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C

FAERERSRAICTHD 707 F %] (CASNo. 864731-61-3) (2O T, IT HIFEEE
EMA §HfizE (EPMAR) 2% U C R IERERES N 2 5206 L 7=,

R AW R BRES , EERE (T v b, U R A XKRUYR), Y ). &
magtk, kst (7> ), atEENE (7 y NROY X)), AistEsEtt (7 PEDY
THX) LOFBEE TH D,

PEINFRI T 2 BB O IR, TR OSHER O N EEIRA (2 nglg) A & 72
HETIZENTIN28 KON 35 BT 52 LD, BOEREENTRD b,

B R OFE R, 71T 7 RV E 7 o8t n e Ex bhi- 2
b, —HEIFFAEE (ADD ZRET 52 LILARETH D &M L7z,

FE AR IS S LTV RV, BRI CRIEORER/EG LA TV Z
&N H AR e ONE M AR CRIPEEIE DI DGR DR -T2 b, 7L
T T RIHIFED ANEZ AT ATREMEI AR & L7,

UYXZ AW RAEREMERBR T, 25 mgkg (RE/H DL GRECIRAEE 72 8 BIRIE O
PIE VBRI R A O (B da, PR M OVBEIEOD B 7o isRE DN 55— ZAHEDOHEMR L Y
HEROEEIER) e i, RIICKT 2 MR (NOAEL) 1% 10 mg/kg A/ H
ThoTz,

FHFERBROFER, 7NV T T RNVOEREIZ L DT/ E8LE LT, IREHICERE L
Mg bFAIE2ZE (Chol, PL XNTG DIXT) . AFHERIENIL, MotdkEnZehafk, Mifa~
7 a7y —Y OEFEEOIFE ORISR EEORBIFEEZ BT ST, A FEEREN C
HELCAhRLNE, BB, A XAROUHX TR, 7 v b EVEROHE CIRERHICREE L
T IMIAA SRR DNGRO HIT= Z e D, VT T RIIVORSEMIZITEERH D L% 2
720 BHBIERWHETRO LN EET, A X &MV 52 e B Tt b
7z Chol X X TG DL TFT&H Y. NOAEL IZ 1 mg/kg KH/H ThH 7=,

R LEFZERBYAERLFEMFRES T, 77 730D ADI OREIZYST--> T
Z D NOAEL ZR#LE U, R AMFERIIFE ST b DD, 7V T T U350
APEZ R RATREMEIR O ST S 72 Z E D, 28K 100 THRL7- 0.01 mg/kg (REE
/H% ADI & U CRRET D Z EANEY & B 1 T,



I. i REBYMAEEROBE

1. A%
T A HUBRERA

2. BRSO —REA
ma . 7T 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-12-ox0-2-[(2,2,2-trifluoroethyl)amino]ethylibenzamide
CAS No. :864731-61-3

4. 9F=R
Cao2H17Cl2F6N30s3

5. #F=E
556.29

6. EER

N

FiC_ O~
c |
o
P
N e,
cl H
CHy O

(1. 2)

7. EABMRMERKR

TNTITHME, A VIV RIEEMTHY . U REEE CLF v 1L (y-
7 X EE (GABA) ZREK DT NVH I UK OT o T=A K& LU TCHIEE
W (7 IRO~F=) O GABA ZHEMRITIER L, MRHila~D Cl o Az fHE L Cif
EOREZG|EEITZLIZLY, FBEZRT, AT T7x0UE AV FH ) v
B8 5 NEDNARBRLEIZ IS < 1 R OBEBEMEER (= FA~—) OEREAY (T
&) THY, RIE (CASNo. 1122022-03-0) KT Sk (CAS No. 1122022-02-9) D 5
b,/ IKOH =K T DR BERZ R T O SR TH S,

EU L, 3B 1OIMREERTH L U 7 E 2088x% B E LI= 7 VT T 3NV EEAT 5

U ARFHIlEN T, JRATE UTEREMWIFE R O NI # ), BRSO R & 72 285
HEFUTOB D72 TRed T %,
2 ke (=3, PRME. V7 ERHCET 54 =



MR RBRERA DELEIRFEIZ LD, BERGE & LT 2017 12 MRL #32E L
72 BT, ZEARLTWS, o, WM TR, REOYEZG@#m &5 7 I D~
X =PRI E L THARRIN TN,
AARTIE, BWAERLE LT, ZVT TRV ERADNG ET 5, Rextg@in s+
% ) O F = OFRRBINAR ST D, B MAEES & L TUIERA S TR0,
AlEl, A R —h LT A AT) HEERR ST ST, BASBKENS 7
VT T RIVOIREHIHE DR E ISR DM ERE N e Sz, (B 1, 3)



I ZEHITRIMEOHBE
AFHIEE T, IT HESEE. EMA FHiiE (EPMAR) 432, 77 7%V 0%

PEICBET B A 2R LTz,
R RMETR, 14C K% 7 LT T 0V DR 8 M WA E S8R A F I E

BIE 1~3 1",

1. EYEEER
(1) EYEEAiR (v b RERS)
7 v b (Wistar &, 9~10 s, KR : 1 271~300 g, #f 171~205 g, HEMES 3
PB) (2 UCHFRR 7 VT T /v T ARFEGRE A5 (8 mg eq/kg RE/H) + 253
BRESRDN FEE ST, & G-BIATE 148 el & TOIR L OFE DN $56 5-5R4A 148 IREft]
BICERIR U7z il e O OFPlise, B, A, R DEIENG M ONERAE) - D&M
DHIE S GRIEEHERA © 0.002 pg eqkg), (M1, 4)

@ N\
B HRD 11% 05 EE DD 28~31%D3 71— A 3)s SR S, HEE S b
Molz, FAAROBEHENEL, Ak, B EFEIENG, B&, S, 2l 4olEizEh-o
720 FFRT OHEHNEHIIR U T T E -T2 (F D), (B 4)

#1 UCHESERZ MW7 700 7 Bk O#&G#2ER (7 ) 12815
BAARROBESHEME (mg eq/kg)

) 2 J3 i3

4=1fiL. 3.7 6.7
JHH g 59.1 (3.78) 91.4 (6.00)
Nk 30.1 (0.33) 48.1 (0.61)
b — (10.8) — (11.4)
iG] 12.5 (—) 14.0 (—)
R RN 52.3 (—) 72.9 (—)
I —H1 A — (22.9) — (30.9)
JR - 3 - PeiR — (53.7) — (39.9)
a8 — (91.5) — (88.8)

| MERESS 3 CORRIA (IR « 38 - Pl 3 GBRAR) N D 144 KifHlf% &£ TO 3 IEORR
{Z!W)fbH) T =V LTe b D, WL KO — 0 A ERRINZ od LR &/ &
L7,

() BEEITHT2EE %) — TRl

@ HEitt
B EBRLA 148 Wil £ Tlo, EED 2~4%DRANUZ, 37~50%7)33 1| ZHEE X
Nz (2, FERPEIEKIIETH-7-, (B 4)

3 KA - PEEs A EL Y BRI Z b,
4 PEBR I R 2 HIE,



#2

UCHEEL 7 VT T )L ORI O&RGERER (T v ) 2B 5
PR OFEFHEIROHERE (%)

Stk e PG BRREE T (R e
" 24 48 72 96 120 144 148 o
7 Jii3 0.48 0.54 0.62 0.68 0.57 0.73 0.08 3.70
7 g 0.15 0.24 0.31 0.30 0.41 0.49 0.09 2.01
. Tk 5.68 7.13 7.98 8.63 9.54 9.44 0.74 49.2
3
il 2.71 3.84 5.11 8.19 7.49 8.70 1.00 37.0
SRR Jii3 0.08 0.07 0.14 0.21 0.17 0.10 0.04 0.83
i 0.07 0.03 0.17 0.28 0.16 0.10 0.04 0.86

a : MEESS 3 IEDORKE 7 — L L= D,

@

P 5-BRhR 148 B2 O N 5-BRARTR 148 FEH £ TORM OZEP O TS

PE2NT A HPLC IZ X W llliE sz (3% 3),

ETOMBTTNT 7 RNVNEEIREWE Th o7, EfElX, MO CTA b
72 65.8mgeqkg Tho7e, HEDRKUFENDITT VT T VDR ST=23, HED
PRE O G S eoTz, (B 4)

#* 3

HRERIZBIT D

WO R 7 V7 7 D T HEHRE O R 538 (T )
Rk, REOFEF 7T T X2VEE (mg eq/kg)
el 2 1k i3
i 2.97 (79.4) 418 (62.6)
JHhek 38.2 (64.6) 65.8 (72.0)
R ik 18.1 (60.1) 35.9 (74.6)
A 10.9 (87.8) 10.7 (76.8)
B JE ARG 41.9 (80.1) 53.7 (73.7)
SR 23.3 (0.6) ND
# 18,900 (14.5) ND

a : WEMESS 3 IEDRkZ 77—V Lizb D (RIS GHIM6 5 144 Bl £ T

D 3 FCDREIRD 7 — /L)
() B ED DL TINT TLOEE (%)
ND : #HE3 GHEEERA : 0.002 pg eq/kg)

7 7 HPLC &kt LC/MS/MS (12 8 0 | ik O 2> 5 i 10 o 7 L
7 7A@ 5 (k1) 2SSz, FHliCid 8 T 6, BTl 6 FitH 71X
AR STz, RPN BIE, HET 35 A 8, MET 26 FUEH YOG MR S

2o FEPOIE, HEREE B I 8 I 10004

5 RRIEZETS,

6 i A~E KNG~
T @ C~E KO G~
8 {3 A~D., F XU H =510,
o @A, B, D, F, HXUI %510,
0 e G B~E, G MO H Zzate, #f : G B~D kUG 25T,

AARH STz,



7 MIBIT L7107 7 VORI E LT,

a. v/Zun7Z==)VE, Vb RaA VY — LB ROV ATMIE O KER %, Wil
A %520 DR

b. N-iLT A% Abtk, 7 X RERTHNR L 70 DI

c. IEHT I RONMAKGIRZ I VR g & 70 DRSS

NEZ b B4, S, 4)

(2) EpEiaesiR (v b, BEE/REES)

@ #BO‘kSHR L
7w b (Wistar &, 7 Hiin, MERER 3 PUIRERD) (27 V7 7 % /v% 28 H [Hssfilfe
N5 (0. 30, 60 X% 600 mgkg AHE/H) 3 2 YEhneaBrs £ Shi-, &5
BRtA A RO H-BR%A 28 H 0% 5-0, 0.5, 2, 4, 8 KN 24 FFfffZIZ Mk ZERH L .
B GR (GG H) 2ERORERGR 58iG 28 H1%) OFMERE T A
— X =N bne (&4,
MAFE PR EE N OSEMENRE R T A — & —%, HEX D MECEDS & < L HEDA LI,
IR (Tye) . AR (MRT) &N AUC~)lE. 24 KO TH B
T I — R R SRR 2R AR N 2 W T2 D R T & o 72, AUC 20 % JEICHE
U7 55t 28 A2 OFRET, B E5MH D 4~6 5 Th o7, (B 5)

F4 T7NT7T7x00 28 HiEkREORGH R (7 ) 12815
FREIHE R T R —H —

HE$ 5 B
b (F5BELGH) (Be5-BRAE 28 H1%) L5 lag
(mg/kg AE/RH) Cumax Tmax AUC@-24 Chmax Tmax AUC@-24 (R1)
(ug/mL) (h) (ug-h/mL) (ug/mL) (h) (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

B AREE B EONEE TER  MEOE (MERER- n=3)
bt (R1) : R1=AUC(0~24, day 29/ AUC(0~24, day 1)

1AL 28 HIAMEEIRS (T v b SMEHRORS) ORI LRIz,
12 HJlElE 4% 24 W £ COBREA Bl EREOBIIE L L CREM T,



Q@ RBEFZSHAER B

7w b (Wistar &, 13 ##n, WEHES 3 IL/RFER) 12707 7 3% 28 HRRE
Feh CEPAZSEA - 6 BFEV/H. 0. 100, 200 1% 1,000 mg/kg KHE/H) 53
BHREGRBANSENE ST, B G-BHAA B RO GG 28 HO#H-0, 0.5, 2, 4, 8 K&
O 24 REZIC MR 28R L, R GRE (B GBiAH) UWROSER G (55
1h 28 HEL) DOIMERE T A —X —RNPHbniz (F£5),

MAFEFPREE K QSR EN R X T A — & — X T & 0 HECIED R < L HEZEDRRD DTz,
Tye. MRT KON AUC-)E, $e5-B%G 28 H 140D 24 B OFPH T S AT — B
M HRR IR 22T JAB 3 22 26D, 1,000 me/kg NEE/ A #e 5 REDMED Ty (51.42
Bit) ZBREEHTEh o7z, (BR6)

#£5 TNTTxN0 28 HuRELEEGRE (v ) 2805
FREIHE R T R —H —

HAl b ¥ G-
B b (Be5-BR4GH) (e 5-BRAG 28 HT%) ZAEL
(mg/kg ARE/H) Crnax Tmax AUC-~29 Crnax Tmax AUC o249 (R1)
(ug/mL) (h) (ug-h/mL) | (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

FE: . RTAE FRE:  HEONEM TE: MO IAME (MERER- n=3)
ZHEE (R1) : R1=AUC(0~24, day 29/ AUC(0~24, day 1)

(3) EpEnassdiR (v b, BEE/REES)
@O BO/GHAER 5
7> & (Wistar %, 7 #iin, MEHES 3 IBER) (27 0T T /0% 13 B HsRHRE
A#5 (0. 20, 40 X% 400 mg/kg K/ H) 3 2FM@hreatBR Fh S hiz, &5
BRAA A ONZ B 5-Bi4E 30, 58 TN 92 HDO#H-0, 0.5, 2, 4, 8 KT 24 Kffil#&(Z i
WREBE L, HEE SR (55 R) 16 OEFKRGR (FG-Bts 28 Af%) DI
WIENRE /T A — X —PRPRBNT- (3K6),
MEPIREE N OSSR ENRE ST A —& —1%, HEX VMECTED R <, HEER A BIL,
Be5-BMG 30 BRI AR GHETHIIEEN O bivle, Tre. MRT0~0X TN AUC (0~

13 AT 28 FIRIEAMHEIRR (7> b, RERE) OBNREE LTRSS,

14 Y 4% 24 W E COBRER BIEHE FRFOBIE & L CREIY THh -,

15 BT 13 MR AR (7 b, REEARS) OOHARRE LTSN,
16 Y 5% 24 W% TOBRER W FRFOBIE & L CRIEMTHh-,

10




X, 24 K% E CORETHLDRITE h oz, (BHT)

#F6 7NT7 730013 HEmHREORGREER (T ) 1285
HRENRE R T R — A —

Be 5B b Crmax Tmax AUC-29 MRTo-29 | &8
EE:S (mg/kg 1RE/A) (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 —
(B ) 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
EME (S n=3) ERELE R1) : R1=AUC(0~24, day 30, 58 or 99/ AU Cl0~24, day 1) — IR TIZEEER L

@ #BO/GRAER Y

7w b (Wistar K. 7 Hn, MEHES 3 VL/RFR) 127V T T %% 13 JERRHIRE
A5 (0. 2, 4 NI 8mgkg AH/H) T o3WERERRNE S, B5ME
HIF N 5346 30, 59 1M 91 HD#EH-0, 0.5, 2, 4, 8 &UF 24 IfffZIZ Ik %
BEL., i GRs (RG8MGH) BROER GREOIYENRE /ST A — & — )3~
binc (&7,

AR N OB EhRE R T A — & —1%, &G H TITa& GHE CHAEIZA D
MIRinoT=m3, F5BR%A 30 H LR CldlE L W T < . B ERECIIMEZEN I E T
o7, 5B 30 HRIZITIWINZERE DGR B v, S L DRIZITHER: STz,
Tiz. MRT(-c) XN AUC-co)ld, 24 FREE DOHEIFH CTHF 5 4V 7 IR — FRrf] el | < B ffe 7
HIAED 72 W= DRI TE 2357208, MRT eopl XTI DB G, PERI K O 5-
HFIZBW T HIFE—E (10.7~12.6 ) TH-o7=, (B S8)

17 AGRBRIE 13 T AN (T v b MERRORS) ORI L LRSIz,
18 HIElE 4% 24 £ COBREA Bl EREOBIE L L CREM T,

11




#F7 T7NT7T7x00 13 HEEEHERREORGEE (T ) IZBT5
HRENRE N T A —H —

e 5-BhAT% b Crmax Tmax AUC-~29 MRTo-29 | 8L
EE (mg/kg 1AE/H) (ug/mL) (h) (ug-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 —
FHBALAR) 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 11.4 4.4
1.28 4 25.4 11.2 3.6
30 4 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
By EOTE, TEE - MEOTE (HERER n=3) — ML

ZHEE (R1) : R1=AUC0-24, day 30, 59 or 90/ AU Cl0~24, day 1)

(4) FEpYEEsiR (V9¥, Bi/RERS)
® #BO‘SHAR D
R % (Himalayan f#, 17~41 #lin, AREE/E, 3 VU (27 VT7 T V%
#THR 6~27 A £ C 22 HsEHIEE DS (0, 50, 250 3% 1,000 mg/kg AEH/H)
LI EhRERER A I S A7, iR 6 H (B 5-BHiG H) KON 27 HO#ES- 0, 0.5, 2,
4, 8 KON 24 Wit REENM D~ & MR 2B L, BRI GIE (B 5-BRkG H/ATHR 6 H) 20
N O e 5 (Fe5-BR4A 22 HEATIR 27 H) OMEIRE T XA —X =BT 5N
7o (3 8),
Tiz. MRT(0~c0 2 ¥ AUC -l &, 24 IFEIOHPH T B AV 7 IR EE — IR ehif 2 B e
IRVHKRAEN T2 W2 BN TE R Tz, (BH9)

19 ARBRIREATER (U, st n&E) OOk s L TERSh,
20 Wlalie G-tk 24 WfH] £ COBNEZ Hilnle GRrO@fe & L TEIZIMTHOII,
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#8 7T TxND 22 ARG O GHER R YR (ZRIT5
HWFNRE T A —H—

[R5 g5
b (P 5-BHAA HR 6 H) (e 5-BRkR 22 BILMTNR 27 H) L
(mg/kg {AE/H) Crnax Trnax AUCo-24 Chmax Trnax AUCo-24 (R1)
(ug/mL) (h) (ug-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

S (n=3) gt R1) : R1=AUC~24, day 20/ AUC(0~24, day 6)

@ #OKREGHER2

YR Y% (Himalayan 7, 28~44 Jfn, AFLPEME, 3 IWHE) IC7 VT TR V%
IR 6 Hvn 27 HEC 22 HRESIFE O &5 (0, 10, 25 XX 250 mg/kg fAH/H)
T o HERERER N I S Tz, dHR 6 B (BESBAMAH) KON 27 HO#E- 0, 0.5,
2. 4, 8 KON 24 W4 I REEM ) O MR A BRI L, BRI GRE (B 5-5RAG H AT 6
H) 2R OERGR B5Bh 22 BHEATR 27 B) ofiEtho o7 730 (F
T E) . RIEKD SR ONCAR#W E OFpie T A—2 —ndlxohn- &
9), F7o, HABRKE TR (R 28 H) I[ZIRIEOMmEAZERE L, mAE-FIREHIE S
7=

R GREOMAER 7L T T 3 VIREIL, SR GHETES 0.5 Rz 5 24
BETEF L, Tmax X 24 B CTH o7, RIEKON SIRCIIIEE —BF# iR~ 1~
7 ANPERE STz, RIEOT 07 7 A WTHEE G OAER GRS HI27
T TRV ERERTH ST, SIROEEIL, 717 73V RIEL VKL, RIK
D 1/2~1/4 Tholz, iz 6 B (BH5EME) K27 B & IR G TREY E
DR S e, BRI GEE, 3 B 1385 0.5~1 %I T S 4, 24 FEfEI#E £
TRED LRGN, WTNOREGRHIBWTH, (8 E otz 7Av7 o
FIVE Y @&,

JRWRMEER D7 VT 7 2 VREIR, KEG5HE bICREMIOITR 27 HO&E 24
RER OIREDIZIZ 12 Th o 7o, BIRMIEF R E ORI, HEWO 1/6~
1/8 Toh-7=, (B 10)

20 AABRIF AR (DY, sl RS) QOEoRERE L THEmS T,
22 Wlalie G-tk 24 WfH] £ COBNEZ Hilnle GRrO@fe & L TEIZIMTHOII,
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®9 7T TxN0 22 ARG ARG R YR (RIS
HFNRE T A —H—

HAl 5. ¥ G-
b (P 5-BHAA HR 6 H) (P 5-BRAA 22 ALMTNR 27 H) Ty iad
(mg/kg KE/H) Chmax Tmax | AUCo~249) Crnax Tmax | AUC@-24 (R1)
(ug/mL) | () | (ug-b/mL) | (ug/mL) (h) | (pg-h/mL)

ST TR 10 0.75 24 114 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

RIE 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

Sk 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

R 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 11.4

S (n=3) gt R1) : R1=AUC0~24, day 20/ AUC(0~24, day 6)

Q@ BEES5HER2

R T Y% (Himalayan f&, 26~59 Hfiin, AFEPEME, 3 VL/EE) (27 VT T X%
IR 6 H7rD 27 HET 22 ARG CEPAZEREH © 6 IRffEl/H . 0. 50, 100 X%
1,000 mg/kg REE/H) 3 2 pEesBrydhi S ni-, MR 6 B (RE5BHER) &
27 HOEH-0, 0.5, 2, 4, 8 KN 24 Witk ik A s L, BEFGR (%5
Bt H TR 6 H) 24 ONERGRE (R G-BAE 22 HRMTR 27 H) omsEho 7
7T (T IR), RIEEO SR E OIRWENEE T A — & — )35~

bz (310),

BRI BREOIMAE 7 V7 7 RVIREEY, SR G TR % 24 £ Tdpo< Y
ERLU, Thax$ 24 B TH -T2, RIELDN SIEIENNIREHY E b RERORE Z 7R~
L7z, W 27 HOREIL, WINOWE HIZTER ORETH o7, k6 H (&
HRtGH) KO 27 BOEERERET, 7T T RVIBEICRT 5 RIKKDY SRR
DHRNZNZ1 0.60~0.79 11 0.23~0.37 TH o7z, EfEIE, WIFNoB5#

IZBWTH IV T 73V KOG E O nE»-To, (B 11)

28 AR AERIERER (DY, BEAdRS) OfoRRe LTSN,
24 Wlalie G-t 24 WH] £ COBNEZ Hilnle G O@ie & L TEIZIMTHOII,
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F10 TNT T FNOD 22 AREEGRER (ERDY%) (BT 5
HWFNRE T A —H —

Hilal# 5 FAg# G
By 5 (Be5-Bh6 H /AR 6 H) (B 5Pkt 22 A #/H 27 1)
(mg/kg {AE/H) Crnax Tmax AUCo~24 Crnax Tmax AUCo~24
(ug/mL) (h) (ug-h/mL) | (ug/mL) (h) (ug-h/mL)
ST SR 50 0.15 24 1.42 0.522 0.5~8 11.02
- X 100 0.34 24 3.32 0.34 0.5~24 6.13
(Z&IE)
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 0.21a 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 22.82
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

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

(5) EYFREsER (1 X, BER/RERKRE)

A X (B —FVFE, 6~8 M Hilin, MEHES 4 IURE) 127V T T 3V & IR D& 53
%, ENENEG IR R O G- 8D F 70 2 3 shieaih GRUR 1~425) 33 S 7=,
B HBRG H RO G T B 2600850, 0.5, 2, 4, 8 KN 24 Rz iRz
L, HEGR (5EER) 27k OGS OFYERE ST A — 2 =)~
7= 11,

HRIEEGREO MBI X, WTNORBRIZBWTHREGEETER G 0.5 RFEEN
D 24 Bt FE T EA U, TmaxlE 24 K TH o7,

AR GO M PR T 5k 1~38 Tl e 5 RE TR G- 0~0.5 R I FRE L,
B A~8 WFfEI% £ CHI XX T Liztk, 24 FFEI#% ¢ EA L7, B4 T, #&
LA (BeGBRtA 171 A#%) KROYETH (F5BtA 52 HE%) oMb 2
B ERECHS 0~1 FFRRIFIC TR L, 4~8 BERITE £ ChI & &K T L=t 24 W
FTER L, WTFhodBicks»Td, & TH (BGHHAZET) OmsEhiRE
IXERER (0 FFf 2 Ete,) TEEARETH Y | 50 Xk 24 BRIk & o7z,
Tmax 13 0 X3 24 B T -7,

M4 Cmax KON AUC-20E, 785 1 KON 2 Clrdish & b I ARG B 2
F i, RBR 3 KON 4 TIIRERMG B I ER A L2, & TH (REHRIA

25 % 11 PORER 1~4 13, FNFNA X &2 FT- 4~13 B s AR (f X, &&OoEE) kO

52 WHFENEMEENERER (f X, EA&%E) O E L THS T,
26 Gk 4 (52 WMILIERS) T, H5BM A L OBGHIRRE T RISIA THREGHHE A b~ 5

77

27 Wlalse G-tk 24 WH] £ COBNEZ Hilnle GrO@ie & L TEIZMTHOII,
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ZEte,) \ITRIRMEDR AR By GRER 3) UKD -7 GABR 4), MRTo~2013,
WFNORBRIZBWTHIRGEAE KO TH (REPHIF 25T & bIeikbGH
DOMERETRIERTH VD | - G-EOHINT & 5ROV IEROZAUITFED Hiv/ed»->
=, (Bl12~15)

K11 N7 7xVORERBEGHAER ([ X) IZB 2FWEE T A —4—

. 1 2 3 4

i (B 12) (MR 13) (BHR 14) (B 15)

B 5HAR

. 4 4 13 52

GAERD)

whE

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

O 8.26~16.2 2.33~5.34 0.32~1.38 0.21~1.01
e 4.63~14.0
/ml, 1~49. 5~42, .39~21.

(pg/mL) 33.1~49.4 16.5~42.4 5.39~21.2 (@51~17.0)

24 24 24 24

Tinax® 0/24
h
) 24 0/24 0/24 ©/24)

115.6~228.6 33.8~83.5 4.89~21.8 3.54~15.1
AUC-24 2 TS 9516
-h/mlL, 619.8~910.7 278.6~722.9 88.3~332.0 : :
(hg-h/mL) (74.7~272.7)
16.0~16.6 15.6~15.8 14.5~15.8 14.1~16.0
MRTo~24)2 19.8~143
h 2~13. .0~13. 1~14. : :
(h) 132~135 13.0~13.7 14.1~14.8 (13.1~14.0)
R1:13.8~29.8
— R1:3.98~585 | R1:6.34~948 | 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: #HRGR (B LKOGHIMETH (FBY OF —X&iPH (024 : 0 X% 24, BTV ERRD,)
b : FHFEL R1 XOR2) : R1=AUCo~24, day t/ AUC0~24, day 1)« R2=Cimax (0~24, day t//Crmax (0~24, day 1)

(day t : 245K T A U3 G-FH A)
() EHHPRA (&5 171 A% o7 —X

(6) FEYEEHAR (v FRUM X, RIERS)
@ BIR
7 v RO 2T VT T 3N ERAER NS U g R 538k 28Clx, 7 v k
TlE, 40 mg/kg AH/H £ CORHETEG% 2~8 FFHLINITIIEE Crax ITEELTZ,
A XTIE, S SN T-mBER E TIIME Crnax ZIRETX T, BE 24 K% 7L
7 T XIVIRED FR e, (BH3)
7 v MO XIZ UC BT VT T Vv ek Db Ul kB e 53 29013, ~7

28 Zw NI, 1. (3)0iER (0~400 mgkg (KH/H, 13MERO&KE), 4 XXM, 1. (5) (1~
750 mg/kg AHE/H, 4~b2 RO E) OB EHEIND,

29 7w MINO. 1. (3)0iER (0~400 mgkg AHE/H, 13 HEERRAESE) . A XXM, 1. (5)Dk
523 (0. 2. 4 I8 mgkg {AHE/H, 13 HREREO#KE) LHEIND,
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/W TRUTEREL, 7 v M TIIK 30 HIZIZ, A X TIEK 90 HAZIZ AR
FARBEIZZE LTe, Wb T 23R < S S 7-iBa € CTld Tie DHEHIXTE
fmn oo TNTT7ME, BIHEREZITH LB b, (BZH3)
@ K
Ty M RO XUTBWT, 7T T RIS OREARE S D = & 23R
bivie, A7 73V OREE LT, Ty b ERBEORERE 2 b, (B 3)

@ Bt

T PRI I T o 7o, PRtERITIS 148 Beflte (7T ARRGABRICER T D%

W5 A %) £TT, 7> b 49%., 4 X 1T% CTh o 7=, JREFIIRERTHY |
HEMRIZT v P RO X EHIZ3.T% THoT-, (ZIR 3)

(7) EEhEsER G5

BN (4 2~Him, A5 968~1,810 g. M)
A#5- (0.25. 0.5 X 1.0 mg/kg A, 40 P UTFHIRNES- (0.5 mg/kg AKHE,

58 ) I 2 FENE
Je TN 12 REREIZAE NS
B GARBRCITREICHR G- 5, 30 X160 4
KON SIRREEDNHE Sz, 7V T 7 FVIRET RIKKON SRR D

RBIOY SR I EhTE
M@@J

BNT A= =" NTHHK 12 LTV13 (2

ENTA—H—% K141,
BERIREE T, RO G L OSRNG0 & HIZ, W io &S
@/EE@jiﬂ STRDIREE LV miroTe, RIKKLDY SIRITEECH
~4 R}, Tueld

(ZTNT T (TR ZaRRE

ERBR N FEh S 47z, SRR DR 5 RER T3k 5 2. 4. 6. 8, 10
1. 2. 3. 5. 7. 10, 14. 18, 21. 28 KX1X35 H#&IZ. RN
AYPRICERIM L, LC-MS/MS |2 L v miEf o RIK

AEFE Enrz,

L IIVT T RILD

BWTH RIK
[T S 40, Tonax 1 2
2~3 HCTholz, TIVTTRILDNIAFTT AT T 0 —1L91%

Tholz, &1, 16)
#£12 RIKOIEYENRE T A — 2 — (BRIFES)
B ha 5 Crmax Tmax AUC (0~ T Co Cl Vz
(mgkg A8 | %K | hgml) | () | (hg-dayml) | (day) | (hg/mL) | (mL/day/kg) | (mL/kg)

0.25 o 168 4 730 1.8 — — —

0.5 BN 310 2 1,230 2.3 — —

0.5 ERIRAN — — 1,340 5.4 537 190 1,490
1.0 o 663 2 2,520 3.0 — — —
Co: FMAELI-WIHIMETERE Cl: 257 V770 R Vz: #&RMBICBITA20ME™  — il
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(8) ZEmEnEsiR G&. 2@i5) @
PRIME (110 An, E 1.10~1.55kg, 55 M, ) (77 7304 7 AT 2

# 13  SEOIYEEE T A —H — (ERINE)
5= 5 Chmax Tmax AUC(0~) T Co Cl Vz
(mgkg A8H) | ¥ | gml) | () | (hg-dayml) | (day) | (ng/ml) | (mL/day/kg) | (mI/ke)
0.25 & 160 4 587 1.6 — — —
0.5 R 289 2 1,020 1.8 — — —
0.5 EHIRAY — — 1,120 5.2 529 227 1,710
1.0 R 639 2 2,110 1.5 — — —
Co: AMBEL7-WIEIMIEFIEE  Cl: 257 V7 T2 Vz: EKRBICBITA0MERE  — 3% %L
£ 14 TIT T HNVOIYENE T A —F — (EIPF)

B b , Crmax AUC(0~) F

(mg/kg AH) B (ng/mL) (ng*day/mL) (%)

0.25 I 326 1,320 —

0.5 & 600 2,250 91

0.5 ERARN — 2,460 —

1.0 & 1,300 4,580 —

F: A FT7_A ST —  — #4720

[BIfR K S- (0.5 mglkg (RE/RIFEY) 32 SYyBIReaBRS i S i, #5-BR4A 6,
9, 12, 24, 36, 48, 72, 120, 168, 174, 177, 180, 192, 204, 216, 240, 288,
336, 432 U504 £ T ik 2 Bm L, A o RIKKR Y SHAJREED LC/MS/MS
IZLVHES N (GR15),

RAIKK O SIRIFHLNIWIN S 4, 554G 36 FFRZIC ST Crax IZEEL T2, D
%, MBEFPREIIIR 2 IS L, 2 [EHG& PRI G4 L0 OIS mie 2
Lz, =F v FA~—OMmFERREX, SEOKTN RIELDENRD > T2y, Wi
NHFEEOHERZ R LT, (1, 17)

#£15 7T 730 7 HIENE 2 RIPOKkESRER BRI 12815
RIKF N SIROFEYFNFE T A — K —

RS RIK Sk
WER % | mkiG4 | PiElhit e | Rekiehigb
Cmax (ng/mL) 167 188 156 167
Tmax (day) 1.5 0.5 1.5 0.5
AUChs¢ (ng*day/mL) 694 1,200 603 947
AUC714 (ng-day/mL) — 868 — 714
Tz (day) 3.6 4.4 3.2 3.8

a: ¥ERE 0~168 It £ T

b : #5.BHIA 168~504 Fii% £ T

c : Fe5-BR5 0~168 it £ T UTHRS-BRLE 168 il 0 b B8 eSS £ T AUC
d : P E-BHLA 168~336 i = T AUC

(9) EWEpResliz (&, 2E%kE) @
BONES (20~24 MM, (A 1.2~1.7 kg, 123, ) ([ UCHEFRT7 LT T V% T

=N
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H [l C 2 [mlgdiilie D ¥ 5 (0.5 mg/kg (RE/R]) 3% HpEhRERAER ) It S e, &%
HB4h 8, 14, 21 KU 35 HARICARER 3 POk (FHlig. Blet. iR & ONEIT
ERE) RIS, FINIEP G, PRl — O TEIE L7 3 P b,
FHBAA 1 BRI O E4% 35 HETEREES iz, (B 1, 18)

D 57 - Hett

FEAE R HOHREIR I 5-BAks 8 Hi% (2 [FI G- 1 HIZ) ([TRmEMEE 72D D
BRICIRW TR, BlE, AR & 2 E. AR OIRICE -7 (3R 16),

RN (RON) IR HREIR L, BEBMG 5 HRIC - HE— 7 fEICEL, D%
BBt 8 Hik (2 [EI%G-1 Hi%) £ CIKF L, #5844 11 B% 2 [EHS 4 Hi%)
(ZAGRBRIZ ISV DI @il LTz, # 580G 5 ALY 10 HIZITERE LT-FIPT
I3, B BUHREO KER IR R bR Sz (& 17),

RPN 51T 17~27%TARO M H S vz,

PEt RS 13, F5-B6% 24 BRI LIPIZ AR 580D 18.9% DR RED R H &
. BEGBIAE 7T HET QERGATET) 12 62.6%3 s (F18), (&
1. 18)

#16 MCHEKZ VT 73/ T HEE 2 [5sliE 0558 (GRINER) 128105
AR PR B RER . (ug eq/kg)

Rk R 54% Bk

(n=3) 1 7 14 28

JHH i 1,390 76 14 1

R ik 948 65 13 1

A 187 16 6 2
HERAf) & F2fg 822 101 58 14

£ 1T UCHEKZ VT 73D T HEE 2 [5giliE 0558 (GRIVER) 128105
ORI R (ug eq/kg)

- HEH 4% B3 BB 5% A8
5 1 3 4 28
2P0 (n=3~12) 623 361 647 715 0.55
IiEE (n=3) 2,140 — 2,070 — —
Y (n=3) 5.78 — 13.9 — —
—JER L

0 $ SR 35 B £ THRIMIOREE LT 7= 3 BOF— 2 DA
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#* 18 UC T VT 7 L ORI G& DYt FHEED

RGBT HEIG . (BRINE)

#elPe 5% B 1 2 3 4 5 6 7 aF
% 18.87 | 14.85 | 10.24 | 7.46 5.29 3.35 2.53 62.6

a : FIEHARE S REHEME R S PR TEGE  (n=3)
@ Kt
7 ¥4 HPLC } O LC/MS/MS 54T & 0 | ki, FBIN SO IHR) 5 31 9 Fl
O s Sz, WO EHZBW T, 74T 7 VN EEREWE
ThoTlz,
BIZBITDINT TRV OREREEE LT, 7y FROA X L RBEORIENE 2
iz GBllRk 4),
FHRR K ORI D7 LT Z RV OPEFEN LC/MS/MS (2L v HlE Sz (EER
Ao 2 pglkg, MRHIBRA 0.458 pglkg) (5519, 20), FREEIBUNEEDIZE A EW T VT
TXNTH Y M TFE RGN 2N D R~ — XTIV T TR E
Z O, &P (12 ) NoEELIHRIF (&) OEREEEFT D7V Z Z 311
DEIEIL74.2 CEHE) +£17.8%Th-7-, (B 1, 18)

#19 UMCHESEZ VT Zxvd 7 ARG 2 BERflRE &G0 B 12175
FFkF 7T 7 2 VRE (uglkg)
okt i 5% AR
(n=3) 1 7 14 28
Jihie 1,030 (74.1) 50.4 (65.0) 8.16 (47.5) <L.0Q (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.0Q (26.9) <L.0Q (21.1)
REAT & e 680 (84.2) 44.8 (43.9) 9.57 (16.1) <L.0Q (4.70)

() BRI LD 2 7V T TR OEE (%) <LOQ : EEIRA (2 pugkg) il

#£20 UCHERT7 VT T2 7 HIENE 2 [FI5RERE O #&531 R BRIIE) 12815
BWINE 7 VT Z RV (uglke)
Akt EAER SRS ek 5% 5% A
(n=2~12) 1 6 8 4 7 14 28
o 97.2 455 294 593 438 27.9 ND
(79.8) (80.8) (82.2) (82.9) (83.2) (72.5) (—)
() : BIFNOREIHEEC 505 7 AT FRAOEG (%) ND : Bt (RIHIRR 0.458 pgike)
— ML

(10) MYBESR G 2EKS5) O
ERUNE (27 MHMn, fAH 1.35~2.18kg. 353, M) (C MCHEERT LT T/ % T H
[EIFRC 2 (3R D85 (0.5 mglkg (RE/E) 32 HBIRERER ) i S A7z, 2 ]

31 @) A~F MOV H~J 25T
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P55 12, 24, 48, 96 KN 168 Hrfiltz (TAEMk (FFlig. B, AR K& OB & BUE)
B ORI 22455 AL 4 P BERIR S VT, SBINE, 15 P> HFG-BAART H 2> S 554G
#%21 HETHRESNZ, Gi1, 19)

@ o

FER S OB OFRRE R REIREE 23 21 12, BRINT ORI REIRE 23K 22 (2
Y

R PR R O REIR B 1T 2 [l G- 12 BFffR I isE & 72 0 . Z DBRIZRBWTIEAT
ik, AEWI & B, BB OB DIRIC m A>Tz,

BT PR IR BB B . 2 [ 5- 24 BFEIR I ZimfE & 72 D)\ £ D% s LT 32,

FHON (42N) TPIRECHRERR 1T, MIEHR G- 6 HRIC—H v — 7 filZiE L2 &IKT
L. 2[5 6 RRRICAGAERICR T D& iEICZE LT,

NN HIE, 28.8%TAR (CFH4fE, #GPH 21.4~33.1%) At hiz, (B 1,

19)
21 UCHEESERZ /T 7@ 7 B 2 BRI OB 5a8R BINE) 1I2BiT 5
HERR N OMEH- B OHTREIR S (ug eq/kg)
v AP AR IR (RERR)
(n=4) 12 24 48 96 168
JiFliek 1,480 1,290 989 583 337
ik 1,090 891 696 411 248
Al 211 171 140 79.5 48.2
REfift & R i 1,120 1,010 772 590 319
ilEkaR 10,000 15,100 10,300 6,910 4,690
#22 MCEERTZ VT T 3D 7 BN 2 BFRERE O&R5R R (BRI 12805
BN BT BEIR . (ug eq/kg)
v wIal 544 Bk AP G4 B
(n=15) 2 6 1 2 6 9 15
2P 214 737 618 648 940 705 200
@ R

7 Y4 HPLC &KUY LC/MS/MS AT L0 #AFSOIERIR 6 312 8 T
# (R B~E. G~J) M s, WTFhoREHIBWTEH 71T 7 LR
FHEERREWE Ch ol WD 55, e, Blgk O A T J 23, IENifs
TRETIIE T O 23, BIFCIERHE#Y E 25, FEREW Ch o7, (%R
LT, v b, A4 XL EROEHDRER & FEROREENE 2 itz (Blfk4),

FERR M OFBERT R D7 VT T ROVIEEER, LC/MS/MS (EERA : 2 pglkg) THIE
S (23 KON 24), BEBEEDIZEAENTNT T XN THY . Ml EERAL

82 JH+ DT —F DEEIIKRE 3o T2y, BB BANVD 727 T e O AT AT o 72 o T,
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TN D R~ — X TNV T TV EEZ BT, 16 P EEL
T-5500 (28N) ORISR ED D 7T T %L OEIRIX 79.6 CEXIE) +22.4%
Thole, (B 1, 19)

3223 UCHEER7 VT 73D 7 BIEE 2 BRI 055888 ERINE) 1[ZBiT5
R 7 LT 7 2 VRE (uglkg)
v Bk Gz (RF)
(n=4) 12 24 48 96 168
JHhek 953 (63.7) 924 (71.6) 680 (68.7) 382 (66.0) 250 (78.3)
ik 695 (63.2) 626 (71.2) 504 (71.0) 252 (61.7) 148 (59.6)
A 175 (82.7) 140 (81.9) 109 (77.9) 56.9 (71.8) 37 (74.2)
RIAfT & R | 987 (87.3) 891 (87.9) 623 (81.0) 516 (86.7) 185 (58.2)

() MR ORI D 2 7 VT T3 0ElE (%)

724 UCESRZ VT 7 3vd 7 BIAGE 2 BIEREHRE OB 5388 RIS 1815
BINF 707 7 RVEE (uglkg)
Akt WIEE 5% B3k B 545 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)

() : BINT ORI D2 7V T T2 OEE (%)

(11) MmIFR RO FEEE
T EROBOMEEEZ AWT IV T T VDMBES X7 B L OFRSEHEPTARE
e (F25),
WO B FE K OMISE PRSI WWChH, 70T T Rl v R 7 S
T 99.90%LL ETH o7z, ARBRO MAEPIREEFM T, 2 7B & DOREE IS
FFMEEERED HR-T=, (B 1, 20)

F 25 TNTTHNOMIES N THREER (FF FROHE) (%)

& M3ER 7 F Z FVERINEE  (ng/mL)
MR HRTIR 750 2,500 5,000
T4 99.95+0.015 99.96+0.014 99.9620.014
F 99.90=20.047 99.94-0.021 99.91:£0.019
5 99.95+0.031 99.97-£0.005 99.96--0.009
FEIE+SD

B, IVTITxUE. KA XOMmEEY o8 L b EEICHES L, AR
1359 100% T -7-, (M 3)

(12) BIEEWIZHIT 5K
Z v by A XROGRIZ UC BT VT T 2NV E U= EREFERIZ BV T,
NH OO T 1 7 7 A PR RBO bz, 7T 733U, ZiHD
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PO TOMEE CHEFREWE Ch o7z, A XTI, FEREWORE J 25
O, HWOGIRHE SNcETORBMFR bR Sz, 7y MZBWThA X &
[FRRIC T ORI S ARG I 132 b D2t S e, (BI3)

2. REHER
(1) ZEBHER (B, @FEORs)

FRUPEE (155 Hifin, A 1.16~1.6kg. 18P, M) (77T %% 7 BRI T 2
[El5RERE O 5 (0.5 mglkg RHEE/A]) 3 2 FRRRER 2 I S 7=, IR S- 1,
7. 8, 14, 21, 28, 35, 42 K1V 49 HRZRIZEPINHEE L, FHH ISR 2 P8
B LT, B0 (290 KOO 7T Z 32 VRN LC/MS/MS (2 & 0 J|IE S iz

(EERA : 2nglg) (3226, 27),

FAREPIRE L, 2 COMBET2 B E 1 BEICREMEE 720 . g ORE KD
molz, TORIKT L, 2 [BE 35 HZITIEATOME CEERAAN & 72 o7z,

TINFREIIRIE X, PElEES- 7 Bt s 2 5% 7T BETIRE—ETh o7, £
DOHBRIKT L, 2 E#E 28 HZICEERAANW & 2o7-, (B 1, 21)

26 7T T7x0DT AN 2 B GRER RO (ICBT 5

HFkh 7 L7 X VEE (nglg)

vl B 54k AR

(n=2) 1 7 14 21 28 35 42
1,120 98 11 6 2 <L.0Q <1.0Q
Jlek 909 36.8 10.9 <L.0Q <L.0Q <L.0Q <L0Q
1,320 159 114 11.2 4.1 <L0Q <1.0Q
665 54 7 4 1 <L.0Q <L.0Q
R ek 595 21.6 6.1 <LOQ <LOQ <LOQ <LOQ
735 86.8 7.0 7.7 2.2 <L0Q <L.0Q
128 12 <L.0Q <L.0Q <L.0Q <L.0Q <L.0Q
A 109 3.8 <LOQ <LOQ <LOQ <LOQ <L0Q
148 20.2 <L.0Q <L.0Q <L.0Q <L.0Q <L.0Q
C 645 36 7 3 1 <L.0Q <L.0Q
Hag%% 609 11.1 5.6 <L0Q | <LOQ | <LOQ <LOQ
680 61.3 8.0 6.6 2.3 <L.0Q <L.0Q
249 19 3 1 <LOQ <LOQ <L.0Q
'8 229 6.6 2.2 <L0Q <LOQ <LOQ <LOQ
270 32.4 3.1 2.9 <L.0Q <L.0Q <L.0Q
BB EE (<LOQ & 0 & LCHH) TEE  EBEME  <LOQ : TEESN Q2nglg) A
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F27T TNT T T ARG 2 BlEGRER R (2B 5

I 7 7 2VRE (nglg)

Stk FlE e 54% B EL Bt 5% AL

1 7 1 7 14 21 28 35 42
420 <LOQ | 407 328 435 41.3 71 | <LOQ | <LOQ | <LOQ
TRIAEL 9 7 2 4 7 6 7 7 4

<LOQ : EERMR (2nglg) A

(2) REHER (B, ks @

PROFES (6.9 A, {AE 1.4~1.8kg, 7PEES, M) (27T T V% 7 HIENE

T2 [EfOKE S (0.5 mglkg RE/IMHY) 92788 Eh S iz, Mk o7 v

7 7 FRVIREEIY LC/MS/MS I L W HIE STz (3 28),
FHARTP RS, R TOMMT 2 EHRE 1 %ISR bE < . ZOBIZIBUW TR,

NEMGfT & F2Rg . Bl O AR ONEIZ @A - 7=, MRRTEEX, WIhofikiciksun

HIREBEIEAI AN T LT, (B 1, 22)

FHRRR 7 LT T R LIEEE (nglg)

#28 TNTTHOT HiENE 2 BIFOKEGRER RIS 2B 5

ENa] s 54% R
(n=7) 1 2 4 7 10
P 1,300+ 342 1,000+231 695+ 108 378+125 188+80.1
907~1,960 704~1,350 584~846 259~621 133~349
p— 841+193 661+169 449+78.6 243+74.5 130+60.0
582~1,200 502~1,010 359~564 160~380 83.7~254
P 108+25.2 84.7+19.8 59.4+10.8 39.8+8.19 21.4+8.80
R 75.6~152 57.9~114 48.9~176.2 29.3~49.7 16.3~40.4
i) 1,280+205 985+217 695251 333915 198+103
ERE 978~1,530 804~1,340 402~1,040 219~508 122~418

B SERfEESD
TEERS : & 30 ng/g. "Bl 20 ng/g. 754 5 nglg, HENAFTE F2f& 40 nglg

TB - #ib

(3) KEBHER (B, ks @
% (161 Hifin, AHE : [ 1.66~2.1Tkg, M 1.36~1.71kg, MEMER 4 PUFER) (27
VT T 37 T AT 2 [FIf0k#ES- (0.5 mglkg (AE/EFY) 9578 RER) Ehi
SNz, MO 7T T VRN LOMS/MS I X WillES U (3£29),
FHARTP R, R TOMMT 2 EHRE 1 BRI bE < . ZOBIZIBW TR,
NEMGfT & F2Rg . Bl O AR ONEIZ A>T, MRETEEX, WIhofikicisun
& [FEROIR TR THREEIHITIR T U7, e, Bl O R ORI, M 2 0 7k
Tanole, (B, 23)
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#3229 7T 73007 BN 2 BEOKEGRER (BINE) 1[ZBIT5
k7 L7 7 X VBE  (nglg)

- e 5% B

A 1 2 4 7 10
1,7401+281 1,280+345 1,010+=449 572+251 276153
Jihiek 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 5571155 348+111 148+77.5
e 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 78.21+34.3 35.56£21.1
i 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
e 1,190+ 381 746+ 256 607176 401122 1681149
gﬂif‘% 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

B HHEESD (n=8)

B EOTEREHEDH (n=4)

TEERS « Flig 30 nglg. B 20 ng/g. K 5 nglg. ABMIf & & 40 ng/g

(4) ZBHER B, kigE) @

FE MEORIE D (n=4)

RO (6.2 > Hifn, KHE : 1.4~1.7kg, 15H, M) IZ7VT TV T HERET

2 [Efk#EE- (0.5 mglkg AREE/EFAY)  AFRER T S -, BN (20F) &
D7 INT T xIVERE X, LC/MS/MS IZ X v lllEsn7 (3 30),

Ve 5% 3 HE TETOMIKCEERARNM CTH -7, Plafes 7 HZRIC—HY

— I LIZRIET L, 2 A5 7 HIRICARRBRICR T D EcmEfiisE Lz, 2 B%kS-
13 H#&IZ, £ TOMKTERRMARm L 72o72, (B 1, 24)

30 77 T7x0 07 HEWR 2 BIFUKkKSRER ERIIE) 1285
IR 7 VT Z VIR (nglg)

EfE £ SDa HEMEOHP | LOQ LA DR ALy HIE R A
1 <LOQ <LOQ 0/15
PR G% A% | 4 435+28.6 <L.OQ~455 2/14
7 610+89.3 <L.OQ~763 11/12
2 546+113 412~1707 11/11
4 7044119 490~900 15/15
R G% A | T 828+133 637~1,070 13/13
10 529-+94.9 <L.0Q~671 12/13
13 <LOQ <LOQ 0/15

<LOQ : EEREF (400 nglg) A

(5) BREY—H—
UC Kk 7 7 7 v e W O R B R IC W T Rk R OSB3
BIRHEWEII T VT T 3 Th Tz, ML OHINT OWT I R IUHEIC 50 %
TIT THRNVDOEEITIRE <, MER R ZE L TR —E (70~80%) Th-o7cZ &

a : <LOQ DAz ErEFH
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NG, TIVT T RN I~ — I —ThDH EEZ LI, (1, 3, 18, 19)

3. ElEMAR
TNT 7 RNOEIEEERRO S S e (31, (B 1, 3, 25~28)
# 31 7T T xNOE LR R R
X5y FRAcE H VI JiEE=S i
Salmonella typhimurium
TRImZeIR A R 33255%’1}2(1)537 3. 10, 33. 100, 333. 1,000, an
7;;%5@ > N a i =
(1, 3. 25) Eecherichin coli WP 2,500, 5,000 pg/plater (+S9)
uvrA (pKM101)
1.25. 2.5, 5.0, 10.0. 20.0.
22.5 ug/mL (—S9, 4 FFHELLER)
i |EIETIRRESGR |~ v A ) 74—l 5.0, 100, 20.0, 40.0, 45.0, o
" (ZH 1, 3, 26) | (Lb6178Y/Tk*") 50.0 pg/mL (+S9, 4 W) | ™=
viero 5.0. 10.0. 20.0. 30.0. 40.0
pg/mL (—S9, 24 FERGLLED)
10.7~57.1 pg/mLp
(=89, 4 KFRINLER)
et R B H AR N 10~57.1 pg/mL n
(B 1. 3, 27) | © RoAARY >R (—S9. 22 HfLEE) =i
3.5~20 pg/mL
(—S9, 46 FfiLE)
in /IR R ~ U A 500. 1,000, 2,000 mg/kg A i
vivo | (B 1, 3, 28) (NMRI) (R O 5 -

a : 333 pg/mL LA EOPREETIREMTH b @ 32.7 pg/mL UL EOYREE CULEATH

7»? 7 V% A2 in vitro DIEIFZIESRIZ FLGRER, TR 1 28R BLaRBR K Otk
T BRI N 1n vivo O/MEGRBRIZEB WO TRRMEORERME BTz,

L/U:U) Enn, BN ERESEAEILEMRESIZ. 7V T T R UTITER

T & o THBE & 7 A8 ImmtE TV e B 2 T,

. REEEHER

T VT T VORI Xz (R 32), (R 1, 3. 29. 30)

# 32 7T T RO R
Bk | pe) 2 AR (mg}lfg’j;@ Ean)
#E | et s 00 | e e s
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5. BERMSHAR
(1) 28 BEIERMEMRER (T v b, EFEORE)

Z v b (Wistar &, 7 #lin, WEGER 5 PURE) (27T T V% 28 H [E5RHIRE O #
5. (0, 30, 60 Xi% 600 mgkg AH/H) % aMmtEaiRn S si (£ 33),

BRI I, BEICRRT D THIIA BN T,

—IRRE, BASERY, B2, IRRE. BEEY. REEL IR TIX, #5285
BBNTED LR T,

SRERA R RORMAS TlIE, XREE A2 S T2 CORE TR DRI LN A BT, HElA
{EDFREE K OV N A /N — AT GRER TR 0 | RHHREE CIXPINRE PHICBRE L T
FAERIHIT=DITRT U, FERETIEZ Z AU 2 T PAIRE FH B OV N H R L R BE )
HHEEOWNE AMEDIEI LA HiT=25, 60 mglkg A/ H UL FREGRETAHA LN
AT RUZEH S FHEABMEZ R L TUWVARNZ &b, BeRE ST A EKE
PRSI A IR W ST L=, (B 1, 5)

600 mg/kg AREE/ H B GREOMEMECIRERININS], BEEERCD . BIE Ot & OFExT
HaEOBEIN, MROZEN. gD T T—7 BRI OWVEEN A LN Z En D, B
LT ELEMERLEMHE ST, AR NOAEL % 60 mg/kg A=/ H#54#

ERRE LT,
7% 33 28 HiHHEMESERER (7 v ) 1ZBIT 53T A
B b
(mg/kg IREE/H) i it
- PREHIEE], FBET R - (REEHGINPNH], FEET S
- BUN, TP O, ALT ®_L&- - BB Oft S OE X &
« BIIRBF Offset K OFH BB OB, s | o#an
600 DRt K QX E E O - MR DO ZEHE, oo FE—
MR O ZEkE MmO T e —47 BRI | & R
Do BB OOE AMEZERIER | - Ao OE AR
- IR OYE AMERERAE
60 LL T FEFT R L AT R L

(2) 28 BHEIFEARMEMHER (v b BERE) <SFEHY>
7w b (Wistar &, 13 #fin, MEER 5 DL/ED) (27 VT 7 3% 28 H R B
C-PAZERA : 6 BEfI/H, 0. 100, 200 XiL 1,000 mg/kg AE/H) 3 5 di2MEdEE
BRSNS S ATz,
A I 1,000 mg/kg (AE/HEGEECHRTH] M1 6 AN, —iK
RIS AN Do T2z, BBRE TR G XA TIT W B X T,
—fekRE, WM ORI ERIEE, RE, BERE, IR, RBIEE, R,
MIEFARE N O T, REIC X 2RO bah-o T,
MARAAFHIRATIEL, 1,000 mgkg KR/ H & 5HOHET ALT © EFXTG O
KTFNHBIT,

B REFGIZEVFEREINTND Z b, ZEERE LT,
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JREAARR AR CIE, SRR E ST CORECITFHIIRDOIEIHM LR B T=, B
LD/ NEE G A /R — AT GREE] TR > T, R EREOMERECPIARE P, 200
mg/kg AT/ H LL EF 588 CPANR)E P/ INEE R T LR EE D AR RAb 23 2 B4, 1,000
mg/kg K/ A GREOMETIZTEE OO T AMDIENHE (1 #) BArbhi-, (SR
1. 6)

(3) 13 EAMFEIMEEHER (T vk @BHEOKRSs) O

7 v b (Wistar &, 78 ifs, MEHELS 10 IR (270 T T /0% 13 B EGRHHE 0%
5. (0, 20, 40 X% 400 mg/kg {AH/H) 7 2% diatEEERER i S (3% 34),

e EIl eI A et SN ISP T A 11 [ T NSV g WA vl it

—fREE, BER), B, KE, IRRA, BIERP L OREE T, #5I2XkD
HANIERD b o T,

JRPIAHAR AR CIE. 40 mg/kg AHE/H UL R GREOME i~ 07 7 —2 0
EIEDHA BT, 40 mglkg R/ H LL R GHECIIICRIEMIRZE D A B AV 08, fifife
VENIZEIIN A N2 L n, BBRE DITRETHEOEEIC L b0 EE X (B
1. 7)., MiTHoNEINSDOFTRIZONT, BT BB EK P
T2IE, 40 mglkg KE/H B GHECTHA BAVZAT AUITERER R S O, 400 mg/kg {KE/H
CTHOLNIZFTRITR GIC L DL E X T,

EMA 1%, AR ERD NOEL |IFXETE o7z LT 5, (B 3)

BN ZEZESEHERLEIEES T, SR GEEOMEECHIR OB L 2
L=z Enh, AiRBRO LOAEL % 20 mg/kg KE/H &5%E L=,

7% 34 13 B SMERFERER (T v b)) 2B 53T A
Bh&E
(mg/kg {KE/H) e 8

- TP, Alb KT - FEET R

- MR R OFERI E &R | - CLIET

o /NEEFULPERFHIIAE R, B~ |+ B OO MERT M OVHH 8

400 sa 7y —YOERE MIROZE | BHIN, BRI O B

s i

- i~ 7 v T — U O, W
JIRODZEHE

o /NEE R PR AR K

- FANRE PRI AR IR L

40 LIk
20 LAk

» /N MR RaR R b 34

(4) B EMEAMSEEHR (v b, BEROKRSE) @
Z v b (Wistar 5&. 7 85, MERER 10 VTR BREE, MERES: 5 DL/[efEaBREE) 1T
7VT T A 13 ARG OG0, 2. 4 XX 8mgkeg KE/H) T %A

3 BT TIE, I NER D2 L & FEE S LTV D23, PliRRERIC IV T Oil Red YealZ K JlEN
WEZMED ZLPHERS WD), I NEROHIENIEE Lz,
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PR 353 i STz, 7Rds, [EHE BRI S 5% 4 MR G- ORI IR 23T 7o,

BRI B AR T D ST BI LA B AR o 7 36,

—fCRAE, BISES, $87), RE, BEE, IRMRE, BEES, RERE, iR
., MIRA LR, DRas i, TR OYRBBHRR PO Tl BEGIC L B
TR bR o Tz, (B, 8)

EMA %, Ao NOEL % 8 mg/kg KH/H L& E LT\ 5, (B 3)

RNWEEEESIAEEGEMRESE. WINoRGHTHREIC L D HENR
D BRI ED . AiRERO NOAEL % i@ D 8 mglkg KE/H &% E
L7

(5) 4EEEAMSHRAR (X, OKE) O

A X (B =7 VHE, 6.5~8 M Hilin, MEMES 4 DWRE) (27 VT 73V % 4 AR O #&
5. (0, 100, 250 X% 750 mg/kg {RE/H) ¥ % diaMEEEtalinn & < - (38 35),

bl R AT A e 1l S NSV e WAy e

—fetkRE, RE, IRMRAE, OER, MR, RIRE., MR AR M OS5 iR
TIIRGICL TR D b oTz, (B, 12)

EMA (%, & 5HECHREICI2ZENRO LN Lh, AR NOEL 133%
ETE Mol LTND, (BIR3)

RIWEERESTW R EEK G EMTIR L, & 5REOMERET Chol XY PL OIX T
A ONZHE CRIE BRI B by A Bt Z e s . AR LOAEL % 100
mg/kg RHE/H LERE LT,

# 35 4 BMIAMENRER (f X) ([ZBIT 5 EMEATA

LET
(mg/kg {KE/H) e .
750 - GLDH L5 - BB Rkt R Ok E RN
- {BAH R - HVEEPEZE
SHULLGR D OISR | o,
250 LI |- AR EE BN i onsou S
g - BB BRI 2 L
\ » Chol, PLIKT
100 LA E ROl Chol, PL{XTF

(6) 4 EMHEAMEEHR (X, £OKkE) @
A X (B =27 )V, 7.5~8 /Hlin, MERES 4 VDUEE) (27 VT T 1)V % 4 BRR O #E
5. (0. 20, 40 X0 100 mg/kg AE/H) 3 2 diaka bR 3703 i S iz, 2tk

3% 13 AEfHSarERERER (T v b, iEfRO&RS) OTNOEL BMELR0-oT-7=8, Bz
it <47,

36 (B FRBREE X HE IR T E TR LT,

37 4 BT AR (X, BO&E) OTNOAEL MS b2 h o 7-720, BN EiE S
77
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AT R &% 36 |27,

PRI PSR TR I A B o T,

—fekRE, IRFRAT, ORI, PERTFRIRA., R QMR AR I3 5 lC &
HEABITERD Lo T,

MEAE LTI TlX, RGO T Chol, PL XX TG DX FAA LI,

40 mg/kg ARHE/H % G-EEOMELE TZER R B2 7 ¢ 77U AR 22 BT
23, BT ROMRA CIE, SO RISHIST DT RA S ., BEITERT 22k
HONIR T, (B, 13)

EMA (%, &5 CTHREICIDHENRO L2 LD, Akl NOEL 133%
ETERpolz LTS, (B 3)

BN ZERESIAEERLEMRESIL, 20 mgkg R/ A L& GREOMERET
Chol. TG XX PL DIKFRA BT &b, AiliRd LOAEL % 20 mg/kg A5/ H
ERRE LT, 7ok, FIRT, RINZAR ST Off MBI ONZ RIS RR Ot K OFEx
HEOKTRALNZN, ARBRIIBEI OB 2 TN D Z e hh, BEIC
L DRETII I S LT,

36 4 WEHEERERER (1 X) (2B ST A

G
(mg/kg (KE/H) " e
ARAERDRD, KT, | R (REBCIR, (R E
100 TS il

- GLDH #/n

RO O | e oottt o Otk T
0LE PLIET TG F
20 VI + Chol, TGIKT + Chol, PL{XT

(7) 13EMEEIEEEHAR (1 X, BOKkE)

A X (B—2VHE, 6~6.570>Hiin, MRS 4 IURE) (27T 730 % 13 RN
Beh (0, 2, 4 X 8mglkg AE/H) T i attmiRBnFEZEIn- (& 37),

AR CFETHI I D e o T, —iRRE, (KE, BiE, IR, s
AORRES, JRARES M NI AR IR 5 & D 5B IR B /e o T,

TSR EE &, IR M OYR B AR ClIR G SR 2 2 bid A bR ino 7z,

(B 1, 14)

EMA (%, A#BR NOEL % 2 mg/kg K#E/H LHELTW5, (B 3)

BN ZERESTHAERLEMRESIL. 8 mgke KR/ H BGHEOMERET Chol
Je Y PL A R OV C HRAROME B 2 M OB OBINIIA A B 2 &
5. AR NOAEL % 4 mglkg AHE/H LRE LT,
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37 13 B AMEEEE (f X) 2RI 52 BT R

Ty
(mglkg 1K3%/A) e .

- Chol, PLKT

8 * Chol, PLIKTF - HRR G offset e O
X B AN
40T T AR L - wEATRAR L

6. BUSEHRUFEI AR

(1) 52 EfEHEERAR (1 X, #Oks)
A X (BE—27 N, 6~T7 Ak, MEES 4 VLR (2707 F v 52 R D&%
5. (0, 1, 2 ¥ 4 mgkg RE/H) T 2@ MmHER) FiE S (3K 38).,
AR IR TR A DR o T2,
—fIRRE, REE, HBEERE, IRA. MRRTFAIRRA, JRIRA, MEFrIRa, s
T, TR M OV BRI I 512 X DT Do 7=, (B 1,15)
EMA (%, A5 NOEL % 1 mgkg K&E/H LHELTW5, (B 3)
R eZ BB AERGEMFRESX. 2 mgke (KF/HORET Chol XU TG
DI FRHRONTZZ &b, ARERO NOAEL % 1 mg/kg K&/ H &5%E L7,

# 38 b2 MAMMEMEEM R (1 X) (2RI 3T A

BB
(mg/kg FKTE/H) K i
2L E -Chol. TGIEF | .
| BT L P L

(2) FELSAMERER

INT T XML, ETOERFHER TRIEOR NGO TWD Z &, WONTHE
MR R ORI W CRIFEEMEDIRZE DT BRI T Z &M D, FN
AAERRBRI LTS S 72 o T2,

EMA /L. 7T 7RI P ATV S LTS, (B 1, 3)

B EEEESEAERLGMRESIL. 7T T R OF AMRRBRI T E M &
ALTWRWD, BfEEsEMRRDEMETh 2 2 & WMl L ONE MR
BRI\ TRIFEIEDINZ K Odias DISFEFEDOREDNRO LR To 2 2 inb, 70
T T RIIFED A 7R3 AT REMEL ARy &l L7z,

7. EhERESMAR
(1) 1 HERZERER (T v b &FEORSE)
7 v & (Wistar &, 8 Hn, MERES 24 VT/RE) ([T VT T 0L 38 il 0 #5- (0,
50, 100 X% 500 mg/kg KE/H) 92 1 HARBSERRER 520G S 47z, HE~DORBGI,

38 ARG © 0.5%7R YV L— | 80 & 0.5% CMC
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AECUEFIIRT (70 BRE) . ASECHARE] (oK 21 HIED . AR (21 B M OVEE S
M (21 Aff) Z@ U TEMS NIz, HE~OFEITRES OWI 258 U CRERCFE M S
7o WEIIRZ 21 AIC, RESMEOR ST T S 7z (3 39),

BlEW I, BEITERT 2 CHNEA DT, —BIRIBICEG1C X 25280 358
HAIVIEo T,

RIRATEN, ZHRR L OYERIARIC B 5 L D BIERD Do To, HIRREEORs
TR TIX, FE T OEERE L ORI NI T EU B 51T K 228 3508 /e o
770

BEMW ORESH FRIRRA ClL, RGO Cfill~ 27 0 77—V OEFE KLY
R K — S NEN R D D 72 DRRAE R DIV, BihZERE S AEIE N,
BPRASIE, 26 OFT RO EEE K O BN A Do 72 2 & o
5 100 mg/kg AH/H LA T OEGHETH SV IRZ X FEEAT L CIE 2V &l Lz,
HERE DI, 2R GREOBEMW) O RIEMEIRZE R HAVTZH3, FliaENIZ 543 7
DN D, HETFEOMBICL D LD EE X T, HIEIRE ~ OB IHERE L &
(IR DI T2, JREROFFR AR T, R0, FEEIMNE, JoRIIE &L O
RO¥z, 500 mglkg REE/ H BEG1E L cHHREEO I CRER A B 2234 H AL h
o7,

EM ORI L ORI G-I K D ENTRRD b o T, % 1 HOKE
. &G CREECThH -2, (B 1, 31)

EMA 1%, F/NA&ED 50 mglkg K5/ H & GEEOBEMW) TR, M, Wk ORI
ICEMERENTRD b= 2 L, AR LOAEL % 50 mg/kg AH/H &% E L
7eo —J7. 500 mg/kg AT/ HHGHETEHERFEOR T L OMIGERED FFIZ I > TFEIE
WRE DWW 3B T3, 100 mglkg AHE/HULTORHETIZZ D L 9 2 KiTED 6
Nighol=Z Lok, BHEICKT 2 NOAEL % 100 mg/kg KE/H EfRE LTV 5,
P GO B THIIR O RO L ORI Y > SRR OZERE D Hivic 2 &
NE, TREWITHT 5 NOAEL (35 E TE o7& LTS, (BH3)

RIWEEEESIY AR EMRES X, &R 5REOBEW O TR
Wb BT Z s | BlEW) O—iE: 2B % LOAEL % 50 mg/kg {KH/H &
BE LTz, 500 mglkg {AH/ H 5 5-HEOBEM) OMETHREIRBOM TR, MIRINEED F
FHAE WA M OETR B O MER R A BT 2 Eonh, BHHIZES3 2% NOAEL % 100
mg/kg KE/HFEGREERE LT, T2, 2580 BB OO fa iR Tt & OFEXT
HEODHA LN LG, HEMIZxT 5 LOAEL % 50 mg/kg {KH/H &5%E L
7=
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#39 1B (T v b)) (B 5EMET A

BB B -
(mgfkg A5/ H) 1 i S
TR B ORI |- BRI D (AT Ip] |- SEC AN (e,
S, RN |- B ARSI T FSRIR | 6 MR 16 )
ORIRHR RN, P | S5 L B AR |- BERLSRAE T
AR fei IR (R, Sy 7
500 - JifpZE 2 - MRS R OFERT BN | A D)
I, TR OWIROHERS | - WA B R B
RO k) WL ()
AN HCETIEA, R
« B
R DR O R | - A BRI Jal )+ | - WO OB R 5 O
oop | SR, WS | HTE R ()
RS IR, W | Lk W) oSSR A
DREE R (i)
SOLIL |- FEAIRISTAIL « FEARREL  BROEA R OB
L ()

a fiild~ 7 v 77— OEF R O%E 3 — ifild & 1EN )
b ZH# 31 TlE “alveolar bronchialisation” & Ftd ST 5,

(2) 2 HREGEHER (v b, BHEEOKRS)
Z v b (Wistar &, 8 #fn, P AL : MEHER 24 DL/RE, Fy AR MERER- 24 DL/EE)

(27T T30 9% @filRk NS (0, 8, 50 X% 500 mgkg AH/H) 4% 2 HHAE
FHARBR N SN S ALT-, ME~OF GIE, AECRTHAM (70 B ) | 2B R 14 HRE) .
IHRGIR (921 HIS) MOWHERR (21 ) 2@ U TEESN-, BT
YOI A B U ClRBRCSE R S v, FiE, Motz 21 BIC, BEIMEORIC,
Fo ARVEENY) (HEMES: 24 DL/EE) 13000014 21 HIZSES 7z (3R 40),

BEMWClE. P MROMEE &R SRR T DI T A Lo T2,

BERW O—RREIL, P HARTIIRGIZ X DB e o Tz,

RIRATE), ShEER, ZZBCRTIE], AR R OVEIRRICIE, P HARLOF RS S
[C BT LD BITRRD e h o 1o, FIRREOR TRAETIE, Wi e HITH O
SEHTRE M OTZREIT NS F U TR BT L D BT3RO b o T,

AR, REW I, R (F RO Fo fibfR) o—feiRiBIc B 5l L 552
BIFRD BRI 7o, PRI, AR & SIS XD ENIRRO Lo 7z,

F7o, WEWTIL, 500 mg/kg REH/HFEGHED Fr AT TR S BE & OYERR A i
FENRIR BT, AROREITXFRFEOIED 50%FRE Th-7- 2 L ovh | FEHE ]
DOEBIZE DD LB X T, Fo ROILPAESHERRIERE X, 512 L2580
bRmotz, (M1, 32)

EMA (%, Wit 5REOBEM) TS R FHORIEMRZE., B g O
K OWIRRDOZHEAEFEDN A DT Z e oD BlEMIZxHd 5 LOAEL % 8 mg/kg {45/

39 ARG © 0.5%R YV L— | 80 & 0.5% CMC
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H &, 500 mg/kg (AE/ A &GHECHRINGR, AR &K OEEHIM O EEE TR0
ERERB N LoD, BhEEMEIZEIT % NOEL % 50 mgkg K&/ H & E i
RELTWD, 500 mgkg AT/ HEGHEO B CIRERD, —HRIRIE~DEE )5
PRARAR AP A ONZ B AR5 M OMERGADIIE N A2 BT Z &G skt
7% NOEL % 50 mg/kg {AH/H EFHEL TV D, (B 3)

RINWEERESTW A EEGLEMFIESIE. 50 mgkg R/ H DL R GREOMECHY
BROMExS K OB EE B, IiSVE S ORIEMIR A SN A LT Z &G B
MO B9 % NOAEL % 8 mg/kg RH/H &% 7E L7z, 500 mglkg ARHE/ H #
EREDO WA OME TR R K ONEEMSE1- RO _EFIW ONAAERE DR 23 B
=2 EmD | BYEICEEY D NOAEL % 50 mg/kg A8/ H & 5% E L7z, 7. 500 mg/kg
(RE/ A GRS 2 il Ao Vs CIREIIING], #EDRA, IRIGBHASED A
b=z b, WEWNTHT 5 NOAEL % 50 mg/kg KE/H L i%E LTz,

#40 2 MEGERR (T v b)) (B3P A

B HEW (P, F)
(mg/kg {KE/R) e W HEW) (Fi. Fo)
- B (Fu, 6 41) < B (Fu, 341) SFECHEEH (F., WEH

B, EEZ (P SET |- MR MERA (P 3B | )
A, F1: ZZBCHEGRIIRT R 7 | R, Fu: SBCHEGEIIR | - REERIZAR (Fu, Fo) .+

HEET) (Fi, 2f1) h7TEEET Fun 2| 685, 225m (F) . i
- BAR R ARSI | ) JROZERE (F2)
P) - SREEED . REEEN | - AREEEIIENH] R ORI E

B R (Fi, 2QRC4E( | Bl (P) (F1. F2)

HIFBAAARE) KA E (P, Fo) WREOFRAE K ORI B

- fKRE (P, F) -+ FEM. 2=, BIAE | OIEIE (Fi, Fo)

5505, 2=, B | O, FREEEN, 8 | - B, MEEEA. SRV
500 WA, Fimsgin (P, Fu) | BiER P, Fv) I T, A OE

* R ORERS K OFHRS B | - IR B5 EEW | KT, HECHARIRIRT,
B (P Fu), Bl @I | ECRER. AFRE | ASTOIRT (F)
Ot K OFHxH B &I | > (P, F) - flRR (Fi, Fo) | sk (Fu)

(P, Fo). Bl Mg, a7 |- 6 (P). Ak, &I, | Otk OFR A B R IK
SRR, RSES, R ERRED | (P Fo) Ok | T (R

D) e OFRSE I | OFH BN - B0zt (Fi, Fo)
(F1) - B E D% Rk (P,

I SE SR OSIENMER | Fu) . A (FIURE B,
Zb (P, Fu). BEDZE | FHE. /N EF.L) O
fafk,. (P, Fy) itk (P)

RO K O
BRI (P, F). Wl
0Lk | (50 mglkg s | AR IR
BHEPT L « WSRO e
2> (P, F)

(50 mg/kg K&/ HLLT)
AT R L

8 - mERT R L

a: P REMOLGEZ I b Mild~ 2 v 7 7 — R ROREMER
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(3) HESMHHER (Tv k. BEEORSE)

IR Z >~ N (Wistar &, 11 Bin, ASRREEME, 22 VUHE) 12717 7 0L URATYR 5
H75 20 H £ CHfilfe 0 #5- (0. 100, 300 XIE 1,000 mglkg AEH/H) 453475
MERBRN i S iz, IR 21 RIS FYIBAL., RIBRDOBIER 1172 (F41),

I ClE, WIhoHGET LB ISR O XA LT, ke
T OSHIRRAT AU BE G Z K BB IR HiLie o Te, Fio, FHEREGREIIST 2RI
FROVEFIRET, HREOMEEIZER T Th -7

WTHOBRGEETH, JRITOMEL, REROVNEIZE G L 5 BT8O D h
oz, (M1, 33)

EMA 1%, Rtk ORI EMEZBI4 5 NOEL % 100 mg/kg (A#/H E%E L TV
%, (ZH3)

BB S A ERL BT SIT, 300 mgkg A5/ H L EESEEOREM)
AR M O EIEINEOIIHINA DN Z D, REWO—ikEE 8425
NOAEL % 100 mg/kg AH/H L% E LTz, AR ClIRkE /155 (OECD)
TA R A AR U TR HRRE X 5EHE S AL TR WS, BRI Gl I e o5 A= 311
MBI B2 o, JRIBIZHT S NOAEL % 100 mgkg R/ H L5%@ Lz, 1
A DR Do T2,

K41 AR (T v b)) (B 5HEMFTA

) - .
(mg/kg KE/H) BB Lt
1,000 - AT
\ - B o R E ORI
300 ELE < KAL)
100 TR R L BT L

(4) RESHHER (VH¥, BERBO®RS) O ©
R 9% (Himalayan f, 17~41 6, AEPEME, 20 IWRE) ([27 VT T %L 42
AR 6 AD 27 HEC 22 ARsESIRO#&SE (0, 50, 250 Xi% 1,000 mg/kg AR
[H) L. REmMERBRNgm Sz, iR 28 BICHIR L, IWROBIEA 72 (F
42) 43
W OEGEET GBI P IS REM OFEL 13 BT, —RIRRE R OS5I
(G- DORBITIRD B o T2,

40 AR AR TR IR, Ak, IRV ST A IR DS R R N A IR RO R A ST D 354
NEAAFARRAL & UGG HRE & F2lits. (CAVENDFTRIZOWT 84720 OHBERA RO, #REE %
b)) 205, ARBRTIE, SREORHPER A EHEE, —FEDORRPENIEIT 58D 2w U T2 %
BT DWW THEEHRIE D FE M S AT D,

a AT 0.5% AR Y VI L— k 80 & 0.5% CMC
2 ARG - 0.5% YV L— | 80 & 0.5% CMC
43 AR IR IO 32 S LTV 7R Ly,
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WTNOEGEETE ., MREOMER R OHLRE R X 2 B ORMAHE R B 135
DN T, (B, 9)

EMA (%, 250 mg/kg KR8/ A GHETEREEORD DB LN Z Lvh, REIZ
%19 % NOAEL % 50 mg/kg fAH/H L3E L TW5, IRIICxd % NOAEL 133 E
TET| AvNHED 50 mglkg (RH/H B 584 TR VUM ED G bive 2 &)
5. FRIZIZx4 5 LOAEL % 50 mg/kg (AE/H LR E LT\ 5, (B 3)

BN ERBE ST R HMTHE ST, 250 mgkg K5/ H UL LS EEOREM
THEEFEDORD DA LI Z LoD HEWO—FEEICBIT % NOAEL % 50 mg/kg
(KE/H LFRE LTz, ARBACIZ OECD A R A AZHERL L 7-#RHRE I 50 S
TRV, BFRGIOIRIBITRERT, BHRER (5B HHEOHEAR K OHE DR
IPA) LOVERS B GF _HMEOHEA R OMES OB/ S) NALNT-Z LD,
FRVRIZ%4 5 LOAEL % 50 mglkg RE/H & fRE Uiz, ABRE L, BRIk
D95 MERFFEEDSGRD BTz,

* 42 AR (DVX) (B 2HEMFTA

5 _ .
(mglkg (KF/F) il L
1000 NN REIET (4720 R OWRYE ST
’ - PR b5 D)
IR (B 7R | B R,
SRAEHEAR)
250 LI |- - AT « NS L (e AR | B R,
SRAGHEAR)
-« DUR R OWE OBV AEAE
CREIET (BIES-Y)
50 L (50 mg/kg 1AE/H) ‘E%%f@iﬁ%@%%&%%@é
TR L wne
e BRI R G T BIHEOHRERR & HES 0Ol
AR

(5) RESMHHER (VH¥, ®REBO®RS) @

IR % (Himalayan f, 28~44 Wi, AHEPEME, 20 PL/BH) (2717 T R/L 4
IR 6 A6 27 B £ Tl n#&L- (0. 10, 25 X% 250 mg/kg AREH/H) 538
A TR 53 SN ST, iR 28 HICH OB L, IR OBIE 21T -7, #tEaT A
B 43 1TRT,

AR, SR GREOREMWI IR ITAGIT, —RiE, (RE, REHINE,
IR L OVBias B e 5 K DB TGRO b o Tz, £, RN KT
JE47- 0 OIRIEEIZ, BEHIZ K DHEITED SNRoTz,

FEWLDOMELE e QSR BT AEIC K DB OBIZEERIC, BFITEEO bnienoTo, (&

a4 AR - 0.5% AR Y VI L— k 80 & 0.5% CMC
5 GRAEFEMERER (VR SRR O E) OTNOEL &5 eho -7, flerNC EliE <7,

IR AR b i ST D,

36



1, 10)

EMA %, 25 mg/kg R/ H & GREOIR L CH _ZAMEE & OFAHIINNA A BT 2
b, EEFRMICET S NOAEL % 10 mg/kg (AH/H LR EL W5, REMWT
X, 2 GHECHIROAETI L & O UCBE T 5 MR A LRI LS 2 S 3L T= 03,
NOAEL Z35%E L TV 7RV, (BR 3)

R ZERESIAERLHEIRAEST. RGO NEICIHROIE L L)Y
M52 (Chol, PL XTRTG DK T) NALNTZZ L0 b, REWIO—ikE
PIZEI9 % LOAEL % 10 mg/kg (KH/H &3%E L1z, ABRClx OECD A KZ A
NZHERL U 7R3 HRR B 1 3380 S ATy, 25 mglkg ARE/ H UL R EREDIRIRIC
IR (G _HMEOMHA KL OHES OEZSIES) DAl &b, Rk
% NOAEL % 10 mg/kg {AH/H &3%E LTz, AEEREIZIL, FRIEISKRT 2 55\ Moy
TEMEDFRD BT,

#43 AR (UVX) [T AT

BGE

8 i
(mglkg 1K3%/A) i i
. CREIE T
° ﬁﬁﬁ%{&/}\ e B AL St 212 I
P R HOT. WBC. LyM | IO GRS, it
- i ). R

. AST. ALT. ALP s, Tp, | - AHEIG G —SHEORERRUHES

DEFE R
TG, p1GhHIET EUIIE (R KB
. TChEET PR (5 D R OES
o NE A DERL)
10 L1 + Chol, PL. TGIET (10 mg/kg 1REE/H)

- THEAE G CINRIPE~RIRIE) | st e L

(6) RESMHER (VHFX, BREE) 0 <SEEH 16>

iR (Himalayan 8, 26~59 Jfin, AREPEME, 20 VU/RE) (27 VT 7 V%
R 6 HD 27 HE TR CEBAZEREH : 6 Wefd/H, 0. 50, 100 X% 1,000
mg/kg (KE/A) T 2RAFMERBRN TN S, (TR 28 B EUIBI L, MO
BEITHoT- (3R 44),

AR P REW O T34 BT, REWO-—IREE, BFTRERG, B,
(REE, REEINEROFRIC, BREICLEEIERD bNRhoT,

WRIRIGE, AfEREL IRIEOME, R, SRR ONCNIES CHREIATEIZ L DR
REEEROMRAEIZ, BEGIZ XD D bNR-oT-, (B 1, 11)

6 R HIZE D FEREINTND Z b, ZEERE LT,
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K44 FAEFMR (UVX) TR 5T

e 3 "
(mgfkg KT/ B iR
R (B RO MR ONES i
)
1,000 e EHISAR L (5 " FHMEDOMEN K OE DR
FEPTIL L Tl O IR O )
CEGIE (I R OO
100 DI F TR L

8. FDihDEMHER
(1) EERISM4ESER (D)

UYX (NZW i, 12 @i, 1 VS, #f 2 V0 OLEEMEEZHIEL T7LT T3
JL410.5 g & 4 RFEIEEAT (2.56%2.5 cm, FPAZEALAR) 72 B2 G — Uit )y 5 <
iz, HFNEFRE LK, 1. 24, 48 KON 72 REMRR IR RSSO G 2 Rl L7z,

W IOEM) S OBIEERF RISV TS G-I B F RIS CREBERE M O
JE) ., Ef, 2R OERMEIIA DN h-T, (B 1, 34)

(2) ERRIM4EEAER (UH%)

UHX (NZW FE, 14 B, #E 108, #E2 V0) OLEROFIRIEIC 7 VT T V%R
IR (0.1g) 3 2 HRAFEHERERD I S 7z, mER 1, 24, 48 KON 72 effif£1C, Al
IT, AR, BRIR (ocular discharge) & OMEIEOBIZL 21T\, HRHEREMEDSFHAL X A7,

FHR 1 IREREIRE LT ARIE M OVRBE ) 70 38R e VIR (ocular discharge) 737 BTz

(WFNHIRF A 27 1), AR 24 KL AR, W o) Kk OBIERRE RIS
BT HIRARSMERIS A e o7z (IRFEA 27 0), £7o, ERMENUERK
b AR oT-, (B 1, 35)

(3) FEEBEMAR (BFILEY M)

E/LE v ;b (Dunkin-Hartley &, K, 5 Po/xfffE, 10 Po/akBrEE) 2R\ T
Maximization test (2 55 7V T T VDR RERAEMRRER Y St S A7z,

BRI, 10% 7 /LT T FIVHE0R 80T 10% 7 VT T 1UiIR 9% JFaBlZ 2 NS

(0.1mL) L. 1 BRI LZZESEAIC 50% 7 VT T R ViR % 48 BitIEHZERLAT (0.3
g FBY) U THEM L7z, SBEACIL. VT TRV EE ERWIRRDN AV ST,

AR JEAE 2 WFRIZ 26% 7 VT T 3R IR 24 FREREIPAZERLAT (0.2 mL)
LCERL, Ny TFRE 24 LN 48 R ERISZ8BIE LT, PInERORERE
HIEIZ T 57, 18 HEICHERZITWVBIZE LT,

MIEIER CTIE, Ny FERE 24 FFRICBAENE SO IBRIROABE (R a7 1) BHbi
7208 (10 T 4 ) . 48 FFEIZICIITEAS L Cuve, BAE T, WP oBIER S
BOTHEESIA N1, THHORERNG BB, #IEFEE TH5

47 PRI 0.1% (vv)R YV b— b 80 KIEIE (0.9 mL)
48 JHEARWY : Freund's Complete Adjuvant & AFREIEWED 1« 1 1R
49 JEPRIE © 0.1%7R Y > )L_— | 80 /KIAIE
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N SOSITFREE A R L A b DO TH Y . FHENET 2V RS 7=,
LLEDFERING . 70T T R TRERAEEME T3 e EZx o, (B 1,
36)

9. EMIHBITHMER
B MIBT L7777 FVOREIET SRAIIR LRl (B 3)
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. EFREBEFICE T4
1. BRMIZE T B EHE
EMA I%. 2017 21 X @ 52 JHfE MRS T4 b7z Chol, PL XU TG DK
T35 % NOAEL % 1 mg/kg {AE/H IS MEIAREL 100 %3 H LT ADI % 10 pug/kg
RE/H (600 ug/ \) EFXELT, (B 3)
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IV. Bm@E g

FAERERSHITH D 7 VT T RO TR SRR B A 320 L 7=,

7 v MW A X D 3EEREREROFEIR, VT T W, 40 mglkg {REE/
H £ CORETIIHRGH% 2~8 FFFLIPICIIE Cnax (S LTz, A X & W2 O 53R 5k
i, BRI RIS AR EE DS B Ul F3hi S 73R E CILMAE Cmax DRFEDS
TERDoTz, Ty MRS XTHT ARAEHRGFRBR T, 7VT7 T3V NEREL, 7
R CIEK 30 HIZIZ, A X TIEK 90 BRI RE AN EFIRRBICE L -, Wb T
MEL, Fhi SN E CIE T [TRHTE ) o7, 77 7 UVIIITER %%
5 EEB T, PRI TICE TH o7, PRttITerE < | 5612 148 FFfEIE T
DRKOFERPEIERIL, 7 v hTIEZENZEN 2.0~3.7% K& X 37T~50%, 1 X TIEZNZLI
3.7% M N 17% ThH -7,

B W3 EIREEER Tl RIAKLK N SIRIFECONIRIN S, 0.25~1 mg/kg A
IHDMHET Tmax 1& 2~4 Kl TH o7z, Tl 1.5~3 H, "AFTAZEV T 1 —I&
91% ThH -7,

KT DFRERREOR R, 7T 73 MIBR TR bEVE—RN AL, BT
VT TV E T BRI T2 ok E Li-& 24, &5 1 HEDOIIE ChcsfE 1.7 pgl/g.
510 B2 0.3 pglg L7272, FEIRERIC 7 VT 7 3 V% 7 HIEREC 2 [RIFafHRE 05
LizE Z A, B0 (42280 T, %56 H1.1Z2 0.94 pglg. #4515 B2 0.2ug/g L72o77,
T, EIFRIC T VT T 3% 7 AT 2 BIEHRE O &5 L= & 2 A, I O%HERD
FeRNEEIRAR 2nglg) RiGEMmDETIZENTN 28 K35 HEZE L, mE\WEREMENS
b BTz,

B ERBROGR., 70T 7 VB E 72 pdEEthien s Exoni-2
Emb, ADI ZRET 5 Z LIXARETH D Ll L7,

KRR ORER, 7V T7 T3 NOEREIC K D E/pE L U, IREMEHICBE L
MEAALFRIE2E (Chol, PL XUNTG OIKF), AHHIIRER L. MHREDZE L, M@v
717 7 — Y OEFEEOIEE ORI PR EE ORI E 2 -8 2% ft /L3S FE EZERE
WTHSB L TALIE, 73, 43&0?%%fi\7/F;Dﬁmmgfﬁgﬁﬁ_%
U7 MR LRI BN SN2 b, TV T T RNVOREEITEENH D &
EZT

D AMERRERI T TENE SAL TRV, SRR CRRMEORER IS LN TND Z
& ONT BT e OME 7 ﬁ%_kwfwﬁiwﬁfﬁ WD BN T LG,
TIVT T IV A Z R RTREME AR & L2,

?#%%%wt%éﬂrﬁﬁfi 25 mglkg RE/HLL ERGREOIRICERRER (68
T REREOKENR K OWES ORI E) 23R i, JRIZIZHTT % NOAEL 1% 10 mg/kg 1A
H/HTbhoT,

B FEFMERBROMER, RLERWHETHED N EI, (4 X & HWiz 52 HEEE M=
PEERER CEIZ A H 472 Chol X TN TG O TFTH Y, NOAEL i 1 mg/kg A5E/H Th-
77

RN ZERZE ST AERLHEMRESIL. 77 730D ADI OFEIZY 72> T
Z D NOAEL ZR#LE U, R AMFERIIFE SN TN DD, 7T T R UIHRN
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PAEZ TR ATREMRIAR N W S /2 2 & D 2 efR48100 THR L 72 0.01 mg/kg 1A
/A% ADI & LCRRIET D Z &MY & B R T,

P, 707 7 3O MEFREEZHMmIZ oW TIX, ADI & L CROEZEHAT5
TENEY EEZLND,

ADI 0.01 mg/kg {AH/H

HEC FBRIC DUV, ARG A B 2 ORISR ORE 24T ) IR % =
Lry B,
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F45 B RUERZREZESHVAEELEFTRERICKE TR EHBROESIEEFD

teEg
L) - MRS (mg/kg (AHE/H)
m| W ( fif@a) VA 017 AR
i mg/kg 2017 B A
28 H 0. 30, 60, 600 HET7e L 60
Mk (BRI 1 $% 5-) (REHANBNE], FEEE S
IR OOt M OEXT EE DI
N, MapROZERE, ko T
— 7 BRI O, RO
OVFE AR (MERE)
13 A 0. 20, 40, 400 WETET 20 (LOAEL)
st @ (SRR 0§ 5-) JFAmRaER . ()
13 R 0. 2, 4, 8 8 (NOEL) 8
ik @ (SR O 5-) PG LD L AN Y7 T
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(AR 1 - Y S RRREFE)

(L7 R-Rt2 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
TIVT TRV 1.00 Fluralaner

a : 74 HPLC |25 AFExH R
c: R D RO E 1Tt Ru S Rt A g 5,

b : v AR MU K HHEE
— : KEE
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fThHbd, (1, 4, 18~19)
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N /\CF;,
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CH; ©
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TG N Z Y'Y R (HHEAERS)
Trnax R TR P B R ]
TP xR g
WBC H IMmERE

47




(BlIFR 4 : S FMZBIFBTIL55RILOEEREHEE)
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cl F \ p NH _ cl \ y on
CHy, © n, ©
Cl Cl
Fluralaner amide ({%E#i H) Fluralaner carboxylic acid (ft§#) J)
Ay L PO Lo
cl d NH F “ N4 NH NH
cl " cl on OH
Fluralaner Hydroxy fluralaner

& D KO E, bt Rr 3l 1575

l l
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cHy, © cH, ©
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0
\ —
F F
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osopn e ’
& -5Uy 0-80,H

Fluralaner dihydroxy sulphate
W A, & RS DRI AL AR LR A

O : b FaX EOMIAEESNLEN (1 UL 2 780 It Fa 3 oI s s
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<BHE>
RSt 72—y b IT HEEEE 747 7300 IRMTERMIE GEAR)
HASA v F =y b BIMEHER 7T T v EMA $RHEE

(administrative data and summary of the dossier) (FEAF)

1.

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

15 February 2017
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