DDA ETE o7, (BIRT)

13 AT 28 H AR (T v b, Bk E) O S LTSN,
1 AR 13 R R (T > b, sl i) OOfRRE L TEmSh,

10



#£6 T7NT7T7x00 13 MEEHRREOKRGH R (T ) 1285
HYFNRE /T A —H —

BB P& Crnax Trnax AUC-29 MRTo-20 | #FEE
HX (mg/kg KEE/H) (ug/mL) (h) (ug-h/mL) (h) R1)
1 20 1.02 24 22.4 12.8 —
. 40 1.70 8 32.4 12.5 —
(k) 400 5.68 24 100.4 14.6 —
20 4.96 4 107.2 11.8 4.79
30 40 7.37 8 151.1 11.8 4.66
400 19.8 8 407.6 11.7 4.06
20 5.15 2 118.3 12.0 5.28
58 40 8.75 2 170.5 11.8 5.26
400 18.9 8 409.6 11.8 4.08
20 5.92 8 128.0 11.5 5.71
92 40 7.35 8 162.2 11.6 5.00
400 20.6 4 360.6 11.2 3.59
SEYME  (MERES- n=3) Rk (R1) : R1=AUC 24, day 30,58 r 92/AUC (024, day 1y~ — : M T IZFE#H2 L

@ BOkSHAER 5

7 v b (Wistar &, 7 Bn, HERES 3 IURER) (2707 T V% 13 HERsRHR
A#eE (0. 2. 4 XX 8mgkg 1AH/H) T 2IWBhEsR Ik S iz, H5-BRIA
I ONC$e 58046 30, 59 & (F91 H DL 0, 0.5, 2. 4, 8 & TF 24 Iffil#& |2 Ik %
BREL L, H[EGR (GG H) 12 R ORER GREOFMENRE ST A — & — D3~
bz (FE7),

IMAEFIREE N OB ENRE X T A — & —%, #5586 B I G RECHEITA DS
NIinoT=md, #5606 30 LGl vt c@ <. SRR CIIEENHE T
BTz, B 5B 30 HIZIZITHIERE TR B AL, FMEIIE ORI TIFHER STz,
Tie. MRT(0~c0 2 N AUC o)l . 24 IRFEIOHFH T & A7 PR B — R el - DR 72
HIFAN 2N DEHE TE 2o 7208, MRTo2nlT W T OG-8, MK OS5
BT HIETE—E (10.7~12.6 ) Tho7-, (B 8)

15 AR 13 @R E R (T v b, sl ies) OfRRE L TEiSh,

11




#£7 TNT7T7xN0 13 MEHEHREOKRGE R (T ) IZBT5
HYFNRE /T A —H —

BG5BT B hE Crmax Tmax AUC-~29 MRTo29 | #AEH
HE (mg/kg {KHEH/H) (ug/mL) () (ng-h/ml) (h) (R1)
9 0.20 8 3.92 11.9 —
0.20 2 3.86 11.7 —
1 4 0.38 8 7.15 11.1 —
(B H5-BatGH) 0.39 4 7.10 11.3 —
3 0.82 8 14.8 11.6 —
0.71 8 13.7 11.2 —
9 0.65 8 14.1 11.2 3.6
0.88 2 17.1 114 4.4
30 4 1.28 4 25.4 11.2 3.6
1.47 2 31.6 11.0 4.5
3 1.52 2 31.2 11.6 2.1
2.56 2 42.8 10.7 3.1
9 0.79 4 16.7 11.6 4.3
1.06 8 23.7 11.7 6.1
59 4 1.32 8 27.4 10.7 3.8
1.53 2 31.8 10.9 4.5
3 2.12 2 46.3 11.8 3.1
3.39 2 68.4 11.4 5.0
9 0.80 4 15.6 11.0 4.0
1.22 8 24.6 10.9 6.4
91 4 1.23 8 26.0 10.8 3.6
1.65 2 33.0 114 4.6
3 2.61 24 58.9 12.6 4.0
4.86 2 86.9 12.2 6.4
B HEOTAAE, FEY - MEOERE  (MERESS n=3) — ML

ZHatE (R1) : R1=AUC0~24, day 30, 59 or 90/ AUC(0~24, day 1)

(4) FEWEhEsiR (VU BR/RERS)
® #BO/GHAER D6
R T 9% (Himalayan ff, 17~41 s, AREPEME. 3 IL/EE) 27V T T %%
SR 6~27 H £ C 22 HHASIRRO#E (0. 50, 250 XX 1,000 mg/kg {KHEH/H) 7
5 I ENRERER S e S 7o, iR 6 B (GG H) & 27 HOESE-0, 0.5, 2,
4, 8 } O 24 W2 I REEM ) & i 2 BRE U, BLEIF G-RF (B G-BRaa H /TR 6 H)
2 N O GRE (Be5-646 22 AR&/MATIR 27 B) OFWEIRE T A — X —RFH~ 5
iz &8,
Tyz. MRT(0~c) XY AUC -l L. 24 FFEDOHPH T D AV 7 IR FE — I ehf - B
IRIERAEDN RN RIN T E 2o Tz, (B 9)

16 AGRERIIFEAFMERABR (U9, sl nieh) Qoo s L TER S,
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£8 TITTxND 22 ARG GRER R V) ICRIT5
FFNRE ST A —H —

Hm$ G- A5
b (B 5B B TR 6 B) (B 5-BRkR 22 BILMTNR 27 H) e lag
(mg/kg {AH/H) Crmax Tmax AUC-24) Crmax Thnax AUCo-24 (R1)
(ug/mL) (h) (ng-h/ml) | (ug/ml) (h) (ug-h/mL)
50 1.60 24 28.1 3.33 10 70.5 2.51
250 2.26 24 37.3 7.93 0.8 177.3 4.75
1,000 4.90 24 66.5 12.3 2.8 271.5 4.08

SEHE (n=3) ZHEE (R1) : R1=AUCo-24, day 20/ AUC 0~24, day ©

@ #BOFEG5RER

IR T % (Himalayan ffi, 28~44 @8in, AEREEME, 3 VWRE) (7 V T T 1V %
IR 6 A5 27 H & T 22 HREFEFRE OG- (0, 10, 25 XX 250 mg/kg A/ H)
I 5 S EhRERBR AN S hE STz, R 6 B (RGBHEAR) KON 27 HOES- 0, 0.5,
2, 4, 8 KON 24 WE#L I REENM ) & ik A BB L, R GRE (B 5-BRkA A ATYR 6
H) 12 ROE#RGE (85546 22 A#AHE 27 H) OmiERo 7T 730 (T
TR, RIEED SIRIENCAGH#Y E OYEE (T 2 —XZ —nmFHibni- (3
9), Fio, ABRKE TR (28 H) (ZRIEOMRAEE L, dsfEHREDHIE 4
77

B[R GREDIMAEHR 717 T R VIREIL, SR GHETES 0.5 Rtz 6 24 FFH]
BETEA L, Tmaxld 24 FF ThH o7z, RIEKON SIETITRE —Refdhfio 7 e 7
7T ANPBEIL STz, RIEOT 07 7 A VTHEER SR O ER GRE L Sl
NTTHNERETH Tz, SEOREIX, 7Vv7 TV RIFE VKL, RIK
D 1/2~1/4 ThoT-, ik 6 H (HHAHE) K27 H & bIceE5RECREW E
DR STz, BRI GEE, G B 13855 0.5~1 R It S 4, 24 FEIE
TRED LA™ H T, WTNoRSRHIBWTH, @ E oMtz 7vo 7
FIVE Y @EoT,

JRVMAER D7 VT Z 3)VIRETX, F85H L ICREMIOMR 27 HO&KE: 24
REZ DIREDIZIF 1/2 Th 7o, FBRMIEROREY E OREIL, FEWO 1/6~
1/8 Th-o7=, (B 10)

17 AGRBRIIFE AR (U9, sl ARG Qo s L THER S,
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x99 TNTTFND 22 ARG GRER R YR 1IZRT5
FFNRE ST A —F —

Hm$ G- g
B (P 584 H TR 6 H) (P& 5Ptk 22 HEEMTIR 27 H) ZHE
(mg/kg {AEHE/H) Cumax Tmax | AUC-~290 Cumax Tmax | AUC-~29 (R1)
(ug/mL) | (h) | (ug-b/mL) | (ug/mL) (h) | (ug-h/mL)
TNT TR 10 0.75 24 11.4 1.36 4 28.3 2.49
- 25 0.97 24 16.9 2.47 2 39.1 2.32
(7R
250 2.99 24 46.7 3.33 4 280.5 6.00
10 0.45 24 6.31 0.84 8 17.1 2.71
RIR 25 0.65 24 11.0 1.81 2 28.2 2.56
250 1.91 24 29.9 10.2 4 213.2 712
10 0.22 24 3.14 0.26 4 5.46 1.74
SR 25 0.29 24 5.23 0.47 4 7.14 1.37
250 0.82 24 13.4 2.61 8 53.6 4.01
10 1.49 24 16.9 5.80 2 126.6 7.51
K E 25 1.42 24 17.5 11.0 2 191.8 10.9
250 4.77 24 57.8 32.3 2 658.9 114

SEfE (n=3) ZHEE R1) : R1=AUC-24, day 20/ AUC 0~24, day )

R G ER 18

R T 9% (Himalayan ff, 26~59 s, AKEPEME. 3 IL/AHE) (27 VT T %V %
IR 6 A5 27 HE T 22 AR (FPAZEEH © 6 Ifdl/H . 0. 50, 100 X%
1,000 mg/kg K&/ H) 3 2 pEmesBn e S ni-, MR 6 B (RERMGHE) K&
W27 HO¥E 0, 0.5, 2. 4. 8 KX 24 Feffifg ik A +ei L, HER G (Bh5
Bt HATIR 6 H) 12 ROWE&R G (BG-50G 22 H %M 27 H) OimigEho 7 v
77N (T'IR) . RIEE SRR E OFYEfE T X — 2 —3FH~
b (3R 10),

B[R BRFOIMAEF 7 V7 7 VIR, 2GR TR % 24 I E Tpo< D
FH U, Tl 24 I THoT, RAKD ST E b RIRORIE 2R
L7z 3R 27 A ORI, WIhOWE BITEFOREBTH o7, ke A (%
HBER) K27 BOEEERT, 7107 7 RVIBEICT D RIKKROY S IKRRE
DHRNZNZN 0.60~0.79 2 180.23~0.37 Th o7, EFEHIL, W IFNOEERE
IZBWTH 7V T 73V LR E O RE-Tz, (B 11)

18 ARSI (79, W) OWORBRE LCRIBS N,

14




F10 7T T30 22 HRER B GRER R 128105
FRYENHE R T R —H —

Hm$ G- g
Py 5 (B 5Bkt H /4T 6 H) (B 5-Pike 22 H$/HR 27 1)
(mg/kg 1AE/H) Crnax Trmax AUC-~29 Crax Thnax AUC~29
(ug/mL) | () | (ug-h/mL) | (ug/mL) (h) (ng-h/mL)
S 50 0.15 24 1.42 0.522 0.5~8 11.02
_ 100 0.34 24 3.32 0.34 0.5~24 6.13
(7R
1,000 1.06 24 9.19 3.25 0.5~8 69.7
50 0.10 24 0.85 0.322 0~24 6.942
RIE 100 0.21 24 2.11 0.24 0.5~24 4.40
1,000 0.64 24 5.61 2.55 0.5~8 55.2
50 0.05 24 0.48 0.212 0.5~2 4.092
Sk 100 0.12 24 1.21 0.11 0.5~24 1.72
1,000 0.38 24 3.29 0.78 0.5~8 16.0
50 0.14 24 1.19 1.092 0~2 22.8
R E 100 0.38 24 3.43 1.11 0.5~24 21.5
1,000 0.93 24 7.65 10.7 0.5~8 237

SEEE X I (n=2~3) a:n=2 ZHEE (R1) : R1=AUC0~24, day 20/ AUC 0~24, day ©

(5) EYFREAER (1 X, BER/RERES)

A X (B —ZVHE, 6~8 M Hilin, M 4 IURE) 127V T 7 3V & KER D& 54
%, ENENB G I R O G- 80D F 70 5 3 shiesiR GUR 1~419) 233 S 7,
BeHBMG A RO G T H 200850, 0.5, 2, 4, 8 &KUY 24 Rz IZ ik A
BL, HEERGER (5HGH) 12 KORERGREOFEMENRE ST A —Z =R~ 5
N GFE11),

R GREOIMAEFIRE L, W oORBRICB W T L 2R GRETHRE 0.5 REfE%
524 Bt FE T EAH U, ThaxlE 24 K TH 7=,

AR GO MR AL T GBR 1~38 Tl e 5 RE TR G- 0~0.5 REZ I TREL .
Be b A~8 WL £ CHIEFe &K T L7=t4, 24 FEfIE E C EA- L7, 3Bk 4 TiX, #&
B e (BEERLG 171 H%) KOV TH (BGH4G 52 %) O MmfEhRE 42
P GRECRES 0~1 FEREIFZIC TR L, 4~8 BEflitR £ Chl &K L7124, 24 Rtk
FCTEA L, WOk Th, & TH ((REFRIBZET) OmFEHiRE
IXERER (0 FEff 2 ETe,) TEEAHRETH V| B5-0 XUE 24 Wk IR & 7r o7z,
Tmax (3 0 X 24 BFTH - 77,

MHE Cax SOV AUC 20l L. 7808R 1 KON 2 Tl & H I HERGIE GBI 23
FHHH, RER 3 L4 TIHE GBI BTN A O, & TH (BEH A
ZaEte,) TR A LR Gk 3) UK -7 GRBR 4), MRT(o~2013.

19

20

# 11 POFER 1~4 1%, FNFENA X2 A~13 B AR (f X, &fOEE) kO

52 WRMEMFEMERER (f X, BEO#eE) OFRRE L TEMS I

R 4 (62 WM G) TiE. &G B KOG HIFE T BIOMA TREPH B bili~bh

77
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WFNORBRICEBWNTHIRGHABE LUK T H (RGHHRAEZET) & bIoek bt
OMERETRIERTH Y | B GEDOHINT X 2R K ONVEREBDZAGITZRD DAL/ -
Iz, (Bl 12~15)

K11 N7 TxRNVOREROFRGHER ((X) ([ZB1) 23WEE T A —4—

- 1 2 3 4

o (B 12) (BHR 13) (BHR 14) (B 15)

B 5

. 4 4 13 52

GERED)

R

100, 250. 750 20. 40. 100 2. 4. 8 1. 2. 4
(mg/kg {AH/H)

" 8.26~16.2 2.33~5.34 0.32~1.38 0.21~1.01
e 4.63~14.0
/ml. 1~49.4 16.5~42.4 .39~21.2

(ug/mL) 33.1~49 6.5 5.39 (451~170)

24 24 24 24

Tmax 0/24
h 24 /24 /24
) 0 0 (0/24)

115.6~228.6 33.8~83.5 4.89~21.8 3.54~15.1
AUC-242 TS oE16
-h/mlL, 19.8~910. 278.6~722. .3~332. ' '
(ug-h/mL) 619.8~910.7 78.6~722.9 88.3~332.0 (74 7~279.7)
16.0~16.6 15.6~15.8 14.5~15.8 14.1~16.0
MRT@~242 12.8~14.3
h 2~13. 0~13. 1~14. : :
1)) 13.2~13.5 13.0~13.7 14.1~14.8 (13.1~14.0)
R1: 13.8~29.8
it b R1:398~585 | R1:6.34~9.48 | R1:124~26.7 | R2:13.1~27.9
e R2 :3.06~4.76 | R2:587~9.08 | R2:11.2~26.3 | (R1:15.9~28.1)
(R2 : 15.5~26.3)

a: BEBER (BB ROBSHRKRTH (FTB) oF—X&iFH (024 : 0 %24, #HCL Y #AR3,)
b : ZHElE R1 X OR2) : R1=AUC 024 day ! AUC0~24, day 1)+ R2=Crmax (0~24, day 8/ Cimax 0~24, day 1)
(day t : B4 5HIRHE T B UG-+ H) () #&E5FRMAE G5EG 171 BtR) OT—X

(6) FEMEREHER (T v FRUA X, RIEHERSE)
O
Z v MO X7 NVT T RV ERIERO#RS U g fe53k 20Cid, 7> b
TIE, 40 mg/kg AH/H F TOHETE L% 2~8 REHILINIZIIAE Cnax ([ZEE LT,
A X ClE, FEiti SIT-RBRERE TIEME Cnax ZIRTETEX T, &5 24 B H 71
7 I XRRED ERDe -, (B 3)
F v P ROA R UC KR 7 VT T RV R OGS U ERGRER 2%, 7
11/77%» T L, 7> TR 80 B&IZ, A XT3k 90 B AR IR )
FRRBIZE LT, WIS Tye 3R < FEE SN 723 E TlE Tie DRHITTX

21 7 NI (3)DikR (0~400 mg/kg AHE/H., 13 WRRALKLE), 4 XXM, 1. (5) A~
750 mg/kg M@/H 4~52 R NP E) Ok L HEER IS,

22 7 NI (3)D#BR (0~400 mgkg AE/H, 13 FFREOEE) . A XX, 1. (5)DK
B3 (0. 2. 4xai8mg/kg REE/H . 13 MR O#KE) CHEIND,
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mRinole, 7T T RME, BIEREXT 5 B2 b, (SR 3)

@

Z v M RO XIZBWT, 7T T RIS OGS D 2 E3ER
LIz, TNV T TN OREE LT, Ty b ERREORIENRE Z vz, (& 3)

Q Heitt

TR I T H o 7, BEIERI IS 148 Bt (7 B & 5RERICBIT D
G 4 KifEI#%) £TT. 7 v F49%., A X 17% Th o 7=, RYEMIREHITHY |
HEIRIZT v RO X EHIZB.7T% ThHo7-, (B 3)

(7) EYFEAR (3B
BRI (4 ~Hilim, AH 968~1,810 g, ) (27 VT T/ (TEIK) Zodilfe
A5 (0.25, 0.5 X% 1.0 mg/kg KE, 40 JI/EE) XIIEHkN&ES- (0.5 mg/kg A,

58 ) 2 FWENRERERD I S 7o, sRERR O GaBR TR G- 2, 4, 6. 8, 10
KON 12 FERZIFONC 1, 20 3, 5, 7. 10, 14, 18, 21, 28 X135 HZIZ, EAARAN
B GRBRCIIF IS 5, 30 HTN60 /0 I2FriL L, LC-MS/MS (2 & v gt o BRI
J N SRR DNAIE STz, VT T RIVIERT RIKKR Y SIREEDOA&E L S,

RIEK D SIROSEYEIRE T A —H — % ZNENHK 12 KDV 1312, 7T T RO
HENRE T A — X —%F 14 |7,
MAFPRREE X, RO GRE R OFEIRNE GRS B2, WTHOHEIZBNTH BRI
DOIRFEDTTHN SIROIRE XL EhroTz, RIEEY SIRIZHECOIZIN ZF1, Trax 1$ 2
~4 B, TilX 2~3 HTH o7, TNVTITRNDNNAFT XA FTE VT 4 —1F91%
Thol, M1, 16)

#£12 RIKOIEWYENE T A —K — (BRIFE)
BhH& i as Cmax Tmax AUC@~) T Co Cl Vz
(mgkg AE) | £ | gml) | () | (hg-day/ml) | (day) | (hg/mL) | (mL/day/kg) | (mL/kg)
0.25 . 168 4 730 1.8 — — —
0.5 & 310 2 1,230 2.3 — — —
0.5 FHIRIN — — 1,340 5.4 537 190 1,490
1.0 e 663 2 2,520 3.0 — — —
Co: AMBEL/-WIHIMIETIEE  Cl: 257 V7T Vz: ERMIZBTAOMAERE — 3% 7%L
# 13  SIKROIEWENE T A — & — (BRIFE)
Bh& 5 Cumax Timax AUC(0~) T Co Cl Vz
(mgkg A&E) | K | (hgml) | () | (g-day/mLl) | (day) | (ng/mL) | (mL/day/kg) | (mL/kg)
0.25 gl 160 4 587 1.6 — — —
0.5 O 289 2 1,020 1.8 — — —
0.5 ERIRIN — — 1,120 5.2 529 227 1,710
1.0 gl 639 2 2,110 1.5 — — —
Co: AMEL/-WIIMEIEE  Cl: 2y 27 V7T A2 Vz: ERMEICBITAOEARE — 3410
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F 14 TNT T HVOIYERENT A — 7 — (ERUNE)

Bh-5 , Cnax AUC(0~) F
(mg/kg 1KEE) Be s (ng/mL) (ng*day/mL) (%)
0.25 o 326 1,320 —
0.5 BN 600 2,250 91
0.5 FHIRN — 2,460 —
1.0 o 1,300 4,580 —
F: " A AT_AF)F4— — 324870

(8) EMEhResER (FB. 2[EE‘kE) @

BN (110 Hifp, {KE 1.10~1.55kg. 55, ) (c7 VT T x1% 7 AR T 2
[BIfOKE G- (0.5 mg/kg RE/AIFHY) 3 2 SEesBR S5 S 7z, 5544 6,
9, 12, 24, 36, 48, 72, 120, 168, 174, 177, 180, 192, 204, 216, 240, 288,
336. 432 KU 504 el i@ 2 Eele L, i o RIARKR O S AEIE DS LC/MS/MS
XV RESNTZ (F15),

RIEKEON SHRITIELCONTIRIN S 4, 5 5-5hh 36 IR ZIZ MAE Crax (T LT, £
. MIEFIREIFHRA A L, 2 [BEG2II0)E 5% X 0 e S miR AL
L7z, = FA~—DMmERIREIL. SEOHTN RIKEX D ENUED > T203, W
NHFERROHER 2 LT, (1, 17)

F£15 7T T30 7 HENE 2 BIPOKkEGRER BRI (2815
RIEN O SIROFMENIE T A — K —

RS RIK SR
WEfe 5% 2 | Fofkx b4 | PllERG% e | mkiehikb
Cmax (ng/mL) 167 188 156 167
Tmax (day) 1.5 0.5 1.5 0.5
AUCLs¢ (ng*day/mL) 694 1,200 603 947
AUCr14 (ng-day/mL) — 868 — 714
Tz (day) 3.6 4.4 3.2 3.8

a: BWERB0~168 % ET b #EBHLS 168~504 Bl £ T
c : PeEBHE 0~168 Rl £ CTUTH G-BHE 168 BRI 0> b B Al RER &I A T AUC
d : B ERELE 168~336 Ifli% £ T AUC DR L

(9) EMEREsER F. 2EK%kE) @
BROPES (20~24 @ikn, (AH 1.2~1.7 kg, 12 P, M) ([ZUCEGERT VT T X NV%E T
H k@ C 2 s 055 (0.5 mglkg RE/R]) 92 SWBhREERD Tl S iz, &
EBRA4A 8, 14, 21 KON 35 HAAICARES 3 P Dk (P&, B, 75 & OVt
TRE) RIS, BINTAPN G, YRt — U TRE L2 3 Pk,
FeEBMG 1 BRIOOEE14 35 HE THESNT-, (B 1, 18)
D 57 - Het
KRR R R O REIR B I 5-P0A 8 i (2 [EHR G- 1 HIR) ITiREEE 72D 2D
BRI CIINTE, B, ARRAT & S, MR DIRIZE -7 (R 16),

18



O (28N) IR REIR L, B GBMG 5 HZIC—H e — 7 fHIC#E L, 20Dk
P EBHAG 8 Elﬁé 2 [FH5-1 Hi%) £TIRT L, #5046 11 B (2 BS54 Hi%)
(CAGRBRIZ 3T Dl mfElE LTz, HEBLG 5 A KT 10 HIRICEREE LTHIRT
%, FREHUNE @jvrs IR DR S (& 17),

RO 51T 17~27%TAR23 A H S vz,

BE RS, Fe5BA% 24 RELIPIZWIIEIEE 550D 18.9% DR EED i &
. WEBEH 7T HET QEHRGATET) 1T 62.6% M &~ (3% 18), (M
1. 18)

16 MCHEGRTZ VT 7 /L0 7 AffkE 2 [Blsiiet O &Gk ERIPE) 128175
FAE TR O REIEE  (ug eq/kg)
ek i 5% Bk
(n=3) 1 7 14 28
il 1,390 76 14 1
R ik 948 65 13 1
A 187 16 6 2
NENf & R 822 101 58 14
F 17T MCHEERTZ VT 7L 7 AffNE 2 [BlRiiRe A &Gk ERIPE) 128175
I IR A REIRE  (ug eq/kg)
Stk HEI 5% A B 5% 08
5 1 3 4 28
4251 (n=3~12) 623 361 647 715 0.55
PNEE (n=3) 2,140 — 2,070 — —
Y (n=3) 5.78 — 13.9 — —
—RERL

#* 18 MCHFE® T VT T 3N OWaF 54 OYEI HBEHENED
BGRITH oG 2 BRI

WE 5% H ¥k 1 2 3 4 5 6 7
% 18.87 | 14.85 | 10.24 | 7.46 5.29 3.35 2.53 62.6

a : MG HEREIE S D HRit HmEIEs (n=3)

PAN=S
=B

@

Z 7 HPLC } O LC/MS/MS 4341 & 0 | /i, BRI IHEi a5 1 9 ff
RO 2403 S iz, Wi J»ob T, 7T TRV RS
Tholz,

BIZBITDINVT T RVOREREEE LT, 7y M RO X L RBEORIENE 2
sz Gk 4),

2 SIS 35 B £ THRIMAOREE R (T o72 3 BOF— 2 DA
20 (R A~F ROV H~J %510,
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FHRR K OSBIRTh D 7 VT F RV OIREEN LC/MS/MS I X W lliEShi- (ERIR
A2 uglkg, HHRIR 0.458 nglkg) (3519, 20), BEBUREEDIZE A EMW T LT
THXINTH O I EEZRRGR N D FBE~— D —ILT VT TN EE
2O, &% 12 P) NoBELIEHEIN (2U) OREHHNEFO 7LV F 31
DEIGIL 742 CEHE) +£17.8%Th-o7-, (B 1, 18)

#19 MCHESERZ VT 700 7 AflE 2 st O &Gk BUPE) 128175
R 7 V7 7 VIR (uglkg)
v e 5% A
(n=3) 1 7 14 28
JHHl 1,030 (74.1) 50.4 (65.0) 8.16 (47.5) <LOQ (43.0)
R ik 726 (76.5) 32.5 (49.8) 5.93 (40.7) <L.0Q (56.2)
i 160 (85.4) 8.54 (51.3) <L.0OQ (26.9) <LOQ (21.1)
BN & B 680 (84.2) 44.8 (43.9) 9.57 (16.1) <L.0Q (4.70)

() : BAREORRHGRRICH DD TV T T X OEE (%) <LOQ : EERFA (2 pglkg) A

7220 MCHESR 7 VT 7 3 0 7 ARG 2 [BEESRE & G55 (B (2805
FINP 7 V7 Z 2VIRE (uglkg)
Ak wIE 5% B %k B e 4% K
(n=2~12) 1 6 8 4 7 14 28
pen 97.2 455 294 593 438 27.9 ND
(79.8) (80.8) (82.2) (82.9) (83.2) (72.5) (—)
() : BIFFOFEEHERERIZE DD 7T 7 2 NADEE (%) ND : B3 (BRHIFRS 0.458 nglkg)
— ML

(10) EYEhaeiiz (. 2EK%kE) @

ERUPHES (27 M, (A 1.35~2.18kg, 35 P, M) |Z WCHEGR 7 LT T V% T H
ka2 [mFRHFE 05 (0.5 mgkg RE/R]) 92 RYEheBR il S iz, 2 (8
Beh 12, 24, 48, 96 &N 168 WIS/ (FFR, B, AR ORRAf & K)
OB 2 AR AL 4 P BRI S 7z, FYRIE, 15 J70» b 5-BHAART H 2> b1 5B s
%21 HECTBREINZ, (B, 19)

® 57

FARE S OV R OFRE B REIREE 2 3% 21 1T, BYNR OFREHUHRERE 23 22 1T
ZAE

FERE IR ORI T 2 B G 12 IR T hRemfE & 72 0 . 2 DRIV TIIT
Wik, FEAGAT & B, BB O A DIEIC 572> 7,

RIS BRI 2 (B G- 24 BFfHIR I imfE & 72 0 | £ D& 8 L7z 25,

FON (280) AR RERR I, IR 6 BRI — B e — 7 fEICE L RIK T
L. 2[5 6 BRRICAEABRIZIS T £ i il iz L7z,

2 i+ OT —Z OEEDKE 3o T2y, BBV IR T2 Te O AT I 3 T 8o 7z,

20




BRI B 1T, 28.8%TAR (CE#E, #FH 21.4~33.1%) 2 Sn7-, (B 1,
19)

#*21 MCHERZ VT Z7xv0 T BIEE 2 [E5RifileE s Gl BRIES) [R5
A ORI BEIR . (ng eq/kg)

Rk IS AR (RERED)

(n=4) 12 24 48 96 168

JF PR 1,480 1,290 989 583 337

Rl 1,090 891 696 411 248

AR 211 171 140 79.5 48.2
NERG) & F2 i 1,120 1,010 772 590 319

REY- 10,000 15,100 10,300 6,910 4,690

# 22 MCHERRT VT T 0 T HIANE 2 [mlaEflee A fe Gl (RIS ([R5
NP AR O RERE (ug eq/kg)

G Plnle 5% B K Bt 5% K
(n=15) 2 6 1 2 6 9 15
£ 214 737 618 648 940 705 200
@

7 VA4 HPLC kO LC/MS/MS 73ATIc &0 | ## S IFRIFF 225 F1C 8 FFAOM
@ (G B~E, G~J) P Sz, WTFNoOREHZBWTH 70T 7 10708
TEPREWE Ch T, @D 5 B il Bl O Tl I 25, KBS
ERFE TG I LI 23, BINTIIAHWY B 25, B Ch -7, L
B LT, 7y b AXKOEROEHORER & [FEROREENZ 2 bz (B 4).

MR OFEIIR D7 LT T 3 VIR, LO/MS/MS (ERFER : 2 ughke) TRIE
S (323 MU 24), BREBEREDIZE A ERT VT TRV THY | MU B
PN Z LD, BRI AT TR EEZ DIV, 15 PbEEL
72300 (20F) OIRBHEIC H0 D 7T 73V OEEIE 79.6 CEAE) +22.4%
Thote, (BH1, 19)

3223 UCHEER 7 NVT 7 30 7 ARG 2 &SR Ok 58k (B (2B 5
R 7 VT 7 RVEE (uglkg)

v et G (R

(n=4) 12 24 48 96 168

JHhe 953 (63.7) 924 (71.6) 680 (68.7) 382 (66.0) 250 (78.3)

T fik 695 (63.2) 626 (71.2) 504 (71.0) 252 (61.7) 148 (59.6)

AhA 175 (82.7) 140 (81.9) 109 (77.9) 56.9 (71.8) 37 (74.2)
BllfT & H | 987 (87.3) 891 (87.9) 623 (81.0) 516 (86.7) 185 (58.2)

() FRET OIREBEHREIC 5D 2 7 VT T XNV DEIE (%)
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# 24

UC Fk 7 V7 Z v T ATHIRG 2 BRSO &G0 (BRIFED) (28105

IR 7 V7 Z 2VIRE (uglkg)
v wIE 5% H %k B 5% Bk
(n=15) 1 6 2 6 15
e 56.3 586 479 734 147
(70.2) (79.7) (74.6) (77.9) (72.7)
() : BIRh ORISR 5D 5 7T FRLDEE (%)

(11) MITF I EER

4, EROFHROMBFEE AT I VT T XV OIMIEY /R0 G & OFREERPNTIRG
iz (3% 25),

W OB AP IRINEEIZIBWT S, 70T T RVDIMSES X7 A

7R
13X 99.90%LL ETH o7, ARERO MAEFIRERF CIL, MiEY L R0E L OFEEIC
FFMEIERD H Ao T-, (B 1. 20)

#9295 TATITIADMIS LT EEE (T4, EROE) (%)
N MR 705 5 %V RINEE (ng/mL)
0> BoREIPIHE 750 2,500 5,000
T4 99.95+£0.015 99.960.014 99.96+0.014
ES 99.90+0.047 99.94+0.021 99.91+0.019
75 99.95+0.031 99.97+0.005 99.96+0.009
FHEESD

B, TNTTHME, RFaAKOA XOMIEX B L bEEICES L, AR
1350 100% TH -7z, (B 3)

(12) BIEEMIZHIT 58

7 v by A XKUIZ UC BRI VT 7 Ve b LT AR GRRIC BT, 2
NS OEIEORH 7 v 7 7 A MIBALEDTRO bz, 7T T xMd, Zhbd

RO TOMBE CEFEIREWE Ch o7, A XTI, FERHMOREHMY J 25
O, HWNLRBH SN ETOREHE ORI Sz, 7y MZBWTHA X L
[FIRRIC AT O DMRH SV ARG J 1T MSETh )6 DA Sz, (B 3)

2. REHER

(1) ZREBHER (B, FlE0RS)

ERUNEs (155 Hifin, {AE 1.16~1.6kg. 18 P, M) (c7 VT T %1% 7 HEWET 2
[FIFRHRE D5 (0.5 mg/kg (RE/A]) 3 27k Ikt S 7=, BINTemEkRS- 1,

7. 8. 14, 21. 28. 35, 42 K N49 AZIZAPINOEE LU, RIS 2 P HEE

LT, BBUF (290) RO D 7 v7 Z VDS LC/MS/MS (2 L 0 HIE S 7=
(EERA : 2ng/g) (326, 27),

R PRSI, AT OMMT 2 B 1 Hi&l

- B =

ThmfE L 7220 o AP ORREED A
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mnol, TORIKT L, 2 [EH 5 35 HI&ICIF4 T oMK CE RN & o7,
FRUNIRRIREE 1T, WG 7T A0 2G4 T RETIHE ETh o7, €
DEIRT L, 2 BEHE 28 HERIDERRARI L o7z, BR 1, 21)

#26 7T T30 T A2 BEGHER ERINE) ([Zk1T5

Ak 7 L7 Z X VPRE  (nglg)

v e 5% B3

(n=2) 1 7 14 21 28 35 42
1,120 98 11 6 2 <L0Q <L0Q
i 909 36.8 10.9 <LOQ <LOQ <LOQ <LOQ
1,320 159 11.4 11.2 4.1 <LOQ <LOQ
665 54 7 4 1 <LOQ <LOQ
ek 595 21.6 6.1 <LOQ <LOQ <LOQ <LOQ
735 86.8 7.0 7.7 2.2 <L0Q <L0Q
128 12 <LOQ <LOQ <LOQ <LOQ <LOQ
P 109 3.8 <LOQ <LOQ <LOQ <LOQ <LOQ
148 20.2 <LOQ <LOQ <LOQ <LOQ <L.OQ
—— 645 36 7 3 1 <L0Q <L0Q
R 609 11.1 5.6 <LOQ <LOQ <LOQ <LOQ
680 61.3 8.0 6.6 2.3 <L0Q <L0Q
249 19 3 1 <LOQ <LOQ <L.OQ
e 229 6.6 2.2 <L0Q <LOQ <LOQ <LOQ
270 32.4 3.1 2.9 <L0Q | <LOQ <L0Q

By SEE (<LOQ & 0 & L CHEHD)

#27 TATIND T ARG 2 [EGRER
IR 7 VT Z FVIREE (nglg

B ERIRIENE

<LOQ : E&EEHR 2nglg) Fi

(
)

PR (2B

<tk PIEEEEREEE N ok 5t B3k
1 7 1 7 14 21 28 35 42
e <LOQ | 407 328 435 41.3 71 | <LOQ | <LOQ | <LOQ
TRl 9 7 2 4 7 6 7 7 4

<LOQ : TEIRS (2nglg) Fi

(2) BRBAER GB. ks @

PRUPES (6.9 A, AHE 1.4~1.8kg, 7P/, ME) (7T T xv% 7 HIENE
T2 [HfkE G (0.6 mglkg RE/EIMHY) 278D T Sz, Ml o7 L
77 VBT LCMS/MS I X v HlE s (G5 28),

FHARTP RS, R TOMMT 2 ERRE 1 IR bEL . FORIZBWTIIATE,
BT & RS, Bls L O DIBIZ 2> 72, MR, W ofskicksnT
LRSI T LT, (B 1, 22)
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#£28 T7NT T DT BN 2 RIFUKESHAER ERIFE) (2B
kP 7 L7 7 2VIRE  (nglg)

%

Ak sk 5% B
(n="7) 1 2 4 7 10
P 1,300+ 342 1,000+231 695+108 378+125 188+80.1
i 907~1,960 704~1,350 584~846 259~621 133~349
i 841+193 661+169 449+178.6 243+174.5 130+60.0
582~1,200 502~1,010 359~564 160~380 83.7~254
. 108+25.2 84.7+19.8 59.4+10.8 39.8+8.19 21.4+8.80
75.6~152 57.9~114 48.9~176.2 29.3~49.7 16.3~40.4
HEffst 1,280+205 985+217 695+251 333+91.5 198+103
X 978~1,530 804~1,340 402~1,040 219~508 122~418
BB W ESD Bk : #ipH

TERPRS « Il 30 ng/g.

g 20 nglg. A 5 nglg. AELfT & K28 40 nglg

(3) XEBHER (B, gokirs) @
7% (161 Hifn, (A : 1 1.66~2.1Tkg, M 1.36~1.71kg, MEHER 4 PUEER) (27
VT T xvE T HERRT 2 Bk G- (0.5 mgkg RE/AIFEY) 3 555
SNz, MRk 7T T 2VEEEN LCMS/MS I L v llE Sz (3% 29),

FHARPIREE X, 2 TOMMT 2 RS- 1 BRICR bE <. EOBRIIW T,

MRIGAT & B IR O DIEIS @7 o 7o, AR

v WP OMRRIC

AR N S it

BT

bIREROAR T =R THEBIEAIN AT U, AP, BB O AP O T, M D
Trn-ole, (M1, 23)

#£29 TNT T30 T BN 2 BIFUKE SRR BRI 1B 5
¥k 7 v 7 7 2 VIREE (nglg)
- Bk 5% B3k
gy 1 2 4 7 10
1,740+281 1,280+ 345 1,010+449 572251 276+153
e 1,800~2,060 1,380~1,870 832~1,690 582~922 368~510
1,250~1,680 772~1,210 417~973 316~456 110~203
1,100+163 812+168 557+155 348+111 148+77.5
ik 1,020~1,260 755~1,160 434~792 334~534 173~289
775~1,260 606~877 300~669 217~346 68.0~125
246+45.3 185+50.6 129+56.3 78.2+34.3 35.5+21.1
B 268~285 205~269 106~227 83.9~134 46.2~70.6
155~260 113~179 54.5~134 43.0~62.7 13.3~25.3
. 1,190+ 381 746+256 6071176 401+122 168+149
s 696~1,200 473~1738 363~706 297~594 116~516
1,180~1,720 731~1,130 407~900 252~372 69.7~215
BB P+ SD (n=8) HiEE : HEDOBEEEIE (n=4) B MEOBIEERDH (n=4)

EERA : I 30 ng/g. BHi& 20 ng/g. #HA 5 nglg. AN & K& 40 ng/g
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(4) TRBHER (B, gokirs) @
BRONE (6.2 2Alln, fAHE : 1.4~1.7kg, 150, M) 27 VT7Fx1v% 7T HERT
2 [EfkEE - (0.5 mglkg (RE/AIFEY) T 27RO S 7z, HIN (RUF)
DT7NT T RVIEEL, LC/MS/MS 12 X0 flESh- (5% 30),
MEE 5% 3 A TRTOREKTERERAAmR CH -7, #EEE 7 HZIC—HAE
— I LZRIE T L, 2 BiRE 7 HRRICARBRICIT D@ EIZE LTz, 2 k5
13 H#&IZ, 2 TCOMKTERRARNN L 2o70, (1, 24)

#£30 77737 HENRE 2 RIFUKkKSRER ERIIE) 1[BT5
HINh 7 VT Z 2 )VIEFE  (nglg)

P == SD REEOFFE | LOQ UL EORIREAIERIAEL
1 <LOQ <LOQ 0/15
wlElEE%EE | 4 435+28.6 <LOQ~455 2/14
7 610+89.3 <LOQ~1763 11/12
2 546+113 412~1707 11/11
4 704+119 490~900 15/15
sk AR | T 828+133 637~1,070 13/13
10 529+94.2 <LOQ~671 12/13
13 <LOQ <LOQ 0/15

<LOQ : ERIRF (400 nglg) Aiiti  a: <LOQ DAz FRE Hi

(5) BB~Y—h—

UC FER 7 V7 7 RN AW RO SEYETRERRIZ IV T, Mk L OSBIRF o 3=
BURHEWEII TNV T T 3N Thole, ML OSBINFOWT I G IRE N EIC H 8 5
TNT T RIVOEGIIRE L, WERSZE L TR—E (70~80%) TholzZ &
N, TIVT T RNNEGRRE~— 1 —ChhH EFE 26N, (B 1, 3, 18, 19)

3. EinEEER
TNVT TN OiEENERERNEEI N R 31, (1. 3. 25~28)

31 TN T T RO IEENER R

) FATH H EUSSES & i
Salmonella typhimurium
EImIERIEFA R gﬁié?ﬁﬁéw 3. 10, 33, 100, 333, 1,000, | pppp
(B 1, 3. 25) Focherichin coli W2 2,500, 5,000 pg/plater (£S9)
in uvrA (pKM101)
o 1.25, 2.5, 5.0, 10.0, 20.0,
22.5 ug/mL (—S9, 4 FuLE)
B IR |~ U A Y 7 —~iffilld 5.0, 10.0, 20.0, 40.0, 45.0, o
(W1, 8, 26) | (Lb178Y/Tk+") 50.0 pg/mL (+89, 4 FEfjLEg) | ™
5.0. 10.0. 20.0, 30.0. 40.0
pg/mL (—S9, 24 FFFULER)
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X7y AR B BT S H&E (S
10.7~57.1 pg/mLp
(£S89, 4 FFLEH)
in et R BB e 10~57.1 pg/mL .
vitro| (21, 3, g7 | DAY SR (—S9. 22 FREALER) A

3.5~20 pg/mL
(—S9. 46 FEFiaL)

in IR R ~ 7 A5 A 500, 1,000, 2,000 mg/kg {AH o
vivo| (B 1. 3. 28) (NMRI) (BRHIR N5 -

a : 333 pg/mL LI EORRE TN b 32.7 pg/mL LA O CIREHTH

TN TR VT in vitro DEIRIRISHAIR, s 77 R DYtk

FLEABRT ONT 1n vivo D/ INERRERIZ B\ TRt OfE RS BT,

PLEDZ 030, BWEEEESIT, 7VT T RIVICITAERICE > TREERIE L 70 5

R L E 2 T
4. ApEiEER
TG T RN DRI S N (3632), (B 1. 3. 29. 30)
332 TN T T RILOAaMEMER R
p LDso _
BEE | b e 15 o ) E)
SRR I
- % mi1. 3. 20 ~2000 | e ol
1235 < FETHIZR L
W w1, s0) >20000 | s iR S
5. matEMRR

(1) 28 BfEEAMEEHER (S5 v b, BEEOKRS)

7w b (Wistar &, 7 #fn, MEHES 5 VLR (70T 7 R0 % 28 HI[EFRHRE H#
5 (0, 30, 60 X% 600 mg/kg AE/H) I 2 Al 3 S niz (3% 33),

AR IS, BEHTERT 25ETHNEA H o T,

—fEeIRRE. BREES), B7). IR, RIGEE, RREARUHIR TR, &EIZLD
BRI b o T,

TR AR A T, T2 B2 CORE TR OBt 2 BTz, BEl
{EDREEE K OV INEEG AT/ R 7 — AT GRER] T2 0 | S REECIEPIARIE PHICIRE LT
PACII I HITZDITE L, B GRETIE ZAUTINA T PRSI K OV INEEH AT B 7
SHPFEEDOOE ANMEDIENHEAZ B TZA5, 60 mglkg (AH/ AU M RGHETH LN
FTIIA B R BN Z R L TWRNZ Enh | B 2R B SITEMEIT R Tl
IRWNEHWT L., (B 1, b)

600 mg/kg AT/ H & 5-EFOMEME T IINGI, FEEF R, BB DM K OFHXT
HEOWI, MIROZENE, BROFE— 7 VRO ER AL LN Z &G, Bl
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LRRERIE, ABRD NOAEL % 60 mg/kg AREH/H G L RIE Lz,

733 28 HHCWEREAER (T v b) (12T 3T

Beh5&
(mgfkg (/) i s
R, R TR R
.BUN. TP O F. ALT 15 | - Bl Ok R O £
B YRR ORI R ORI W | o
600 DR O R Db RO, i F £ —

Wl D ZEkE, BT — 7 RERIR | kLR D
Do BIEBEEDOOE AMZERYYIEKR | - AR O E AMERRNME
* JFHEO O FE AR L
60 LA T TR L AT R L

(2) 28 HHEEAMSHESER (Sv b, BERES) <SBEH ">

7w b (Wistar &, 13 i, MEMER 5 IURD) (27 V7 F 0% 28 HER RS

C-PAZE®A : 6 Bf/H. 0. 100, 200 i 1,000 mg/kg AE/H) 3 5 dAMERENE
ARBR AN X AT,

AREBRHARI I 1,000 mg/kg AE/HGRE TR (&kﬁl B) DI OITZH, —i
IRRESE TN RO LR 127280, BRE TR G L DB TIIRWEE 2T,

—fBCIRAE, WAL O BT EBIEE, RE, BETE, HE*’\E\ FEAFE, RIRA.
MIRFHORRE N ORI T, G X 2RO bive o T,

MEAEFAIRRE TIE, 1,000 mgkg KEH/H &G OMET ALT @ EHLTTG ©
K FNRHBT,

FREEAR AR Tl IR 2 02 CORECITIIBOIEIM A A bz, BN
(DI NEESS AN B — TP GRERE TR > TV, R S REOMERE TR FIZ . 200
mg/kg REE/H DL & G-8E CRIARE B/ NE S B E ORI LA A 540, 1,000
mg/kg KE/HIERSHEOMECIZTEEOOE AMDOIEHME 1 #) nHbNz, (BHR
1. 6)

(3) B EARERMHEEHER (T v b, @HROKRE @

7 v & (Wistar %, 7 85, HEMES 10 IWEE) (27T T /0% 13 MR O #
5. (0, 20, 40 31X 400 mg/kg A/ H) 32 HAM RNt <z (3 34),

BRI P C e R IR T A SR HI XA D72 o Tz,

—fRRE, BIGEE), B, KE, IRRE, BERABLAORRECIE, &5ICXD
WA b7,

JRERRERR AR T, 40 mg/kg A/ A UL ERGREOM T~ 2 07 7 —2 D
EFENHBILTZ, 40 mg/kg R/ B DL E& GRECICIIEMRZ N A BALT=08, i
VERNIZ BN A ONT-Z LD, RBRE DITR G THOEEL I b0 EEZ (B
FB1, 7, WTHLNZZNEDFTRIZONWT, BN EZEEESIT, 40 mgkg K/

26 REFGICEVFERINTNDZ 0 b, ZEERE LT,
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EI BHRETH BV FT RITEZER 2 6 0, 400 mg/kg AR/ TH O PT RIFHR G

DR LEZ I,
EMA 13, AR NOEL [IRETE ol LTS, (B3)
BWZEZARIT, ERGHEOHEHE TR IEIHEAZ Oz Z Linn . AR

® LOAEL % 20 mg/kg A8/ H & 5%E L7z,

# 34 13 AMIEMEENEER (T v b)) (2B 23T A

Wb
(mglkg 1K5/A) e i

TP, A E T R
RO O RS | - CUE R

N L PEFARIE A I~ | - R R OO Sk OVt
400 D07 DDA, GO% | RN, JROER O
fifif~ 7 v Ty —OERE,
fRDOZEN

2000 o s P FRTTER

20 LLI- R e Y T T O

(4) 13 EAMERMEEEER (5 v b, @HROKRE) @

Z v & (Wistar &, 7 Hn, MEMER 10 DO/2MRRBRRE, MERER 5 DL/ RREREE) 12
TNT TV 13RS DS (0, 2, 4 XX 8mgkg (KE/H) 42 M
PERRER 2830 S 7z, 7Rde, [EHERBREE 3 5% 4 G- ORI 2 8% T 7,

PRI RSB BTN 3 2 SR BN AR o T2 29,

—fRCRAE, BFGER), 27, RE, B, IR, FEEESL R, Jﬂl?fﬁf?ﬁ/ﬁﬁ
E MEA LA, IReRE R, FIH L OB AR IR ClE, I L A%

IR HiLZeihoT-, (B 1, 8)

EMA 1. A8 NOEL % 8 mg/kg (K8/H 2: LTS, (B0 3)

B ZEEERIT. WITNORGHTHREICEDEZENRD bR Z &

5. AR NOAEL Z i HED 8 mg/kg {ZFE/ HERRE LT,

(5) 4EMESHSHHR (X, #OKE) @
A X (B—=ZNVFE, 6.5~8 D2Hilin, WEHER 4 VLR (27 VT T 3V % 4 TR O
5 (0. 100, 250 X% 750 mg/kg AT/ H) % diaiast iR Jehi S vl (5% 35),
ARBRHIRT RSB BT A DR o T2,
—IRRE, (R, IRMAE, OEX, MREFRORA, R, Mk OS5I
T GIZ L DZBTIRD N2 oT-, &1, 12)

27 IR 7 Tl T NER LRz L L B STV A8, PR EBRIZ ISV T Oil Red Yealz X v AERS
IEEZFED Z LR SN WD T8, I/ NERCEIRI L E L=,

28 13 B AMEEMRER (T > b, 8HfRO$ES) OTNOEL M3 L2078, BRI
i iz,

29 [aEERBRARI XRIE IR T Tz LT,
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EMA /%, 2FGHETREICIDZENPRO NI Z & E, Aillid NOEL |33
ETERPoTE LTS, (B 3)
BB BT AR GEEOMEET Chol & U PL ORI ONZHETRIE SE R
2D BT Z &b A ERO LOAEL % 100 mg/kg AE/H L 3E LT,

# 35 4 FMd e (f X) IZBT DEMATR

e iA
(mefkg IKT/) i &
750 - GLDH & « BIFSF et Mo AT EE St

- FBEE R - [EVEMERTZ%
SRRULEAR ) OBRED | oo

250 L1 |- EPSNEE <l . fiﬁ;ﬁ% e
- [EE M2 = LR

. - Chol. PLI%F .
100 &L k- B A Chol, PLIEXT

(6) 4:EMESMSHHAR (X, #OKE) @

A X (B—Z7NVAE, 7.5~8 D2Hilin, WEHER 4 VLR [Z7 VT 73V % 4 RO
5 (0. 20, 40 X|% 100 mg/kg AE/H) 3 2 AEM MR 03 Eii S vz, #E
ATRA 3 36 |27,

Fat T RN A w1l e S SV WAy el

*ﬁ%ﬁ‘“ IRfRA, (OEER, MRFAIMRA, R & QNI AR ClEe 51 &
AEEITIERD BV o T,

MERAEFAORAE CIE, 2R 5RO T Chol, PL X3 TG DK FRA LT,

40 mg/kg AT/ H & 5-EEOMERECZERH RIS B2 7 ¢ 77V ERBEIIE D A DT
23, JRESERR IO T, ZOFTRICKIS T AT R ZE D, BIERT 528k
bt (B, 13)

EMA (%, &% ERECHREIC I DEENBO LN Z E0vh, AilBro NOEL 3%
ETERhoiz LTND, (7”'%%’ 3)

BN ZAEESIT, 20 megkg KRE/ A UL EESEEOMET Chol, TG Xi% PL DK
THRBELNZ LD, ARERO LOAEL % 20 mg/kg KH/H L3RE Lz, 728, Sl
T AR S5 O MBIz N :ﬁﬁj&%@%@ﬁ&tﬁ*ﬁiﬁimﬁw VNNV gV i

AFRBR IS ORI 2 TN D Z D, HEIC X DT Ll L
7o

30 4 AR (f X, fRO#5) OTNOAEL W& -7729, B 5 S 1
77
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# 36 4 W SPERRER (X)) (2B DR A

58

(mglkg {KHE/A) e i
ABRT R KT, | - AT, (RER A, (R
100 (R IR ) ISR
L - GLDH #hn
FARORKERIS TN | . g oot O iy
40 Lk - PLIKT CTGIE T
20 VL E + Chol, TGIETF - Chol. PLIETF

(7) 13 EEESESEHR (1 X, #OKE)
AX (B—7VHE, 6~6.5 M Hilkin, MEES 4 VTR (27T 730 % 13 EERR N
#hH (0, 2, 4 X 8mgkg RE/H) 3 % diatEaaling e Stz (3 387),
AR P T HIEA DI e o T, *ﬂx«lj( ﬁ@\ BERE, IR, My
HORRAS, RIS M QMR PRI Cldd 512 %ﬁiﬂ T BRI T,
e, R & OYR B AR A C :t?x’ﬁ% _tlﬁ“éff BIXA BRI T2,
(a1, 14)
EMA (X, AR NOEL % 2 mg/kg {AH/H EZE L TCW5, (B 3)
BB BRI 8 mglkg RE/H G HEOMEILET Chol LU PL DK R TN
CHURARO M B 8 N CFERTEEOHIIN A S Z &, KRR NOAEL % 4
mg/kg RE/H LT LT,

3 37 13 @R (1 X) (2B 2 AT R

BehE
(mg/kg {KEH/H) i 8
 Chol, PLIKT
8 + Chol, PLIXTF - ORI G it Je OE
Sl EE RN
4T TR L - TR L

6. EMSHERUENAMRER
(1) 52 BEFEMHEHERER (1 X, #OK/kSE)
A X (B—7)VHL, 6~T /A, MERER 4 ISR (27 VT T V% 52 iRk A
5.0, 1, 2 XX 4 mghkg KHE/R) 2@ MHEEMERBNEE SN (K 38),
A e A B2 o Tz,
—IRRE, (A, BEEE. IRMA, %ﬂﬂ%&%ﬁﬁ*ﬁﬁ PRARAS, MIRFHOMRA., Nt
& R OB R A Tl B K D58 IRE D Hivie o Tz, (BFR 1, 15)
EMA 1%, &#&E? NOEL % 1 mg/kg M@/El ERELTND, (BIR3)
BN ZAEESIT, 2 meke RE/H ORET Chol XN TG DIETRA ST &
5. AR NOAEL % 1 mgkg {KiE/H L€ L71=,
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# 38 52 ANEMEIER (1 X) (BT HEMET A

BhR

(mg/kg (KHE/H) K i
2 LLE - Chol, TGI&F |

1 BT L TR L

(2) BEMNAMHER

TNT T ML, BETOEREHEBR CRIEOR RGO TnD Z & IONTH
SWETEME K OV FEMRRBR I I\ CRIEIE DI DGR BT 2 b FR
AR SN S e o Tz,

EMA I%,. 7T T R UIIFEN AT ST L Tng, (BIR1, 3)
BINZERERT, TIVT T RIVOREN MR T I STV, S FRE S
BMERERDNEMETH 5 2 & i Nl G & ORI W CRIFEME DR A
K ONEEs D EESED NGB D N2 2 LD, TIVT T RIVIRENANME R
JATREPE AR &2 L7,

7. HRERAHMAR
(1) 1 HEHRE5ESER (S v b, &FEORS)

7 v~ (Wistar 5%, 8 Jiiin, MERES 24 DU/RE) 127 LT 3L 31 58iilRk A5 (0,
50, 100 X% 500 mgrkg AEH/A) 4% 1 HAREERERD ol S iz, ME~DF51T,
AECYEfRIEAR (70 HIE) . ACBCHART ek 21 HRE) . AR (21 HEE) R OVEERA
il (21 AR %z U CHEMEI N, HE~OR5IE2E O 28 U CRERICER S i
7o WEIOMR% 21 BIC, RESMEOR ISR I Sz (3 39),

BEWCIX, BEICERT 2THITA LT, —IREBICR G L 22T
IR Tz,

RRATE), SHREE N QMR G X D BN TGRD Voo Tz, FIRIFORS
FHIRAEClE, K7 OERRE N OTEZREN TR FEU B 52 L AR IR Bz -
7

BLEN) OJR PR TR A Tl S GHEOHERE Chila~ 27 0 7 7 — U OEHFEKL D
SUE S — MR e B 7> & 72 DR E N A IV, BRMEEFEERIL. INH0
AT R OB FE R  OMHEE I HEAFRBINED A D 7R o> 72 2 L 25 100 mg/kg (RH/H LA
T OBRGHETH BT MR LTIV Eflr Lo, BURE 513, e G8f
DB ORI RIEMEIRZE D IR BTN, MRENIC BN B T Z &b, &5
FHOZBEZL Db DB R T, EIHaE ~DOREITMIE L HI2H LR ->T, JF
BOMBETAIRATIE, FaaIPa, FEEIM, FeRINE & ORIz, 500 mgkg
(REE/ A58 & RO CHEGHERIICE BER ZEIT A bR o T2,

IREMW O —ARRE L OPEIZ I G-I X D ENTRD b o7, £ 1 AOKE
L. 2R CHREThH-7-, (1, 31)

31 A 0.5% Y 2 L— K 80 & 0.5% CMC
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EMA %, H/MNIED 50 mglkg K58/ H & GREOBIEM) TR, AR, ik ORI

(CEMEREEN R BT Z &G, ABRO LOAEL % 50 mg/kg A/ H & f&E L
o —77. 500 mg/kg IAH/ H B 5HE THIKRBOE T L OWRRIERD FAIZ K-> THIE
%%zfc@/ﬂwwf H7=A3, 100 mglkg AE/HLL FTOHBETIXZ O X 9 22 0iFE80 5
NIl LG BHEICKT % NOAEL % 100 mg/kg AH/H L #%E L T\ 5,
f_&“%i@ EhY) TR Ok B B ORI K OWIR U > 7 SR O ZEH G A b Te 2 &
2B, WEMIZT 5 NOAEL TR ETE eholc LTn5, (B 3)

BN ZEFEBRL, R GEEOBEMW) OMEE TR LR A b= 2 L,
BEMW O—fi%FEMC 4% LOAEL % 50 mg/kg AE/H &7% @& L=, 500 mgkg &
/A FGHEOBIEM) O CRERBEOI FEM), PRIERD 4R M OELE R A DT
ERRF SN2 LoD, BHHICEST 5 NOAEL % 100 mg/kg R/ H £ 5-8F & 5%
E u‘:o Tz, ARG B OMEO KR CHiakt & ORI E &R DA B 2 &
6. IREMICKT % LOAEL % 50 mg/kg R/ H & #%E L7,

#39 1B (T v b)) (2B 53T A

B W -
(mglke HET/E) i i S
TROHERE K ORI | - AR e b (R | - SEC I (R e
D . BOMERT | - BRI T I | 6 JEAt 16 1)
O RSN, TP | 36 LU, AP anD |- PRI
AT RN iy SIS (e S T
500 |- B DR RIS | P )
I, RIS NIRRT | - IOk B O R A
ORI R Wb ()
BB, TR
- BT
BT OOREXT B OV AR |- B A BRI FR U > | - B OBkt K OF
oosLn | DSHUARO SRR, MRS | ARKR D ()
BB TTNENS L. Wi | S Lrft WY o KL
DRER R (i)
BOLLE |- HFAIRIASRIL - FFFIRIASR L JlROEAN R U R
e )

a fififd~ 27 v 7 7 — U O ORUE S — & EN 2
b ZH# 31 TiX “alveolar bronchialisation” & itk <AL TV N5,

(2) 2 HREIERER (T v b, EHREOKRS)

Z v b (Wistar &, 8 i, P AR MERESS 24 DU/BE, FrHEAR - MERESS 24 DR
(27T T 30 3 gl 0 e (0, 8, 50 X% 500 mg/kg AE/H) 35 2 HARE
TR DN IR S ALT MEA~OFEIE, ZZBELATHIE (70 B H) | AEUHIH (Bl 14 HIH) .
IERIAR (R 21 R ROVHBEHAR (21 B Z@UCHEMSNT-, HE~DBEIX
M OWM A U CRBRMCER Sz, SR, 3oz 21 BiZ, BTtz
Fo tARIRENMY) (MERER 24 DL/RE) 1350004 21 RICSEShiz (% 40) o

Bl P HROMEECE GITER T 28 I3 Lo T2,
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BlEMWIO—RIEIL, P S CIIR GBI L 2GR biven o1z,

RIRATE), SMGER, BRI, AR R OV IRRICIE, P AL F R E &
(B LD BITRRD e o7z, SIRRREORFRAETIX, mit e I
HEENRE N OYEREN ONTRS U G K DB TR b o T,

ERIR, WE T, m (F RO Fe ) O—BeRABIC R BIC L 55
BUIERD BV Do T, MERIZIE, AR & ST GIZ X AN IO b e o Tz,

Fio, WEMWTIL, 500 mg/kg REE/ A& GRED Fy AT ELRZ S0 BE L OVERR Do
SENRI BT, RO EITREEOED 50%FE Th o722 L0 FEHIH]
DL Db D EE X T2, Fo RONPI AR FREERE I, #5512 X 55280 358
bRotz, (B, 32)

EMA 1, il A28 58 OB B Tt XS SEBH ORIEMIRZ, B R E DK
S OWIROZE GBI A BT Z & D, BlEMIZ R % LOAEL % 8 mglkg {AH/
H & . 500 mg/kg ARHEE/H 58 CIMWRINGR, HAEER KOS I OBt TR0
EAPHBONTZ Lnn, BHEFENEICEST 5 NOEL % 50 mg/kg AEH/H & ZnZi
HELTWD, 500 mgkg AR/ H 5RO HEW) CIEERD, —fRRIE~DHE 5
PRAR R AT A ONZ B ARG M OMERGADIEIE N A BT Z & s skt
3% NOEL % 50 mg/kg fAH/H LRELTW5, (BH3)

BN ZAEESE, 50 mgkg KRE/H LI BB S REOMECRIAROHE K& OFE ) E B8,
D RE RO RIEMERELE N LI Z LD, BlEWO—EtEIcBET 2
NOAEL % 8 mg/kg AH/H L& L=, 500 mg/kg A/ H#5HEO M A OMETIR
WA S ONREMIFE RO A N A IR OB B T Z &b, BHEIZE
9% NOAEL % 50 mg/kg AH/H L% E L7-, F7=. 500 mgkg A/ HE5EICE
B O B CIREREIG, #EEORA, IRIBBIZSEN A LN Z Lk,
IREW %95 NOAEL % 50 mg/kg AHE/H Li%E LT,
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#*40 2 WREIEAR (T v b)) (2B 3P A

BeGi HEW (P, F)
(mg/kg (KT H) e Tt VB (Fi. F2)

< FEE (Fi. 6 41) < FEE (Fi. 3 41) CFEUHE EF (Fi, WEH
HE, EEEAm (P 2B | - M, IS (P st | R
Al Fi: AQRCHEGREAR T 7 | Rl Fo QRO IR | - B (F., Fo) .+

WEIET) (Fr. 260 hTHEEET) B 2| FEl. 2 (F) . 9
- AR (REIINET] | B) ProoZEiE (F2)

(P) - ETED . (RERIIN | - REHIMImG L QMR
- BEHERECD (Fr, Z0dEE | o (P) (F1, F2)

HFRIBH AR ) KR E (P, Fo) RO FEA N ONRIBBHZR
ARMAE (P, Fy) RN, 220G, MR | DIEE (Fi, Fo)
ARG 220, mIEAEO | Ol RSN, B | - R, RN, LY

500 i, s EsEn (P, Fo) | BEX (P, F) 2K 11| SN 1115 2 3350002
- MR DGR e OAE R T |« PRRIGR B, REW | IR, HECHARIRRT,
B (P, Fo) . i, @I | SECR LR, AFRE | ARSTOERT (F)
Dt e TR E BN | B> (P, Fo) M (Fu, Fo) | Ml (F1)

(P, Fo). Bl Wi, A7 |- B (P). APl B, | ool e OVFR & B K
SRR, R, R LIRRED | i (P Fu) O | T (HERE)

Dt e OFE B B0 | OFExFEE &S0 - kB0 zEafk (Fi, Fo)
(F1) - i E O ZE Rk (P,

- i RVE SO RAENERT | Fu) o Bl (PR D,
&b (P, Fu). WkEozs | i, NERL) OlF
it (P, Fv) Wit (P)

« DR RS K O E
BN P, Fo. M
D B OVFH e B ek

50 UL (50#mg/kg KE/HLLT) 2 P, ) (504mg/kg KE/HLLT)
wEAT R L o S S O e R AT R L
it (P, Fu)
8 - T AR L

a: P REWOLmEEZER b fild~r v T 7 —UEEROREMR

(3) HEFMHER (Sv b, BEROKRE) 22
R > & (Wistar 55, 11 B8lin, ASRPEE, 22 PUEE) 12707 T 0L 31 24 5
H75 20 H F CHEfilfe 0 #5- (0. 100, 300 Xi% 1,000 mg/kg KE/H) 4 5384E5%
MRS B S iz, R 21 BICHEYIBL. BIROBE 1T (F41),
REMW T, WINORGRETH R I REW O TIT A LIT, —fRIREE
e OSEIRRAT RAZBEGIC X A BIIRED B e o Tz, F7, SR 2 Y
FROVEFRET, HREOMEEIZER T THh -7
WTNOBRGEETEH, BBIEOMELL, REROVNERICR G L 5 ZEITRO b )

32 ABlRE AR I, Ak, JRIE U TETE OIS R NS T TR O HBIR A7 HE+ 554
HEAAEABNT & U CHERHRE & F2h (2N ENDFTRIZOWT I8 7- 0 OB 2k, BRE %
HED) 4275, AR CIE, SREORHPE R B A R, —FEDRIENENT 56 2 AU ZE R
BTV THEHRED FEh ST D,
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>7z, &1, 33)

EMA (3, FF#rEROW MBI % NOEL % 100 mg/kg R/ H & #%E LT
%, (BH3)

B EREST, 300 mgkg R/ H LLEB GREO R CEET R K O E Y
IMEOIHINI: SN Z &b, BEo—ixFEEIc 9% NOAEL % 100 mgkg
R/ A LRRE LT, AR CIIRtis i IBRTsHHE (OECD) A K7 A ACHEILL 7=
I FE G ST, B IR GBI E OFARBINN I ST 2 L,

fRYAZHKT3 5 NOAEL % 100 mglkg KH/H &587E Lz, MAIETA Do T2,

#* 41 FAEFER (T v b)) (BT 2HMFTA

o "
(mg/kg (KF/R) BB he
1,000 - AR E
\ T TR O %A SR
300 DLk o PRERH AL
100 BT R L BT R L

(4) AZHAR (VHF, BHERARKRE) O

IR % (Himalayan ffi, 17~41 85, ARERE, 20 DWED) (2707 7 3L 31
AR 6 HvD 27 HEC 22 Hs@EfRR &5 (0. 50, 250 XI¥ 1,000 mg/kg AR
/8) LU, BARMERERNFEM S, (R 28 AICHK L, BROBEL T (&
42) 33,

WO ERETH R IS REW O 13 BT, —HRIRE K OSHIRAT A
(ZBEG- DT LR o Tz,

WTIOBRGEETH, JRIEOMER L OMUIRE T EIC K DS ORMASTE Rl BE 1360
DL T-, (1, 9)

EMA 1%, 250 mg/kg RE/HEGHETEREEORD RH LN Z &6, RHEIC
%45 NOAEL % 50 mg/kg {A8E/H LF%E LTV 5, IRIEICHT 5 NOAEL I135%7E
TET| fNHED 50 mglkg (RE/H B 58 THIB VU ED GO bz 2 L
5. BEWIZH 5 LOAEL % 50 mg/kg RHE/H LR EL T\ 5, (SR 3)

BRI, 250 mg/kg (KE/H LI EESHEOREN) CRETEORD B 5
=2 e, HEMWO—EENEICBId % NOAEL % 50 mg/kg {AH/H Ef%E L1-, A
RERTIZ OECD A R 7 A AZHEIL U 7o R E 1T 0 S AT, 2 5RED

JRIRITIREAR T, BAA R (58 ZHIHEOHEMR ) OMER ORI A) M OVERERE (65
THMEOHER R OHES O EEIEES) BNAELNEZ Enb, JRYRICkd % LOAEL %
50 mg/kg AH/H ERE Lz, AEERWEIZIE, JRITISHT 2550 MERTTEMEN TR &
i,

3 BRI AR L S LT R0,
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F 42 FAEFMER (UYX) (2B 53T A

B5 i - .
(mgkg KT/ R MR

000 R A TREIET (BT 0 ROWIE 7

: R |5 n)
SR (S . T Tl
AR

250 L I- - B IS B, (B AR . T Tl
AR
R R O O A
)

bt (50 ma/kg (KT ) I (SO 190k

AT R L s

CEARISR (3 BEHEDHEN L HES Ol
N

(5) FAZMAR (VHF, BHRARKRE) @

IR (Himalayan ffi, 28~44 fiin, ARSE/E, 20 DWED) (2707 T 3L 3t
AR 6 Hvn 27 HE TR D5 (0. 10, 25 X% 250 mglkg fAH/H) T53%
AETRMERRER 34 I ST, R 28 BICH EUIBH L, MBI A2 1T 72, BlERTR
B3 43 1R,

REBRIIE, BB EREOREMIIECITA LIV, —fRIRRE, (RE, (REHINE,
TRRAT R Oar B B S G X D WBNIRO DivenoTz, FTo, MRINEE L O
JEM4 720 DRI, HEIC K DETERD e o Tz,

NG DML e OMIRET A{EIC K DBRE OBIZERERIZ, BFITFEO ool (B
1, 10)

EMA (%, 25 mg/kg R/ H & GREOIR L CH _ZEMEE A ORARIINA A ST 2
LD, FAEFEMICEST 5 NOAEL % 10 mgkg AE/H LxELTW5, REMWT
%, ERGEECHIRO I O U BIE T 2 Mk A LR b3 2 B T2 23,
NOAEL ZH 3% E L Ty, (B 3)

BibZEFBRL, &R GEEOREMW RO X Ok A L8925t (Chol,
PL XO'TG OIKT) AL Eonn, REWo—az B84 5 LOAEL % 10
mg/kg AHE/A LRE LT~ ABRTIZ OECD HA KT A ACHERL L 7= #ii i35
s SHLTVRWAS, 25 mglkg (REE/H UL EEEGBEOIRITICERAR (55 _HHEOHER
K OMES DB E) DALNT-Z Enn, BIRICkT 5 NOAEL % 10 mgkg &
H/H ERE LTz, AEBRWEIZIL, TRIRISHT 289\ MEATEMED SR8 B il

s AR (V] R 0% 5) O T NOEL 2MFbNn o772, MRS E M Sz,
A bR b i ST,
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# 43 AR (UYX) (2B 53T A

Bh-E N
(mglkg IKE/R) il IR

- o R -
-PT. RBC. HCT, WBC. LYM e (ER7REDERR, Wl
250 a0 i) KB ‘
B ERE GE IHMEOMER R OHES

. b
’?(S}T\Bfgli) %leg B TP | s |
\ : BAGIEIE (I AR

95 L1 |- - ChE &' CHRRZESR (5 _BIMEOHEAR K OHES
» ANBEH LY ER TR AR DEIITE)
10 LLI - Chol, PL, TGKT (10 mg/kg AE/H)

- TR CINRIPE~JGRIYE) | FEERTRZ L

(6) REFHHER (VUF. BREL) 2 <&SEZEEH 26>

SR % (Himalayan ff, 26~59 Wliin, AFREEME, 20 VW/EE) (27 VT T 3V %
IR 6 HnD 27 HE TR CEPAZEEA @ 6 FEfE/H. 0, 50, 100 Xi% 1,000
mg/kg (RE/H) F 2RAFMRBRN M Sz, iR 28 Hizm EOIB L, RIEO#]
RhIToT- (3 44),

BRI R REM) DFE 1A BT, REMWO—RAE, JREFTRERG, 1B,
(RE, AREEINELROERIZ, BREICLDEEIERD b1,

RN, A S, IR oMb, (RE, AR ONC AR OSHLEREIATEIC K DR
WEEE OIS, HICLDHETRO LN oTo, (B, 11)

* 44 FEFER (VX)) (B 2HEMFTA

e B} "
(mg/kg {AE/H) i ik
R (B FEO MR ORES O s
)
1,000 e RIS R (5 RO EH L OHES R
LTI L 7ot O IR O )
CEGIE (I R OO
100 DL F TR L

8. T EMEHER
(1) BRERHESRER (DY)
o (NZW FE, 12 8, 7 1T, M 2 JS) OEFREEZHITE L CT7VT 7 %L 35
0.5 g & 4 ffflEAn (2.56X2.5 cm, “F-PAZEANAT) 92 K —URBITIHRRIER D Sk S 4L
Too WENEFRE LML, 1. 24, 48 KON 72 Wi I B8 RUG Z3FHh L 7=,
WL OB M OBIERESIZ BN T S, GBI ERNROS  CREBE/ iR & OV
B, Ha, R OERIETADNR) T, (B 1, 34)

35 ARG : 0.1% (V)R Y YV L_— |k 80 A& (0.9 mL)
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(2) ERRI4EEER (UH¥)

T (NZW fE, 14 #n, & 108, M2 D) OLEIROREREEIC 7 VT T RV % i

HE (0 1g) $ 2RISR FEh S A7, AR 1. 24, 48 KON 72 IRFfEI#% (2, A,

2. flE, AR (ocular discharge) M OVHRIEOEIZL 21TV IREIREMED ST 47z,
,ﬁHE 1 IRFEE ARG N ORI D 2 58 0R e ORI (ocular discharge) 237 HAL7

(WFTR BRI A 27 1), slR 24 FERIZUEICIZ, W hoBhi  O81E2RE RIS
BT HIRAEMERS T A Do T (IBRRA =27 0), £7o, BREMELOEGK

b bR hoT-, (B 1, 35)

(3) FEREMHER (BLEY M)

E/LE v & (Dunkin-Hartley &, K, 5 PL/xfffE, 10 PC/akBriE) 2 HW T
Maximization test |2 X5 7V 7 T RV O R ERUWEMFRER M 5206 4172,

BAEIE, 10% 7 VT 7 VA0 363U 10% 7 VT 7 FIVIR 37 % 8 5 K2 PN

(0.1mL) L. 1 BRI LFZESEIC 50% 7 VT T %Vl % 48 Wi EAZERS) (0.3
g FBY) L THEM L, BB, 7T TRV E2E ERWHRE DSV Sz,

AT, BE 2 BT 26% 7 VT T ViR 2 BEAARERIC 24 FEREIEAZERLAT (0.2 mL)
LCHERML, 7~y FErE 24 KON 48 I G ROG 2 BIES LTe, lRIEROER A
eI T 570, 18 HIRICHER A TWEIZ LT,

WIEEE T, 72Ny FERE 24 R ICHAEM X IBRIROAEE (X277 1) AL
7275 (10 il 4 1)) . 48 BEEICITIHIC LTz, FAEE Tk, W oBERiimic
BOTHEENEIA DN T, ZHOFERNS, BHBRE L, WREL THS
T FOS IR R I L 2 b0 TH Y . FEMIIR W SRR 7=,

U EDFERG, TVT T R VIEEEIEMEE CldenweEZ bivle, B 1,
36)

9. EMZIHITAHHA
b MZBIFH7VT7 7 3 VORBIZET IS N T2, (B 3)

36 AL : Freund's Complete Adjuvant & AEFIEIRIKD 1 : 1 IRIK
37T BERIK : 0.1%7R U >/ b— | 80 KR
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. EFEHEBEIEICd 1+ 55
1. ERIZds I+ 5T
EMA 1%, 2017 21 X @ 52 JHfE MR T/ b7z Chol, PL XU TG DI
TIZHEESE, NOAEL 1 mg/kg RE/HIZ A MEIELRE 100 24 LT ADI % 10 pg/kg
RE/H (600 pg/ \) EREL-, (B 3)
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IV. BR@E g

FAERBEBRAICTEH D 7 VT T RO TR SRR R BTN & 520 L 7=,

7 v M ERWER DB X A3 EIEREROFER., 7T T Ui, 40 mglkg {KH/
H £ COMETIIHREGH% 2~8 RFFLAPICIIE Cnax (3 LTz, A X &2 W 2R O 5385
Tl PRI I AR R DS B Usel T, 590 S AU 72 s i CIRMSE Cmax DFFEDN
TERDolz, 7y MO XTHT ARERGHRERTIX, 7V 7 X VnERL, 7>
RT3 30 HAZIZ, A X TIEK 90 B ISR IRE A EFIRREICE L, Wb T
DR, FEE SN E ClL T IEH TE o7, 77 7 VAT ER 2%
T BRI, PRRRIRITFICE TH o7, PRt IHiE < | 5B 148 £ T
DR OFEPHRIEERIX, 7 v R TIEENEIL 2~3.7% LD 37~49%, A X TIEZLIEN
3.7%M N 17% ThH -7,

% AT SEEh e R Tl RIRKL O SITRITIESLNIRIL S 4, 0.25~1 mg/kg AHE
JHDMET Thax 1L 2~4 K TH o7z, TielL 1.5~3 B, A AT ATV T 1 —i%
91% ChH -7,

BT D RBREOREE, 7V T 7 U TR b EWEE R DT, BT
VT T xVE T AR T2 BIfUkEE L& 2 A, &5 1 HEEOMR Cheeafi 1.7 ng/g.
510 B2 0.3 pglg L7272, FEINRIC VT T 3V % 7 BIEREC 2 [RIFafRE 0 &5
Liz& 2 A, IR (280 T, %5 6 H#IZ 0.94 nglg, &5 15 B2 0.2 uglg &72o7-,
Fio, IR T VT T 3 VA 7 BIERRC 2 MEEHIR Q&G L= & 2 A, BUNL O%ERED
FRRENERRARMG & D ETICENTN 28 K1 35 BAEL, mWEREMENRO b
77

B ERROER., 70T 7 VIR E 72 Ddiaithiien et B2 oni-Z
END, ADI ZRET H Z EIXFRETH D L HIBT L=,

BFEMREROREER, 7V T T RN DAL LT, IR BhE L7z
MEAA A2 (Chol, PL X ONTG O T) . FHMBEAE L. IBEDOZRYE, Fila~
77 7 — Y OEFEEDOREE OIS OGRS 2 87 2 At s & FE FEBREN) ¢ 16
WLTHLN, B, A XLRTHFTIEH. 7 v b EVIEROHAECIEERHICRE L /-
MG EA AR RBD BT Z LD TV T T RNVDEEZ RTINS D B 2T,

FEDAMERIL TN STV RV, SRR CRIEOREREF N TND Z
& W ONT HR AP K OB R ER I Z 35\ TR PEDIFRZEDERD BRI T- 2 &b,
TIVT T FRIVHIFEIN ANE R RTREME AR &I LT,

U Y E AW R AR CIE, 25 mg/kg RE/H UL ERSREOBIICERA R (5F
:ﬁ%@%@&ww%wﬂwﬁuA) RO B, MBIICHRT % NOAEL 1X 10 mg/kg &
H/HTHHoT=,

FHEEERBROFER, ROIEWVHETRO bR ET, 4 X2V 52 HEEEME
PERRER CHEIC A B 4172 Chol XY TG DI FTh v, NOAEL 1% 1 mgkg {AH/H Th -
77

ﬁmﬁ£§a3i7wﬁﬁzw@mn@&ﬁ 7= 5T Z D NOAEL Z#AR#LE L,
FENAMFRBRITE R SN TN DD, 7V T T R IUIFEN AN Z R ATREME TRV &
HRFENT=Z LD, R EK 100 THRL7= 0.01 mgkg {A#/H% ADI & L CRTT 5
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TEDHEY EE T,

PLENS, 70T T RV ORSMERFEZMIIZ OV T, ADI & L CROMEZEHT %
LMY EE R BD,

ADI 0.01 mg/kg {AH/H

T<EBEEICOWTIL, SRZaHlas R A B F 2 TR AR EORE 217 9 BRICHES 95 2
L &I 5,
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=45 EMA RUBREZEERELRICHITHREABROESHEEFD LR
i)ﬁ - Py MR RS (mg/kg (KEE/H)
# (mg/kg (KE/H) EMA (2017) BiZEEAR
28 HH 0. 30. 60, 600 Hr7e L 60
it (Bl D P ) (REIEIING], FEEEERD
RIRE OOfset By O BB D1
. RapRooZHE, FEgo T
—7 ERLOWY, TR
O FEAMEREI S ()
13 M 0. 20. 40, 400 mETET 20 (LOAEL)
fizt O (B 0 P 5 FHIRRRERA L ()
13 A 0. 2, 4. 8 8 (NOEL) 8
HaE @ (B O $ ) Pz X R L Beh\C L DL
1 A 0. 50. 100, 500 | ##Wr : 50 (LOAEL) | ##hw (s : 50
(BilE O $ ) i, Mafg, A, mIE~ | (LOAEL)
DR A mRARRA
ZHEFENE 100 Bl (BFHERE) : 100
(NOEL) FERRICT, ORI R 546
[FINE Y S ) ], AAE R R M)
REW)  BETET I8 : 50 (LOAEL)
7 Fra i Ceset K O B B )
> (i)
k| 2 R ESH 0. 8. 50. 500 BlEW - 8 (LOAEL) BlEw - 8
(B D P ) 5 SR DO SIENEN | BROOKERS M OFH*]
75, BIRRVENEA, Mo | . FafRooitse K OFEx B
AR P, s SR RO S AENE
BN © 50 (i)
(NOEL) BB DZGHEE : 50
RIS K ONEEAE | RINER B, IREMSE 3R
B L5 & AFREGE (P, F
&) 50 (NOEL) i3]
NSRS &) : 50
IRESIPIH], RO,
ARAGBAZY, ELR /i K OVEERH
M DI
AR 0. 100, 300, FE : 100 (NOEL) | Ry () @ 100
1,000 FEAH ) BEHER ), (RE NS
(SRR 1 ¢ 5 BEI2 2 100 (NOEL) IZEMW) - 100
IR OVRAETRE, 18R | SR E AR
Wy R AN
e O 0. 50. 250, 1,000 | R : 50 RE) (—fikEE) - 50
Y (BilE 1 $ ) FEEH B ) FEEH )
> BEIE 2 50 (LOAEL) IHE - 50 (LOAEL)
% IRV~ | (KEICT, BHAR L OVER
% Fw (G ZEMEME(R R OES
DRA)
EINE P MEMERY (mglkg RE/H)
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;Z (mgfkg PR/ H) EMA (2017) BRGAEES
e @ 0. 10, 25. 250 KEw . e TE 3 RE (—fiE) ;10
(Bl D P ) FAEEME 10 (LOAEL)
% 02 FMEE AR | Chol, PL, TGXT. HiEis
v Witk
X JEIE 10
BT (5 ZAMERER L OY
HER DS
4 58 0. 100, 250, 750 | RETE T 100 (LOAEL)
fadEE O | o&s) Chol, PLAKT (M), &I
B Ze . ()
4 58 0. 20. 40, 100 mETET 20 (LOAEL)
fadEE @ | o&s) Chol (k). TG (i), PL
P () KT
- |13 TR 0. 2, 4, 8 2 (NOEL) 4
Bl G mELTN) Chol X PL DIETF Chol, PLAKXTF (e . FUIR
(R . TGIR T JR Dt R o My OV e B B
() A ()
52 JffH] 0. 1. 2. 4 1 (NOEL) 1
TS G mELTN) Chol X U'PL DX 7% | Chol, TGIKT (i)
()
FESR ADI 0.01 0.01
(mg/kg IRHE/H) NOAEL : 1 NOAEL : 1
UF : 100 SF : 100
FERRY ADI % EARVE R A X 52 WML | A X 52 EHEMEFR AR
ADI (mg/kg 1KE/H) 0.01 0.01
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CRIRE 1 - R 2 FRYIREHT)

(L7 R-Rt 2 AR/ MR b

A 0.57~0.58 Fluralaner dihydroxy sulphate

B 0.79~0.80 Fluralaner hydroxy sulphate

C 0.83~0.85 Dihydroxy fluralaner

D 0.85~0.89 Hydroxy fluralaner ©

E 0.97~0.98 Hydroxy fluralaner ©

F 0.51~0.55 —

G 0.92~0.94 —

H 0.94~0.96 Fluralaner amide

I 1.02~1.03 —

dJ 1.03~1.05 Fluralaner carboxylic acid
TNT TRV 1.00 Fluralaner

a : 74 HPLC 2317 A FExH-ErER
c: &M D KOE 13t Ra s Bt A& 0%,

b : v AZALY MU L AHEE
— : RIFE
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(RIFE 2 - “CAZR TV T T RILOIZRGIE)

HYENRERER TV Oz UC 1% T VT T RV ORESRAIEIL, A Y F U VERO 4
NThsn, S, 4, 18, 19)

K MC HEERONLE
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(Bl 3 - REMEFHD

W Zayi)
ADI — HEIGEFA &
Alb TINT I
ALP TNV TH AT 7 H—F
ALT TI=VT ) NI ART 2 T—8
[=NZIVBELE LN T AT 2 —E (GPT) ]
AST TANRTXET I ) N T AT 2T —E ‘
(=7 NZ I gAY aii 7 27 17— (GOT) ]
AUC S R — IR AR T R
BUN MmHpRFEEFR
ChE a7 I—F
Chol L ATHE—)L
Cl RHI VT T A
Crnax R
GLDH I T e =
EMA RPN B3 o T
Glb A=) I
HPLC EHRIR I v~ N T T 4 —
LC/MS/MS Wik a~ N7T 74—/ %2 7 NEREGHTIE
LDso A
LOAEL e/ N
LYM U L REREL
MRL TR HE(E
MRT SR R ]
NOAEL piiizs= e
NOEL HEHE
OECD R b ) I DRSS
PL U R
R-Rt FESRHRAT IRF IR SRR
Tie TH IR
TAR wepeh () fdrse
TG U7 V&Y R (HEAERD)
Trmax IR e P B R ]
TP R TE
WBC H mEREK
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(BlFK 4 : S5 v MZBIFTBTILT T RILOEEREHE)

FF o—N

\ / OH

\ /'
=
ot |

Ha

o—

—
Fluralaner amide (f@# H) / Fluralaner carboxylic acid ({R## J)

F o—N 0
FF oW — o FF o — i
uM(NH\)LNHA{ cl \ NH NH’@\;LF
| 1 Fro —> . Lo
k% o © OH : o
Cl Cl
Fluralaner Hydroxy fluralaner

(& D KOVE, & Foo 48 1-003)

£ F o _ 0
o “ \ 7 NH%JLNH’@{F
( CH, ©
o S OH

Dihydroxy fluralaner Fluralaner hydroxyl sulphate
() C. & R4 2 -on¥Mdm) (& B, b Fw e BAPIREBALC A V7R BRI

Fluralaner dihydroxy sulphate
(& A, & B SN A V7R BRI

O: b R EOMMMAVBEINAEA (1 T 2 29970 Xidt a3 o émsins
(RVIR BEEDAIN) §54 2 & AMEESNAEM: (1 T 2 5T
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<SE>
XSt v 2 —<y b, IT HiFEEE 707730 IRNEEMEE GEAR)
BASHA 2 —y b BIMEHEE 717731 EMA $EHER}

(administrative data and summary of the dossier) FEAZR)

1.

EMA : European public MRL assessment report (EPMAR), Fluralaner (poultry).

15 February 2017

M St A B — > b,
M St A 2 — > b,
RSt A v — > b,
RSt v — > b,
BERE A v — > b,
RSt A v — > b,
RSt v — > b,

Y S A BN
- RS v F— Ry b
S =y b,

MRSt A 2 — o b

N S-S AV SN

BB v H— o b,
BB v Z—~ o b,
MRS A 2 — o b
MRSt A 2 — o b
MRSt A 2 — o b

- RSt o F—y b,
- Sttt o F—y b,

At A 2 —y b,

S v H =y b
- RS v F— Ry b

At A 2 — b,

- St o F—y B,

MRSt A 2 — o b
MRS A 2 — o b
S v Z—~ o b,

R S-S AV SN
R S-S AV SN

MRSt A 2 — o b
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R S-S AV SN

MRSt A 2 — oy b
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WAERL GERAT)
NHEER 13
AR 14
ERE 17
AR 18
AR 24
AR 25
AR 26
NMEEF 15
AR 16
AR 19
ERE 20
WPER2 GEAFE
&R GEAZE
MHERk s GEnFk
Mgkl 6 GEnk
&R 4 GERTE

~— — — —

INAHERE 39 (FEAR)
TAPEEN40 GEAR)
TAPEEN 41 GEAR)
IR 42 GEAR)
INERE 27 GEAR)
INTERE 28 FEAR)
WA 29 GEAR)
INAHERE 30 (FEAR)
TERE 8 GEAR)
ERE GRAFR)

INHERF 21 GRAR)
IR 22 FRARK)
INHERF 23 FEAK)
IMHERF10 GRARK)
ER 1L GERR)
IHER 12 GRAR)



