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B9V VBEETARBRATHD M7 =25 K] (IUPAC: 4-7 &
-3 TFN-1-AFNV-N- [4(p hIAAF )R DN] ©F Y —n-5- /LR
FHI MOV . EHEEHERABRKBEELHVVTERBREZEEMZ ERE L -,

R HE U7 RBR AR I, BV RE (T > b)) L EARE (R, ¥y Yy
bb) . BERBL. KPS RE. EHERE. TERE. SHEE (Fy b, <
vA) . BRMEEE (v b VAL AX) | BERE (X)) | BEENE
BB (Ty b)) | BRAME (v R) | 2HREE (v b)) | BEEH
(Zy b, U¥F) | ELEHRABRETHD,

REBRER»D, BEPAME., BEFEERVBEEHEERD LRI 2T,

FERBROBEEHEOR/NMEZT v hERWEBEHEE /BN AEFERABRD
0.56mg/kg KE/B Thole T &b, TNEIRIWE LT, ££4%2% 100 T L
72 0.0056mg/kg KE/H % — BELRFHFAEE (ADD) & L7,



—

S RBREOHE
1. A
7% A

2. BT DO— A
4 : b7 T R
4 : tolfenpyrad (ISO 4)

3. {4
IUPAC
4 @ 4-7we-3-2FW-1-0F0-N- [4-(p MIVAEDA 29 W] & ) =500 343}
#4 : 4-chloro-3-ethyl-1-methyl- V- [4-(p-tolyloxy)benzyl] pyrazole-5-carboxamide

CAS(No.129558-76-5)
g @ 4-7en-3-2F0-1-3F0- N -[[4-(4-2F V7 2)39) T =W 3FNV) - LEHFE 50 =-5-hvk” 531
#&4 © 4-chloro-3-ethyl-1-methyl- NV -[[4-(4-methylphenoxy)phenyllmethyll- 1 &

pyrazole-5-carboxamide

4. HFR
C21H22CIN302

5. 9F8&
383.9

6. HER

C%
7. AROERE

M7 2 E7 ikl 1991 FICZ#EERREHIC I VR ENYS V- BE A4
DRBAITHY . TOEABBIIZICI b ar P TRRBTA3BIEEZOEEICL S
DEEZLND,

M7 28T FIZEATIE., WTROEIRBWTHLEEINA T2, BBETIE
2002 4 A 24 BICHE, RELRBIIMD TCRESN, FER—2T28 b (B
14 BEFE) £EIN TS, (BE 1) £7-. 2003 F 9 Bl BAREERSHE (UL
T THFEE) &35, ) LVEBERECESCEREAREHER S, 2R 2~
24, 28~82 DEFMBI|/HIN TS, (BB 2)



I. ABKREGE
1. BHERERRER

M 727 FOETY—VERE UC TIEHLELLD Py UC- b 7=ETF) |
FUNVERE UC TIERLIZLD (ToUC- b7 =7 F) ZAVWTEREREBAER SN
oo WATREREROCNHMMBEIRIIH I BRWVWEE M7 2T FIZBBELE, (I
DHFRER b FR)

(1) Sy hMIBT50pEREGRAR (HEKRE)

Py-1C- b7 =7 K Imgkeg KE ((EHE) . 20mg/kg K= (HHE) XX To-14C-
MM 7287 K% Ilmghkg AE (BAE) 'OAECEREANRSL, b7 b5
FDZ v b ERWEHENEMRBROIER I N,

2P HRFEREDCHBIIR 1 DEBY THD,

®1 hhRHEREER

®’5& ERAE (Imgkg AE) EAE (20mgkg &H)

el i3 i i3 i 3
Tmax (hr)*® 2 4~6 6~8 4~12
Cmax (pg /mL) * 0.27~0.30 0.25~0.28 1.93~2.22 2.23~2.37
Tuz (hr) ¥ 12.1~16.4 11.0~27.6 12.6~16.3 11.5~14.2

K Tmax : %Iﬁlqjﬁﬁlﬁfﬁ‘é%%ﬁ)ﬁﬁliiﬂ#ﬁﬁ\ Crax : élﬁlqﬂﬁi%ﬁ‘é%%?ﬁﬁ\ Tue : #ﬁﬁ%

MVT7 =285 RiddE#% 72 BRREILAPIC 80%LL ESHE & iz, & 514% 168 BRI oD 3%
HEMERIT 88.2~93.2%. RPHEHHRIT 1.7~3.0%TH V. MEPHEHRIT 0.1%KFH T
BT Py 4C- VT = BT N5 48 BRI OB P RIL 51.3~69.56% Th > 7,

FELBBOBRBHRARIEIER 20DLBY Tholz, (B 3)

F2 HEBSICETHEGHEBORBHSIE  (ug/g @)
B 5 &4 2 1L P & IR B B R A X #5168 i
" FFig(5.40), B(1.92), /N5 (1.68), &
fi(1.35), L (0.8) , Mm#E(0.46)
Py-“CIERE AT (5.70), B (1.96), /1N5(1.46), &
i | 1(1.38), #BEARA(1.11), 0% (0.88), | £ T DM T 0.08 LIF
1Mm#%(0.65)
fF i (5.56), B (2.47), /Ni5(1.84), B
To-14C 15 & 118(1.65), #&£154/5(0.93), L (0.89) T PR T 0.08 LT
P (5.74), B (2.08), /MiB(1.48), &
f#(1.41), 48 EA51H(1.39), 0% (0.88)

ETOMEBKT0.08 UT

U el s aEREHBRRICEV T 20mg/kg KE (GRE) REFELERINT,




B (25.2), iFI#(18.6),/ 5 (13.4), K | BRE(1.6) JEH(1.27),%8
HE | 15 (5.85), Bl (4.88), M4 (4.14), 8 | A (1.11) , /&
GAEH(3.12), L (2.79) (0.99)

H (22.0) , IFiR0.0),/M5(12.7), K
i | B5(6.92), M4 (5.50) , WB@HEHS
(5.17),ENi#4.95), 0E (3.06)
MIKAE : B 5 4FHHE (Toxftil) . AR &5 6 BEHE (Tnax 1)

Py-UC EHE

HH#(2.6), KRE(1.64),05
15(1.42)

BE% A8 E CORKUVEADOHHIZ.RFP T M 72T FERD LT,
REDITET LOBUTTHY  EF TR M7 20 ET FRLEKFRED 4.1~15.1%.
K@ & LT PT-CA, Sul-OH-PT-CA XU OH-PT-CA AZhFh 23.9~489%. 5.3
~11.7% K 6.4~12.9%58D b vz, ®E% 48 K E TOMEHA T~z b7
TV E T RPN EBEBKRHEEDO ND.~07%RDbh, R#@tHE LT
PT-CA-TA,PT-CA-GA,PT-CA (1 EFnORBHDEE) | Sul-OH-PT-CA KU CO-PT
MENFN 31.3~42.9%, 4.7T~7.T% K 3.7~T7.4%3BH b iz,

Py-4C- b7z V57 FEERAENIISAERS L, i, . BRUAGESO
REPBERBEINTLE A, M T2 ET FIIIZEAERDLNRT. ZENRHY
X PT-CA TH Y. REEINEZREHEDOLK 90%%E 5TV, AERUHEIZLAR
WY DER Y —VICERIVBOONR DT,

M7 27 ROFTERBERIZI NI AL VBROAFALEDOEEL (PT-CA) R
FRIZHEL S Y — VRO F LVESEDEE{L (OH-PT-CA) ., 84 (Sul-OH-PT-CA)
ThHH  RXUIATIVRGD CNFBEEORRITDLT N THD EEZXDND, (BR4)

(2) Sy MIBETHIEAREONERESHOORIRERTHLERNRGTE

SD Ty b (—HEHEESIE) I Py-UC- M7 x5 FEEEBREHIEAD (160, 320
mg/kg FE) #EL., M7 €T FOBEMAER QRSO M8 R EROHEEER
BEERNPAE ST,

& 5% 6 Ref O MEE IR E L 160me/kg S EH 58 T 4.08~8.34pg/mL (7 BfA#%IC
FET L7 161 16.7pg/mL %k <) . 320mg/kg FER G/ T 5.18~6.97ug/mL (FET &
MEFRL) Thotz, 160mgkeg FERERE TIX 72 BFRM%IZI1X 10.3~18.0pug /mL & 72
V. 168 Bl CHLHRERETIIRO bNed o7z, 320mgkg KER S TIT 168 B
fRI% T 11.8~19.1pg/mL & 2 o 7=,

168 B D ENEM P OB EERERIT 160me/kg FERSH CIIREBHFED
0.2~29.7% L T D&ENKEL, 320mgkg FEREE T 48.4~53.5% Th o7z, /N5
NED P OMFEETFRIMEER CLBKNED 1.9~4.8% ThH o1z,

B L OKSRESEM IR BIL S D13, ARBROBARYHEFHRSEIIEERIRRIC
LB TESICERINEZZ Enb, HEEBIIAZEINLTWAD TR, NEY
FIZRBELTWALEZONAZ L & MNENBEMFRERFEEDPN 3% L DRV DD,
M7z 87 ROBREEBEREICLIVEOESEMBEIENIZZLIZL D LDEELDL
nd, (BED5)



(3) Iy bcETsEMEREGNRR (REKRS)

Py-uC- b V7 =5 KL To-4C- b A7 = 5 8 (HEDH) % 1mg/ke (KE/R
DORET, 14 HFRRERBBARES L, P75 RO v MoBIT 5 RKIERZ S
HRBRRERI N,

14 AMREREHOLMHPIZET D Toax Coax KU T2 13HETENZH 8 BRI, 0.26
~0.30pg /mL R T 18.6~20.7 B TdH v | T 12 B, 0.51pug /mL BT 45.8 BT
Hol-,

BEEE% 168 K TOXE eI 92.1~94.9% . JR PHEMRIL 2.2~3.4% Tdh - 7=,

FELREBOBREHRARERIRIDLEBY THY, BERESHRLEH LZSHFEBTH
o7, (B 6)

£33 RERSICETLIECHBORBHRHFE (ug/g M)

BE &4 2 I o B R BLE R X &5 168 B4
FFig(7.77), BhH%(2.98), #B&IEH
3.01 87, /INE(1.86), 5
i3 (3.00), K187, / Bi%( ), B Rels (0.89) ,B#4(0.76), K&(0.57)
5 (1.38), B%6(1.48), L& (0.95) ,
Py-14C- _
e mrs & &(0.75)
S 7EVAa)
frhig(11.3), B a1 (7.27), B &
| (3.06), Bi(2.88), KiH(2.16), f5 | ‘BHEQ.20), f5RH (0.86) , K&)%(0.62)
B5 (1.66) , /IMB(1.35), LM (0.91)
To-14C- FF i (8.88), "B i (3.55), 18 & f5 1h
l~zwo‘/t° | ] (502, KBTS, B39, B | NEWS (0.95) , EBH0.69), M (0.55)
= 86(1.28), JSH5 (1.40) , /%J§ (0.80)

KIEG 12 FfE (Tmax (i)

14 ARARE®R 5% 24 BRURNICBIT2REOVE~OHMIT, RP TV T =
S FIEROLONT RPWITETLORUTTHY , EP TR LT =BT FHAL
HHEHEED 0.6~1.1%. R#EM#H & LT PT-CA, Sul-OH-PT-CA Rt OH-PT-CA 23%
NEN 57.2~65.2%, 12.5~16.4%K% N} 11.1~13.8%BD b, FOMITWFTh b 2%
FKETHo T,

Py-UC- b7 = E7 F% 14 BRIRERESHZ, OFFICE 7285 FIIR
HENT, FEAENRPT-CAThoT-,

Rep, ERPORBHONRE - RUOSHESICOWTEL, RERAORS LEERAD
REOETIZLEALZRIRD N, (BRT)

(4) Zv BT 5RBHE RS L UL TPBITERER
SD 7 v MERATE (FIR) I Py-4C- b7 22 YT K% 3mekg AEO A ETRA
FE5 L, BEFSHEROIAHBITRAR (BE5 24 A% ETHE) BERSIT,
FHRMER CRIRF OGS EIIRE5% 12 B TREEEICEL., BEMDE T 2.90ug




L, JRIRAREV X —PFT087ug/g THY . BEMIERROIEIRKRE D R — Fhofest
WD KERS5 1L PT-CA Th o7,
AHFOBRHFHEIIRE% 12 TREHREICEL, BAMET 0.82ug /mL. LT
23.2pg /mL Tholz, T HFORBEHOKESIL,. PT-CA ® A F L= RXF ik
(PT-CA-Me) Th o1z,
FLIRMAE P O BAEIZERNIC LR L, BEMIZ Py-4C- b7 20 V5 K2 REH
12 B UBII B A RERE S LE -7, WIRMES DR DOKERSS1E PT-CA Th -
= (B 8~11)

(5) v FHFRS9invitroRIZE T 5B

in vitro fR#% (7 v FIF S-9 4mL) X Py-M4C- b L7 =25 K 0.1mg XIE 1mg .
To-14C- V7 = BT F 0.1mg R UFERE#AE lmg /N2, 37°CT 3B/ A v 2 —
va L. invitroRETRER M Eh vz,

M7 =27 RBRLEKRFRED 102~124%BEHEh, FTERBEY L LT
OH-PT-CA | PT-CA XU CO-PT-CA BENTh 24.5~32.4%. 13.4~16.2%% " 9.3
~13.2% M H S iz, Zofh, 12 BREORBYBBRHE R ORE SNk S OB KD 8%
UTThol,

MVZ7 =287 FOR in vitro RBEIR TOTERBRKIZ. ©F7 V- LEBOTF LE
Do-1OBEERNI VX TVBORAFAVECEILTHY , FOM, RUULTFT I
M DHKE. N-AFVEGOBAF ML, BT —VBOZFALEDO = L E~DLE#R
THreBLRAObND, (BR12)

2. EYMGERNESFHR
(1) BIIIETLEDERENAER
TR (@& FH25) 2AVT, ERENEMKBREER SN, ARBTHAVD
NTCABRRFHMBEEIUTO®RY Th 5,

To i Py-14C-

b A To-4C- AL T7 =z T R o
M7z R
ARERX 5y ® ) ©)
SLER ik KRR BT BER O R AN
&&EE%@E% ~ 24 N A7 N 44
e &8 3 AR FEFE 10 BR% FEFE 10 AR
#Eh R D EHERR L %t
N IRGIE T D
MEEK | BEALORN | LCES Ak | ok O R TET
. EOER
B
RIAEEE B MR 1, 2. 4 B | BRER BfE7,. 288 | &M% 3. 7. 14, 28 B
BERE 1ug/mL 7.5mg/mL 750 1 g/mL
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REO T, EE~DOKAREOBRITITRFNIEN LI DORMLLERVE~D
BT 72 < 4 BRICOEFETRED 53.9% 23R T, 0.4%MNE T, 0.2%NETRH b,

RO TEDPRICEA SN2 HHEBIXERBWICEITL, 28 B TIREDOKR M
DEFCHAA LI, EFOFE~OBITIXZEAERD LN 5T,

HKBOTIL, LBERVREL OREICHFENIEEZ L TE Y., 28 B TLEKNH§E
D 87.1~91.8%MNRMIT/HA L TV o, FENBOERVREIIBIT DO, 0.1%KHH
THY ., ELBHA~OBITIEIRD N7,

ETX MM 72087 FRLEKSEED 89.5~93.6%(132~206png /g). TENRHH &
LT PT-OH, OH-PT. PT-CA RO DM-PT 38D b 7=2 0.2~0.3%(0.3~0.7pg /g)
BETHY, TOMOREINZREDITOTNY 0.2%0.4pg/) L FTH -7,

ToUC- b V7 = BT NEFEORBEH L LT T-AM BRD bhi=2s, 28 HE TOE
BEHEEED 0.4%0.4pg/g) TH -T2, BETIR M7 20 VT FALEKHED 92.2~
93.6%(0.76~0.80pg/g), EERFHE LT PT-OH, OH-PT. PT-CA KT CO-PT 23:%
B HALTEA 0.2~0.4%(0.002~0.003ug/ R ETH D . ZFOMDRIE S - REmiT VT
b 0.3%(0.002ug /A T Tholr, ToC- b7 =BT NEFORBME LT
T-AM 23588 b7z 23, 28 B# CAOEMHEED 0.1%(0.001pg /g) THh -7z,

M7 28T FIIRTICEBWTIIZE A ERBEI SN 2WVA, REEEIZ. MY LR
AFNEOKEL (PT-OH) RUE T Y —LVEBEOZFVED -1 fLOKEL (OH-PT)
E OB (CO-PT) . Z0fh, RUIAT I VELSD C-NEEORE (T-AM) ROt
Y =N IO A F L (DM-PT) ¢E26Nn5, (B8 13)

(2) FrRYIZEITSEDEREG A

To-UC- M7 22T XL Py UC- b7 =2 BT FESDAEERKR (0.5mg/mL)
RREERIEAOX ¥ (B ) 1218y 470 8mL THI FEAMEICEAE L.
MEBEH%, 7. 14, 28 BEPy-UC- L7 =BT NIZ 28 BEDOHNCERL, A7
= VBT ROFX v VI BIT DS EM R FEIE S L7,

To-UC- L7 2 BT FOXF ¥y XV IIBITHREEKNE (TRR) IXAEER CHOLE
HETRED 80.0% Tdh o745, 28 BHIZIX 58.9%IZHA Uiz, MWK PIZBIT B5HIX
SERE % TIIAZEIZ 90.6%. FEERIZ 9.4% TH 0 | 28 B % TIXHEEIZ 99.7%. FEERIZ 0.3%
Tholz, ME 28 AEDAETIZI M T = T P23 55.0%TRR(4.63pg/g). EEAH
# & LT OH-PT.OH-T-CA,OH-T-OH K U CA-T-AM » %N ZE 1 6.4%TRR(0.54pg/g).
3.9%TRR(0.33ng/g). 3.7%TRR(0.31png/g) & U 2.4%TRR(0.20pug /g)B D Hiv, T DD
FESNZRBEIVTR Y 1.9%TRRO.16pg /) LT CTH o7z, 4LEE 28 A DOFEERT
X M7 27 FRORE®ITWVTIH 0.1%TRR(0.03pg/g) Kl Th > 7o,

Py-H4C- b7 =2 ¥F FOF ¥ _VIZBITH TRR 13 28 B TLEKEED 89.4%
Thol, WMERNIZEIT B 5MITHIEIZ 97.2%, FEIKIZ 2.8% Th o7, L 28 HI%
DAETIET L7 =BT K2 49.8%TRRU.Tingle) . TERHBIH & LT OH-PT,
OH-PT-OH.OH-PT-CA.PCA B ENFh 7.89%TRR(0.75pg/g). 3.40%TRR(0.32pg/g).
2.93%TRR(0.27pug/g) ¥ O 2.11%TRR(0.20pg/g) R H i, T DOMORE SR BT
W E 1L.6%TRR(0.15pg/g) L T Th otz A 28 BREOFKEERTII M T7 BT F

- -11-



2 0.41%TRR(0.034pg/) BEBH b, KXW d 0.2%TRR R TH -7,
M7 287 REF vy XY TREBEHES SRR, Z<oREHMITHBEIND
M, FEERA~OBITHERELS ., REBREIX. ¥V NVROZFNVED -1 LOKEL
(OH-PT) . €5 V—NBEUVPMNINT X IR DPNVEORESES ORISR R T
T FEEOMAKSEE (T-AM) . BEOBERELD NI AT FORUINVEHSOT V¥
NEDOEEL (T-CA) ThdEEZLNDE, (ZR 14~15)

(3) HHITE T SHEMEPNEGRER

To-UC- MV 7 = BT KL Py-4C- b V7 = BT FEETMLEAIR (1.0mg/mL) % .
bt (GFE:AEAK) ORENFERLEZ—HEEIC 4L AL, ToUC- ML 72 EF K
ALERTIIAERE %, 14, 28, 56 BARICE, &, REZ, Py UC- M7 =287 FRE T
56 AEICELES 53 BRICERESRY, ThTNERL. M7V T ROL bIZBITS
TEMIEPIEMREBR N ER S,

To-“C- b7 =BT FOb HIZEIT S TRR IZAEER TLEKSED 32.6%. 56
B T 32.8% Tdh VR LEITD o7z, EWETIZRIT A0/, LB, X
RURETCENTNHFAERBEZED 83.1%, T5%RV 9.3%ThHY . REEKET K
5RED 95%LL EIXRRICHFE L, FFELBE~DFMIL 0.1%KRBETH > 7,

MFR 56 AROETII I 72T K 20.0%TRR(12.4pg/g). TERBME LT
PT-CA.CA-T-CA RO T-CA B ZNFh 9.1%TRR(5.6pg/g) A& L ETr, LT REER) .
9.1%TRR(5.7ug/g) X V* 5.1%TRR(3.2ug/g)38 b, £ DD RIE S izl b\*f
b 2.0%TRR(1.2ug/g) LA T TH -7, 56 B DO RFEITIT 1.02pg/g DB HEMNER
b, FDOH5H MV T = ET KA 0.79ug/g BB L. ToMoRKEIT 0.020g/g 19“‘—
ThHotl-, HE 56 ARORATII M 72T FERDLNT, Rt e LT
CA-T-CA OfEE1EM 0.02ug/g B bz,

Py-14C- b7 =25 RO b HIZBIT D TRR I AT 56 B CUEBKEEED 23.5%
Thole, EMERIIBITI20MITNBE, ERVRETENLETN 86.1%, T.3% KV
6.6%TH1, REIIEBBTIHMHED S B 86.4%IRKICHFEL T\, BT VT
=T KM 28.1%TRR(21.1pg/g), EERHBH L LT PT-CA, OH-PAM. PT-OH Xk
" OH-PT-CA BN Fh Fh 14.6%TRR(11.0pglg) (MEKEE2 ST, LLTHEE) .
7.8%TRR(5.82ng/g). 3.8%TRR(2.83ng/g) KU 2.8%TRR(2.06pg/g)iB 8 Hiv, £ Do
AESh-REmTIVFhY 1.87%TRR(1.40pg/g) L FTHo Tz, BETIE MV T =
BT R 428%TRRB24pglg) O L. AME SN ZRFHBIT VTN
0.06%TRR(O.12pg/g) L T ThH o7, RATE ML 7 =¥ 5 2 0.02%TRR
(0.003pg/g) L LT LD bNT, R E LT OH-PAM 28 0.26%TRR(0.035ug/g)
O, FOMORESNRELITVTR YL 0.02%TRR(0.003ug/g) LLFTH - 7=,

M7 7 FOLHIZBIT2FERBEEIZ. PIALTF VRO AFNAVEDEL
(PT-CA)E, VTV —LBE NIAFFIR_RUDLVEDORASES OBILASHRRET 2

RFEA DMK S #E(OH-PAM), BELTERT S M) ATXFIRVIALEGDOT VX)L
Eos{k (CA'T-CA) ThirétExbhb, (BR16~17)
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