1. EHSUHEBRRURIFAERER
(1) 12 4+ ARSESHERE (1 X)

P Z R (B A TE) 2RV REED (B0, 1.5, 5, 20, 80me/kg (RE/R)
BEIZES 12 » A RIBHESEREBRICKVC, 80mekyg (FEE S OMEE TR mER~
FOEEORDN, HECHEEOMEMA, MTm/MROEI, FHEZEOEMBERD
b, BREEAGFOREIZSV T, REICEELEREIREDR2M 0T,

ARECOMBMRITMERET 20meke BE/ATHD EEZ LD, (BR27)

(2) 24 5 ARMEESEL.  BHAAEHFEEER (Sy H)

SD S v b (—REMERES 50 05) %AV -iREE (RIK - 0, 30, 100, 500, 1000ppm) 5
I LA 24 » AR/ BRAMSREIZHBV T, 1000ppm RS OMERETH FE
BEOBMMM,. BT~~~ b7 Uy ME, DMARKBERVFLREORELD, BMELERDOR
A, METSEH EAS 0 SRR DAY, 500ppm LI IS EEOMHE CEEMMNIHA, BT
FEEEON/LN, HTHBAGREEFIRD LN, EEEREIC YV TIE, AL
AR THEFEHEEZEORD LN L ORI 2T, '

ASEECOMEBENE I T 100ppm (H 3.40mg/ke fRE/A . # 4.10mg/kg EE/R)
ThHLEEZLND, BRAERRD LRV, (B 28)

(3) 1B AMELAMER (¥VX)

ICR =W A (—EEMEMEE 52 08) Z v /-E (JR{K : 0, 15, 50, 1000, 2500ppm) &&
Iz kB 78 BRAFESAAERERIZ BT, 2500ppm REHOM CRELEZOEM, METH
RO E RO, 1000ppm B 5B Mk TAERMIMFINRD b, BEEEHRER
IOV T RBE L R TR ENAEBSZORD N b DR o7,

2500ppm HEHOHETRD OGN ERLEEOEMIMBHEOT —FZBMENI EILL
DEBENRRDHOLNELOTHY, BRENTHLHLEEZDNRD,

FREBR TOESM BT T 50ppm (B 5.04mg/kg FE/H ., M 4.78mg/keg FE/B) T
HHEEZLND, BBRAKERD N, (B 29)

12. BEEMRUESEERER
(1) et (Sv b)

SD T v b (—HitEktE 24 08) 2 HWEAE (B : 0, 40, 200, 1000ppm) &EIZ LD
9 #HALBEREERER I I3V T EENM T 1000ppm R EFE TEEDRL (P, Fif) | FH
G (P EE. FHERE) | S (P ) OB, i (P . FRER (P Fied) |
SRE (P) . B (PHE) . ZhE (PHE. Figb) . BE (P) . BELE P) RUKE (Fo
EEOEM. M (Fi) . FFE (P i) RO (P, Fii) OFEERD, IR
ONEERAORN (P M, FiiE) | SREOMEBRMIZERY (Fo 25, 200ppm REHELL
o P HECHEREMNG R CBEEORL D, P CHELEEOEMA, P TIRL
EEOBMARD LR, T/, BHOOREEN Fi © 200ppm UEREERT F,0O
1000ppm ¥ 58 TRO LT,

B8 T Fr. Fe & 10 200ppm S FELL_E CHREEMMEARD bhi,

-15-



KRB OBEGHO—EN. EREEROCREMICRT 2 ESEEIL. ABHRUES
ﬁmﬁ@@mmm(Pﬁ:&%m%@%ﬁm\PM:&HmM@ﬁEm\F}ﬁzaw\F
i 3.62mglkg BE/R) ThoHEELLND, (B 30) '

(2) fEFRtsEg (v )

SR SD 5o b (—BEHE 24 IT) 2RV EEEIEA (R 0, 10, 50, 250mg/ke (FH)
BEIC B REFERRIIBVLT, BEM T 250mgks AERSH TREHMFOKE
RO R CHE AR B OIE T A5, 50mg/ke (RE R 58 TR MM T OFERMIMFIAED O
-, BRES CIRVLTLORERICBN TS, AFE R, IE- BEECER, BAKE,
MBEEERUHEICESIRED bRT. £FRECBT A ARRUVEROHREAEIIRS
DEEIRD LT, _

ASBROERMEIIBHY T 10mgke KE/H., BEBHT 260mgke FE/HTHD L
=3 bh3, - REREARRUESEEISEDOhRY. (BE3D

(3) EHBHHAR (VUF)

HENE B AR R (—BEME 25 D0) & AV oEiE R (R - 0, 15, 50, 150meg/ke
) 13540 L ARSHERRICEV T, BB Tt 150meg/ke FER S THEIR 15 BLUE
B TEERMAE R CEREOMONED bk, o, BEBORT 1§l fEX
LEE 4 FIABESRES, ChIIBHEOY LVED LEERDICRETILOLEER
LA, MIREM TIE 150me/ke R EIR RO THRITEEOEENRD L,

ARBOEFHRIIBIYRCKEEH T 50mgke KE/RTHD L Ezbhvh, (EF
BiEiRd b, (B8 32)

13. BIEHERER
KHOWEE S AV ERERERRER, v =—X LA F—fiif¥ CHL/IU #fdE
@ R ERE . F v o— XA A Y —BEEE CHO-K1-BH4 #ifaz AV 7c@
 RTFEKEEAR. T v FFERAL AV In wivo/in vitro T EH DNA &R <Y
2 AV IMERBRTORTE Y RAkBEERBUMIRIETH 72 (F 3) . CHI/IU
amp % U e R RESER T, S9mix HFET IRV T, MERERUHHERENED '
B, 1) HHESEER 10%REOBENEOTHS I b, 2) MIRFENROLNDIRE
COBRMEETHS - L. 3) in vive/in vitro FEH DNA SHEHBR ORI RABKRF &
WE LT 5w AR AV MERROBREVRETH D 2, b, £FITE > TRERE
LRBLOTEHRWEELLNS, (B 33~3T)

#3 HACEUHEBRERENE (7B
R FIE- 3 58 (mg/kg FHE) ER
invitro | EIREAER | TA100, TA98, TA1535,
HER(LES9) TA1537, WP2uvrA £k

Ptk
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Pefa R R ER | Fy4z-2" rark- B SRR FERE M
B(£S9) (CHL/AU) (+59)
E{x FIERE | Fyd=-2" nhrd-JR B B MBI et
HAB(ES59) | (CHO-K1-BH4)

mvivo | /IMERER CD-1ICR}~ 7 R 1 ###50C | 500, 1000, 2000 .

(gD ES) it
invive/ | FEH# DNA | CD(SD)IGS BR 7 » b 1B 4 | 500, 1000, 2000
in vitro B RER jT (BEZNEE) R

) =89 RETEMELRIEET R OEAEET. +89: (KB RTET

AR OFEERED TH D BHEBEIZ SOV T, HELAVEERERERMER, Fv 1
Z— AN LAZ —EE VIO E AV BETERERABRE U~ v 22 RO TR
BATOATEY., HEZAV-EREAZRERABLUINIRME T (R 4 , HRE
REERBR TR LTSN TWAF —FIZB LTk, TA1535 #? S9mix f#7E FiZd\
T, 1500pug/7 v~ FORBTOLZBHOARISTH Y, BEMNRED 2 FRET, A
EARRME S M LA TR, £ VIOHRE AV BRFRAERARICBIT BT
Fise =7 22 RW/NERBICBIT ABRERIEEBZ L bbb D &, A& - TRERM

B bLOTiiEneEEZLS,

(& H 38~40)

®4 ECSUHREEMRE RERED)

X xt #5 E(mg/ke K EH) R
invitro | HEBEARLR | TAL00, TA98, TA1535, B
RE (=59 TA1537, WP2uvrA i TA1535(+59)
AR F IR | FaA=- 27 nhAF-Bifi B A B
RAR(+S9 | M (V79)
in vivo INE R CD-1(ICR)~ 7 A 1§k | 500, 1000, 2000 Bt
5 IT (HEHE O B5) -

W) £S89 (RMIEMCRGEETRUIFET. +859 : AMEHLREFEET

AFIORESRY (S-1812-DP) 1T oW TIMEE AV IZERERALERERARITONT

By, HBRERERETHo RE)

(2 41)

#£5 ARSUESNREREME (R3S HEN

wERE A5 & R
RaisH S-1812-DP | IR ERER TA100, TA98, TA1535, et
(+S9) TA1537, WP2uvrA =

) +89: AHEMCRTEETRUHETET
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14. E{*mﬁbﬁv ﬁ ﬁ
SD v b (—EEMEHEE 3UC) ZBWER (FE : 600, 2000mgkg FE) &EIZLD
— BB BT, ARG X A —RER R UITENICRH T 2 REBIIRD b -
feo Ei. E—JR (—EEEE4AIT) ARV THEBA (80, 400, 2000me’ke FE) &
Bz L AR EmEEc 5 T3, 400mgkg AERESHU ETHRERUCLEIZEEE
RETHRESIRENE, (B 42)

15. FOhOEHRR
EROFEBHRANE Y LT — (ZRF Sy, TV Ruf v RRRRBRIAVES VE
FH =) LR AEEERNH BN EINALEEMNT, ERe. AR XU TRa ZAVE
L i — U LT vt A RBEIT o, RBRERN 5, 5410 ERa, AR RU TRa L
Y FE—lrwE AT IR MEARUT v # TR MERIZRMELHE L, (28 43)

FHOAFO A FERR~DESERHT I, Ty MEFAEVEGRRIHT D
HERNRBRTTo, RBRERPS, FHIL 3u M U ETHREROERNLVE - EGEHIRRE
w%%%#z\%@ﬁﬁm#ﬁm%mrmimD%ﬁm%%ﬁbt?z$x?uyémm
ETHBEBALM LR T, (B 44)

SD 5w b (—EHE& ST, i 16 VT) & AV -iBEE (Jik : 0, 100, 500, 1000, 2000ppm)
BT X BRATE RERERIT ISV T, 2000ppm RE# O TAFLLERDSE, BETH]
B (R HEEORE, HCIRBAERERERIEARD b, PRt
(e : A FazxFor, FANAFoYy, =X T P40, TuFfrror) L
FOMOBEEEICHESNADLRT, NYUWR~EERERIREIINNEEILR
%, ¥7. 600ppm UL EHREBEOHEER T 1000ppm Hﬁﬁ%ﬁf@ﬂﬁ‘fﬁﬁﬁi@ﬁ’ﬁ%ﬁéj
R ERMIMHE AR b,

ARERC BT A EEMEEIT. #T 100ppm (5.5mg/kg RE) . #ET 500ppm (29.5mg/ke
FEB) LExbNhDE, (BE45)
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. #BEHE

MENZET T ER = HVCCERE (Y F UL OF@EEM LT,

RHBIT, AHO 7 = = VRS E UC TEFBLELO (P BRERE) | Tu~=n
IR % 10 TEFH L= L O (Pro tE54) RUY Y DAL % 4C TIEH L2 LD (Pyr
) FHWTERIRTW A,

S w kEFAVZEMRHRICE VT, mEDREREERE 6~24 ME®ICERICE
L, ERHEMRRIIER Thod5, ProEBETCIXERP 16 11~12%8E S iz,
M oOMEL, BHAY. BISPCBWTHENEGRE Cho7o, HEPEAROHEKY
BENT. PEBIESRETCIHIZLAYOMBET 1~3 H, ProEi#liE iz PRESGFEL IR L.
WEFhOESBETLHEERRAD N oz, ERLOBREBE I EZTEMRGDIZ
§-1812-DP Th -7, TERHFERIT. Prnnl o=V EOBREERUVEETH Y, it
Y LR 3IOKEHME, =—TAREEORE., CUUAEN- AT, ST e R
BAEROREEASLA3D bivl, Pro BREOMBEREIREN P BEMGK LV &1
725, FOEHET. oo VEOB{EBREARY I RKINIET I BEOEEMS &
20 EERHBIC ST LD THhAEEL LR,

i< S, hv FRUS F 03 BO-EiErEnmRBRrEm L L 25, EYWERNT
BEAEREESHRVLOEEL O, £, A T TREIE - RENDIENEE - £
EA~OBITIED izl

TEPEGRBAER L A, HEPEREMITI 9833 H~1T43 B THoT,

KENASRERGEAER UL 25, dbig 35 B, FCBT 2 BAKBEAT OEEEIL,
3.5~9.1 B Th-T,

FrAY 3 XV, LER FWNIA RE, T, b b B RUWLIDE
AT, BV F USSR E LEEYRERBRAER SN TV D, £O/KR,
EEEIE, 150gai/ha TIEEA L, REBEHZ 3 BBICNE LI VY A0 6.77ppm T
Hot-A, 7THE. 14 BBICIXFNFR 1.64ppm, 0.40ppm EWE L, /-, EWVWZ
Ao DEEE T ST 0.24~4.22ppm MWRH S8, BB TIRIZ & A ERERFLL
TThy, BITHEERRVWLOEEZ BN,

KRS L, REEHESEE LR UREREOHEEE L ZAVWT, YU LE
Vo BEORBEIE OIS SRen : LT HERERR (BRARUVES) 2#FELiZs
A, HEEESIT. U FUAELTT8~361 B, U F UL LKEHOGESE LT 82
~361 HUALETH o7,

AR OEMEED LDso R UK LDso X Z » F>5,000mg/kg A&, WA LCeoix7 v b T
>2.01mg/L THh -7,

FanEERBRTHELON-ESMREIL. 7 v MT 4.68mgkg #KE/B. 4 X T 10mg/ke
HE/HTH-T,

Ty FRUA X EAVWERBCRD SR MEEORE WEIMROEER E) 1220 T
k. AFBEI L ARENE~DESHEERICLD ., DREEAMATIE LI EPRRE L
70 KESEENRRO LA EEZLND,

¥, BHEEIL. Ty MCBOTRD bRz R 2 ik R O ia0£ %
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Kowfm\MWﬁ@ﬁﬁﬁ@Lt%%\fEUﬁUw%éwmﬁ%%ﬁ%mKEmb‘
Fil~ 7 n 7y — SRR AN, EEFNICAROEKMIEL LTRRSND) LEHRL
TnBA, YEMEESE. J0ESE. BAERRSBEOLAIROLNNETSH Y BIE
REETEDC L, EY X UASRIICEET S L OEBNRBITZR . Ty M
DEW T O O RRMISEAREE LT\ LEOEBEND, o K2 EINCERT

FEEHENRHD LD EE LD,

Sy P CHRITEE OB QNSRRI EREARD b ), FVELET I -
TR A EREER. ARV DOESHE., HRAECORECHET IREAEHLS N, Th
bR, FRONDWROFEBIIERTRVWEEILGND,
BMEMRORENAMRBRTELNEERERIT. Ty T 3.40mpkg FE/B, TR
< 4.78mg/kg {KE/A . 4 X T 20mg/kg FE/ATHH LEXLND, EVAMLERBDON
o,

BORERER CIE 200ppm LI 5 EEOMETHERRBOBEEN A b i 23, BRI ARA O
BAEEITER N LR ot o, FRIRO/NEBRRIEMASEEMED FCEROH LA,
AR DT v N, EE IR RG] STV FURERESEENS, BREREICEET S5
LABEINTEY., “OL 5 RAEBRBLEEN, FAHROBRAEICHEL TV D
MRS D LR SR, ARBRCE O EEEENL 2.80me/kg (KE/A ThHirEELDN
D

BEMARBRCELNESHRIT. Ty FOBEWT 10mgke KE/A. BRBMHT
zmmwgmimhvﬁﬁmﬁ@%&UFE@%ﬁmm@QWEMTbéa%z%néo
{BFFAERTBD LR,

BEEUHRBEIEEZAOEEREREERR, F v o —ANbA 5 IR R
PRV EETERLRRR, Frf oA LAY —BEMEE BV REHFERFER
B in vivo/ in vitro RES DNA AEBR < A FRW/ERBEATORTEY.,
P KRS SRBIISM IR T o7, RAKBFRBR T, SOmix FETIZBWT, &
BEGCCEBEERBH RN, 1) HEHEEX 10%RBEOBENHOTHEHI &, 2)
RN LA RE COBRMRISTH A2 &, 3) in vive/in vitro T EH DNA &
BRRBEUECREERELREELTH VALY VeNERBOBRBEETHD Z L
M. AT L > THEBERBEE R bOTIRRNWEEILND,

BREMEIC ST, BB AVEERERERRR, Fr (oA LRH —fllk
V79 {ija% AW BT RERAERRBRR T~ ALY Ve NERERMBITONTE Y. W
% AR AT RRB ST CTh o 7z, ERERTRMRE T TAL535 HRIZED DL
MR, BEEEELEBREELHRTRY, T, BETERERARIIBTD
RS & /MERBRICBIT ARG EE X HDED & EFICL STHRBRBEE 2D
DOTRENVEEZD,

et fEY (S-1812-DP) O & AV i-iE m%%’é{%iﬁﬁﬁum\r HEAFE RITRRE
TH-oT,
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FERBICBITHRBHERIIRED LB TH L,

%26 SRBRCBTLHIESHS

EhiiE it EEHEE i
A R 90 A EESMFERR 1 . 10mg/kg fFHE/A
it : 10mg/kg KEH/R
12 & A 1B =R HE : 20mg/kg FE/A
B : 20mg/kg RE/H
Zy k| 90 AEESMEFERR i : 5.56mg/kg KE/H
It : 6.45mg/kg KE/B
90 F M AHEERAR HE : 4.68me/kg K8/ H
(i &) ¥ - 5.3Tmg/ke KB/ R
24 » BEBHEEM /BB AN | HE : 3.40mg/kg (FE/H BB AR
e M - 4.10mgr/kg K8/ H Ry Ly
AR P # : 2.80mg/kg $E/H B EMIEE
P i : 3.1img/kg A E/H BB
F. & : 3.40mg/ke KE/H
_ F18f : 3.62mg/kg fk&/A
{Ea PR 8% : 10 meg/kg FEH/H Ay ki
I8 \RE - 250me/kg (FE/ R ECYNoY s
= A | 78 BEIEH AR HE : 5.04mg/kg KE/B M AR
HE : 4.78mg/keg AE/B EHLLRW
TYX | EERERER B#Eh% . 50mg/kg (FE/H AT
Ra IR B : 50me/keg KE/H B LW

BRELERSBEEMALESI. L EOFEILUTO L E Y — REEGFFFE (ADD

FHTE L,
Rl RMHE v UAKE
ADI 0.028mg/kg S/ H
(ADI SR ERILEHL) AR
(B 7w b
(#ir) 2 AL
(BE5FE) RAEH G
(EFEEE) 2.80meglkg AE/H
(Z2FH) 100
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< B - (REHRERS >

G R {b34
5 Pe-OH 9-13-[2,6-¥" 700-4-[(3,3-7" #2027V 0k¥17/%¥17" v ¥]-5-(F) 7nfu it
1812ty W)-3-£" 1Y )
S-1812-DP 3,5-7" Jnn-4-[3-(5-}) Indu pFh-2-t" Y o¥y)]-7" 0f T2/
S-1812-DP-Me

2-[3-(2,6-" Jun-4-Ah¥¥72)%)7" vF $91-5-(M7Mbn i) 0"y

S-1812-Ph-CH:COOH

2-[3,5-%" Jun-4-[3-(5- M) Twdu pFi-2-t" VY udN)]-7" wf &V]7 2/ 3V 1 EEER

HPHM 3-[2,6-v" Jnu-4-(3,3-" Jun7’ 0y7 -2-32z03Y)72/3Y]-7 0 -y
DCHM 3-[2,6-v" 7un-4-(3,3-¥" Jun-2-7" an" AXY]- T2/ -W
8-1812-PYP 3-(5-M) 7Nt pFA-2-E" VYT ak)7" an -y

TPPA 3-(5- M 7wAupFa-2-t" )Y 0k 7" ok’ AR

HTFP 5-} I 7MApAFA-2-E ) mAYET YT

HPDO 5-M7WAn -3t b wnky-2-8" Y

N-methyl-HTFP

5- M 7vAe dFN-N-AF0-2-8" J 1Y

N-methyl-HPDO

5-M 7t AFh-3-E b oy -N-AFH-2-t" V"
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(k) . 1999 ., Fao%
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(), 2002 4, FAK
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Ck) . 1999, RAR
29 YU AU AOTHFICETFH—kEEREERE (GLP 3tk : Covance Laboratories, Inc.
(K) . 1999 &, RuFHK
923 YAV AOENLE Y MOBIT A EEREMRE (Maximization ) (GLP &) X
{LFITE (%) . 20024F, ROk
24 BEYXYLOAL X EANEEAEEERR (GLPAE) : (F) SF77—4-F87 )
— A, 2000 -, RAOAK
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SBETZERT, 1999 £, RAFK
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26 EUXULEMEROT » MoBITA 90 AREAMEROSERR  EREFIE (K |
1997 . KoK

97 EUFZUALDAL R ERAVIBHEERE (GLPAE) « k) SF 77y —b-FHRT FY—
Z. 2001 £, KAk

28 EYXYADT v Mo HBEEN - RENHSRBR (GLP X5 @ (M) BRERENA
AT, 2002 &, RAEK
29 B UXUADYRCHITAREMRE (GLP &) : (M) RERENTIE. 20024,

 RAE

30 EYXFUADT v MBI AR (GLP ®hik) - (B BRERESEET. 2002 4,
KRBT .

31 BUXYADTy Mk DHRATERR (GLP 3R« (M) HBREFREA. 2001 4,
NS

39 VYK YLOTHRICBITARTEERE (GLP &5 - () REBRREWRET. 2001 4,
FAFK

33 FUFUAOHELROIERERERERR (GLP x5 - ERLFELE (B | 1999 %,
RIFE

34 U X YLOF %A =—X LR F—fiB AR (CHLAU) A6 ERERER (GLP
) ERAFETE () . 2000 F, ReE

a5 EUF YLD RERV/AMERE (GLP %i5) : EXEFETE BR) . 1999 £, KA
#F

36 EUFUNOF v =— A AR F—OIPEMRAE (CHO-K1-BHY) AW {EFRA
ERH:E (GLP %) : Covance Laboratories, Inc. (3K) | 2000 4. K&K

37 PUFYLOT v FIHCEETMLE FV T in vivedn vitro A ER] DNA &5 (UDS) 3B

(GLP #/%) : Covance Laboratories, Inc. (&) . 2000 £, R&HE

38 U & U AEKEEYREREOME S BV A EREATERER (T (B0 | 2002
F, ROK

39 VU XY AEKBEYEEREOY Y AERGE/MNERE . (B) RHREELZ MM
TH—, 2002 4F, ROR ,

40 ©VUF Y VEKBEDRERBEOT ¥ =— X bAF—HiB¥E VT ML AVIsEET
Zepk IR BERES - (B AGESTEE U —, 2002 F, RAR

41 U F Y B EY (S-1812-DP) OHIE 2 AV 2 ERERERAR  ERLFETE BR) |
2002 ., ROFE

42 VU FUNICEIT D R (GLP ) - () 77 —As - FRF b I =X 2002
£ RAFE

43 PUFYULDERe. ARBUTRa #ANLFE—F—U—07 oA R ERIFETRE

(Bk) . 2002 ., KOk .

44 EVFYADT v MERLEUVESHERICHT DR BRFRE  ERIFETE (BR) | 2002
£, ROFE _

45 U FYABEEDS v b EAVE 4 EFREC L B RAT R ERLFLHE (KR,
2002 £, Koz
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