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£ #

VYFY ) BREEETHRBA T2 ¥ (CASNo. 96489-71-3) %, R
D747 U A MRIERITIZN S GERENRBRE IR TS, AFNZONT, B
RUOESRES CEE. 27 FERUCEU) W TARBERESTM 2 £ Lz,

S AW RBRERE L., BERES (T b, wUVA A X, ¥YFRO=T |
U) | HEERES (hAED, WAZEREOR M) ( BaHEE (o b, w7 X
BOA R) | BHEFEE (fX) . BB (T R) | BHSEREPAENS (5
B L 2HRER (T v ) L BEER (Ty FPERETTE) | BENRREE (T
M) ZEORBEETH D,

RBBEND, VI IRUCBREICIZIHEL UTEITEEBMIGEINGED b,
FHRAME, BIEEEIZ X T ARE, TR CEEEERRD R -7,

BRBRTEONEEELED 5 bR/MEIXA X &AW 1FREME SRR O K
MR 05 mgkg KE/A THoZ &b, ZhERILE LT, £2F% 100 THL
72 0.005 mg/kg KE/A & — AEEHFAEE (ADD) &BELE,



I. Bl EREOBE
1. A%
By = « FmEl

2. BRRGO—B4
4 . B ZR
¥4, : pyridaben (ISO 4)

3. 24
IUPAC
Tk 2-tert- 7 FN-5-(d-tert- T F LRy DNFA)4-7 un v ¥ -3(2H-
v
¥4, 2- tert-butyl-5-(4- tert-butylbenzylthio)-4-chloropyridazin-3(2 A)-
one

CAS(No. 96489-71-3)
M4 47 1a-2-(1,1- P A FeF )5 4-(1,1- P A FA2F )7 = =]
AFNFABQHA)- T FY )
¥4, : 4-chloro-2-(1,1-dimethylethyl)-5-[[[4-(1,1-dimethylethyl) phenyl]
methyl]thiol-3(2 H)-pyridazinone

4. ¥R
C1oHCIN2OS

5. oFk
364.93

6. MEX

o]

HG cl
HC—C—N
HC | | CHs
Nax SCH2@9—0H3
H;
7. HEOER . .
VU AR, AFEERITE () ICL-oTHEINREYIF D ) BB HE T
HEFHEFTHY, 2 a2 FITOETEER Complex I ZFAFE L, FEE R Z L
TAHZ IO =T R LIFRBRSRERTEELLN TS,
XE., AFF, BRI, A=A F U T 21X CH, 48 PELAETEE (2008 4F)



ENTRY, ERIZBWTE 1991 FFizfIERERG I NE, 40, BERGEIC
S RIBEHRT EMIK : = bv b)) BRERT0E, e, KT 4T
VA MIEEANCHES BEEENRREINL TN,



I. RE2MHICHRIBROBE
BRI (2009 ) | KEEE (2005 %) . bFFEE (1996 £) KO EU
EE (2010 ) ZEIC, SHICETAELRB2EMMRAZER L, (B8 2~9)

KAEMRER [, 1~4] 13, U D7 == VEORESE UC TEMR L
D (BLF lphe-Cl BU XNy EnWd, ) | BUFD ) VBO 3 KRG HMD
RFEHE UCTEH#LEZBD CUF Tpyr-1uCl B X2y Evvd, ) | 3 Ac
D7 2= VEORFEE UC TEFHLEZL® (LAT lphe-14Cl Ac) &5, ) Xik
AcDE Y FY )/ VRO IRV DORER 14C TEFE L= b o (LU Mpyr-14Cl Ac)
EWVvd, ) ERVWTEBRS L, ,

TS AR B R MR B A IR Y SR W EA IR ) Ao U, (55
Wy 53 R A B ORI S AR, AL 1 RO 2 IR Eh T 3,

1. BPERESER
(1) AT
@ IrhREEHETS-1
 SD Zv b (BRAE . —BHEES 3 ik 5 L) (Zlphe-UC] D FRUFLL
iXlpyr-14C] B0 #<_% 3mgkgfhE (LT, 1. (D~@ET (0] izB»
T MEAE] &5, ) BHLIZ30 mgkgAE BT, [1.(D~®] iz
T IBRE) &V, ) THERIOEEMEFEOY Y FR-% 14 ARKE
FOFEEH, 15 B BiZlphe-UC] v Y &2 Xidlpyr-1C] B F U 2 EMN&
THEROES AT, [1.MO~@] BT IREROESRE] &, )
L. mMHEEHEB I SWTRE SN, :
ZEREFICBT 2 MFOFEYBESFEINT A—FI1IR 1LITRERTND,
M8 OHEEED B, [pyr-UClE Y #<Xo X 0 $[phe-14C] U R
BEDT v MCHlDb o7, B ERF R K ERSE CHm P GeR E g
DINZHERE U, HOHREIREE OFARER Y — 7 135 b ie o 72, MH S ORERE
DE LI, [pyr-11C] BV F<r X0 blphe-Cl B Y XRUEES v FTHED -
e, (B2, 4)



®1 EDHREFN/S A2

oy [phe-14C] [pyr-14C] fphe-4C] | [pyr-14Cl [phe-14C] [pyr-14C]
TTET ey | ARy | BUERY | BUSNRY | B ERY | B FRY
i3 B [5] )
BEE 3 mg/kg (K 30 mg/kg (KE 3 mg/ke {KE

PR ME | OME | HE | oM | ME | ME | HE | ME | ME | ME | HE |

Cmex(ng/mL) | 40 36 29 34 | 366 | 370 | 202 | 257 | 38 85 43 41

Tmax(hr) 6 6 12 2 24 24 24 24 9 4 3 2

AUCows | oag | 61 1,590 | 1,170 {14,200(14,300]19,200(19,800} 997 | 1,400 | 2,670 | 2,380

(ng - hr/mL) .

Tyathr) 10 9 52 41 12 | 22 | 103 | 78 14 13 75 76
@ mMINE

fEH-HEMERER [1. Q)R] THELN LR 48 B#Fﬁ@ﬂﬂ?ﬂ R, FlgEOEREE
P OBEHETREN DR L-RINEIX 49.2~56.7% Th -7, (BH 2)

(2) 9
® -1 -

SD Z v b (—HMEHES 3T) iZ[phe-14C] v U ZFRUFH L L iklpyr-14Cl Y
FROBBERAES L EEAECHEERORE, XXSD 7 v b (RS 3
Xix 5 PL) {2 [phe-¥C] Y F~FH L L idlpyr-14Cl B FRUBEHETR.
BEROES L. FENSHRBREER S,

FERBIC BT DR REIR IR 2 ITREh TV 3,

(KA EEE RS TR RO OMREE RS 2 RE®ICRKET
Lic, E70. MABHEREIXISEALOMBLI Y LEETH -, BHERE
BERTH, &5 24 BEZOBECEATY THRINEBRERRE bR -, W
NOBEEFIZRBWTH L 168 BEREE O ML R OSEAE T T R B 9 5 g
hof, (K2, 4)

£ 2 TEHEKCHITAEREHRGEERE (pg/g XiEml)

fﬁ% B &; ',%% IR EREIIE 2 RO, B A SRR o4 BRI 168 FsRR%E
BIEBERNEDQTD. ME4.82), KIFEA.10), § [T TR T
[ohe-14C] 3 (4.04), FFIR(1.25), EBRRE D > /<Hi(0.974). Rl |<0.030
%wﬁ M| e | e 0820 I (0.392) | M E (0.384) . B S (1
o, | mE e #0)(0.203), L4R0.291), M(0.221), BIB(O.217),
& N—F— KR 0.202), EIEEO0132), H—F A
: 1(0.115), HRE(0.088), BH(0.077), mi%(0.052), B

VR - BRER ALY BRWNVEREBO Z LB N—H A LS (LT, AL .
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BE

it

pall

EREFIIRG 2 RM%, RAREIIRS 24 FifE

168 FFiEE

[pyr-14C]
YA
~y

[phe-14C]
=)
o

FE(0.047), Mmik(0.035), % D4t(<0.030)

HEEAREWET9, §(23.8). /NMEER4D. KB
(2.71). BBEMBED v E(1.89), AFlE(1.83). FE
(1.11), BpRE(0.896), MH#(0.502), Fh%(0.318). i
fi%(0.273), Hi(0.214). BIFE(0.198), N—F—KE
(0.184), MERIE0.150), 71— *(0.161), Belh (B8
) (0.144), FRIRO.114), FR©.087)., HHR(E
##5)(0.077), BK4(0.074), M##(0.065), Mmifk0.041),
Z O#(<0.040)

TRTOMEEET
<0.100

HALERE®GO.T. §04.49, NIE4.44), K
(2.37). BBERED - Ei(0.849), AHiR(0.563). Ml
(0.316), [&H%(0.407), BEh(0.256), HEHR0.209).
L (0.186), B AR(0.178). FH(0.143). AR5 (I8
#6)(0.140), A% (0.131), BB Q.116), H—H R
(0.109), Fpz(0.066), /~— & —ER(0.053), i (F
B 8)0.053) . FEE(0.040), fiE0.024). kB
(0.021), ARER(0.017), Mmi#E(0.016), % D1t(<0.010)

TATOMBET
=0.080

HLERE®G2.1), B@7.6), /IEO.83), IRE
(3.29), KHE(3.01), IBEMIRY > <H(239), F+E
(2.17, FFiEg(1.15), gAUEED(0.791), BEh#&(0.750),
L (0.700), "&h#(0.327), L i&(0.322), H—H R
0.287), fii(0.208), FRER(0.207), EIRE0.186),
MEHEAR(0.141), M4(0.115), FAE®HRT)0.104), »~
— & —ER(0.101), HafR(0.083), Mmi#0.042), A
f5(0.034), MmiK(0.030), = Di(<0.03)

TR O
<0.090

[pyr-14C]
vy
Ry

30
mg'kg
&

ELENA®@25), H@43.7). MEG43). K
(28.0), ~N—F —EI(16.0), JF#(15.6), BBRIIE Y
v 3H1(9.40), BERE(7.37), Mfi(4.00), UHg(3.20),
d(3.14), FRAR(3.00), =H2.96). BIFF(2.80),
MEER(2.13), H— 4 A(1.78), HERNA(1.33). FOlR
(1.26), FEE(1.12), MmE(1.01), Mm#k(0.638), +»
#h(<0.600)

e — IR
(1.75), J& (&
) (1.08), ERE
(0.795), ATl
(0.485), IBREIE
PR i
(0.439), Zoih
(<0.300)

EIEBANEDQR48), B98.6), XBG2.4, 1
(42.8), BRI Y o 2Ei(15.3), ~—F — K pR(13.7).
JFiE(11.9), F=(7.81), FRIHT7.42), BEhEG.83),
BB (5.74), B (4.59) . MIEG.75). B (E
BR)(2.85), EHE(2.65), ffi2.13), [ME(2.04), H—
1 A(1.88), M#(0.936), 14(0.829), MM IE(0.746),
1 $#(0.648)., FZRE(0.607), BRER(0.432), I #%(0.399),
BRARE)0.11D

AR
(1.34), BERH(E
0 (0.956). [ThE
(0.494), K&
(0.475), HIL%
PZ#(0.430),
KIB(0.428), %
D (<0.400)

HEERFEHERTI0. F06.8), XIF0O2.0), /NG
(53.5). BBRIRE D > YE1(20.6), %(9.83). EiE
(4.65). ATH#(4.33), ASRH(IEEN(A.25), EiF(3.89).
THREE)(2.08). BIFR.07)., »—>H&(1.75),
FRAR(1.43), HEQ.27) | DE01.25), ~N—F—

R i (R 19)
(0.340), WHiE%
AZ(0.190), 1
#%(0.132), o
#(<0.120)
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e #5
=y

i

g
bl

[(ERBRRIIRS 2 Rk, ARG 24 MR

168 B&fS1%

(1. 14), R R(0.844) , J1(0.749), 2 &(0.647).
B(0.497). Fals0.452), Mik(0.405). MEEQ.397).
IRER(0.287), HCOKHEE)0.052)

HILENEY 39, F§Q0.3), XIEG.2)., /B
(35.6), NBREMED > 8i(10.0), JPEQLE), FE
(11.1), BE#%(9.80), FTiE(5.48), Nels5(IEER)(4.95),
BRB.19), MEG.14). B 269, (.95, &
— 41 2 (1.87), LEE(1.38), A CEHAH(1.23),
— & — K RR(1.19), HIRIR0.856), F2J&(0.635),
B % JR (0.578) . A (0.501) . Mol (0.475). HfR
(0.441), 1M#€(0.399), ARER(0.292), % DOf(n.d)

RERA (R0
(0.688), EIE
(0.259), HLE
RZE#0.214),
KIE0.198), 15
RRE ) o
0.181), M
0.162), =nfh
{(<0.120)

{phe-14C]
=)
~y
mg/kg

-

. [pyr-14C]
=

~s

N— O — R
(0.213), R
(0.092), fER5 (i
E0)(0.028)., BERI
B U o S
(0.026), F2i&
0.025), ik
(<0.020)

=GR
(0.067)., Bl
0.031), IRAAGE
#0)(0.029). JERS
FEE Y o8
0.021), i
(<0.020)

BENE (R
0.011), Zofth
(<0.010)

RERG (REHT)
(0.011), DAt
(<0.010)

n.d. : fRH R AR

@ 4s-2

SD v b (—BEMERES 5 L) iZ[phe-¥C] BV # < XIlpyr-14C] vV &<
VEBHAETCHERO®RS L, ANSHRRBRNER I,
5 94 MR O, BlEECIIEICBIT 5B EHERREE IR 3ITRER

TV B,

PEAENIEIZE L TIEREIFIC & 538005888 b vz,

12
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x®

3 FFiE. %ﬂiﬁ&tﬁﬁﬂﬁﬁl:d‘i!f%?ﬁ%ﬁﬁﬁhmﬁﬁ (neg/g XI&mb)

e

[phe-4Clt° U &~

[pyr-4ClE° Y F~r

REE

30 mg/kg (AT

HE

JFhE(19.6), HHE©2.62), MmAE(1.61)

FIE(3.89), Bh#(2.10), @}4%(0.39)

H

JFH(10.6), HHE(2.06), ifi5¥(1.02)

JFlE(4.27)., BhE(1.45), M8E0.36)

(3) it
@ REUIMEDHER-1
SD 7 v I (—BHfEEA 3 343 5 L) iZ[phe-4C] v Y # 13 L < X [pyr-14C]
EY IR EERAES L{ERAETHERORGIIEARTRERA RS

L/\ J]T(\

TR OPER P PR AR 28 T & v 7e,

#5514 168 FFRIOR, EEVERPPHIERIIR 4 1TRENTND
512 168 RO e EIN R, 83.7~105%TAR T, 7T4%TAR DL A3

s HEEE X, IREUEP ~OBET 96 REff % TiZiE

E5ET LT,

[phe-4C] & U ¥ = AREH OHERED R PP, [pyr-14C] ©' 1 & _U#5

Tﬁct D %)%73:07’:0

(M2, 4, 9)

&4 F5% 168 BHRIOK. ERUMTSDHE#E (KTAR)

A [phe-14C] [pyr-14C] [phe-14C] [pyr-14C] [phe-14C] [pyr-14C]

LEaW ENHER | BUERY | BRI || BUFS | BDFSRY | E) R
B Ei[a] RiE
BE5E 3 mg/kg B E 30 mg/kg fFE 3 mglkg BE

#E51) He i3 e i3 T g P i HE i3 e i3
7S 147 | 109 | 36 | 26 1235|125 | 69 | 29 | 186 | 11.0 | 44 | 3.7
= 80.8 | 869 | 863 | 803 | 743 | 776 | 867 | 972 | 846 | 83.3 | 928 | 950.2
FEE* | <001 | <001 | <001 | <001 | <001 | <001 <001| <001| <01 | <01 | <01 | <01
&giw 0.16 | 044 | 0.02 | 0.02 | 051 | 0.56 { 0.43 | 0.10 | 0.71 | 0.87 | 0.25 | 0.07
;};& 0.11 { 0.08 | 0.13 | 082 | 063 | 1.70 | 069 | 0.04 | 0.57 | 0.11 | 0.12 | 0.07
&% 958 | 983 | 90.1 | 83.7 | 99.0 | 923 | 948 | 100 | 105 | 948 | 975 | 99.0

® 1 IR DA E1% 24 B O

@ RERUFEHEH-2

SD 7 v b (—EfiEES 5 L) iZlphe-14C] vV # o Ridlpyr-14C] v &'
VEBHAETHEROKES L, RECETHRBREER I,

% 5-5% 72 RO R K OCEFHRIERIIR 5 IRENTNWS,

B 5.1% 72 BEEC 83.3~90. 5% TAR MR DR ~FEil X, FEPEMR IR

#HPCTHoT,

(B2, 4, 9)
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£5 RER 12BMORRVEDSEMES SICBBHREE (WTAR)

EHEEY [phe-1Cl &Y &~ | [pyr-14Cl &Y &~
B HE
BEE 30 mg/kg A&

HER # i3 HE I

R 23.5 13.5 6.06 4.09

¥ 67.0 69.8 84.0 84.6
Alg. EE, EREAR UGS 9.00 7.12 4.94 8.37
b — DY 2.11 1.81 0.79 1.17
&% 102 92.2 95.8 98.2

® REiehEEif-1

JRE D =2 — L&A L Wistar 7 > b (—FElfERES 4 ik 5 L) iZ[phe-14C]
v F AR Ridlpyr-14Cl VY SRR EHENIGERETHEROKRS L, B
H Bk B 2N e S Tz,

B 5.1% 24 ROV4A8 BRI DR, #R OHEH PFHEESR T, R GITREN TV A,

TR 515 24 BEET TR 90%TAR 25pR. HER OAH P ~HEE <, A%
L7 EBP R FEP R Th D L Z 2 b,

{5 BB CIIRAH ~IT B 1 24 MR TIGH A M HEE S 1, 3 5.1 48 BRI DR
HHEERIT 46.7~55 5%TAR Th -7,

= AR T B 24 B TTIITHALE P ICTRERES 21.0~38 5% TAR /X% L.
P OEFRIAY 72 B D Do A, REOCEPYERRR [1. Q] 5. X
o OBk E%Z T2 R Tt s Bd LB bR, (B2, 4. 9)

R6 BERUBRUCSEHEOR, ERUMEHDHEEE (RTAR)

[phe-14C] | [pyr-4Cl | [phe-1#C] | [pyr-4C] | [phe-14C]l | [pyr-14Cl

il FUAN | PUFANL | BYFRY | PY R | YA | B AR
B Hi[E
REE 3 mg/kg (FE | 30 mg/kg AH
5 51 W5 24 48 24
PRI HE | ME | ME | ME | HE [ E | BE [ oE | BE | ME | BE | HE
R 5.3113.83/090|235|573|447]|097 (240|189 |4.01|2.05]1.56
# 38.81366 349474449 |45.1 | 449|505 (509|179 |29.6|26.4
HE 47.01 486 | 53.9 | 458 | 479|494 [ 55.5 | 46.7 | 22.4 [ 29.9 | 25.6 | 27.7
TE{LE 0.37]035|0.56 012210385 |31.8]36.3
PR S 1 e 0.06 [ 0.07]0.01]0.01]0.33]0.38]0.13 | 0.09
Br{A 0.241023]027|0.13|165]|5.06 276 | 4.95
A= PRI 0.170.16 | 0.05 | 0.04 | 0.15 | 0.64 | 0.12 | 0.54
=Xl 91.1[89.0[89.7[95.6]99.3[99.8| 102 999|983 |96.4[92.1]975

*ERER TR, mAENTREBEER L
/BRI S Ty
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@ JEitehHE-2

HEI=2—LEHALRESD 7 v b (—BMiEEX 8 XL 4 %) iZ, [phe-14C]
) AR Ridlpyr-UCl v ¥R % 5 mglke (RE CEERR 059 5 B4 $
P FRER 0N i X T,

G514 48 REHE DR, 3R OHAH PRI MR RIER T 1OREh T
Wh,

HEH P~ D FERE OB T 5-1% 48 R T 40%TAR TH Y, ZDIZLAE
IS 24 BRI 2 CloERE S B L E X L, RPHEIER TR S 48 FREIE T
BKT 8%TAR LK<, #EHRIL S 7= B iEO RIS TEH o PRt S,
B 48 BEH % OB R OREOERB BRI EN T 5%TAR LN E DO THT
otz L, BHHEE SNSRI, ARFET5 LiI3E L oo
7. (B2, 4)

x1 B5%&ABEEOR. ERUETDHEHELCCHEBZBER (YTAR)

Bk [phe-14ClE Y #~r | [pyr-14Cl Y Fy
JiES H [a]
BHE 5 mg/kg {AH
R 1 i 1 i3
bR 8.0 5.0 1.6 2.7
#E 38.7 36.9 43.9 43.3
lilzh5n 42.7 40.2 40.8 36.8*
JTlE 0.1 0.1 0.1 0.1
H 0 5 0.2 8.3
N 0 0.7 0.7 2.6
K& 0.4 2.8 2.3 5.8
e i4 0.3 2.4 0.7 1.2
&5t 90.0 93.0 90.3 95.3
12 il o>

® RBitdrdEit-3 (RBRFHER)

gD —a— L EBALESD 7y b (FF— #1000 (Z[phe4C] D &
RUOBEAECHERAOBE L THEE I == —LERBALEYOSD S v b (L
vy b S OF BT R F—0fEH 1 mL 2EAT BB ER
REANERE SN,

Ly MBI AEE5E 24 REIOEH, REOCEDSEERIE NS
RERIIRBITRINTND,

Vi vy MogE%H, RIEEOE EEPICERE S RAEEIT 52.7%TAR
Thot, BRINEN-#%, BE51E 24 FRCHEEIR AR, Byt
36 9%TAR R UUYRMIZ 7.33%TAR Th - 7=, EHBRICHIT LI HHED 5 b,
1 UAUTAR IZBITEER T2 ¢ Exbhiz, (BE2, 4, 9)
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£8 LYEIVHMIBHIEER 24 BHEOBET. REUVEDHMSE
WISHCERER (WTAR)

ke [phe-14ClE° U &~
£ Ei[n]
B"EE 3 mg/kg EE

el HE

NEH- 36.9

R 7.83

# 52.7

WE (NEWET) 1.38 .
&8t (F—REiAOREEE 100% &5 5) 98.3

PErtERER [1. 3)] OFER. v U XU OFeMiIEN % L= h s T EREK
T, BEHER P TH o725, REMIRIE - 2R Ciddhh 7R 3R AERAL
CRET OSBRSSV LR TH o,

(4) %

@ -1
NSRRI (1. QD] ROREOEPIRR [1. D] CELRER,
#, MR ORFRE N SD Z v + (#E 1I5) iZlphe-C] U F R {ERE
THER &S LEONRG% 24 REOBHZFEEE L, REDFE - €&
RN KR S iz,
R, EEOHEOEMIHE S OB BEE MG OMBEIZR 9IRS TS
R#p 7o 77 A0k, FREREUOHECTRKEE L b, I FUiE
Z v MEEHNT 20 LA Lo AR S, BB U E S oY
IO BUTAR R Thole, ABMEES, HIHERE RO TLC O RSB
CHYBEOKEENRO O NE, (BR2, 4)
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%9 R, ERUFREOSHMEESORSERCREHMOEE (YTAR)

T

o

ETREDEE

HsEE

N ) SR e
{ea% || (WTAR) B | wrar) | FYVI e
S. E. V. W, Y. Z. Aa
E’F@I 7.11/ ~ N 5 ~ kS ~ ~
2.55~13.5 | 3 2 <8.0). EEEQ.
KEEMES | 6.53~13.8
B. E. F. G, H, 1. V.
%ﬁ%l%l’ 33.7~47.4 | 24~10.5 |W. Aa BTFAb(<2.0), &
[phe-4C] | 2% | 56.7~84.4 | - JEER(19.9~29.1)
[ e AREHEES | 10.2~9.4
b{iifanyzicn 12.8~27.6
: C.E.F.G.H. V. WK
E’%{If”’ 0.91~1.70 | EMEE | Aa(<2.0). FEAE*3.2
JF B4y
o 1.65~3.12 ~3.7)
AR S | 0.84~1.03
R 0.40~0.38
EE Bk — 7 v N o N
2| 215~590 |E% 1.21~4.40 n.d. S(<3.0). FHA%0.9~3.0)
JKEEMES | 0.94~1.50
[pyr-14Cl REBR=F V| a6 6540 | 18.5~a79 |0 Fr G HS30. BR
' |k ERMEE4Y | 9.09~12.5
Jh FR 10.8~30.2
fiF N EEER L » ) B C. E. F. G ROV H(<2.0),
o 0.69~1.45 Y 0.17~0.38 | EBiERE R A2 O 14.0)

* . gk o BFUEDH%TRR Tmr L=
) SREERUCHEORKREE2E LD

@ -2

oA (1. Q@] « REUEDHHRER (1. Q@] LN BHFERA
B (1. Q@] TR, #E EHFERCFEEZEE S LT, ABmRE - E

B AABR DS i S T,

R . 1B R ONTIROAE S OB R CREM OBEITE 10 1ITRENT

Wa,

FREOREA FHEEEIE A & 7 — WV TREFICHE XS, ZERUFBTIEA ¥
J — VWS DA ORI & e TR S bivTz,
R, FER ORIz 30 MOREMRED S, 5%TAR 28 % 318
IR D G hr oo, REUIEHFOREY DL  iXG 2T Iy
BT, M RORIBOLEIIT NI u L BEASENTHD EEZL b, Tk

iz, BB OAED b,

17
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£10 R, ¥, BHRUHEBOEES ORSFHERFREDONE

EH st N WU aE | I k!
oy | Pr| EX (WTRR) | (%TAR) (%TAR)
—Jlr
s %Z\/ / 88.0~102 n.d. Aa+Ab(1.45~6.03). V(=0.3)
RAF )= F(1.22~1.39), G(0.03~0.56).
% |[ER 59.6~95.2 | 1887244 | 110.58~0.72), Aa+Ab(50.2)
U AL —
AT %g/ V| g8.5~04.6 nd  |F0.15)
A=
9~179. d. 70~2.29), W(<0.
sy |5 64.9~79.3 n.d V(0.70~2.29). W(<0.1)
i fanp e 22.4~28.5
7 %;’;/ T 87.5~96.7 nd.  [S(0.97~1.64)
AR J)—N F(1.80~1.96), H(0.38~1.01),
% |5 52.6~97.2 | 10.8~20.8 a(<0.90)
[py'r-]4C] *%&EE 3-44’\‘23.1
Ll N R AE =N
mﬁ‘iﬂﬁ 84.8~100 n.d. F(0.08~0.11)
AH =)
e |2 48.5~56.4 0.08
A 48,9~52.0

T BREROMBOREREE LD TR L

- REAHESRL

[1. DRVD] V. BV FRDT v MERNICKIT D EERRHRIGIE.

O IYFY ) VBERT 2= VED tert 7T FNVEOREL., QANLT 4 FiEED

%, @EERIETHD EEL BN,

(58) Sv r<BET—4H>
@ MueREEHER

SD Z v b (HEffEs 2 L) iZ[phe-1C] BV <X dlpyr-1Cl €D F %
5mg/ke (FECTHEREOKS L, MPBEHBICONTERN S,

FHREHIZR T 5EPHRFN)NT A —F IR 111" TN D,

18
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R11 EVBEFH/AS A4

ERir e [phe-14C] U #~y | [pyr-1C] B U F =y
B Ei[n|
®5 8 5 mg/kg (RE
il HE i3 i i3
Crmax(ng/mL) 130 130 90 100
Tmax(hr) 8 10 10 10
Tyelhr)* 6.8 10 17.6 14.5

* Cumax i)’BEE— 24 H#Fﬁﬂfﬁg "G@ﬂﬁﬁ,ﬂﬁ

@ %

SD 7w b (—BfMfERES 2 18) iZ[phe-1UCl VY ¥~ Xidlpyr-14Cl B UF~X
V% 5 mghkg FECHEROERE L, &5 120 KRl £ TREFMICME R ONE
BOVRR SN, BASRRBRIER S,

5 120 B O R E O & &EiEIX[phe- UC] v U F 285 Ukl
@ 0.16 pglg (0.3%TAR) T, FFlE. B, B, A%, 2L kCnfEoi
t 0.05 ug/lg LT Thotz, (BH9)

@ ~H

REOFE DM [1. 0)@] THONAEER 48 B O R L UEERE &
L. REWRTE - FEARRIEE S,

BALAWRERTICED o0, #EPIZiX 4.7~11.8%TAR fFE L,
RECETIZEIEL 2RSS RRED ., R a7 7 A MCHEZETIZE A
CRDBRED TR, RPORY T2 7 74 VE, |5 U E#REIc L - T
BODBEDS N GEETRH) . (BEE9)

@ HEitt
SD 5 v b (MR 2 i3 3P8) Z[phe-4C] BV F_ Xidlpyr-14C] 1 4
AR % 5mghkg AETHEEIROES L, RECIEFHERERN EH S iz,
e 51% 120 R OR R CEF R IR 12 IR EN TN 5,
F 5-1% 120 BFRIT 98%TAR LLED R E U EF ~FE X, FEHER KT
P Thol, WHEEIZRD SRR o7-3, [phe-4Cl YU FRU L E L-8)
WCIERTHEEOEARE P~ T, (B 9)

hY
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£12 B5R 120 FEORECERSEELCICHABREE (YTAR)

Eikibaih [phe-uClEe ) &7~ | [pyr-14Cle Y s
B Hin]
BReg 5 mg/kg RE

el HE i3 HE i3

R 20.2 13.9 3.3 2.9
7 77.8 85.9 96.2 95.7
H—H A 0.9 0.5 0.2 0.2
& it 98.9 100.3 99.7 98.8

JEEH =2 —VEBALLSD 7 v b (#f 2 PL) (Z[phe-14C] ¥ U &
% 5 mg/kg FE CTHERR OS5 U, IEH YRR £l S vz,
5% 48 DR, RO hHEREF, R 1B ITRENTVWS, (BR9)

#13 RERBEMOR, BRUBEAPHEEE (TAR)

EHikaEy [phe-14Cl &) A~
i3 ]
B8 5 mg/kg @
]l H e
R 3.3 4.0
# 35.9 18.5
AR 35.1 41.6
HLE 21.1 23.4
&8 95.4 81.5

(6) ¥R

ICR =7 X (—RiME#ES 3 D) iZ[phe-1C] BV 0 XiXlpyr-14C] 1 &
ARy % 5mgkg FETEERNEZL L, AREMARRIER I,

i R N SE P RSTERIR D Crnax FXHERE & iCR G 1 IFEFETE T 0.04~0.19
ugmLl Th o, &5 24 FEfE]E O MK K Ol P AU AR TR A ISR R AR T
BT,

FEMAMBICBIT ABREBHBREIEIR 4IRS TS,

ik R OSHEE P O AR IR ST, B 5 1 BFRI% T Crax 278 L7z, BEHTREDO WL
<, L5 72 R Z OB TR BRER DTN Th o7,

B 5.1% 168 B DR R O R RITER 15 ITREanL T3,

65.0~95.7%TAR A #EHh A5, 2.5~11.3%TAR AR5 S, (B
<))
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F14 FEBBICKTL5REBHRHERE (pg/g Xidnl)

ety | HOE

i3
ll

1 E#Fﬁﬁ% (Tmax'f‘—.l‘iﬁ)

72 BrfE

[phe-1¢C]
By &
sy

5 mgkg
HE

[pyr-14Cl
=D
~y

FROWRE®G1.0), BFELCHEH(29.0), /MNER
CAE®21.0)., REERTCHREHA1.0). Tk
(3.00), EEiEQ1.60). BI#Q.00), JERL0.770). B
= (0.600), L:fE0.590), MERHARO0.210), H—H
Z(0.200), #5A(0.190), M fR(0.170), I 8%
(0.086), A5 AR(0.085), 2=10.(0.040), % Dfti(n.d.)

BROHNEY
(0.140), fgh5
(0.007), #Of
(n.d)

fHEE R UMHH-(190), HECHNAEDG3.0). HMEE
TCHEHR0.0), XKIEXRTRNED16.0). IFiE
(3.20), 7E0.70), BIE(1.00), EE(1.00), B
% (1.00y, L+f8(0.920), “AFANRO.910). NEHA
(0.880). H(0.500), MEVIR(0.390), H— B A
(0.300). HRBR(0.250). MO B#(0.220). M #E
(0.160), 21 (0.140), F D4 (<0.11)

INBER NS
(0.052), KiFKETH
7=9(0.022), BFiE
(0.038). f5AH
(0.026), ¥=
(0.014), & Dl
(<0.004)

BERUORNEYE7.0), /MNEEUAREY(20.0), KIF
EURNEYQ5.0), BEE01.0). FlE4.90), =iE
(4.00), AEZER OVEF(3.90). MIH(3.10), EIE
(3.00), CE(1.40), Mii(1.20). MEAR(0.810), H—
71 2(0.740), AER5(0.700), MEHEHR(0.490). FLIR
BR(0.270), BRER(0.170), £11(0.160). Mm#E(0.140).
Z D4 (=0.100)

BFIE0.028), fERA
(0.024), i
(<0.005)

B R UPAY(53.0), FEEEN UMEI(25.0), KR
CRED24.0), MERTNEH19.00. 75
(3.80). EIFF(3.70), ATIE(3.20). AFH[R(2.00),
JEiE(2.00), REAS(1.70), BEME(1.50), REH(0.900),
faR%(0.690), -L:i#(0.670), MEFEIR(0.430), A —
A1 2(0.890), Jifi(0.270), f#£(0.190). £11(0.180).
% Dt (=0.090)

AFi(0.059), /N R
URZEH0.034), &£
FERR0.017), B RO
PE(0.0168). FE
(0.013} . & @ fih
(<0.007)

n.d. : BRI ERAAH

& 15 5% 168 B ORBEUEPHEME (%TAR)

FEiee

[phe-4C] B U &y

[pyr-14C] U &

wEE

5 mg/kg FEH

51

HE L M

L]

R

11.3 9.8 4.0

2.5

3

71.3 65.0 95.7

82.5

b DY

13.0 13.2 14

1.8

A
R

95.6 88.0 101

86.8
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(7) 14X

VR (—BEERES 2 I0) (Z[phe-4C] VU # X% 1 mg/kg KE CTH[E
BO®ZE L, EEMRRIER N, ‘

MR PSR EE O Coax (XHERE & b 128 5 1 BRI T0.101 pg/mL Th > 7=,
MAE B EED Crmax ITHETH S 1 BFE% D 0.197 pg/mL., HETERE 0.5 FFEE
@ 0.218 ug/mL TH -7z, _

5 168 R QMM T AR E TS & A X O T 0.01%TAR R &
THRICKREEINDZOHTh o7, FFIREOUBIIT 0.012~0.049 pg/g (0.04~
0.11%TAR) K T*0.007~0.064 pglg & 0L&ETH -7,

2514 168 BF O R E CEPHRIERIIR 16 ITR7Ih T3,

FEPEMREOET ~ 72.0~84.7%TAR 3kt &, R~ HE i34
6%TAR LT ThoT, (BH2)

F16 1R5 168 BFRIBRORRUVERHRIE (%TAR)

v i g [phe-14C] &1 &£~
RE5EE 1 mg/kg K
il i3 iii3
173 6.07~6.58 6.11~6.57
# 82.9~84.7 72.0~83.0
g— VTR 1.06~1.40 0.61~0.96
LR 0.15~0.18 0.05~0.06
&t 91.1~91.9 79.6~89.8

(8) BMENY (v¥)

Y2 L RRIWHLE Y (—FEE 1 PT) I2[phe-1C] vV <3 L < idlpyr-14Cl
U E05mg/B (Hia Lo KEBHEAR) XX 20mg/H GBFI®) T
5 BRI A 7 eAfob L, FPEMRBRAER SN,

PR 5 24 W% o0 M P OHBEE A1, 0.5 mg/ B B GRETIE. W OER{ LS
Wz W T HBRHBARB THY . 20 mg/B BEERETIX. 0.001~0.004 pg/mL
ThoT,

B 51 O XML OHEH 2BV B BT ERE 1L 17 IR ST
B, BR¥EEE 24 KFEIE D 0.5 mg/ B 583 TlX, BEBERIXDT I Tho T,
Bk 5 BRI O 20 mg/ AR SEECIE, BRI, EIEENEY. TS TRE
ﬁﬁ%ﬁaa SN EETH -7,

FHNIR, #, I ERCEBRTORED 2R LER, RPICIRE. LV,
Y\ Z Bt Aa, ETICIEBEEY. B, F ERIIECIZ I V2 v B R ORI
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B L HER S M A EETE Ui, ITIERIC B LAY, B, F Ofucia s
NEETB EE X b, Bl . RO P OBRLAMiE 0.05 ngle

R EWMETH oD, REHOMITIIFER ST,

BB E%OMR, #, A EOEATPEEHEEIR 18 ITRENTWD,

FEHRHERIRITEFTH D, 31.4~60.1%TAR REF~FHEEh, RE»1LD
PEHiIE 2.2~5.9%TAR Th o 7=, AitH5Hid, 0.5 mg/ HE5RE T3 0.001 pg/mlL
BUF (0.2~0.4%TAR) . 20 mg/H# 58 TiX 0.001~0.009 ug/mL (0.05%TAR
Fim) OREREDSHEE X vz,

%17 FEHGRUBTICET2BTMSTEERE (pg/e)

(#2471

RER

b ew

0.5 mg/H

20 mg/H

[phe-14C]
ey ARy

BE¥-(0.06). 15(0.04). # Dti(<0.003)

AEF(1.73). FBILENEWA.64). FTER

(0.1), # Dfiti(<0.03)

[pyr'14C]
B D FA

ARH(0.05), 15(0.04), AN RO
BRAEEAERS(0.01). £ DAh(<0.007)

E3(2.89), HILENEWQ.47)., IFIE
0.1). EAMEN0.06). FHE0.03), %

Dit(<0.01)

) 0.5 mg/H# SRR G 24 Bk, 20 mg/ B RS HITRRERS 5 HEEOE

#® 18 REBRESROK, E, LT RUEDEE#E (YTAR)

Elbaw [phe-14C] & &~ [pyr-14Cl v U &~
BEE 0.5 mg/H 20 mg/H 0.5 mg/ A 20 mg/H

7 5.9 2.6 3.1 2.2

# 56.7 31.4 60.1 45.9
L 0.2 <0.05 0.4 <0.05

AE 0.1 0.1 <0.05 0.1

HILENED 4.4 11.5 7.4 11.7
Ir— YR <0.05 <0.05 <0.05 <0.05

Stk 0.1 0.1 0.4 0.2

ARt 67.4 45.7 71.4 60.1

) R, EROWRMH G RESE b RO R, ThUMMIGERRE b G ORMA

(9) BERY (=T M)

Stirling Ranger S —U MU (—Filf 10 L) Z[phe-14C] B U ¥R 3

U< ilpyr-14C] vV #_% 0.0125 mg/ B (B EoKKIEFHEAR) X 1.0
mg/ A (BFIE) €8 AMKELI 7EAROEE L, (KNEMRBRNER I,

I BT REIR X 0.0125 mg/ A 5B CHERES 7 ARIZERRED 0.0002
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pg/g, 1.0 mg/H SR CRERS 8 HEICRRMED 0.019 pglg xR Lz,

0.0125 mg/ A ¥ 5RO RKIEIE 5 24 BEEIHE OMMB P HATaEEE L. {HLE TH
0.025 pgle. WHLELIA T2 0.0002 pg/g LA T TEDH TIETH -7, 1.0 mg/H
WSRO BB 5 RRRIE Tl LS © 3.32~5.89 pglg 12O TAHIEDS 0.089
~0.119 pglg L &< . TN OMAREIX 0.060 nglg AW TH - 72,

Bohn =B, Mg (Fi. BE. BBIFROYR) WONZBIT o5 % &k
TLUEFER, SHPIciTE, F. I Y, Aa RKOVAb, FHiEFICIZ E RO'F 2588
Db, BAEEOFENEZ OGN, HE. BEECRECIIEIEAY. E
BOF 28 E, S TSR NME R O BEITIX R S i o 7=,

8 HHEXERER ORI ST EITE 19 ITRENTHWS, hoRY
EHEREIX 0I%TAR LT CTho7, (BH 2, 4, 6)

19 8 BEREERSROH#EER VIRPHRETEE (YTAR)

Bkt [phe-14C] ©°) H 1 [pyr-4Cl & U &~
kER 0.0125 mg/A 1.0 mg/H 0.0125 mg/ A 1.0 mg/H
HEittt 77.7 69.4 87.4 61.5

R 0.1 <0.05 <0.0b <0.06
A U BEER 3.9 5.2 6.7 3.2
HEL Rk 8.9 33.5 7.0 19.2
L 90.5 108 101 83.9

) 0.0125 mg/ B B ERBIIRER S 24 BFitE,. 1.0 mg/H BEHIIRERE 5 ERHEOHE

(10) R#WAc (Sv )

SD v b (—FH2 XiX3 L) iZlphe-4Cl Ac XiZlpyr-14C] Ac ZIEFHET
HEFAOELE L., RPREMRERSEN S i,

BRI BT 2 EYENBREN T A —FFK 20 ITRI LTINS,

A7 b O REDELEL., [pyr-11Cl Ac B ST EBTH -T2,

e 51% A8 BRI DR R O#E B & LT, RBEWRIE - EERRBER S vz,

B 5% 48 B DR B CEF ORGSR UHEWILER 21 ITTREAN TV S,

Ac 1T ZEHIZ 1.3~2.0%TAR. FRFIZ 0.1%TAR K L > T TH VD, LM
RFEns B2, £, AHRSEPOBEREY (TLC FAH) O
SHREIL 15.83~16.3%TAR Th o7, IZREIEREYBLEFE D bz,

e E1% 120 FFRI O R R OEPPHERIIR 22 IRENL TV S,

e 5-1% 48 FFR T 90%TAR DL EA3HEME S v, EEHEREKITET CTH -7, &
B C R AR METRERE (K Ac) 1Zlphe-14C] Ac T 0.04 ug/g (A
fgls) AT, Ipyr-14Cl Ac Tt 0.07 uglg (H&MBR) LT Tho%, (BFR2)
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