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L

ANKT =V REEETLARER A2 LT7 7€y ) (CAS No.
1215111-77-5) 122\ T, KGR 2 H TR A2 % F0E L 7=,

P W7o RBR AR 1, HE R OKFR) . (EWFRE . BRI ENRE (7 > K) |
fiatEmtE (7 v b, v~ U AKROA X) | BHENE (1 X) | BEEEFES A S
(Zv b)) BHAE (U R) | AtEsEEN (v ) | marEmRErE (7
N L 2R (T v b)) | BEREE (Ty PERYYX) | BEEEETH D,

BREFEHRBIERN S VARV T 7By MEGIZ L A2, RIIRE GRS |
et (EEHINE : 7 v b)) KON UREE ERGBEEMK : ~ 7 AKA X) ([ZERD 5
AUTc, FEDIAME, PRk EEME, BIRREI T 2 B K R MEITFE D bR o7,

Y& VTR AREMERRIC W T, BERIE A AT 5 REMWEIE IR O F iR IR
BUEm (LMERORE) D BT,

BFEARBRAE R D EEEY N O OIS BRI S E 2 P A ALV T 7B v b
CBULAEMDH) EFRE LT,

FRBRCHE LN BEEED O bR/ MEIX, 7 v FERAWE 2 FEREMEEESE N
AMEPFEFRBRD 0.39 mg/kg KE/H THo7=2Z L0 6, TNAEBILE LT, Z8f%
100 THr L 72 0.0039 mg/kg A/ H #5FFA— HEIE (ADD) E&RE LT,

Flo, VARLT 7By FOHEBROBEEFEIZL D AT HAREMED & 5 mIEFEIC
*9 % MEME TR/ NEEREO O bR/MEIL, U2 AW AENERER O EE
PE& 15 mg/kg (RE/H TH Y | 588 LAV T AT R E G W 23 2 REhipEai i & Ot
SRR REIEN (DB RDORE) THoT=Z Lnd, G SUTER LT % mTagdk
Db 5T 2SR (ARD) 1L, ZhzRHle LT, Z4f%$k 100 T
FrL720.15 mg/kg REHE ERE LT, £, —WOEMIZRHLTUX, 7y FEHAWE
AR O R/ N EE R TH D 125 mgkg REARILE LT, 24845 300
(7% 1 10, {E{AZE 10, e/ h@mtEEE AW Z I K 2 B0R%k - 3) THRL 7= 0.41
mg/kg KREAZ 2SR (ARD) &3E LT,



I. M REFEOBE
1. A%
i F A

2. EPESDO—EA
4 CAZLTFE Y b
#4, . dimesulfazet (ISO %)

3. {24
IUPAC
4 278,83 AFN-2-FF T EBF TV -1-A L) A F L]
LLI-FUIAFaRAEZ AV T T =Y R
g, : 2'-[(3,3-dimethyl-2-oxoazetidin-1-yl)methyl]-
1,1,1-trifluoromethanesulfonanilide

CAS (No. 1215111-77-5)
g N[2-[(8, 8-V AFN-2-FF V-1-TEF V=W)X FN]T7 = = )L]-
LLI-FY AN FaRF L ANT T IR
B4, N[2-[(8,3-dimethyl-2-oxo-1-azetidinyl)methyllphenyl]-

1,1,1-trifluoromethanesulfonamide

4. 3FHR
Ci13H15FsN203S

5. 7FE
336.33

6. BEX

\ 7/

PN
F2C” " NH
o)

N
&%

CHs

7. HENEEHER
Al : 130.1~131.3C

T A : 226.0°C (JHJE )



KEE T CHIE e
: 1.39 g/lem3 (20°C)

£ : 3x10% Pa (20°C)
6x10% Pa (25°C)
S (B OTER) . B AR, R

MBS
A

TR VB iR g : 75.0 mg/L (20°C)
7 B ) — VKA EARE : log Pow =2.6 (20.5+1.0°C)
gt it e 4K : pKa=4.1 (21°C)

8. HHDIERE

VAANT 7By ME, HEAFHRASHICZ VB INTZALR T =Y NE
MEATLHRERITH D, AKFNIZ, IBVIRGNCRIZERT 2 AIaetEds mRig S 0T
L5, FEMZRERBEF IR TH D,

Alal, REIEEREICTE DS < BERERHEE GOl : fB) RO E~ D SLVEERR E
DEGZEN 72 SN TN D, WA TITRER ST,



I REMICHRLIABROBME

HHEEE L OMGEERER (D1, 2, 4 XUB] X, VARV 7By hOT =
ZVEBRORFEE 1UC TH—ITEFH Lz (LT lpheUClY A A LT 78w b
EWVND ) KN T 7 X LBRO IV = VRF % UC THEER L7 b @ (BLT lac-14C]
CAANLNT 7By b WD, ) EHWTCERINT, HETERE X O E
L. FRICHT D D7 WA T URRE (B EBINEE) O A AL T 7By NORE
(mg/kg X pglg) B LIfEE LTRLT,

REH 53 IR L O B ISR IR 1 RO 2 IR STV 5D,

1. HIRPEIEHR
(1) WFRBEKITIRPEIEHER
[phe-14C]¥ 2 A7 7€ v h kQlac-4Cl A A7 7B > R EHAWT, 5
AR -8 HhEh RERRER 23 S S v 7,
FHER O K O RAZ OV TR LIRS TV S,
DAZNT 78y MILFRBIEME T OHK LR TOSBITIEE TH D,
fify) C ZafRl LT UCOUZnfREhbd b B2 bz, (B2, 3)

F1 FREEKTEPHREXBROPER VHEER

e e " WL | HEE
il IRl s | e
[phe-14C] 0.3 mg/kg #2.1:(300 g ai/ha #H4), C. 1400
CAANLT 7 ¥y b | #4100 g TRk 128 ¢ VRN, | HEEELE | ? 412
[lac-14C] 252°C, HEFT. 180 HHA > ¥ = | (f&l) C1co
CAANLT By k| R— | ) ?

(2) FRHLIEREEAR

[phe-14C]¥ 2 A7 7€ v h kQlac-#Cly A A7 7B > R EHAWT, 5
Y I P EhRERER 23 St S 7z,
RO E R OFERICONWTIEE 2 ITRENTW D,

VAANT 7By MIFKBEE O HER T, 2Em B, G, HAZRHE LT
UCO IS D b D EFZ BN, (B2, 4)

x2 PFRHMIBEPHEABROBERUVER

o . " bbb HEE
i 2 KR S e .-

2 RSl RO S | e

. bh§39L . | 0.30 mg/kg #£(300 g aifha FX), | | B, G, 1CO;

R X 1/ 3 . . N S N N

s | AR 40%~60%.2552°C, | 17.1 A

SR AT TP o | BEA. 182 AREA > % 2 — |k ™ B. H. 4CO:




(3) LTIRWMAEHER

[phe-4ClY A AV 7 7 ¥ v h & HAWT, BRSNS G S 7z,
B OB K OFERIZOW TR 3 ITREN TN D, (B2, 5)

x3 ITHEEHEABOBMERUVIER

. GHRFBESHFR . HHIRFEEHE
pattsg | RS R Ik D HE L | LIRS P iz k0 i L
8 W 5 FR AR Kads, 8 i 75 £ Kdes,
ER NG/ —
o+ CKE) —
B - CKE) 0.213 9.68 0.305 13.9
B A e - CK[E) 0.197 8.21 0.276 11.5
Hh A+ GRE) —
He () 0.345 | 19.2 | 0416 | 23.1

— ¢ TR T 1 pH & WS ORICAHBIN A H i, Bett T3 TS MR < 72 A DS HERR
Nz, pH6.3 A ED 3FFHD LHHIZIBWT, WAENRD LN hoTolzd, KRB I,

2. KPEIREHER

(1) hasksrfRERER

[phe -14C] A 27 7 ¥ v M &2 AWT, MK R i S iz,
HER O T N OFERIZHOWVWTIEE 4 ITREN TV A,

VAANT 7By MEIWTHUORERICE N TOLZETH o7, (B2, 6)

x4 MAKDBABROMER VR

B R AETHR R DT iR HEE U
10 mg/L, 50%+0.5°C, Hf | pH 4(7 = VR EIR) S nd —
. 5 HRA % 2~— | pH 7(V » EEFERETR) s —
k pH 9 ¥ FEFEfETIR) s

DR LR Te T L b HEEEEIIIE H S e o T

(2) Kepfo AR

[phe-4Clo A A7 78 v F EWMlac-4Cl A AV T 7B v F&EHWT, K
o a2l S ATz,

AR OME R OFERIZIE 5 ISR TW5, (2, 7. 8)




£5 KAXDPEABROBERUVIER

=3 -
Bk BRI I patk | BDDNE | e o
IR
VBRI | 00 79.9 H
[phe-14C] (pH ) ? (344 H)
TAZ) 9.72~10.3 EEZV/N 335 H
77Ey b | mg/l, 25£2°C, | GAIJIIK, Kok, | 14CO2 u@a)
Xt /)T —7 pH 7.7)
7L TOMRE - [V CRREE | 5 o 43.0 H
llac-14C] | 425 W/m?), 7 H (PH 7 ) ? (185 H)
DA | [HERE EEZVIN 955 H
77@\) 3 (Yﬂ“hk\ %i&\ H. COq (109 EI)
pH 7.7)

CBEATSHRX TIZ Y A AL T 78 > KOSRITERD ST,
a: FEIMPNIE R (AbiE 35 FE) DOFEFHIRKE I EE

3. LIREEHER
VAANT 7By RO H 2 afra gt e & Lc R (135)
PSRN S T,
RO L OFERITR 6 IR TWD, (B2, 9)

x6 ITEEREABROMERUVER

ABR VR a +-3 A AL CAALT ¥y
77¥ vk + iR H
ESZEN . R £ - e GRR) 9.0 A 10.1 H
300 g ai/ha [ —
Ok H) ML - B GER) 19.7 A 23.7 H

a: LB%RIAIZME S vz,

4. {EY. REFICET5RERUERERER
(1) EMREERER
D KiE
il 13 O 28 Ak D/KFg (WLfE . HAKE) 12, [pheClo A ALVT 7B v
k XiZlac-14Cl A A7 78w b % 150 g ai/ha GEHALELE) o H&E CTHEK
RLER L 2 [FIHALEE 72 AIZICRAGAZEEE, 2 [BIH AL 132 X% 1834 HIZIZ, Fl
bo, bk, LK Z BRI L T, M REERER D 0 S vz,
BBHZ 31T 2 FR R RE A K QMG 1T R 7T IR ST 5,
CKAZ BT DI ST REIE FE 1% 0.008~0.038 mg/kg T - 7=,
REAADDAZNLVT 78y MIZARTEIHRE ST, EroREHcs VT
5%TRR Kiii T - 70, REKHAXZE, b b L OIRES T O 7 HST6E D F Rk
I D T, Sl KT 14.2%TRR % (572, 10 C L OVH D &k
STz, Flo, REKAEIZE, b b K OREOMIIREZ & VXV By, AX—

10




FEZ KO 7T =B aELToE 2 A, ERZEi 156.9%TRR~28.6%TRR,
4.3%TRR~7.5%TRR KT 11.3%TRR~35.1%TRR T -7,

(M 2. 10)

K7 KEERBIZE T3HERESMEOREY (%TRR)
s sEk | HEe i&f’ﬁ T e | e | ;’;E'i
(mg/ke) 7 ~€yi C D H "
o 58.6 16 0.9 13.4 41.4
ARPRER | 0173 (101 | 0.008) | (0.002) | 0.023) (0.071)
- 67.2 18 1.8 125 32.8
[phe-4C] o & 02121 (0.143) | 0.010) | (0.004) | (0.027) (0.070)
A X“/T/ N 51.3 48.7
7Ty b 00171 (0.009) (0.008)
) Lok b 0.008
B 30.5 15 2.0 13.4 69.5
i 1.37 (0.417) | (0.020) | (0.027) | (0.183) (0.951)
o 58.3 0.3 0.8 9.9 43 41.7
AMGAEZE | 0224 | (30 | 0.00D) | 0.002) | 0.022) | 0.010) | 0.093)
_ 66.7 2.6 1.4 10.2 3.9 33.3
[lac-14C] fio & 0402 1 (0.268) | 0.01D) | (0.008) | (0.041) | (0.016) | (0.134)
DR AL B 61.5 35 385
TrEy b 0.070 (0.043) ND ND ND (0.002) | (0.027)
k 56.6 09 | 434
j—‘ N2
LK 0.038 | (n.o2p) | NP ND ND 1 0.000) | 0.016)
B 31.1 2.1 1.8 14.2 06 | 68.9
b 0.863 (0.269) | (0.018) | (0.015) | (0.122) | (0.005) | (0.595)

/i 7—#7L ND:fgHEnd (): mgkg

) WTNOREN D bEBRORFENFH Y M SR, EERDEMTIERKT 8.0%TRR
ThoT,

a: GKRTE =k U VFHORE RERE 2 0.01 mg/kg Rii CTh o722 &b, HR 00347
IR o T,

b RIS REIREE Y 0.01 mg/kg R CTH o722 s, i i ThheroT-,

FEIZRBIT DV A AN T 78y hOFEEAGHREIL, O7 =V VEB/NTALDOK
Wbz LB C AR E ZNICE L 7 v a—2 @A fbic X526 D o4&
K. @7 =) UBET I X LBROEEDOREEICLAEHY H OERKTHD &
2 b,

(2) EmBREHER
KiazHNT, PAZLT 7By MEGICREY C KU D 20ttt aw
& LT VEaR R8RS e S vz
it RV 3 IR STV D,
PAANT 7By MIECIZAGEHY C L D IZWFHoRBHI BT E &R

11



F(PAALT 78> b :0.01 mgkg, 3% C:0.01 mg/kg, 4% D : 0.007
mg/kg) KiiTho7z, (M2, 11, 12)

(3) ANEICBITHERRHEERSE
VAANT 7By FOKBEREFTFHIRE KK PEC) K OMEEAWIEMELR
¥ (BCF) %z, MIMEORKHEEHREENEH SN,
DA ZNT 7 ¥y hOKIE PEC 1% 0.44 pg/L, BCF 1% 36.3 GIEE) .
B DR KHEEEREEIX 0.079 mg/kg I2o7=,  (BIR 2)

(4) HEEENE

BIRE 8 DIEWFRHE ﬁ%@‘ﬁﬁ&@ﬁ MEIZIBIT DR RHEEREE [4. (3)]
ZHWT, BED L RN ETOIX B GmE s A AV 7By &L
k%ﬁﬁ&$#%ﬁﬁéhé%mﬁ@iﬂ%8_Téﬂfmé(%ﬁ4%%>o
2B, AHEEBIREOFREIX, Wi SNERTENO YA AL T 78y B
RO 2R HEHEM T, 2 CoEMAEmIZER S, o, BE~DF%
%ﬁiﬁwﬁkﬁﬁﬁﬁﬁ%%L\MI-%@Kié%m@%@ﬁﬁﬂi<&m
EDIED T T T,

x£8 EBmHMoiERINIVARILI7ZEY FOHEEERE

ESjEmias) INR(1~6 5%) b i (65 Ll 1)
(AHE : 55.1kg) | (KHE : 16.5kg) | (KE : 58.5kg) | (KHE : 56.1 kg)
P 7.35 3.13 4.20 9.07
(ug/ N/H) ) ' ' )

5. BMARNEIREEER
(1) 2y Fk
@ m®iIR
a. MAREHR
Wistar Hannover 7 » b (—FEHERES 12 PT) 12, [phe-4Clo A ALV 7 7B
rXiEllacUClo A ALV T7 7By F%& 1 mglkg KE (LLF [5. (1)] 2BV T
MEMAE] &9, ) T 100 mgkg RHE (LT [5. (1)] 128\ T IEHE]
EWVS, ) OFETHERROKG LT, MHPREHRIZOWTREF S,
MHE N OVl RSP ENRE 7R N T A —Z 3R I IR TV D
I FE R OVA I FE HERS | AR [ DBV K DB B R B XA b 72 hh-o
7= RO E Enz[phe-4ClP A 27 7 ¥ v k Xillac-UClo A AL T 78 »
Fﬁﬁ%ﬁ’&ﬂéﬂ 5 0.25~1 KfH#2IZ Cmax & 72272, BED T 1TME X
DR, IRHAERICBT 200 AUC 13X 0 moo 7223, mAERICBW TR
HEDIZ D D& - 710 Cmax XN AUC 122\ T, HERL EOEMRA LT,

12



(M 2. 13)

£9 MERVCEMHPENEEFH/NS A —4

B AN [phe-ClV A AV T 7 £ » |k lac-“Clo A Z L7 7 v k
5B (mg/kg K HE) 1 mg/kg /K& | 100 mg/kg KE | 1 mg/kg {AE | 100 mg/kg K
PER] Jii3 i3 Ji3 i3 Ji3 i3 Jii3 il
Thmax (hr) 0.5 0.5 1 1 0.5 0.25 1 1
i Crmax (ug/g) 0.611 | 1.02 133 228 | 0.556 | 0.622 | 109 188
e Tz (hr) 8.3 3.4 7.82 3.9P 7.1 5.72 5.4 2.3
AUCo (hr * pglg) | 2.47 1.75 771 | 1,040 | 1.98 1.08 453 784
Thmax (hr) 0.5 0.5 0.5 1 0.5 0.25 1 1
4 Crmax (pg/g) 0.372 | 0.600 | 79.8 145 | 0.360 | 0.378 | 73.2 121
il Tz (hr) 11.42 3.5 9.4 2.9 13.72 2.6 5.7 2.5
AUCo- (hr * pg/g) | 1.57 1.09 461 635 1.34 | 0.733 | 298 482

ar T PO IIEZE - L TR (5 =2 WA S OB O 2 5 A50)
b T O R A 72 LT RV (BURERNC & o THRHMEICSR LT, SR 5 B 23

0.90 i)

b. WRINE

ARV EEIGER [5. (1)@b. ] THEONZHKG51% 48 WEREIZRIT 20, IR,
FFlide, 77— B AR OV — VB T ST BE OGRS . HETO BG4 48 IFfEIC
B ARINERT, (KAERGEETOR LD 91.8%, BAERGIE TR LD
93.9% Th o7z, JREOVDFEPYEHE [5. (1)@a. ] THLIEEH 120 FF
MBI AR, FHE K O — B 2 N 7 — DB iR PR BE D & EF 0 B . 5
% 120 RFE OV RIT, HETO < &b 43.6%, HETD7e< &1 80.3% L HH =

nic, (2, 13)

@ f

Wistar Hannover 7 b (—HEMERES 4 JL) (T[phe-14Cl¥ A AL T 7B » K

XiZlac-¥Cl A ANV T 7By b EAEXITEHE CTHERO&KELG LT, AN

Sy ATRBR N it S A7z,

T g M ORI Z 36 2 7R B REIR EE 1T R 10 (RS TV %,
T g M ORI Z 36 1 2 P B I RER BE 1T, MR G HED T ORI T,
AR Ko OV fi C i U ML A 7R L7, BRI RE R BE LS DU THERR AR S ORI & %

ZNTFRO BT, ARk 5T LT,

(MR 2, 13)

L HAEE - e B WOt A — AL S (LLTHEIC, ) .

13




x 10 FEREHFRCBBICE T SERERS

HERE (ug/g)

PR Be b | 1R Tmax 2T 2 5 120 e #
10 i il (5.34), B (2.76), M4%(0.729) | B iKi(0.084), FH#(0.055), 4
mg'/kg (0.001), MIE<LOQ)

lphe-ticl | (ke | e JITiE(4.09), (2. 77), FURER | HE(0.026), JiTHH(0.005), i 4

DX (0.694), 1M4%(0.595) (<LOQ)

Sy h 100 wgﬁﬂﬁ03w\mwﬁﬂzwxéﬂﬁ00@ JFhigi(1.66), Ehg(1.17), ek
malke (0.198). 4x1f1.(0.117). f.4%(0.055)
ke | i il (134), 1MAE(110), BhK(90.1) | B Hgk(0.575). fF#(0.436). MLEK

(0.100). 4:1f1.(0.074). f1.4%(0.056)
10 i P (5.13), B hg(2.61). 11.5%(0.653) | BHig(0.065), fFh#(0.042), 4=
mg'/kg (0.001), MIE<LOQ)

lac-14C] | Fle(5.49), B & (3.50). 1f.4%(0.872) j%fg%;)zg)\ FFAKe(0.006) . Im

- <
S e o | e |TRCLID). HR(L08). HEE43) J(ﬁ%ﬁ(g;ux B(0.733), Mk
<
“{;ﬁg g | MHECLB0). FFHR(159). HIB(116), | Fili(0.441). NFI0.379), i

(0.050)., MAE<LOQ)

1E) RUSZHR M OE %€ Tt B ORI REDS B S V7223, BEMEIRIC & D% L HI L7272,

R oT,
a: KAERSGHETIEES 0.5 % (lacUClo A AL T 7 ¥ v MNEGREOMED A 0.25 FEHE) .
P B SR CIEE 1 RERT %,
<LOQ : EEIRBAAKR

S K
RBEOFE PR [5. (1)@a. 1 WONCIEH PSR [5. (1)@b.]1 T

oIz iR, 3 ET, i,

£/ TRV g Wi
PR, FERLOWEH ISR T 2EMIE3E 11 12, Mg, FFlg M O oo EEAX;
IR 12 ITREN TV D,
AR, BB OMEROEWNZ X AREW 7 e 7 7 A )V OBRE R ZEITFRD B
nienrolo, R, BROMBEHFIZEBNT, REEDOTAZLVT 78y MDDk
DO, REOFEFOEHERSIIH#Y C THY | 1Z0IREY) F D&
Doz, B TIEREY C B ERD ., R C o7 vr gl s
KTHLHRH ENTERBHY & L TRD Sz, g, PR OB g+ Tk

BAEDP A ZLT 78y MW RITAREH#Y C L ONF RO ST,

14
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11 R, BERUBEADRIZE TS5 (%TAR)
) - AR - - -
FEERA | ®5-& | BRI | AR Sy h Rt C | 3w E R F F D
1 ” SR ND 23.4 ND 1.4 15.5
ohe- e | ND 21.7 ND 0.8 9.2
ﬁé mee w | 3.8 71.1 ND 2.5 4.2
DX % s E 0.1 5.6 ND 0.1 0.8
I 0.4 53.3 ND 14 95
L~ 100 /
nyﬁi o B ND 15.4 ND 05 40
ke w | E 9.7 58.7 ND 1.9 55
IR E 0.2 11.8 ND 0.3 1.1
. P ND 35.0 ND 16 14.9
o e L | ND 15.3 ND 0.7 6.8
wel | mew | we E 2.7 67.8 ND 2.3 5.2
D2 % IR E ND 6.4 ND 0.2 1.8
R 0.7 49.4 ND 1.4 8.8
L~ 100 /
ﬁe § 7; " L ND 20.3 ND 0.9 58
meKe W | 13.3 57.4 ND 1.9 4.9
IR % 0.2 9.9 ND 0.3 2.1
1
[ﬁlg mg/kg | M | MEI ND 1.2 14.0 ND 12.0
AR (L0
nzy | 100
Yo b | mgke | HE | BRI 0.5 2.9 14.3 ND 4.3
GNEED
1
[114300]' mekg | He | MEI ND 1.1 18.6 ND 13.9
AR e
o | 100
Yo b | mgke | K| BRI 0.8 2.4 12.8 ND 3.1
GNEE
1) UM HUHER
REOE ; %5 0~48 %, MHiF ; &5 0~12 KefEk
ND : Bt s4d

FOM  BEORMRBEIOEH T, SENDIHRDITIRFP TIEIET 3.1%TAR LT, #FHTiEe
T 0.4%TAR UL F. JHIFH TIZA2T 1.0%TAR L FTH - 77,

15




®12 MmiE, FREXVCEEBTOEEZRHY GTRR)

Y]

otk || | e e s fon | (i | e
nglg St

m4E | 0.729 95.4 20.9 68.7 ND 5.8 4.6
1 e IFK | 5.34 71.2 24.0 1.0 2.5 43.0 28.8
mfkg gk | 2.76 79.4 3.8 41.6 3.9 29.6 20.6
e m4E | 0.595 94.7 45.1 44.1 ND 5.5 5.3
[phe-14C] | IR | 4.09 85.4 79.8 ND 2.6 2.6 14.6
VA A B | 2.77 88.9 11.5 45.4 5.6 26.1 11.1
7By m4E| 123 97.4 58.2 35.5 ND 3.7 2.6
~ e I | 139 89.6 44.6 6.3 ND 38.3 10.4
100 ¥ ik 104 92.1 17.7 54.7 ND 19.3 7.9

mg/kg H ia . . . . .
e 1% 110 96.6 71.6 24.6 ND 0.4 3.4

ME | FiT ek 134 92.7 86.8 ND ND 5.5 7.3

Bl | 90.1 94.0 31.0 43.6 6.4 12.7 6.0

A% | 0.653 96.8 18.9 73.7 4.1 0.2 3.2

HE| TleR | 5.13 79.9 23.3 ND 1.6 54.5 20.0

B | 2.61 83.0 3.8 46.1 5.5 26.9 17.0

?ﬁ%g m4E| 0872 | 966 | 662 | 263 | ND 4.2 3.4

[lac-14C] M| BFNE | 549 | 929 | 870 | ND | ND 5.5 7.0
DX A Bl | 350 | 915 | 146 | 490 | 31 | 244 | 85
77y m4E| 843 | 968 | 51.3 | 40.0 | ND 5.5 3.2
K Loo |HE[ITHE| 115 865 | 43.8 | 85 ND | 335 | 135
me/kg ||| 108 933 | 192 | 596 | ND | 141 | 6.7

e 1% 180 97.0 74.4 17.1 ND 5.5 3.0

ME | Tk 159 91.7 87.1 ND ND 4.0 8.3

E Jek 116 96.9 33.3 48.1 4.3 11.1 3.1

) AEHRHRER
A 5RE . 55 0.5 B (lac4ClY A A L7 7 ¥ v MM HREOMED Py 5 0.25 1)
B ERGE ; &5 1 %
- EOM BB ORI DOEE T E ENDEM I T TIEET6.3%TRR L F Th -7z,
B I, WERRIAD 1 mg/kg KER GHE CH—ORMHD A 10.5%TRR~13.5%TRR #
HENT=, 72 BEAIERTH D AREMITERNEE 2 bivT,

Ty MIBITDHZIAANLT 7 ¥y bOFERBEHEEITE. O7 =V VERSTALOD
KEBALIZ L DRE C AR EZITHi 7 v 7 v U BBRAEIIC L 515 E
DA, @T 7 X LEDAFNVILOKBLIZL D@ F OERTHLEEZZD
iz,

@ Heit
a. RREUEDH#RAR
Wistar Hannover 7 b (—HEMERES 4 JT) (T[phe-14Cl¥ A AL T 7B » K
NizlacuClY A 27 7 ¥y A RARITE AR CTHERDZE LT, RX

16




OV P HE R 3 326 X 7z,

B 5-1% 120 FEfIZ 31T 2 R R OV Rt R IIR 18 IR EN TV 5,

B 5 HREIL, [phe-UClY A A V7 7B v SOOI EREZ RS . AT E &
O EIZHD LT EICRFICH S, WTFhoEERIZBWTHLHEE5%
120 WF[ T 90%TAR LA EAS IR K Qe P ICHRtt S 4v 7z, IR HEIESR X, BERkir
KO GEIZh0b b3, BEXDIEDIE S BEhoiz,

B, PRHARICBWTIR (F51% 48 Fil) ~OHEIZ. 0.04%TAR LA T
Tholz, (ZHE 2, 13)

x13 HERI120EFFICEFEREUVERHME (YTAR)

PR [phe-4Cl A 27 78 » K lac-ClP A AL T 7€ » K
B h g 1 mg/kg /K& | 100 mg/kg KE | 1 mg/kg KE | 100 mg/kg {KHE
PRI
4 i3 i3 i3 i 1k i3 1k i3

¥ 5.1% 24 Wi 38.5 79.9 61.5 73.0 49.9 76.7 58.8 75.8

7S
B H1% 120 KffHE | 41.1 82.7 65.3 76.8 52.4 78.6 61.1 78.8

F5-1% 24 FFIH 42.3 7.08 19.1 10.8 33.3 9.32 28.4 11.8

£ p
Be 1% 120 KEfE] | 53.2 8.49 26.0 14.9 38.6 10.4 32.3 13.9

HIibEWNEWETe) | 0.06 0.02 0.03 0.03 0.04 0.01 0.04 0.02

R S N — 1 A 0.08 0.34 0.19 0.28 0.11 0.41 0.29 0.40

— VPR 2.32 2.29 2.77 3.25 2.74 3.73 2.85 2.21
e 96.8 93.8 94.3 95.3 93.8 93.1 96.6 95.3

b. Rkt ERER

HBE 7 = 2 — L & Ff A L7~ Wistar Hannover 7 v ~ (—FEfES XX 6 L) I
[phe-14C]P A 2L 7 7 ¥ v b Xikllac-UClY A 27 7 ¥ v b 2L EXILE
HETHEREO#&S L, &5% 48 FFRIOJR, 2L O 2860 L CREY Hh 4k
FRBR N FE N S T,

F54% 48 RFH D REY, JRE OFEHHRIERIIR 14 IS TV D,

AE i =R AR B &R 5B T 28.7%TAR~35.2%TAR., A BKGHET
20.3%TAR~21.5%TAR TH -7, (B2, 13)
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® 14 B5RABBHEOET. RERVEDH#E (KTAR)

PR [phe-4C]¥ * 27 7 v bk lac-4Clo A =2 LT 7 ¥ > b
B G5 1 mg/kg K#E | 100 mg/kg /AHE | 1 mg/kg K&E | 100 mg/kg {KE
PERI U3 i3 3 Ji3
ERAR 28.7 21.5 35.2 20.3
SR 61.0 74.4 58.7 69.9
£ 2.88 1.51 3.34 1.09
JHF ik 0.20 0.06 0.24 0.07
THILE (N5 L) 0.25 0.26 0.36 0.62
T — 97 A 0.83 0.35 1.15 2.95
I — YRR 1.05 0.43 1.66 0.72
6. SHEEURERE
(1) SHEEHEER (EOrs)
VAANT 7By b (RIK) EHOWaEERE (RRo®kE) NE ST,

EERIIE 1B ITREINTWS,

(&M 2,

14)

=15 AHSHHEBHE (BOks5. FERK)
EUL7/E LDso(mg/kg A H) - SRS,
PERI - DL i I IR STLITIER
#5& : 300, 2,000 mg/kg {AE
, 2,000 mg/kg A E CHEE)JH (%
H‘;‘g;‘;avrer 580 Sy~1 HEf%)
Sy ha >2,000 | 300 mg/kg RELL TR
i 6 G b 5. 30 4y~2 W¢fE1%)
2,000 mg/kg RE THEHI Fi,
B 5. 2 %)
[ FEE T

a s [EEAEEICE DM, B S LT 1%MC KBERASHW ST,

b : 300 mg/kg RE 2 H-HEITME 1 P8,

7. BERMSHHER

(1) 0 HEE2HEHEER (v k)
Wistar Hannover 7 v & (—FEHEHES 10 VT) 2 HW2IREEHR G (FRIK : 0,

30, 100, 300 K U* 1,000 ppm : FEEJRAEIEITR 16 M) (2K % 90 H L

AMETEMERER N T S i,

18




F16 90 BHREEIAMEMEHR (Sv b OFHREERE

B 58 30 ppm 100 ppm 300 ppm 1,000 ppm
SRR AR B Jid 2.2 7.9 24.3 78.8
(mg/kg AE/H) i3 2.9 10.5 29.8 115

B GHTRD DN EmHEIT RIIER 1T ITRESN TV D,
ARBRITIBVT, 100 ppm MU EREORE, 300 ppm BLE#E G BEOME T E
MK b lc 2 &b | MR I3 T 30 ppm (2.2 mg/kg KEH/H) |

T 100 ppm (10.5 mg/kg K&E/H) THDHEZEZ LT,

(/R 2, 15)

F17 0 BREBIEEEHRER (S b)) TROONEFUERR

e 57 1 i3
1,000 ppm - AR KT - TR KT
- MCV #4410
300 ppm JL - AFETHEGLD B0 ROWRAT | - REEINEH P05 8, 9, 12~
) BN 14 i)
- Hb & O Ht 38> - Hb J§i/0
100 ppm ULk  AREE PN (B 5 9 BWLURE L O | 100 ppm LA F
Lays) mMEFT R L
- TR KT
- RBC Ji/b
30 ppm wmIEPT R e L

a: 300 ppm LA EFERECTIIFRL 8 UL X VRS
b : 1,000 ppm LB TILIE 3 B UK K VR FE

(2) 0 HEHESHEMHER (YVRX)

ICR v A (—FEMERES 12 P8) Z AW-iBEEE S (5K : 0. 100, 300 K O®
1,000 ppm : “FERAEEE LR 18 M) (2L 5 90 H M HE 2 el S hi
SNz, B, B FEORAIL. B OB EIC DWW T O A FESE STz,

F& 18 90 BREEAMEMEHAR (YOR) OFHRKERE

58 100 ppm 300 ppm 1,000 ppm
SRR AR B Jii 12.8 37.1 126
(mg/kg (AH/H) i3 17.2 47.8 166

HHEGHETRO DN EEITAIER 19 1IR3 TV 5,

It S OB ik D T BEAR AR 7 AR A O FL L JRIE R ONE MBI Al (R~ 12 E)
23 1,000 ppm £ 5-EEOME 12 FlH 5 FIZFRD Haviz,

ARBRICEB VT, 1,000 mg/kg AREH/H & 58 O THRBEHEINME S, 300
mg/kg (REE/H UL B GEEOHET TP A 03RS bz 2 & s | I T
300 ppm (37.1 mg/kg KE/H) . #T 100 ppm (17.2 mg/kg (K&E/H) THD

19



EEZbNE, (BR2, 16, 17)
(R EREOVEMETE R A = X 2B L Tix, [13. (1)~ 10)] &M, )

F19 0 AMBAMEEHER (YOR) TROHLONWEEUEMAR

B 58 Vi3 i3
1,000 ppm < REBEINIHIGR 5 1 3#) ) OEEE | - (RERD FEES 18)
(B E 1~13 ) - Hb. Ht XU RBC 4
« ALP }ON7 1 — L8800 - Alb J§/
- Alb J8/) - BEE IR B b B2 O MEIE T Ak
- JFREkE Mo OVE B BN - SR E BN
300 ppm VL E 300 ppm LA F - TP i
100 ppm =M R L PR e L

(3) 90 HEEAESHHER (1 X)

E—7 VR (—HMERER 4 T0) W= ko kis (5K 0, 3, 10
KN30 mg/kg (REE/H) 12K 2 90 H LSRR ER 23 8kt S Tz,

B GHETRO DB AIE&R 20 ITRSN TV D

30 mg/kg IR/ H £ 5 HEOIE T O LB EBN,  [F$E 58 O C APl O it
N VL EE EHEANNE TN 10 mg/kg (R E/ H DL E& B-REOIE R T 30 mg/kg (R H/ H &
HREOMET/INEFDPERF AR K 23588 Sz, FFEtE a2 /Re 3 5 ik A5
BN T A —Z DL K OYREAAR PRI LR GNR Do T Z LB | IS
Bl THDHEBZ LN,

AT WT, 30 mgkg RE/H GO TREHINIHI%, 10 mg/kg
KE/H UL EEGEEOMET BUN 238D o2 b, EEMEITHET 10
mg/kg (AHE/H, T 3 mgkg AH/H THLHEBZ bz, (B2, 18)

(R ERONEMRIZR A 1 =X 2B LTk, [18. (1)~ 001 =&/, )

& 20 90 BRIBAMEMRER (/1 X) TEOoN-FHEHRR

5B i i3

30 mg/kg {AH/H < (REEBEHMAI S (B 5 IR 2 ) - (REEBEHHMAEI S (B 5 I 2 )
« Glu X OV U w7 A « Hb X O MCHC J#/»
« BUN KOV v — L8800 « Glu
- i R ZE A - 7o — LHE N

« JBEBEIR B R ONE MR T Ak
10 mg/kg KF/H LI E | 10 mg/ke (K /H ELF - BUN B4/
3 mg/kg IKHE/H mIEPT R e L CREIPINAN

RGP ERITRVD, RIEREOREBELE 2 DN,

20




(4) 4EMEAMSERR (Sy b)) <BEEND>

Wistar Hannover 7 v

b

FEMEESS 5 VC) & W= iREE# 5 (JF{4K: 0. 300,

1,000 & TF 3,000 ppm : ‘EWHAEEEILER 21 28) (1285 14 BB MM E:

FRR N e S AT,
21 1APMBEIMHEEEE (Sv b OTFEHRAKERSE
B 5R 300 ppm 1,000 ppm 3,000 ppm
SRR R & i 34.7 109 321
(mg/kg {AE/H) i 33.5 114 327

%&5‘#(1:& &) %ﬂfuﬁil\i)ﬁ% idjf‘% 22 k—T éih’(l/\
ARRBRIZIB VT, 300 ppm VLB EREORET AIG JZIZ{BZ}\M\ 3,000 ppm # 5

O CHREHINMTE RO oz, (B 19)
#22 4BPBEEZEHEEHR (Sv ) TROONE=EMMR
B 58% 1 i3
3,000 ppm - EEE R - (REHINPN I
- RBC K U)X Ret #4111 RSN
« Alb /b
o JIF R OV Be R B
1,000 ppm LA b |« (REHI0ENH] 2 1,000 ppm LA |
300 ppm - 7 m— L} O BUN #41 IR RLe L
- A/G s

a: 3,000 ppm FHRETIIEEE 7 H LA OV FE,

(5) 14 AHEAMSHRE (YVR) <SEFEH>
ICR ~ v 2 (—H#EHERES 5 L)

3,000 ppm : PR EIEITE 23 S M)

Z W2 IREERE S (JRIK : 0, 300, 1,000 K& ¥
W2 L5 14 H [ 2w 0s i

iz,
=23 1AHMBEIMEEHE (TOXR) OFEHRAKER=E
5B 300 ppm 1,000 ppm | 3,000 ppm
SRR AR 1k 52.6 159 412
(mg/kg IKE/H) i3 58.9 175 393

FREGHE TR DNIZEEFT RIIER 24 (RSN TVS

2 90 HHELE MRS (7 v b)

[7.(1)] OfEX

TWRWZ ENBLEEERE LTz,

3 90 HHHELEME#HEMERER (w7 %)

[7.(2)] OHE

TWRWZ EMNHEEERE LT,
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1,000 ppm £ 5-HED M N 300 K Y 1,000 ppm % G- HEO M TRl O e &
4N, 1,000 ppm $&5-HE O THAR O B &GN GRS S =23, HEEE R
W29 2 MRAECFERNT A= OELBBD LR hoT- 2 Lnh | #IGELL
ThbdrEeEXLN,

Kft% IZHBW T, 300 ppm LA EF 5 BEOIET WBC 8023, ¢ MCHC J8i/)

WO LNT, (ZH20)

x24 1ABPRBIMEEHR (YOR) TROHONWEEEMAR

B 5RE i3 i S 8
3,000 ppm o PREHDINPNH] K OB AT 2 - (RERD K OB A
- RBC K X Neu j#4 -Wha L@ B, 54, 5 K1V 6
- MCV K. TX Ret #4111 A)[BFEEE T, BT RO
-« ALP, ALT. AST. 7 U DA, RIEAK ]
71—/ L K% ChE 41 - ALP %Y ALT H4hn
» Glu - IFEEE S0
o Jkser B B
< JIF L E S0
1,000 ppm LA_E |- MCHC /b - RBC. Hb } ' Lym Jib
- Ret #4910 ol NURAS: ) |
o BN et M OV RN
- L EE EHE N
300 ppm - WBC j#i/ - MCV #4hn
- WBC®, MCHC /% U Mon />

[]: 908 & &EY TR LILZFT R

§ :%ﬁ?r%é@ﬁ?%? 2 AN VAN Wd@%@@ﬁﬂiﬂt%z b,
5:3,000 ppm #BERETITYNA &R X0 BNV IRz FEFRROBRE IR I TR Do 728,
Wdi&%u@ﬂﬂiﬂt Ez bz,

(6) 28 HMEAMEMEHER (/X)) <8FEH'>
E— VR (—REMERESS 2 J8) AW e ns (5K 0, 15, 30
F O 60 mg/kg RE/H) 1C K5 28 H A AMEREM R i S iz,
KRG RETRRD DB ERT ALIEER 25 1RSI LTV D
AFBRIZEBV T, 30 mglkg REE/ B LA 4% 5-8E 0O M- C A EHE NPl 45 2358
bz, (W 21)

4 90 H M AMEMRER (X)) [7.(3)] OfEXRTRBRTHY ., 8WENTA RTA4 2R EL
TWRWZENLEEERE LTz,
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&25 28 HHEBEMS

'lﬂzn_t%ﬁ (’fz) -Cntu\&) 'O*LT‘E'HEFEE

B T KR OMERE D TR
/b BUN KON & — L Ha k]

E R iE i3 i3
60 mg/kg AR/ H - gE & R%Q B, BE5-20 B) - T B, 519 H)
HEAHER ., MEHe(E, HPE, B | [BBEERE . R, BEPEE,
FEEBND . EEML, KERE K& | HIE, BRSEBNSD . BRI
OB B BN 22 s . BN | REBE, KRS K& OB 5 56
BR/NRUAE R O RN, RSB | M ), BB RS e i i

PEAL o ZEREVEZEAL « GHER L OG5
I U > S RFAIAE, 5T AR

A BRERAE . BT RIRE M OY
- IRERD KEEEREAR), DT LR
- Ret Jdi/) MR Y ]
- i PR - - MM K OVt
- Ret J#i/)
« BUN., Cre KOV v — LHE
- Jia IR =
30 mg/kg (RE/H L E | - (REEEINNH]  AREE R B0
15 mg/kg A&/ H wmIEIT A7 L wmIEPT R 72 L

[] FET 3TN &R EY TRRD ST i

CREFFEORE I I S TR,
TEETS

EERRED AL

IR LB 2 BTz,

. BUEEHBRRURERLA SRR
(1) 1EREEESERER (4 X)

E— 7R (—
KON 15 mglkg IAE/H) |

REMERESS 4 TT) 27zl

ARG OREEEZ b,

Tekoks (IR0, 1.5, 5
2 &2 1 MR I S iz,

BRGRETRD NI RIEE 26 ITREINTWD

15 mg/kg (R E/ H & G4 O TPk o> b B I 2378
Mg 2 MR A0 N T A — 2 OZAb K OV BEAR AR 7R 28 b2

2l b, WISHEEETH D LEZ BN,

ARRBRIZ BT,
*rﬂﬁ%ljﬁ)mu &) %hﬁ_ — CE 75)% HEEI\ E

?5?') ST, FEhE s
RO B Do

15 mg/kg IR/ H & 5 HEOIET BUN BEN%, #ECREREM
ITHEREE & 5 mg/kg (KE/HTH D EE 2

bhiz, (R 2, 22)
45§ 26 1 ﬂEFEﬁ rxllétﬁllétn-t%ﬁ (’r R) -Cnu. &) 'O*Lf_ﬁ'ISEFﬁE
51 1 i3
15 mg/kg R/ H < MR BRE R OSREMEE (G 12~ | - (REHINH] (B 5 10 3 L)
50 i) °
- BUN #4/1
5 mg/kg (AH/HLLT mlEAT R 72 L mPEAT R L

MR P =S UE B ¥ T E ARV

23
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(2) 2EMEESE/BNAEHEEER (Sv M)

Wistar Hannover 7 » & (G825 AUMEeUBREE « —HEMEMESS 52 DT, 52 i & B
—REMERES 20 VL) & FHWoIREER 5. (JRIK : 0. 10, 30, 150 % T 300 ppm :
R R REILE 27 Z2H) (X D 2 EREMEEMEFE Y AMEDF G #BR N T S
iz,

&2 2FREEHEEE/EVARHFSHER (Sv ) OFHREERE

5B 10 ppm 30 ppm 150 ppm 300 ppm
) i 0.39 1.18 5.87 11.9
D3 AR
SRR AR TR A 3 R i3 0.49 1.53 7.71 15.7
(mg/kg A FE/H) X I 0.47 1.43 7.18 14.1
mere S
i3 0.59 1.76 8.86 18.7

KHEGRETRD DN EAT R GEREMEIRZA) 133 28 IR SN TV 5,

D AMERE 300 ppm & 5-8E O I CHE BRI O B 72 N SERD H AT,
ZTORAEHEE (11.5%) ITRBRERfER DOEFRT —F (3.6%~12.0%) DOFFAN
ThorZ b, Tz, ABHEORAHE (1.92%) FTEFRT—F %2 FlE-> Tz Z
EMD ., EERAIREDO NI BN L O L E 2 i,

ARBRIZEB T, 30 ppm YL FEGREORE TR O H B EH 00 K% O BUN #40
23, 150 ppm LA &% GEEOHE CHREH MG ENRD SN2 b, HaEita
IZHET 10 ppm (0.39 mg/kg AH/H) . HT 30 ppm (1.53 mg/kg AH/H) T
bbHEEBEZ LN, BRAMETRD Doz, (B2, 23)

F28-1 2FMEMHSHE/ENVAMGHERR (Syv ) TROOK-SHFMR
(FEEEMRE)
5 Vi3 i3
300 ppm - A/G >
- B LLEE AN
- BRI bR R T
- B R IR RS
150 ppm L | « RO L OB R (O | - ARSI (B - 11 22 A5

SRS 2 IHE Y] - Hb, Ht }x O RBC J&»
- Hb. Ht. RBC. MCHC Kk T} - WBC. Neu & T Lym #8/i1
RDW Jsi/b - 7o — LEEn
« MCV #2/n
- 7 — LN
NN %Y
30 ppm LA E - B b E SN 30 ppm BA T
- BUN #4/1 w2 L
10 ppm BT RS L
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F&28-2 1FMEMEME (Sv ) TROLNEEUHRE GEEEMRE)

5B Viia i3
300 ppm - A/G >
- B R E SN
150 ppm LA I - (REEIEINB I (P G- R 22 ) - Hb, Ht XU RBC B
+Hb, Ht. RBC, MCHC X O* RDW | - WBC. Neu & O Lym /Il
B - 7 — /LN
- MCV #4n
- 7o — L
< 1V T N
30 ppm LAk - B L E N 30 ppm LA F
- BUN #n IR RL L
10 ppm AT R e L

(3) 18 MhARMENAMEER (TVX)
ICR =7 A (FEM AAMEREREE : —HFMERESS 51 VL) 2 W iREEHR G (A2 0,

20, 60, 200 & TX 600 ppm : PR EIEITER 29 /) 12X 5 18 ) A 3
APERRBR D It S 7=,

F29 18MARENAMRER (YOR) OFYREERE

B 58 20 ppm 60 ppm 200 ppm 600 ppm
SRR R T 2.04 6.40 20.7 62.8
(mg/kg A E/H) i3 2.42 7.12 25.7 75.7

%&5ﬁfmw%ﬂtﬂ@%%(%@%ﬁﬁ%)i%SO:?éﬂfwé
FRARPE G2 K0 FEARBEE ORI L 7= MR 38D b Lo Tz,
BRI A TR O DN BB SEE~ 7 v 7y — VAN W T
é%@\v1%~w%é_£0)t7x%/f%57b@ﬂ@mkwﬁéﬂto
AFBRIZHB VT, 60 ppm UL FEEREOMFECSMGE (VR AFL) M~
a7y —UHENENRBD NI &b, WaEMEIIMERE S $ 20 ppm (7 :

2.04 mg/kg AKFE/H, M : 2.42 mg/kg KFEH/H) ThHHEEZ BN, BENAMET
mu@%ﬂf(ﬁf))/) 7:-0 (Z/%ﬁ\g\ 2. 24)
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& 30

18 MAREAAMRER (YOR) TROON=EMME GEESERE)

5B 1t i3
600 ppm - FFECEE SN - FFECEE SRR
o JNFE RO TR AR R o JNEE PR IR R AR R
200 ppm LA E - AR (B 5 R 2 ) - (REH NP (G- R )
60 ppm LA I - PREE NP (e G- R 22 A8 cEBEBOFE) R T AF )M~ 0
cERORVRTAFME~ s 0 77— U HEN
77— VN
20 ppm w7 L mHEPT R e L

9. mREMHER

(1) SHESHEER (S )

Wistar Hannover 7 > & (—HEMERESS 10 PT) 2 /2 BRI 0 &5 (R

&£ :0, 125, 250 T 500 mg/kg (AE ., L - 1%MC KEEHR) (2K D aMEpiR

T ERBR N S S T,
BHEGHETRO DB TR 3L ITRS TV D,

HO LN EIIETmETh oz, T2, #HRYFFREA R

WT, MR GIZ L DEEBITRD Lo Tz,

ARBRICIB T, 125 mg/kg (RELL BB GHEORER T 250 mglkg (RHLL F#%
GREOMET HIEB B FENFRO b Z s BWRIERIIMET 125 mg/kg
REERT, MET 125 mglkg (KETH 5 LB A O, QUEMEMEIIRED bk

molz, (B2, 25)
=31 SHEEEMEER (v b)) TROON-EMRER
51 1 i3
500 mg/kg 1A - AREE I N4

- BFREBEGCLD B2 [FIE)
I (b 2 K1)

250 mg/kg (KB L. E IEENME R, 2B B0 EHR | - IREVE T, 2B RS 0 B0
D (G- 2 K 1%) DG 2 HE%)
- 5 HiLBE AR e - A SEE ERITENH (B -
2 Rl t%)
125 mg/kg RELL - B3SEFEGL D B2 EEL, | 125 mg/kg KE

RATEN D (B2 5- 2 el %)

TR L

(2) 90 BEEAmESERER (v M)
Wistar Hannover 7 v & (—HEMEMES 10 IT) 2 HWoREER G (FIK @ 0,

30, 100 % T* 300 ppm : “FERAEIE IR 32 2/) (285 90 A [HdE S

e AR N S S T,
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F32 90 BREIBIAMMHESEAR (Sv ) OFHREERE

& 5#E 30 ppm 100 ppm 300 ppm
SRR AR R B P2 2.12 6.93 21.0
(mg/kg A HE/H) il 2.77 9.26 28.2

Hredlsina A (FOB) | BI3SEB) & OReR B PR IZ B8V T
BRIEER G X D BT bz o T,

AFRERIZIBWN T, HETIE 300 ppm & EGHET, #AHFIIA EZEITR WM E
i) M OME A &b 23380 Eﬂ IR G DRBLE 2 vz, HETITWTh
DEGHICEBWTHmEREITR DO b ol, LEDZ &n, MaEfkaElX
1T 100 ppm (6.93 mg/kg ﬁiﬁ/ H) | CAEER O i 5 FH 2 300 ppm (28.2 mglkg
KHE/A) Ths LB, BAMMREEITRD bNR)hoTe, (B 2,
26)

10. ARERESHSR
(1) 2HRAKEHR (v k)
SD 7 v b (—HEMERES 24 PC) & AW ZIREER S (K : 0, 60, 200 K O 600
ppm : FEIREEIEITER 33 2 ) 12X 2 2 BRI FhE S vz,

33 2MHKEIEHR (Sv ) OTFHREKENRE

B 5 60 ppm 200 ppm 600 ppm
It AR AT 3.8 12.8 38.8
P A B AT 4.7 15.6 46.7
WA i | AR 4.0 13.4 38.8
SRR R B T 5 9.1 30.7 91.1
(mg/kg AFE/H) It 2B Al 5.2 17.3 52.6
F1 A B i 5.4 17.8 53.8
A i | AR 3.7 12.4 37.4
5 8.7 28.8 86.3

FRGHETRD DN BT IEE 34 IR Sn T D

60 ppm UL B 580 P B EMWIET ONZ 600 ppm Tx’g‘ﬁf@ P KON Fy BlEh ik
THIEO L EEHEMPAR D =R, 7 v MZBIT 5 90 H MMM R

[7.(1)] CTHFHEEZRERT D MEENTFR ST 2 — 5 OEAbN B
BAEWNBD NIRRTz Z b, MM ThD EB 2 b,

KRBT, HE TIE 200 ppm PLEF G- REOMERE T A B I 25 A8
S, WEW T 600 ppm £ 5-HEOMERE THRERIINHIAGED b 2 &
NN ??%jgfii IZBE < 60 ppm (P I : 3.8 mg/kg KE/H . P : 4.7 mg/kg
(KE/H ., F1fE: 5.2 mg/kg KE/H . F1 i : 5.4 mg/kg {KE/H) | LB T 200 ppm
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(P M : 12.8 mg/kg {AHE/H . P M : 15.6 mg/kg {AHE/H ., Fi /M : 17.3 mg/kg 1A
E/E! Fi it : 17.8 mg/kg (KE/H) Th D EBZ BT, BIREIC KT 2T

mu &b E)ﬂtﬁ 75)/3 710

(ZR 2, 27, 57)

&34 2HAEBEHER (v ) TROON-FMEHRR

L \ %E:P\ L%:Fl %ﬁ.Fh L%:F2
il I i I b
600 ppm - B B b (B 5 - JEEBR 0 D IR AE
2. 3, THEW) - (REEHE N M
9. 2 ¥#) OMEEE &)
B - IR RTIE R
& | 200 ppm 2L b REFEANPHIGE | - AREEDNPNEI G | - REEAINENE K | AT R e L
¥ 515 H)a kO 5. 43~71 H)P OMEEE &)
AR (B | - R R
5. 1~3 i)
60 ppm TR L TR L TR L mMET R L
21 600 ppm S OREBININEIS | - (RESINEHIS | - REBINEES | - AREBEImH S
g 200 ppm DT | BT RAL | BETRAL | BETRAL | B R L
a: 600 ppm & 5B Tl G 8 H LI
b : 600 ppm B HHETITEE 15~71 H
SHEHERA SRR VR, REREORBLEZ SN,

(2) RESHHER (Sy M)
SD 7 v b (—#EME 20 PB) DOIFHRE 6~19 H

KON 50 mg/kg AHE/A

7’»
—o

TAIGE

Z R il

kO#eh (RIE: 0, 5, 15

1%MC KiEiR) LT, FAEFBMRER I S v

rit%‘ﬁ IRBWT, BETIIWNTIORERHIB W T LA 5ICEEE L5

I

‘f’/El

mg/kg RHEH/H ThH D B2 b, AT

ek, AR \—5‘640“(5’%75&§ﬂﬁﬂ7ﬁﬂ%®7 v b (—

TR LT, BRI TIE 50 mg/kg REE/ H B G- TR E D
LG, MR REEN CARER D i Fﬁ% 50 mg/kg ARE/H
ntu &5 %ﬂiﬁb)o 7’:_.0

FEME 7~8 IC) & v

WO BT Z

IR 15

-HAER TR (FIK 0, 5. 156 X150 mg/kg KE/H) ([ZBW T, BEW T
1% 15 mg/kg RE/H DL BB ERECTEREBININGE RO S v, St BBEEZ 63 2 1)
TNZNZEI 156 mglkg R/ H B G5H T 16%. 50 mg/kg (KEH/H &K GHET 21%,
150 mg/kg A/ H & 5/ T29% TH o722 & H 5 150 melkg R E/ H 15 K&
FZEBL WD EEZ BN, IR T 150 mg/kg RE/H BGRE CIERMAENGE
DO, LD Z &b 50 mglkg (RE/A N RmHESE L TE RSN, (&
FR 2, 28)

(3) RESHSAR (VYH)

NZW %% (—FEME 24 PU) OIFEGE 6~27 Bz O#ES (JF&E 0. 5.
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15 %N 50 mg/kg INHE/H . A : 1%MC KiRiE) LT, ZAFEMakBags 32 <
niz,

%&ﬁﬁfmwgﬂt ﬁ%ﬁi%35:ﬁéhfw

e QSN - 7 PT&MM&MM@H&QHT Ly ey S hon
5#@%@%m&0£ ﬁﬁﬁWMﬁm@%hto%E_M@%mtk%%%#
. BhRERIESR, DEEBEIEMSE O RFEIIE L HIORITH o720, Wi O
BROWFETHDLZ E0n, RIWEEEESEEE “HMRESIIREER G 0%
BChH DA REMEE G E TE 20 &I Lz,
Kﬁ%kkwf\anm&MM@a&ﬁﬁ@ﬁ%%fwﬁﬁwﬁwmﬁﬁ&\
[F# 58O RR Y CHRE RV 2 A 3 2 REW I & O IR R 23780 6
Nz e, BEtEIIRE LU E S 15 mgkg AE/HTHDH EEXD
iz,

7p¥. RRERIZIAST > THEM SN FRMOMIR T (—FElfE 4~6 ) %
AV HERERR (FA 0, 5. 15, 50, 60, 100 &% T* 150 mg/kg A/ H)
TiX. BEW ClE 60 mg/kg (RHE/ H £ 5-HE CTRALEM) 1 BINELT., 4EIRE) 1 6
DA E R SN2 Z &5 60 mg/kg (RE/H TR KRMELAZ#HB L TWDH EEX D
nics, Zoko, AFRERHIELND Z ER TR IS 50 mg/kg (KE/H
M, EAEE LTERIRENZ, (B2, 29)

&35 FEFMHER (VUFX) TROON-BUMR

FG1E FEY fia V2
50 mg/kg A/ H - EEEEAD (1 61, AEHR 13 ALARR) Y | - SUEBR VAT 5 REB s n
'%Eﬁy@%\ﬂ%SHu%W§'i%%E@%m®mﬁ%®ﬁﬁ)
]5m%g%iﬁ&ﬂf IR R L EIEET AR L

CHEPRIREITER SN TV AW, RS oRRLE S ST,
§:mﬁ%%ﬁ TRV, BRIAERGORELE 2 B,

1. BEEFHEERER

TAANT 7Ry b () OMEZ W EIRIRARHER, v AR Y &
/RER%E N2 In vitro YR BRI R VT » b & W T EERRBR 2 I S ATz,
RIZE 36 ITRENTND

ETEMThoT-Z b, /%X/I/77*IZ/F BEEMITARVEEZ BNT,
(&2, 30~32)

5 100 mg/kg A/ H LI E&RGBE TI3ER 13~20 H. 150 mg/kg K/ H & 58 Trddik 8~10 H D
IZFNFR BI6 FINFET T 5 & o720, HERPTRBA IS,
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*x 36 EFHARERBEE (RiK)

R pSES SLERPRIE - 2 5 (TS
Salmonella typhimurium | D5~5,000 ug/~7" L — k(+/-S9)
Tk (TA98. TA100. TA1535. (FL—  ib)
ot | TA1537HR) @50~5,000 pg/7 L-— b (+/-S9) =k
SR FEscherichia coli (FTrArFaX— g 9)
in (WP2 uvrA £)
vitro b R Y > RER M500~2,000 pg/mL
- (+/-89. 3 WFfHJALER L, 18 FfH5 3%
i I i
SYmE ©100~500 pg/mL
(-89, 21 KFALERRR AR A VERLD
Wistar Hannover 7 > h HE - 100, 200, 400 mg/kg K
in | (- BB fe) i - 100, 200, 300 mg/kg {KH -
Vivo i (—REMEE 5 pO) (24 WFEIIBR < 2 BRI 0 G, & |
&G 18~24 WS 1% I BRI

12. BREE, RALSEEHR
(1) SHEHEER (BEESERUEAIKCE)

DAZNT 7 ¥y b (FIR) AV AarEEriRE (REEE RO AIEL #&)
ANESS TRV g Wi

i R IIFR 3T IR TV 5,

(=M 2. 33, 34)

# 31 FUBHHABHRE BERESEURARECE. RiE)

a: 24 WRPEPHZERAM . WL L LT 1%MC KBRS W 67,
b4 BFEIESER (XA )

(2) BB - REITx9 5 HEE R U R E R
A AR B e o7 20 2 O 7 BRI SR e OVR SR i ek 23 32 S vz,
B X DOIRIZ KR U THEEORMENTED B2y, BT DRI MEITRED &
otz
CBA/J ~ U A% H W= B AR (LLNA %) 23Eh S 4v, SRR

ThoT,

(M2, 35~37)

30

B 5 Y fE LDso(mg/kg (A ) . SEORTS
K14 FER - PURC i fi BRINTIER
gy o WMMH%§%“7’F 52,000 | SEMR L OFEL 17 L
R a N SEE /]
g Wistar Hannover 5 - b LCso(mg/L) PRUE, FRER D K OMAE D
72& 5 P-_Q >5.19 ﬁEtgﬂJfﬁ L
[ Ehi & T




(3) 21 HEBAHEREHRER (Svy b O

SD 7 v b (—HEMERES 5 U8) &2 I WTo R 5 (44K : 0, 100, 300 & TF 1,000
mg/kg K/ H ., 6~7 FE/ H)IC & 5 21 H B A AR B kB2 £ S 7z,
B GHETRO DIV BT AIEE&R 38 ITRS LTV D,

AFABRIZB VT, FETIE 100 mg/kg AN/ A LA B3 G- RE CAREIEININSI %2538
D HAL, METIE 1,000 mg/kg R/ H 58T Ret Jl 03B b2 &0 6,
HEFEME R 3ME T 100 mg/kg R/ H AR, M T 300 mg/kg AEH/H THDHEBZ X H
iz, (=2, 38)

#x38 21 BRBAMEREEHAR (v b)) TROHONFEHRR

51 HE i3
1,000 mg/kg {KE/H - RBC B - Ret >
- BFLIREREE OB MR E A
300 mg/kg AE/HLLE | - Hb i 300 mg/kg AHE/HLL T
- B L E SN w72 L

- B E OYLRM RS

- BB A IR LR DR
i

* B E RIS R DERAETE K

100 mg/kg &/ H - AREIE GRS 7 B LR L OY
EEE D (B 5 14 H)

(4) 21 HHBESHEEEHRER (SvF) O
7 v MMz 21 B EHESMEREEERBRO [12. (3)] 128\ T, TR
WENG NN, 7 v hOIEMERLFEERRICK I 2 MEEEZ R
WHLZEEHHAME LT, SD Ty M (—HEES L) AW S (R 0,
3. 10 T 30 mg/kg RHE/H, 6~7 K/ H) 12X 5 21 HIEHEMER R
BRONFERE Stz ks, RE M OMBEFRICIRE L CTRENFE S v,
ARBRICBNT, WTFHOBEEREICB W T H 333l b, ExHE
IIARBR O mAE 30 mgkg KE/AE THDH EE2 LN, (R 2, 39)

7 v e Mvwic 21 B SR EERBRO L CQOMEFHME & LT, HE
PEEIIHET 30 mg/kg AH/H . MET 300 mg/kg (AE/H THDH LEZ BT,

13. TOMDEER

~ U A% W 90 A AR [7. (2)] KU XZ M- 90 H il
SRR [7. (3)] 1B W T, JREE LR ONE MR A D368 A S B HE N 2378
SN2 LMD, BT DY A 2L T 7By MRG0 RS K OV AR AR R
728, LUTF ORI G S 7z,
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(1) ¥YR2BMREEARSHERE (Bt LR EEETE
ICR~Y A (—REHES L) IZVAALT 7 ¥y &1, 3. 7T &N 14 ARIERY
Be5 (5UA : 0, 600 T8 1,000 ppm, FEIMRAEREITE 39 ZH) LT, P2
B E BT D720 EATE BT X

ANT7 78y bORE ERIHT S

HEERN TG ST,

F39 YO 2BERRERORSHEERER (YOUX) OFHRFERE

e G- 1 HRE& SR | 3 HRERSGEE | 7 HRE&SEE | 14 HEBERE
SRR ERE | 600 ppm 123 128 141 116
(mg/kg {KFE/H) | 1,000 ppm 245 183 192 176

FRGH TRO DN EITR 40 ITRS LTV D,
CAANT 7By D 1,000 ppm (176~245 mg/kg KE/H) #5512 XL 0 BERE

LA G EZFERET D I ERED LT,

(i

2. 40)

x40 BFREBFCTEOLONE-FE

5B
e BSREem) T hm | rem | 4 0
0 0.1 0.7 1.7 3.1
ip s =N
ﬁ@(t'f‘)m% 600 -0.1 0.6 1.6 2.9
& 1,000 0.0 05 15 02*
i It Rz S L A 0 0 1 0
N U - B 600 0 1 0
(5) 1,000 0 4 4b
*: p<0.05 (Dunnett #&7E)
a: Cohen B2 L B5MEET Y T 2 2. 8 RO 4 04T 2 Bk D43
b EAEMI L EE R BNS 1AM,
(2) 1 XRBPOCAZRANT7EY FRUREY C DORERIE
A X & HW= 90 HEHAMFSRER [7. (3)] THEONHEDIREZ HWT,

VAZNVT 78y MR OREY C O ERR DN E i Sz,

VAANLT 78y hE 30 mglkg (RE/H O R T 90 &KL L% ORERS
DY AZNLT 78y ORI 668 ng/mL, U#HE C OEEIX, 233 ng/mL T
bot-. R CDIENT, VAALT 7By hD %L D MS v — 7 8 %
W S Ao T,

A9 51

(MR 2. 41)

6 Cohen SM., et al. Comparative analysis of the proliferative response of the rat urinary bladder
to sodium saccharin by light and scanning electron microscopy and autoradiography. Scanning
Microscopy. 4(1):135-142. 1990.
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(3) RIRRADIARNL T 7EY FRUKEY C DRERE

ICR~vU A (HE6PL) IZ¥AZXNLT 7y M 170 mglkg A O H & THIH
RO (L 0.5%MC400 BEiK) L., #& 5% 24 FEORZHWT, U2
AT 78w bR OMREM C o ERBR S I S iz,
YURARFOTAANT 78y NOREIL 259 ug/mL ThHolz, EERDE
L CRE C 23 S AU BB 1,670 pg/mL TdH - 72, AR C D 5%~12.2%
DOMS B—7 ELZHTHREHE LT, 30D~ A F—2 R (V2 A
N7 7y NB{LERRED O NVT a  fBfadik, PAALT77H v FDK
HIME) Sz, (B2, 42)

(4) In vitro HIRRSMHER (4 X BEDBE L KRHR)

A R ERREIC, A ALV T 7 ¥y ME& 156, 31.3, 62.5, 125, 250,
500 }2 TF 1,000 pg/mL (&8 : DMSO) U3 C % 62.5, 125, 250, 500,
1,000, 1,500 K 0% 2,000 ug/mL (ABE : DMSO) O T 48 BEMALE L, A
AELFERNIE ST,

MMAGFRIIE 4L ITREN TN S,

DAZNT 7By N AVEREE TILR AR 2 M i A E R O 23R8 B,
ICso fEi1Z 344 pg/mL TH -7z, RH C LBERE T, REAERE CTH 5 2,000
pg/mL B W T HMIAFROK FITRD Doz, (B2, 43)

&4 HREEFERRET Gy

. AR AR 1Cso
wERE | R (ug/mL) %) (ng/mL)
0 100
15.6 100
31.3 103
A \‘X/I/ 62.5 102 344
7rEv b 125 88
250 63
500 25
1,000 27
0 100
62.5 106
125 106
- 250 110
R C 500 114 >2,000
1,000 121
1,500 118
2,000 113
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(8) In vitro {iRAEEHRER (7 XBEbtLKRH#lAD)

~ U AR AR MBT2 #ifd) I, YA ALT 7By F& 15.6, 31.3, 62.5,
125, 250, 500 K& TF 1,000 pg/mL (F&fE: : DMSO) i3 C % 62.5, 125,
250, 500, 1,000, 1,500 }%O* 2,000 pg/mL (AL : DMSO) DO T 48 K]
RLER L | AR RN HE Sz,

MR AIERIZE 42 ITRENT WD,

VAZNT 78y MUBEE TR AR A i AR DR T 33RO B A,
ICs0 1% 136 ng/mL Th -7z, R C ABRRECIE, BHE oMlaErE 2 R X 20
>, (BH 2, 44)

& 42 MRREFRRY G

7 %
wmE | G | PEEEE (HIg/CijL)
0 100
15.6 88
31.3 83
A f</1/ 62.5 68 136
77wk 125 70
250 26
500 3
1,000 0
0 100
62.5 120
125 120
- 250 131
K C 500 196 >2,000
1,000 114
1,500 90
2,000 72

(6) In vitro HIBREMRER (5 v MEDBLKMAZ)
7 v Mg (NBT-II M) (2, oA A7 7€ v b % 15.6, 31.3, 62.5,
125, 250, 500 M TF 1,000 pg/mL (%4 : DMSO) DT 48 IFfAALEE L, #H
R A7 E S L7z,
MR AIERIZIE 43 ITRENT WD,
CAANT 78y MR TR BRI RO T 2O b,
ICs0 1% 88.9 ng/mL T -7=, (BHR 2, 45)
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& 43 MREEFERRET Gy

P %
WRWE | B (ug/mD) ‘W@f)ﬁ * <u1giffm

0 100
15.6 99
31.3 91
A A 62.5 69

77 ¥w b 125 35 88.9
250 1
500 -2
1,000 -3

(7) In vitro #IRREMRER (b bt LK #AER)
b MEREE AR (T24 fifR) 12, A 2L 7 7€y M4 15.6, 31.3, 62.5, 125,
250, 500 KT 1,000 pg/mL (M : DMSO) DO T 48 FFRAE L, fnd:
FHRPAE ST,
MRATFRIZE 4 1 TREIN TNV 5D,
CARANT 78y MR TR BRI RO T 2O b,
ICs0fEI% 871 pg/mL TH-o7-, (B2, 46)

& 44 HREEFERRT ICyh

7 %
wME | G | R EEE (HIg/CijL)

0 100

15.6 113

31.3 120

A ‘X/I/ 62.5 113 371

77y k 125 90
250 79

500 26

1,000 13

(8) HIREAEEKER (4 XK)
A X &Mz 90 HiEFEAaMEMNRE [7. (3)] TH LM 30 mgkg (KHE/
HOMAET 90 ML L% ORED R Z VT, Ml 2 W 72187 22848 5K
T INE Y TRV W

FERIIE A ITREINTWE EBY, BEThH-oT=, (B2, 47)
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F45 BEEFUHARERHEE (41 XK

R PSES SRR - B h5-& i
. . . | S. typhimurium 2 (5RAME L2 R 0.2 mL/~7" L
R TR
. f{g%ﬁ (TA98, TA100. TA1535, TA1537 #) | — I e
VILTO | ZEREI B coli (WP2 uvrA #5) (-89) (L — [ )

(9) BIRBALTERER (YTVRR)

STUARFPDOTZAANLT 78y b RO C ORERERER [13. (3)] T
BT 5% 24 FERORZ AW T, A 2 7218 IR 229828 Bk s 5k <
iz,

FERITIR 46 ITRINLTVDHEBY, BETH-T2, (B2, 48)

® 46 EEEMHHBRERBEE (YVXRK)

AR ISES JLBRRIE - $e b i i A

S. typhimurium 2 f5EME L72JR 0.2 mL/~7" L
(TA98, TA100, TA1535, TA1537£F) | — k £
E. coli (WP2 uvrA ) (-S9) (FL— %)

in (FE S ELZN
vitro | 7 5Bk

(10) SHOY—LZERWE /n vitro KBIFER

ICR ~v % () . Wistar Hannover 7 > + (M) . ©—2Z /K () KO
b b (B BROIFI 7 1 Y — A2, [phe-4Clv A AL 7 78 » bk XiZ[lac-14C]
CAZNT 7 ¥y FE 0.005 mmol/L &b X I L-%. 37°C T 30 4[]
A ¥ a_X— kLT, Iin vitrofCHERER DN Elig X hv7-,

BB DO AZ LT 7By N RO OFE M OVEREITR 47 IT-Sh
TW5,

ETOEMIFI 70 Y =2 TREWE LT C AR ENEZR, 7 A KOS
XNZBIT D EIT 0.9%~8.6% T, Vighote, REALDTAANLT 7y hDFk
HEIX, 7 FTIE38.3%~39.6%THHDIZx L, ~ 7 AKUA X TliL 90.6%
~98.3% & % oT-, (B2, 49)
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FA41 FEHPOOARLT7EY FRUOKEHYOERBEVERE %)

PRk mwE | | famc ol
7€ I

<A 95.6 4.1 0.4
[phe-'4C] Z v k 39.6 59.7 0.7
VAANLNT 7By b A X 98.3 1.5 0.2
Bk 62.1 33.1 4.8
<A 90.6 8.6 0.8
[lac-1C] Z v b 38.3 60.5 1.2
CAZNLT 7E Yk A X 98.2 0.9 0.9
= 60.8 33.8 5.4

a: HPLC IZB W Tt &%

<R DA ANT 7By MMrG ORI KR ORE bR ONE M E R B
T O RETERO £ Lo >
Bt 32 A AT 78y bO®LOZE KO AT e R
[13. (1) ~(10)] DOFRNE, =TV AKVA X TRD LI IREE LR OEMH
RO ABEREINL, IR DY A ALV T 78 v MK o TE U LR OE
FICERLTRAELLLESBZA LN, BIDOFAETAANVT 78 v b ORFHHRED
AR L LRI,
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I ZeHCFRLI[BROBME (KHEM)
1. BPARRNEIREEER
(1) vk (KEMD)
Wistar Hannover 7 v & (—HERE 3 PL) (2, U D % 8.05 mg/kg IR X%
80.5 mg/kg RE O HETHERR D#EE LT, % D KO C oIl iEEHERIZ
DWTHRE S,
MAE PSR BN RE L) /8T A — X 3K 48 [T/RS LTV D,
BHEIZE 2T/ W D I35 0.7~0.8 Rz I1Z, 1y C a5
2.5~3.0 I Cmax (Z2E LTz, R C O MAEH TOREREIXGEHY D ©
IFE 20 THH=, (W2, 50)

& A48 MEFREYBEFH/NSA—4

b & 8.05 mg/kg A H 80.5 mg/kg A H
s KR D Rt C Rt D R C
Tmax(hr) 0.7 2.5 0.8 3.0
Crmax(ug/mL) 0.0156 0.354 0.151 3.36
AUC(hr * pg/mL) 0.0457 6.66 0.430 87.7
AUC(umol/L + FFfi) 0.0888 18.9 0.836 249

(2) 59 FRFSI ZRAW: /n vitroREIEER (X% D)
SD 7 v MiF SO IZREHW D % 0.5 pg/mL O TLKEEL , 37CT 15 KT 60
DA FaX—=h L, v MNFSIZEIT D in vitro KBV RF ST,
ZORER, WTHORESTHHY D IXH s nienotz,  (BIR 2, 50)

2. RHEEURERE
(1) 2HFHER (KB HRUH#EYB)
Rt H KOV B 0 F v b & Ani-Aattsmtadi (Ro&s) 2N Ehi s
iz,
RIIE A9 ITRENT VD, (B2, 51, 54)

x4 SESHEREE BORS, KBMHRUEYB)

o %%%ﬁ LD50(mg/kg {ZISE) B2 SNSRI
BT bl - g G I B S U
H S EBNK T, AR X
- Wistar Hannover [z =p gl
R H S b 6T >2,000
FETHIZ L
- Wistar Hannover L
53 1R B Sy b 6 >2,000 | FECHILOVERZe L
[ EEsnT
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3. EEEHHE (REMCXUHAETIZHHEYB)

PN T AR I 2R R A8 BERIBR 23 S hi S T,

F & LT M O RO MY C OV H I NI B I SW Tl %

T RITERK BO RSN TVD B D, REY C LU H NI oY) B I3k

Thotlz, (R 2, 52, 53, 55)
=50 EEEEUHBHE (KEYRULEY)
BRI AR P JLBRIR L - B b5 (s
S. typhimurium 313~5,000 ug/~7' L — k
) in R (TA98. TA100, (+/O-S9) \
K& C , - TA1535. TA1537#F) | (F LA v Fax— g | Btk
vitro 72 a5 ) .
FE. coli 1)
(WP2uvrA ££)
S. typhimurium 313~5,000 ug/~7" L — k
. IR (TA98. TA100, (+/-S9)
e H | T | TA1535, TAIS3THR) | (F LA v Fa—say | [tk
vitro PN . .
E. coli 1)
(WP2uvrA £)
S. typhimurium 313~5,000 ug/~7" L — h
in IR (TA98. TA100, (+/O-S9)
Y B , . TA1535. TA1537#F) | (F LA v Fax— a3 | Btk
vitro 72 BB . y
E. coli 1)
(WP2uvrA £)
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V. BB EiT (M

SHIFTTER AW TRIE [P A2V T7 78y b ORMEFEFERN 2 5=
Jiti U 7=,

UC THGR L=V ARV T 7By M E AW REERBROR R, EERSE L
TRENDD A AT 78y hDIED, 10%TRR Z#E 2 53 L LT D 2350
bz,

CAANT 7By MIEONCAE C KON D 2okt ba & UT-1Emik
BROFER, PAANLT 7By PIEIEHY C KOD &b, 2TOREHIIBWT
ERERA (DA ZL7 78y b :0.01 mgkg, Y C:0.01 mgkg, R#% D :
0.007 mg/kg) Kl Tdh o7,

BANFEICBIT UV AANLT 7By b ORKRHEEREEIX 0.079 mg/kg Th -7z,

UC CHEEGR L=V A AL T 7By hOT v N aE AW =B RN B RERRER DG 5
JEYHHEIEERIC I 1T D% 5 48 FEH ORI IX, HEORAHER GO L b
91.8%., mHEHRGRE T 72 < &b 93.9%. R L O HEEERIZ I 1T 5 B 5-1% 120
RFR DRIRIT, ETA72< &% 43.5%, METH7e< &b 80.3% ThoTz, 5K
FHREITZ IR P ICHRE Sdu, 5% 120 BRETT 90%TAR LA 2SR K OV rp I Pttt
ST REOCEFROERESE L TIAZALT 7 ¥y N RORREY C 033D 5.,
EDITAEY F 23380 S 7, IRt o B & L CTREY E 23538 bz,

BREFERBERN D, VARV T 7By MEEICE 2B, RITERE G
Hi) . BN EEHINE . 7 v b)) KOWERE UREE ERGRERK : ~ 7 A KO X)
ZFRD BTz, FENANE, FPRETENE, BUERRICKTT A BN ONEEEIEITRE S H v
o7,

Y AW ERMERRIC BV T, BERIEZ A2 REW Sk ORI
RS (L& RORE) PR LT,

T ERABROFE R, 10%TRR B2 2#mE L, & D R"RH sz,
R D I3 E R AR I BT D ERBEN 2 TCOREHZBW T ERIRA KR TH - 72
2l Ty MIBWTREM D 07 7Y a2 ThAREY C RO LD Z LD,
JEPER) R O T BT D12 < TRk G o A ANV T 7B > b (BULEHIDRH) &
RE LT,

FRBR I o RN ESIIR 51 12, HEFRGEICI VAT LD H 2w
WABEIIR 52 IZENEIURIN TN D,

BT REIE " HMHES T, SRR THE O EEEED O bivME
X, 7 v bERWE 2 RN AEDFEER D 0.39 mg/kg (KE/H TH -
el Enb, TRERILE LT, 22455100 TR L7- 0.0039 mg/kg &R/ H %7
A HERE (ADI) L&EL,

Flo, VARV T 7By NOBERROKEGEICL Y AT D AREMED H 5 EIER
x9S MR R TR N EE RO O bE/MEIX, U2 AW AR O
VL1 mg/kgRE/H TH Y | 3B LNATRITRE IR 2 A3 2 B8y
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IR OB RE VAN (L& RO RE) Tho7lzZ E0vh | fkm XX L T
HAEEMED B 2 tEicxt T 2 2SR (ARD) X, ZhziRils LT, Z4
%4100 ThR L 720.15 mg/kglAE L %€ L7z, 7o, —MROLEMIZKH L TX, T v
N & V- AR E R O i/ NEE R TH 5125 mg/kgfEARILE LT, &
BERE300 (FEZE @ 10, fE{kZE : 10, F/hEtE&E AW Z LI2 X 2800665k : 3)
THRL720.41 mg/kgihFE 2SS AR (ARD) ERELE,

ADI 0.0039 mg/kg A H/H

(ADI 3% ERHE L) 1@ MM S AR E FBR

(B FE) Z v b

(/D) 2 HF[H]

(B 5-J71k) TREH

(e 2 1 ) 0.39 mg/kg A/ H

(224750 100

ARfD 0.41 mg/kg KE

X DL

(ARSD 32 EMRIE L) R R

(B TE) 7 vk

(MR Hi[A]

(B 5-J71k) Sl % 1

(/) 125 mg/kg (K

(‘2550 300
(FiZ= 10, fEAZE 10, fe/hi
PeE A2 W= Z Lk BiBEInRE
3)

ARfD 0.15 mg/kg A H

SCHTAR SR LT B ATREME D & 5 Aotk

(ARSD 3% ERIE KL A EE R

(B Fi) A

(1) R 6~27 H

(B 5-J51k) s A% O

(e ) 15 mg/kg A H/H

(%50 100
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=51 BHRIZBTHIESEHE=DHE
. B b T /MR ”
WaE | ER (kg KE/H) | (mgfke KE/H) | (mefke (H/H) Ll
7 vk 0. 30, 100, 300, | /& : 2.2 Mt 7.9 e - AR HE N
1,000 ppm Mt : 10.5 It : 29.8 ] <5
ﬁi:;&g@ M0, 2.2, 7.9,
- 24.3, 78.8
Mt 0. 2.9, 10.5.
29.8, 115
0. 10. 30. 150, | % :0.39 M 2 1.18 T - B b E N
300 ppm i 1.53 M 771 J Y BUN #4811
FEM ANERBRRE W - RGN
M 0, 0.39, 1.18, s
2épmpmbe | 250 TN
FEIRE D A PR
praatm | Lk 157
52 i & FERE
HE 20, 0.47, 1.43,
7.18, 14.1
I - 0. 0.59, 1.76.
8.86, 18.7
0. 30, 100, 300 |/ :6.93 1 21.0 T A EHS NI
90 H ppm It . 28.2 M — &WT&@%%?@Z@
wtag | 200
ME: 0. 2.77. 9.26,
28.2
0. 60. 200, 600 | #E BlENY BlENY
ppm P : 3.8 P : 12.8 TEE - ARG N
,,,,,,,,,,,,,,,,,,,,,,,,,, P - 4.7 P - 15.6 Tl &
P % Fi /4 : 5.2 F./ - 17.3 HE
M0, 3.8, 12.8, | Fiiff : 5.4 F. i : 17.8 W < (R EEEE B
agers | 988 IRE) IREY) il
2%@5% #: 0, 4.7, 15.6. | P : 12.8 Pl : 38.8
46.7 Pl : 15.6 P i : 46.7 (%ﬁﬁﬁb N3 e AP
Fy AR Filf: 17.3 Fil : 52.6 BEITID SN
i‘i 360\ 5.2, 173, | pyft : 17.8 Filf : 53.8 D)
Mt 0. 5.4, 17.8,
53.8
0. 5. 15, 50 l@a% 50 t%b% REEhY « FEEAT R
FE A fRIE 2L
JalR AR
T AR ERER (1 B IR
%im:eu\)
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. B M A o/ et ”
WaE | ER (meflg KE/R) | (mefkg (KE/H) | (me/kg HE/A) R0
<A 0. 100. 300, M 37.1 ;126 T - AR EE NN
1,000 ppm M 17.2 M : 47.8 £
omM | ] i : TP Jd
i M0, 12.8, 37.1,
R BR 126
ME 0, 17.2, 47.8,
166
0. 20. 60, 200, |/ :2.04 1 - 6.40 MERE - RGO BHR
600 ppm W : 2.42 W - 7.12 (VRZ7AF)
,,,,,,,,,,,,,,,,,,,,,,,,,, P~ a7 y—
18 ﬁfﬂi? 0. 2.04. 6.40. g s
RPN | 907 628
M2 0, 2.42. 7.12.
25.7, 75.7
VAV 0. 5. 15, 50 liﬁ% 15 t%b% 50 REENY) - PR
Fa IR fE IR S O E D
I BRI %
T A ER AR BT 58K
BN K VB s
DR AN GO i
RO FE)
A X 90 H f# 0. 3, 10, 30 Mt 2 10 - 30 T A E BN
[ivstis ;3 1 ;10 =
T a R It - BUN &0
1 4fH 0. 1.5, 5, 15 HERE - 5 HERE - 15 #E - BUN #9n%s
12 R M - R E G
NOAEL : 0.39
ADI SF : 100
ADI : 0.0039
ADI 3R EFRLE $} 7 > N 2 AR R R NEFE S AMEDE G R ER
ADI : #F5—HENE NOAEL : #HM& SF : Rk
— EEME IR/ EEENRETE o,
D/ NEEETCERO N R ETR AT L,
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Fz 52-1

BEEORSFICLIVAT IARMEDHIFEFZESE (—ROEH)

ERZ/c

b

mR (mglkg (5 7E)

MM N A RAERTEIC
A Y= N NP G NV
(mg/kg &)

SEREERBR

I : 300, 2,000

I -
I -

MR

SErh R R

500

MERE - 0. 125, 250,

HE -
JHE -

HE -
IHE -

125

H S8 B Bl
G2 SNV SN sy NN EIE = > % QON =

S EE) R

ARfD

LOAEL : 125
SF : 300
ARfD : 0.41

ARFD % EARILE K

7 v btk phitE R

ARfD : GVE2MHE LOAEL : fvh&M&E SF: %

— EEMERITRETE R 0T,

n . %/J\

MR TR b T et L7,
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#502-2 HAEBAREFICIVATLHARMEDHLIEUZESF
(BEmIFEIR L TL S AIREIED H DKM

EURZ/i AR

EaN
(mg/kg IKE/H)

MM B N OVBES IB A &R EIC
B RARA b D
(mg/kg IKE/H)

0. 5. 15, 50

vYX | AR

C BRERIE 26T 5 BB
JJD&U\;@”% Jin R EE AN G 38 R D

FLH)

ARfD

NOAEL : 15
SF : 100
ARID : 0.15

ARD % EARILE ¥

U Y X5 AR

ARfD : G¥ES M &, NOAEL : &R, SF : 2R

U g/t R TR b EREET AR L,
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B 1« A/ 53 RS T >

MRS =

B  |2,2-dimethyl-3-((2-((trifluoromethyl)sulfonamido)benzyl)amino)propanoic acid

C N-(2-((3,3-dimethyl-2-oxoazetidin-1-yl)methyl)-4-hydroxyphenyl)-1,1,1-
trifluoromethanesulfonamide
N(2'((3,3-dimethyl-Z-oxoazetidin-l-yl)met}gl)'4'(((23,3R,4S,5S,6R)'3,4,5-

D trihydroxy-6-(hydroxymethyl)tetrahydro-2 A-pyran-2-yl)oxy)phenyl)-1,1,1-
trifluoromethanesulfonamid

E N-(2-((3,3-dimethyl-2-oxoazetidin-1-yl)methyl)-4-hydroxyphenyl)-1,1,1-
trifluoromethanesulfonamide, O-glucuronide
1,1,1-trifluoro- N(2-((3-(hydroxymethyl)-3-methyl-2-oxoazetidin-1-yl)
methyl)phenyl)methanesulfonamide

G 2-((trifluoromethyl)sulfonamido)benzoic acid

H 3,3-dimethylazetidin-2-one
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<HIHK 2« IRAESFEER >

PR E2i)
A/G tb TINT I TaT ) ok
al HR Sy & (active ingredient)
Alb TINT I
ALP TINHYVIRAT 7 H—F
ALT 7*7;‘/75/ 1\32/371*7;—12‘\ ]
[(=ZNEIVBELEVBET AT I —E (GPT) ]
AST TANTRAET I N T AT =T —F \
(=N I UgpAxYafig 7 X7 I+ —8(GOT) ]
AUC SEV IR L AR T A
BUN IIRGE £
ChE a) AT T —F
Crnax 5 e e
Cre JVTF=
DMSO | Y AFILANKRFV R
Glu 7 a—A (k)
Hb ~NEZ 0y (M)
HPLC EEEIk s a~ N7 7
Ht ~< 7 Uy ME [=MHmEEFE (PCV) |
ICs0 B =R
LCso FREOCRE
LDso BB
LLNA JaptV 2 Hilk (Local Lymph Node Assay)
Lym U RERSR
MC AF)Ema—R
MCHC | ¥R i BR i (4 38 2 B
MCV SEX R I ER AN AR
Mon HEREL
MS G oHret
PT A= N = e S
Neu I EREL
Ret AR AR i Bk E
RBC IR I ERF
RDW | FRIMERIATE 5 Aiibe
T T R
TAR s (LE) e
Tmax I e o P B IRF
TP MEAE
TRR HFR B T BE
WBC M Ifn R
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B3« EM IR R IR i >

1Em4 N o — " FERE (mg/kg)
] A A I ol ol Il ISV o R a0 TCG#ID e
A nPR 7 § avha Tl S R S fE Bl B fE o
KA Lok <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
(72 4] b AHK 1 150 2 93 <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
2019 4E likels <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
VI Yok <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
(% th] Bk 1 150 2 101 <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
2019 4 fab b <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
N Tk <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
(% ] b Bk 1 150 2 101 <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
2020 4 fab o <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
KA LK <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
(& ] b HK 1 150 2 103 <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
2020 4 fab o <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
VI Lok <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
(& 1] b Ak 1 150 2 85 <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
2020 4E fab o <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
KA Tk <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
[ ] b HK 1 150 2 89 <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03
2020 4 fab o <0.01 <0.01 <0.01 <0.01 <0.007 <0.007 <0.03

) *: PAALVT 7By bOKRREE CEAHE) WIS C LD OFEE CEAMWE - BUbemiaGE b i
- WUBR CIRIAI 2N Bofn S T,
* BTOT —Z HERRFA S D55 13E BIRFUE DR <A AT L TRisli L7z,
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<Bf&4 : HEEERE>

ESJEa ) /INR(A~6 5%) 1 bt i (65 m L)

Y PRl | ((KE:55.1 kg) (1K H:16.5 kg) ({KH#:58.5 kg) ({kH:56.1 kg)
(mg/kg) ff B ff B ff B ff B
GNB) | g NB) | GNB) | g NB) | @NA) | @gNB) | @NA) | Qg NA)

faMdE | 0.079 | 93.1 7.35 39.6 3.13 53.2 4.20 115 9.07
Xl 7.35 3.13 4.20 9.07
E).E%&kﬁﬂl%ﬂgﬁ@ﬁ%ﬁmﬁg.ﬁﬁ%ﬁﬁ(5%56 DRI TES < &L ERE
-F%WEJ:%%@&@ﬁ%%ﬁ%ﬁ%ﬁbk?xxw7yﬁyh@%ﬁ%@%(%MJm

K (oK) 2oV TE, &7 = PERERFRE Th o720, EREOFHEIT L TW2RL,
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<S>
1 R ERETMIC OV T (B 448 11 A 24 AANTREAGBE AR 1124 5
3 77)
2 REFvz= UA2LVT77Ey b (BREAD  (GFoTH 11 A 22 H) - HE(LS
(BR) . —HBAaE
3 NC-653: Metabolic Fate in Flooded Aerobic Soil (Paddy Conditions) (GLP %}
Ji») : Covance CRS Ltd.. 2019 4, KAF
4  NC-653: Route and Rate of Degradation in Aerobic Soil (GLP xf/iv) : HEE/LS
(BR) AEMRLFArZET. 2021 4R, RAR
5 NC-653: Adsorption/Desorption in Six Soils NC-653: Metabolism in Rats after
Single Oral Administration NC-653: Hydrolysis (GLP %)) : Covance CRS Litd..
2019 &, RAFK
6 NC-653: Hydrolysis (GLP %)) : Labcorp Early Development Laboratories
Ltd.. 2019 4, RAFEK
7  NC-653: Photodegradation in Buffer Solution (GLP %)) : HE(LSE (Bk) 49
BHFEIFERT, 2021 42, RAEK
8 NC-653: Photodegradation in Natural Water (GLP xfit) : HPFEELS: (BF) E#
BHEMFFERT, 2021 45, RAFE
9 NC-653 O 3R « HRE(LT: (BK) EWFRHFARERT, 2020 4 (2021 &

E) . RAE
10 NC-653: Metabolism in Rice (GLP %I)iv) : HEE(LST: (BR) MBS0 5ERT. 2020
e, RnFE

11 NC-653 DOKFGE~DOIEMFREFER (GLP %) : A3 RN B AR R &5
e, 2021 4E, RAE

12 NC-653 OKFGE~DOIEWFREFER (GLP %) « AWM EEN B AR IR &5 0
gethax. 2021 4F, RAK

13 NC-653: Metabolism in Rats after Single Oral Administration (GLP %}t :
Covance CRS Ltd.. 2021 4, KA

14 NC-653: Acute Oral Toxicity in the Rat — Fixed Dose Method (GLP %fit») : Envigo
CRS Ltd.. 2019 4, RAZF

15 NC-653: Toxicity Study by Dietary Administration to Han Wistar Rats for 13
Weeks (GLP xfiv) : Envigo CRS Ltd., 2019 4, KA

16 NC-653: Preliminary Carcinogenicity Study by Dietary Administration to
CD-1 Mice for 13 Weeks (GLP x}ii») : Covance CRS Ltd., 2019 4, KAFK

17 NC-653: Histopathological Assessment of Tissues from CD-1 Mice Originally
Collected from Covance Study No. CY77JC (GLP %f)i+) : Covance CRS Ltd.. 2021
. RAE

18 NC-653 : b —Z /L K% A7z 90 HMIRAER P53t (GLP %fik) « Bk
SRV VY —F o — EWEAIERT. 2020 £, RAFK

19 VAALT 7By DTy MWD 14 HERER SRR (REE) : HELST
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(BR) AW BLFArZERT. 2017 45, RAFR

20 VAANLT 7By RO~ AEHND 14 A BB G RER GREE) HPE(LS (BR)
R EGERT. 2017 . RAR

21 PAALT 7Ry FOE—I NV RERWZ 28 B BERE NG EERE - kR
SRV VY —F o — EHETFERT. 2017 £, RAFE

22 NC-653 : b — 27 /L R& Hv iz 1 ERBER A 53R (GLP xhis) « Rl
HARY Y —Fv 2 — WEIETT. 2021 4, RAK

23 NC-653: Combined Carcinogenicity and Toxicity Study by Dietary
Administration to Han Wistar Rats for 104 Weeks (GLP %f)i») : Covance CRS
Ltd.. 2021 4, KRAFE

24 NC-653: Carcinogenicity Study by Dietary Administration to CD-1 Mice for
78 Weeks (GLP xfii~) : Covance CRS Ltd.. 2021 4, KAF

25 NC-653: Neurotoxicity Study by a Single Oral Administration to Han Wistar
Rats Followed by a 14 Day Observation Period (GLP %}/7) : Covance CRS Litd..
2020 4, RAFK

26 NC-653: Neurotoxicity Study by Dietary Administration to Han Wistar Rats
for 13 Weeks (GLP %)) : Covance CRS Ltd.. 2020 £, RAFE

27 NC-653: 7 v F & HWIREE G L 5 BhaEERE (GLP 38 « s ttR
YUY —=F o — MG, 2020 4. RAR

28 NC-653: 7 v &AW O G L2 HARPRAEREMERR (GLP 3k : £
SttAR Y VY —F 2 — WHEGHERT. 2019 £, RAE

29 NC-653: VHF &AW &G1C & 2 HAERTEA R (GLP &%) : =X
SRV VY —F & — HEGHZERT, 2019 £, RAR

30 NC-653: Bacterial Reverse Mutation Test (GLP %}/i7) : Covance CRS Litd..
2019 =, RAFK

31 NC-653: In Vitro Mammalian Chromosome Aberration Test in Human
Lymphocytes (GLP xf)i~) : Covance CRS Ltd., 2019 4F, RAFE

32 NC-653: Wistar Han™ Rat In Vivo Micronucleus Test (GLP %}/i7) : Covance
CRS Ltd.. 20194, FRAZF

33 NC-653: Acute Dermal Toxicity Study in the Rat — Fixed Dose Procedure
(GLP x#)%) : Envigo CRS Ltd.. 2019 4£, RAFE

34 NC-653: Acute (Four-Hour) Inhalation Study in Han Wistar Rats (GLP %}
Jt») : Covance CRS Ltd.. 2020 &, KAF

35 NC-653: Skin Irritation Study in Rabbits (GLP %)) : k&S tEAR V' Y h—F+
v H— HETFERT. 2019 . RAFR

36 NC-653: Eye Irritation Study in Rabbits (GLP %) : RSt EAR V' U H—FF
v — EMMIZERT. 2019 4, Rk

37 NC-653: A skin sensitization study in mice by local lymph node assay
(BrdU-ELISA method) (GLP /&) : BE St AR Y UV —F v ¥ — HESGMIE
Ar. 2019 4, RAEK
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38 NC-653: 7 v bz iz 21 HMERE & GEMERER (GLP 35 : #alistt
RV —=Fko 72— MEGHERT. 2020 4, RA%K

39 NC-653: 1T v bz vz 21 AR G- (BinaE)  (GLP
R SR Y VY —F o —  EHERGITZEET, 2020 4, KRR

40 NC-653 D~ A% MHW5 1, 3, 7T k14 HEIRER 5% (REH) : HELRT

(BR) BT, 2021 4R, RAFEK

41 NC-653: Analysis of the dog urine concentration of NC-653 and metabolite
after 90-day repeated oral dosing of NC-653: H pE{b5: (Bk) AL 72 AT, 2021
. RAE

42 NC-653: Analysis of the mouse urine concentration of NC-653 and metabolite
after single oral dosing of NC-653 : HpELF (BK) AEWEIFIZERT. 2021 4, R
INFR

43 Cytotoxicity by NC-653 and metabolite to Cultured Canine Urinary Bladder
Cells : APEALT: (BR) AWEAITERT. 2021 4, RAEK

44 Cytotoxicity by NC-653 and metabolite to Cultured Mouse Urinary Bladder
Cells : HPEEfLY: (BR) AEWRIFAIZERT. 2021 42, RAFK

45 Cytotoxicity by NC-653 to Cultured Rat Urinary Bladder Cells : HFE{L5% (KK)
EWRFEISET, 2021 A, RAE

46 Cytotoxicity by NC-653 to Cultured Human Urinary Bladder Cells : H £l

(BR) AEMRLFAEZET. 2021 4R, RAR

47  INC-653:— 7 )L K& v iz 90 H[EISCE R A& G ataliR) CTERELS L7z R
TNV OMEE WD E IR REE - BET (R AR EAERT. 2021 4
RINF

48 NC-653 #5.~ 7 2 DR OME % FAV 218 In A BRS : Al (k) ER=*
BFZERT. 2021 4F, RAFE

49 NC-653: In vitro metabolism assay of NC-653 in animal liver microsome : H
PEALS: (BR) AR AESET. 2021 4F, RAFEK

50 NC-653: Rat Pharmacokinetics Study of metabolite (GLP %Fity) : H FE{L 2 (BK)
EWFFFERT. 2021 ., RAK

51 Metabolite: Acute Oral Toxicity Study in Rats (GLP %tity) : B EStEAR VU
Y—Ftr ¥ — HEGWZEI, 2021 4, RAK

52 Metabolite: A bacterial reverse mutation test (GLP %fiin) : #RE&4tEAR Y U 4
—FrrF— HESHIEAT. 2021 £, RAFE
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