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JECFA

(A-JE-317-646)

Zeranol (WHQO Food Additives Series 23)

Ak
AZESFFATE 2FURRT — 213, BERSNERART —F L CICRERERR, £
TERBRE MEFHERRT — 0o/ ONRRIBTENT,

TUA Ty b, ARXRUCINVERVEZRHRRTIE, €7/ — V3BV R hr iy qE
ARHDZ EMRENT, BETREBIE, BLACLBRRUAERE CTRLON.,
=Nt Ty NOZEOMDEFTENTG A —FIZIIEREZELT, v VRARUT v b TR
BRI RN o, ¥F /) —AROUZORBPET 77 ) v HERICF LT ) —L
X, MEROCHILEMRREAVWEZORBRTRERFREIRD N2z, BT
—)v (RERME) 13X Rec-ABR (Bacillus subtilis) TiE. BHERERBELN, LT /-0
TIERBEMCHEBET TF ¥ A =— AN LR F— IR % BV RISV TR
RERLIH, REEELFET TRBERR TH 7,

Sy bERAWTERL-REBAMERRTIX, 25ppm (1.25mg/kg AEH/BICHEY) UTORE
PBERETAE, XA Mo AERERLER, BHRAMEIEXZ2hoT, X TRITES
J—NEEAETHD 15ppm (2.25mg/kg KE/BICFY) ZRERET LS L. FERTX |
s MERER L, ZhbDw AT, BB TR TEZAFEREORE
BERE»oZ, ZOBEIX, vV ATIERBEMTEIB/ICILLRELLZVA, =X b
U VRV EVERETHEALDI EBMON TV, 2.5ppm DT R F T TV F—/-178
ZRERE LB BETIE. ¥5 -V BERUIEMEN BRI TR T EARTZE
BEOREBEENREL hotz, #-oT. XZBRIT. ¥F /) —NORPAEITZEDOZX
ol AERICEEL, BEICHTAIRLVEVINTAERREEBIBIE SN ZLREE
BOHEML 25 LiEwm LT
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RERBAE CSmghkgAE/B) THZX MaFAERABRONRPT2Z e, FUVEL
XY A EEBEIIHN = A PV THRETE R o7, EBLBMY =2 4 FLVROT
AT FVTIE, BT AT 5 EFERT Smgkg AE/RICRE LT, SIEBHMEL =
A FILTHE, FLEACKTHEEZEEIT. 0.05Smgkg KE/A ThHh-oT, XRERESIZ, 0
FFMEIE POBERICEEL. PRMBHMEN =7 A P LTz R b e F U EBEICHFEIC
BEMNEND, B MIXIT 3 ADI #RETHBH L L TARRE AV TERNT 7o
—FIERATE S LR LT

E A
RNVEACKT HEEEE

L 1 0.05mg/kg RE/H

HREIND I — REREOCHER
0~0.5pg/kg AE
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JECFA

(A-JE-322-738)

Tylosin (WHO Food Additives Series 29)

ar b

AZERIT, AbFAE. EREERUCMEDZENERICE T RABRBERZ LIy
VBT OEMRBRT - 2 EE L, AZERIT. R¥-OFHRBRITN 20 FrTCEKE S
hTnWT, BITORBHEZFICLVERESINT. REIR T2 THolRUTER L.

BrOBRERBRTEZAUY LV OREE, Ty b, AX, 72ROV VOEEBNEEEIX 1
~2BERUANTH Y, FOHFELHIZED Lz, 7% Tk, $ 2% BB ORERBIZEDERN
RSN, A vy P TESer MO OKREICHRTE S v,

59 FRORTZIEBRZA L U E2RAKRET D L, BEHEED 99%3EEE I L THEEX
ni-, EERICREINA-TEREGHII. FA4ury (BERA)., v7udy (ERCQ). v
pwATy (EED) EOPe KuFxIas rThotz, 7¥OHBRUBETIX, 24

nyrEPe FeFAIadv B3ERCBETREEN.

T hROA XERAVWEEEOEHRVCESRRBSERINT, Ty F2AV 1 F/HR
BRTCIX, #AM 1 _"—2% 10gkg UTORETRAERE Lz, LEFHFRELRTR pH
DEBNRE SN 7D T, NOEL IT 1gkg (S0mg/kg AE/BIZHY) KRELZ. 1 XZHAWN
RBRTIE, FAM 0 _—2% 400mgkg AE/BLUTOAET2FMBEORE L, 22
OERETI. BE. BH. THA. RUBEOBZBRB RSN O T, NOEL i¥ 100mg/kg
KEH/BTHoT,

Ty MW 2D, MLV, BRAMRBRTIE, FM 0 _—2% 10gkg AT

DRAET 2 FHRERE Lz, 2REEREHR TIT. BEERUEEREMES BN LT,
Ty b T, BAEHIIBVWTHERICHBE L TTEAREOCEMARD bl (HRE -
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5%~ RER : 25%), ZOWMIMT v FTIRELNAE» T, BEEDNEZIL. TEEA
BEOEMIATED LR UEREEMEOHEMNT DL 5 ¥ A v ORI MERZ2
BRTHDEFMLIZ, LaL, W12 » AROEBFEERELNRDST2DT, Z0OR
VIREROICRIESIN T, AZBRC Lo THHMICTERTE 2d o7z,

2 R AW 2 BRI NCT v FERAWE 1 KR 3 #HARBR T, AREeeickt
THEEIRDON o7z, =UARNT v MIBWTETHEEIZR N T2 58,
AEEXF., W oORBOBEIR+HTHIRIZEB L,

ZAa X, invitro AR ERERE O in vivo /MERBR TIIERBEME RI 2o T2,
T AY 7 A —<RBRTIE, AEESEFEET CERERIIRE EIN o720, REVEHE
HEETTII. BUVBEERERIBD b,

t FEBEEZAWEER TR, BWRLLEELRAMEICHE T 2 REMESEHR T HHRIT
ol 6  ABl—B—[E 20mg DA u 2RO KET 3L, EEEFIIWE
streptococci FAEM LTz, AZBLIX. Smg/t MALUTORHET 2 4 0OHBRE OMLEYF
BB EZ B O AN L TWRVEBINABRIZ, NOEL #RET DDA+ TH D LfEm L,
BT, EH2 inviro 7 —F 13, b MIHTMAEHFNRY X7 T LU TNOEL 2R EY
BTeDITRIATE Do T,

B

HHEFEOROBEDZONT — 2 B3Rtz KEBELIT ADI #RETH I EIXTER
oz,
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JECFA

(A-JE-323-887)

Danofloxacin (WHO Food Additives Series 39)

A b
AZBRI, ¥/ 7o ro0EYEE, SHERCEREME, RSN, EESME. &
BEELCCAERCETIRREEZEE L, REBMTAXAFLVE ) 7ux4 L Ok,
BT, AHEEN. BEEHERUHESICETIRBER ORI Lz, #MEHOEEL
REROKETIZ. RBRFFEEROCRBRERICE T 5 B2 EACE > TERS NI,

ZU M ROTFERAREGEERE R T ROV IZHRNREHR, ¥/ 7axd v it
PMCBRRENT, ¥/ 7axd o roR0EEARIRRSHET HRIT 1| RBRoAx
TEREENT, KRBT, 7#IC Smgkg HEO AR TR RE% O LS ZHF] L0
0% Toh o7, KILEMI., MBICTIE 9% Lz, RRUEMREZIZ, ¥/ 70X R
TORFYDIZL A EREENEENT,

DY, AXRRT y MIBWT, REMEE ) 7axdyon, #EFREETIEER
{bEMThHoTe, TAAFAY ) 7uxH v BOEREINE, ./ 7axH v 03,
RPDEBRERRD Thole, TARAAFNF 7T7uxH v ¥ 7axdv  NEb
MERB-ZL7a= R RFICBRH IR, BT VUVBRSEMIX. VI OBEH TEET
BMB. Ty FRUA XOBENH TIHEBBEOCHABSBRIE SN, ¥/ 7aFHF o v RUTTF R
AFNE ) 7axH rOBREWII. 7y b A XKRT 3 BOEMEME L OFTERE
Bl ENn, AZELIE, ¥/ 7uF P U oRBHIIZEREBYR Y 3 BOENEMET
E{ AR THDH LR LT,

70X YoV RRTFRARAFAY ) 7uxd L OBRROBETIE, Ty PRV

TRCBREOEMEZ TR L (&0 LDs fEIX 1500~>2000mg/kg REHEEHTH-72), &
AR R OTIET 2R RNBHERY. RTINCR b,
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Bx DBERHRERL LT, Ty FTRE /) 7uX3 L U 2 REZRERVBREIROL, 7
FTEEAZEO L TERE L, KO ORED 25mg/ke BE/BULOBETIX. BEBOHL
SER RO, T v T, 75mgkg FEH/BU EORETRYORBHBFHEESREMLT-,
B IS T 2 IRBENELIIR DN o, Ty MIF /) 7uoXx v o 2REREL
7o 3 » AMRBRTIX. 300mgkg EH/BREHOT X TOBER 150mg/kg KE/BEHD 15
Bl 9 BIOREER EAICEME LIRS R o, AVWicERAEIcE LT, AR R,
F)7uxY o OREMEFTMTHIEICHATRP- T,

&) uaxH o0, 25, 75 KU 150mg/kg KE/B O A% BEMWNIEIRIAR b & O
HMPICEORE LTI v MCRE L7, BIARICEI 3 » ARRAEEZEORE LT,
MEEN TiX. BEENEBYORBEBECHBELZERROAEMRBEENS R 6Nz, 75
KO 150mg/kg AE/B OHETIX, FROBEMS KU ERIL, STRELY 10%ETL, X
VIRCHEZRAW L7+ 0 =7 v 70 3 » ARRR T, BREEOBENR LI L
22, NOEL 3@ AR (6.25mg/kg AE/H) Thoi,

FRAFNE ) 7ax$ o0, 1, 2.5 R 6.25mgkg O A E % BEWITITEHRF R
FUHBTICROBE LTIy MIBE L, 7y MIEESLRIZEIZ 3 » ABRBELZR
ND#¥ELEZ, WTFROBAETHLEEERIIRON o T-,

AX (6 v Al IZF/7axH %0, 5, 10 RU 25mgkg KBE/BORETESF 0
TEVERWT3 » ARRERERE L, 2 00FAETIE, BHRXOFTREZR LT, REM
BEAIRETIE. 2REH TERESBOBAICEEES A bN., TOREOEREIIAR
FELE, ZFBO3 3 ARRTIE. IBAXICE ) 7axH 0% 0, 1 KO 2.4mg/kg &
BROABTESF U ATEAERWTRORE L, BRERVEOMOERSIZEEL
REBIIRLNRNoK, 2 ODRBROBRN DL, KEBRIIA XOBEEERST 5288
NOEL 11 2.4mg/kg BEHE/BTH D L Em LT,

BIMNO 3 » AMRBR TR GIEAXICTRAAFAY ) 7axH$ v % 0,255 KU 10mg/kg
GE/BOAETEIF A TEAEANTRARE Lz, GAED 3 §iF 1 FIOBR VK
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AED3IFIF 1 GO T, BREROERBR O, #TIE., | BOREESOEERKEICHE
FHEBRONTE, TAAFAF ) 7ax4 %0, 025 KU 0.5mgkg KE/BORAE
TREHRS L TRREEHET D L. 0.5mgkg FE/RERE L3 B 1 DBETIIFX ) 2
FFREEHEZRRT IABOREMARENE(LE R Lz, BEESRONILI &b,
FARAAFNE ) 7axP T ilxd 5 NOEL 13 0.25mg/kg AE/B TH -7z,

v AEAVWE 102 BEEAERERR TIX, ¥/ 77X 7% 0, 150, 300 X T 600mg/kg
ARE/BICHYTIRECRERS Lz, BAETIX. BOKEBMEORED I ITH DM
EEZERNRT A —F ORI RUOBREEOHEMB R O, EAEH TEBOIES RO,
BREHD30FIF 2HDO U RATIIXEBRDOREL R LT,

2EMBHRAMMRBRTIX, <7 RIZ0, 10, 50 XU 100mgkg FE/BIZHEYS T 5HELZ R
BB L, BRERETE, SERELVEAEHENEXIEL. BROETEESHEML 1,
MEFH T A — 2 ICBREEEBIIRON AR > 728, BRIEFHOREIET=F—Shiz
Holn, EERERECHEIMI. WThOAETLR O -T,

5o MNERWE 2 EREBAMERBRTIX. ¥/ 7ax3 %0, 10, 50 R 100mg/kg &
B/RORAETEERE L, RAETIR., OFH~ESoby ~< b7 Uy PRDY
VREREOBY, TICHEOMBET ANTX VBT I T URAT7 =T —EEEOENA
VmES 7Y CBEOBILMNR LGN, 50 KT 100mgkg ARE/BIREFHHEICRWVT, oL
BYNAME =T e FuZrr—EEEsflmlsz. &AE#T v FTld, BRESHNEER
BEL L. BFROEOHEMERUCERERBR EENEYR OB TRONZ. EREHT
X, SBOIERR LS, REMRGFENFTR L XM Led o7, 100mg/keg HE/H #¥
Sy VOBBOLEZEOCRAFEEN LR Lz, HBREHTIX. FERUVEOEMIAME
BEORLEFEECEERZBHEANR LN, BEIX. TOLYVREVT A IRUBHEL
FRBGOEMCLVREIENEE, ZNODOREDOHEBIZIEN R -T2, KREERIT.
IhLDFERVECRERVEEOREFEELZRRETOIILIELETHL LB, &
ERBBEM T, B LARESEECIIAERREMIR N 200, MO TEEBREDCR
ERECIT, BAERBEERSRONEZS, ZTAOOREEZFT ST v FMIERSRE
DEENICH -1, B, ZEEEURTEET S & EERERECERIIVTNLLE
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BEThholz, XZFELIE., FERVEOCEABEERELOCTEEXREXSY ) 7axY
VUOBREIIR LU TREBAMERERW R L,

¥ 7 axY o OB|BEEMHICOVT, in vitro AE R OV ILEMRZ AV 72 BEFRERE
RHAR. FEH DNA A RBR R OB E BV - R a R ERBI O in vivo DHRY:
BEREFRBRICIVBRE L7, In vito Dt b Y U REKREAWERGEEEERRERVT,
LRBRCTEREERNRB LN, In vito TIX, ¥/ 70XV U LBRICHE~ 732U A
EEEHICHIMT 505 REZERT 52 L CORBERFIIKRTT20HEESN. ¥/ 71
XH DB AF - FL— MUERIZEET S X 5B 27, Invivo DEABERFETRIL
Rohzhole, 2EDFLDRETIX. TAAFALL 7 7axY X in vito T v b
VIRFFHBBROTRES DNA EREFELREMERR LN, TAAFALT /) 7axHh oo
TEH DNA & RRE O in vivo /MERBR CIIRMERBRBIE LN, o T TAAFALY
J 7uax YU AIAREY DNA A EFHRE L1283, invivo CTIREEEMZ T LIEIEILN

oo,

T v bERWEZ 2 HRAEEREERBR T, ¥/ 7uxd &0, 25, 75 KU 150mg/kg &
B/AOHETHFIRS Lz, HERTIE. SAETISTYOKEREMEITETL., Zh
SOBBY CTRERBOETROEEHEROEBETRRA N, ThoDEEIX, UBKD
RETIXVEVWAETR LN, F—HROBHO ZEHOREILBWT, ARV

TIIRRICERZE L2 S T2, NOELIXRETE 2hoT,

Ty beAWE 3 #HREBESHRRTIE. F/ 703 0% 0,1, 2.5, 625 R 150mg/kg
AE/BORARTHEEED L, 150mg/kg FE/B TiX, B L 72 BB CUEIRFH K
TL. SMREEANSER L. REFERUHFEREENSEBD Lz, 208, 51 ko=
BB OREFNCPE L, ERRERIVEVHAEZAWEZARRTIL, £HEBHICTTS
NOEL X 6.25mg/kg KE/B TH - 7=,

7y bERWE 3 HREBEERRTIE. TAAFAY ) 7uXxH T % 6.25mgkg KE/
AOAETHEERORE LS, AEERAIRR ORI,
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@

T U RAERAWERAZHERR T, ¥/ 7 XY % 200mg/kg FE/B LUT O A E THIE
6~13 B BICRHERORE T2 LIEFEEMRIIR bhehr o7, 200mgkg KE/RORE
IEEMICEEE L, KEEMEERED L, £, RESEETRL, FREGEOR
HU, BILBEORABEN EF L, ARRIZ. SRZ2SUOL2AEH CTHIEREMOD
BB TEEL R LU, BEYR UBIEOFMHICK T 5 NOEL i 100mg/kg (KE/R Th o1z,

Ty AW ERATHRRTIX, 0, 50, 100 XUt 200mg/kg KE/H ORAE TR 6~15
HEICEOHRE L, 100 R0 200mg/kg KE/B TiX, BEMWOKEENER BRI
HLic, TRNHEOAETIE, BLEBERVCHREILRORAHERE L., FRICHEN L, BF
R ORRIREMIZRF 5 NOEL iX 50mg/kg &&8/H TH o7z,

T XERAN-RAEHRRTIZ. ¥/ 7oXxY 0% 0, 2.5, 7.5 72X 15mg/kg KEH/
ADORAETHE 6~20 BRIZERFKRE LT, 15Smgkg FE/BORAETIX. BEMOKER
. FBEEERDO R OREN R o, BEMEMIZX3 5 NOEL IX 7.5mg/kg KE/B Th -
Y

50%DERELNDF ) 7axY U ORE/NRE (MICs) X, 6 BOEREE MERIM
#E # (Bacteroides . Fusobacterium . Clostridium . Eubacterium . Bifidobacterium K X
Peptostreptococcus) D55 64 BMOSBEEICOWTHE L, Fic., BHHKEME
Lactobacillus. Proteus & " Escherichia coli \Z W T T — & B3 & bz, Escherichia coli B}
Proteus BB HBZHENBVHE ThHo7203. AZBRIT. Thbitte MERNDOXEARAE
ETRWIZH, MICs DEHICIEBET RETRNWILIIFAR LKL, Z0RbY ., XFBE
2. e NEBEILOEINARLBEMHOBVEET RO 32 R TRIATRRT -4,
= DA Eubacterium spp. Bifidobacterium spp. X (® Peptostreptococcus spp. 7> o ] MICs &
BELNT-, ZTHODREICRT BEY MICs X, lpg/ml THoTr, ZOEFIE. 12 HIZ
EHIhEX2D ADI O EREZEH T ORER ST, ¢

Tug/ghx220g

ADI O EFRIE= —
0.1° x1° x 60kg

=37ug/kg K&
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a EFOBTRLVEZHEOBEVWEERMERE (ZDFAE. Eubacterium spp..
Bifidobacterium spp. X (X Peptostreptococcus spp.) \ZXt3 % ¥ MICs, [

b Smg/kg FEORARE*BORE L7 # ORRICESE | EMFHFIAREITA 90%
CBIEESNE, AZBRR, ¥/ 7uxH U RNV EFEBLBAOCKEESTATRIE. 0
fEnfERICEEEZMA S EEX T,

c FCBEE LA T — 2 BB LR DO T, BRI BERALE,

KRBT AAFNE ) 7axH i, RUSHEICTAIE /  7axF 0 1/4~1/2
0){/E}Eﬁ zﬁ&)’) f:o

]

AEBRIT. ¥/ 7uax P 3FRM S 7 ARERECK LTERREH Y. © FBBE
NHEE D ERMARIILII NSO DEEMITIZE A LEELZTRVW—HDO T A aXx )
BAZBLTWARICER L, > T, AZBREBY /) 7uxH v OFERICET 5 ADI
WESD, BRMEECHTIZ2BIIRVWI LICESERELE, EiZ. BEFEH
FARA MILVIEWVADIIZ2o T,

AZBERIX. $hEA XD 3 » ARRBROBEEEICEE T % 2.4mg/kg KE/H O NOEL R UEE
£2%0 100 2>, ADI % 0~20ugkg FE/BIZRE L7z, ZEEOFEIZHE > T, ADI /IR
1 HiE o (FBXFE L. XE9L. 7 a27),

KEBLIX, FRAFAY ) 70X ORBRICHIT 5EEEICKHT 5 NOEL 28
0.25mg/kg AE/B ThHRICER L, EMBRRUORBRRTIE. ¥/ 7uxd 28
A L7A XTiE. 2@F0OCEBEREBDT AATFAY ) 70XV VICBBSIND T & &R
L7, #- T, AZEBRIF, TARAAFAF ) 7aFxH i LTHI4IZ ADI #BHT 5
BRIV ERER L, LrLl, ZZERE. HEZIPHFRBIEETAATFALE ) 7aXx
P UONRBREINDIAERENRHDDO T, MRL 85T 258110, RO 10 FoEn
EERER L dhiEeblnwZ LIZRE L,
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JECFA

(A-JE-330-959)

Antimicrobial agent Thiamphenicol (WHO Food Additives Series 43)

aArh

EBAMRBR CTER T AESRBERETATEODOTFRARTIL, F7 o7 z=a—1% 0,
125,250 B U8 500mg/L (BETiX 9,17 X1\ 36mg kg RE/BICFE Y, T 12,21 XU 39mg/kg
(KE/RICHY) ORET, MY+ v ¥ —344 %7 v M2 BBEFKEE L, FT7
TJxzma—LERELTHHETIERLNRE o, BKFD 125 KU 250mg/L TiE, =84
ETROLN-BEIX., AEEKEHOKEENEOHE ., FRHROKELEDEEDIET,
TR ERER R/ MMEE OB . BRESEEORS, FRAMEEOHN, BREATEER
DB, FEREEHZE I BERE. BREETORTEREBS RUBEAFER ERHRE
Nz, Bz, MEREADOEL . A/GLLDOBAOR P VAT 0 —VREDRED 72 EOME
EALZENRTG A —F BB REBABRRONT-, BRELBY TR, F7Tr7z=a—VIIAE
WHBELEEBROERIBO bz, Zhid. EVEZ RSB T -HmamcEo®Rs L
LEICBEROONLIFAERATHS, BAETIE. TOMOREICEE L -FEEH
AR - BE. DEFNRCLEE(E T A-FTHRONE 2T, ZhbOFRERD
HEK T D 250mg/L (17mg/kg ARE/BIZHY) TIXENTEEEZR L7228, 125mg/L Omg/kg
{AE/BIZFHY) IXNOEL Th o7,

FHRIORBROFFRN S, BkFD 0, 125 R 250mg/L (HETIX 5 KU 1lmgkg KE/AIC
Y, HETIZ 7 R 14mg/kg FE/BITHEYE) OF T 7z2=a—LVORELZ, 74 vy
—344 T v bO 2 FEBEVPAMERRITBR I Nz, BRAETIIEERMESED L7125,
BEHEERUVEABIEAR 2o, FT Uo7 x=a—VREBYOFHEFHRIT. <t
BEELIIEN DT, FEBHEREOREBERUVCEEIZIEBE TENZRL, ThHDR
FIXERRBRENTHY . B 7 4 v V%34 RTT v FERFRTIHLDOTHDLEZ BN
72, TEEERIT. s cHENL:, EEEREOREEE T, REHTIIIREICLL
THEEREMIRONT, 2B TRONZHETINEEOLM & EEOHERENFBR VR
EHEEIL, AREDOT v FTERREEMNICELDIEBEEINDILDOLEKTH- T, Fh
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FTORABRERMER TOESEORLEHET, BABDBHWICBV TENTHEMT 525, TR
MRICHRE SN D BRRENREABRE L LRI o7, TEREREOREHEDOHEM
i3 BEDHICHEENED b, FIESHEREOENEUEREEROZICEE L 2T,

INHLOHANL, AZEERIE,. Ty FE2AVWE 2 FRERBRTRF T 7 2= a— ik
REBRAMFTRIT2W SRR LT, ORI, BT EBOSBTREESHMH T TITFHEL
7z in vitro DIEFMH S BB K WK invivo TR E L2~ U R AW/MERBRICBWTTF T -
7z = a— VIZIREREEITEVWZ 2R — ML, BEOSETIX, AFEERIF. &
BHEMGFARECET 7T 72 a— LR EHRURERLR EOEMBEICB W TEER
POl RIZOWTHER L, BiZ, 7y FE2AW: 3 BMEERBROBERAETHED LN
TR FR), ROMBEELCFERNT A — 2 D—HTRONT-BRE TEYNFNEROE(LE
BB L7 biddRE S olc, o T, 2 FHBESAMERERICE T D NOEL 1E Smgkg
{&EH/B Thol,

AZEEXIT, BEHEEICKT D 1.25mg/kg KE/H NOEL &2, ADI #8ETH7-HD
FBAEBEOSBFBTHWEY Y XORAEFHABRIIOVWTEEEZRZ L, AZE2F. Hi#
FleRoREs Lz vy FICRBEMORZESH I, CORBILEY LEEHZEHT R
RA LV MTCREBRWEEZT, XFEERIX. 7y F2AVWE 2 FHEBBSAERRICBITS
Smg/kg FE/B O NOEL iIR b EERFRFHNT L FRA VP THD EE T,

AZELII, BRZDOHE AT EBDOKF TR LT T V7 == a— VBT 2EDET
—ZIOWTHBEZEE L, TORETIE, RB Lt MERD 16 DMEEDOSTO 261
DFRBEDFHE MICso % ADI DEMITAVVE, SIEAOBREYMOMEYFRIZRY X T 28
M 27 DDEEEROEROT Fa—F % BEOXBOBEHNE S v a 23 IC8EH
T35 (HBXE1 R 140)), ZTOREDEETIE. AZBXII. 05pg/ml Tholze b
DHEE (Fusobacterium) Db BEMDOHVEBELMEED MICs 2V p TR LER
PLEBLONEHEERLZEICADI O EREEZEH LK, -

0.5ug®x220g°

ADI O _LRR{E= 3 .
0.4° x1% x 60 kg

=4.6pg/kg KE
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TR, aRRLVEZTHEOBWEELRMETE T D Fusobacterium spp.Zxt3 5 MICs fET
HD, bIXEBRAEDOHRTH D, cHBEBE TOF T U7 z2=a— VOEYEMICRIATE
A58 ThHD. dRBEFHTHD, eldt POKETH S,

i
AEEDIT BAEMFEHT L FRA VN R EIC 0~Spg/ke KED ADI % RE L7z, =D ADI
X, 7y bEAWE 2 EBEMAERRICEIT S Smg kg 4KE/B O NOEL R UZ&244% 100

NH/ LI 0~50ugkg KE/BD 105D 1 Th-oTz,
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JECFA

(A-JE-336-878)

Tilmicosin (WHO Food Additives Series 38)

=0

AZRERT, /MR OESEE. MBI, B, £HEE. BV, BEEE. 1E
HERARUVCEEFHABRBREZEDTFAI AL VICHETIBERRRT —F 2 ER L, A
BREFAIa v MCBRICBEShSE FOERIZOWVWTHERLE,

FAIasd, 7ECELDERSE (110~400mg /&%) L7izRPEROEH FICESILEY
BERENZE, K3 y AMA XCBROARE LF A a s o OREMBENR LET
BEPBRHINTZZLLLEBREPORMNINTVWS, L2 L, BoNRBEHEREDI DI,
WINEIZE L TRMICELER» o7, BxORGEBMTREMIZIS v hThHiH I,
Ty MIFAIa v VICBRBESNT-BHENEREZAIET 2 DICHENRETFTLTHDZ
NIRRT,

HRT v N TO LDy i 800~850mg/kg AE TH o 7=28, IEEAEREY L 0 FEHEIIHLNTE
hole, TRbb, FAIay % 2000mgkg FEOAETEHEROKRES L THIETHA
hof, Bx ORBEHETT VAR TR, EREEEME U TOEDUIEE D #H & OO
BREOETAER L,

7 v M 50, 250 KU 1000mg/kg AE/BOAET 3 » AR ORE L7z, 1000mgkg &KE/
BTk, BREN. LR, BE, 35K A500KT. BHEEORLRUIVEZRTEY
DEEENT, 250mg/kg FE/MER T 1000mg/kg AE/HHRIZ SV TERESEMENS B L,
FECRIBM LTz, BRERUFBICHET 28R, SEEEOHEM, 775=—FF7 X
7T IT—ERUMBRBEZREOEMLE N REMBETH T L DOLHALNIC R, L
NL, TN O OHE DRBEMBFEORE TIX, 250 XV 1000mg/kg KE/B OB ERFICE
WT, # 2 FITBREORXRZ7 e —EDLaRR o, BHET., BIBREOFKREERKITX
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ZEDOT v FTHLN, DHEMN. BEROBEGEREDSEE, BBRCEERO Y 2Bk
LREHOT v TR HNT, NOEL iE 50mg/kg KE/H ThH 7=,

A Xz 6, 20 R 70mgkg AKE/BOHAE T3 » ABBRO®RE L7z, 70mgke EE/R 2R E
L7Z8 DR, JHIO 1 » A TREC L, LA 20 R 7T0mg/kg FHE/BETER L,
BAETILLERD ST EH L OMF B R oz, REFHRE TIX, 70mgke FE/A O 4 5
DEFAXDH LD 2 FITE, ~— MERO/NBIRIZH > TRIET ORIREAFIRICR S
7z, NOEL i¥ 6mgkg KE/H TH o7,

A4 X 4, 12 R 36mgkg BE/BORETI12 » AMBEORE L7z, 12 XU 36mg/kg &/
HCix. EEEMEN I S iz, 36mgke KE/B T, LEXD ST o OBFEHHH %
FEVOHRBDIBEEIC R L7, 36mgkg E/A TILORBIZABR LA, BEET 5 WEMER
FHEITR SN2 o7, NOEL IX 4mg/kg K EH/B Th -1z,

5o MRV 2 HRAFEEERR TIX. FAIas w100 45 RO 200mg/kg KE/A D
AETEOERE L, 45 KU 200mg/kg B E/BE SR CIX, AERENER CHEEE M
S e, REMBIEOLRCRE Sz, Zh () BRUAHEENRT A —FiZ, T
NOREBIZBWTHLEESZZ I 2ho T, 200mgkg KE/B T, k4 BT THE
DOEFRBEFCHRFEROETCRIREIC LR LN, FHAROFREFCRER L)
72 NOEL 13 10mg/kg AE/B Th o7,

FAEBHRRIIOWVWTI, 7y PRV FIZOVWTHEEINZ, Ty PCFAIaT
% 10, 70 BU¥ 500mg/kg AE/B ORETHEBEORSE L, 7y MREOAEBTRUREEIX
BEDOEBLZIT ok, 70 BT 500mg/kg REH/B TIXFESEML. BEHHOKE
HWNEXED Lz, 7 v rBE8HEHICKRT 5 NOEL iX 10mgkg AE/B Tho7z, VHF
FRAWERRTCIX, £2FE (8. 19 X1V 48mg/kg (AE/R) THEICHEE L -HEHER: R
bz, 19 B 48mg/kg BREH/B#EE LZBEO U XTI, BREBEERUCOERNIINK
BOENREABENFICEBLZZTERThH 2, TOHoDRECEEIIRETHY.,

RENHAONGEBIE L, ZINOLOFRIZ. VIFICHAMEERRE LIz —RICBES
NAREICEE L -BEHORELFACEELZERTHY, ZN60BMBIIFEDE
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DEFTMEZRFTT HICETBEHRET AV THDH I L BHERENT

FAIITATONT, METAVZERRALER, WILESEREE AV IiERARL
£ 7 v NFREROMAEEMRIE AV E R ES DNA X UNT in vivo DHIREFMEIZ OV TR
BLiz, 2RBRBERIIRETHY ., XZERETFNLV I a YV ZITEREERDORTEMENS 2V
L LT,

FAITVDREPAEICOVWTIIRR L 2ho>7, L, BEOERIT, Z DEA
DRAMEEZ MY B ICEET S, FAI IV OFEHRRTIX, BEEZTRIIRER
UCHEEELIRONT, FAIa v RSB 2 BEEERR TIT—RICEET
Hol, FAIavgwsaIdf FRRAEDETHY ., LEYWOZ DI T RIRFITD
7o Tt FTRERICOLAERC b L OTEREREFRET D LML TR,
g LR HIEWERYE (Fuiy) IZonWT, AZBLDFE B EIRORFETRIILL
(FHBXE 1 #9N). Ty FEAWE 2 FREERERRTIE, RRICRSE LR
BB L TFuo v 2R LA TR TRIKREORAFENEML, H38EB
DEFBTERINBDPSTFHROFRIZ. BT v PTIRBERIEH LI LODHRREE
MTEAEERRALN, BiIZ, FERXRL Y BVEW TRRBEERRED 2T, FrI UK
BTy T, 12 » ABOEFEIINBHIVETEL . TERREORAMEITE
EXBIED LRGEERNICH - 72, MRESYO FTEREBEREO L VIEWRASEE L, FRE
BICEBRT 2 ZOHICRBI2EHACICER T EAbN05, ZOBRICEL T, £&
B, FudroBBEREICETIE B EBOSBORSFHIFSICBVMEAENT
WT, FudroRBEOTERICHTIBRSFHRIIRVWEEZION, > T, A&
LSIIREBAMRRIIF LIV VITRMLEBETRWEE X,

FAIavrOBEYMEERAELFET 25810, £ MNEAMEZE Tan=—{L LIBE
EELRZWT Y FEAVWTHRLEFERIT, RVEBETHDLEADNT, BREBHE (5
BRRBRD 0.4mg/kg KE/B) TIE. 7 v MEERTOHKIMEAER UBEAME OREICIZA

BREBI 2T,

FAIavr~OBFENZE FOREICETIREIR. RERVCIRICBRERITHEME2
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RRTARAIRRETR LT, FAI T 2EBRERMICEH LZe b Tk, ALK, RBITF.
ERR OS5 5 LEAEE SN, LERZ—L BB, 1 IO R bRk,
LOEBYEERT S L. B, B, 0B, LB 0AOKRRE S 1L OF
KRR onrz,

B i

FEMRBRIZH 2 NOEL id. A XZ AV 12 » AHRABRD 4mg/kg BE/H ThH o7z, Fv
Iavr 04mgkg FE/RIZKY & MNERMEEEZ 2u=——(kahF vy MZERELTSH,
BRMEMFNEZBIIRONE T, FEBR. 4mg/keg KE/B OFEMFEH NOEL KT

ZRRE 100 ITESE, 0~40pgkg KED ADI 25 FE L7z, & NBENHHEE Can=—1k
Ehi=7y MeBET 257 —F R0t MEEEEIZEZE L R24810 ZFVWTHR—O ADI
DREINTV D,
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338 TFXYRAF

JECFA

(A-JE-338-812)

Dexamethasone (WHO Food Additives Series 33)

aA b
EoEre, . 2HERUCEHENE, RAEFESTCCECERICET ST 22507 F
PR E Y ORBRN O OFRIFFMICFIRAARETH o7z,

FFRYadxxT 47 ARB T, A X LTy MNCHARNREZSERRINEZR L, miEH
EEREIXZTNTN 05KV 6 BELRICRIE S, T AZY i3 RPRUVER
FICHESNCHR SN D, TV A F Y VT ZAT)0E, BT CESHTIASREIND,
7 v ROt hOAKENEITITER R & LT6KERIERU20-PE Furxi4 s
SUTKEREEN A, UL, B R TOEW (5K AETIE., 7% A2V IR ¥
MU BEET 5 EMORBE TRI SN D LWV I EBMOFTRI G LT

BHMESHRBRIIBVW T Yy PRUA XTI FAZ Y U ERERORET D L. E2EN
[BER MR R UBIB CThH-oTz, MFFarFaxTos FRERUHES Y 2—5 3B
A UR, MBEEEEEIXEMLE, T3 2AZ Y% 03, 1. 3. 10, 30 XU 100pg/ke
RE/AORAETI AEROKRE LTy NTiL, 10pgkg BE/BLL O AEDOHEHEST ~ k
THROERE, BIBOREZENEN, aLFaXT oy RUCBLRBOBOP RN,
3ughkg RE/BOMET v M TR, BRREDBBD Licicd, ZOREL, ERRFABEETDH
BEEZBN, Ty MITFEXHAZY U205, 1, 1.5, 2 KW 4pgkg BRE/BORAETT
AERORELEZRRTHE,. BARCBVWTaLFaxT o VBERED L, 2 K1 4ugke
KE/BCEHFBEYF ey 7T I R AT —FPOERIRAEICHEEL THEMLE,
ZAFAER D NOEL 1% 1.5pg/kg KE/B Th o7z,

FXY AL OERBERRIIEONR 07, vTURA 7y PRUVTUFFIZT FH
AET U RER U EERERR T, HEMRUCHAROERBROERE VKR EGE
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DOEIPBRRLNTZ, TNODORERTIE. BEMWICHT3EHAEICBWTRIEKE, n#E
. RBREOKER EOFENR N,

10 226 1250/kg KE/RETCORELZRAWVWET v N2AWEROREIC L HEFHEERRT
X, BEMWEMEIL. Sopg/ke ARE/B LU LD AR THRE Sz, 1000pugkg AE/HLL LD A&
T, TFFAZ Y B ENHEE BBIRKE. nEH) 24£ U7k, RIETIIMRDOERE
BROEEEOBLBR LN, 10ugkg BE/BEDT v MIRENEICRT 2 28/ NOEL %5
biviz,

RYIFEERESAET - 23/ oot

wHAth

v NABEESOEFERRET X 2 & Y IIME R OHALEMRE AV in vitro iR
FRAERAR., RO~ 7 X2 AV in vivo /MERBRICBWTREFERIEON A Z &M
b, AZBRIL. TX VAV U ORBHEOFREREICERSIIRERP o7,

ZEFEH 100 ZAVT, AZBSIX., 7y MBI TFurr7I /) M50 A7 25
—PEEEZFEICHT S 1.5ugkg KE/B O NOEL ITESWTTF XY A &Y 2% 5 ADI
% 0~0.015pg/kg AE/BIZERE LTz, ARRICBWTHAEZERIOBIRT 5720, AZES
. BEFEBRTERI o T,
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361 FIAIZF

JECFA

(A-JE-361-1046)

DORAMECTIN (JECFA Food Additives Series 49)

1. #iHA

RIATF AL, THRRAIFUEARNATF U ERLT XNV RATF T TADA L IN—
THbD, FTATFUE TRAIZFUROPA RNV RA T FAEE L gL H L $E
DT RVA7ForThY), FBRALFOY CHMFERAM L LTERASR D,

A XERAVE3 » AEREREORBROBEICKT 5 0.1mg/kg 4 E/H D NOEL ic &5 & R U
ZEfR$ 200 2 AV T ADI % 0~0.5ug/ kg REIZRE L72RITIX, RI AT FIIFE 45 H
BORFENAZELIBICTHEL T\ (WEBXE 1 (UK 119). FEHOZ7 7 IV —0
HEEHERCELBEZELIBVRARIM TH D CF1 RV AEHANVWTRIAZF o
WTRBR IR oD T, 2 DOBMOREFEEEEA Lz, 1997 Fio. RERIEICH
$ 5 FAO/WHO ¥V a A » F&E (IMPR) IE, CF-1 RY VADT NV X7 F KT HRER
MM — KM O P-FEEBORIARD 2 ETHREMERICTE S LERR L7z (FAO/WHO
(1998)), JMPR iX, CF-1 Zv VRIZ L 2RBRBERIIT VAT F D ADI ZRETHZ

LB TRV EFEICHER LT

P-HEEARESARREMREOMR UEBICRE Lz, PHEERIX, 7TV F U 2a80MIa
NOERBOIEPHRMEAEDERY R EOIERTIMIEEEA TH D, FEWERD
BMERNE T, MiE— B OBRERRRS & LTRAVWLRS, BE LR TIX, PHEEAR
2 DILEDOBERRERIRTHI LN TED,

H50EBORBEOEBERIT. IMPR DFEREZ AN, CF-1 2w VA ZRAVWTHARL 2 -
T _RVATFURRINRT A VU OBMORZEEE 2 2 EATILEIXR2NWEEZE
UTBXE 1 CURk 134)), BINORERE 2 DR Z e NBEY Thoe T 5720
2. BEOCSERVCZEESEARIAIF U 2H/HEL, ES0RBOEKFTROLEE
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DREZEIZLT, BEDCEEBELIE., NI ATF AT S ADI 2R ETIHAIC 2 DB
MOBZEREERAND I LITTTIIHETRZWEER L,

FROT—Fix, XZESICRMB I N o7, ZOFMICEET I LEEZLNDET L
A7 FrOBEICEAL TARINZERICK L TXMTRE Lz, AZ8281X. 2V —K
DEFERDA A RA T F U DEMEDA D =X LRV~ L—7 L—4DOBMYERE0ES
DERERRICBETIBERERT L, AZEBRI, TN AIFUCHTEHIVA Ty
k., ¥ ¥, A XXVt PUADERFDOHGH 2BEZEIZETIARSINZVE2—IZ
DNTHEE L, RIATFU | ARVATFUROT N AL F - OFESRIERIC OV
THbEBENZ, AZEEIT. PHEEAZa— REL T, b b TEESERERMLEZE L
BETORENET HEREBIT LI,

3. a Ak

AR R T F o OWRBEERICHT 2 2 ) —ROBEEDBOEEFORLE, A~V
A7 FCEEERENT & BB S8 4 B RO 3 FINE NSRS N L 72
Mote 6 FlERAVTRI Lz, BEZEIBVEH T, A~V X7 F % 120pgkg KED
AETROKRE TS L. PRMERICHT 2 #MBHBEERE R L ARRBI N, P-
BEEARBRO LIV, BEEOBVRBREY & BEHOBRWRREM L TRRETH-
Tzo LML, P-FEEADHEIZARZETHEIED LRWEER2 A CBZHEOE W B TIX
PHEERORET2—T 4 VI ORENRUBRHINT, FZEBRET. TNV ATF O
FHHICKRT B CF-1 R UV AORBRZHIIP-HEERADORBRICKN L THEMLR H 58I FORER
WYV LI SICER Uiz, PREERO VAUV UIBBERIET LIZBAII, 7V A 7 F
AbEWiE, mR—KEFICERZEL. BBEICRAS RSN B [ eirdh 5,

1985 T, T_NA Y F o B DBEHICHT HREZIMERA—Z T VT THHD<L—T
—ETRONK, 4 VAT F % 120~200ugkg BREDIEERE TEFIER L7 31280
DvD5L 8 TR, BBUEDERZ R L, BELXZI-EW»LHE O ERF O
T YV A T F L By, DFBREIL, S6pg/kg Th o725, EEENY O RERE T OREIT 4ug/kg
Tholee TNAZF 2 Bl DBFEDIRERAEZ 2EBUERE LT A A7 FZxtT 5
BEMERBRTEIA—ZX DTV TOZTOMOHAENCELNTBMND 3D~ L—7 L—
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S TRAEEARAIR N ST,

AZBRII. 7y PROVIFFZRAVAEE - BEBHER UM XL AV 90 B MEERR
T®E SN NOEL EREE T LICE 2T, FIRATFU ANV ATFURRT A
AT FUOMMOERAETIMLE, TNLORBIT, KB TEEW—DRBRTH-=, =
NoDT—2E2EIILT, ZZEESIIINOOEMOERIIFZETH S LR LT

P-EEHOL MEETF2—T 470 11 BOREIT, FA YT 461 HIOBANDEFEED
RBREFTELN, BEDOS L0 1 fEid, +ZHEBT T P-EERRIE L~ OBICH
BLTWe, ZORLRIBEFEATEREIZ. VIF L 0oR0RE5IC XD EHZHF]
RERER L7, $2bb, REBGEFARVEEE LV ESREBEREIT 38%5<. 0
ZIIFHENCEE Chol, ZOREBRT VAT F L OROBESOAEYZEHF AL
ERTHINIEIRMTHD, TOMOREORBERICEITS PHERDOEEF2—TFT 47
KRITAEHCHETARBRIIBRE SN TV AR, AZBLIT, PHEEADOL MNEGF—F
AT BT LIEANCELDERIITPEETH IR, BEETORR T, TV A7
FrOBRICEZHEOE N FOMSERBFET B RIS L Tunien,

ARV RATF UL, 150ughkg FEOHRABETEE L TA VIV IECEERIC 12 A E
KRE LU 18T FRICEAR, T7VIRPTITUT AV IO 100 FADANBEITERE X
nNTW3, EEEE CRESNLEMERRIZu 745U TOREBT DB LIZEVAELS
TUNAXR—RIEXEREERS (Y v T A REEV D) L LTHES T, StEdRid
REABHEERIFESN R o7, @R28BEBE O MNEBRPR UL MERFO PHEERD
FTRE ORI A NNV RA 7 F U TRERICEREINZHEICRRICEBHERAB R O N2 o
T emb, AN ATFURBED L ZARBIIH L TELETHI EEZILND,

ARNVAIF L OROBREHROEYEREIX. ABERHD 2 6l0REZ2BEHEEEEZAWT
RER L7-, 12mg OIREMAET (150~200pg/kg KE) HE®RE 35 & 46ng/m) OEHHFK
MEFEFRER V3.6 RO MFPHEHRE~EHIERMALE LN, BHEERITIHRE SN

ot
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4. FFff

A X & RAVZ3 » A EREIR DR SRBROBMEICXT 5 0.1mg/kg A%E/A O NOEL K U%&4
MR 100 ICEDSE, RTAZFIZxtd 5 ADI & 0~lughkg WCRRE LTz, KZERIT,
KT AT F L OBEEENTOMOLT L FRA » Mot L THEIZZSEEREE L7 ADI
. ZROZEREOBVBRWERICER Lz, RZEERIX., Bohi P A s F o iTxt
45 ADIZBIE LI AL AW A~V A7 F Db MEEARE LY 150~200 BV AICER L
7

AZERIT. v MO PEEOORBENET LEOKER NS VAR - —OEEOEYFH
FIAREZEM L LA L TRIATEAERICOVWTRICER L, LaL, 77
F o OEYFRIRARICH T 5B R UM — MM Z BBEIIRMTH DS, KEERIT.
TARVRAFUCRZEDBHDECFOEREE=F—T5Z & MEEMTHET S
ZEEREE L
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368 FruXFY—L

JECFA

(A-JE-368-773)

Triclabendazole (WHO Food Additives Series 31)

2 A b
EyahiE R ORE. SaME%. BHEERVERSEME. £ - BAESHEY CICEEREEI
B4 375 —F 2GR DIZ RN 75RO FV - LDfEL2 DRBRMBHE I,

Ty MRUOA XZEHR N 7 FRF Y-V BERATRET D L, £ 40~50% M RIN &
e, U9 ETIHEORIENR D Brorts, b VB TRERTE RN ol, MIEH
BAEOEY—71X, BE 8 RELUNIZE LN, Ty FUHFROE MTIEL HE (FEiI2
EEPT) BBETHoT, A XZBWT, MFEPHEFAEOE—7 13 2~3 BR#ER S,
BRLAAYE 7 BRAUERHE L, ¥ A XKL bTE, M) I7F5XFY—1
TSP POBEAL RIS, AVEFY RRUARAALR U BOFERTCEERF DL LT
RSNz, TN HOBEHITMZ T, 7y MEHMEAE®IX, 4-E Fuxs b 7 TUF
SV RR2NR A I F Y0 ) REERT

NV FGRUOFY - NVEHEEROBETH L, VARV T v MNIBREDOEME (LDsy =
>8000mg/kg AE) NR LN, BRZHEIENBEZOBVAYZOFAGEICERTELE
N3 VX TRPEEDOEEEZR L (LDs=206mgkg FH),

Ty PRUA XIZEHBROBREZORIT I LA EHFREMNTH -7, 3 » A HRERTIL.
Tmg/kg BE/BLUL LD T v N KU 3Tmgkg KE/B DA X TIRIEEHEMEORED MR L7,
ZTHFH 68mg/kg EE/B KR 37mgkeg KE/B TIXEMA R bz, FFEERR. FlxIE,
#) 70mg/kg AE/B DT v MR 3Tmgkg KE/H DA X TIXFBEROMFRER = L X
Fu—A O LR CAFREREOEMBR bR, XD 3 % AMRBO 37mg/ke HE/H
TR B EEEMIFIBREN A b, NOEL X, 7 v b T 0.7mgkg AE/B R VA X
TIX 0.35mg/kg R E/B TH o7z,
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29mg/kg AE/B% 2 ElEES L~y A TIIFERR O, BEOCRAEEIIE2ERE
ETOXMBHLY Ehofcnd, AEHBHRERED N -, BEREZRTELIEE
OHEEMZFMT 57D EREND 9%DEEKEL, ZOBERONDITTAD
BHEECIIEONL 1o, BT, FHEEEORABEOREEAREMIVTHORE
THROONRZoTc, ROBAE 14mgkg AE/B THMERZEM L2 Z &£ 225 NOEL
X 027mg/kg AE/B THo7-, 7 NERAVWE 2 FRIEERERB TR, BEEIZED N
T dmg/kg HFEH/B TIIEEHMENSB L7 NOEL X 1.2mg/kg AE/B ThoT- . fEx
® in vitro X W in vivo BIEEHRBRTII. AL MREBERBIELN, IO/ RIT.
MY TR E T = VITIIRBEOFREES RV & 2RRT 5,

T v bERWE 2 #HRERERBR CIX. HEBROEFERRUCAFTRIZ, Imgkg EE/BLL ED
AETHE _HROTIHHMPICES Lz, LHL, Zho0REORAEE L, BEMHE
TR, B—HROBEEFERBETHo 7, BiZ. FEHIEIBD AT, FTRICII®RS
WCEBE L2 & AERR S 7z, NOEL I 5.5mg/kg AE/H ThH o7z,

Ty FROCUHFERWCRERRTIZ, BEHEOFRIIAORR P72, Ty FOBIRE
EEOWORRY S X OBBIER EORREENR. ThEH 100 KT 10mg/kg K&E/B I
Rohi, 20mgkg BAE/BOUHXRIE 1 fICRBEB~A=7TBRONLE, BWeZDFk
HTHEHAREETR ThoTe, LROTRTOEEIZ, BBMICHTIEHAEL LD
HIRD N, HERFOL Y PRVT VKT E2EDERGIT. TREDOEFTRURE
B RITX M oTz, NOEL iX, 7 v b Tl somgkg BE/B. 79X TiX 3mgkg K&
/B THoT,

T rNyyY - (REBHHRBRRUREBERR) H3VELAIY L (Bl B
Bit, BARCREBIRR) LOALTHY 2708/~ aBET B RAIRRRT
2B DFANC & B HRHRITRD hisho k.

R

R 7RO —NDOREFME IR — T D57 —FRXR-RIKREICHD, ~UVRAEA
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W RHRBR CTHIBEESEM L2 Z &b  &IED NOEL 13 0.27mg/kg (AE/R Tho Tz,
BEFH100 ZAVT, RZERITI.ADI %2 b 7 TR F Y —ITH LT 0~3ug/kg KE
ERE LT,
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392 Bf Lo Aoy

JECFA

(A-JE-392-672)

Trenbolone acetate (WHO Food Additives Series 25)

ZAV b
U T DANLRY —RAHESFRIIE T, o-TBOH R U'B-TBOH 1T & bICTHHEHR L FHFE L
fr, WHERBMROEERARIE., X— FeUV A LROEBRYWELE TERTIZ LI
LomEtahi, Thbb, BHERIERL, o-TBOH BEEHMAT TII72 < B-TBOH HE
BURAA OIS IRALIC R A Ule, MBGEROFT RIE, < U R C3H20T1/2 MBI TidfE b e i
o712, C3HIOTIRZ MBI TIXARLK ¥ ) 7L RF —FHIARIZB W T, /MED o -TBOH KT8
-TBOH THFHE 3Nz, ERSHTMNDL, B-TBOH XX IF7RAHE (RENEMHFHFET) 1K1
BERBOBREOEMER LIL, ZORBRI—RICEBEERLITELX LNV, B-TBOH
@ in vitro DIHEFREANBRAIF T AENH DNA £ £ LT, FHHERDNA CBESh,
BADOHHTIE, REMET Y FIZ7 oYy —LBARBMT L., 20 EEA1EL L,

L»L. 7y PRV REZAVWERYARBERSARRUVBEENEH NNy 7 ) —RABROM
FOEREERT D&, TBAITEREEELZ TR T ARERIRVWERER I,

% 30 EHOLBIIBITAREILKS T, FALELOEELZTRVWAERETO TBA RU#
ORBFY OFEME IR EI N,

J v F BV iz o-TBOH @ 90 A HIRBREREBBRFT I NN, o BEEEKICH L TEALELD
EEPZ T VWHAERRETAZLIIREYTHD I EBNbholz,

- & % B\ - TBA. o-TBROH R B-TBOH ® 3 DO FRNAE L RER Y EFE U~ 2 HMm

Ehi, EB T Y TCREINTFBEDRLEL ODEERZITR2VAEIX, B-TBOH ITxtL
T 10pg/keg REH/H, o-TBOH IZX L T 100pgkeg KE/B TH D Z L R I,
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A TENERANT TBA 2B E5 LT 50 14 BREARR TIX, BELEAEEROMES
B FAT e RECEBBRRONIZ Enb BT ZOFRNVE L DEEEZ T R2VARI,
5~7.5ugkg KEB/R Thotz, BEHDOT ¥ %\ /- TBA DZEH O 14 BREHKEHER
T, BEINIERORZEOBVVERIZ, 7 ZOMET A AT o R A TV
A—NVIRETCCRHREEOEH Thol, ZHOLDERIX. ARICHEELTWT, BA
ETIHEETH o5, 0.1ppm (2~3ughkg KE/B OFEEHO TBA OB EIZHEY) BRAA

wBThHoT,

TBA IZ%}9 5% ADI & 0~0.02pug/kg KE L35 &, 7#2AV 4 BHEEARIIBWNTESE
f&3 100 % TBA IZxt9 5 2ughke KE/H ORAZEREIZEA L7, TBA I B HRAE
DEELZZ T I2VAE 2ug/kg FE/R X, B-TBOH DRNE - OEEZZ T2V A& 2ugke
FEHE/BIZL> TR - b, (RXDORBEBBHLWEEEHD )

A

RV DEENRNER

7H TBA KT ARAFERARE : fARH 0.1ppm (2ug/ke KE/BIZFEY)
#1178 —TBOH : 2pg/kg ¥KE/B

— BFAEREOHER

0~0.02pg/kg AE TBA
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393 FAAINNRTY

JECFA

(A-JE-393-923)

Nicarbazine (WHOQO Food Additives Series 41)

IR b

REERIX, FAAINADUD IR VAXRT 47 R, B BYPRVCEHFNE, &%
P, EEBHICETIRBRBERICOVWTEE L, Zhb0RRIL. EHERROERICH
THAHARITA L ORIERNCERSI NIz, WL OhO@|EEIT, ERFMEICIXHo2AE
ZRL, FRTELIREATHDEERDN, BT, =F A= MU R— MI, BEIZFH

AR TdH o7 (Fitzpatrick, 1997)

Sy MIFAINNRD U EREARETDE, 7=V L TROADERBERVYY I R
OFBRESMBRPICBRE SN, BEORIMII, 7==A0 LT X002V EIoT,
fE->T. Y I FUOHSIE. REXRBRREATWDIEEZ O, KEZDT7 ==LV LT
R END Z R EERITHREI N, TAINND U ORBICET D7 —2136EL
nih»rotz,

TS EEHO T A NN OBMEROFMHIZIEL | LDsofEIX. =7 ZXTlE 25 000 mgkg
KE, 7 v bTiZ>10000 mgkg KEThHolz, L DEHREL L., KEESHETHY, <
JADOENO LDs fEIXE Y I K2 TiX 4000mgkg RETHY, 7=z=A U LT TiI> 18

000mg/kg AETH o7,

FAANNRT Y DEL DEHABRNELNN, FRLERBRHESOARRIR/IT, B
BT RICET 257 — 2 IIBES R TV, MEBIIHEMETMET 52 DICIIRE
UThole, BNTDH L, 500mgkg L EORORAED T v b TIIEGRMEICES VTR
Fe DU A TRk BRI E S S e, A XTI, 1600mgke AR AHE R E5H D
PR X BERFT R Th - I,

533



7y b RWE 2 FRIEHRBRR OCARESEERR TERENE B EIT 400mg/kg KEH/R
Tholz, 7 v M 500mgkg FE/BZRAREGERICBEBTIOBRHDOUBRELZE LD T EFIL
7 2=V LT BER LTS, ZORERERINE, EREOBEEARTIE, 7==
NI LT ROEY I RUBBEINZ=T P OFHREICBWT 3:1 OLERNEETS EE
BEEINOT, RBRBYRBICIIIORTCTI =AU LT LYY I RVESERE L,
BERDT—F0b, 72T EEY I NCEENED 81 OLENREIN, A X
TIR2EMTH OEBIIBNT Z7==A10L T LY I FUES et 2RE LT,
EEREIL, 0. 80, 240 XU 800mg/kg EKE/R ThH o7z, BIEDA XTMFT 7 =7 2
JNTU AT 25— EEERER L, 800mgkg KE/R DA X 1 I\ TEE DR BT
BR LN, TOMDOKREICREE L -FEIIMORD bR 27, NOEL X, 7 ==/1D
LT EEY I RO 31 DIREMITKT LT 240mg/kg KE/B Tho72, 7 v bEHAWiz 248
IR TIE, 31 OEFETT7 =Ly LTEEY I RUES%E 0. 67, 200 R 400mg/kg &
E/RORECRAEARS L, BRECEELZZHERDLNT, BEREEERIEELS
iF7ehr o7, NOEL X, BAED 400mg/kg K&E/A Th-o 7z,

FAANNRT U OERBARARTIE, | RRTERXIF 7 XE TAIR & TA1538 TR
EROBAEZHENTHEM L7223, BIORBRTIITEM L2427z, FXIF 7 X TA100,
TA1535 ROV TA1537, UIKRBBE WP2 TIIERAERIIM I Sz - 7, Rec RER TIX DNA
BERIFTEINEPoM, TOMDOT Y KRSV MIOWTHBRF SR o T, RBRIX
MEOATERLIZI LD, BEEHEOFBICIIRNEY THI L EL bINZ,

v MRV 3 HRAEBEEERBR T, 3 OEBBTTz2=AI LT EEY I RUVERSE
0. 67. 200 R U® 400mg/kg AE/B ODRETRERES Lz, BAET, HAERICREFED
BEORKTRUORAHMPICAEBMEBOAFA ML IRoNIz, Ll ZTHHDFTR
RIS ORBFTHRYESND Z L1324, RREMICho TEITT D Z &3k
oo Fo T, AEEBE, FAINAD U TRATCE L TERREEI 2V LR L,
NOEL 3388k & A & 400mg/kg AE/A ThH o7,

T e AWEREBHERBR TR LI ORET I 2= o VT EFA AT %0, 70,
200 % U 600mg/kg AE/B O AE TR 7~17 B BIZEHEE D U7z, 600mg/kg A&/ B T,
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BEMOBHEERCEESIHEI SN, 25 EOBHD 5 L 7EHRET L, ZORAETIE.
BREEOBDRUOBILEECH AN RIERZOBEN TR IN, FREAKBE. BF
BRECHMEOE#RZEOEZ DRENRR N, BREHRUCRREEESRONIZI LD
NOEL 13 200mg/kg (AE/R Th -7, EHFHEER D bhieh o7z,

il

FEBEIT. FAINAD U EFR— T IR OFERRB TR T 5 AICER L,
BoNlztDOMDOT—21Z, ThHOoDARRERRTH-DICKRSRIERZRME L, T4
HNND T A0 FELULZL OETEYEL LTERERTWARIZEEB L, FAZZO
EHOERABR N T oA 53—0=U N TOREZ—F —(HERBOERLHIBT2EEY
Hio, AZB2X. ADIZYVR—bTEDEEZT,

AZBLII., Ty bEAWEREBREREBRO 200mg/kg AE/B ® NOEL RUZL£44% 500
PRIZ, T—E_R—XTHIBEZE X 57292 ADI % 0~400pg/kg KEIZFRE LT,
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409 FAwALTv

JECFA

(A-JE-409-1073)

NECOMYCIN (addendum)(JECFA Food Additives Series 51)

aA b

In vitro DHIERER. in vivo Dt MNAEZRICEET 2EBMRR. kUt FMERBR1PLELN
ADI IZDOWCEHME L7z, FIATTREREERBAEMFT —F » b, 0~60ughkg KEDOHMSF
B ADI i1t FEBNHEELRET A LNTRREN, £ TOFBRRRMEYNERER
MR 0~14mg/kg AE (840mg 't F) THARZ b, RIEKDADI ZRETDHI &N T
X7, ZOOMEIT. BHRRT—F2EIIL Ty b&R7 0~60ugkg AE (3.6mg/ t )
DEETED ADI & W &V, 60mg/kg FE (3.6mg/ 't b) LLFCHEZEZBETLHL L TO
BEHOBEIL. BRMEFICN L TTAESERLRTZ L3 shiay, #-T, #
AZERT — X B EICBIED ADI #E X2 5 BTV,

AZEBLIT, BEDOXETIII a2 FJ 7 DNA @ 128 D rRNA BIEFD 1555 DALEIC
BWITTF=UE7 7= (A1555G DER) R LIN D RBRARERROFE L HERORA
COBOREBENRHHZEETERTII L EER L, BT, BENERUREERIC
BETIAEERHDZ, TI/7Vav FOREODEFBEICIVERICRZZZLBHD.,
BEHERIIETOANMIEOMEIV 7 I, 7)) ay FONEHREEHZEBICRET 575
HRH B, A1555G ERERZETHAE FTRT7TI /Y av RZEk - TERBIWHES
HIZLVEBEBINCTLBAIN, Ho0 ) bHEIRA~A Vo 2RESNEZNE D2
BAOENTRNoT, LL, BEINEEERXAA UV ERBDE2TOTI )7 )ay
FIZEET S LEETAZ L RBRATHS LEZ O,

A1555G BREREZETH—HORETIX. 7/ 7V 2 FOBRBERHAL MR U TE
BORBRERBVWERLD, f-oT. ZOERERZET A2 T4 DBREOERICER
TEAEBEHICRIURIFTICBVEEXOND, ZOBEERO—2IX7TI/ /) avF
~DBRETHD, BERERIT, B0OZIHIN, SELREREROFEA, BEAA, TF
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WA ARL U, TITT—ARATINVARVCKEOBEAZELIEIEREE N
THLMNIR - TWVB, A1555G BRERZF T HIZTADENLRFRKZOYE A O B3 H#HRA
WCETHRERINTWA,

AREERIT. AIS55C BRERE L OA4BT I/ 7Y a2y R - THERENHEHEEYE
CEEINRTWAREERH Y., 7I /7Y ay FoRERAEEZREINRICENESE
ERAETHRELSDHDZEEFD, TI/ 7V ad NOoRAEEERERKIIE F2RW
ERBROBEFIITRRSI TV RW D, AEHEBEERIZ. A1S55G BRAEREZF TS
AN&~DT I/ 7Y ay FORGRICESRZESEBINT S ) X7 L TRETER1-
Teo BEH)T—F13, A1555G RREREZH T HAL BT 5R3F A L T DthDT
NTHOT I/ 7Y ay FOBEREMICXT S NOEL 2/ 51 DICFIATE 2D o7,

i

AEEEIX, 0~60ugkg KED R A< A T /x5 BITD ADL X, E/LEy hERVWE
90 A MIRBRIZI T HHEERFMEICX T 5 6mg/kg FE/B O NOEL R UE24%%% 100 Z @A+
BIERXE-oTRESNEZLICER L, ZOREREIT, ELEY b E F~OfE
RONFE~D 10 fEOER E b MREROHEATEENESSFE LN RO 10 FOER
PO IS,

k-1

AZEBLIX. I b3 FU 7 DNARBREROREICEADLLT, BiEShitEAEL LR
B37I77)avROEVAEE~OLEFBREIIV N 2DE NTHEEIC2 A FAREEND S
TEEMoTWE, LALIEIRIIT I/ 7)) 2y ROBERELZRS L A1555G ALK
REFTHA2THREEINT, BRACHT IR A~V OHBROBRARIZ,
12000mg/t /B THB, AZEESIT. ZOHAEIX0~60pgkg AE (B.6mg/t b)) OxA~=
A 2 CxT BEITO ADL £V 3000 fEREWARIZER Lz, T ADI I, A1555G AL
REETHE b2 RLETOHEBEORRLZFZLETHLDI+ITH D,

AEBLEIX AI1555C BRER P FTHIROBERORBRSZHERTRA~<A D ADI 2%
BT A0, XASA o OWEYFOBRELZBHTISLEIRWVEER L,
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537 TARUHEYV—

JECFA

(A-JE-537-770)

Flubendazole (WHO Food Additives Series 31)

SP
EMBER RS, AnEl, SUSHRCESSM, 4%  RAEBET CICBESEIC
B 55— 4 RS LIEIC Y 25— § = 2R AFA TR TH - T2,

TNRE =L ORIR, RER ORI, EBLEMERVTRR L, ANy
—ik, RIUIFRA+45 T, 2EHE CRRORIZATH o7z, BRINZEH D 50% LA
BB BERICHRE SN REETH D, RIS N ERTELLICARB SN 572D T,
MR R F OB OBREITFEIE, RBOTELBAIFBMTHY ., FE2K
HBBIIANANI VBIMKGRE T Vo BRTHD, FANVEY—VIIBERARRE R
TEAREYED D,

TN FY—LERERORET D L. RRBPBREORREEZRL, vUVR, I b
EURELEY bD S0%EIEE (LDsp) 1% 5000mg/kg FEL ETHoT,

ARXCESFLrATENEZRANVTIARVE Y —LE 25, 10 RO 40mgkg KE/BORHE
T, —iB 6 A3y AMRO®RS Liz, 10 R 40mg/keg A E/ A HEATESRE TIIRRE L&D
EHREROBMLY. £RAEHEAREHMORESAED DN, WERBEOEMIZ. K
RBRCTEALEEROA XOERRECHENTH S LELX LN, BATERE OREM
BEHREICEL T, BEOBITIFEA L IANVE Y — AV REICBEHET S Z L8 e h
ST, WA XOFRIMEAMICEE L TOARWATEMERZ2WS, Zhb0EORE %%
ETHREMFTRAN 2V, AZEESTEZEE (NOEL) 11 2.5mgkg AE/ATHD &

L,

<2 UARVT v NAWEEBAERRIL, FEN 30 XU 20mgkg KE/BLUTORETE
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BLZEZA, RECEELEZEZ2RROONE Moz, BREICEHELEZITRTOEAT
DEEOHEIMIR LN o1, KEESIL, 7ARVES—iX, 26 0RBRTRE
LI-EBHETCIIRERIIRVWEWIBERTH- T,

&4 @ in vitro X W in vivo EEMRBROBERITI. €2 TEMETH- T,

AEERIT, AT, BELLETEERRIOBONET —FE2EE L, <A, UH
FROTZ#AVERRIIBETH oz, TARVE Y — i, b FOEFEEOERICH
W, ZHREFERBRORDYVICAZERICL > TRITANONEZT v hERWEET X
MNEFERBRTRAESREBRINZ, 7y bERWIELY OEFERR TIE. 40 KT 160mg/kg &
H/AUTORETHE 6~15 BBIZERSG L7, REERMEFEHIIRD bhizhoT,
1987 FizAF SN T v MEFHMERER TIE, TIRARED» OHE SN 352 Av:
23, 40 B 160mgkg KE/AORETHRIEDEERVAMELEIE&E SN, XHBRO
NOEL i% 10mg/kg K 8/H Th o7z,

B2

A XD 3 5% ARBRD 2.5mg/kg KE/H O NOEL kR R ELLH 200 iI2ESNWT, ZA_UFY
— KT B ADI L 0~12pgkg REICRE SN, ZRBRTIIE 6 AloATRE SN L
WOER FHMET DICIRERBBERE TR 2XZEE8ER L, ZORSRKIT. &
)22y g1y ral

AEESIX, 7 v METFHEHERBR» B 57 10mg/kg AE/H @ NOEL B U724 1000
DERICHIGT 5 EEM%E ADI IZRMHT 5 ACHE L, XFZBS, M LBEER
ZRTREBTHAVW SRR 2000 DERIC X > T ADL % ER 72O T BMOREBAM
RBRIIMETRWNEB T,
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540 TINAXRL

JECFA

(A-JE-540-1074)

FLUMEQUINE (addendum) (JFCA Food Additives Series 51)

B

TANAX LT T AREREICH T A2REEREE T 7v4ux /) u RIEEWT. &
RABMOBERBRIEERRICER SN, v FORBBIVERFICH L THREMICER S
no, ZEHIE 2 EE, 8EBRV 54 ERBOKBIIBITIZEARIC TR SN (T
BICE 1. X#k 1100 128 R TF 146), FE 48 EIE OSE T, AZBRIT. EHEFHNT LV FRA
¥k (#CD-1 = 7R EHWE 13 BERRICBT 23 ICE-SW\WT ADI % 0~30ug/ke
EEICERE LT,

BEREEBOKBTAZESIT, HIIABERVEEFERD AV =X 5% 5 NOEL 2B
THEREFMLI. £ B3E2—F 7 2AMBEEIMAEELZES (ERRSHKER
£ 2001) DERT, AZBLII< U RICBIT D TV A X UIHER SN AFESE S AN A
A=ALERICHEATIENTERBRINTEZHRORREL ML 7=,

aAh

EREBRVEISEBOEET, ZAZERRITIAVAF UV ORPAMEEZFME Lz, B 42H
BOABT, AZEL21H~ VA TLEMICEET AFRESAMFTRARED bz &
WWHEH Lz, ZAAF 3B OBEEERRTIIRNEETHo 72720, BEEAD AL
= XAEFHThoT, FAEEOXBIIBIIIEZERIT. FEHIBDONTEROM
MBEER OCBLEE TNV AF VL 2 RESSERICEET A=A LTHD B LT,

TUAFE, LT, BBAREEROLE2ETIHBEELRORBAMEBETHD &
ZzohTn5, AZERIE, EREEOZBTAFENR» 2T, TV AFVITERS
NBEEERICETA2FHOBREZBRFT Lz, TOFRORR CIHEICHE~ Y RIZBT
HEOERABFEPHAES N, 2 Ay FRBROBEITE Y, 70 A% 137K DNA Sk
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EHIFBBITIENTENTZD, AZBRETIORBROMRAELEH/L, 2 Ay T vEA
DREARTEVT TR TV A % 2 DFFIESE S AR 5 MEEME A 7 = X L2 +ICFET S
ZEIFTERVEE X,

B2

W7 —ZIcdy, eV RZBVTINAF U BITBEERAEEZHEMEI TS AN
SXAEOWTOELRIERPRES NI L, XZEBRRFER L, £, AZESET@
CEEA D =X LR UEBEEEA =X ADOEEOBEE 2B 30 HRE L7, in
vitro & N in vivo (281} 2 —#EDEFEHADORBR TIE 7V A F U ICHEBEEEIIDRD b2 o
e, Ay FRRTIE, A2 T E, FERITR L FEEMERER U DNA $HUE & 5
LW RICEAZERIIER L, o T, AZERIE. IV A X R RIEFEEIER
EFRUAANALMIE VSV AOEELZFERTH LV AIBEER TELZ LITTE
e Lz, L L, HFBEEERICESEST 2 BEEEIT TN 6 EEOBREL RE
THRZEIXTERPST,

AZEBRIZT. 1 PO ADI ZXF L. F48EBHDKHETRE L ADI 2#EITH LV 5 2

LITTERWERER L, £7-. ADI REORFHIEINL > T, BERRICEEST 28ES
HERIZOWTDBENT —FZ 2 AFTEEILHI>EL L,
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600 F¥xI A

JECFA

(A-JE-600-960)

Insecticide Phoxim (WHO Food Additives Series 43)

axyk
AZERTIX. AFV20EpHE, R#. [/USE. BYROCEHENE. BPAK, &
REME., EREBEMETCICEEEHREHICETIRROMEERT Lz, RBROIZLAL
PRBRERGEERVCFIEZICET I2RTEEICEML TV, KMEEMORLMELFT
i DI+ FREEL L TV,

TUR Ty PROTFICEHBRFVLAEZROKBE LI L 2 A, EEAF T MTERHIC
PORER2ICRININ, FEFFERUCEBA~LEPHICRVIAENT, vURX, Fv |
ROT Z OHRBIIEICRT THo 7o, EEFHMIIZNIZEEE TR 2N o7, T
v MCBWTIIEHHIRttOFTRbEFRD N, 7 v FRUT Z OHiIEzRe» T
(80% A EASRZA LT 24 BEHILIN), EEE 3~4 ATRT Lz, BHNICY v EREHEkD
RHEDOFTESALNIRDONID, vV RADOERFF T AOHIIESIBONT
bole, VR, Ty PRUTZOZHFMIRBOENRTCENENEFRD b,

BRFrit, VBT 2T NEEEOMKSHEERCBA LT PO ERF T LA ERT SF1H
BVIER) R UF DOFERAE U5 cyancbenzaldoxime NDHALE, T RARBEBIIFRC ThHo12,
TIR Ty RROTZIZBNTPOKREFVANGE L LELONIERDBEELT
WEIZH 26T, POKRF L ABEKIIBD O, - T, ElREhi=ETh
i, ERITHHLEMIC I T BIEEIEMO PREICH RV,

FFVAOREERABREIIH T DS HIIBPWREIC L > TRLR D, LDso EiZ=Y bY TIX
20~40mg/keKE, EAEY b, THF, FIRVA X Tht 250~1200meg/ke KB £, <
JAROT v TiE 1200~10 000mg/ke KB TH -7z, > T, FF T AIHILESYE
THIREXRZPREOSMERONBEDOALZR LI,
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FHRVLETTAR Ty b AXROTHAFFLIROERE LT, EHEEEZRET L
KEHEEZ 6 BRKV 8 BMIC L 2 HOMAERERR T, AF T 2E 7T RIZ 0.5~
750mg/ke (0.28~510mg/ke X EH/BITHY) ORETRIERSE Lz, 2 b OFAER T, 30mg/
ke LA b CHIEA~ DR E(E B ME CBEERIG & S35 FFRERE M) &R T 150mg/ke TBHEA~
DEEEEHEMPRD biv, sme/ke Ml LTz ) V2 X575 —PEEOBENRD L
N, ROEKR V=Y xR 57 5 —EBEEDOEEIX 750me/ke TUMED b2 h o7z,
v T AOFBEROHBIFICE ST, ZhbORBRICEIT S NOEL 3R HIRE 5me/
ke (3. 1mg/ketA B/ R ICHY) & LTz,

T v MZ 2 ~50mg/keFE/B OHAE T 21 X 30 A HAH®RE 4 3 RB KU 4~500me/ke
(0.4~50mg/ke(FE/BICHY)DHAET 3 » AMRERSTIHRBRQ H)BERENT, wF
VAREARE LR T, M, RORERORK=2 Y X7 7 —EEERERER 2.
5% U 50mg/ke R E/B DRAEIZR VT 20% L LE THE S 2 B DRAR SRR T,
500mg/ke T2 Y AAEBME PR OIER. 120mg/ked E THEEEDOEL. 15mg/kel LTl
Wa) Lz RT 7 —EEEOBEERD 40mgkeh ETHRMEKaY X7 5 —EEHOR
ERRD LN, FOETEFLaY X T F—PEEOBEEMTEFL2Y v XF
T —EEHICET 57— ELNCESWC, RERE 25 0RRICBIT 5 NOEL i2fkt+
B E 12mg/ke(1.2mg/ke KE/ A ICHH) & Lz,

RXVLEA XT3 r AMREERE LRRE HRHRE Sz, REAEIIEEF 0.3~
1000mg/keg(0.0075~25mg/ke /B IZFEY) Tdh > 7z, 200 KT} 1000mg/ke D FAETHRE L
A, BBRUFBOBEESL., MBETTANY 7+ AT 7 & —F RUABRBIK R
ROFEHE, KK 2 Y T 2T T —BEEEERV/IIEERDMEOZ)E Iz Y
EEME R BERSRD bz, 1~1000mg/ke T2 Y = X7 5 —EEHEEIR
b, M=) vz A7 I —EEHIIZALORBRTIXAE S Niehofe, RILEKT & F
NaYrxzR7 7 —EEEMTEFAaY 2 RT T —EERICET AT EL)DHA
ERVCMBEFTANY 7+ AT 7 F—CERO LR ICESWT, NOEL I3k e
50mg/ke(1.3mg/ke B/ R IZHY) & LTz,

FXLET AP 0.2, 0656 U Sme/ke S E/HOHET 6 » ARMBEHRS L7,
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0.2mg/keFE/RLL EICBITAMEFE2Y VX T 5 —¥EEDE LVWHER D 2mg/ke A E/
RickiT 2Rk ) vz X7 5 —EEHOBREOHMEIRRE LT, AXF v AIEEYE
RO N hoTz, T EFALIY VXTI —EEHICET T —#I138EL, KRIMEK
TEFNaY VR T T —EEEOBREDOMEICE-SWT, NOEL i 0.65mg/kef&E/R &
L7z,

24 y ARENAMRRTIE. &% V22 FREERAEICHTIBEIENEN L THLR

TWBRMD =T RN 1~450mg/ke(0.47~210mg/ke A E/ B IZFE M) 0 A E TRERE u‘:;
150mg/ke A E T, FRMBRBEOMW=Y T RF 5 —BHEEIMETF L7, 150me/ke Tt

HEW RO 450mg/ke TIXMERER 5 I A EEMBERD bz, FFlEC kT EHERGEETEER.
MFEFa VAT a— AV RUBEI LV EVBEOEENICMEF T 7 =TI b TR

T2TF—BROTNVAY 74 A7 7 Z—BEEDOEZZ )T 450mg/keiC BWTHETH

o7z, £o, FAAETIE., BB 2FROFEEHERFNENORERERVCIHEICE

TARTRERT T —~ DRAERENEM L 72, 150mg/ke T, AR~ ZEIIMFIZ ST

AMPFF IV AT u—NVBEDOLEROLTHoT, MFFI L RT oL BREOLERT

B7eFral) R T T —EBEEOBEEIZE SV T NOEL IX&E P E 5mg/ke(2.4mg/

keFB/RICHY)E Lz, 2B, BAEHOHBIIRO oNETT /) —<REREOHIMNITS

XU ADOIFHRBEERICEIZbDLEZ b,

FXVLAORMERIX. 7y NRUAXIZ 24 » BROBE L CFHMEL 72, BEEIX., T v
A3 15~375mg/ke(0.8~2Tmg/ke A E/B IZFY), RA X 2% 0.1~750mg/ke(0.0025~
19mg/ke K E/RICHYE) Tho7z, FfE 37mghke TRE LT v MCBWT, HICEEE
OWL, MEIERBEORAD R ORI CXmEF 7V I BRI RBERFEEOET.
BEVNVEREOET, L - i - BiE - BIBORETEEORD RO ME - Rk - X
al) R TI—EEEOERTARBD O, I - K=Y =R T 7 —EBEEDOE
TRUBBEEZEOBAIX. 75mg/keilWVTHRD b7, AR L BREHOM TIIRER
BEAREL, BEEREHEOCELRDONLRP -7, SHAEMTORIBEEORIICE
3T, NOEL IZFHRHRE 15mg/ke(0.8me/ke (K E/RICFEY) & L,

FX bEA XEH)IZ 750mg/ke DA R TREER G Lz L 2 A, FFBREEOHEM, mifs
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T5= T I ) N FT VAT 25— FBROTAVAV 74 A7 7 2 —FPEHEO LR, igd=
VAT a—VREOET, FlROBREBEEABFNEICI>TREND K5, FEES
BEH LN, RAETIE, M, mF - RO - Mo X757 -BEEDOETD
BH LI, &6, #A XITRW T, BERNEEER R CEEEMIMHE RO bz,
15mg/ke TIIMEREIC MR OFRMER = Y = X7 5 —PEEDIET AR b iz, fFig~o
HEBRUMTEFLa) 2 X7 7 —EEEOREFICEIWT, NOEL 1 ZFE PRE
15mg/ke(0.38mg/ke A E/BIZHAY) & L7z,

In vitro RRTIL, "X L LOERRARERFREELRXIF 7 AE RV Saccharomyces
cerevisiae % FIV> T, DNA #8451 % Bacillus subtilis Z AV T, TR BERHBREYE
e M) B ERAWTRE L TE T, In vivoRBRTIX, = U XZRWTNEER. 2B
FERERVEEEEOFEREIC OV THRIF L TE ., SARERBEEROHFEET T,
HRMEMAEBCRBWVTC mvtro t MY U SERICHIE G ZOELARD bz, TOMEeT
DRBERIBEETH o, TNLDTF—FRPTFoHBEIL L BEHT v A OFEICE
SNT, AZERIET, AF VAR E F~DBEBEHITRL, BE/AEEZE T 5 REMHITAR
WweER L,

3 HAAETEEMRR T, AF 2% T v M2 0, 15, 75 B 375mg/ke (0. 0.75. 3.8 &
O 19mg/keFE/BICHY)OAE CTRERE L, 375mg/ke 2 &5 L =B8N L1772 4
BHEOBRARICEF LTV 2 B OREROBITENZBOBRBD o, Zhid
NOEBIBEIN 2hoTc, TOEEBIZE ST, NOEL IR FRE 75mg/ke(3.8mg/
ke R E/RICHS) & LT,

PR 6~15 B BICARF T L% T v FT 0, 30, 100 XV 300mg/ke R E/B DR ETHENKRE
L7 RAZBHERRTIL. EeAETREYMTESMICHEEENANR IR D oz, Wi
hoRETYH, BEE, BRERSEIMESEEIIRD b ehol, RERMOMEICE
SNWT, BEEMSICKT 5 NOEL i1 100mg/keFE/B & L7, BAEREMIIHT 5 NOEL I
RBRESHETH S, 300mgksd L7z,

Y FERANTHIR 6~18 BRIZAF L A% 0, 12, 36 RV 72meg/keXH/B DRAETER
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@

BETHREBEHARBREER L, ZEFC L VREHE CHRRNEOHM, BEEED
BOBRE, BEYICH L TXRERBERRD R OMEERMME & Vo R oE
BRDLNTZ, WTFNORBIZBWTHEFHEEOERIIBD bhviehrodfz, BMEEMHIC
%9 % NOEL 1. BEERDROEEZMMENCE SV T, 36mg/kekEH/B & Lz, B4E
BMHEICXY % NOEL X, BIRDEERD R CERIER OB E-SUV\ T, 36mg/kefAE/H
& L7,

BEMMEEERRTIE, X7 hob U TRESNTZA LV FVIZEF VA 50mgkefk
B/AOHEZEORE L, 21 BRIZBERE L, £0% 42 AFMOBEHB 2RI 7=,
AV RYIZIE—BMEOFEHERBRAONZET T, 2EIBOHREX. 26 A BLIKE, REEER
XITRETHIIBOONEof, RBRETRH TR, MEIBZIK T, S8FHFRRT
bHHRMAREE IIBBEIIFED O hofz, AFEEIT. FFVLARA YV R IZEW
TEEHMBEELFERLAAVERERLE, AVFIICEZFRFVLOBE, HRESE
HTRT 5 —FBICRIITEEZREFTL TETUIWeWwd, BEICEEI N, ZEX DB
EHMREEFEEOTMNO/ONEREEREZERL T, XZERIFIZ 0L ) H R
X BRFHIMNBERWEHER L,

P

A XERAVWE 2 FREERRIIBIZ2FRBR~OEERUMT EF LY VT X T 5 —¥TE
MEFAEFIC KT 5 NOEL0.38mg/ke (A H/B R VR LR EK 100 IESWT, AZBEIIF*
LD ADI % 0~4 p g/ke FEITRE LTz, BFRZESTIIME= Y = X7 5 —FEMER
FX) A ZFMCBEE 2= FRAV FTiEAnEWI s anizzd, 4ED ADI
12 FAO/WHO 6 FIREEEEMRLSBORELLL O LIZRL D, BETIE. ARSHEIT
R D BAEZ 7 - TV 5B (FAO/WHO,1988),
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651 EXTTFTIF

JECFA

(A-JE-651-855)

Mozxidectin (WHO Food Additives Series 36)

agvk
AZERIT. BNHFRR, EYDHEAR. (BHAR. [ERUCRYEERR. BXAER
B, BoEERR, EHEENRRERVETEERRN /LT —Z 2RET L,

EXR VT IFUOOEPHERVURBLT v b, eV PRV VERANVTHRFLE, EYY
RARELZEZ A, BREEBOK 20%NRIR &z, AEANIBPHRIMENRSL . 8
FTIRIERETRD DN, OB TIIPRVIEVRETHo 72, BRLPIIBIT LR,
Ty MIROEELIL 25, EFCENINEERILEDIIREMEEF VT 7 F T
HoTeh, FIREUVEF TIIDEOKBICRIHIRD b, KBILREDIIRDKRE
L7z Y TR VICHRBOH LN,

EXVTFIFUOORABREIFEEOETMHER L. LDs fEIX 50~100mg/keEE TH -7z,

EFEX VT IFUETURGEARE L 28 BEEROEMERBE T, BHERE L TRER
CEMBEIRD N, BHE 2mg/keAE/B2BE LItV X 3L£THE LE, AR
B NOEL I 6.9mg/kefAE/H Th o7,

28 BEIDEAR SRR CIEF VT 7 F L 2R 3mgkeKB/AOAETRE LT v b
2. RFAMESTT. RE, WE., SERCFIRABD O, HE 23mg/keFE/BELET,
Frig. Big. DR, BE. 8. BER. BRLERVCIPRICHEICEE L E AR
BRH LN, ZIEAE (12mg/keSE/B) B TEMAAHSKRE2HERT3 BRIRDL
Nizizd, KRB TII NOEL IXRE SN oTz, FRROFTRAMZ v & AV 13 BRHEE
EERERRTRD LN, ZORBRTO NOEL iX 3.9mg/ke A E/A ThH o1,
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EXUTFIFURAXICES ing/keFE/B OFETIRERS Liz 28 AMEHRBRTIL.
BHEZRE L7oA XICBEET, XRERT. EBRRUOTHARD LN, ZhoiiHE
% 125mg/ke R EH/RICRET 2 F THE I, NOEL iI 0.5mg/kefkE/A ThH o7z, A X
AWz 90 BMBERSARBRTCII.BAE lomyke FE/BEZRE Lo & Z A FIE. IREL.
RER CBEORFAMSITRRON Iz, FRR CIIERRBEARFEHOELIERD bhish
-7, NOEL IZ 0.3mg/ke B E/B ThHot, A XZHAV 7z 52 BREHRERR TRIEHER
RO LN -7, NOEL L, REEHAETH S, 1.15mg/kel&E/B ThoTe,

Z v NERAWETHENS | HREBESENERBREER L, TX 7 7 F U 2&KEK 10mg/ke
FE/BORETRERT 9 B, ERFEAROCELHMICRE L., GREHOZ v bOH
ARIINTROEF Lo, BAER2RES LT vy NOFERTIIEFERMMET L
D, ZREEE~DEBIZRT b NBAFTRIIRD bied o7z, ARER TO NOEL i3 0.4mg/kg
FKE/RThHotz, 7 v MIEE 0.83mgkg AE/R O AR TRERIO 70 BEKS Lz 3 #HA
AREBEMREBRTIE. BHEMZBRV T, EUEXNEIZRECRETEEEIRD N2
TN BET v FOEEOEN B RO EREFROE BB BRH b, NOEL i3
0.Amg/kg AE/A TH - 7=,

Ty MZEFVTI7F % 10 RO 2mg/kg KEB/BORBETRE L EFEERRTIE, O
ERRCERDE XIS EBARRZEBCOREFEOHE ML > TiRENL LD, BEY
BEHRUVBEEHEOEFTRARBD bivic, BHEEHFTRIIED T, AR TD NOEL
X Smg/kefkE/B ThH-oTe, VHFEAWEEFHERRTIZ. AE 5 RV 10mg/keFE/
B CTEEBMEMTRVLBD b, BEREHESUMEFEEDORT RIIRVD bz o7,
ARERD NOEL X, BEEticE % Imgkg KE/A & L7,

CD-1 =V RAEAVEESERRUENAERRTII, EXTF7F % 0, 25, 51 RV
I2mg/kg KE/RICHEYT2HET 2 FHRHERE Lz, BT, BELE. EBEOET.
RER OGEHIEREOCBENBD b, I AFRICEREL 79mgkg FE/BICET
WLz, MEFARTA—ZIIREITEZERDONT, WThoZ 4 7OEEGHA
SEE DM 2o 7=, NOEL I 5.1mg/kg AE/A THh-o T,
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Sprague-Dawley 2 7 v b & AWz 2 FRIBHER UE P AMRBREZERL X T2 F 0%
0. 0.8. 32 KU 9.8mg/kg RE/RICHYETIHRETRERS Lz, 5L, BE. £,
RIZ & 2 EH LR OSBRI T 2 BB RGEOFEMER BB bz, 8 BH#
BAEL 5. imgkg AE/BICBE L, 2 FHOBBRK TR TR, EEFMAEED LT,

WThD A 7T OREE S RAEHE OHMIZ /2> 72, NOEL I 5.1mg/kefAE/B ThH o7z,

AZEBRIEIEF VT I7FUVITRBPARBRBD OV E KR LI,

EFTUT TR MEERVIRAREERR. FrA=—INbRF—IEMERE BV
DHETERRERER, 7 v MIRIFMIZZ A5 UDS (REH DNA &%) RBREVCT v b
FHEZBVD in vivo IRRBEFHRRIIBWT, fMEIh T, BRBRERIIESTRET
HY, AZERIF, ARFICTBECEEEEIBO OV EFER L,

B2

AZEEBRIL, EX VT 7 F U OREZNFTMCK LEERDH ZHEHEIT. A XEHAVZ 90
AMRBRTROONBETHD LR LT, ZORBRTO NOEL i1 0.3mg/kg AE/H Th
272, I NOEL, RUEF 727 F o OMRESETM HBXE 1. #7322, XK
119) ICHAWERBRRORHEEEL VAT ZLHAE 200 2 FA L2 L ICESWT, K
ZESIE, BEH D ADI & 0~2ug/kg BEIZERE L, O ADIX., —RICRH LN
BEAE (MBXE 1 B2y ar 27, XHE9) LOBEEMIEOLN. | DOFEREF
WWHOBFEA LD THoTz, £/, 2D ADIIFET v FERAWEABEEERRBRTRD LR
BB RRERL 2o T3,
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667 LIV —)1

JECFA

(A-JE-667-805)

Levamisole (WHO Food Additives Series 33)

aA b

EDBREORHAR, A XZANCOLRFHORCREFHEBICET 5HHIARLE T
WCE bDORERDOBERNPOE/T —F%, RONTCEORRNLELNIFRITFTMT
DOIZFHARRETH T,

LSS VD in vitro ENEIEE, A X, TH¥, eYY UV EUE MEEOFHRENR
FIzvey—sxAVTRHLE, RBEHERNO. SBHREICEV THCEBI L 256
BRENTENT, BORER, Ty M, A X, FAROTT VBV THEE L 72 ABHREN
RESH, TOZLIET7y b2AVTURMICERN LZRBREZEIDDI D LR, &
FMUBHEYORBIIBRES N TR, AFTELEHRLLMOBMED b OICEL L
REBEBTFREINT, VVEBWTRE SNERBEDIIETA XRVT v MW T
bBEINE, o T, FATREYOEERIIBYWBERARRIBWTIEMEA TS L
EZxbnBb,

t MZBITAEYHERBR T, MFPEERIROREZ IV BRI TESEBEICEL, &
EREERBEEICHFALTVAEZ ERbhol, LI YV —LORBNIEERDOFESH
T, REEDIIREMEIZHERBONCH S, SHtIIFICRT TIThh T,

FR-BEEZFBLE, 2H0A XERAWCREREFEERBRTIZ, LIV —LE2RE
LA X O Z OBEOE MEE MF R I T2 RZENER I hiz, BEE2K
1T 2 RO AT A—FZREFCRSTH, REXZBERTDILEDICALIER L,
iz, M/hMREA R OB MEKEAD 235 iR I U TRV S A E THI S iz,
BERTVa— NV ERROBERBAON, ¥ RS XOWFIZRD NI LI Y —
AT & BEERIERIE D DR AFEEITIE o 7,
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A XEFRAVWERREFEERR TR, 204 XITBWTERD SR ELEER Ik OV H M Ek
BOIIARENBNONBIZEEET. 2RO XPBRETICE-T, BEAENT 20mg/kg &
H/BTh-o7d, 1.25mgkg FH/BULORETREINT A XITHEMSEER L0 A RKF
BIBEPRBDO LI, FNICHEP20LT, ZNETRRERENZA XEFRAWERBR T,
1 R 5 L7 1.25mg/kg RE/H OAETMRZENEFEITRIN o7,

RESERBRDO S b 1 TV EBERICRALA XOMBFR LAY —VREZRIE LT,
LD, ARG LR LAV —VREO EANBD O, EFFEY
BRE L MBRFHOBEORALLZRBRIZED b Rholz, L, BRLOFERICEELR
ET L EZLONSRBEDOREIITON 22T,

MEFEAFEOREE 2D AN =X LERTT I EEAMIC. A XEAVWE 2 HORBRIC
BWTHEL OREERNRT A —Z BT Uiz, VA —VIZBEINTaA X HEELL
Mg, BREAXNPOLERLUZFRMEROBELFIERI Lz, COBERGITILASI
VA X3 HEOEORBEBOFEET CIREI LA, 24 IBOEBREH T 3 LI Lo
BN ehole, UAIY—VZEES R IO EBE U RRERIZ, LIy —u
TEABOMEMAFD LN TV AHM P, MRREIZ [gM Hill, 1gG HUE R OV UEHHE
EHLTWz, LALeRE, IgC it XOAM LIXFNIFEEGE L TWieho Tz,

LAY — LB E SNEE DA MRBD UIERERBO BB bz M oBER L7z
M¥EIX. in vitro THMEREE UIHEKFEBERNREELSIEREI Lz, Zhb0EHIC
BETA2RTFIILRENEE E OBWEEEEZR LS, —F4, BRERED ZRE Lih
STBENPOERLEOBERIEE2BLRKIIK L TEERELRTIRIhoT, REINTZHD
AL LI MECRET» S, IgG Tl IgM HEDFEEREH LM -7, Al
BEBEILVAI V- AVOFEEIEFL TWEZR, BEREROBERHIZIZIZO L S 2IEEERD
Lotz

LT, £ PR XOTEFEOMRIIE RS2, MBWMBICRE ShRRFHEMEIC
X9 DB PRI E BT SREA BRE TIIFEL TW5H, AFRRERFEL,? G| IgM 7
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EOBER CHIARRED A 7 = X KBTI DHBE~DERENTBREND, b PRUA XIZ
B DBERGIHEDFE LN L TiIToh, \EHFURIZIL NI~ E LRIV —
DFEEBGR>TVNEEZ NI BELOREBEFREGEICL > THEREINIFAESELIH D LW
IMEINTEFIR DS, b FRUA XOSEMBESHEORRIIM LA TV, L
L. A XZENT, BRRGHIEELTWD Z L RUBMEKBD BEEFRES Nz Z &b,
AXBPUANI YV —VOMBFHEEDOE b~DOFMICHE L ZBPET N E 2D T & NTRER

=D,

E k

B, SEOSETHRF LEBMRRCK VBRI EZLICERLE, i, LAY
— V% 125mg/kg AE/BOAE TGRS LR IBMERMICES Z L X2 ho 723,
ZORAEIZL Y EANIAESR 20mg/kg FE/B TRIESNA XOZHICB W THELEER
DEERLZOINEWVWI Z L Z, XZERITIFER L7, BNEBEMTIEH 518 EE
BERLAIY—VIZBESNAE FBNBZ Ehb, AEBRIILSMEE 200 2HN5
ZENBEEITHB LM LTZ, ZhIZL> T, ADI % 0~6ug/kg REIZERE LT,
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K737 B XY 50

JECFA

(A-JE-K737-839)

Canthaxathin (WHO Food Additives Series 35)

aRxs b

AIEIOFBRFTLUR, BE~OI L Z XY o FUEROUELTIMT 5O E L -BYET
NERETZ2 BN TEHORRBERIN TS, W= A FNEH L EFY U F & 25
FHEREERES LIEEZA, I XV FUoORBE~OREREMNEENBD LN, #
RORMERETHHRECEZ DNeh o7, BMBERE CIINEERBICERBITESHA
ERBEIN, O3 M CEFIFUFUBBREICRONS L OIEHM L TV, AR

BR D NOEL I3 0.2mg/kg AE/H TH -7z,

AEXYFUOBERE E MER~ORRELEORE L ORERGHEEIX, ZhET
BAREICRESL SN TV 5Tz, LA L, I~14FEFICRS 0.6~201g DRIFEEEIZET A5
—ZH BT, RERRUERKRMERARIC &L 2 L8EH L% & AMKHZOFENL, 5D
BABRRBERCEARERO O, ZhitkoT, & MEE~DOH U Z X H o F R
Ex$ 5 NOEL MR E N7z, NOEL iX— AM7z ) OBEE 30mg 7 v & ¥4 F /R
UFThot,

274D MEREITIX, 1D TH UV EXH U Freagsinizboby i, 10 E/8UE
BEINTWzb D bWz, SBRE., — A% OFHRE 15mg # X9 F /B (0.25mg/kg
FE/BICHEY) T, HEERIC L VEESBERIREOETE LTHEIND L 5 2FEERE
FIBOonedofk, &I 1 » A 60mgt MNEDOHAETERET S LEIER B FEIRIE
DIETIERD L. 90mg/t MEDOAETH S 1 » AMBMEE Lz ZARIKTIZ—EH
ZIZRD BN,

Ty FERWERPEEHRUESAMEBMBR TIX, ZhETBEEINTERBY, v
XY FATUTT v NFEHITRBDOONIDB., BBRAMEFTRIITEINRNE NS Z &
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oo, IKAE (6 XU 25mg/ke A&/ BB TIX. FFHRRZERLOEHRSBIEMICE
HoniZiF T, mAE (75 KU 250mgkg A&/ BB TiX, ZOENAIHRNTHD LD
B DI NOEL (X7 > b T Smg/kg FE/B RS » b T 25mg/kg BE/B Thotz,
F v MZBWTHMEOBEPBEINZOIIKH LT, A Z XY F % 49me/kg KE/
AL EORETERR 2.5 FHMBRE LB TE, 20X 5 REEIRD b2 oTz,

B BXHUFUOOERIZE D PA~OHFEHIIRESINTE LT, EFFIIBR ST
e, BAED XV F L 3~150g & 1~12 ERBE L-FRIKAER 7o hRLT 4
U AEBRFEIZIX. FEHERIIZRED N o T,

A

t hZxtd 5 NOELO.25mg/kg K&E/B RUE2EH 10 IKESWT, AEBLR IV FX
P F D ADI % 0~0.03mg/kg FEIZFHRE LT,
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004 2,4-D (2,4-D)

EU

(P-EU-004-7599/V1/97-final)

questions, E1 - Plant health

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance 2,4-D, 7599/V1/97-final (2001)

COREEZFMET AERICBVWTHERINZEOEER T FRA b2 Appendix 11T

BEINTVWA, Sl &N L 2-TFNLA~AF LT ZTILLUND 2,4-D FEEIZOWTIL,

Appendix I USAD T FRA > MEERTILERH D00 L2y,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:

Distribution:

Potential for accumulation:

Rate and extent of excretion:

Toxicologically significant compounds:

Metabolism in animals:

Acute toxicity

Rat LDsg oral:
Rat LDsp dermal:
Rat LCsp inhalation:

Skin irritation:
Eye irritation:

Sensitization (test method used and
result):

Acid

Ethylhexyl ester

rapid and almost complete
(> 90 % within 48 h)

rapid and almost complete
(84-95 % ‘within 72 h)

higher concentration in
kidney and liver. Also
identified in CNS

no data available

low

no data available

higher than 90 % at48 h
via urine, up to 10 % via
faeces

rapid excretion 64% via
urine, 18% via faeces,
10% via CO; (ester label)

2,4-D acid, 2,4-DCP

immediate transformation
to 2,4-D acid, 2,4-DCP

97% excreted unchanged,
2.4-D conjugates {minor

2,4-D acid (50.7%), 2-
ethylhexanol was

metabolites) metabolized to polar
compounds.
Acid Ethylhexyl ester

425-764 mg/kg bw

720-882 mg/kg bw

>2000 mg/kg bw

>2000 mg/kg bw

>1.79 mg/i (4 hr exposure)

> 5.39 mg/l (4 hr

exposure)
Non-irritant {4 hr Non-irritant {4 hr
exposure) exposure}
Severe sye irritant Non-irritant.
Skin sensitizer Sensitizer (Buehler
method)
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Short term toxicity

Target / critical effect:

Lowest relevant oral NOAEL 7/ NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

GenotoxXicity

Acid

Ethyihexyl ester

Kidney & liver / organ
weight and function
markers

Kidney / organ weight and
function markers

156 mg/kg b.v../day (rats)

22.6 mg/kg b.w./day (rats)

10 mg/kg b/d for local
effects,

100 mg/kg bwid for
systemic toxicity (21-d
dermal, rabbit)

16.3 mgfkg bv/d for local
effects .
162.8 mg/kg bw/d for
systemic toxicity (21-d
dermal, rabbit)

No data required.

No data required.

some positives in vitro,
negative in vive in
mammals (micronucleus
test). No evidence of UDS
induction in vivo

Negative at Ames, UDS
and micronucleus assays

Long term toxicity and carcinogenigcity

Target / critical effect:

Lowest relevant NOAEL.:

Carcinogenicity:

Reproductive toxicity
Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL:

Neurotoxicity/
Delayed neurotoxicity

kidney/histopathoiogy

No data required. See 2.4-
D acid.

5 mg/kg b.w./day (based
on submitted data both in
rats and mice)

No data required. See 2,4~
D acid.

No evidence of
carcinogenicity

No data required. See 2.4-
D acid.

decreased pup survival See 2,4-D acid.
and body weight at

parentally toxic doses (rat)

overall repro/par NOAEL= |See 2,4-D acid.

5 mg/kg bw/day

fetotoxicity at maternally
toxic doses (rat)

fetotoxicity at maternally
toxic doses (rat)

25 mg/kg bwid (rat)

16 mg/kg bw/d (rat)

clear indications of
neurotoxicity at high dose
levels (reversible)

See 2 4-D acid.
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Other toxicologicai studies

Medical data

Summary (Acid and ester)

ADI;

AQEL systemic:

AOEL inhalation:
AQOEL dermal:

ARID (acute reference dose):

Dermal absorption

Acid

Ethylhexy! ester

2,4-DCP: some positive
genotoxicity results in
vivo. Equivocal results on
carcinogenicity in male
mice

2.4-0CP: some positive
genotoxicity results in
vivo. Equivocal results on
carcinogenicity in male
mice

from the available
epidemiological studies no
clear association between
cancer development and
exposure to
phenoxyherbicides
(inctuding 2,4-D and 2.4-D

2-EHE) could be

from the available
epidemiological studies no
clear association between
cancer development and
exposure to
phenoxyherbicides
(including 2.4-D and 2,4-D
2-EHE) could be

established established
Value Study Safety factor
0.05mg/kg bw/d |long term 100
(mouse and rat)
0.15 mg’kg bw/d | subacute and 100
subchronic (dog
and mice)
short term:
{mouse and rat)
Not required.
Not required.

Not required. No risk to consumers via acute residue

exposure.

Acid

Ethylhexyl ester

~2% based on the

submitted data in man”

10 % default value in the
absence of adequate
experimental data.
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018 7 A AF =/t (loxynil)

EU

(P-EU-018-SANCO0/4349/2000-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance ioxynil, SANCQ/4349/2000-final (2004)

ZOREEZFMTIERIIBVWTHBINRLEERT . RFA b Appendix I 12
BREINTWD, FHEENTZA T F VBT AT ALUNDT A A F L = VT AT DN T
C ) ix. AppendixI S DT NEA v h 2 ERTHLERH B0 LARW,
1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: At least 90% based on urine excretion and tissue residues

Distribution: Widely distributed, highest residue in plasmia

Potential for accumulation: No potential for accumulation for Ioxynil. Dose dependant
accumulation of iodine in thyroid

Rate and extent of excretion: Almost completely in 7 davs, mainly via urine

Toxicologically significant compounds: | Parent compound and metabolite

Metabolism in animals: Moderatly metabolised up to 26% of parent compound in urine,
deiodination, conjugation

Acute toxicity

Rat LDsq oral: Ioxynil : 114 mg/kg

Toxynil octanoate: 165 mg/kg
Rat LDso demmal: Toxynil : 1050 mg/kg

Toxynil octanoate: > 2000 mg/ke

. Rat LCso inhalation: Toxynil : 0.38 mg/l

Toxynil ocatanoate: > 4.36 mg/l
Skin irritation: Ioxynil : not irritant

Toxynil octanoate: not irritant
Eye irritation: Toxynil : uritant

Toxynil octanoate: irritant
Skin sensitization (test method used Toxymil : not sensitizer
and result): Toxynil octanoate: sensitizer

Short term toxicity

Target / critical effect: Liver (hypertrophy and enzyme induction). Thyroid
(hyperactivity)

Lowest relevant oral NOAEL /NOEL: |1 mg/kg/d (90 d, rat and dog)

Lowest relevant dermal NOAEL / No data required

NOEL:

Lowest relevant inhalation NOAEL / | No dafa required

NOEL:

Genotoxicity No overall genotoxic potential. Some positive resulis in vitro,

negative in vivo for the ioxynil phenol
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Long term toxicity aud carcinogenicity

Target / critical effect:

Lowest relevanit NOAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:
Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental
NOAEL / NOGEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Suminary

ADI:

AQEL systenuc:
AOEL inhalation:
AOEL dermal:

ARID (acute reference dose):

Dermal absorption

Reduced body weight gain. Liver (hypertrophy and enzyme
induction). Thvroid (hyperactivity)

10 ppm (0.5 mg/ke/d). 2 vear study in rat

Liver tumows wn rat and male muce. Thyroid tumours (rat),
uterus tumours (mice)

Reduced litter size and pups weight at parentally toxic dose
levels

30 ppm (2.5 mg/kg/d)

Increased of malformaiions in rat and rabbit at maternal toxic
dose levels, variations and retardation below maternal toxic dose
levels

Oral: 4 mg/kg/d (rat)
Dermal: 40 mg/kg/d (rat)

i

No data required

Mechanistic studies suggest that the mechanism of Ioxynil-
induced thyroid carcinogenesis in the rat is the result of a species
specific perturbation of thyroid hormone homeostasis.

Acute exposure of workers cause clinical symptoms as excessive
sweating, dizziness and headaches

Value Study Safety
factor
0.005 mg kg/d 2 year study in rat 100
0.01 mg'ke/d 90 day study (rat and dog) | 100
0.04 mg’kg Teratogenicity studies 100
(rat)

4% diluted and undiluted (in vive rat and in vifro rat and
human)

564




026 7 1YV FN-8-AF /L (Acibenzolar-S-methyl)

EU

(P-EU-026-6506/VI/99-final)

questions, E1 - Plant health

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance acibenzolar-S-methyl, 6506/V1/99-final (2002)

ZOREFIMTIBRIIBWTHRINZELEERT L FRA MY Appendix I iZ

BEINhTW3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:
Distribution:

Potential for accumulation:
Rate and extent of excretion:

Toxicologically significant compounds:

Merabolism in anunals:

fMechanistic studies

Hydrolysis of CGA 245704 in vitro (rat
and human tissue samples)

Acute toxicity
Rat LDy, oral:

Rat LDg; dermal:
Rat LC¢ inhalation:
Skin irritation:

Eye irritation:

SKkin sensitization (test method used
and result):

Oral > 80%. Tmax = 0.25 h (low dose level) -8 h
(high dose level)

Widely distributed at 100mg/kg dose level. Highest
residues in liver and kidney.

None.

Total aimost eliminated within 24 hours via urine (=
90%) in form of the acid metabolite CGA 210007.

Acid metabolite CGA 210007. Plant metabolites
324041 and 323060 - not of toxicological significance.

>90% metabolised to acid, mainly in liver. Metabolism
independent from sex, dose, pre-tfreatment and species
(rat, goat, hen).

Hydrolysis rates of the thioester CGA 245704 to its
corresponding acid CGA 210007 : human liver (409)
>> rat liver (11) > rat plasma (0.5) > human plasma
{0.04)

> 2000 mg/kg bw

> 2000 mg/kg bw

> 5 mg/l

Non irritating (rabbit)

Non irritating

Sensitizing (M & K)
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Short term toxicity
Target / critical effect:
Lovsest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Loveest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Haemolytic anaemia in all species tested.

10 mg/kg bw/d (dog 90 day in capsules)

1000 mg/kg bw /d (28 day dermal in rat)

Not required.

Weak evidence of clastogenicity in vitro, no
significance for carcinogenicity.

Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity
Target/ critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmentatl
NOAEL / NOEL:

Delayed neurotoxicity

Anaemia (mouse, rat and dog). Target organs:
spleen, kidney (rat),liver, spleen, bone marrow
(mouse, dog)

8 mg/kg bwi/d (2 year rat study)

Not oncogenic in rats and mice.

No specific effects on reproduction, reduced body
weight gain in offspring at parental toxic doses.

25 mg/kg bw/day (200 ppm 2-generation feeding
study).

Malformations at maternally toxic doses in 3 out of 4
rat studies.

50 mg/kg bw /day ( dams and foetuses)
rat oral teratogenicity study.

No evidence of neurotoxicity.
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Other toxicological studies

Acute toxicity
Rat orai LDgg
Rat dermal LDsy
Skin irrifation

Short term toxicity (28 day rat)

Genotoxicity

Reverse gene mutation (E coli- §
typhimuriumy)

Gene mutation mammalian cells
(V7O'HPGRT)

Chromosomal aberrations mammalian
cells (CHO-CCI61)

UDS rat hepatocytes
Micronucleus mouse

Study on possible immunotoxicity

fn vitro study on the mechanism {eading
to hemolytic anaemia

Medical data

Summary

ADI:

AOEL systemic:

AQEL inhalation:
AQEL dermal:
ARFD (acute reference dose):

Dermal absorption

Studies on plant metabolite CGA 210007

>2000 mg/kg
>2000 mg/kg
Non irritant (rabbit).

Anaemia. Increased liver weight and decreased
thymus weight. NOEL = 100 mg/kg bw/day

95.1% purity :  +89 : positive (TA 98)
-59 : positive (TA 98)

99.4% purity : S9 : Negative (x S9)

Negative

Negative
Negative

Anaemia not related to the formation of antibodies
against CGA 245704 (serum from rat).

CGA 245704 and methane thiol induce erythrocytes
glutathion depletion, altered haemoglobin and
increased lipid peroxidation.

Anaemia not related to antibodies.

Occasional irritation (skin, eyes and respiratory tract)
seen in exposed workers.

Value Study Safety factor
0.1 mg/kg 90 day and 12 100
bwiday month dog
studies

0.1mg/kgbw/d 90 day dog study | 100

not allocated

not allocated

Not allocated
(not necessary).

Spray application: 81%
Mix/load: 16%
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031 7EZIFY F (Acetamiprid)

EU

(P-EU-031-SANC0/1392/2001-final)

questions, E1 - Plant health

Review report for the active substance

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

acetamiprid, SANC(0/1392/2001-final (2004)

CORELZFIMT HBRICBVTHERBINZHELEERT  FRA > h2 Appendix T

BEHIh T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:

Rapid and almost complete (> 96% at 24 hrs after
single oral administration), Cy,, at approximately 0.5-7
hrs after single low and high oral and i.v.
administration

Distribution:

Highest concentration adrenal, thyroid, liver and
kidney

Potential for accumulation:

Low potential for body accumulation

Rate and extent of excretion:

Rapid and higher than 80% at 96 hrs, mainly via urine,
after single and repeated oral administration,
regardless of the dose level

Toxicologically significant compounds:

Parent compound, I1C-0, [M-2-1, IM-1-4 (no compound
was considered relevant)

Metabolite IM-1-5, stable in calcareous soils, is
considered relevant

Metabolism in animals:

Approximately > 90% metabolised. Mainly to the
nicotinic acid derivative [C-O and demethylated
compound |M-2-1 {approx. 50%) and IM-2-1, I1S-1-1
and 1S-2-1 (approx. 70%) in case of ring labeled and
CN labeled, respectively (rats)

Metabolite IM-1-5 (4.5%) is detected in rat metabolism
only by HPLC analysis

-
—

Acute toxicity

Rat LDsp oral:

in water: 417 mg/kg b.w. (male) R22
314 mg/kg b.w. (female)

Rat LD<y dermal:

> 2000 mg/kg b.w.

Rat LCgg inhalation:

> 1.15 mg/i air

SkKin irritation:

Not irritant

Eye irritation:

Not irritant

Skin sensitization (test method used

and result):

Not sensitiser (M&K)
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Short term toxicity

Target / critical effect:
Lowesi relevant oral NOAEL / NOEL:

Lovsest relevant dermal NOAEL /
NOEL.:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Liver

12.4 mgikg b.w./day (200 ppm), 90 day rat study

1000 mg/Kg b.w./day. 21 day rabbit study

No data required

Evidence of clastogenic potential in vitro. This event
was found to be not relevant for the in vivo situation
with a negative mouse micronucleus assay and
metaphase analysis in rat bone marrow

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity
Target/ critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
/ NOEL:

Delayed neurotoxicity

Other toxicological studies

Liver and kidney

7 mg/kg b.w./day {160 ppm), 2 year rat study

No carcinogenic potential, treatment related mammary
glands hyperplasia at 1000ppm

Reduced postnatal survival and decreased pup weight
at parental toxic doses

6.5 mg/kg b.w./day (100 ppm) in rats

No teratogenicity or fetotoxicity was observed at the
tested doses

15 mg/kg b.w./day in rabbits

NOEL acute = 10 mg/kg b.w. based on reduced
jocomotor activity in the rat at high and medium dose
NOEL subchronic = 200 ppm (14.8 and 16.3 mg/kg
b.w . /day for males and females respectively) based on
reduced body weight and food consumptions

The metabolites IM-0, IM-1-3, IM-2-3 and IM-1-4 are
considered harmful after single oral administration.

The metabolite IM-1-5 is considered toxic after single
oral administration

No evidence of genotoxicity in the Ames bacterial
reverse mutation assay for {M-G, IM-1-2, {M-1-3, IM-2-
1, IM-2-3, 1S-1-1, 1S-2-1, IC-0, IM-14, IM-1-5, IB-1-1
metabolites
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Medical data

Summary

ADL

AOEL systemic:

ACEL inhalation;
ACEL dermal:

ARSD (acute reference dose):

Dermal absorption

tdedical surveillance on manufacturing personnei did not
reveal any adverse effects related to acetamiprid

exposure.
Value Study Safety factor
0.67 mg/kg 2 year rat study |100
b.w.fday and 2-generation

rat reproduictive

study
0.124 mg/kg 13-week rat 100
b.w.iday study
b.w./day 2 year rat study

and 2-generation

rat reproductive

study
Not relevant
Not relevant
0.1 mg/kg Acute 100
b.w./day neurotoxicity rat

study
NESTI for

toddlers 4.6% of
the ARTD {from

peppers).

33.7% and 15.9% supported by in vivo dermalt
penetration data in rat for the diluted and the
concentrated formulation EXP-80667A, respectively
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034 7V ¥R butEr (Azoxystrobin)

EU

(P-EU-034-7581/V1/97-final)

European Commission, Directorate General for Agriculture, DG VI-B.II-1

Review report for the active substance azoxystrobin, 7581/V1/97-final (1998)

CDEREZTMTIBRBIIBVWTHRBINERVEERT L FRA M58 Appendix T

BEIhTW3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metaboiism in mammais

Rate and extent of absorption:
Distribution:

Potential for accumulation:
Rate and extent of excretion:

Toxicologically significant compounds:

Metabolism:

Acute toxicity

Rat LDy oral;

Rat LDsg dermal:
Rat LCs, inhalation:

Skin irritation:
Eye irritation
Sensitization:

Short term toxicity
Target / critical effect:
Lowest relevant NOAEL:

Dose dependent reaching nearly 100 % at low
doses

Highest values measured in the kidneys foliowed
by liver

No evidence of accumulation in the animat body

Rapidly eliminated with the bile being the main
route

Parent compound

Well metabolised (at least 18 metabolites)

> 5000 mg/kg bw

> 2000 mg/kg bw

> 0.7 mg/l air (particle size < 2 ym)
> 4.7 mg/l air (particle size < 15 ym)

Not irritant

Notirritant

Not a sensitizer

Liver, common bile duct

10 mg/kg bw/d (90 d/1 y gavage dog)
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Genotoxicity:

Long term toxicity and carcinogenicity

Target/ critical effect:
L.owest relevant NOCAEL:
Carcinogenicity

Reproductive toxicity
Reproduction
Developmental toxicity

Lowest relevant NOAEL

Delayed neurotoxicity:

Other toxicological studies:

Medical data:

Summary
AD}
Systemic AOEL

Dermai absorption

Weak clastogenic effects seen in vitro;

no genotoxicity in vivo

Liver, common bile duct

300 ppm (~ 20 mg/kg bwid - 2 y feeding rat)

No evidence of an oncogenic potential

Minor effects {(body weight) at parental toxic dosages

Minor effects (skeletal development) at maternal
toxic dosages

25 mg/kg bwrd (teratogenicity rat)

[ No relevant effects

[ None of toxicological relevance

Currently limited as azoxystrobin is a new active
ingredient

0.1 mg/kg bw, AF=100, (30 d & 1 y gavage dog)

0.1 mg/kg bw/d, AF=100, (80 d & 1 y gavage dog)(")

[Less than 5 %

{"represents the best possible estimation according to the current available methodology,
which is however not yet completely harmonised
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067 A FaF> (Iprodione)

EU

(P-EU-067-5036/V1/98-final)

questions, E1 - Plant health

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance iprodione, 5036/V1/98-final (2002)

IDOBRELZFMET AERBRIIBWTHESBINZELEERT  FRA  b2% Appendix I IZ

BN T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammais

Rate and extent of absorption:

Distribution:
Potential for accumulation:
Rate and extent of excretion:

Toxicologically significant compounds:

Metabolism in animals:

Acute toxicity

Rat LDsp oral:

Rat LDsg dermal:
Rat LCsg inhalation:
Skin irritation:

Eye irritation:

Skin sensitization {test method used
and result):

Rapidly absorbed, at least 60 %: conservative
estimate based on urine : 53 % {male) - 67 %
(female)

Widely distributed.

None.

Rapid: 38 % in urine and faeces over 95 h after single
cral dose: predominantly in urine

Parent compound, RP36115 (10 %), RP36112.
Ptant residues similar fo animal metabolites.

Extensive (approximately 95 % of absorbed dose =20
metabolites)

> 2000 mg/kg bw

> 2500 mgikg bw

> 5.16 mg/l air

Non irritant.

Non irritant.

Non-sensitiser {Buehler).
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Short term toxicity

Target / critical effect:

Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL
NOEL:

Lowest relevant inhalation NOAEL 7
NOEL:

Genotoxicity

Liver, adrenal, testes, ovary, prostate, kidney,
haematology, seminal vesicies (weight changes,
hyperplasia, atrophy)

31 mg/kg bw/d (90-d rat study)

Rabbit / 21-d : 100 mg/kg bw/

None. No study required.

No genotoxic potential.

Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NCAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
/ NOEL:

Delayed neurotoxicity

Rat/mouse: liver, adrenals, kidney, testes, ovary,
accessory genital organs, extrameduliary
hematopoiesis, spleen hemosiderosis

6.1 mg/kg bw/d {2 y rat study)

Rat : intestitial Leydig cell tumours

Mouse : benign & malignant fiver cell tumours in 2
sexes, luteomas of ovary

Pup viability and weight at parentally toxic dose levels.

17 mg/kg bwid

Rat: body weight; delayed development, ano-genital
distance at maternal toxic dose levels

Rabbit: abortions, post implantation ioss at maternal
toxic dose levels.

20 mg/kg bw/day (rat and rabbit)

None expected. No study required.
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Other toxicological studies

Medical data

Summary

ADL
AOEL systemic:

AOEL inhalation:
AOEL dermal:
ARITID (acute reference dose}):

Dermal absorption

Inhibition of testosterone secretion in vivo and in vitre.
Weak competitive androgen receptor binding.

No effect of iprodione on piasma and testicuiar levels
of testosterone in vivo.

Inhibition of cholesterol transport into mitochondria.
Inhibition of enzyme activities.
Induction of cytp450 and hepatocyte proliferation

No reported adverse effects in workers, or poisoning

incidents.

Value Study Safety factor
0.06 mg/kg 2 year rat oral 100

bw/day study

0.3 mg/kg 20 d oral rat 100

bw/day study

Not aliccated (not necessary)

Not allocated

Not aliocated (not necessary)

1 % (based on rat in vive, and rat and human in vitro)
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075 A <¥+E 27 A (Imazamox)

EU

(P-EU-075-SANC0/4325/2000-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance imazamox, SANCO0/4325/2000-final (2002)

IOREERZFTMTIERIBNTHIBEINZRVEERT Y FRA MY Appendix ITIZ
BRI TV,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolisin in mammals

Rate and extent of absorption:
Distribution:

Potential for accumulation:

Rate and extent of excretion:
Toxicologically significant compounds:

Metabolism 1n animals:

Acute toxicity

Rat LDs; oral:

Rat LDsp dermal:
Rat LCs, inhalation:
Skin irrifation:

Eye irritation:

Skin sensitization (test method used and
result):

Shert term toxicity

Target / critical effect:

Lowest relevant oral NOAEL / NOEL:
Lowest relevant dermal NOAEL / NOEL:
Lowest relevant inhalation NOAEL / NOEL:

Genotoxicity

Rapid (approx. 80%)

Widely dismbuted. Very low levels in tissues

‘No evidence of accumulation.

Rapid (approx. 80-90% in urine and 10-20% in feces within 24 h)

Parent compound.

Limited (90% unchanged parent in excreta and tissues) via O-
demethylation.

> 5,000 mg'kg bw

> 4,000 mg/kg bw

(4h; whole body) > 6.3 mg/L (analytical)

Not irritant

Not imitant -

Non-sensitizer (M & K and Bueller)

None

> 1156 mg/kg bw/d (12-month dog study): 40,000 ppm

> 1,000 mg/kg bw (28-day rat study)

‘No data: not required

‘No genotoxic potential

Long term toxicity and carcinogenicity

Target / critical effect
Lowest relevant NOAEL:

‘None

1,068 mg'kg bw/d (2-year rat study)
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Carcinogeincity:

Reproductive toxicity

Target / critical effect - Reproduction:
Lowest relevani reproductive NOAFEL / NOEL:

Target / cnitical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL 7
NOEL:

Delayed neurotoxicity
Other toxicological studies
Medical data

Summary

ADI:

AQOEL systemic:

AQEL inhalation:

AOEL dermal:

ARID (acute reference dose):

Dermal absorption

[Not carciuofenic

None

1,639 mg:kg bw/d (20,000 ppm)

Latter size reduction, increased resorptions at matemally toxic

doses

900 me/kg bwid (rabbat)

No evidence of neurotoxicity

no

No known effects. New molecule.

Value

Study

Safery factor

9.0 mg/kg bw/d

Rabbit
developmental
NOAEL, supported
by the 2-year rat
study.

100

14 mg'kg bw/d

90-day dog study

100

not allocated - not necessary

not allocated

Not allocated. Not necessary.

Not required. 100% default value used in exposure calculations
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092 x ;X RV 712 (Ethoxysulfuron)

EU

(P-EU-092-7461/V1/98-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance ethoxysulfuron, 7461/V1/98-final (2002)

IOREEZFHET BRIV THRINEHELEERT L RFA M) Appendix I iZ
BEEh T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: % absorption from the intestine at low or high oral doses
Distribution: At saerifice tunes corresponding to Cmax of plasma

radioactivity and approximately half Cmax tissues with the
highest radioactivity concentrations were the gastrointestinal
tracts. Other tissues containing significant concentrations of
radioactivity - more in females than in males - were liver.
pituitary and thyroid

Potenttal for accumulation: No potential. excretion is »92% within 7 days after dosing
Rate and extent of excretion: Males: 92.1-99.7% {7 days)
Females: 94.6-98.7% (7 days)
Toxicologically significant compounds: None except the parent compound
Metabolisor i anmmals: Urinary metabolites: AE F126663, AE F131231 and

conjugates of AE F131231.

AP F126663 and AE F131231 in facces.

Unchanged AE F095404 in plasmia and liver.

Other minormetabolites in excreta, plasma and liver: AE
F136875, AE F136087. AE F136086, AE 092944 and AE

F111379

Acute toxicity

Rat LDs oral: Males: 3420 mg'ke bw
Females: 2010 mgrke bw
Combined: 3270 mgrkg bw

Rat LDg; dermak: > 4000 mg/kg bw.

Rat LCs mhaiation: > 3.55 mg/1 air (the highest technically feasible concentration)

Skin irritation: Not irrtating

Eye irritation: Not irritating

Skin sensitization (test method used and Not sensitising (M&K)

resudt):

Short ferm toxicity
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Target / crifical effect:

Lowest relevant oral NOAEL / NOEL:
Lowest relevant dermal NOAEL / NOEL:
Lowest relevant inhalation NOAEL / NOEL.

Genotoxicity

Changes in haenaiology and clinical chemistry parameters m
rats.

Slight increase in liver weights and cenirilobular hypertrophy
in 1mice.

Chanical biochemical changes and inereased liver weight i
dogs.

5.6 mgkg bwiday (dog 90 days feeding)

1000 mzkg bw/day (rats 28 days)

0.22 mgl air
> 1.11 mgl air

local:
systemic:

Not genotoxic in vifro and i vivo

Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL / NOEL:

Target / critical effect - Developmentat
toxicity:

Lowest relevant developmental NOAEL /
NOEL:

Delayed neurotoxicity

Other toxicological studies

Rats: Increased incidence of utesine adenocarcinoma seen at
8000 ppm in the presence of marked general toxicity. Mild
haematology and physiological-function changes i clinical
chemistry parameters at 800 ppm (NAOEL).

Mice: No mdication of oncogenic potential.

3.9 mgkg bwiday

Not carcinogenic

F1 and F2 offspring showed reduced body weight gain durmg
lactation.

NOAEL: 59 mg'kg bw/day

Rats: Retardation of foetal development, manifested by lower
body weights and weaker ossification of skeletons. No
teratogenic effects

Rabbits: increase infra-uterine death; retardation of foetal
development (reduced body weight and crown/rump length).
markedly reduced viability, No teratogenic effects.

NOAEL rats: 200 mg/kg bwiday
NOAEL rabbits: 63 mg'kg bwiday

There was no evidence of delayed neurotoxicity in rats
foltowing oral admimstration of AE FG95404 at dose levels up
0 and including 1000 migkg bw.

AE F136086 and AE F092944 (metabolites of AE F095404)
were not mutagenic in bacteria

LDy inrats of AE F092944: 2700 mg'ke bw

A battery of pharmacological studies revealed no specific
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Aledical data

Sammary

ADI:

AOEL systemuc:

AOQOEL mhalation:
AOEL denual:
ARID (acute reference dose):

Dermal absorption

effecis of the active substance.

No kaown healih disturbances seen in manufacturing
personnel and i vsers in field trials.

Value Study Safery factor

0.04 mg/kg b.w. Rat Jong term study | 100
per day

0.06 mg’kg bw per | Subchromic 100
day 90-day dog study

Not allocated.

Not allocated.

Not allocated. Not necessary.

Comparison of the rar repeat dose oral and dermal NOAELs
indicates a dermal absorption of approximately 10%.
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137 N7 =2 b TV xF ) (Carfentrazone-ethyl)

EU

(P-EU-137-7473/V1/99-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance carfentrazone-ethyl, 7473/V1/99-final (2003)

ZOREEZIETABRICBWTHRINZHEDEERT  FARA MY Appendix I iZ
BEIN TS,

e 1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: Rapidly, 72-81 % based on urinary excretion over 7 d

Distriburion: Widely disuibuted

Potential for accumunlation: No potential for accumulation

Rate and extent of excretion: Rapidly and alimost complete in 7 days. mainly via urine

Toxicologically significant compounds: Parent compound

Metabolism in animals: Extensively metabolised; hydrolysis of the ester moiety and
hydroxylation

Acute toxicity

Rat LDsg oral: » 3000 mg/kg bw
Rat LDsg dermal: > 4000 mg'kg bw
. Rat LCsg inhalation: > 5.0%9 mg/l
Skin irritation: Non-irritant
Eve irgitation: Non-irritant
Skin sensitization {test method used and Non-sensifising (M & K)
result):

Short term toxicity

Target / critical effect: Haematotoxicity (heme synthesis), liver, kiduey

Lowest relevant oral NOAEL / NOEL: 90-d rat: 1000 ppm (38 mgikg bwid)

Lowest relevant dermal NOAEL :NOEL: | 21-d rat: > 1000 mg'kg bw/d

Lowest relevant inhalation NOAEL No data. no study requirad

NOEL:

Genotoxicity Overall no genotoxic potential (in visire CHO chromosomal

aberration test without 89 positive)
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Long term toxicity and carcinogenicity

Target critical etiect:
Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity
Target eritical effect - Reproduction:

Lowest relevant reproductive NOAEL
NOEL:

Target « critical effect - Developmental
toxieity:

Lowest relevant developmemal NOAEL
NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Sumnmary
ADI:

AOEL systence:

ARID (acute reference dose):

Dermal absorption

Hasmatotoxicity (heme synthesis), liver

2 yrat: 30 ppm (3 me kg bw/d)

No carcinogenic potential

No reproductive toxicity

1500 ppm (120 mg ke bw/d)

(Reversible) skeletal variations at maternal toxic doses

Rabbit: 40 mg'kg bw/d

VIS UPU TS I SIS WU SRR S MUY TR o1 W ITS PRI R AUC SN I WY A DY

] At e e Jdany cablae

Not relevant

Carfentrazone-ethyl-benzoic ncid (soil metabolite) and 3-

desmethylcarfentrazone-ethyl chloropropionic acid (plant
metabolite) showed low oral acute toxicity and a negative
Ames test

Limited data, new compound

Value Study Safety factor
0.03 mg'ke bw rat, 2 y study 100
0.6 mgikg bw/d rat, 90-d study 100

Not allocated — no relevant acute effects.

No data. 10 % default value considered adequate
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156 Z Y& Y — b (Glyphosate)

EU

(P-EU-156-6511/V1/99-final)

questions, E1 - Plant health

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance glyphosate, 6511/V1/99-final (2002)

ZORELZFHE T HEBICBVTHRBINTERDEERT Y KRA 2 MY AppendixIT i

BHREhTW3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolisin in mammals

Rate and extent of
absorption:

Distribution:

Potential for
accumulation:

Rare and extent of
excretion:

Toxicologically

significant compounds:

Metabolism in animals:

-
—

Glyphosate

Glyphosate Trimesium

Rapidly but only fo a limited
extent {approx. 30%%).

Rapidly; only moderate absorption
of phosphonomethylglycine (i.e.
glyphosate, PMG) anion (40 - 60
%); trimethylsulphoninm (TMS)
cation nearly completely absorbed
(> 90%)

Generally low residues occuring
in all tissues.

Generally low residues in all
tissues.

No evidence of accumulation
(< 1% after 7 days).

No evidence of accumulation (for
PMG anion < 3% after 5 days, for
TMS cation much less).

Rapid and nearly complete
(approx. 30% via urine).

Rapid and nearly coniplete; PMG:
36 - 63% via urine and 35 - 58%
via feaces, TMS: 91 - 99% via
urine and 1 - 7% via faeces.

Parent compound; main plant
metabolite, aminomethyl-
phosphonic acid(AMPA), also
detected i rats (< 0.5%).

Parent compound;
amumomethylphosphonic acid
{AMPA, up 10 8.5% in female rats
receiving multiple doses), i.e. the
main plant metabolite also
occurring in water and soil.

Very limited (< 0.5%) if occurring
at all.

Limited, confined to the PMG
anion (<10%)
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Acute toxicity

Rat LDs, oral:

Rat LDsq dermal:

Rat LCsq inhalation:

Skin irritation:

Eve uriiation:

Skin sensitization (test

method used and result):

Short term toxicity

Target / critical effect:

Lowest relevant oral
NOAEL / NOEL:
Lowest relevant dermal

NOAEL / NOEL:

Lowest relevant
inhalation NOAEL /
NOEL:

Genotoxicity

Glyphosate

Glyphosate Trimesium

> 2000 mg/kg bw

464 mg/kg bw (a.1): R 22
748 mg/kg bw (technical)

= 2000 mg/kg bw

= 1240 mg/kg bw (a.1.; intact skin)
> 2000 mg kg bw (technical;
mmact skin)

> 3 mg/l air (4-hour exposure)

> 5.1 mg/l air (a.i.; 4-hour
exposure)

> 9.0 mg/1 air (technical; 4-hour
exposure)

Not irritating

Not irritating,

Acid: moderately to severely
irritating.

Not irritating.

Salts: slightly or not irritating, no
classification

Not sensitizing (M&K test,
Buehler test).

Not sensitizing (Buehler as well as
Magnusson & Kligman test).

Glyphosate

Glyphosate Trimesium

Liver, eastrointestinal mucosa,
salivary glands

Chinical signs and mortality in
dogs;
body weight gaind in rats.

90 days, rat: 2000 ppm (equal to
150 mg/kg bw/d)

90 days, dog: 25 mg'kg bw/d

21 days, rat: >1000 mg/kg bw/d

21 days, rabbit (systemic):
573 mg/kg bwid (a.1);
1000 mg/kg bw/d (fechnical)

2 weeks, rat: >3.8 mg/

Not required.

Glyphosate

Glyphosate Trimesium

Not genotoxic.

Not genotoxic.
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Long term toxicity and carcinogenicity

Glyplhosate

Glyphosate Trimesium

Target / critical effect:

Liver (organ weightT, clinicial
chemistry, histology): sabhvary

glands (organ weightT, histology);

stomach mucosa and bladder
epithelium histology}; eye
(cataracts)

Body weight (gain) and food
consumptiond; chronic mucosal
inflammarion in nasopharynx and
larynx i rats

Lowest relevant NOAEL:

2 years. rat: 31 mg'kg bw/d

2 years, rat: 300 ppm (about 21
mg'kg bw/d)

Carcinogenicity:

No evidence of carcinogenicity.

No evidence of carcinogenicity.

Reproductive toxicify

Glyphosate

Glyphosate Trimesiumn

Target { critical effect -
Reproduction:

Reduced pup weight at parentally
toxic doses.

Litter size and pup body weight
gainl at parentally toxic doses.

Lowest relevant
reproductive NOAEL /
NOEL:

10000 ppm (equal to 700
buw/d)

150 ppm (approx. 7.5 mgkg bw/d)

Target / critical effect -
Developmental toxicity:

Lower number of viable fetuses
and reduced fetal weight; retarded
ossification, higher incidence of

skeletal and/or visceral anoialies;

effects confined to maternally
toxic doses.

Post-implantation lossesT, fetal
weightd, slightly higher incidence
of nib variations; effects confined
to maternally toxic doses

Lowest relevant
developmental NOAFL /

NOEL:

Rat: 300 mg/kg bw/d

Rabbit: 40 mg/kg bw/d

Delayed
neurofoxicity

Glyphosate

Glyphosate Trimesiuin

No relevant effects.

No relevant effects.

589




Other toxicological

studies

Medical data

Glyphosate

Glyphosate Trimesium

Toxicological studies on AMPA
revealing the metabolite 1o be less
toxic than the parent compound,
no evidence of nwtagenicity and
teratogenicity: toxicity studies in
farm animals: no risk to be
expected: mechanistic study on
salivary gland findings

Studies on the metabolite AMPA:
fow acute oral toxicity in the rat
(LD50>5000 mg/kg bw); Ames
tesi: negative.

Glyphosate

Glyphosate Trimesium

Comprehensive database, mainly
related to accidental or mtentional
oral intake of glyphosate products.

No evidence of adverse health
effects upon manufacturing; few
reports of poisonings following
oral ingestion confined to cases of
clear misuse,

Summary of Toxicology

ADI

AOEL
systemic:

ARID (acuie
reference
dose):

Dermal
absorption

Glyphosate Glyphosate trimesium
Value Srudy Safety Value Stmudy Safety
factor factor

0.3 mg/kg Long-term 100 0.2 mg/kg Long-term 100
bw studies i bw study in rats

rats
0.2 mg/kg Rabbit 100 0.1 mg/kg 90-day study | 100
bw/day teraiogeni- bwid in dogs (40%
(systemic) city study. oral

NOEL for absorption)

mater-nal

toxicity

(30°6 oral

absorption)
Not 0.25 mg'kg | 28-day and 100
allocated bw 90-day
(no( studies in
nacessary). dogs
Less than 3% <1%
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158 7 VY X AAFN (Kresoxim-methyl)

EU

(P-EU-158-7583/V1/97-final)

European Commission, Directorate General for Agriculture, DG VI-B.II-1

Review report for the active substance kresoxim-methyl, 7583/V1/97-final (1998)

CORBEXFMTIERICBVWTIHRINEROEERT Y FRA b2 Appendix I

ZEEIhTW3,

1 Toxicology and metabolism

Absorption, distribution, excretien and metabelism in mamimals

Rate and extent of absorption:
Distribution:

Potentral for accumulation:

Rate and extent of excretion:
Toxicologically stgnificant compounds:
Metabolisn i animals:

Acute toxicity
Rat LDso oral:

Rat LDsq dermal:
Rat LCxp inhalation:
Skin irritation:

Eve irntation:

Seansitisation:
Short term toxicity
Target / critical effect:

Lowest relevant NOAEL.

Genotoxicity

Oral, = 63 % within 2 d, rat

Videly. Majority remains in gastro-intestmal fract after 24 h

Negligible

Rapid, = 90% within 2d

Parent compound

Saturation at high doses (esterolytic detoxication)

LDsy > 5000 mgikg bw

LDs, > 2000 mg/kg bw

LCsy> 5.6 mg/l

Not imnitant

Not uritaiy

Not classified as a sensttizer

Decreased body weight; increased hver weight; mcreased GGT

146 mg/kg bw/d, 90 d rat oral (male)

No genotoxic potential
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Long term toxicity and carcinogenicity

Tareet / critical effect:
Lowest relevant NOAEL.

Carcmogemcity:

Reproductive toxicity
Reproduction:
Developmental toxicity:

Delayved neurotoxicity

Other toxicological studies

Medical data

Summary
ADIL
AOEL(systenc)

Dermnal absorption

Decreased body weight: increased liver weight

36 mg kg bw/d; 2 y study, rat, oral

Liver tumours at MTD (8000 ppm)

Negative, NOAEL =100 mg kg bw/d

Negative, NOAEL =1000 mg'kg bw/d

No relevant effects

— Mechanisiic studies: KM is not untiator but indirect evidence
of promoting actrvity

- Influence of esterase inhibition: no effect on KM pofential
profile

- Explanation of lowered serum enzyme activities (AP and
AST) results from altered food resorption

Control of liver function indicators 6-12 months after starting
manufacture process: negative results

0.4 mg/kg bw, AF=100 (2 yrat)

0.9 mg’kg bw/d, AF=100, 63 % absorption {90 d rat)

Default 10 %
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188 Z usu 77 A (Chlerpropham)

EU

(P-EU-188-SANCO0/3041/99-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance chlorpropham, SANCQ/3041/99-final (2003)

COREEZFMTIBRBICENVTHRINZRVBEERT Y FRA 2 M Appendix I
RS TV,
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1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:
Distribution:

Potential for accumulation:

Rate and extent of excretion:
Toxicologically signhificant compounds:
Metabolism in animals:

Acute toxicity

Rat LDsg oral:

Rat L.Dsg dermal:
Rat LCsg inhalation:
Skin irritation:

Eye irritation:

Skin sensitization (test method used
and result):

Short term toxicity
Target/ critical effect:

Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Approximately 0% within 24 h after oral exposure

Widely distributed, including brain

No evidence for accumulation

85-97% within 24 h, in urine, faeces and expired air

Mammals: chlorpropham & chloroanilines

Extensive metabolism in the rat

Three major metabolic pathways were proposed:
4-hydroxylation and conjugation;

oxidation of the isopropyl chain;

decarbanilation with formation of 3-chioro-aniline.

4200 mg/kg bw

>2000 mg/kg b

>0.5 mg/l (4h, nose-only, aerosol)

Not irritant

Not irritant

Non sensitizing (several methods combined)

Red blood cell parameters in rats and dogs. thyroid in
dogs

S mg/kg bw/d (60 week dog)

30 mgfkg bw/d NOAEL for irritant and systemic effects
(28-day rat)

No study available

l Weight of evidence suggests no genotoxic concern

Long term toxicity and carcinogenicity

Target/ critical effect:

Red blood cells, liver, spleen, bone-marrow
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Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Target/ critical effect - Reproduction:
Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental

toxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADI:
AOEL systemic:

AOEL inhalation:
AOEL dermal:

ARSD (acute reference dose):

Dermal absorption

LOAEL 33 mgikg bwid (78 week CD1 mouse)
LOAEL 24 mg/kg bv/d {two year Wistar rat)

Leydig celi tumours at high dose level in rats (1000
mg/kg bw/d)

Decreased pup weight at maternaily toxic doses in
rats

200 mg/kg bwid (3000 ppm)

Post-implantation loss. decreased fetal weight, minor
skeletal variations and retardations at maternaliy toxic
doses.

125 mgikg bw/d (rabbit)

No significant effects (FOB and brain cholinesterase
activity investigated in the rat)

I None submitted

No adverse health effects reported in manufacturing
plant personnel

Value Study Safety factor
0.05 mgfkg bw | 60-week dog 100
0.05 mgfkg bw/d | 28-day range 100

finding and 60-

week dog

Not relevant because the risk assessment is based on
the total systemic exposure

Not relevant because the risk assessment is based on
the total systemic exposure

0.50 mgfkg bw | 90-day dog, 100
MetHb formation
and acute
toxicity study
dog, clinical
signs

34% (dilution) an 19% (concentrate) based on in vivo
rat and in vifro ratthuman data
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203 7Y 773 F (Cyazofamid)

EU

(P-EU-203-SANC0/10379/2002-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance cyazofamid, SANC0/10379/2002-final (2002)

IOBRBELZFETIBRICBVTHRINELEER T FARA - M Appendix I
ZREINTWD,
— 1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rale and extent of absorption: BC-Bz, ¥C-Im:; Absorption >70% AD and quick at low dose;
quick but limited at high dose
Low dose (0.5mg/kg): Tmax=0.5hrs
High dose {1000mg/kg). Tmax=0.25hrs
High-dose-AUC is only 140-300 times higher than Low-
dose-AUC.

Distribution: BC-Bz, "C-Im: quick
Radioactivity in almost ali of the tissues was beiow LOD
after 168hrs. Highest concentrations were determined in
kidneys, Liver and Blood al Tmax.

Potential for accumulation: None

Rate and extent of excretion: High and quick. 90%AD was excreted to feces and urine
within 24hrs.

Toxicologically significant compounds: Parent compound and metabolites

Netabolism in animals: Main metabolite was CCBA in urine. Others were CH3SO-
CCIM and CH3;S0,-CCIM

‘ Acute toxicity

Rat LDgg oral: >5000 mg/kg (/)

Rat LDg dermal: >2000 mg/kg (m/f)

Rat LCs; inhalation: >55 mg/L (4h) (mif)

Skin irritation; non irritant {transient changes)

Eye irritation non irritant

Skin sensitization {test method used and | Maximization test: Not a sensitizer.

result).
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Short term toxicity

Target  critical effect.

Lowest relevant oral NOAEL / NOEL.
Lowest relevant dermal NOAEL 7 NOEL:
Lowest relevant inhalation NOAEL / NOEL:

Genotoxicity

Rat: Liver/ weight increase, Kidney! weight increase and
increased number of basophilic tubules in male kidneys

Dog:. No effect even at 1000mg/kgiday

29.51 mgikgiday (rat-male)

500 mg'kgiday

see aeute

Ames {s. typh + E. Coli) negative

Mouse lyimphoma; negative

Chromosomal aberration {Human lymphocytes). non
clastogenic effects

Rec assay. negative

ficronucleus (mouse bone marrow). negative

Long term toxicity and carcinogenicity

Target ! critical effect:

Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Target/ critical effect - Reproduction:

Lowest relevant reproductive NOAEL 7
NOEL

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL /
NOEL:

Delayed neurotoxicity

Other toxicological studies

Rat: [20060ppm f only[Kidney and liver wi. Incraase and low
BW; Kidney {m.f] and liver Im] wt increases at 5000ppm
Dog: No effect even at 1000mgkg/day

Rat 500 ppm {17.07 + 20.24 mg’/kg bwid m + )
Mouse: 7000 ppm (285 + 1203 mg/kg bwid, m + 1}

Non oncogenic

BW of litter at high dose (20000ppm) lover
NOEL M = 26600 ppm (936 mg/kg),
F = 2000 ppm (134 mgkg)

1338 mg/kg/day

no treatment related effects

1000 mo/kg/day

Not applicable

Acute oral toxicology of metabolites:

CCIM: Oral LD50(rat)=324/443mgrkg (n¥f)
CCH-AM: Oral LD50(rat)j=>3000mg/kg{m/f)
CTCA:  Oral LD50(rat)=2947/1863mg/ka{m/f)
DMSA: Oral LD50({rat)}=3238/2948mg/kg{rm/f)

Genotoyxicity testing of metabolites:
CCiM, CCiM-AM, CTCA, DMSA- Ames test=negative
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Medical data

Summary

ADI:

AOEL systemic:

AOEL inhalation:

AQEL dermal:

ARSD (acute reference dose):

Dermal absorption

There have been no reported incidences of poisoning in

humans.

Value Study Safety factor
0.17 mg/kgfday rat 2-year 100

0.3 mgkg/day rat 13wk 100

not allocated

not allocated

Not allocated. Not required.

No study was conducted. Default value 100%
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228 Y7 YU v b (Diquat)

EU

(P-EU-228-1688/V1/97-final)

European Commission, Directorate-General Health & Consumer Protection,

Directorate E - Public, animal and plant health, Unit E1 Legislation relating to crop

products and animal nutrition

Review report for the active substance diquat, 1688/V1/97-final (2001)

CORELZFMT HBBIIBVWTHRINTEROVEER T FARA M Appendix 1T

IZEEH I TW3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:
Distribution:

Potential for accumulation:
Rate and extent of excretion:

Toxicologically significant compounds:
Metabolism in animals:

Acute toxicity
Rat LDsg oral:

Rat LDsy dermal:
Rat LCsp inhalation:
Skin irritation:

Eye irritation:

Sensitisation (test method used and
result):

Short term toxicity
Target / critical effect:
Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Oral, < 10% in 96 h, rat

Highest levels in kidneys, gastro-intestinal tract, lung
and liver, certain affinities to eye lens

Half live in blood 4 h, much longer in eye lens

Absorbed dose extensively excreted in urine and bile
within 96 h.

Diquat ion

Metabolism was limited, with <20% of the urinary
residues (<1% of the administered dose) consisting of
metabolites.

LDs, (fon) = 214 - 222 my/kg bw

LDy (ion) > 424 mg/kg bw

LCs (fon) = 0.121 - 0.132 mgh

frritant (dibromide)

Irritant {dibromide) - classified on human data

Magnusson and Kligman - Positive (dibromide}

Cataract (rat), kidney lesions {mouse) - (diguat ion)

0.5 mg/kg bwid, cataract 1y dog - (diquat ion)

No repeat dose study by this route.

No repeat dose study by this route.
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Genotoxicity

No genotoxicity in vivo

Long term toxicity and carcinogenicity

Target / ¢ritical effect:
Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity
Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
{ NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADH:

AQEL systemic:

AQEL inhalation:
AOQEL dermal:
ARD (acute reference dose):

Dermal absorption

Cataract (rat), kidney lesions {mouse)

0.2 mglkg bwid, 2 y rat - {(diguat ion)

Negative

Negative

1.4 mg'kg bw/d - general toxicity - rat (NOAEL)

Negative

1 mg/kg bw/d - NOAEL for maternal toxicity - rabbit

LNOt relevant

None

Published literature and company records report
fatalities in cases of oral ingsstion of concentrate i.e. not
as a consequence of occupational exposure. A few
cases of skin irritation and nosebleeds in manufacturing
workers.

Value Study Safety factor
0.002 mg/kg bw |2y rat 100

{diquat ion).

0.001 mg/kg 2y rat (90 day 100

bw/d {diguat ion). | end point)

Corrected for oral

absorption.

not refevant

not relevant

not relevant

About 1%, human in vive

602




240 FA¥— b Y (lambda-Cyhalothrin)

EU

(P-EU-240-7572/V1/97-final)
European Commission, Directorate-General Health & Consumer Protection,
Directorate E - Public, animal and plant health, Unit E1 Legislation relating to crop

products and animal nutrition

Review report for the active substance lambda-cyhalothrin, 7572/V1/97-final (2001)

COBREEZTET2ERICBVWTHBEINTEREBEERT Y KR4 > M3 Appendix IT
SN TV D,

1 Toxicology and metabolism

Absorption, distribution, excrefion and metabolism in maminals

Rate and extent of absorption: Oral, <2 d man, 50 %

Distribution: Wide, with concentration in adipose tissue
Potential for accumulation: Half-life: 23 d

Rate and extent of excretion: 2d,90%

Toxicologically significant compounds: | Parent

Metabolisim m animals: Mainly by cleavage of ester bond and further
transformation to conjugated metabolites

Acute toxicity

Rat LDsq oral: LDsg =356 (f) - 79 (m) mg'kg bw R25
Rar LDsg dermal: LDsg = 632 (m) — 696 (f) mg'kg bw R21
Rat L.Csg inhalation: LCsq=0.06 mg/l R26
Skin irritation: Slight irntation. Non-irritant according to criteria.
Eye irritation: Stight irritation. Nou-irritant according to criteria.
Sensitisation (test method used and Not sensitising at a 1% challenge dose. Higher doses
result): not possible due to paraesthesia

" | Guinea pig maximisation test

Short term toxicity

Target / critical effect: Organs liver, CNS
Lowest relevant oral NOAEL / NOEL: |0.5 mg/kg bw/d, oral, 1 ydog

Lowest relevant dermal NOAEL / No study available
NOEL:
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Lowest relevant mhalation NOAEL /
NOEL:

Genotoxicity

No study available

Negaiive

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:
Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
/NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADIL

AOEL systenic:

AOEL inhalation:
AQOEL dermal:

ARID (acute reference dose):

Liver

NOEL 1.7 mg/kg bw/d, 2 y rat {(cyhalothrin)

Negative

Negative. Parental, slightly reduced bw gain and
slightly reduced bw gain of the pups.

NOEL 1.5 mg:kg bwid (parental)
NOEL 1.5 mg/kg bw/d (foetal)

Negative. No treatment relaied embryotoxic or
teratogenic effects were observed.

NOEL 10 mg/kg bw/d based on maternal toxicity
(decreased bw gain and loss of limb coordination).

Not relevant

None

Information supplied

Value Swmudy Safety factor
0.005 mg'kg 1 ydog 100
bw/d
0.0025 mg/kg 1 ydog 100
bwid {50 % oral
absorption)
0.0075 mg/kg bw | 6-week oral dog |100
study; NOEL
0.75 mg/kg bw
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Dermal absorption

12 % EC formulation, in-use dilution: 4 %, in vivo rat
5 % EC formulation, in-use dilution: <0.3%, in vivo
man

5 % EC formulation, in-use diluiton: 0.055%, in vifro
man

0.3% used for model calculations (concentrate and
dilution) {(See Doc. 5684/VI/97-app.4)
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249 TN MY v (Cyfluthrin)

EU

(P-EU-249-6843/VI/97-final)

questions, E1 - Plant health

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance cyfluthrin, 6843/VI/97-final (2002)

ZOBRELZFETIBBIIBNWTHERINAEREDEERT Y FFA M Appendix I

BRI TS,

1 Toxicology and metabolism

Absorption, distrvibution, excretion and metabolism in mammals

>
L

Rate and extent of absorption:

Raptd and alinost complete (90% afier 2 days)

Disiribution:

Highest residues: fat, hver and kidney

Potential for accumulation:

No accumulation

Rate and extent of excretion:

Efficiently eliminated within 2 days via urine
{64 %) and faeces (32 %)

Toxicologically significant compounds:

Parent compound: main metabolites identified in
plants were also found in animals.

Metabolism in animals:

Extensively metabolized (>80%). basic metabolic
steps are the same in animal species under
investigation; main metabolite m rat: conjugate of
FCR 31435, its free form and COE 538/78: cleavage
of ester bond. oxidation-, hydroxylation- and
conjugation reactions.

Acute toxicity

Rat LDsg oral:

16.2 mgike bw (aqueous vehicle)

Rat LDjsp dermal:

>5000 mg'kg bw

Rat L sq inhalation:

> 4.05 mgd air

Skin irritation:

Non-irritant

Eve irritation:

Non-irritant

Skin sensitization {test method used and
result):

Non sensitizer (Magnusson & Kligman)
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Short term foxicity

Target eontical effect:

Lowest relevant oral NOAEL NOEL:
Lowest relevanit dermal NOAEL NOEL:
Lowest relevant inhalation NOAEL NOEL:

Genotoxicity

CNS  General behavioural disturbances: axonal
degeneration

12-mo dog: 160 ppni {4 me'kg bw/d)

3-wk rabbit: 340 mg/kg bw.d

13-wk rat: 0.09 ugil (0.0243 mg'kg bwrd)

No genotoxic potential

Long term toxicity and carcinogenicity

Target/critical effect:
Lowest relevant NOAEL NOEL:

Carcinogenicity:

Reproductive toxicity

Target : critical effect - Reproduction:

Lowest relevant reproductive NOAEL
NOEL:

Target : critical effect - Developmental
toxicity:

Lowest relevant developmental NOAFL
NOEL:

Retardation m growth, alopecia

24-mo oral rat: 2 mg/ke bw/d (50 ppm)}

No evidence of a carcinogenic potential

Reduced viability index and growth retardation of
offspring at parental toxic doses, coarse tremors of
pups during lactation

Rat: 50 ppm (3.3 mg’kg bw/d)

Miscarriage and post-implantation resorptions
(rabbit), delaved ossification and decreased foetal
weights (rat}: effects observed only at maternal
toxic doses in both species.

Rat: 10 mg'kg bwid

Neurotoxicity / Delayed neurotoxicity (Annex ITA, point 5.7)

Target / critical effect

NOAEL (acute neurotoxicity, rat)
NOAEL (90-d oral neurotoxicity, rat)

Other toxicological studies

Clinical signs indicative of a neurological disorder
and a reversible axonal degeneration. No evidence
of delayed neurotoxicity in hens.

N L *
2 mgz'kg bw (aqueous vehicle)

30 ppm (2 mgke bw/d) '

Metabolites: weak acute oral toxiciry, no point
mutations
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Medical data

Sumimary

ADIL

AOEL systemic:

AOEL inhalation:

ArfD (acuie reference dose):

Dermal absorption

"= Studies were performed with beta~cytluthsin

Skin symptoms (paresthesia} in applicators

Value Study Safery factor
pharmacological | 100
0.003 me/ke bw study n mice
=0 (same endpoint
as used by
EMEA)
0.02 mg/kg bw/d |90-d & acute oral | 160
neurotoxicity, rat
0.000243 mg kg | 13-wk inhalation 100
buwid study in rats
0.02mgkgbw |Acute 100

peurotoxicity rat
.

{in the
{) the

order as the ADT)

nme
Qine

Default value of 10 %
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257 TNAT77—~YvA b YV (alpha-Cypermethrin)

EU

(P-EU-257-SANC(/4335/2000-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, internationat
questions, E1 - Plant health

Review report for the active substance alpha-cypermethrin, SANC0O/4335/2000-final (2004)

COBREEZTMET 5BBIIBWTHRINZRLEERT  FFRA MY Appendix T iZ
BEIh T3,
1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: 46% within 24 h

Distribution: Widely distributed, highest residue in fat and skin

Potential for accumulation: High accumulation in fat

Rate and extent of excretion: 76-78% within 24 h (43-46% in urine; 30-35% in
faeces)

Toxicologically significant compounds: | Parent compound

Metabolism in animals: + 50 % metabolised via hydrolytic cleavage of ester
bound

Acute toxicity

Rat LDs oral: 57 mg/kg bw {com cil) T, R25

Rat LDy dermail: >2000 mg/kg bw

Rat L.Cy inhalation: >0.593 mg/l air /4h R37 (highest technical attainable
concentration)

SKin irritation: Non-irritant

Evye irritation: Non-irritant

Skin sensitization (test method used and | not sensitising (M&K)

resuit):

Short term toxicity

Target / critical effect lrritation secondary to systemic toxicity (dogs)
Lowest relevant oral NOAEL / NOEL: |1 Year- dog study ; 60 ppm (1.5 mg/kg bw/d) ;
R48/22

90-day dog study : 90 ppm (2.3 mg/kg bw/d)
Lowest relevant dermal NOAEL / NOEL: | No data- not required

Lowest relevant inhalation NOAEL / Bh/day; 5§ diweek, 3 week rat : >0.029 mg/l (no systemic
NOEL: effects, only iocal inflammatory effects)
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Genotoxicity

No genotoxic potential

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
{ NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADI:

AQEL systemic:

AQEL inhalation:
AOEL dermal:
ARTD (acute reference dose):

Dermal absorption

Decreased body weight gain, clinical signs of
neurotoxicity

78 week mice study ; 30 ppm {3 mg/kg bwid)

No carcinogenic potential

No reproductive toxicity

>20 mgkg bw/d

Reduced foetal weight at maternal toxic doses

Rat: 9 mgrkg bwid

Alphacypermethrin is toxic for CNS and peripheral
motor nerves; neurobehavioral changes are reversible
within 3 days following single dose.

Acute rat study : NOAEL= 4 mg/kg bw {in corn oif)

4 weekK oral rat study NOAEL = 10 mg/kg bw/d (DMSO)

No data — not required

Paresthesiae and peripheral sensory phenomena and
irritation of respiratory tract; R37

Value Study Safety factor
0.015 mg/kg dog, 1y study 100
bt
0.01 mgfkg bw/d |Dog, 90d study |100/045
Not required
Not required
0.04 mg/kg bw/d | Rat, acute 100
neurotoxicity
study

10% default value
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266 A7) I F—P (Dimethenamid-P)

EU

questions, E1 - Plant health

(P-EU-266-SANCO/1402/2001-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance dimethenamid-P, SANC(0/1402/2001-final (2003)

IOBEFIMT BRIV THRENZELEERT Y FRA > b Appendix T

BEIhTW3,

1 Toxicology and metabolism

Absorptien, distribution, excretion and metabelism in manimals

Rate and extent of absorption:
Distribution:

Potential for accumulation:

Rate and exfent of excretion:
Toxicologically significant compounds:

Metabolisi in andmals:

Acute toxicity

Rat LDso oral:

Rat LDs¢ demmal:

Rart LC;, inhalation:

Skin irritation:

Eye irritation:

Skin sensifisation (test method used and
result):

> 90 9% oral absorption (based on excretion in bile and
urine)

Widely (highest residues in rat erythrocytes due to species
specific binding fo hemoglobin}

No evidence for accumulation potential (binding fo rat
hemoglobin but not fo human hemoglobin)

Rapid, 3547 % inwine, 48-58 %o in faeces (low dose);
90 % excreted by 168 h

Parent compound (no higher acute toxicity of plant
metabolites M23 and M 27)

Extensively metabolised (> 40 metabolites; only 1-2 %
excreted as parent), primarily via glutathione conjugation

429 mg’kg bw R 22

> 2000 mg/kg bw

> 2.2 mg/l (4-h, nose-only)

Non-irritant

Non-irritant

Skin sensitiser R 43

(Buehler-test, Magnusson-Kliginan test)
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Short term toxicity

Target / critical effect:

Lowest relevant oral NOAFL / NOEL:

Lowest relevant demal NOAEL / NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Liver (biochemical and histopathelogical changes),
decreased body weigin gain

90-d, rar: 150 ppm (10 mg kg bw/d) *
90-d, dog: 100 ppm (4.3 mgkg bw/d) *
t-yr, dog: 50 ppm (2 ma’kg bu/d) *

21-d, rabbir: 1190 mg/kg bwid (systenic foxiciry) *

No dara; not required.

Weight of evidence suggesis no genotoxic concein

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:

Carciogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developenial NOAEL /
NOEL:

Delayed neurotoxicity

Other toxicological studies

Toxicity studies of plant metabolites A 23
and M 27

Binding of dimethenamnid to hemoglobin,
production of methemoglobin

Liver (biochemical and histopathological changes),
decreased body weight gain

105-week, rat: < 100 ppm (<5 mg/kg bw/d) *
94-week, mouse: 30 ppm (3.8 mg'kg bw./d) *

Liver twnours in rats marginally increased at HDT, no
classification required

Pup body weight gain reduced during lacration at parental
toxic dose level

500 ppm (36 mg'kg bu/d) *

Early resorptions increased at matemal toxic dose level

Rai: 50 mg/ke bw/d

No data, no concern from other studies

LD30 of both metatiolites > 5000 mg'kg bw
No evidence of mutagenic potential in vitro and in vivo

Binding of dimethenamid to rat hemoglobin (8-chain of
glabin), but practically no binding to hwunan hemoglobin

®
based on studies performed with racemic dimethenamid
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No methemoglobin production in rats

Effects of dimethenamid on liver enzymes | Induction of P-450 dependent liver enzymes in rats;
4-d, rat: NOAEL = 25 mg/kg bu/d *

Medical data New product; no adverse health effects during research and
experimental use of dimethenamid-p and its fornmiations.

Summary
Value Srudy Safery factor
ADL 0.02 mg/kg bwid | 1-yr, dog * 100
AOEL systemic: 0.04 mg/kg bw/id  |90-d, dog * 100
ARID (acute reference dose): 0.25 mg'kg bw 4-d mechamnistic 100
study, rat *
Dermal absorption 10 % (in vivo, rat: 26 %; in virro, ratlnunan dermal
pencuation ratio: 2.5)

z - - - . -
based on studies perforimed with racemic dimethenanud
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324 F7 7/ uXY F (Thiacloprid)

EU

(P-EU-324-SANC0/4347/2000-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance thiacloprid, SANC0/4347/2000-final (2004)

ZORERFMTIBRICBVTHREINZRVEERT L KA 2 M Appendix 12
BEINhTW3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: Rapid absorption. Around 85% based on oral and i.v.
administration at low dose levels.

Distribution: Widely distributed with the highest levels in liver and
kidneys.

Potential for accumulation: No evidence of accumulation.

Rate and extent of excretion: Rapid-53-66% excreted in urine largely within 24 hours

of dosing, 24-34% in faeces (i.v. administration show
that faecal residues are jargely due to biliary excretion).

Toxicolagically significant compounds: |Parent compound and metabolites.

Metabolism in animals: Extensive: oxidation, hydroxylation, opening of the
thiazolidine ring and conjugation.

Acute toxicity

Rat LDz oral: Males: 621-836 mg/kg bw.
Females: 396-444 mg/kg bw.

Rat LDsp dermal: >2000 mg/kg bw.

Rat LCsp inhalation: 2.535 and 1.223 mg/l in male and females, respectively
{4 hour exposure/nose only).

Skin irritation: Not irritant.

Eye irritation: Not irritant.

Skin sensitization (test method used Negative in a M & K test.

and result):

Short term toxicity

Target / critical effect: Liver (enzyme induction and histopathological
changes). Thyroid (hormonal effects and
histopathological changes).

Lowest relevant oral NOAEL / NOEL: | 100 ppm: 90-day rat study (equivalent to 7.3 mg’kg
bw/day in males)
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Lowest relevant dermal NOAEL /
NOEL:

100 mg/kg bw/iday (rat).

Lovrest relevant inhalation NOAEL /
NOEL:

0.182 mg/litre of air (rat).

Genotoxicity

Long term toxicity and carcin

No genotoxic potential.

ogenicity

Target / critical effect:

Liver (enzyme induction and histopathological
changes). Thyroid (hormonal effects and
histopathological changes).

Nervous system (degeneration).

Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:
Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
{ NOEL.:

Delayed neurotoxicity

Other toxicological studies

Medical data

25 ppm (equivalent to 1.23 mg/kg bwiday).

Thyroid adenomas in male rats.
Uterine adenocarcinomas in rats.
Qvarian luteomas in mice.

Dystocia, reduced pup weight and viability at
maternally toxic dose levels.

50 ppm: 2.7 mg/kg bwiday (rat).

Reduced foetal weight increased resorptions and
increased skeletal effects at maternally toxic dose
levels.

Maternal toxicity: 2 mg/kg bw/day (rabbit).
Developmental toxicity: 10 mg/kg bw/day (rabbit).

Not required

Metabolite data:

M0O2 & M30 are less acutely toxic than parent
compound; no genotoxic potential (Ames test).

Investigations on enzyme induction/reactions:

The mechanistic data indicate that hepatic enzyme
induction is the primary cause of the thyroid, uterine
and ovarian changes.

Investigations on the reproductive findings:

The mechanistic data indicate that there are no specific
effects on birth functions.

Thiacloprid is a new active substance. Limited data.
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Summary

ADI:

AQOEL systemic:

ARID {acute reference dose):

Dermal absorption

Concentrate

In use dilution

Velue Study Safety factor
0.01 mg/kg 2-year rat study |[100
bwi/day.
0.02 mg/kg Rabbit 100
bwiday. developmental
study {maternal
toxicity).
0.03 ma/kg Acute 100
bw/day. neurotoxicity

study {rat).

Undiluted concentrate: 1% dermal absorption
In-use dilution < 10% {values based on experimental

studies)

1% based on in vitro data (human epidermal
membranes) and supported by in vivo data (primate

study).

10% based on in vitro data (human epidermal
membranes) and supported by in vivo data (primate

study).
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327 FT7 R HYV—) (Thiabendazole)

EU

(P-EU-327-7603/V1L/97-final)

European Commission, Directorate-General Health & Consumer Protection,

Directorate E - Public, animal and plant health, Unit E1 Legislation relating to crop

products and animal nutrition

Review report for the active substance thiabendazole, 7603/V1/97-final (2001)

ZOREAXFMET IBBICBVWTHERAINT-RVEERT Y FRA > M Appendix I iZ
B#Eh T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:

Distribution:

Potential for accumulation:

Rate and extent of excretion:
Toxicologically significant compounds:
Metabolism in animals:

Acute toxicity

Rat LDsg oral:

Rat LDg dermal:

Rat LCx inhalation:

Skin irritation:

Eye irritation:

Skin sensitisation (test method used
and result):

Short term toxicity

Target / critical effect:
Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

At least 67 % - 75 % based on urinary excretion
within 168 h

Widely.

Low.

85 % - 92 % within 24 h, mainly via urine

Parent compound and metabolites

Extensive, oxidation to 5-hydroxythiabendazole
followed by conjugation with glucuronide or sulfate.

3100 mg/kg bw

> 2000 mg/kg bw

> 0.5 mg/l {maximum concentration achieved)

No irritation.

No irritation.

No sensitisation (Maximisation test).

Red blood celis, liver and thyroid (rat and dog)

10 mg/kg bwid (30 4, rat)

> 1000 mgrkg bwid (23 d. rabbit)

Not established.

Not genototoxic in vive (induction of aneuploidy in
vitro at high concentrations).

Long term toxicity and carcinogenicity
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Target / critical effect:

Lowest relevant NOCAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NCAEL
{ NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADI:
AQEL systemic:

AQEL inhalation:
AQEL dermal:
ARTD (acute reference dose):

Thyroid and liver. Thyroid follicutar cell hyperplasia in
rats.

10 mg/kg bw /d (2 year study, rat)

Thyroid adenomas and follicular cell hyperplasia
due to liver enzyme induction in rats {(based on
the available data).

No reproductive toxic effects at parental toxic doses

13 mg/kg bw/d (multigeneration rat).

Not teratogenic. Fetotoxic at maternal toxic dose

10 myg/kg bw/d (teratogenicity rat)

No indication of neurotoxicity in standard short
and long term toxicity studies.

Mechanistic studies indicate effects on thyroid
hormones due o liver enzyme induction in rats..

A NOAEL of 3 - 4 mg/kg bw /d was proposed by WHO
for human beings.

Adverse reactions have been reported at therapeutic
dose of 50 mg/kg bw/id over 2 d.

Value Study Safety factor
0.1 mg/kg bwid | 24 week human | 25
two year rat 100
0.1 mg’kg bwid | 24 week human | 25
two year rat 100
Not defined - -
Not defined

Not required due to low acute foxicity
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Dermal absorption 10 % (detauit value)

Based on following considerations, the use of the

default value of 10% dermal absorption is considered

already a conservative assumption. as this value
probably represents an overestimation of the real
situation:

o NOAEL 3 week dermal toxicity in rabbits is >»1000
mg/kg bw/d: NOAEL of a rabbit teratogenicity
study is 24 mg/kg bw/d. This leads to a theoretical
dermal absorption of less than 2.4%.

« For a medical preparation of thiabendazole
(MENTAZOL) containing lipophilic inerts for
facilitation of dermal permeability the achieved
dermal absorption is assumed to be 5%.
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335 FT7 = AALT ATV (Thifensulfuron-methyi)

EU

questions, E1 - Plant health

(2001)

(P-EU-335-SANCO/7577/V1/97-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance thifensulfuron-methyl, SANCQ/7577/V1/97-final

COREZTHTIERBIIBN THRINZRLEERT Y FFRA > M43 Appendix I

BHEXh T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:
Distribution:

Potential for accumuliation:
Rate and extent of excretion;

Toxicologically significant
compounds:

Metabolism in animals:

Acute toxicity
Rat LDy oral:

Rat LDgg dermail:
Rat LCsg inhalation:
Skin irritation:

Eye imrritation:

Skin sensitization (test method
used and result):

Short term toxicity
Target / critical effect:

Lowest relevant oral NOAEL /
NOEL:

Lowest relevant dermal NOAEL /
NOEL:

-
—

Rapid (70 - 80 %)

Widely

No accumulation

> 90 % in 96 h, urine

Parent compound

Radicactivity mainly excreted as the parent
compound in rat and goat

L.Dsg > 5000 mgikg bw

LDgp > 2000 mg/kg bw

LCso > 7.9 myg/l

Not irritating

Not irritating

Not sensitising (Magnusson and Kligman test)

No target identified / decreased body weight gain
and food consumption

7 mg/kg bw/d, 90 d oral rat

The lowest NOEL was 1.3 mg/kg bw/dinthe 1y
dog study but was not considered relevant for
setting AOEL

No data. Not required
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{ owest relevant inhalation NOAEL /
NOEL:

Genotoxicity

No data, Not required

Negative

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect -
Reproduction:

Lowest relevant reproductive
NOAEL / NOEL:

Target / critical effect -
Developmental toxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity
Other toxicological studies
Medical data

Summary

ADL
AOEL systemic:

AOEL inhalation:
AOEL dermal:
ARID (acute reference dose):

Dermal absorption

Not identified / decreased body weight gain

0.96 mg/kg bw/d, 2 y rat

Negative

Not identified / decreased body weight gain

43 mglkg bw/d, maternal toxicity
175 morkg bwid, reproductive toxicity

Retarded ossification (rat)

200 mg/kg bwid, maternal and developmental
toxicity (rat)

No data, no concern from other studies

No other studies submitted (noti necessary)

No occupational or accidental poisoning reported

Value Study Safety factor
0.01my/kg 2yrat 100

bw/d

0.07 mg/kg 80 drat 100

bwid

Not allocated ( not necessary)

Not allocated ( not necessary)

Not allocated ( not necessary)

10% default value ( no study required)
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380 FUTZoXx A bhnotvl (Trifloxystrobin)

EU

(P-EU-380-SANC(/4339/2000-final)

questions, E1 - Plant health

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance trifloxystrobin, SANC0/4339/2000-final (2003)

ZOBREZFET 2ARICBWTHRINZELVEERT Y A4 MY Appendix I |

BEEINLTWES,

i Toxicology and metabolism

Absorption, distribution, excretion and metabolisim in mammals

Rate and extent of absorption:

Distribution:
Potential for accumulation:

Rate and extent of excretion.

Toxicologically significant compounds:

Metabolism 1n animals:

Acute toxicity

Rat LDsg oral:

Rat LD, dermal:

Rat LCsp inhalation:

Skin trrifation:

Eye tmritation:

Skin sensitizafion (test method used and result):

Short term toxicity

Target / critical effect:

Lowest relevant oral NOAEL / NOEL:
Lowest relevant dermal NOAEL /' NOEL:
Lowest relevant inhalation NOAEL / NOEL.

Genotoxicity

-
—

60% oral absorption based on urinary and biliary excretion and
tissue residues after 48 hours.

Widely distributed.

No potential for accunmlation

Within 48 hours 72-96% of the administerad dose elumnated in
the urine and faeces.

Parent compound and metabohtes.

Extensive: hydrolysis, O-demethylation, oxidation and
conjugation.

>5000 mg'kg

>2000 mgkg

>4 6 mg/litre

Not irnitant.

Not irritant.

Sensitiser (M&K) (R43).

Decreased bodyweight & food consumption.

Liver: increased weight, hepatocellular hypertrophy and necrosis.
Kidney: increased weight and acute fubular lesions.

Pancreas: atrophy.

90-day rat: 100 ppm (6.4 mg/kg bu/day)

28-day rat: 100 mg/kg bwiday

‘No study - not required

No genotoxic potential
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Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Target / catical effect - Reproduction:

Lowest relevant reproductive NOAEL / NOEL:
Target / critical effect - Developmental toxicity:

Lowest relevant developmental NOAEL /
NOEL:

Neurotoxicity

Other toxicological studies

Nedical data

Summary

ADI:
AOEL

ARID (acute reference dose):

Dermal absorption

Decreased bodyweight & food consumption.

Laver: increased weight, hepatocellular hivpertrophy, farty change
and necrosis.

Kidney: increased weight.

2-yr rat: 250 ppin (9.8 mgikg bwiday)

No carcinogenic pofential

Decreased bodyweight gaun of pups and delayed eye openmg at
parental toxic doses.

50 ppm(2.3 mg/kg bwiday).

Enlarged thynws (rat) and skeletal effects (rabbit) at maternally
toxic dose levels.

50 mgkg bw’day (rabbit)

Acute and 90-day neurotoxicity study, rat: No evidence of
neurotoxicity

investipations mito replicative DNA synthesis:
No evidence of replicative DNA synthesis in rat or mouse
heptocytes following 2-months adnunistration in diet.

Investigations into nutochondnal function:

In virro studies in isolated rat iver mitochondria indicated
trifloxystrobin caused a significant concentration dependant
infubition of mifochondrial respiration.

Studies performed with metabolites:

CGA 373466, NOA 413161, NOA 413163, CGA 357261 and
NOA 414412 were of low acute oral toxicity (LDS0 values >2000
me/kg bw) and there was no evidence of genotoxic activity (each
tested in 1-3 in vitro assays, including Ames test).

New active substance. Limited data. Some evidence of skin and
eye frritation in 3 people during field trials (bui 120 people
without effects).

Value Study Safety factor
0.1 mg'kg bwiday 2-year rat study 100
0.06 mg’kg bwsday | 2-year raf study 100
(adjusted for 60%
oral absorption)

Not allocated - not necessary due to low acute toxicity of
frifloxystrobin.

Yn-vivo and in-vifro data submifted. In vivo rat: 38% (fow dose, 48
h), 16% (high dose, 48 h)

In vitro rathuman; human epidernus was shown to be at least 10-
fold less permeable than rat epidemus. Therefore dermal
absorption for risk assessment wall be 1.6% for the concentrate
and 3.8% for the in-use dilutions. Individual Members to decide
on precise dermal absorption value to use.
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423 ~"Fa—L (Paraquat)

EU

questions, E1 - Plant health

(P-EU-423-SANCO0/10382/2002-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance paraquat, SANCG/10382/2002-final (2003)

IOEREZTET BRIV THREINZHbEERT Y FRA MY Appendix II 12

BEINhTW3,

1 Toxicology and metabeolism

Absorption, distribution, excretion and metabolisin in mamimals

Rate and extent of absorption:
Distribution:

Potential for acenmulation:

Rate and extent of excretion:
Toxicologically significant compounds:

Metabolism in animals:

Acute toxici(y7
Rat LDsg oral:
Rat LDsg dermal:

Rat LCso mhalation:
Skin irritation:

Eye irritation:

Sensitization (test method used and result):

Shert term toxicity

Target / critical effect:

Lowest relevant oral NOAEL / NOEL:
Lowest relevant dermal NOAEL / NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotexicity

7 Expressed as paraquat ion.

Rapid. Approximately 10 % absorption.

Exiensive

Some potential in lungs

>90%in72h

Parent compound

Minimal metabolism, representing < 1 % of recovery

93.4 - 113.5 mgrkg/bw paraquat ion

(in rabbit) > 660 mg kg bw (paraquat ion)
Other studies about 200 mgrkg bw (paraquat ton)

0.6 - 1.4 mg/m’®

Slight but not classifiable in animal studies.

Irritant

Negative in Magnusson & Kligman protocol

Lungs - alveolar damage by oral route. Upper respiratory
tract damage by inhalation.

0.45 mg kg bw/d, 1 year dog study

No studies available

IOpgf'ms, 3 week (15 exposure) rat study

Negative in vivo. Some in vitro positives.
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Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity

Target ¢ critical effect - Reproduction:
Lowest relevant reproductive NOAEL
NOEL:

Target critical effect - Developmental

toxicity:

Lowest relevant developmental NOAEL
NOQEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADL

AOEL systenuc (long term)

AOEL systenuc (short term)

AOEL inhalation:
AOEL dermal:

ARSD (acute reference dose):

Dermal absorption

Evyes (cawract), kidoey (tubule degencration). hung

testes.

and

1.2 mg'kg bwid (25 ppm) m chronic rat study

Not carcitogenic

Lung lesions in parental animals. No specific effects on

reproduction.

2.3 mg'kg bwid based ou hung lesions in parents

Target critical effect: Embryotoxic at maternally toxic

doses.

3 mg kg bwid

No indication of neurotoxicity,

None submutted.

Published ltterature and company records report fatalities in
cases of oral ingestion of concentrate i.e. not as a
consequence of occupanional exposure. Cases of skin
uritation, nail discolouration and nosebleeds in manufacture
and occupational use have been reported, related to
madequate working practices and poor hygiene.

Value Study Safety factor
0.004 mgikg bw 1 year dog study | 100 fold factor
based on NOAEL

0.0004 mg kg
bw/d

on 1y dog study
correcied for 10 %
oral absorption

100 factor

0.0005 mg'kg on 90 day dog 100 factor
bw/d study corrected for

10 % oral

absorption
N/A, use systemie - -
value
N/A, use systenie - -
value
0.005 mg/ke bw/d |90 day dog stmady | 100 factor

0.5 % based on overall weight of evidence.
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449 YA by (Pymetrozine)

EU

(P-EU-449-7455/V1/98-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

questions, E1 - Plant health

Review report for the active substance pymetrozine, 7455/V1/98-final (2002)

ZOREE LT ABBICBVTHE

wmEIh T3,

REINFEHRBEERT L RRA b3 Appendix T i

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:
Distribution:

Potential for accumulation:
Rate and extent of excretion:

Metabolism in animals:

Toxicologically significant compounds:

Acute toxicity
Rat LDg; oral:

Rat LDg; dermal:
Rat LC4; inhalation:
Skin irritation:

Evye irritation:

Skin sensitization {test method used
and resuit);

Short term toxicity
Target / critical effect:
Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

High bioavailability (appr. 30 %) within 24 h

Uniformly distributed

No evidence for accumulation

Rapid and extensive (appr. 90 %) within 48 h,
mainly via urine (52 — 74 %) within 24 h

Extensively metabolised (appr. 90 %),

oxidation reactions at the methyl substifute & the
triazine-methylene group, and cleavage reactions
between the triazine and the pyridine ring systems

Parent compound and metabolites

> 5000 mg'kg bw

> 2000 mgrkg bw

> 1.8 mgfl air {4 h; nose only; aerosol)

Non-irritant

Non-irritant

Non-sensitising (M&K)

Liver, testes, red blood cells

1y & 90-d dog studies: 100 ppm (3 mgikg bwid}

1006 mgfkg bw/d

not requirad
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Genotoxicity

No evidence of genctoxic potential

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:
Carcincgenicity:

Reproductive toxicity
Target / critical effect - Reproduction:
Lowest relevant reproductive

NOAEL / NOEL:

Target / critical effect - Developmental
foxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADL:
AOEL systemic:

ARfD (acute reference dose):

Dermal absorption

Liver

2 yrat 100 ppm (3.7 mg/kg bwid)

Increased incidences of liver tumors, rats and mice

Delayed development of pups at parental toxic
dosages

200 ppm (10 mg/kg bw/d}

Variations at maternal toxic dosages

Rabbit: 10 mg/kg bw/d

No evidence of a specific neurotoxic potentiai

Inducer of xenobiotic metabolising enzymes;
Stimulation of hepatocyte cell proliferation:
Weak tumour promoting potential for the thyroid

Currently limited: new active substance.
no detrimental effects in manufacturing personnel.

Value Study Safety
factor
0.03 mg/kg bw | dog, 90d & 1yr studies | 100
0.03 mg/kg dog, 90d & 1yr studies | 100
bwid
0.1 mg/kg bw/d |rabbit, developmental [100
tox. study: rat, 28-d
gavage study

< 6 % at lowest dose tested
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455 Y7707 xrxF ) (Pyraflufen-ethyl)

EU

(P-EU-455-SANCO0/3039/99-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant heaith

Review report for the active substance pyraflufen-ethyl, SANCQ/3039/99-final (2002)

COBREEZFFMTIERBICBVWTHRINZRELEERT Y FRA M Appendix I iZ
BE I TS,
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1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:
Distribution:

Potential for accumulation:
Rate and extent of excretion:

Toxicologically significant compounds:

Metabolism in animais:

Acute toxicity

Rat LD50 oral.

Rat LD50 dermal:
Rat LC50 inhalation:
Skin irritation:

Eye irritation:

Skin sensitization {test method used
and resuit):

Short term toxicity

Target / critical effect:
Lowest relevant oral NOCAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Rapid, dose-dependent; 56 % ( urine + bile) after low
dose within 2 days.

At 6 h, highest residues in Gl tract, liver and excretory
organs.

No accumuiation

95-100 % in 24 h { 70 % via feces ; 30% urinary)

Parent compound, metabolites E1 and ES
Metabolism in plants and animals is similar.

Ester hydrolysis; N-demethylation
< 1% absorbed dose eliminated unchanged

> 5000 mg/kg bw

>2000 mg/kg bw

> 5.03 mgl

Non-irritant

Non-irritant

Not sensitising (Maximisation test)

Liver, kidney, red blood cells

200 ppm (20 mgikg bw/d) 90 day mouse (satellite
group in 78 wk study)

No data. not necessary

No data. not necessary

|Not genotoxic

Long term toxicity and carcinogenicity

Target / critical effect:

Red blood cells and liver in mice, urinary and biliary
tract in rats.
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Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /

NOEL:

Target / critical effect - Developmental

toxicity:

Lowest relevant developmental NOAEL

/ NOEL:
Delayed neurotoxicity

Cther toxicologicat studies

Medical data

Summary

ADL

AOQOEL systemic:

AOQEL inhalation:
AQEL dermal:

ARfD (acute reference dose):

Dermal absorption

200 ppm (20 mg/kg bwid ) 2 year mice study
400 ppm { 20 mg/kg bw/d) 2 year rat study

Increased incidence of hepatoceliular adenomas in
mice at hepatotoxic doses, not carcinogenic in rats.
Classification and labelling not appropriata.

Reduced body weight gain of pups during lactation at
parental toxic doses.

NOAELsyst.tox = 1000 ppm (70.8 mg/kg bw/d)
NOAELreprotox = 1000ppm { 70.8 mg/kg bw/d)

implantation loss and retardations in rabbits at
maternally toxic doses {mortality).

20 mg/kg bwid

No data, not necessary

Accumutation of porphyrins in ali organs except skin
and Harderian glands.
Inhibitor of scme liver P450 dependent activities ;
inhibitor of catalase.
induction of fiver single cell necrosis followed by

mitosis.

No detrimental effects on health were found in
participating personnel in manufacturing of pyraflufen-

ethyl.
Value Study Safety factor
0.2 mg/kg bwid | NOAEL from 2 100
year rat, mice
study
0.112 mg/kg 90 day satellite {100 x 56%
bw/d groups of 78 wk
mouse
carcinogenicity
study
Not necessary
Not necessary
0.2 mg/kg bw/d | Same basis as 100

ADI and AOEL
supported by
rabbit
teratogenesis
study.

No studies: dermal absorption not higher than oral

absorption (56%).
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460 YU 7 — b (Pyridate)

EU

(P-EU-460-7576/V1/97-final)
European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international

questions, E1 - Plant health

Review report for the active substance pyridate, 7576/V1/97-final (2001)

IDOBREFIETIBBIEBVTHRRINEHFLEERT L FRA - b23 Appendix 112
BEINL TN,
1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: oral > 80% within 24 hours, rat (single and repeated
dose of 20 mg/kg bw); at higher dose (200 mg/kg bw)
lower absorption rate (70%)

Distribution: widely; higher residues in liver and kidney

Potential for accumulation: No signs of accumulation.

Rate and extent of excretion: > 90% within 96 hours, most via urine

Toxicologically significant compounds: | CL 9673 (main metabolite) and glucuronides of CL
8673

Metabolism in animals: Cleavage of the ester bond and conjugation

Acute toxicity

Rat LDg oral: > 2000 mg/kg bw

Rat LDs; dermal: > 2000 mg/kg bw

Rat LCsy inhalation: >4 .37 mgh air

Skin irritation: Irritant.

Eye irritation: Not irritant.

Skin sensitization (test method used Sensitzing in the Maximization test as well as in the
and result): Buehler test.
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Short term toxicity
Target / critical effect:

Clinical {neurotoxic) symptoms, minimale
degenerative myelopathy at high dosage; decreased
enzyme activity (ALT): dog studies

Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Long term toxicity and carcin
Target / critical effect:
Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity
Target / critical effect - Reproduction:

Lowest refevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
{ NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

30 myg/kg bw/d (52 weeks dog study: in reality this
study is comparable to a 3 month study with
preapplication

not allocated

not allocated

Negative.

ogenicity

Decreased body weight.

400 ppm equivalent to 18 mg/kg bwid (long ferm
toxicity study in rats)

Negative.

Increased kidney weight (Parents F, and F3).
Decreased thyroid weight (parental males (F3).
No reproductive effects.

NOEL 3.6 mg/kg bw/d

Embryotoxic only at maternal toxic doses.

NOEL 150 mg/kg bw/d; rabbit

Clinical {neurotoxic) symptoms, minimal degenerative
myelopathy at high dosage (dog studies).

Metabolite CL9573: acute oral LDs; 1420 mg/kg bw,
not sensitizing; no point mutations.

No cases of poisoning reported.
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~Summary
ADL

AOEL systemic:

AOQOEL inhalation:
AQEL dermal:

ARfD (acute reference dose):

Dermal absorption

Value Study Safety factor
0.036 mg'kg multigeneration 100
bwid study in rats

0.036 mg/kg muitigeneration 100
bw/d study in rats

not allocated - -

not allocated - -

not allocated - -

Not required; assumed 10% dermal absorption rate on the
properties of the molecule.
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473 7 7EXY K (Famoxadone)

EU

(P-EU-473-6505/V1/99-final)

European Commission, Directorate-General Health & Consumer Protection,
Directorate E - Publie, animal and plant health, Unit E1 Legislation relating to crop
products and animal nutrition

Review report for the active substance famoxadone, 6505/V1/99-final (2002)

COREFTMTIBERICBWTHERINTEROEERT L FARA > M3 Appendix I i
BREINTNS,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: initial rapid absorption of 40%

Distribution: Very low tissue residue levels at 120 hours.
Essentially liver & faf.

Potential for accumulation: Low due to rapid slimination and metabolism.

Rate and extent of excretion: Urine 10% . Faeces 30%. Rapid tissue clearance

within 120 hours.

Toxicologically significant compounds: | The only toxicologically significant animal and
environmental compound was phenylhydrazine which
was postulated to have been formed but due to ifs
instability was never isolated analytically. There were
no unique plant compounds of toxicological

significance.

IMetabolism in animals: Unmetabolized famoxadone primary excretion product
in the faeces. Major primary metabolites were mono-

. {INKZ 007) andt di-hydroxylated (IN-KZ 534}

famoxadone.

Acute toxicity

Rat LD oral > 5000mg/kg

Rabbit LDs dermat: > 2000 mg/kg

Rat LCxg inhalation: > 8.3 mgil

SKin irritation: Non irritant.

Eye irritation: Non irritant.

Skin sensitisation (fest method used Not sensitising (M &Kj.

and resuit):
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Short term toxicity

Target / critical effect: Liver and RBC were the primary target organs as
indicated by liver lesions (centrilobular hypertrophy,
diffuse fatty changes, increased bile pigment and
necrosis), Heinz bodies, associated hemolysis and
increased B-oxidation activity. Spleen is secondary
target organ.

Eye toxicity (lens effects) was observed in dogs.

Lovsest relevant oral NOAEL / NOEL: | 1.2 mg/kg bw/d (eye lesions)

Lovwest relevant dermal NOAEL / No dermal subchronic studies were submitted Not
NOEL: required.

Lowest relevant inhalation NOAEL / No inhalation subchronic studies were conducted. Not
NOEL: required.

Genotoxicity

In vitro bacterial mutagenicity (Ames) Negative with and without metabolic activation. Batch

221.
in vitro chromosome aberrations Weakly positive vithout metabolic activation and
(clastogenicity) human lymphocytes negative with metabolic activation (batches 133 and
221)

In vitro mammalian cell mutagenicity Negative with and without metabolic activation
(CHO/HGPRT) {batches 133 and 221)

In vitro Unscheduled DNA Synthesis Negative (batch 221}
In vitro Unscheduled DNA Synthesis Positive (batch 133)
in vivo mouse micronucleus Negative (batch 221)

In vivo rat Unscheduled DNA Synthesis | Negative (batch 221)

Long term toxicity and carcinogenicity

Target / critical effect: Rat 2-year toxicity study based on microscopic liver
lesions indicative of hepatotoxicity and hemolysis.

Lowest relevant NOAEL: 1.62 mg/kg/d in male rats

Carcinogenicity: Not an oncogen.
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Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
{NOEL:

Delayed neurotoxicity

Other toxicological studies

1 year monkey study

In vitro lens epithelial cell toxicity in
dogs, mice, monkey and humans

Medical data

Multigeneration reproduction study based on body
weight effects, hepatotoxicity and clinical signs in adult
P1 and F1 generations of both sexes. No effects on
reproductive parameters.

NOAEL: 11.3 mg/kg bw/d

Reduced body weight and food consumption. No
effects on the conceptus at highest dose tested.

Maternal toxicity: 250 mg/kg bw/d
Developmental effects: > 1000 mg/kg bw/d

Negative.

NOAEL = 100 mg/kg bw/d based on hematological
changes, increased pigmentation in liver, kidney and
spleen,

Decreased esterase activity and increased permeability
observed at 1 mg/m! doses in all culture systems.
Results at lower concentrations inconsistent and
showed no dose response. Significance for human risk
assessment questionable.

No symptoms attributable to famoxadone have been
observed during handling. testing or manufacturing
process.
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Summary

ADI:

AQEL systemic:

AOEL inhalation:
AOEL dermal:

ARID (acute reference dose)

Dermal absorption

Based on two in vitro dermal absorption
studies with human skin

Value Study Safety factor
0.012 mg/kg 1 yr dog - 100
bwid 1.2 mg/kg bwid
0.0048 mg/kg |1 yrdog 100
/day 1.2 mg/kg bwid x
40% absorption
factor
Not allocated
Not allocated
0.2 mg/kg bw/d | 14-d oral study in 100

mouse 100 ppm
{16 mg/kg
bwiday)

0.3% during mixing/loading for famoxadone in DPX-
KX 007 WG used on grapes and fomatoes

6.5% during mixing/loading for famoxadone in DPX-
MC444 EC formulation used on cereals

15.8 % during spray application for both formulations
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497 T x~FH% I F (Fenhexamid)

EU

(P-EU-497-6497/V1/99-final)

European Commission, Directorate-General Health & Consumer Protection,
Directorate E - Public, animal and plant health, Unit E1 Legislation relating to crop
products and animal nutrition

Review report for the active substance fenhexamid, 6497/V1/99-final (2000)

CDORELZFMT H5BRBICBVTHRIN R LEERT Y FARA > MY Appendix 1112
BEENTVWS, (BT Appendix T DA L)
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498 T x> A5 477 A (Phenmedipham)

EU

(P-EU-498-SANC0/4060/2001-final)
European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international

questions, E1 - Plant health

Review report for the active substance phenmedipham, SANCQ/4060/2001-final (2004)

COBREFIMTIBBRICBVTHRBENZELEERTY FRA > ;2% Appendix IT 12
B TW5,
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1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:

Distribution:

Potential for accumulation:
Rats and extent of excretion:
Toxicologically significant compounds:

Metabolisimn in animals:

Acute toxicity

Rat LDs oral:

Rat LD« dermal:
Rat LCsg inhalation:
Skin smitation:

Eye irntation:

Skin sensitization (test method used and
result):

Short term toxicity

Target / cntical effect:

{ owest relevant oral NOAEL / NOEL:
{ owest relevant dernyal NOGAEL / NOEL.

Lowest relevant inhalation NQAEL 7
NOEL:

Rapid. 85%, based on urinary excretion in 24 - 30 h

Widely distnibuted, highest residues in blood
{methylphenyi ring label)

Low potential for accumulation

Rapid. Over 90% within 24 - 20 h

Parent compound and metabolites. 3-aminophenol and
3-aminotolusne may be of special toxicological concemn

Exiensively metabolised. Oxidative/hydrolytic cleavage
of parent molecule, hydroxylation of aromatic ring
structures, acetylation of amine groups and further
oxidation of methyl groups

=8000 mg'kg

=2000 mg'kg

>7.0 mg/l {(nose only)

Non iritant

Non irritant

Not sensitising (M & K}

Effects on red bleod cells {(methemoglobinemia and
hemolytic anemia) and related effects (hemosidenn
deposition in spleen, liver and kidneys)

150 ppm (13 mg/kg bwiday} (90-day, rat)

No data. Not required

No data. Not required
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Genotoxicity

Clastogenic in vitro. Non-genotoxic in vivo (mouse bone
marrow: negative for chromosome aberrations and
micronucliei induction; mouse spermatogonial cells:
negative for induction of chromosomal aberrations)

Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity

Target / enticai effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
7/ NOEL:

Delayed neurotoxicity
Other toxicological studies

Medical data

Summary

ADI:
AQOEL systemic:

AOQOEL inhalation:
AQEL demal:
ARSD {acute reference dose):

Dermal absorption

Effects on red blood cells {methemoglobinemia and
hemolytic anemia) and related histopathological effects
in spleen, liver and kidneys (increased weight,
hemosiderosis, extramedullar hematopoiesis).

60 ppm {3 mg/kg bwiday) (2-year, rat)

No carcinogenic potential

Reduced pup weight at parentally foxic dose ieveis

25 mgrkg bw/day (two-generation, rat}

Retarded ossification in rats and rabbits at maternally
toxic dose levels

Rabbit: 225 mg/kg bw/day

No data. Not required

No data. Not required

Four different studies were supplied which reported
cases of allergic dermatitis, photoallergic dermatosis,
allergic rhinitis and toxic hepatitis in pesticide operators
and field workers who had applied Betanal or Betamix
formulations of phenmedipham

Value Study Safety factor
0.03 mg’kg 2-year, rat 100

bw/day

0.13 mg/kg 90-day, rat 100

bw/day

Not allocated, not necessary

Not allocated, not necessary

Not allocated, not necessary

1% (based on an absorption study in vivo in rat, and
comparative in vifro penetration studies with rat and
human skin)
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538 7N IAXY T (Flumioxazine)

EU

(P-EU-538-7471/V1/98-final)

products and animal nutrition

European Commission, Directorate-General Health & Consumer Protection,

Directorate E - Public, animal and plant health, Unit E1 Legislation relating to crop

Review report for the active substance flumioxazine, 7471/V1/98-final (2002)

ZORERZTHET 2BRBIZBVWTHRIN K LEERT RARA M2 Appendix Il

BEINTW3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absosption:
Distribution:
Potential for accumulation:

Rate and extent of excretion:

Toxicologically significant compounds:

Metabolism in ammals:

Acute toxicity
Rat EDsy orak:

Rat LDsg dermal:
Rat LCsy inhalation:
Skin irritation:

Eve uritation:

Skin sensitization (test method used and
resuli):

Short term toxicity
Target / critical effect:
Lowest relevant oral NOAEL NOEL:

Lowest relevant dermal NOAFEL NOEL:

Lowest relevant inhalation NOAEL
NOEL:

Genotoxicity

-
e

83 %% based on winary and biliary excretions in the rat

Widely distributed

No potential for accumulation

Rapidly excreted, 30-40 % via urine and 60 % via fasces
within 7 days

Parent compound

Extensively metabolised: hydroxylation of cyclohexene ring
and cleavage of the unide linkage

> 5000 mgrkg bw

> 2000 mg'kg bw

> 3.93 mg/l

Non-irritant

Non-irrttant

Non-sensitising M & K)

Reversible hematotoxicity (heme synthesis}, liver

30 ppm (2.2 merke bwid; 90-d rat)

300 megkg bw/d (21-d rat)

No dafa, no study required

No genotoxic potenilal
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Long term toxicity and carcinogenicity

Reversible hematotoxicity (heine synthesis). liver

Target critical effsct:
Lovwest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity

Tuarget / enitical effect - Reproduction:

Lowest relevant reproductive NOAEL 7
NOEL:

Target s enitical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
NOEL:

Delayed neurotoxicity

Other toxicological studies

Nedical data

Summary

ADIL:
AOEL systemic:

ARID (acute reference dose)

Dermal absorption

50 ppin (1.8 mg'kg bwid; 2 y rat)

No carcinogenic potential

Impairment of reproductive capacity at systemic toxic dose

levels.

100 ppm (7.5 mg kg bwid)

Teratogenic and foetotoxic in absence of matemal toxieity
in rat, but not in rabbit.

Rat, oral: 10 mg/kg bu/d:
Rat. dermal:100 mg kg bwid

Not relevant

Mechanistic studies suggest an association between
impairment of heme synthiesis and toxicity in rats.

No data. new compound.

Value

Study

Safery factor

0.009 mg ke bw/d

Rat, 2-y study

200

0.018 mg kg bw/d

Rat, 90-d study,
corrected for 83 %
oral absorption

100

0.05mgkgbw/d

Rat,
developmental
toxicity study (10
mg'kg bw/d)

5.3 % in 24 h (in vivo, rat)
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554 v’z —/, (Propiconazole)

EU

(P-EU-554-SANCO0/3049/99-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance propiconazole, SANC0/3049/99-final (2003)

COEEZFET OSBRIV THERIN-RLEERT Y FRA M5 AppendixITZ
BE STV 5,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and exient of absorption: 86% within 48 h

Distribution: Widely distributed; highest residues in liver and
kidneys

Potential for accumulation; No evidence of accumulation

Rate and extent of excretion: 85% in 48 h, in about equal amounts in urine and
feces (enterohepatic re-circulation)

Toxicologically significant Parent compound and metabolites (animals).

compounds: Triazolyl alanine and triazolyl acetic acid formed
only in plants; not toxicologically significant

Metabolism in animals: Extensively metabolised (=20 metabolites
identified in rat urine)

Acute toxicity

Rat LDsg oral: Appr. 1500 mg/kg bw

Rat LDsp dermal: >4000 mg/kg bw

Rat LC¢g inhalation: >5.8 mg/l/4 h, nose-only

Skin irritation: Not irritating

Evye irritation: Not irritating

Skin sensitization (test method Skin sensitizer (Maximisation test)
used and result):

Short term toxicity

Target / critical effect: Liver toxicity {mice}
Lowest relevant oral NOCAEL / 20 ppm (2.7 mg/kg bwiday; 17 week, mice)
NOEL:

Lowest relevant dermal NOAEL 200 mg/kg bw/day (21 day, rabbit)
/INOEL:

Lowest relevant inhalation NOAEL / |21 mg/m’® (90 days rat; 6 h head-only/day)
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NOEL:

Genotoxicity

No genotoxic effects

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect -
Reproduction:

Lowest relevant reproductive
NOAEL / NOEL:

Target / critical effect -
Developmental toxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Liver in rats and mice

100 ppm (3.6 mg/kg bw/day)

Liver tumors (benign and malignant) in male mice

Reduced litter size, pup weight and viability.
Effects at dose levels causing parental toxicity

Rat: 100 ppm (8 mg/kg bw/day)

Slight increase in cleft palate in rat, also
increased visceral and skeletal variations at dose
levels causing marked maternal toxicity

Rat: 30 mg/kg bwiday

No further data required

Triazolyl alanine and triazolyl acetic acid were
studied for toxicokinetics, acute toxicity, short-
term toxicity and genotoxicity (also reproductive
toxicity of triazolyl alanine). No adverse effects
were observed. Studies on tumor promotion and
induction of drug metabolising enzymes showed
that propiconazole is a promoter of proliferative
changes and causes induction of hepatic
enzymes.

Surveillance of manufacturing plant personneli
reports four cases of compound related adverse
effects (skin reactions, allergenic in one case)
during handling of formulations.

Dermal testing of 20 human volunteers with
epicutaneous doses up to 1% caused no dermal
reactions in any of the test subjects. Three
occupational exposure cases involving Tilt are
reported. The occupationally exposed showed no
sensitisation reactions, but chest pain and local
skin reactions were observed.

f i TUIUSEY cuv

A literature search for publications between 1975
and 2000 has been performed using 32 different
data bases. No studies indicating possibie health
effects in humans attributable to the use of
propiconazole was found.

654




Summary

ADL:
AOQEL systemic:

AQEL inhalation:
AQEL dermal:

ARID (acute reference dose):

Dermal absorption

Value Study Safety factor
0.04 mg/kg Chronic rat 100

bw/day study

0.1 mg/kg 2-generation 100

bw/day rat study

Not relevant

Not relevant

Not relevant

Not relevant

Not relevant

Not relevant

0.3 mg/kg
bw/day

Developmental
study in rat

100

The estimated dermal absorption in humans is
0.9%, 1.6% and 2.4% at exposure to undiluted
product or to typical field crop or stone fruit
treatment dilutions, respectively, based on an in
vivo study in rat and a comparative in vitro dermal
penetration study using rat and human skin.
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555 7o t¥ I F (Propyzamide)

EU

(P-EU-555-6502/V1/99-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

questions, E1 - Plant health

Review report for the active substance propyzamide, 6502/V1/99-final (2003)

ZOREEZFMETIBRIEBNTHRBENEBEER T FRA b3 Appendix It
B STV D,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:

Distribution:
Potential for accumulation:
Rate and extent of excretion:

Toxicologically significant
compounds:

Metabolism in animails:

Acute toxicity

Rat LDg; oral:

Rat LDg; dermai:
Rat LC4g inhalation:
Skin irritation:

Eye irritation:

Skin sensitization (test method used
and result):

Short term toxicity
Target / critical effect:

Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Qverall conclusion based on excretion data;
approximately 80%

Most tissues

{Low

55% in faeces and 40% in urine within 8 days

Only relevant for plants: Propyzamide is the only
significant compound

Extensive, 20 metabolites, 13 characterised

>5000 mg/kg body weight

>2000 mg/kg body weight

>2.1 mg/l air

Slightly irritating

Not irritating

Non-sensitiser (Magnusson and Kligman
Maximisation test; negative)

Affected liver, increased adrenal weight, pituitary
hypertrohpy

200 ppm (12.3 mg/kg bw)

No studies performed; not required

No studies performed; not required

All studies performed gave negative results
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Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:

Carcinogenicity:

Reproductive toxicity
Target / critical effect - Reproduction:

Lowest relevant reproductive NCAEL
/ NOEL:

Target / critical effect -
Developmental toxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data
Summary

ADI:

AOEL systemic:

AOEL inhalation:
AQEL dermal:
ARTD (acute reference dose):

Dermal absorption

Liver, thyroid, ovaries, testes

200 ppm (8.5 mg/kg bw)

Thyroid follicle cell adencma. benign Leydig celi
tumours in rats and liver tumors in mice

No effect on reproduction parameters

200 ppm (17 mg/kg bwiday) in rat, based on
decreased bw and microscopic changes in liver,
adrenals, thyroid and pituitary in F1 and F2 in the
multigeneration rat study

No effect on developmental parameters

Dams: 10 mg/kg bw/day in rabbit, based on liver
effects

Embryo: 31.6 mg/kg bwiday based on abortions and
late resorptions at maternally toxic doses

No studies performed; no studies required

L]

Hormonal changes affecting the pituitary-testicular
endocrine axis

Iﬁo information available; not required

Value Study Safety factor
0.085 mg/kg-bw |Rat 2 years 100
{Bailey -90)
0.08 Rabbit, 100

developmental
study, 80%
correction factor

mg/kg-bwiday

Not allocated

Not altocated

Not aliocated -
(not required)

[17 % (high conc.), 19 % (low conc.)
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559 Fu~IY¥ A h v L (Prohexadione-calcium)

EU

(P-EU-559-7475/V1/99-final)
European Commission, Directorate-General Health & Consumer Protection,
Directorate E - Public, animal and plant health, Unit E1 Legislation relating to crop

products and animal nutrition

Review report for the active substance prohexadione-calcium, 7475/V1/99-final (2000)

COREEZFMTHIBRBIIBVWTHERINCRVEERT  FRA MY Appendix I iZ
BEIN T3, (EXITiT Appendix T DERAF72 L)
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596 X%V . (Bentazone)

EU

(P-EU-596-7585/V1/97-final)

European Commission, Directorate-General Health & Consumer Protection,
Directorate E - Public, animal and plant health, Unit E1 Legislation relating to crop
products and animal nutrition

Review report for the active substance bentazone, 7585/V1/97-final (2000)

CORELZFIMT IBRBICBVTHRINEROVEERT Y RARA > M3 Appendix I 12
BE I T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: high bioavailability, (about 80 %}

Distribution: generally low residues; highest level in Kidney
Potential for accumulation: no potential for accumuiation

Rate and extent of excretion: rapid excretion (> 90 %, urine; 1 -4 % faeces in 24 h)

Toxicologically significant compounds: | parent compound

Metabolism in animals: 10 % metabolised; parent compound predominantly
excreted and small amounts of metabolites 6-OH-
bentazone and 8-OH-bentazone

Acute toxicity

Rat LDsgg oral: 1400 - 1800 mg/kg bw
Rat LDg dermal: > 5000 mg/kg bw
. Rat LCs inhalation: > 5.1 mg/i
Skin irritation: non irritant
Eye irritation: irritant
Skin sensitization (test method used sensitizer (M&K)
and result):

Short term toxicity

Target / critical effect: Biood (prolonged blood coagulation time, diminished
hematocrit , reduced haemoglobin); liver and kidney

Lowest relevant oral NOAEL / NOEL: |400 ppm (13 mgikg bw/d), 1 year dog study,

Lowest relevant dermal NCAEL / 1000 mg/kg bw/d, (21-day rabbit dermal study)
NOEL:

L owest relevant inhalation NOAEL / not required

NOEL:
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Genotoxicity

no genotoxic potential

Long term toxicity and carcinogenicity
Impairntent of blood coagulation; effects on liver and

Target / critical effect:

Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity
Target / critical effect - Reproduction.

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADI:
ACEL systemic:
ACEL inhaiation:

ARID (acute reference dose):

Dermal absorption

kidney

200 ppm (10 mg/kg bwid), 24-month rat study

no carcinogenic potential

reduced pup weight at parental toxic doses

200 ppm (14 mg/kg bw/d), multi generation rat study

no teratogenic potential

100 mg/kg bwid {rat)

no relevant effects

8-0OH and 8-OH-metabolites; less toxic then parent

compound

no concern

Value Study Safety factor

0.1 mg/kg bw/d 24-month rat 100
feeding study

0.13 mg/kg bwid |1 year dog 100
feeding study

not refevant

0.25 mgikg 90-day rat 100
feeding study

2%
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597 L5 4 A% Y (Pendimethalin)

EU

(P-EU-597-7477/V1/98-final)

European Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance pendimethalin, 7477/V1/98-final (2003)

COBREZTMT IBRBIIBVWTHRBINCROEERT L NRA > b2 Appendix I iZ
BEREh TN D,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption: 57%, based on biliar excretion

Distribution: Widely distributed

Potential for accumulation: No potential for accumulation

Rate and extent of excretion: Rapidly excreted: about 22 % via urine and 75 % via
feces within 96 hours

Toxicologically significant Parent compound

compounds:

Metabolism in animals: Extensively metabolized; mainly oxidation of the
4-methyl group on the benzene ring and the N-
alkyl side chain of the dinitro-substituted analine

Acute toxicity

Rat LDsgg oral: > 5000 mg/kg bw

Rat LDsg dermal: > 2000 mg/kg bw

Rat LCsp inhalation: > 320 mg/l

Skin irritation: Non-irritant

Eye irritation: Non-irritant

Skin sensitization (test method Sensitizing (M & K} (R43)
used and result):

Short term toxicity

Target / critical effect: Liver; thyroid (rat)

Lowest relevant oral NOAEL / 90d rat: 500 ppm (41.3 mg/kg bw/d)
NOEL:

Lowest relevant dermal NOAEL / No data, no study required

NOEL:

Lowest relevant inhalation NOAEL / | No data, no study required
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NOEL: |

Genotoxicity

No genotoxic potential

Long term toxicity and carcin

ogenicity

Target / critical effect:

Liver; thyroid {rat)

Lowest relevant NOAEL:

2yr dog: 12.5 mglkg bwi/d

Carcinogenicity:

Thyroid adenomas in rats at MTD (not relevant

for humans)

Reproductive toxicity

Target / critical effect -
Reproduction:

Reduced number of pups at parental toxic doses

Lowest relevant reproductive
NOAEL / NOEL:

80 mg/kg bwiday

Target / critical effect -
Developmental toxicity:

Apparently developmental toxicity at
maternotoxicity dose level (rabbit study)

Lowest relevant developmental
NOAEL / NOEL:

60 mg/kgbw/day

Delayed neurotoxicity

Not relevant

Other toxicological studies

Mechanistic studies showing imbalance in thyroid
Hormones homeostasis as basis for thyroid
tumors in rat

Medical data

There has been no evidence of adverse health
effects during the manufacturing process and,
once again, no evidence of sensitisation to the
product whether exposure occurs via the skin or
respiratory tract. No incidents of symptomatic
poisoning have occurred, despite instances of
overexposure to pendimethalin, due to its low
intrinsic toxicity.
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Summary

ADI:

AOEL systemic:

AOEL inhalation:
AOEL dermal:

ARfD (acute reference dose):

Dermal absorption

Value Study Safety factor
0.125mg/kg dog, 2yr study {100
bw/day
0.234 90 days dietary| 100
mg/kgbw/day study in rats

(57% oral

absorption)

not allocated

not allocated

not allocated

About 10 % in 24 h (in vivo, rat)
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616 ~ LA Bt F7TF (Maleic hydrazide)

EU

questions, E1 - Plant health

(P-EU-616-SANC0/10501/2002-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance maleic hydrazide, SANCO0/10501/2002-final (2002)

Z DREEFHET SRRV THER

e

BEIhTna,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:

Distribution:

Potential for accumutation:

Rate and extent of excretion:
Toxicologically significant compounds:

Metabolism in animals:

Acute toxicity

Rat LDsg oral:

Rat LDs; dermal:

Rat LCy; inhalation:

SKin irritation:

Eye irritation:

Skin sensitization {test method used
and resuit):

Short term toxicity
Target / critical effect:
Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOQEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

ENTERBEERT Y FFRA M Appendix 't

-
L

Rapid, approx. 90% basad on urine and biliary
excretion

Widely distributed.

No evidence of accumulation

Rapid, approx. 90% within 24 hours, mainly via urine

Parent compound in mammals, plants and
environment

Moderate, 45-58% excreted as parent compound,
remainder as conjugate

> 5000 mg/kg bw

> 5000 mg/kg bw (rabbit)

> 4 mg/l, dust, nose oniy (4 hours)

Not irritating.

Not irritating.

Not sensitizing (M&K test and Buehler test, S
applications)

Liver, thyroid, reduced body weight gain (dogs)

1y dog: 750 ppm (25 mg/kg bwiday)

21 days rat: 1000 mg/kg bw/day

No data - not required

Weight of evidence suggests no genotoxic concern
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Long term toxicity and carcinogenicity

Target / critical effect:

Reduced body weight

Lowest relevant NOCAEL:

2 y rat: 25 mg/kg bwiday

Carcinogenicity:

No carcinogenic potential

Reproductive toxicity

Target / critical effect - Reproduction:

Reduced weight gain in pups at parental toxic doses

Lowest relevant reproductive NOAEL /
NOEL:

10,000 ppm (550 mg/kg bv/d)

Target / critical effect - Developmental
toxicity:

Equivocal increase of supernumerary 14" ribs at 1000
mg/kg bw/d against a high background incidence
(rats, no classification needed)

Lowest relevant developmental NOAEL
/ NOEL:

300 mg/kg bwi/d (rats)

Delayed neurotoxicity

No data - no concern from other studies.

Other toxicological studies

No data.

Medical data

No effects to personnel in manufacturing plants.
Some incidents in tobacco workers which are however
not believed to be caused by maleic hydrazide

Summary

Value Study Safety factor
ADI: 0.25 mg/kg rat, 2 yr study [100

bw/d
AOCEL systemic: 0.25 mg/kg dog, 1yr study |100

bw/d

AOQEL inhalation:

Not relevant

AQEL dermal:

Not relevant

ARTD (acute reference dose):

Not allocated -
not necessary
as not acute
toxic nor toxic
o reproduction

Dermal absorption

22-38% (in vivo male and female rabbits, 24 hours)
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631 AXTFF%I)L—M (Metalaxyl-M)

EU

(P-EU-631-SANC0/3037/99-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

questions, E1 - Plant health

Review report for the active substance metalaxyl-M, SANCO/3037/99-final (2002)

COBRERFMTIBBICBVWTHRINEEBEERT  RARA 2 b2 Appendix T2

BEIhTW3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:
Distribution:

Potential for accumulation:
Rate and extent of excretion:

Toxicologically sighificant compounds:

Metabolism in animals:

Acute toxicity
Rat LDsg oral:

Rat LDsg dermal:
Rat LCx inhalation:
Skin irritation:

Eye irritation:

Skin sensitization (test method used
and result):

Short term toxicity
Target / critical effect:
Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

- high bioavailability (100%) within 24 h

-uniformly distributed

No evidence for accumulation

Rapid and extensive (95-100%) within 72h; urine
{approx.50%}) within 24 h;slightly higher urinary
excretion for females-

Parent compound. Metabolites in plant and soil are
less toxic.

Complete metabolism via ether demethylation,
aromatic methy! oxidation, ester demethylation,
hydroxylation meta position of phenyi ring, conjugation
to glucuronides and sulphates

Male : 953 mg/kg bw
Female: 375 mg/kg bw Xn, R22

>2000 mg/kg bw

>2.29 mg/l (4 hours, nose-only, aerosol)

Non irritant

lrritant, R41

non- sensitiser (M&K and Buehler tesis)

Liver (rat and dog); red blocd cells (dog)

- 90-day, 6-month. 1-year & 2-year dog : 250 ppm {
8mgrkg bwid)

21 day rat / rabbit studies : 1000 mg/kg bw/d ;
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Lowest relevant inhalation NOCAEL 7
NOEL:

Genotoxicity

No relgvant data: not required

- no genotoxic potential

Long term toxicity and carcinogenicity

Target / critical effect:
Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:

Lowest relevant reproductive NOAEL /
NOEL:

Target / critical effact - Developmental
toxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Liver (increased liver weight and ALT in female rat)

—2-y rat: 250 ppm (10 mg/kg bwid}

No- carcinogenic potential

No reproductive effects at parentally toxic doses

1250 ppm (58 mg/kg bw/d) -

No developmental effects at maternally toxic dose
levels

Rat: 250 mg/kg bw/d

No data. not required

Metalaxyl is an inducer of xenobiotic metabolising
enzymes in liver, lung and kidneys.

Toxicity of metabolites:

GA 1083905 (plant and soii)

CGA 62826 (soil and rat)

CGA 107955 (rat)

Overall oral LB50 >1000 mg/kg bw

NOAEL 28 day rat study: > 200 mg/kg bw/d
{n vitro bacterial genotoxicity: negative

Additional in vitro mammalian cells and CA studies for
CGA 108905 are negative

Metalaxyl-M : new active ingredient, fimited data -
- Metalaxyl : no detrimental effects on health in
manufacturing personnel

670




Summary

ADL

AOEL systemic:

AOEL inhalation:
AQEL dermat:

ARFD {acute reference dose):

Dermal absorption

Value Study Safety factor
0.08 mg/kg bw/d |-dog, 90-d, 6 100
mth, 1 and 2-y
studies
0.08 mg’kg -dog, 90-d, 6 100
bwid mth, 1 and 2-y
studies

Not required

10%: (40% rat in vivo, 4X correction for in vitro human

data)
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660 Y ==uvu> (Linuron)

EU

(P-EU-660-7595/VI/97-final)

questions, E1 - Plant health

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

Review report for the active substance linuron, 7595/V1/97-final (2002)

ZOBREEFFET IERIIBVTHBINZREVEERT L FARA > +% AppendixIT i

‘EEh T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absomption:

Distribution:
Potential for accumulation:

Rate and extent of excretion:

Toxicologically significant compounds:
Metabolism in animals:

Acute toxicity
Rat 1 D oral:

Rat L Dsp dermal:
Rat1LC,, inhalation:
Skin imtation:

Eye imtation:

Skin sensitization (test method used
and result);

Rapid and almost complele (>80% based on urinary
excretion and comparison of ufinary and faecal
metabolites).

Widely distributed.

Low -possibly some evidence of accumulation in
subcutaneous fat at high doses.

Rapid-majonty of radioactivity eliminated mainly via
urine for the low dose (iotal elimination in excreta 72-
82% within 48 hours).

Parent compound plus metabolites.

Extensive-only a small amount of parent compound
detected in faeces (but 27% of radioactivity
uncharacterised). Metabolism involves demethylaiion,
demethoxylaion, phenyl oxidation and conjugation.

1148 and 1508 mg’kg bw for males and females,
respectively.

> 2600 mg'kg bw.

> (3.849 mg/litre {maximum achievable concentration).

Slight to moderate imitation.

Slight iritation.

Negative (Buehler)
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Short term toxicity

Target / critical efiect:

Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

L owest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Red blocd cells/haemolytic effects, methaemoglobin
formation and haemaosiderin deposition.

0.9 mg’kg bw/day (90-day and 1 year dog studies).

30 mg/kg bwiday (rat, 21 day exposure).

0.08 mylitre of air (a clear NOEL at 0.013 mg/litre)

Negative in standard in vitro and in vivo assays.

Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity
Target / critical effect - Reproduction:

{ owest relevant reproductive NOAEL /
NOEL:

Target / critical effect - Developmental
toxicity:

{ owest relevant developmental NOAEL
I NOEL:

Delayed neurotoxicity
Other toxicologiéal studies

Medical data

Red blood cells, reproductive organs, endocrine
system’haemolytic and hormonal effects.

LOEL: 1.3 mg/kg bw/day ( 2 year rat study}.

Rats: Leydig cell adenoma, uterine adenocarcinoma
and ovanan tumours.
Mice: Hepatocellular adenomas.

Reproductive effects at doses inducing parental
toxicity.

0.8-1.0 mg/kg bw/day.

Fetotoxicity at doses inducing matemal toxicity.

10 mg/kg bw/day (rabbit study}).

No indication in standard short term and fong temm
studies

Hormonal investigations-evidence for weak
antiandrogenic activity.

No toxic effects reported in plant personnel.
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Summary

Value Study Safety factor
ADI. 0.003 mgikg 2-year rat study | 500
bwiday
AQEL systemic: 8.009 mg'kg 13 & 52 week 100
bwiday. dog studies (oral
absorption
>90%).
ARSD (acute reference dose): —0.03 ma! kg Rabbit 200
bwid developmental
toxicity
Dermal absorption i vivo rat data and in vitro data for rat and human
epidermal preparations are now available.
Absorption values of 0.5% for the concentrate and
3.0% for the in-use dilution are considered appropriate
based on these new data.
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k031 7T AXNT7ul (Azimsulfuron)

EU

(P-EU-k031-7591/V1/97-final)

European Commission, Directorate General for Agriculture, DG VI-B.II-1

Review report for the active substance azimsulfuron, 7591/VIL/97-final (1999)

COREZHETI2BERIIBVWTHRBENTLRVEER T FARA 2 b2 Appendix T iZ
BEIN T3, (FE3XIZE Appendix I OFATZ2 L)
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k252 = Fr=>F /) (Cinidon-ethyl)

EU

(P-EU-k252-6498/V1/99-final)

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

questions, E1 - Plant health

Review report for the active substance cinidon-ethyl, 6498/V1/99-final (2002)

IOREZFHHTIBRBIIBWTHRINZELEERT L NRA » b3 Appendix I
BEHIh T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

Rate and extent of absorption:

Distribution:
Potential for accumulation:
Rate and extent of excretion:

Toxicologically significant compounds:

Metabolism in animals:

Acute toxicity
Rat LDsgp oral:

Rat LDsp dermai:
Rat LCsp inhalation:
Skin irritation:

Eye irritation:

Skin sensitization (test method used
and result):

Short term toxicity
Target / critical effect:

Lowest relevant oral NOAEL / NOEL:

Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NCAEL /
NOEL:

-
—

Limited but rapid absorption (Up to 30% based on
urinary and biliary excretion.)

Widely distributed into organs and tissues.

No potential for accumulation.

Rapidly excreted (up to 95 % within 72 h}
(Approximately 19 % in urine and 74 % in faeces)

Parent and metabolites.

Extensively metabolised.

LDsp >2200 mg/kg bw

LDsp >2000 mg/kg bw

LCsp > 5.3 mg/t

Not irritating to skin (rabbit).

Not irritating to eyes (rabbit).

Skin sensitiser. (Magnusson and Kligmann adjuvant
assay but not in Buehler test).

Liver, Kidney and red blood cells (rodents only).

5 mg/kg bwrday in 20-day feeding study in dogs or
1 mg/kg bw/day in 1 year feeding study in dogs

1000 mg/kg bw/day in 28-day rat study

Mo study provided. Not required.
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Genotoxicity

No genotoxic potential.

Long term toxicity and carcinogenicity

Target / critical effect:

Lowest relevant NOAEL:
Carcinogenicity:

Reproductive toxicity

Target / critical effect - Reproduction:
Lowest relevant reproductive NOAEL /

NOEL:

Target / critical effect - Developmental
toxicity:

Lowest relevant developmental NOAEL
I NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

Summary

ADE

AQEL systemic:

ARID (acute reference dose):

Dermal absorption

Liver, kidneys (chronic nephropathy} and secondary
changes in parathyroid gland (rat).

100 ppm (5 mg/kg bwiday) in 2 —year dietary study in
the rat.

Liver and parathyroid gland tumours in rats.

Reduction in pup body weight and body weight gain in
rats.

500 ppm (51 mg/kg bwiday}

No developmental toxicity or teratogenicity.

1000 mg/kg bwiday in rat developmental toxicity
study.

No data required. No concerns identified from other
studies

In mechanistic studies:

i) It showed no initiating potential for GST-P
positive foci in the fiver,

ii} In S-phase response studies in the rat liver, it
induced a reversible selective increase in cell
proliferation mainly in perivenous areas of the liver.

Limited data. New compound.

Value Study Safety factor
0.01mg/kg 1-year dietary 100-fold
buiday study in dogs

Short-term 13-week dietary | 100-fold with
AOEL 0.02 study in dogs correction for
mg/kg bwiday oral absorption

Not allocated. Not considered necessary.

2 % dermal absorption estimate determined from

in vivo rat study.
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k635 HT7 LA 712 (Foramsulfuron)

EU

(P-EU-k635-SANCO/10324/2002-final)

Furopean Commission, Health & Consumer Protection Directorate-General,
Directorate E - Food Safety: plant health, animal health and welfare, international
questions, E1 - Plant health

Review report for the active substance foramsulfuron, SANC0/10324/2002-final (2002)

COREZFHETIBRBIIBVWTHRRINTERELEERT Y FRA > b2 Appendix I}
BEIh T3,

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

-
—

Rate and extent of absorption: Approx. 20 % absorption within 48 h (bile-fistulated male
rats, low dose)
Distribution: initiaily wideiy distributed; highest residues at 30 h post

application in liver and kidney (low dose), and in thyroid,
adrenals, liver, female gonads and eyes (high dose);
levels generally low at 72 h.

Potential for accumulation: No evidence

Rate and extent of excretion: 2 95 % within 48 h (5.6 % via urine, £9.6 % via faeces, low
dose)

Toxicologically significant compounds: Parent compound

NMetabolism in animals: Limited, > 75 % excreted as parent, N-deformylation or

cleavage of sulfonylurea bridge

Acute toxicity

Rat L.Dsgg oral: > 5000 mg/kg bw

Rat LDsg demal: > 2000 mgrkg bw

Rat LCsg inhalation: > 5.04 mg/ (4-h, nose-only)
Skin irritation: Not irritating

Eye irritation: Not irritating

Skin s)ensitization {test method used and Not sensitising (M&K test)
result).

2.8.3 Short term toxicity

Target / critical effect: Unspecific effects: decreased body weight gain and food
consumption
Lowest relevant oral NOAEL / NOEL: Rat 28-d;. 5000 ppm (434 mg-’kg bw/d)

Lowest reievant dermal NOAEL / NOEL: Rat 28-d: > 1000 mg/kg bw/d

Lowest relevant inhalation NOAEL / NOEL.: | No study required

Genotoxicity Weight of evidence suggests no genotoxic concern
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Long term toxicity and carcinogenicity

Target - critical effect
Lovest relevant NOAEL.
Carcinogenicity:

Reproductive toxicity

Target / critical effect -
Reproduction:

Lowest relevant reproductive NOEL:

Target / critical effect -
Developmental toxicity:

Lowest relevant developmentat
NOAEL / NOGEL:

Delayed neurotoxicity

Other toxicological
studies

Medical data

Summary

ADL
AOCEL systemic:

AQEL inhalation:
AOEL dermatk:
ARID (acute reference dose):

Dermal absorption

[None

Rat 2-yr oral: > 20000 ppm (> 849 mg'kg bwid)

No carcinogenic potential

No reproductive toxicity observed.

Rat. > 15000 ppm (> 1038 mg'kg bwid)

No developmental toxicity observed.

Rabpit. > 500 mg/kg bwid
(NOEL matemal toxicity, rabbit: 50 mg/kg bwid}

No study required. No structural relationship to neurcfoxic
substances and no evidence of neurotoxic profile in the submitted
toxicological studies.

No studies required; tow toxicity with non-specific profite, no plant-
or soil-specific metabolites dentified.

New developed substance; no reports of adverse effects on
human health.

alue Study Safety factor

0.5 mg/kg bw | Rabbit, developmental study 100

0.1 mgtkg Rabbit, developmental study 100

bwid [corrected for 20 % oral fx 20 %)]
absorption]

Not allocated

Not allocated

Not allocated. Not necessary

Rat invivo). <2%
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k653 A =71y (Mecoprop)

EU

(P-EU-k653-SANC0/3063/99-final)

questions, E1 - Plant health

Review report for the active substance

European Commission, Health & Consumer Protection Directorate-General,

Directorate E - Food Safety: plant health, animal health and welfare, international

mecoprop, SANCO/3063/99-final (2003)

ZDBRELFMTHBRITBVTH
BEshTw3,

BINEHRVEERT Y FRA M3 Appendix I

1 Toxicology and metabolism

Absorption, distribution, excretion and metabolism in mammals

o
—

Rate and extent of absorption:

Rapid, > 90% based on urinary and biliary
excretion

Distribution:

Widely distributed

Potential for accumulation:

No potential for accumulation, highest residues in
fat after 8 days

Rate and extent of excretion:

Rapid, approx. 80% within 48 hours, mainly via
urine (81%)

Toxicologically significant
compounds:

Parent compound in mammals, plants and
environment.

Metabolism in animals:

Limited, about 45% excreted as parent. Main

metabolic step: hydroxylation

Acute toxicity

Rat LDz oral:

1166 mg/kg bw

Rat LDsg dermal:

> 4000 mg/kg bw

Rat LCgy inhalation:

> 12.5 mg/L (dust, nose only)

Skin irritation:

Irritating (24 hours)

Eye irritation;

Severely irritating

Skin sensitization (test method

Not sensitizing (M&K test and Buehler test, 9

used and result):

applications on mecoprop-P)

Short term toxicity

Target/ critical effect:

Kidney (increased weight, clinical-chemical
changes), liver (increased weight, enzyme
induction)

Lowest relevant oral NOAEL /

Overall NOAEL

NOEL:
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Lowest relevant dermal NOAEL /
NOEL:

Lowest relevant inhalation NOAEL /
NOEL:

Genotoxicity

Long term toxicity and carcin

Target/ critical effect:

Lowest relevant NOAEL.:
Carcinogenicity:

Reproductive toxicity
Target / critical effect -
Reproduction:

Lowest relevant reproductive
NOAEL / NOEL:

Target / critical effect -
Developmental toxicity:

Lowest relevant developmental
NOAEL / NOEL:

Delayed neurotoxicity

Other toxicological studies

Medical data

90-d rat, dog: 4 mg/kg bw/day

No data - not required

No data - not required

Weight of evidence: no genotoxic concern based
on in-vitro and in-vivo studies on mecoprop and
mecoprop-P

ogenicity

Kidney {increased weight, chronic nephropathy),
liver {increased weight, enzyme induction)

2-y rat: 20 ppm (1.1 mg/kg bw/day}

Overall no carcinogenic potential refevant for
humans, (but increased liver tumour incidence in
female mice at highest dose tested in study on

mecoprop-P)

Reduced weight gain in pups at maternal toxic
dose

Rat: 100 ppm (10 mg/kg bwiday)

Rat: decreased pup weight and skeletal variations
at maternal toxic doses

Rat: 50 mg/kg bw/day

No data — no concemn from other studies

Studies on immunotoxicity indicate indirect effects
related to a stress-induced release of steroid
hormones from adrenals

Cases of acute poisoning have been reported.

Available epidemiological data are inadequate for
determining an association between exposure
and cancer in humans
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Summary

Value Study Safety factor
ADI: 0.01 mg/kg bwiday |2-y rat 100
AQEL systemic: 0.04 mg/kg bw/day |90-d dog and | 100
rat
AQEL inhalation:
AQEL dermail:
ARTD (acute reference dose): not allocated — not
neccesary
Dermal absorption 20% based on in-vivo rat study on mecoprop-P.
{Residues in skin included)
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41 7 I bFF X (Amitraz)

EU

(A-EU-41)
The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Amitraz. Summary report (2) (1997)

BARETIE, 7y PRIV AZAVEZAMEERROT I PRI X 5541 DE
ENGEBETHD, 7y FBLXU=TRIZBIT S LD50 EIX. £HFH 400~938 mg/kb
AE L > 1600 mg/kb KETH D, 7 P TIIRABDOT I b7 XOFMHITEW (LC50
i3 65 mgD), 73 b7 XAREICIZEMEEHERITIL, BRCHEEMITE, CNS il
ERIETHRH 5,

TUA Ty b AXERANWTT I T RERELCEBEROBHRROLZ T, &
LbEELRMERTH S CNS il 2BEZHIE, A1 XTHRLEWE D THS (NOEL iX
0.25 mgkg RE/R), 7 I b7 XREWICET D EIBHEFMERBR TIZ. BTS 25369 12X 3
FEHITIEI D NITEVDIZH LT, TABEN—XTO BTS 27271 I & &M ITHILED
LRETH D,

Ty FERAVIEAREREERR (1#RL 3HR) BRUT v e v FRERWIEFEYE
RRTIZ, BEMOBEHAET. 7I M7 XA X2 FHRBERER L UNESHOLEFER
~DEERH NI, T I M AL HEFHEOF IR SN2 o7, BEBHIC
B9 5272 NOEL iX. 1.5 mg/kg K&E/R Th o7z,

BEENH A ¥ T2 in vitro B K Win vivo TOERFEMRR TII. 4 R BEEFHICET
DFHMEEBEBRAVLNTEN. T I M I XL ZORFDICLIERREEIT VWAL ENT,
TUABLTT vy FEAWET I M7 BT BEAMERRTIE, BRERXRWERRZE
iz (AR Y ATHLNIFRIREEREERDO ERIX. b FORE~DEE L [ TRHEHN
2NWEEZ LN,
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BURT T 4TI LTT7 I hTX0.0625 £72130.125 mgkg FEXEEHRES LT
EEREMESL o 24— —FHEBRTiX, NOEL X 0.125 mg/kg BE TH A 5 LBRESH
7o

4 X%V iz 2 ERIRBRTHA LN 0.25 mekg KE/B © NOEL, 3 & 42445 100 i
ST, ADI X 0.003 mgkg AELREEND, ZDADLIX, RUEET —FIZES
WT JMPR (1984, 1990) 238RE L7z ADIIZXIET 5,
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123 A%V Y=y 7 (Oxolinic acid)

EU

(A-EU-123-EMEA/MRL/501/98-FINAL)

The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Oxolinic acid. Summary report (1) (1998)

BREBMIRT 24X YY) = 7 BOBMBEIIE,» -7, Bk~ v RICRiT28H8R&0
LDsofEIE. 1890 mg/kg BEM S 6000 mg/kg EEL LO&HHETH 5, FAEFEBHITHT
HREEEITIb-o LE. SR O LDsofEIX 128 me/kg K& (v Y R) 225 573 mg/kg
*hE (v ) OEHETH-,

FeRAWC 6 y AHRBROBREN Rt I N, ZORBRIIMEETE HMEENITo
Tl BELEEEF LT TRy, ZO/R, TOFROZEHITRD LN
BNTHAHH, bo LF LA GLP ITIZ I TIC/T i 7238k TiX. Sprague-Dawley
FT7y FEAWTAX VY=o JE 125, 250, 500 mg/kg RE/BOERRO®REG % 13
ARIC=>TITo7=, NOEL X 125 mg/kg AEH/B Th o7z, HAET. ErRFHD
i EBE, SIB) BLUKERMOMNEIIRESh ., BEx OBYICETET—F
REHINLTE LT, B TRICEBREFREI TN DX 15 OE&EECHERD ST
HoT,

E— I ARERANZG »r AERBRBITON TV AR EETE AMEZENTo TIXB LT,
ML LIZEEBITOhA TWWeofz, ZORER, TOFRROZUMEIIRDLNRZNTHA
9o b2 EF LUV GLP ITITEERETI2fT b7z 13 » A HI5RB2 TiX.NOEL iX 125 mg/kg
EKE/RTHIEREIN, LELEBL, A XOFRIIRESINTELT., Hx 08
T35 -2 bREINTRLT. KTROBHOREGIThATWied o, B
EHOMEICIT., THERBLICERESN o7, RBRRAKKFIC3I y ABThHo ' —
TNKEAWVWT 100 B LT 500 mgkg AE/H 25 Lz 14 BERBRI TN -, NOEL
IREEN2hoTz, ZORBROAMLREEOMBREICIL, FEE, RHEE. MTEKS
IRb o, WEFHRETIX. FTEREEEHOREOEIRD b,
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¥ A X OBIEEE BT 5 NOEL 28 E+ 57ic, GLP ICHER L Hic R BRBnE
mEhiz, 3 y Ao —27 VKR (2 BHMRAE) #AWT, XYV =y 78 0. 2.
10. 50 mg/kg AE%* 4 BfICO-> TERREOKREG Lz, AT R, REICEHETIER
Bix, FEELZEIBRE~OERBRIA LN, BEHEICXNTIREICERTE
Flid. 50 mglkg KEE TOVWTROMAETH MRS IIBMEICBB SR b o7,

7 v AW I HREFEEMERRTIL, 3 FEREZHEE Lk, 85 &1 20, 40, 80 mg/kg
BE/BTHoT, FEYODOECTRIL, T XTOREHTHAE 1 BRAUNICER Lk, BESL
HOFHMOEFRIT, $NTORERTHEEIZETL W, IO L2828 %2k
LUE IREMHRNTEL LT, HRBELZZTDITNTORT, HIRFIIHFEITEI-
2o ZO LIeEROBHEZRD DL BORRBER S NIz, TORRITT 0 24— —
THA L THY, REBOBBYNOAEITNIFEY L IEREHEPCAEENIFEDER
R&ghk, ZORRTHL, FFHOREERD LENBEE Iz, NOEL IIFRE SR>
oo TNDLORBRNOIT, ARELIIARDERE~OEENH D ATREEICEAL T, &k
18D ZLIIARTETH o,

GLP IZ#EH L 7-RER TIX. TS L UCIHRRAE~DEE LRI 5720, 24 TLHERY
FAROAZRBEICART v MEHAWT, A%V Y=y 780, 2. 10, 50 mgke KEARY
FRARS Lz, T A~NOBREIXERD 64 B TH o7z, R ITHRBRKETRICHBKR L.
ATRBBLUB T IV OBEBEREEL{ToT. A A~OREIIZRERO 15 BEE L,
FTD%., FHRET7 Y b 12 LT O0IIHTE, B1O0HIFETRBETESL, 0
% 15 BREICHFEORZT o7, F 2 OHIIERNRE L. BASEI TFEmEsWE &
. ERRHEED. FEOMORECETIHELE=F— Lz, FRAERIAROZH
B, B BCE, FEIMORERREFICNTIHAEREEIIR» o7,

DYX, v VA, Ty MERWBEFEERBRYEERE SN, New Zealand White ¥ ¥ ¥
ZRAWT, HE6 HEXH 18 RAETO, 50, 200 mg/kg AE/AEZEREN (GAH]) #
EL7, 2 0D0ORBRTIX. New Zealand White V¥ ZAWT, #k6 BEXH 18 A
B ¥ TO0. 50, 100, 200 mg/kg KE/RZEHED (&) &E L7z, ZThbDORRTIL,

WThORETHRESEME, BamE. RESEEZRIHMIA AR »o7, CD1 <=
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DRERWT, HR7TAENS 16 ABETO. 45.5. 205 mg/kg AE/AHY 2 AEHES
L7z, 205 mg/kg (AE/A TREMOEERDBH LN, BHFAEEIIBREN LT
THHIWTHORAETHA LN T, BEEMICE T 5 NOEL i 45.5 mgkg AE ThH -
pral

7y hERWETEERR 2 X ER Shz, RPORRTIX. Carworth CFN F v +
FRAWT.EE6 BANS 156 BEETO, 21, 42, 75 mgkeg AE/AE Y 2 RERE L1,
42 B X' 75 mg/kg FE TRBPDOEKEMIMIMENA SN, 75 mg/keg KE TRINERS k
FLER, WTFNORETHEHFEELZ RIIIIL RN o7, 2 2HOREBRTIL.
Sprague-Dawley 27 v h&BAWT, 4k 6 H B 5 15 B B £ T 0. 50. 100, 200 mg/kg
HE/AMYEZERRD (F&H) ®5 L7k, 200 mgke KRE/B CREMW OEEEMOIH
BHho, TORETRRNROFEREF L ONZN, BAEEEL TTIERIIAOH
Rinote, 7y TR, BEBIUHRIEEMHICET S NOEL 1. ThEh 21 BIUV 42
mgkg KB TH o7z, ZThHDRRIL, BMBORTHBREDOT A RIA ITIXEHRLT
BoT. Bx0RBERICET 7T - bREIRTWRVWE, X VY =y JBICESH
RN LI LNTTRENT,

ERFEMRBROIZ LA CIIHEICEBEN TRV . GLP KESWTWS, Zh b ORI,
BEFRARERICETS in vitro MERER. SLEOMKEE AV -BEFEALERICET
% in vitro &k (V79 #A3. HPRT BEFHE). & b Y > /38Kk%& AV 7z in vitro SE T HIS
#r. 7 v MTHBEEZ RV e in vitro REH DNA &/& (UDS) RHE (BUEIZEREh TV
2V, iIn vivo /MERBR Th o7, ThOLDTRTORBERIIRETH -7, EZAEY
ERVET v A THIEERPBONL L ORRALBELH DB, ThHORRTIEL
HRICETOIRERFMIAFTTE b ol, HIERFARRTIZ. BEREOA XYY
=y 7B DNABELSIERI L., ZRREEBENLEBET v NHEFEMRRIZB N T—
A8 DNA O#EME LTENE, ZORRICETEITF—ZRIFLACAFTETRELR
ATHY, LER>TZORROFMIIEHETHY . MERKREBDL I LIITERWN,
FHV) =y 7BRICEISERREIIRVW LRI,

ICRTYAERNT, A%V ) =9 780, 50, 150, 500 mg/kg Akl (Fh2h. # 2/

AZTO, 4.9/5.3. 15.2/15.7, 59.7/67.9 mg/kg KEIZHY) % 78 BRIz > TREER
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B LR RBEAOBFEERR TIX. BEEI 2o T, BIORBRTIX, Wistar 27 v b &
AWT, &% Y Y = 78 30. 100. 300. 1000 mg/kg A%t (ZnZh., FZ/ARTO,
1.1/1.3, 3.6/4.4. 10.9/13.2. 37.6/49.1 mg/kg AE/HIZ/HE) % 104 BRICH7/z> THREE
BELT, RERAEERSLEZART b TR, AX VI = IBIZLVIAT 4 ol
BB L OI7A7 4 v b HIBBFERAERICHEM Lz, BRELDEL2DFRTIR, =
NODEFEFRICIVREEHUAOEFREETEL I THD I L BNRINT, Wistar
%7y bERAWT, 0. 4.2, 43, 145 mg/kg RE/BAYOAX Y Y =y 7B REERE L
7= 104 BERBR TiX. 43 B LV 145 me/kg KETEBEHHEF LTS (LH) OMmBEREN
BEICER LA, 4.2 mghkg BETIIZIALNR» 272, WTHORARTHLT X b
AT 0 RESNDEBRIIZL LN 20T, SOLRARTIE. LH BEO LFIIR5FILE
XL CH#BRTHY | MBERER F— IV ERPEOREC I > THEIET Lz
AXYY =y 78I, F— I AEBEN L TRETE- TERRCEETAHAZ L TLHA
HOBERRBEFHERT D LEwmIN, T72bb, MELHBEELROBENKEET A
T4y eRIaEFERE L. BEEPE HIEERENRLEL S, LH ~0EE2 S, NOEL
¥ 4.2 mg/kg RE/B ThHo 7=,

XYV =v 78I, £ "NAEERE LTREZEVETHAEINLTWE, & NHEER
ELT, BEAERZAF X)) u  HFAPEOBERICRb>TWS, BEARIT 750
mg THY, 1B 2EERAFETS (BL* 25 mg/kg AH/BICARY), BEEEOMAK
WD D7D, MR IHRFBIUORAFOLE~DERIESTH S, BED 10~45%
WHEBEFROBRENH D, PHEMRRIIHTHER (KR, TR, L84k E) oREREk
HHEW, FIATE2T—FZ T3, & FORRBER~DERICET S NOEL BREINT
BOT., PREEREAOCERICE T IHERBFIIBLINA TN RY, Ty FBITA
ZIZRBWTHENZRFRSERRERAZHRTSITE. 50 mgkg KE/B2B2 5 HAEOHRE
BUETHoT, HEEDBRETIARKOHLIBRERETIZ., PREER~OERNE
CAEREIZRWTHA D EREREINT,

104 BRCOI>TFFY )=y 78 38 mg/kg KBICRESEART v FTRIAT

4 v CHBEDRE VICEET BEMAHSNER, 1~11 me/ke KE TIREMALS
NRhofzZl b, RERTH- TEA BEBETRELBREDOSVWAT A—ZIZHETS
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NOEL iz E-3W\WTHMSA ADI AR E SN, 104 BERBR TELNI-A4 R Wistar T v

FOMEFEEEEFLE (LH) ~OZEICET % 4.2 mgkg AED NOEL, BI W
TR 100 & AVT, BHEH ADI X 42 pg/kg AE (KE 60 kg Dt kTid 2520 pg)
ThdrEEHINT,

bt MNEENMEECRLEENH DT RTOMERICE L T, in vitro 2B B&/NIEHE
BIERE (MIC) OF—#RREENT, KFEDBITOWT, 10 BREALEIZX L T in vitro
TOHO MIC BDREINTZ, ROBEZEREP S THMEDIKBETHY . BERT T 4
T bR/ 10 REFIUERETRB L OHRKMEEET TEE LZHED in vitro
MICsold. ENEH 0.41 BL 043 pg/ml Thotz, BIORBRTEAABEI LB/ K
FBE 82 k% AV \Z3BA D in vitro TO MICsold. 0.38 pg/ml Th 7=,

CVMP A8 LT 3 EHR % AV T, MAMEH ADI 2 K0 X > 1B Lk,

RN A IOTANY z MIC < %
ROBEEOE ﬁiczzc R 2MICs, CF2 (g/m) x 1EOEEE 150m)

WABCFATEXIRODAEDEIS x b bOEKE (60kg)

ADI=
(1 g/kgEE)

EOR b, MEYFE ADLIZKRO L S CHEH IS,

04x1
—7—— x 150
= —— = 2, / i o) = 1 /e
ADI 07 % 60 Sug/kgfE Tbb 50ug/t b
LUFOMEEE AV i,

CF1=1 J\ZbLEBXMEOBEVREMBE (KIBE) T3 2 MIC50 Az, BIEED L Z 5,
¥ /v REANH T DBELRMWMET T R I FERTIERIZ A2V,

CF2=1 in vitro 75 in vivo ~DAEDEEICFI A TE 57— F i3\,

1 BOEFEHRDOEEIZ 150g ThoTz,

0.4= EMNBHE COMEDIIH LTHABTE IR 0DHAEDOSE,
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240 i~ b Y (Cyhalothrin)

EU

(A-EU-240-EMEA/MRL/699/99-FINAL)
The Eurcpean Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Cyhalothrin. Summary report (2001)

BROAREICL2BHERIIEL., VOB REE., TobbRmMtEE 2R A LS
BBV, Ty MBI YREFANTI B R VR Ao a TR LEEASD
# 0 LDsold., £ Eh 51~65 mg/kg AE, 37~62 mgkg FETH-7-,

7y MBLU Y RZAWVERERSHEHCET I ENLREMRRITOATEY ., Zh
SIZ00 BERR 1 BRIV AHRBAERBIVNS v AR, w7 X5 HAV- 28 HIE
AR1HTHS,

L AuA MUEYDORETH 2MRFENBE (HROKRE., B2 L) B, §3TTR
RUBBEEORBRTEREIN, Ty NIBITAHMRBREMICET S NOEL iX. 5
mg/kg K&/ R Th - 7c, FHBROBESEZEL AR E & O8N & BHE /MK OHM) 23,
MHBEBHEOFRAEL YV VEVAETHESN, 20D, 7y MIBITS NOEL I
0.45 mg/kg KE/B Th o7, 7 v MTiX, 28 AfEABR (NOEL /X 0.25 mg/keg AEH/H)
B I V90 BRI (NOEL IIKRRE) OWTFHTH, 10 mgkeg FROBREL~ALE T H
0.5 mg/kg AE/BET), KEHMOMENARICEEL TH SN, 90 BHEIRR T,
10 mg/kg FRIDBRE L~V TH, FHOREROBEARIETHBELE I,

GLP IZESWTERBINE 2RRTIX, U~ A REZAVWT, FUEvavBIBEELY
Na by rEESFUATEALT 26~52 BEICO->TRE Lz, #B8IE (HBADIEK
B, #E), IEH) 2B 5 NOEL 13, 26 BHERER TIX 2.6 mg/kg AE/H ., 52 BEREBRT
13 0.5 mgkg FE/R ThoTz, MRBROTNTORET, ARICEE LK FFEORMAN
BEINER, ZORBEIETEFNREERIIRVWLEZ LN D,

EREBYEICK T 2REREROIZFMICET 27T —ZIFATE R,
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Ty bBIRYYXTIR, RVFLo 7V a—AEBEEREELESEEOY "0 ) VYOK
M, EHL0EBMTHIEY, Y FITRITS 3 BREEX% D NOEL X, 100 mg/kg
EETHo, MOBHETIIRFT SN TELT, ARG EALL ICy e b %
MERFNCRB LG E T, "MATXAF YT 4B ER L. TORERE LTEEN
B 2R B B,

Ty b ERAWE 3HRBIERR T, £EEEORENESIBEIN o, S
M X OMFEMIC BT 2BHERAICEET 5 NOEL (BiEE O EEHMIE, F2 BILW
F3 R DOFEIR S & HAREEDIET) X, 10 mg/kg £% (0.5~0.7 mg/kg AE/H) T
HoTz,

Ty FBIVUHFEANWT, hUEvavHMEEEE L TRHEBRELE 2 REB

(segment-IREK) Tik. ¥ v M) VICE2RERE~OREMER X)o7, &
B (Fy FBIUVUHXT, AEH 15, 30 mgkg 4KE/A) TiX. BEHEHE (T v bZ
B 2HRENBELEY) BNBREIN, BEZHICET 5 NOEL X, EH L0849 T
b 10 mgkg KE/H Thol, BEEAROERETYL, BMFELEIREEE~OERISLL
npho7,

ARXIFT7AE S HEEAVLEABRTIL, REEHE LSS LURBEEIE L2 o 7
BEOWTNTYH, e MY VTR A ERFEEIE o T, REEELLZEEOVY
TUNARZ—BRRTIIMREERREFR LARPo7cDiZx LT, REHEMHL L2k
STHETHRERRODVWEVY (BEER o= —OREICEE L728MmA, HETIZR2W
BHREEICHLNERY) ThHotz, invivo DFEORAR 2 TIHERMERBFLNE, =
noik, 7y bERWEER/IMZRAR (GHE 15mgkg KELX 1 E7025 B, =v
2ERAW-EEBI AR (BHE: 10 mgke AE%X 5 Bl Thd, EHLLORRTYH
FUEORaVEREE Lz, 29 LERBRMDL, e b VICIRERFEMEIIRV SR
wmIhD,

Alpk/AP 7 v & AVT, 250 mg/kg ¥t (B X% 12.5 mglkg KE/A) OAEETER
fHRE Lz 2 FRIRBRBEBINT, R THROERRICIZ. FOBBEOBEIZOWVWTY,
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XPRREE & LB L TR FRICHE B RN A bz o T,

ChrL CD-1 v~V RAZAWVWTHEIICER Sz 2 FRIORERARTIE. 100 BLT 500
mg/kg FEF (19 10 B LU 50 me/kg KE/B) 28 E LA A THLUREO LABBEEI N,
CHIEETH I8N AEBEEII 2o, LMLARBE, o ERIT, RO
BN TH -7, 20 mgke FE (0 2 mg/kg AE) TRI 5 Lz EFRBEIhehot,
FARIT, xHHREET 2%. 20 mg/kg FFEHEE T 0%. 100 mg/kg FFHEE T 14%. 500 mg/kg
BB T 12% Th o7z, 1980~1982 EDMIZRAZRMLD~ U R (CD-1) #AWVWTERE
Nz 1T BB LB/ BERBOT — & TlE, ZOBEOEFORAEEIL, 2%~12% & K
ERELOERDH T, Lo T, vV RAEZAWEZ 2 FMOBERRTHONERED
BAERIT, MBRTALNZLONLRESERT D HDOTITR,

e MY URRERICRIETEES RN LR BIIRE STV R, RERS
BHERBR TIL, 100 mg/kg §98t (10 mg/kg AE/B) LLEOREZ 28 BRI > TREE
BRE LA R~ U AT, BMERROBOBBE SN, MOBMEL BV RERSEMS
RERTIX, AMREFIZRAECEET S THAIRE (BWIR. U H., Mg, 5%
DEALIIH LN DT,

E/LE > b ZFV 72 Magnusson 3 £ O Kligman RER TIX, e b U 2 K 5 EBREE
HFED b,

e R ) VOV TAFRRARE hOF—F1X, BELORBERBEICHEI BETHEA
—BEOHEEIXRH DI VIZZOWMSFOMEREORELETILOTHS, Zhbd
ERIZ, thoZ DELVRuaA MEEHTHHRESIN TV S, £FFHICHET EMIIR
FENTVARN,

FLaFv v Ry (ZFrFEFv—BDH) 5 mg% hUERIVHTERSE (K 0.05~
0.07 mg/kg AE) L7zt FORT T 47 64Tk, BRI IIMRFENREZEIIBE
Ihierot,

FAO/WHO & RIZEREEMEEE (JMPR) 13, 1984 FR X Tr 1986 Fizv~a F ) o

DEMEIT->TNDB, 7y bBIV=UREZAVWEEHRRLZ LRI T v 2RV 4R
HRERIZESWT, ADIIZ0.02 mgkg KB TH D LREI N,
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A X &AW 52 BERER THE OB St 2 R TRASEICET 5 0.5 mgkeg BED
NOEL. X UZ24%% 100 % A\ T, ADI X 0.005 mg/kg A& (+72bH 0.3 mg/A)
ThsdE& CVMP IFEH L, 204 XZFANWHEERR T, S98mERESAN
bRz &b, A 100 RS THB L EFINT,
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249 7)) MY (Cyfluthrin)

EU

(A-EU-249-EMEA/MRL/746/00-FINAL)
The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Cyfluthrin. Summary report (2) (2000)

7k Yy (2% Cremophor EL/7K) OEBEFMERIZIE, <72 (0.1/0.3/1.0 mg/kg
RE; 10L/AR) 2AVWT ] mghke FEEZRORE LIZBICHLNIZAALEY L— M
IREHDOERNH 5D, 0.3 mgkg KETIX, MEFRCHFERELIBESN o7
(NOEL), ZhiZ#H LT, BV ZFL 7Y a— L THENEAETH S 30 mgkg hE
ABRETHE, SAEYL— MK BERMEOEMBIBEI N, CTOREZRBHE T
TVRAIKRET DL BRIENRFRERIN. 60%DEMMHIEL L,
SINRI L 1I0BLUN0 mgkg KEEZ RV ZFLLU Y a—LTROBE LEES. 5
vy FTIROEL_ADER, REET M) UL EDOBAL B L. HEEA X TiXmfT
HFERT A—F (b, DEHE, IEOBRE L) ~ObThREZENSH b, in vitro
Tid, Y7 P ATKD Ty MERHIE~OHRT VAFX—E 7213 T LAF—RIERIEA
bIENo7, Ty FBIT=U MY OREBTIT.BUILEITHDI I Y LD b,
2EHEORFYOIT O M NarE 721X K. Mg+RTFEMHED ATP 7—E # D RBICHE L,

TINRY OBRMEROBMHIX, BESHNZEOBERIC L > TRELLEHT 5, 2ER
REME R TERRSET. CS EREHICALNIEE BE7 T b—F, HRE. B THE
EBED. REVITA. RE. RHIER. BMAKRIE) Thol, ARXTFy FEAVT, K
VxFrr7ZYa—nEkiX bUEa 2 M, Cremophor T 7NV MY V2B E LIZED
0 LDsofEix. £ 600, 250, 15~20 mgkg EETH o7, ARXTF v MIBWT
RIZF Lo 7Y a—VEEZRWEEEIE, BXE 1200 THo7, vV RIZHLTH
VxFLor 7Y a—ATrI b r2RELESEEOED LDsold. 72T 291 mg/keg
{EE, A AT609 mgkg BMETH 7R, AXF v FTiE, Cremophor Z VT 7L
kYU 100 mgkg KEEBET S L. 50% U LOBMMRIET Liz, A X285 LDso it
100 mg/kg FEEZBZ D L DBERH D, Y IAL M) 20 mghkg KEZ B2 RES
RYTF L 7Y a—LF72ik Cremophor TRORE L HAITEENELTZZ &b,
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IRRIEERMBRSH D, =7 FVIZBIT A0 LDso i, AT 3B & 1XB8F% 372 < L 5000
mg/kg BEFBZ D0, H 5DV 5000 mgkg AEITHEY T B,

Fy PIHLT, RV=F L7 Y a—NE2EELLTTEEOS 7L N U REDZER
BELHE0RMROEEII. Y74 M) I RN T,

Fo PBLURAR=T RN TR, RV=F Lo F Y a—E-dBmEaERICBITS> 7
VR Y ORMEEEEIIME< . LDso X 5000 mgkg KEZBX 5, LHLARKNL, 2
Ty bERAWT, 1% 7NV M) 22 7Fab Ly Y a—LE ) AFNL—FT /ML,
FAEH L7REET 24 BFIC 72 o TG L7235BE D LDso 12, 59 mg/kg EE L Kh o7z,
T v bERAVWEEERAFZERER TIE. LCsoi 400 mg/m3 (240 &  FH/AMREE. 50~100
mgkg FE) Thole, Zy MZHLTRIZF LT Y a—rixRWSEOERERN
LDsold. =X T 66 mg/kg AE. A AT 104 mgkg FETH Y, =V RIZBITHKET LDso
X 2500 mg/kg KEEFB X 7=,

3y Ao OEMHRR 2H TR, 7y MTBWT (HHRI 30 ITFE 71k 28 ILizxf LT
Z/A kY0, 30, 100. 300 mgkg FEERE ; A X TIEBLZ 0. 2. 7. 23 mgkg &
H.AATIEIBLZ0.3.9. 28 mg/kg KE; HA VMR E . 70 R U > 0. 100,
300. 1000 mg/kg F¥HI 0. 6. 21. 65 mg/kg KEICHY), KEICEELZERE. &
PIORBROTEAETORMERFEN/NT A—FZObTNREl, BRUORBROTATOAE
HToRE 1 BEROERFE. 2 2DORROTERETOME I/ NV 2 —ZADETD
AT -7, 1000 mgkg FHE T, BRIOB LTHEBRBEZOICH MRHEEOBE
DBEINT, LELRBL, 2 DDDORBRTIENEASFATE 0L THY , H
HI72FHRIAT 2 2 o T,

A X &2 6y AFIOREERER (0. 2. 7. 20 mgkg FEIZHET S 0, 65. 200. 600
mg/kg BRI ZHRE  AABI AR 6 IL/AHE) T, 20 mgkg AETIEH., TH, #&
EBBEOEE (FREHT. HFHFAEOEHOBX) AA20h, 7B LT 20 mgkg &
B TCTRYHEEEMONE B bNT, NOELIHERED 2 mgkg KB TH D LREIN
77

FAZy PIOEBLTART v F 10EERAWEY A M) U RERARE (OFTRRE
0. 0.09. 0.71. 4.5 mg/m3, 6 BFf)/B % 63 B[E) B+ 2 NOEL iX. 0.09 mg/m3 (B X
Z 30 pg/kg hE/R) Tholz, FIOBRARRTIX. 0.5 mg/m? VMNFE) 28X IBET

700



RREEDE TR LU - EEREOERLBA LN, 1.4 mg/md B2 AEEXIX 14
mg/m3 IZHYE T ARETIIITE~DIEANA LN, SEEHOBENSRENT,

Ty AX (ERTHh 24 y AM. 127 AF). v~V X (283 7 AR ZAVWTY 7 b
V2 BEERE L ERAEHARDERINTND, 7y PEAWT, A TIXO0, 2. 6.
19 mg/kg AAE. A A TIL0. 2. 8, 25 mgkg BKEICEN LN TS 0, 50, 150, 450
mg/kg FAFHT 24 » ABICHOE>TRELI-LZA, BRED 2 B CTHEREEOKER
IMBENRH LT, TXTORETAEECETELIIH BEDOERZ W< 20
BFERINT A —=Z LT AREP O O®REAZ b, =7 X% FAV T, 0, 50. 200.
800 mg/kg ikt (4 2 TIX 0. 12, 46, 195 mg/kg KB, A A TIX 0, 15, 63. 260 mg/kg
HE) % 23 y ABICO s TR X —BETREIEZ LIS, TTORAER TR
FHB L CEHRIEFER/ T A —F O RE L ORBE BETHINFEILEHEINE,
EmAETIIEEEMOBER A LK,

42 (BMEBIBLOEHETEML) ZAWT, Y7/ FU 0, 40, 160, 640 mg/kg &
Bt (BXZ0. 1. 5, 20mgkg&H) % 12 » AMicbizoTRELEZEZ A, BEAE
THREICEETHERAMBRIN -, BEIhZO, &E, B, FHEEHMNEOH
W, FEHFBEOEMOEBZ THY, 12LF 20ET 1 EL EH BNz, NOEL X 5 mg/kg
KE/BETHoT,

BAEEHERAE Sy RI=FLr 7Y a—AT3mgkg BELXEAIAE, V¥
0.5%Cremophor T 30 mg/kg ABZBZD2HAER IV MU E2 2T 20 mg/kg KE%
HBALAR)DEETH V7N MY K DEFEMER S D AR REI LTV,
7Y FIZxtd D 0.5%Cremophor THORE TIX, mAER (45 mgkg AH) TARX 2L
CRENEL, MOUHFTRITRTORFRRR SN, YT ) AT K DHE
ERIEBATE R, 7y bEAWVWT, 1%Cremophor T 7/ b Y V20K S Li-jl
ORBRTIZ. 10 mgkg FEOAEE TIBEENELIEFEEL I ERIIRI 2,
oz, BEFEHICETS Z0ERIZ. 7y bEAWVT 2%Cremophor TY 7V kU kg
FELZERE LHORBRTIHEAETEREARAONZZLEFBETHLITH S,

Ty bEAVWTY 7MY > 1.1 mgmd (BL% 04 mgkg A=, 6 VA% 10 BE. o
BARE) UEOREZRAIERLLIA BEBIUVCBRAEREDCEENRA U, BRERE
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WEARHEOBER L, TN ESIEEESIVEBRELNERTHD EBbhi, 4.7
BLU23.7mg/m3 TEERM. 1 RERY Y ORBTRLEY. RINOREREN LF L,
AR 2T A ISR SN2 7, NOEL 3B X% 0.2 mgkg KETHS

0.59 mg/m3 TH -7z,

Ty FEBWTY VRN CEREKRS (FE AR 10 B, AR 20 &, 0. 50, 150,
450 mg/kg FE. A AOFHEMHTIX 0. 5. 15, 50 mg/kg AE/BIZHY, FX0OHREYT
X 0. 4. 12, 40 mg/kg KE/BIZAY) LEHEHARE (FO~F3) TlX, HEMRAE
FEEMIIH o210, BRAEHORLPFHYOELIL, BLUFHEFHD 1 LICH
EMAE Tz, Zhid, I MY EREBOWTNNE IIE G IR U TFENM THigk
ZEERBNI LIZERT S HIVIMFE TIIBRLEN LEREX &V LITERTY
HE[EEtENH D, NOEL VX 5 meg/kg FE/B Tho72,

Z vy bOFEMY (FAE, &R 20 BT 0) ZRAWVWTEREER SN RARRTIE, H
A% (HAE% I0BE»HBBLTT7THEE) 120, 6. 15, 58 mg/m3 D&% 1 H 6.38F
MR L%, 4 » ABOBAT, KEDLANY U HETEFA2Y Y (mACh) SRE
DEELEGHMEL L b, EBBLUSMTESRTEEINTEY ., TORER, 5 BLIW
15 mg/m3 BEHO O A TILEEBR L CSITEIFOFEH LAX AL, X AD 15
mg/m3 B EH TIIFEZENRD bz, 58 mg/md #RE LI-FEMIIKTT S5, b5
WWEAIEOBREDZIZHET Lz, 5 BX 15 mg/m3 T, mACh ZREKHEICAEERE
fLixH oot

EREDORARBIIIITEH~DIERAPRBO NN, FRE LTI 7y MNED mACh &
FEFHEOEBRRIIC D> TR T 2O L TREMAZERIITERW, 25 LKk
AT T 2RBROFMHERLHITHEIL, BERFATEIRLE L STV 2R, BAERBLY
HAEROY 7L MY U ORORSICISZECEL T, /Fl2FEIfThh Ty,

YIONEY COBRRFEERBROKRES GLP BITHIO LD ThHolz, T LEHIRIH D
B, YNVERT /I8 Y—AT7 vEA (Ames RER) CHLOMEZ AV -RABRR T,
R#EML (S9 mix) OFERX22DLT, ERFEUEERIIBEI AR o &,
Saccharomyces cerevisiae (v hu<vAfEX - L b x) ZHNVIEROERNG T

v A T, EEMICIEIEEERBZEON, & MY U /RBKE BV in vitro HIRERLRS
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MR, Fr A =—X A XZ—FIR (CHO) #ilaz AV /fiskf ey ksi# (SCE) 7
vEA, 7y MTHRE BV EY DNA SRR TIE. BHEERAF/ LN, in vivo
AR 2 (U REAWIIERRB L OEEEFERR) OFBE,LIZ. YTV MY K
LA EBEFEEELIIEREMERIIREN o, VIV R UREBEEZLNRD T
BEOMEICHTEIIALERT I8V —2T vbf (REEELEVBIVOEL) T
2. BHERBRAEONE, ZUODBERICESWT, YIZAN) LK BEREMIZ 2V
EEZLND,

79 bPBIU=URZAWARBCDOE2BEBRERBR TR, o) FC K EERKE
ERIXAZ b2 h o 72,

BREEB SN AR OHREHICET IRV —= 0 78BRTIL, Ty MEALT (&
R, FFAET 12 C92), 1%Cremophor EL IZIEE L7877/ MY % 0, 0.5, 2.
10 mg/kg AREDAR THERGIRSE Lz, REN D 15 AR CBHWEBR L. Bicid,
O0RE (&5EH»OH 2K/HE). 7HHB. 14 BRIC—EOHESERARESE R L. EFE
SUBTEIEB 2RI LTz, 2 BELV 10 mghkg KEZRELEFABLUART, #
SEMECEET S RRMESBESW ., RIEAETHS 0.5 mgkeg AETII. HEES)
DIZITERRBIRIZIA T, ZHIIRBRHEIC X 5 DERE~DOBFRERICER L,
HBENH LR L T, BAEH TREREVWEICEET 2RBRHE LIXBEMENRERAD
NRmpol, REWEICEET 2178, B8 E I TEB~OFHENITHE R 2ERIIZL.
2 BLU 10 mg/kg AELXRELEFABITART, BREEOBENOKE (BEZK 2
BH) TORHLE, ERE2ERORE (THE pa) ONICHEELE, RBWEC
£ B OEHERFT~OER, BZ o RIBREF IS THL Y, KERTIREEOHE
BEEZ R T, 0.5 mgkg REOAECIIHHFHNICEERE I LNT, ZOfA&
B LOEL THBLEZ LIS,
REEBINT-REREIC I HEBHEMESHICETOIRAZY) —= TRBETIE, Ty b
R LT (FHFIBIUCERAETIZE, 874U 0, 30, 125, 400 mg/kg &k
(AATIIEH 0. 2. 8, 27 mgkg/fKE/A. A AT 0, 2, 9. 31 mgke/KE/B) %
13 BEICOT->TRERE Lz, 8. BRERTB L U4, 8, 13 BBIC—HEDOMEE
BRREEWR L. EBB L USTERHEDEZRT L, 400 mgkeg FfE®E Litt R,
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125 B LU0 400 mg/kg FEI 2 E LI A X T, AERB I UCEBREOMHFIA A LN, /3
T A—HFIZB$ 5 NOEL IZ, A A TiE 125 mg/kg f¥ (39 8 mg/kg/ KE). A X TiX 30
mg/kg FEE (K92 mg/kg/ KE) Thd LHESINIE,
TE~DIEABRKLFE TH - DIIRE»S 4BE TH Y, TORITIMHEDOREH REL
SNz, FATIR, GARD 2HOHTER/ HTEDNEBOLLBHEIFFRIHETD
27, AATIIEELREITBEINR D o7, 2mgkg/EEN NOEL THA S &AL
%o FREAMME TITBREGICIE. BERENFERLONRP T,

IR omEREEIL. BEERAORIEELRHLRAIICELT, Ty FEBLTU=U LY
EPRAWEEEEUTORETLRFT I TWS, 7y F2AWTEREUTORERZ#A
M bHBEMIch > TRERORE LR, MEERICRK T 28EOEBRRESR
BERTR & & bICEBBEOEENAE L. Zhix 1~3 » AHOEEHFFIZIZL A LR
EE Lz, ARX=T b ZBAWT, BEEISEVAR (1500~5000 mg/kg/EE) O 7
VR VEBREARKEROREST S L, EBREOER, REREBOERLREE, £
LTREDND 3~6 BEBICEEEICEEHE LKL, ZThiCHT5HAL LT, Ko
B OBEMEMZEND, TR BREEOBREERIFET 2 LEx 0N, Y7L
Y 5000 mg/kg FED 5 RIORKERZFEE TR, ®B5 L= ) 10 TFD > 5 2 P
L L., o 2 FNTIIME L L BHBRRECBREOEES A b, BEDOERIT, i
HBOMEAR=T F) THHEEShTZ,

t MIBT2HEEORE (RESEM) T, BEBMLOBELLCHRENEL, I
HITEEFMR L, T ) o B0, RAREICH T 5EZHICITAARO
EZARNDD LT THEBORRBEARERINTVD, £ FTRYVRaA MeEdWwx
RBETHITAT 7 EORICEHEREZER®HDIILN, ZOREDOVEDTHS

FAO/WHO ARIZEBEEEMERSHE (JMPR) X, 1987 Filvy 74 bY VOREET-
oo v NEAWEROBMHICET 5 2 FMARTHE LN 2 mg/keg/fKE/H O NOEL,

BLUOREFE 100 TE ST, YA MY D ADLIZ 1.2 mg/ ATHD LRESNE,
1997 EOEFHFM T, FAO/WHO &RRSAMPEMEZES (JECFA) 1XZ D ADI
FBRIR L7,
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EEZNT —F B LUOREOREMESHICET 2R/E» L. IS Kxvrya v
WWELT ABEEEAVWEES., BEAEBETY AN VERIBBIYIA NI VI ABED
ERRE LD L DFE#A S 572, CVMP iX.JMPR @ NOEL & ADI ##/A Lie o 7z,
BEINTDIZ, "AEY ML PERIFHEOERE (NOEL X 0.3 mgkg/hE)
Cremophor # A\ T B IR 5 Lf:%@@ﬁ@bﬁli U TEBTRENIC X T 2R EN
e (LOEL 1% 0.5 mg/kg/lKE) Thd, HBoONRMPTHRIETH S 0.3 mgkg/EED
NOEL (=7 A TON LY —/VEEREH) . 8L UL2FH 100 1I2FES5WT, ADI it 3
pekg KE (T7205 180 pg/A\) THAD EHESND, ZD ADI Tid, SMEEM
HRERTHEIN 0.5 mgkg/FEDLOELIZK LTHHELORELEBNH Y . Z ORERTIL.
EHZEHIIELERHORWZ S U FAY—2 BEELB Y7L NIV ERVWTEY, Bl
ELTAAFTRAFZEY T 42 RELS LR EES Cremophor ZAWVWTWAZ L 2EE
LTh, RGREEERH B,
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253 TN ZXu (Diflubenzuron)

EU

(A-EU-253-EMEA/MRI/486/98-FINAL)
The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Diflubenzuron. Summary report (1) (1998)

ZEOEMHRBRI 20 EFOMICER SN, BITOFFA VE T HE O LRI~
ERNTVWRWY, Fiz, VIR Xu v OFE EFREFORERICET 57— ZizonT
X, UERROIIFLALETHRESRTWRY, L, REREEERER L BEEERRO
—EiX. BITONA RFIA 2 BFLUTEML 2,

VINAR A, HREBHEOWTIZBWTY (Ty b, =X, U¥F) A
MEEERTIER Do, T b
4640mg/kg KEB Th o7z, 7y FBLIRUTXFOTU TN X VEEERE LDso i
2000mg/kg KEB ThH o7z, ¥ ZADEMEAN LDso iE 2150mg/kg HKEB TH o7, V7

B2l 70 o805 1D 1T

S v el S e - 3%

AR 2 DRALCsoIZT v M UHX T, ENEN 2.49mg/L air LA k. 3.75mg/L air
UETHoT, VX TRD ONEEBEIT, BR, BMREREIHN., BHEEORK:
BHODOHTH-T,

UHEDOREREEERREEB L, D7 X0 i 4 %DT v b (SPF, ALA:CFY
7w MO T 4BE. Wistar 7> MIE O T 13 B/, Sprague Dawley 7 v MO
T I3 EMBLC9EME. WAT 3. Charles River Crl:CD 7 v MIEKE T 38M).
2%D<TRX (CFLP vV RIZHEAT 6 BEB LT 14 BF. B6C3F1 vV RIZHEOT 13

BE), 4 X (=& Te6BEA., 131EMH, 52 M) . V¥ (New Zealand White

ICRRT 3EM. BRAT3BM) THELEZ, YIAXRCAn OROBEIE, 7y T
iX 3.125~100000mg/kg Fkt. = 7 2 TiX 16~50 000mg/ke Bk, A X TiE 10~
160mg/kg fAEtE 7213 2~250mg/kg KETh-7-, BEAEIX. 7 v b TiX 20~
1000mg/kg AE/B. 7 ¥ F TiX 69.6~322.5mg/kg AE/B TH-72, BRABRERFOT 7
Moo oBEE. 7y PTIE 0.12~1.85mg/L air. V4 X TiX 0.15~1.99mg/L air
Thole, LEEARBRO—HTIL. AED mgkeg FEBEA TR o7,
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TINR A ODREREEEOETEEMBEIL. RLK, k. Bigchork, U7
NRy R lE, A MNETaErEE AV T~ESa U MfEL2E LD, AREEN
BRAINEZBECMER, B, BE. RABRZERICED N, YHERITE L SR
EERBMRIRT A— 2T, BRFHT L FES L P eBATIENRTES, A PAES
o IEDORAL, FROKRFO 47 o 7=V VBE (& 392ng/g) KX VHRATE
pLEZOND, MOBHEML LTI, FEBREEOLR. BHREROEM, HEHER
FHFR (~EVTo—v R BEOHMREERE) ORENH -7, NOEL 2RHETE
DX, Wistar 7 v MED 13 BREIRERO 12.5mg/kg fFE L. v U2 6 BEEORRO
16mg/kg fkt (2mgkg KE/RICHY) DL Tholz, LhL, vV RARBRTRIILE
5 A — 5 OFEEIIR SN Tz, f XREOE N5 NOEL i, 6 RIS Tl 4mg/ke
AE/B. 52 BHEARR T 2me/kg KE/B Thoto, A XRBRTHEA b~ES B EUERK
#EIZ, ®IENOEL # 2mg/kg E/H (52 @MENARKR) & Lz,

ATERMERBRIL. 7 v e U X CER L7, &5 160mg/kg FFHAE L &5 50000mg/kg
FRAEZ TN TIERT S 2407 v & (CD &) 2 HARR, 250N, 1000 8L WY
100000mg/kg FEABEZRETT 5 7 ~ b (ALAICFY %) 1 R % EiE L 7=, ZERE.
AR, IREIE. RBERARFA—F £l BEOFA T LN/ TIEEEED
ERITUZRR TR Doz, LaL, v FT 500~50000mg/kg FRHRES
BEt L7z 1 #HREER & 2 HRER TIIAERTFOSHERY, 2RBRHOBRMNR L HAER
TR LN, BEERLE LTI, FliE: B CTEESMN L NEPUFMIRIERZ Y. 22
LR MERFERNT A —FZDENL (MROBTA hAET U ED EF) BB DL
72 50000mg/kg FEIHE T, HAROBMANRFII ST 2HFEEAOETR LR D,
L7zdoT, ZnbORBR HFERME NOEL W% E T Rho 7, AFEMEE NOEL
iX 50000mg/kg FAft (2403~8020mg/kg AEIZHY) LHETETL,

1~4mg/kg K&E & 1000mg/kg FEOROAEZ FhENRW=280F v+ (CD &)
TEETMRR, 25N, 1~4mg/kg AE L 1000mgke KEOEODAEY ZhZhAN
7= 2D ¥ ¥ (New Zealand white) RBRZFEH L7z, REICL2BEEHOFER. K
REEEZREFHEORIIBO N2 o7, ThboDERIZK TS NOEL i
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1000mg/kg HELL L L FETE T,

VINRr oy OEEZFEHOFEICOWTIE, BENCERE L7/Z—EO in vitro 3L W in
vivo FABR THRET L7z, EEEAEMR (Ames RBR51F) CEEAMR (L5178Y vV RV »
SIERERE. T v MITHIAE & W1-38 MEE TORZEH DNA &6k DBETEARAEZERR, &
bTNZ, REAREHAR (FLBVRRBREZORE. MR, <~V AEEEERAR)
EEBLEZ, EHELEZVTRORRTYH, VIRV A0 VORI THo =, 77,
2 D in vitro RER (T8 EHIEAEBRE /5T & BALB/3T3 Ml TOEMER) 2 EML
TRER, PINNR X0 PR EEREFR LRV B ghol, LizMoT, ¥
TRy A o PERFEEZTT DREERWEHERTE D,

2 DRYIEHEFERR L Sprague-Dawley 7 v hTEMBL, P74 Xu % 104
BHERERE L, BPORER (3F GLP) Tix. #iZ 0. 10. 20. 40. 160mgkg Fk
(0. 0.35, 0.70. 1.43, 5.83mg/kg KE/HIZHEY), HEZ 0. 0.43. 0.88, 1.73. 7.05mg/kg
AE/AAEZ AV, B2 ORE (GLP ¥#H#L) T, #IiZ 0. 156, 625, 2500, 10000mg/kg
£k (0. 5.8~12.5. 23.7~49.5, 91.4~194.3, 238~790mg/kg AE/H IZFY). HiZ 0.
7.4~15.5, 28.2~63.9, 94.7~248. 493~1156mg/kg AE/B AEZ A\ iz, HBRS v k
DEE a7 7 A NVITHRBRTRE T, DVI7IARC X rDT v S REBMZ RS 5 5RHL
B oNLho7, LU, 7 GLP RERTIREFENRBD TEN -, A hAES
B0 EREREID, YRR TIE NOEL % 40mg/kg % (HETIX 1.73mg/kg &
H/B., MTIX 1.43mg/kg KE/BICHEY) L L, GLPRERTIX, RELEZRERE (5.8
~12.5mg/kg BE) TT v MIERA (BFHREMECET : RO, X b~ESREVE
XCARNT~ETuECMEDER, ~EVTr—VR) BB LNAEZ &5, NOEL I
BETER»oT,
CFLP ~ U 2 8083k GLP IEBHRR T, V74 X1 v % 0.4.8,16.50mg/kg
DELEAE (BETIZ 0. 0.34, 0.67. 1.39. 4.30mg/kg AE/A. MTIZ 0, 0.42. 0.80.
1.58. 4.87mg/kg KE/BIZHY) TRE Lz, BRELA M~ T X TIRXY v REDORR
RIZBHEOEABIRBD oz, L L, HEBROER, HEMENRD 5N DiX 8mg/kg A
BHEDH T, BRI~ ZAOFTHREFITET Lofl & YHRBROKR TEICRLS L
BIOY o RRBEOFREEH LEHETH, HBLEOFEEIRD b b oz, AT
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IZFEE L7~ X6 £72i3. FflE 80 BEHICRLS Ll 2 &b~ T R
BIDEREY o SHEEREORRERICEAFHFREEIRD oAb o T,

Z OFERITOVWTIX, 0. 16, 80, 400. 2000. 10000mg/kg F%}l (i Tix 0. 1.24. 6.40.
32.16. 163.29. 835.55mg/kg AE/B. MTIT 0. 1.44. 7.26. 35.38, 186.59. 958.51
\ZH8Y) Afk% HC/CFLP v v R 91 BE& & L=l o RHAFHEREMRER (GLP #4)
THERE L7, HERRTIE, V" HEORBAENEEGRHE TR bOEP T2, KRBT
RO LN EFEOLENRERELHMIL, KRV AROBRULREE 07 7 A LA
WD EHe Lz, 400mgkg FELL LTIk, REREEHARBR TRD ONER L R
OYERNATHE E IRIE TR bz, YHRBRTIX 16mgkg FRHERE (L TELTH
1.24 & 1.44mg V7N Xa vfkg FE/BIZEY) 2 NOQEL & A7 L7zhs, 52 Bk
DHETHN A h~EZv Y (REFMEAER) B, 52 BEFORME & 78 BEF DM THX A
NT~EZBE S (%EEFTIER) LYVICRHEFNICHEER LB L L TR LR,
LL, ZRHOERT—EET, SBHOELHEECEH LT\l e b, RERR
BET, ZORETE., EUFENBIUEEENERII VWL R LE,

7y PBIVT U RARBRAHLENL ERFHERROBERBEETH- I L EBEL,
TURET Y PTRUINARY X a v DEFEOHREIBD bhiahosTct OFwmETL

7’:»
o

t MEEFRICHOWTORBERIIBEBH IR o T,

Joint FAO/WHO Meeting on Pesticides Residues (JMPR) TiX 1981, 1984, 1985 4,
International Programme on Chemical Safety (IPCS) Tid 1996 FlzT 7 A~ A1
REHE S N7, JMPR & IPCS T 2HOH 571 X (2mg/kg KE). T b (40mg/ke
Ak, K 2mgkg EEICHY)., v U X (16mg/kkg FE, # 2.4mgkg KEIZHEY) O
EHEHERERBR RO LN A PES 1 RO NOEL IZZ 253K 100 EA
i, ADI i3 0.02mg/kg KE/R & &nje, FERIIRENLEET, v bEw VRO
HRTIHBE SN2 h o7,

TINR X DEEADI X BLEZHOBVEYRELE I LAY AORSEK
SRR ER D 5 EV - NO(A)EL 16mgrkg FEH (B L T2 1.24 & 1.44mg/kg &
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H/BICHY) IKZ2%% 100 #@A L. 0.0124mg/kg AE/H (60kg Dt hT 744ugl
RIZHEY) & L7,

m
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257 ¥~V A R Y (Cypermethrin)

EU

(A-EU-257-EMEA/MRL/403/98-FINAL)

The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Cypermethrin. Summary report (1) (1998)

RN RANY ORMERIL. Fi6. M. BR. BEOME. REREREDOEFIC
L 2EBH L EKEERBD TEof, VARMEERIZ, M7 U ARMEEL D LAMEEEN
mhole, YA M) ORMERD LDso id, YA NTF U RBMEEKEN a— T
90:10 T. MZ v M TiX 36Tmg/kg KETHo7z, LA MY U OBMRED LDso i,
F CBMIREIC R LT R b T 2 R BRI 40:60 T. FIZMT 891mg/kg KB ThH-

7 £ - 3
T, BHEOHIERL LT, RE. BERISOTTE, EBIEHE. &

B, BEXRDHONI, IV UERLMREMESBFEAETRD b,

PREMARRBEEOEBEIL. 7y beA XD 3 » ARERERBRTHED b7, NOEL i,
THEN 100 BL UV 50mg/kg FE (5 BL N 12.5mg/kg FE/BITFEY) Thoitz,

2

FEROYA XL EEDETERBDHT v b SHRABROAETIE, BOBEKERL LR
Db, NOEL I¥ 5mgkg KE/B Thole, ¥~ A NY X, BEBHEAET, 7
v PELB VI FICEGEME. BEEEOVWTILRE R o7, TRHDORBRTIE, U
PRI T — T 0. 200 50, 120mg/kg KE/B DI~V A N Y L EIHE 6~18 BiC&N
BETDHh, 7y MZa—rHT 0. 17.5. 35, 7T0mg/kg ZKE/BD A MY U &EE
#k 6~15 RICEARE L7z,

RNV A MY COERRER. NZTIVTEVIIF v A =—XNAREZ—HIBAD in vitro
BEFRAZERR. MEESRR. b M) U ROMMKRESEZH: (SCE) RETIX
RO 27z, LML, invivo RERURRTIIFE LELBRBB LN, <V RE
BIEARTIE, BOBLUBKEBRERICEHEOBRNR OIS, BEARERTIIE
HTholz, MHRRBSEZBSIEDORERTFNREMAE, K TREROV XEFHTHED
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bRz, NN RA MY NEITF A == ANAR B CIILRAEKEELBRET. B
BOERROBR OB TH o7, BHEORRIL. vV A BHORBEERTRR., MR,
BrEFRAR, <~ U A EHEMAIRO in vitro MIRBERBRZ FVEBRORRELHRR THRE
SNTWD, LaL, SFZARIIBENER LIELERTSH T, 80, SLRMRMOIK
BORE. BHESBEDORE R Y. Organization for Economic Cooperation and
Development (OECD) HA R A NNTHERL TWARDo72Z &0, YEZRERRICE
BEBESRE TRV ERER L, $io, EEEGELA L. VA M) UREREES
BERWZ ENFRBRENTWVS,

# 0. 0.05. 0.5, 5. F7=iX 50mgkg FE/AMEDOT VA M) VERERELET v
F 2 ERBRCEGRAED LAVPRBD b, EHOERBYEIBD TR, BE
ROFEB A+ ThHh -7, NOEL i3, 8 AEDOHEER D % EIZ 5mgkg FE/H L L
oo KEBERLT (EPA) WRH E N2 T v MEMSEMBEREHFARBROETIC LT
52 ILERI/RAED T v M. 0. 1.0, 7.5, 721X 75meg/kg HE/A OBIREIZHE TS
RN A MY o 2 FERBHERE SN, BREDIEMA N0 I E b, KERER
FETIEHECTOKERY) . BEOMKRFHE LUBRKRMZRCFEE, B TOFEREL
#HiZ, NOEL % 7.5mg/kg #E/B L& L7z, 1600mg/kg At ZR8E Lic~ T 2 Tl
BUEEMRERORKRE LF D bivie, WHO Task Group (X5 % 71 LIk R.
EMEEOEMIL, BEFEIBERRL AR LZGEIC. BEMEL 72537 +2ThH
BLEwmLiz, BEFEOBEENLIX. YA N UBREE S uE—2—L LTERTS
TEBRBENTWVWAN, BIDOFEER T 800mgkg FEI LA b iz X v Bl B OFlE
T GSTP BHROEIMBBD N2 o7l &h b, ZOBRIAEFTREI N, A b
U RREBREEAIRWEKR L

invitro RERM HI3 T~V A b Y URGREREMEER 2 H T 2 RS R I TV S 1,
Zy FBEPYYFOD in vivo RER TRAFELECEEZREITIEAHLNLIATY
%, L2L, a2 M) UERAWERHIORRT, 0. 4. 8, £721% 12mg Da ¥~
ARV kg KE/BET v M 28 BEBEORE LEBAKHRERN., LKEN, RES
FREMEICH T 5 ERIERD bRis- T,
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VAN COREWRREE TR, AR MOBEAETICBIT A —BEDORREREE IR
EINTW5, REETIL. RRRHBRKROBRENZRERFICL 0T, BERN
TRNARA BT —ERICIET LERED EE T,

Wistar 7 v FOFIZIX, 0 (VA FARAEKRF T R),| 25, 50, 100, 150, F7-iX 250meg/kg
FEE/BOV~VARMN) 2 1B 1E, 78MBO0&ELE, 7 v MIRERENS 3~4
BRI U, EROLEEFTIREHRERE Uz, WRHBET, ERMRRBRE X
HHREEICLY, AT TR — MO - TArn=F—¥ L B-HT7 b F—
VEMD EFE2SBITRF LT, 100mgkg EEU L2 ELET v Tk, EHEOBIE
LBERIEMD EF DS 150mg/kg RE THR® b/, R B O 2ER/ 72 NOEL iX 50mg/ke
KE/BThotz,

TRVARY)UDADLIE. Ty MDD 3 ABIUC2ERRBRLET v b 3 HAHEERD NOEL
bmg/kg HE/RIZELFE 100 #FEA L. 501 g/kg bw (3000 g/A) & Uiz, ZDfEIL,
Joint WHO/FAO Expert Committee on Food Additives (JECFA) #3#RR L7= ADI D&
ERICLTH-T, Ll a~UbA FYicxt LTIk ADI 23 154 g/kg bw (900 1 g/ \)
EHEHEIRESNTVD, RAPEIZ. RLEEOEV 2 DDV R RMEN LK > T
Teo VA MY OEMEOHERI. REFRBHZ L > THEECEK Lz, HERFDOY
VA RY L Q0% ER 4 DDV RAEMETED LN TV (Y AV~ A RY v
ELTHELND), 29 LEEEBEND, a ¥~ UbX* b Zxt L THESLE iz ADI &2 vy,
MRL Z#RF§ & L fEm L7,
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275 v u~< Y (Cyromazine)

EU

(A-EU-275-EMEA/MRL/606/99-FINAL)

The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Cyromazine. Summary report (1) (1999)

vuw PRV AEROESETRT, B0 LDso B3, = 7 255 2029mg/kg AE, T v
k2% 3387Tmg/kg AE, VXA 146Tmgkg FKETH o7z,

RE#ESENFEERARIZS v FT 14 (0. 30, 300, 1000. 3000mg/kg fF¥H% 90 HE).
A4 X T 2 4 (0. 30. 300, 1000, 3000mg/kg F¥t% 90 A . % 7=iX 0. 30, 300. 3000mg/kg
FEtE 2
BB EHED) 35, 1000 B X ¥ 3000mg/kg FARIOTWBTERE TR bz, MHEA XD
EEABRR TEMARBMELMETS=0T I ) VIR 725 —BERD LR BREH
MEBCTRO LN, BEHETICERICER Lz, B5EEOREHEEENRIRE
ITHENTRIZLRD oo, TRNOREREGRRO O H, 26 BEA XHARL D
300mg/kg FAFl (9.1mg/kg RE/BIZHY) DOFKIE NOEL Z#EW -z,

EATHIRIE 4B B L, SRR (EERK

MR Ry M il TREFE

o
EJ 2

z
-

12 » A OREEHREFERR TIZ. ©—27 A RIZ 0. 50, 200, 800, F7-i¥ 3500mg/kg
BHEE (BETIX0. 1.37. 5.74, 22.8. 93.7mg/kg &E/B., M#TIX 0. 1.47, 6.03. 24.9.

110mg/kg HE/BIHY) TV~ VU 2EHERE Lz, MEEN/T A —F DELR
800mg/kg FEIDOHEL 3500mgkg FEIOMEETR DO L, IBEE, ~~ 2 Yy b F
MERE DB MEADOEMA A LT, 3500mgkg FEHTIXX 5T, FHRMEREFR,

EHmERmEE, YUY ME, FEERE. LS LT F o —EEREOENK
Mofe, oM, ERAEHETIIMES a—AL L0 EERRD bz, OER L UHFIE
OEEIIME 800mg/kg FHRIEE & HERE 3500mg/kg BRIBETHML ., BREETISHEMR T
DTPITHEM LT, BAEH TIIOHRAHBD b, B 1 LTI OHOEBICEELE D
BT, BEOMIBITK L BRMEREVGAER TRD b/, 50mgkg FEHTIIV
THhOERALRD bhiahoiz, 200mgkg FE T, B TEBLAHMFEELEDOH
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IMHBHEA X TDHRBH bz, ZOBEIMI—MORE R TIIHHAFENICHER Tholzhd, ¥
MRS TEM (RK 10%) T, BEZBLT—BLTRLT, s/ eV ooz
BRWTHOFTRIIBD bNiehofe, 7u7 Y VIRED EHITPPEE (&K 20%) Th
o7, HBEICXOVRDIE BER - TAT V) THY, TLT I VBRENREKZEETRE
LALT, B ZBUT—ELTEY GERRENT o Lr LY -V 7Y — k%2 ER). &
B OGHRELZED) TRELHIEMUAERERLIRBHTH S, UErb, Zh L0
RPEMFRCEBOH DFTREMEIMELS, BFLIZLshlnifERmLiz, Lo T
NOAEL I HZARDIE THRD b iz MR FHE(L & OigE L OSFEOfE E&OHENE
HlZ, 200mg/kg AR (5.74mg/kg KE/BIZFHEY) & L,

vV EBAOBEEE 2O Y VRBRTRE Lz, 30g v u<w Y /LErER L
HAEIC, BREBEOEIT, KB, ~~ b7 Vo b, MEI7NET I UEEBIKERER. 7
F=UT X NI UART 2T —EBEEEOWNTRICHLRD N oTe, 12 Yua<wP )

CEER LBEIc. RERE. HEFROWTHIZLERBIIEBD bhizhoT,

F v b 2-HARAFERE (0. 30. 1000. 3000mgkg k) Tk, vYuel ik H4ERH
BE~DERBIIRD oAb o7z, BEEHAETIR., BEMPRCRO LR L HERKE
DD BT iz, NOEL TR TCOERE~DIEAEZEIZ, 30mgkg FE 2mekg
AE/BICHEY) & L7,

7w MEOEAEERER (0. 100, 300. 600mgkg AKE/A) Ty o<V OEFHEMEE
AR oniehol, BROUV I XFEFHERR (5~Thmg NI u~<I kg KE/R
AROKRE) Tid, BHLZELVWTIUORTHERA RFFORRENEL . BE-KRE
BRHBONBNWZERALNL R ST, LER-T, UHEFTRY oI OEFEED
TRV & FERR LT,

el OERBEMOFEIZOVTIL, in vitro RER (Sa/monella typhimurium \2 X
DYNERT-I 70— LR, vV X L5178Y MIRITK-BEFEIE VI9 Fv £ =—X
NER L — M [HPRT- BB FENC K 2B FRALERER, Saccharomyces cerevisiae
WEDBERRAR, t MY U SRICK D REBEEERR. 7y P~ U AFBRICE AT E
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% DNA £ [UDSIE) . 725 WNT in vivo BB (TR L BEEABILEPA R b
HER, UV ARDERBERR, v~V XABO/NMERR, NARF—ROZEAFTER) &
DEHE LT BB TRV U XAAR Yy MREBRER  WTFhoRBR B TH o,
vuw U, FREFEHLEEHLEBEALND,

v P ORAFEMHMEEERRIXZ v b (0. 30. 300. 3000mg/kg fFEN) T, BEREM
ABIE~U R (0. 50, 1000, 3000mg/kg FA%l) TEME L, BERREI oI &
Bl VEZEIN2WE ) Thozdd, MBMEOESKREH TII—HOBERRENE
RBMOBEEZEER LI, £, BEEOBIPERFEREAONLIEERD ZRE. 25
BHRT Y MV ROURBBEARETRBO NN, 3000meke FEHE Y &
HAEYBETIONEELNELEZ LN, 3000mgkg FE CREERE S LI
EEEZEZNTRENTII RN, UELb o=l i3idy MU A THRELEZ RS2
LHER LT, M5 T v NRBRO NOEL X TOEEE L% ZIZ.30mg/kg FE(1.8mg/kg
EBE/BICHEY) & L, HiZ~v AREO NOEL 1X, #ETOKREEE{LEZEIZ, 15mg/ke
gkt (6.5mgkg AE/B~DHEY) & L7,

7 v FREABHERERRO2EN 7 NOEL 1.8mg/kg E/RICEEMAE 100 &AL,
ADI 3 0.02mg/kg & (77205 1.2mg/A) & Lz, ZOREZMEERAT S L, Joint
FAO/WHO Meeting on Pesticide Residues (JMPR) 2E UHEMET —# Z&EITHSI L
ADI Dfg & —B§ %,
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321 ¥4 77 (Diazinon)

EU

(A-EU-321-EMEA/MRL/059/95)
The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Diazinon (Diampylate). Summary report

ATV 3 7 IRETy MNIHFEEORMROEEELTRT, B b BRERBIEIL,
aY = RTIF—EBREL KL TEY ., #iF, KR, &8 E8RFE2E8RBD LK,
HRREEBII YA 7T 2 FREICGRRZ: (moderately hazardous) #MEIZHEL T
W5,

=z 31
v

.; L MNE M-=PE > i
v~ A X, 4 m—p:;:%i-'g’e

2 —7s T hEL N SR ==
FATEESH/EEROSERRE

&

L, £ X1

it

RN o
Yoz AT 7 —EEEDOEELZEIZ, NOEL X 0.015mgkg AE/B & LT,
Z v MEDO 90 BRABRTIX, 260mg/kg L E TRz YV > X7 7 —EBEHOBREZRBH T

6, NOEL X 0.3mg/kg FE (bmg/kg REFEE) & L7,

< U RABERMRBRTIZ, FA4 7Y/ % 0. 100, 7213 200mg/kg DIEETIEE T 103 38
RIS L, BEMOIEIIRD bhkehol,

v MEEMRR T, ¥4 7Y/ 0% 0. 400, F721% 800mgkeg DEEFEE T 103
MG Lz, BREOERIIRD b o7,

EYMEEEEERRTIZ. 7y M2 0. 0.1, 1.5, 125, £721% 250mg/kg BETH A
TV et &S 99 B S5 272, NOEL iX. 125mg/kg Mk CHRMEKE & O
aY T RTIT—EDOREEZROZIENH, 1.5mgkg (0.07mgkg KE/RIZHEE) &
L7, BEREDOIEIIRD bhvzho 7,

TV RERA L FORLZ 12HB0ERFEHRE% invivo BEX Winvitro T, FZEMEE
BAEMEBPRWTEB L, FORBR. #4720 VIITREEEZRE IRV EEHRLE,
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ZARAETERER % 0, 10, 100, 720X 500mg/kg DREFREZ AV, T v b TEE LT,
NOEL iZ. 100mg/kg TD F1 #HROBOBEER LD & F1 HAEROEFRIETIE L OEE
WA EIZ, 10mg/kg (0.5mgkg FE/RICFEY) & L,

2B DEHFRERRE T v NTEBEL, ¥4 7/ % 0, 10, 15, 20, 50, 100mg/kg &
HBRARETROKRE Lz, BESE (KERD L EBERREDIC L VRE) 5 100mg/kg &
H/ATRO LN, ZORAEDCRKREIZHT AL LT, BILEE LRI BRI E DR
BERFFPBO LNz, NOEL IZREEE L RIEEHEZEIC, 20mgkg KE/A &L Lz,
1R DFEHLIFRD L2 o Tz,

TYFETHERBE T 0. 7. 25, £721% 100mgkg AE/AEFEAKRESLIZEZ S,
100mg/kg AE/A TREZHOBKREE. XTUEER, BHEERYV 2BH, NOEL X
25mg/kg AE/A Th o7, EHFREOERIIRD Sneh o7,

FAT T o OEFREL T TEROTNS., BREZRAWEARR TR LN, LHLE
PR, EHRTEILENM & DOZRENORICTEET 2 AFHFHE L ORI BRICERIL
TERBRP DT LG, FAT V7 VITHALBYIH L TERO D 2EFTHE TIERW
&l LT,

HROMREREERBR TIZ. £7. 28mgkg KE/BAETRELEEZ (7 ha ©URiAE
WX ORE), 3BHEBEL, B 13mgkg BEX ATV VERHEERSE Lk, IHI
3EMBEBME Bz, UHRR T, BEREMEBEOEIIRD bhih o7,

FATV 7% 440 +BYWERE THE L. 0.025mgkg RE/BROXAT V) 570
TENT 34~36 BREG Uiz, MBELIGRMK= Y 227 7 —EiEE, MkEFEL
HRBREEICHTORFICEEL.—B L/ERERD bR o7, BRIEAO#HE X
Je»o 7z, NOEL X 0.025mg/kg hE/A Th-7z, b FEWUEEE 4 £ X5 4EHAR
TXR¥7 NOEL IX. 1966 F£iCEHR Lzt MERE 6 4 T 50W HAZHRFTL 2% 2 O
AEMRRICELVESIT bz, AR 0.025mgkeg KE/HHAES 3 4 DHFEREIT 43

722



HE&E L7, RlMEk= ) X7 7 —BiZaT 52 BIIBD bz o7, 0.02mg/kg
FE/BRES 3AICERE L 37T AMRELZHEATH, KM= Y V=X T7 T —E~D
BRI o7,

bt FNEBEERRO NOEL 0.02mg/kg HE/RICEEFK 10 2ERA L. 1 BHFABREIZO

~0.002mg/kg AEEE Lz, Z® ADI OffEix, 1993 #IZ Joint Meeting on Pesticides
Residues (JMPR) 23RO 7{EE R TH 5,
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327 FT_X¥Y—,L (Thiabendazole)

EU

(A-EU-327-EMEA/MRL/269/97-FINAL)
The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Thiabendazole. Summary report (2) (1997)

FTRET =V BARET 5 LIEBEEEETR T, 0 LD EIX. =7 X TiX 2400
~3810mg/kg AE. T v b TIX 3300~8600mg/kg AAE K V'Y # ¥ Tid 3850mg/kg (AE T
o7z, BEEREE%O LD EIX. <7 2Tt 430mgkg FER T v b TiX 1850mg/kg &
BETho T BRNEZE 5% O LDso MBI, < 7 2 TiX 130mg/kg FER VT v b Tl 150mg/kg

I*ﬁ“’rt\/\‘}" HE7<R 3 +akzE N:hf“ = ;A';'%JF\'—'R‘ gga EELEE HmElb L’:h

== N 00 L ico | R/ == \/l_l VIA VI /on | LEHR I.J_/_L[: E= =W BN AN - AN T EN [ .

WARRZ OB TH Y SERFEBEEFRALZIZI DFETICE 572, A X200 X U 300mg/kg
FEZHERORSE, R 25mgkg REZFIRNKRET 2 LIBERR bR, 4 XUIX
2| 4000mg/kg AEZBEREENR S L THME, DERERURRIZRETEZIIR LN
Mo,

TYRZTFTRE =% 250 KU 500mgkg FE/BOFET 7 BEUAR O #EH&ZS
THL. RMERCARKEICBEENR O, 3 BEEV 6 BREOFHRRTIX, vV
RWF TR F YV —% 0, 50, 150, 300, 600 & T* 900mg/ke AE/B O AR TREFRS L
THRCIEIRONT, —REBOEL 2> 7225, 600mgkg KE/BEORETIY, #E
ERVEEREMEDETRALNE,
v URAERAWE 13 BRREREEERBRTIX, FT7TXUVF Y~ % 0, 8000 KU
16000mg/kg DEE THRE Lz, Thid, #TIIH 0. 1450 R 2300mg/kg AE/H, T
1% 0. 1650 R TX 2800mg/kg AEH/R DARIZFEY L7, BOLRSHRVHMOEEAETIX
EREERVBROND, BEECEKTIIHOREAEOAIIRD bz, MKFR
BRETIE. 2RERIIBVWTEENRONZEBIXRMER/ T A —# (rbe. pcv. MCHC,
MCH) OB THoT2, T OO TR, M/MREOETROY V- BRBDITHE S BED
FHEREMBR bz, MEFF AT IF—F (ALT RUAST) X, £REHTERL
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77. BFiE. FREEER ONBBOBEEII R DOREHTHEM L., /WAEPOMEORTIaMEEESE.,
JEEHTE, RIRO~T T Y U ILE, BR, BRATOBREER VERERMEE. REL
AR OBFRLS R 57z, NOEL iX. ARRICE L TH#HEINLR o T,

BATOHA RS54 w::‘{ém LTEmBES N7 30 BMFARTIL. 7 » MZ 0, 100, 400, 800,
1200 X T* 1600mg/kg (A E/B O AR TR OMEHIRE L7, 400mg/kg (&&E/B U DR ETH
EMRUVEOAR LN, AEENEOKRTALRERTRLNZLI &5, NOEL i34
HRICBLTHEIN R o7,

Z v MZ 2500 XU 5000mg/kg DRET 6 AMKBS T2 L, ENERUHERSR LN,
7y MZF TR ZY =% 0, 500, 1000, 2000, 4000 K% T 8000mg/kg D & TR
545 &, 4000mgkg LA EORETII. AERNMEDEKT., BEEDET. &0 (FHR
MEREFE., ~E7/ 0 RUOPCV DIET) BR LN, BAMEREIL. 8000mgkg T b
A Ut, AFREBICE$ 5 NOEL iX. 2000mg/kg (200mg/kg AE/H) ThoTo,

Ty MIFTRUFY =% 0, 9. 37, 160 KU 320mg/kg EE/R OFAET 14 BERHER
535L., 3Tmgkg KE/BLU EORETEHEREEMENIET Lz, 160 R 320mg/kg A&/
BTk, ROREIET LR, A VAT a—AB8M LT, 37mgkg AF/BUED
BETIR. FBRRUOFRBOEESHEML., NERLEOFMREIER, FRROIEIEH
FRRER K& OVE B M BREIZ AL 03 R b vz, ARBRICEI 95 NOEL I 9mg/kg KEH/A THh -
72

BATOHA FIA ANTER L TERBENTHWRVWRRTIZ, Ty NCFTRUVE Y —L %
0. 25. 100 BRTr 400mg/kg AE/AOAET 14 BEBRHEEORE LT-, 2 2 OEHE T,
HERNEOKT, B, MEa VAT a—#n, AERLMEOFMIRERIICHE S FF
[EEEOEM, WRARATRE S FRBER, BfA. BIMBITE LRBRR. ER
BERMROEERVCBBEO~NETT VA IEERR O, ARBRIZBET S NOEL iX
25mg/kg KE/B Th-oT,

6 » ARBIRERIZBWT, T v MZ0, 12,5, 25, 50, 100, 200 XX 400mg/kg AE/B D HEE
THRHERAO®RSE L7z, 200mg/kg AEH/B U EORAETIX, KEHNEOMEINRD b,
400mg/kg AE/A O MKFHRETIE, RlBK/T A —% | BB &R OFPEREMNAS
Rohl, BHERARERVCOBET A IVEFR 7 72— ORENRREHRE TR OGN,
HERE 100mg/kg BE/BEICBWT, HBROBAXRUCHEBRO~NEST Y VEEERR O,
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50mg/kg AE/A B CHAFRAEKR L7z, 200mgkeg AE/BHT v NOBBRTIIaa A K
HERAOBR O, ARRIZET 5 NOEL I 25mg/kg AE/B Th o7z,

E— I NVRIEFTRFY— V%0, 35, 75 KU 150mgkg BE/HORET 14 BEETF
CERIERVWTER 1 ERORE Lz, SBEZEL2RSHIZBWT, HE RO
BOZEREBRONI=D, BERRVCEEERITHERRIRUVEHAEH TRES ThoT, &
EAETIE, FRBOMHHNEEDEM ST 2RBMEBREMFTRZL) RUCAMHRD
bivic, ARABRDB$ 5 NOEL 1 35mg/kg KE/H Th o7z,

E— I NVRKIZTFTXZ =A% 0, 10, 40 RO 160mg/kg BEDORAETS3EHE 1 B 1[E
ROKE L, ETFOMBRFEHNRECPSHRER TR LA  FOLEKE, ~E/nE &
PCV 2MET L7223, < OFERMER, SERMEFRMIE P~E S 0 € O, EHEL
oy ba R T T AT BB OERT I M/MREOEMAFED bhviz, £2REH IR
THERM CEM SN ZBH RUMEEOHKE D fimd ERMIREOZRIELOREEN EH L
7z, FRERRITRAERVOEHER (MENCHTEY) THRIEMULES, BETS
REARR T RIT e - Te, FRIBEEIZTDO MM LS, FRFICRER Lo xt B
LA ERCHBRETRD bR o7, FRBROBIIMIROER KA 160mgkg &
B/ HREHOBLDOA XTRLONZH, TOMOEDOWTIIZL R oo tz, BiED
EALRME O EREERIEOBREROENMPFAERVUEGAEM TR O, PHERT
P BMERED - HUT W T, RIBORMEREL R UBBEO~E T ) ILE DREFRDH
P O BERE_E B~ DRI DEFA (U H 7 RF L AE) ORAROEMAS RS, Bk
DO~EUT Y VIEER. BAEROBEHOEEIZ HIRD bk, 40mgkg FEH/BUE
ORAETIIEEN RO, 10mgkeg HKE/B TIIEER UEBOBREDELHE—DE
BTholz, TNHLDEEIL, FTRUVF YV —ILVOEFEOHEHICIIEEFRATHDIEEZD
iz, EAETRONZERRVWTRLREICEET S LIIBZ N7, 2T,
ARERIZEE ¥ % NOEL 1 10mg/kg FEE/B & B2 b TV,

2 BPIDENIIMEBEDH Z BVT-RER (BRITOHA FIA VIZHERET) 2B WT, =7
RIZ 0. 20. 100 XX 200mg/kg KE/BOAES 2 FMREARSE L, REHAETIZ, K&E
EMEDED R OHFMERBOETAR 67, 100 K 200mg/kg ARE/H Tk, fE. A
B ) U ERCBRED~ETT Y VILENRD bl FXRBRICE$ 5 NOEL 13 20mg/kg
KE/BThHoTz,
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BATOHA RT A ATHERML TWRVIEBIDA X & Bz 2 E-RAR G Al/E/E) B0
T, E—=INRICFTRUF =% 0, 20, 50 R 125mgkg FE/HORAETROKRE
L. BEHEIBEBAETLER L, XAROKBYDA XOFBTHEEDBEANRED
7z, 50mg/kg BERH OB O EEEMENBD Lz, ~EZ7 o R PCV 1.
RBEHHAPOE 4 DRAERAICEWTHAERVCERAEFH TR Lz, ARBITETS
NOEL % 20mg/kg K E/B TH -7,

BATOHA FIA AZHERL THRWVWA XERWTRRIZBWT, B VRIZF T
Z—L%& 0, 10, 100 ZO200mg/kg AE/BOBEICBET S TEH L T 127 BRA&END
BE5 L, £0%, ZThoDR&EIR. BiZ 104 BE&E L7z, 2 2>08F&EIZBWT, &l
. FIEERUCEBOER BXdERRUHECER) OBNARLA, ~EVT Y A UEED
BEOFBETROLON, REAE T, AEENECHEMEAVCEMNR O, AR
ZB9¥ % NOEL X 10mg/kg KE/R Th o7z,

M~ T RCFTRoF S — vk 2mg ORET 2 EMRARSET 5 L, REHEMEIXEITL
THRELIHBELIVE, -, BETXTIRRST T FUERUEARE QMY N
ROERFOWO R R oA, BRI L7z (BORELSRIIIZER 2V, IL1F
TT =Y B (GTP) B LEH L7, BEXKPIREIVADR¥ETR LN, BED
A TIBFIRBERIIR OGN P27, 2mg DF TR F Y —/LIZ Smgkg DYV 7 =
==V EMZT2EMRERS LIt~ Y ZADL 5 —H OB THRELUDOFTABRA LN,

v IR ERWEHEERB/RESRRICBVNT, FTRUFY— L2 HEmc 0 G &
OxEREE) . 220, 660 XU 2000mg/kg. FEEMIZK LT, 0 (3 EOXREE) . 60, 2000 &
O 5330mg/kg PRAET, 2 FMURNRBERE L, RBEPVHIC. BEREOHEYITIX
660mg/kg ZIRERE G L7278, 7 BEIRIC 60mg/kg & Lz, TR ODOREOEIEREL,
¥ TiX 0. 5.6~8.3. 63~121 RN 184~3T2mg/kg AE/A . HEH TIX 0. 5.7~9.9. 209
~368 X1\ 534~1005mg/kg AE/B D& Th -7z, PTRERVCEREFMRETIZ, 818
BURRIZ, ECERER L. ZhoDHOEY (RTHBEOSIILT HHER) OFITIIL
BEZ L, ZOBE. EFEFRIT20%UTTHY, LHOMREFIEABDERERTH
ol, KESENER. PHERCEARBETCCERAESHCEA L., FBREEXERE
HMESH THNL, BEREEITHAERVCEAERECICEAEYS TR L1z,

2000mg/kg DM~ 7 2 & Uf 5330mg/kg DU TEIARML DRERNEN ST, ZOMBE
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KEE L ZREX AL RONED o7, BEORERRUCRARYIL, FT7TUF Y —
NOBECEBZZ T e o T, ARERICEIT 5 NOEL iIHEHEIZE L TZENEh 220 BT}
60mgkg DIREEAE TH -7, T bix. ENEh, 5.6~83 KT 5.7~9.9mg/kg FE/HIZ
MAEToRESETH -,

BITOHA RTA AZHER L ed 72T v FERVWERBIBHERSEERRICBNT, F
TRAZT =% 0, 10, 40 B 160mgkg KE/BORAENRF LD X 5T, 2 FHIELHE
®E L, REAETIE. KEFSNELELD L, RRBRECTEAERERIL, &aAEOD
HETHM U2, REICEHE LHEAREOELIIR N Mo T, MEFHRE,
KRACFHRRBEROCRBREICIL. RECIIEERRONR -7, ARRIZBEIT S NOEL
1 40mg/kg AE/B Th o7z,
EMEMRB/REERR TIZ. 7y NCFTRUF Y - % 10, 30 & 90mg/kg (AE/B D
AET 106 BREHERE Lz, 2 BOXREICIE., EME2 a2V ER0ARE2RE L,
AKREBRDOETER (HETIX 40~42%, HETIE 52~64%) 12, 7 v AW 2 EFRRTT
HEINAECRLVBEMETH-720, MHBELVEREEHE TS o7, BHEERDE
EEMEOBDHTHERVEGRERTCICESAEE CR O, FRILKE, OE~TS
ot BERUPCYV OBAR, wARHERCRD bhi, FBRCRRROE (KE
) EEE. SREMETHEMNLE, REEABRZORETIZ. PTRHERVERAERBICE
WONERLOHDOFRRMEEROEERBEROHEMBA LA, TRAERVEREMRY U
CERAERIIBVWTBELRBRORERI N L7, FTRAERVERERE CICEA
B2 5 FRRO/PMRRBEOR LRI BN L7122, 2 0BNtEAEHED A THRE
ZHCEE THo T, 7y MIBTEFRBOUVEAMEDOEBREERE D/ XIIRFEHFIE
fatE DB FAIRBFE R OB EENTRAERUEAEH THEM L, ZOMOBEDORAESR
. BECKBPEELZZ T 2ho7z, ARBRICBEIT 5 NOEL IX 10mg/kg A&/ Th 5,

7 v NTRLND BRBOBEEROBFEZRETIRRTIL. 7y MIFTAVFY —
% 0, 10, 90 R 270mg/kg SE/BEORENREB LN D L i 13 BMRERE LT, &S
BT, FRARRUEAERICBWT, EF X VIRAZHICEREOREER 25>
7S, M T BEIXEEICED U, AETIhERRBEEFRLVE Y (TSH) OFERH
makxkE ARohi, BEHBKTROIKRTIE., PHEBRUEAZHOAMITHER
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DOEEZREMRBEEDEM (NNEPOMEFMIREDOBERZMH D) RURRBEEORE
72 R EFBMEOEMN (O AMISRBIREBEAEZEE D) RO, 13 BEEHMKTE
WBER LT v T, £REBIIB T2 FRBROFBERIIIREOER LRAETH
V. BERIZIINODRETIEIRD N oTle, TaXV I YT I ADT—E0b
EARFIIERE LR LT BEHFOCEER) e 7 V7 7 RBFEREIT 4%0
WMEzR LR, BRRRCHREDZ V75 o AT REE L LB U TR ZMICENL
MNole,

FRIRBRIEDORIIL, FRBHINVE DI VT T ADERICELHBEREZELDFT
RUFT—=NVEBEIZHES LEZ DN, TORBRELTELIBRLFEF X R/ X
XT3, £V &L OFRBRBENE L EFAET B0, REHEFRROIERMIRER
R Lz, fREFROIC, ERTRYL AR O RIBIC . IBARMEEZ AU/ ARIRRIE~ & 1
1T LTz, AFRBRIZBEI¥ D NOEL iX 10mg/kg AE/R TH 5,

REOERFHT —ZB3FIAFRETH D, ZNODT —INOF TRV —VITHE %

BWRR TIIREFRALR (HILBWHREZ AV CBEFRRARIIE L TV,

invitro DHREEDOEERERYE (THIKRAR) ROV 7T ~NARXF—fE (SHE) Mgz
AW ERHRRAR LG FERLZE U RWT L 2R A8, BEEUEILEMRR
% (invitro PR ERBR. invitro /IME/BRERER, - HARSRDOBAR OB REMERS
ET) ORBERND inviro DRBMFTRE —BLEFRREONE, FTRUFY —
D in vitro TORBMEIZ, —ED invitro ERTF 2—7 Y VITHEELILRERTHDZ L
MRENTWT, MRESFEIZBIT DAY FASEOBERE THIEVWIBRNELN
TW5, EHl (BROTHLSRAR L BH/IERER) »ibMia (BEBIERR) LAV
TARYF— R ENEREARKIZE S in vivo ZEFAERBROSTHEMETH D = & M5
ENTZ, TURIEF TR —VEEEARE L72#% O invivo TEEMIRE AV -2
HICET2REPERH Y. TNRBRERBIREIN TRV U DB/ 1 RER
ROV VORI v BRKEshRBoERZB 1 BRR Th o7, ZTROOHLNICHETH D
HRA2EHTHIERUBET I L OEBIRITOEETIIR+RTHD EEZA DN,
FBEVRFECENVEWIFTRNL, BORERIZT 7T XU FY VIR AL invivo DER
BHICEBLTEARWILERLEDOT, BMFOF T F Y —VEEMIERE E
REMDOY X7 DBEEELRVEHERENT,
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vURERAWE 5 HRAFERR T, BEOLARREINE, FTRUFZ Y —% 200,
1000 K& UF 5000mg/kg D F & TIREER 5 L 72, 1000mg/kg UL LD HETIX, BEILRORIZE
HORPDHR 6N, 5000mgkg TH. REFHEOBIS R UCBEARROEEDOEABR L
Nz, ARBRIZEIT 5 NOEL IX. 200mg/kg PIRFEFAE (30mg/kg AE/RIZMY) Tho
7o

2HRAFERRTIX, 7y MIFTRUZY—A% 0, 10, 30 KU 90mg/kg AE/A DA E
TREERE L, TRERUVSHERETO F KO F HRoEHEM TIX. AEICHEEL
HEENEREEEORO B R oI, TOMODEERFMRIL. REAEFHOHITH
W hiTs, s EIEF O F BB OEEEMEOED . BEAFTD F) HEFHA R RO, MR £
ROBEEETH -2, EEITBRUCHAROABPIARIZIEHIIR DN o7, £FE
BEORBEEGEORE T, RETEE LLg8i3kh o, ARRICET 5 NOEL IX
10mg/kg KE/A ThH 5,

BATOHTA RIA4 TR L TEHBEINT ., BNOLBHRE SN 2 #HRERTIE, 7o
MZF TR & — ViR S00mgkg (45mg/kg AE/BIZHY) ORETRERS L,
ETEATEY GRIRAIEL. FIREAFE. R, HARRUBROFAERGE) RORE
FAEROBREFEIRITEEIZ. WTHORAETY RoNeh o7z, AREBRICEI T 5 NOEL
I 45mgkg BE/R ThH -7,

IWMAREERRTIX, 7y NCFTRUFZ Y —L% 0, 20, 40 XU 80mgkg AE/ROHE
THRAIREAKRE L., BHEERVCEEENERDD Fo RO F #ROSABOHEIL N F
EURitRoOEEAEHE TR LN, BEPO—RRIE, BEHORBERENTTR, £
EITHIRORATHCRIETERIIR O R o7, THODEREIX, FTXUEY—L
DEFOEHEL VL LAFEOE T IICERT A REENH o7z, FFABRICE TS NOEL
I¥ 80mg/kg AE/A ThH -7,

FTRES—NDOREEREY 3BORRIMETNOH/ LN ICR v VA ZHEBE LT,
#2Y% Jet 1 ICR, CRJ:CD-1 (ICR) R U Slc: ICR %~ Y RIZ 0 (RHR). 1157 K~ 1389mg/kg
FEOHETHIRI BEICRNEBERE L, BEHOBEHII3I ZRO Y AT AT THE
LTWieA, Jel 1 ICR RV VA TIRE b7z, MBEELEETD L. £2REHIZBW
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THHRINE, FEFLR D OEFRREORBY . BEGEEORD. BEEE (FLLT
BHEIIER) ORBEROLAVRALNI,
BT HEIC R 2 RBRHIOZ BT 2RERTIX. Jol : ICR %< 7 RIZ 2400mg/kg KED
AETHKR6 BERU 15 B BICHERHEORE Lz, 2REFHTREER LR L, §
BRI DS I0 L. BEPRINEUTEE ., B o7 (EIE9 AAXIT 15 B B S L8
TIIEML), RIBAERED L. RIEFRLED L, KEBODORKRIEOHRATFIX
RS LEETR O (MEHEORED, ERXIIERE, $HiI). 11 BEXIZ 13 BRI
RELEHTIIOERNR LN, KBS ONEERTRBHORERED EF R, 6~8 H
CERELEHTRON, KBSOBRET MEHS. BEHEE - IE) R7HE. 8
AEXIIIRBICRELEHICARONIL,IBEOHTREF DESDOREREN R LN,
Jel : ICR R~ T AT F TR F Y —% 0, 30, 60, 120, 240, 360, 480, 965. 1157, 1389,
1667, 2000 K& Of 2400mg/kg R E D AETHEAR 9 B BICHEBEHE QR E Uiz, 60mg/kg (&
BUEORETIK., BIROEENED Uiz, 240mg/keg BEU EOBE T, #HS, HERD
BORMEDREREN EF LT, 480mg/kg AEL EOAE T, MR/ N OREEN
EH U7, 115Tmgkg KELU EOAETIX, BEMOKEEMENED Lz, 166Tmg/ke
GEUEORETIE., BIMORTERUBFBRINEN LR Lz, AABRIZE 3 2 NOEL I
30mg/kg KETH o7z,
Jel D ICR B 7 ALF TR F YV % 0, 700, 1300 B T* 2400mg/kg AE O F £ TIEYR 7
~15 H BICHERHEENKRE Lz, ARIEE L TERSERICBW TEEWOEEEM
ENRED L, 2R EEHICBW T, BREEDOELRURREORE (RIEME, nHEZ,
HARE, SRS E) ORAFRDETHR LN, ARERIZET 5 NOEL IIRE X
nih»rot,
Il ICR R U REF TN F Y — VOBFHERABRIZAV -, 0. 250, 500 X T* 1000mg/kg
EEORELIER O B RBICHERRHRENERSE L, 3 BOMRARSE U XI5 X TRE
FZREIEBLEZS, BONAEKRILTORKCRE ThoT, £REHOBEYORE
WMEIED Lic, 2REFICBWT, BRAE S, ERUHEOREL ST 2
BICHBL T, KRBRIZEET 5 NOEL iIiRES o7z,
HiR< T 212 0, 750 R UY 1500mg/kg BEORE TR 16 B BICHERAN T3 L. BRRK
EXGHER TP ILIZ, EAEHTII6RT 1 RIIRON, BREHD6ITH 1T
CIEREHO LT 2ILOBEMBRET Lz, REFH THAROKRIECOREERRI -
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2o LML, TR~ RZFTRUF Y =% 125 KT 25mg (250~350mg/kg RE R
500~600mg/kg AHE) ZiEE 16 BB, 17 BEXIT 18 HBIKERERET S &, HIRFERIC
RIETEBIIRON2D T2,

IR~ U RZF TR H Y —V% 700, 1300 £7213 2400mg/kg AE/A ORE (FREIZIX
BROHZE2®RE) 2EKRI~1S BECRORET 5 L2REHIIEELIBD LN, &8
BT, BEEE BREE0OHEM) AR, AECHBLIEEET (& LTESH)
OEMRECBRREOARFEORABO LARR LN, ERFEORIODEHTH -T2,
AHRBRICET 5 NOEL IIRE Sz o7,

IR~ U RZF T RUF Y — /% 0, 25, 100 KU 200mg/kg REDHAETHIE 6 BB D
15 BETHEBBRHEORE L, PRERUVEARRICEWTEBNOKEENER OHE
HEOHEERBOBR LN, PRERVERERICE THHRIEOKER UE RN
B Lic, REHBETIINERH, BEROHFBERTITIHREBRDOBRRSHREE L LT
ma oy, AEMBEMIIRL. ZORARTXTHHIEIEIL o7 (1.3%U T OREF
FHE) OT. ZhHOFTRIIES L OEEEIT VRSN, R, BEE-EROTR
FERBERORBEENIRELB L TEREGH TR, 22, AEME%IIR. 20
DAL DBFRIIIEEN 2 >7c DT, TRHBRUFTRTHS L EZ DN, &H
BRICBWC, ALRABF» BRI B0, DEFRREBE, KbEE,
PN e 8/ T/ NEDIRE M R b Tz, ARERICEI§ 5 NOEL 13X 25mg/kg K&E/B T
Hol,

5w MT AS%DF TR FY — L EEF L TWAHEREFZ 0. 125, 250 % 500mg/kg
HE/AORAE TR 6~15 BRICHEARORE L., RAEH TRJERAERIZEWVT,
RROEERFRICED L, 2REHTEEEZHVRIEROBMBR NI, BHE
DHZ DEMIIFHHZHRCEE Tho, BRLEERESNEFIREIHOFEL
THoT,

HIRT v MTF TR ZY —/L% 0, 100, 200, 400 K Of 800mg/kg AE/H DHE TR 6
BE»S 17 BECERBRFROBRE L, 2R5EH TERBMOEKERMNESED L,
400mg/kg FE/BULORAETRBEHORTERN LR L, FEMFK. REFEERD
JRIRBEICHTIREILREH CHERBEMER R LN, B - BRZRN L-BE8HO
LEROBMB R ONTZ, ARRIZET 5 NOEL IXRE IR -7 (100mgkg ARE/HFK
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)

RERHOEEBERMT IO EIRT v NTFTRUF Y — /L% 200, 400 XU 800mg/kg
HEOHETH 4 DEIRA (FIR7. 9. 11 XU 13 B B) CEEFMERARS Lz, 5l
BRBEEAWEPoRR, TOBERIZOXZBILERINIKROABR TRV 2 20Xt
BBORBRE Lic, RINEIIER 7 BBICERE LS v MCoBZED Lich, REMEE
3o lc, ThEEFNT, BREFHICREELRIZTHRIIAON o7,

HIRT v MZFTRUFEY =% 0 2 DOXEREE), 200, 400 XU 800mg/kg (0. 14, 28
RO s6mg/kg BRE/BICHYE) DRETHIR6~17 B BICEEERSE L, 28 5HIZBWT,

BEYMOEEEMENBD Lz, EREGHICBWT, FRK20 BEETHRIEZ2AFE LA
BYoONT. REFEE. REOHARKERED L, BRAFORAERUREEIL,

BEHT v bTEMU (HEMRBEMEZRL), FRARIZEET S5 NOEL 3IRESehr o7
(14mg/kg A E/ B i),

HIRT v MCF TR F Y — % 80mghkg FEORHETHIRS HAXH 15 HEE THEHA
BERORESLTH, BIRERCRKRREFRIIREIIR OO o7,

MRS v MTF T XU F =% 0. 20 15, 50 KUY 100mg/kg % & o A& TR 6~17 A
BICREE®R S L7, [REEPEEIX, 0. 0.14. 1.1, 3.5 XU Tmg/kg KE/H TH -7z, RIR
DEEIBRETHIBAERICHE D L, Somgkg A EOAETRIIEBRHEMLZ, ZhbD
AETIE, BEBECER L-BREOERER LERELATAMEHLHEMLE, AR
HTRNERORERE, FOXMBROBFINESEM L2, AXRRIZET S NOEL i3,

15mg/kg DELEAE (.1mgkg KE/R) ThoTe,

HYRT > MTF TR F Y —/L% 0, 1250, 2500, 5000 KX 10000mg/kg D& TR 7
~17 B BICIREER S Uiz, ZORAEIX0. 92, 155, 224 KT 188mg/kg (KE/BITFEY LT,

2500mg/kg LA EDORAETIX, BEIIES L. ERFLORUIELR LY, 5000mgkg AL
DREH CRBREBIIE,P o7, BEDHARTFHORBRED LFIT b oTcdd, BERE
#1X 5000mg/kg L EOFRETHEM L7, BREREIX, MELH. FROEERTHEEFTD
BERETH-oTc, TNHLOEER. BEHEMOBRKRHTHI LEX DN,

HIRT v MIF T XU ZY—v% 0, 50, 100, 200 X TF 400mg/kg AEH/B ORETHIR 6
~17 BRBICEHENRELE2 2OEREH TR . EEOKEIINT IFERRAbNT,

50 XU 100mg/kg FE/B CIXBEWOKEHEMELRHH Sz, 100mgkg FE/B L LD
BEHOT v NTiX, BIRRUVIREER LN, £RFEFHICBWT, BEOEKENEL
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L7, BREORBAEOEMINVTHLOAE TR o,

HIRT v MZFTRUF Y — 0% 0, 10, 40 XU 80mg/kg (KE/H DA ETHEIR 6~17 B B
IZHRHERE NS U7, 40mgkg AE/BLUL EORAETIX, BiE, BEMWOKEHMERC
Fe REERBA LTz, 80mgkg AE/BICTIIRETEIBEYH TR b, 40mg/ke (KE/
BUEDRETIIREDEENBD Liz, REDARRE, NBHFEROCEREETRED
RAROHMINThOBEFHICBNTHO RO o7, ARRICBIT 2 NOEL I
10mg/kg AE/BH Th o7z,

BITOHA RTA4 ANTER LW X2 AV EESHERRICBWNT, FTRAVE Y —
% 0. 100. 200, 400 & U* 800mg/kg (A E/B DOIEIR 8~16 B BIZHMHIFE DS L7z, 200mg/kg
E/AUEORET, BEMEESMNESED L, RINEN LR L7z, 400mgkg RE/H
UEORETIE, BREOHEEXED L, REREORRROHMI. WTFHLOHAETYH
Rohihotz, ARBRIZEE T 5 NOEL 1X 100mg/kg K&E/H Th -7z,
BRI FICTF TR Z Y —/% 0, 100, 200, 400 XU 800mg/kg AE/R DAE THEIR 6
~18 H BIZHREAHRE L7, 200mgke AEH/BU LORETE., BEERUVBEHYOE
BEHEMERBD LTz, 400mgkg KE/H TIXERENET Lz, BROARFHOREE
DEMINTHORAETHR o207,

IR TP RICF T X F Y — V% 0, 24, 120 R 600mg/kg KE/B D FAETHIE 6~18 B
BIZHRHEORS Lz, BAETREERDSOREMESENRON., PRAETIIEES
MEOBLHRRLNE, TRAERCEARETIX. 120mgke KE/B D 4 HlO2FREFRIN
KU 600mg/kg AE/BD 4 FIOFREZLZ LRI OEMA R 6z, M1 T, 120 KW
600mg/kg AE/A Tix, F—AEE, KFEERVCESERMILBEOKREIX 1~ 2FAR LN, X
FRBRIZBIT S NOEL i 24mg/kg A E/B ThH o7z,

IRV I F TR Z Y — % 0, 50, 150 R 600mg/kg (R&E/B D AETHEIR6~18 B
BICEHEEN&E Lz, 600mgkg AE/B TIIRBEHORERUCEERICHTIEMENE
b, BRI o7, BEAETE., RO HAEREERDORED R ORIE DM
Ro. M/NEDER) RUORFEORZEERBIORRED LRIIFE ThH -7, AR
BRIZBI9 5 NOEL /% 150mg/kg A&/ TH 5,

FTRUE) —NOEEFHFEICETIRBRPER SN, 9 BH 200mg/kg AFE/B D
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AECTRERAEORETD L, vV AFMRHR (Schistosoma mansoni) JRFIZ L > T
BRINTHAFEOKRE S 2B L, HFHUREDTIRXF v 7B E—XITERT 5
PIZFREIC L TIRBE R RS olz, FT7T RV F Y — /Ui in vivo THIREME & % 505 L.
v=bturzoaRrEln T 5 BERBBRIGEER L., T MRICEFT SRS =
fraszooX B RBRETDIE. FTRUY Y —VIRENH Ui~ U 2 DORiRE
FIGHEZEEL, EFER<URADT V7 BROSEERBEEBRL, vV ADL—TR%
WESTDHDIZIE BV oz,

FTRXF—VOHMHDBRARRTIE, £ VCERREVERIIRE S 2272, E b
RIVTATIFTRUF VI T 7R % 250mg/t M/ B (3~4mgkg KE/A) O
AET24BAMEORE LcRBR TR, ABKE, MEFHORE. MFERK IECFORE (I
MEAR/EIVELZEL) RREKVCLERICH L TEWERIIR bR 2T, FT»
&) — L% 3000mg/t h/B (JAE 60kg Db b TiX 50mg/kg KE/R) LUTOHERETE
HORIES BETH L. BREARIR, AT 4 —T VAP a Y AEFEHZETRBUE. T
BERRAEE2 COBIERARRTHRE Shi, b NEERE LTERATIX, #RED
BHE~OERIIESTH D,

FATRELZAEORBR,» O, FHEM, 0. BHH. FUEEHERFIC L2 RRBBRED
EARUCEEREE 2 ST TR —VOBMEZHER O R Uiz, AR, FIRR,
BRRUEICTT 228, ML, ARTHICHTIHE, <7 AR A EFEETN
5 v MZBITBHRBEEOESZHT Y FRS v ho#BZ SR LEEESEVRBRH
LARERT RICESE, 2%H NOEL IX 10mg/kg BRE/RICRE LT, 10T v 2RV
AR TIX, 3.5 RO Tmgkg KRE/RUTORETRIERAICHT 2EEEZ R LA,
LOFRRFTRUE S —ARL O BWEEMERREDCHICT v MIBIT 2RAERE

EELBZELERLEZOMOFTFICEBEINTT v NMEFEEHRBROBR L IT—B L2
Do tz, 0.1mgkg REO ADI IX. ZEFRE 100 % 10mg/kg FE/B OSBHBEEICET S
NOEL AT Z LICEVERE LTz, Zhid. 2D ADI &= U RIZBIT A EFHEICET
HEZBE (120mg/kg KE/B AT CiifartE7e L. 200mg/ke &%E/B LA ETix, BHED
D) LORMIZTRRELENRH D, 2D ADI X, 1992 & 6 B ORGKINNHICET 5

FAO/WHO YaA v hxx A X—FEE4L (JECFA) @ 40 BB OSETHE XN ADI
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EEI—THV ., 19974E2 AD JECFA D 48 BB DEHEIT L » THER I LTZ,

137
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352 T 71~ X (Teflubenzuron)

EU

(A-EU-352-EMEA/MRL/547/99-FINAL)

The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Teflubenzuron. Summary report (2) (1999)

FTINRrRXa g, BRARET D L7 v PR U X TIHIESEEME (LDso>
5000mg/kg &FE) %, BERAUVRAKZRE T T v P TIHESMENE (LDso>2000kg/mg
{AKE, LCs0>5038mg/m) %R ¥, ARBRTIIHCHIX 2oz, TIA_IXu s %T
v MZEBERNEE LA, LVEVWEESEHE (LDso>2000kg/mg AE) BRI, 28
DI, EEARCHESE, FREE, EEHRH. HE, KEET. TAZZOERIRD
LT,

7y b TURROA XERAWCEHOREREEERROFER., T 7400 Xa 0k
HEFET 27-D0FEENREIIFETH S Z Lo, FFEMIC L D2 ERFTRIT,
FHBEREOHMKR CITHIER. MEORE. AL, $#IE, MIRRER L OIFERE
OEMTH -T2,
S v FEAVWE 90 B EIESERR TIX. T 742 X % 0,100, 1000 & T} 10000mg/kg
(H#ETIX 0. 8. 82, 809mg/kg RE/B ., METIL 0. 9. 94. 942mg/kg KE/RITHY) D
AETERMARE Lz, GRED 2HE TOFERREEOTLERUITBEEDEMNBED LN
7z. NOEL X 100mg/kg f¥} (8mg/kg AE/BIZHY) ThoTlz,
<Y X% FV: 90 B EEERR TIE. 7 740 Xa % 0,100, 1000 & 10000mg/kg
(#TI3 0. 12, 115, 1210mg/kg K&/, HTIZ 0. 14, 143. 1450mg/kg AE/HIZH
W) ORETRERE L., BAE 2B T, MEREEEOTIE, FRIEXE O ERIE
IRABD LN, SORHHAERTIERLMEOCEREILRCREAER CTHRBROZ AN
» b7z, NOEL I 100mg/kg F#t (12mg/kg AE/BIZHY) Th-olz,
M A X2 T TR X % 0, 100, 1000 & UF 1000mg/kg (0. 3.2, 30.4 X U 323mg/kg
RE/BICHY) ORET 90 AREHERSE Lz, BRUESAERN COLEBEREEEOTEY
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CILEREH THBEECEMNABD b, SAEROA XPBRENOLPEEDOFEY
R, TOERFHE L TEMIREIE, MIREERUCEEORENRD LN, ERAE
HTIE, HO 1 FITEBOFEERVEDS 5 1 FITHFEEDIIBERSHBO b, B
O PRIRBIET R R YRR RO S AED 2 BB W THREDORE MR,
RN B R R BN b 2N 72 - Te . RERBFEEORAMBITIIITOh R o7,
100mg/kg &%t (3.2mg/kg KE/BIZHHY) BHICKIT 5 8 Fit 2 HloA XDAFIETIREIC
BHiE L7 AT M R O 5 TR 2 8 5. ARBRTIX NOEL # R E L v > 7o, R bIEH
T&2 NOEL Z#RETHDIZTFA LI BIMDA X% AV 90 A EESERBR T,
BERET DT 7NN X0 OfRZHBEEDNTHICH LTS 0, 30 X 100mg/kg F#t

(0. 1.2 R 4.1mg/kg RE/RIZFEY) & L7z, ZORRICBWTRSICHEE L8
#H 5T, NOEL it 100mg/ke %t (4.1mglkg RE/BICHY) Thot,

BRYIREREICL 2B X2 AVTRE Lz, 1 4/ (52 8H) 0BHEEERR T,
A XIZ 0, 30. 100 % U 500mg/kg (BT 0. 1. 3.2, 17.3mg/kg #E/A ., HT 0. 1.2, 4.
18mg/kg FE/AICHY) OABTERERSE L, EAER CHBEEOHMARD bhi
Z & 26, NOEL IX 100mg/kg (3.2mg/kg AKE/BIZHY) L LT,

7 v bRV 2 HRATERER (1 RERAMNR) 2BERSICTER L, AR 0. 20,
100 BT} 500mg/kg & L7225, ZHUIHETIZ 0, 1.5~1.9, 7.4~9.6 K1} 36.9~48.2mg/kg
RE/H., HTIX0, 1.6~3.6. 7.9~18.5 R * 39.5~89.3mg/kg AE/BITFEY Lz, 2t
RONTHIZBW T L EBMT R ITEFREICRIETEZIIR LN o T, EFEFEMEICHE
3% NOEL X 500mg/kg f% (36.9mg/kg AE/RIZHY) Thot,

5y NERWBREBHRRTIL, TIARCXn U R 0, 10, 50 Rt 250mg/kg HRE/
BORAETHREENRE L, REICHEE LRBEENE. BHFEERUCBEHOEHER
1B oNerod, BMEFEERUCEBEHEMIZET 5 NOEL iX 250mg/kg KE/H TH
o7, VX ERWEEFEHERER T, 7740 Xe % 0 R 1000mg/kg AE/A
DHAETHEFRARS Lz, FRICRETEZEENBOONIARELZES. BEMEHEIC
B§9 2 NOEL IIEKRET 5 Z L IXTERhof, BEMMEIIE - KRBT TR
IX38» b9, NOEL IE 1000mg/kg K EH/B Th o7z, BE T3 ¥ & AV mitAsR
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ZFERL. 0. 10, 50 R1* 250mg/kg AE/BOHAETRORE LEBRMOEEITZDH
Y. BEENE. BRESHEROEHFEMHICET S NOEL X 250mg/kg AE/R & LTz,

FTINN A DRRERFERMEE, BYNCEE LT —ED in vitro RBER W in vivo
RBRICBWTHREFT LTz, EiE L72RBRIZ, Y VEXR T8 (Salmonella) /1< 7 vV — LB,
RZEARERAR (HPRT BFE), F¥ A =—ANAKRFZ—VT79 Mgz AV akR
HRR. 7y MTHRZAVW-ARESH DNA §HRRR U~ T R EE % AV /MEAR T
bHol, ETORRICBWTRERERE LN, T IR A0 VI RRERFRELT
SRV RERSTOND,

TN Au =y AT DNA L3RRS T 5 AREEL. = U X2 UC FHT 7
N RXar (40mghkg AE) ZEERAREG L TR L, 77400 XarOfFHFE
% (CBD X201 THY., ZhiZL b, DNAKENRT IV Xa Al &5 FBRES
BOBEMNA N = AL ZRTARRENRRNZ EBRREND,

v U RAEAWE 18 y ARBAMRBR TR, T 74 Xa % 0, 15, 75 B 375mg/kg

(#TiX 0. 2.1, 10.5. 53.6mg/kg 4E/H, #TIT 0. 3.1, 15.4, 71.7mgkg EE/BIZ
YY) ORETRERSE L, BEEMNFRAL LT, 8HAED 2H CHBEEOHME D
BEARM COHEREEHEOTLENAD b, 2R 5HOMREEYICV T, K
K. FFHifa@mR. BEMIQEE, SRR, VRTZXFUEH, 7)) a—F U F8RhED
HEBHEFBRESARKEFENCR NG, 18 ¥ A (BKERF) TOFMIREDRR
EREAE 2 BOBICBWTHERBEM L, 2R, BERIIWET L CRE L B
m%&@@fmﬁﬁw%%ﬁu%:ﬁbf¢ﬁ%ﬁ%%&@%ﬁ%ﬁw%f%ot@H
FRRRE ORBEBICE TR D o T, FMIRBRIEORBEEOHMIL, 774 X Off
BHECX LERAIZHDTHD EEZ DI, MOBNAMRFTREZH > TORITHIT—&Y
ikt FORE~DOBRIIRNVWEBIONDZATD LD ThHolk, #-T, vUREA
WERRIIT 7R Xa v OEBAMFTRTIX2WeEE L2 bz,

RIKAED 15mgkg FETIE, KERFOBIZBWTOL, dREW (FTHRERXK 50

B 8 7, EHIRREESE 50 #1412 F1) 2k LT, AFHERRAER (50 Bl 23 ) KR UEHIAR
#IE (50 Bl 21 Fl) ORBEXROFERBMNBBO LN, ThOLDOEBIIBREL WD
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RTCHRAEBRRERTII Do, BIERE L~V (2.1mg/ke KE/BICHY) % LOEL (&
BEER) LARRTENTED,
120 BEIRHEHRORBAMRRTIE, Fy MNZT 740 X% 0, 20 100 RW
500mg/kg (HETIX 0. 1. 4.8, 24.8mg/kg XE/R. HTIL 0. 1.2, 5.9, 29.9mg/kg FE
/BIZFEY) OBRTRERE Lz, 774NV o OFLm T RETABREENTH
BT LB Do T HEIZ BT D MIEEERTEM OTUE R UHFIEE & OHEMICE SV T . NOEL
IZ 100mg/kg (4.8mg/kefAE/RICHY) Thotz, HEEGEFHIRENSL, BRARRORK
(17%) 2B WT, FTLTRE Lo REE (2%) T LU THBREERY 8B EOSR
BROEMHBRD b /cd, BEORROGBEORRE L LB LS. HBIMIRDH L
hpipoic, WATLTHRE Lo (50 9 0 #) RUBEEORBROXIRE (1.4% ;
69 BlIF 164 Lok T DL, BREROE (4.3%) TROLNILEEBADREBRED
BEEMI, HET v NEBDR @THIF 260 7o, BEICEELZLOTIEARW
EEZ bR,
EBIMREBRTIX. 7 » MZ 0. 2500 XU 10000mg/kg (BETIX 0. 122.5. 487.3mg/kg K=
/B, METIX 0. 154, 615.2mg/kg RE/BICHY) OFET 111 BREMHRS Lz, AR
HEZBEL T, 7740 X0 O MFEFREITERENC LR L7223 REERFENT
172K, BECH L THEIIC B W TE» o 72, MIEEERIEMEO TLE R RO FEEE AL A8
MR S TR b Z L2, NOEL BBRETE 20> 7, FBREL LT, FFofle
B AL, FFRREER R O HRIBERAFED bz, FERBOREEIISAER
DHET 10% TIHh o7 A WIT L TIRE LBV TIZ O L 5 REFIXR L2
o7z, WEICHEM L 120 BHEIEM - BBAMRBRORREE (8% ; 50 FlF 4 ) RU5E
EORBROSTREE (8.4% ; 119 Fith 10 ) L&+ oL FERBEORBEFRIIFML T
B9, o T, ZThiZRECEELZLOTIEHARWVWEE 2 b, 120 BREREBRIZESW
THRDONTBEBEY o ELERORAIT 111 BFRBRTHRERINTELT 5T,
BRECEELZbOTIHRWEEXbNE, FREHERBROBMERERELEZEICAN, 3 4
DwIARTT v FERWERBRNLRENITH T, 774X Xa  OFRBAMRTRIX
BOONBRWEHRLE, v UVREAVEHRIIBIT2KIEAE (2.1mgkg KE/A) X
ol VAYAY T s N By el

E MIBITABEICETARBRIIBH IR o7,
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1994 %, FAO/WHO Y= A ¥ MEEREL XX — 2 (JMPR) 17 74~ X

VEFME L, B INTwURERW RS AMRERICE T A EM RSO B EKEN
EEBIZESWT ADI # 0.0lmg/kg BE/R & L7,

JMPR 2328 L7 ADI iZZ i Ah bz, LOEL. 2.1mg/kg (RE/B 1T, ZROFFIEMEREIC
BIIDHERFHNREELZEIC, RLBEZHOBVEMREL Sh5~ VX EZAW: 18 A
FREPAMRROBERIZL D, 7238, NOEL BRE I NI - Tl ORLHAE 200 ##EH
LT, TN X OEHEFER ADI i 0.01mg/kg AE ((KE 60kg O & b ~0D 600ug/
RICHEY) L35 &MBTED,
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491 7 NU L—} (Fenvalerate)

EU

(A-EU-491-EMEA/MRI./840/02-FINAL)

The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Fenvalerate. Summary report (1) (2002)

TN b— hOEBEEEIZ. NARE— Ty b YR UYF =T R FU
AValABIPREANVTRAO, #RABIUORBRERERICRFEL TV, BNOE
HIXAWEBEERICERFE L. 7 v FOLDsold AW 2B EIZRE UT310 mg/kgEE A & 3200
mgkghk BEX B2 D2 ETOHEBATH o7, AVEBRERRRD Z b, EMALBRIITE
BRUVHE, NARGZ—BIRTURIBIT2ROFHIEIT Yy FOBELRBETH T, K
EroERA IR, 72 AL b— MIBERRE TIREROBRVWEEEZTRL (LDslt~
7 A T65 mgkglKHEH) | BRERE LEHEITITHBEMBEWVWEEL T LT WDolX7 > B
S U= U R T5000 mg/kgEE., V¥ X Tli2500 mgkghkEBX4B 2 5HE) . HUI2ENHE
fEDBE (o 2iFa—rm) ZAVWTRARE L7 =oAL L — FORMEHICE
THRBIFON Do,

RERSEOEHHABRIIZ v b, NARZ— vURABLIRA X TERBEINT,
TUABELUNLARAZ—TERBEINTZRBRIIT T THo7-Z &6  NOELIZB L2 H
27,

3y ABRNEMHRBRIIT v PBLXUA X TERBINT,

Carworth FarmEJ v b (1872 ##E&60T) 12, 125, 500, 1000 £ V2000 mg/kg
FREIOREBRE T =N L— F290B MR E Uiz, ZHIIKETIZI0, 414, 7788 &
161.4 mg/kgthE, HETIX11.3. 45.6. 90.43 X '187.7 mg/kekHEIHY T 5, BEH
BRTIE, B08s%SRBHMPICHT Lz, FEHEMEOHEKFENLERD & 4%
B LR FHIREEE OKFEOEN, HETRD LN, UL, BAEOH TH
EINBREEOEIT, EEFHNESZETHE LRV L EZ O, £72125 mg/keff} (10
mg/kgEE/A) OLOELAXEHNh 5,

AXTiE, 7= 2L L— h%0.05. 1.258 X *12.5 mg/kgRE/BH OIEEFAE TI0H H#&
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5L, 125 mghkghEB/EETO 72 AL b— hEHRE LA X TR, BEERIZRD
bz ote, PIORBR T, €= 7 VRIZEPLRDERITT = 3V b— F 1250, 500
B X U000 mg/kefikt (K98, 168 L 1032 mg/kglEE/B OE N AREICAHEY T 3) LIREER
5 L7, AEMBMEOMREMMEL IFERI VAT e—LOoEMERARETORESN

2o HIBTIXZEMIAFEOHEERS I CEEEDOHEER, T TOREHH TRD LN
7= (250, 50033 & 101000 mg/kgfEtD 7 = > /8L L — MEBERED 12888, 118 X N128F
T olzDITHR L TKIBE O 128488

EBIT, BRI Y B O EERMER BRI FRA B O 12T 2EB LR AEHD12
BEFEEE TR bz, ARBR TIINOELIIF/ O nieho T,

CTYRATIET7 = /N L— FDZFEOHEBREOEEIHRE Sz, 19~300 mgkeglkE/H
IZIEIEFE Y 5 125~2000 meg/kgfARtOFEEDOHET, 7=\ L — NOERBEELE
AL 2 KR8 Ty RACRE LT,

R EME OB GREEM., IRE) 3 X ORI, [2S, o SIZ #1000 me/kegflfhis X U2,
o RIZEMHA2000 mg/kefift 2 & 5 LIzBHOLTRD b, [2R, a RIEIZ[2R, o SIEME
ARE LR TIERD LR T,

FFH, BB & XY o o< (T8RS & OVBRIED) 0/l S A2 (LI, 12595 & 01000 ma/kg
FEIDO2R, o SIRMEEZ 1, 2EIIBH ARRE L~ VR TRHRD LN,

IS OMBEHNEIEITEIRK T AL L — FD LD ER—ThoTr, ZHEDELL
IO BMEERE LI VXA TRBD N0, ZOZ LMD, 2 4/
=) Z ANV Y AV AT a—/)Lx AT AN, FEO/NAFEEECORRTH S

H LILievy,

SHACETERBRIL, 0. 1. 5. 258 X U250 mg/kgfdkt (£ £40, 0.1, 0.5, 2.5. 25 mg/kg
HE/RICHY) OFRT, 7z L L— b EgRICblo TRERS LT v T
i INiz, FoRBMOERERMEBOFERBL DHH. 250 mg/kgflkt THD LT,
REAECRZRICKITHEEERIIBD LR Mo, EFEFMEICOVTIZ1.25 mg/kg
A/ B I T 5 25 mg/kgfARIONOELAE b iz,

B/ MEFEERRIV AB IV F X TEREINI,
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TURATE, FUERaVRICERLE T 2o VL — "R ESF U TS EAICTEL,

EYREN DIEIR6 B 2> 5158 £ TO, 5. 1568 X 50 mg/kgkE/HORETRAKRE LT,

MERBEIS L/ ERIIETOEMB, 200KEHEOCREY TRO LN, FEmEH
ONOELIZ5 mg/kghE/B Thotz, LA L, RBRAETIH 7= L L — MIEFEMED
2, MBHELRIRNoT,

DYXTIE, 7= b— 2 MUEaa UHICER L., ERBHOITIR6A M 188 &
TO. 12.5, 258 X UB0 mg/kglkE/BORETROKRE Lz, AEHEMEORLS. &S
RAEOCEEMTRDLN, RERLEZWThOBAERIIBW TS, 7z AL L— DRSS
R ETIIRBEERIIRD b h o7z, BEWHEMEONOELIZ25 mg/kghE/A ThH-
7o

TN b= MI, AmesE R, vV RXDOBEEEHBRE (F§E L L TSalmonella
typhimuriumi & ("Saccharomyces cerevisiaeZ £ f) . B~V X OEMEEERBRE LW
F A 2= ANLAZ—DEHINERR (T AL b— hOROFER) I2BWT, &
REHEEEZRI N7,

HBEE b SRRTITVRAERE (20~50 1 g/ml) 38 X ORI 55 (R 23 # (2~50 1 g/ml)
Din vitroREENRD bz, 7= L L— MK BREKEER L UMY A4 A
DFHEFEEIT, RELHEELTWehot,

1D?in vivoRER TlE, HHAE (1508 L U200mg/kglfE) N7 =L L— hE< TR
EEERNRETEZ Lo T, REEKRERFRIND ZLWRENEZ, 72 \LL—
k%1503 &L U200 mg/kglkE/B DHET2H BEEARS LB A T, BHO/INENT
EENT, TOLIREEIZ, 720 L— F100 mg/kgEED2ER 54 TIIEDH LN
Bhole, LL, ZORBRIIBITOTA RIA VIS TEBENRD -2 b,
ERERHEESITASTHED, IOFRIERLTRRT & THS,
TETURCEDE, T2 b b— NIBETEREREZFRE LAV L EZRLTVS,
7NV L— b OREEREFRECET ST - FIIERERNREEZ TIIED LV EWD
TEMRBITHIrLLT, BOBRIN 72U VL — NOBREDIEREEZHT
HREEIMVERW RS b,

7y b CRR) BIUT~=UR URR) 28T 58/ BREREOCEERBRITOI,
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7> MTiEL, 7= b— F%&1~1000 mg/kgf Bt ORET24 0 ARRBERE Lz, 9
JRIERE ORAFOEMPREFH TR Do, AERIGEFRITR»-7 (10 5. 25, 250
B £ V1000 mg/kgfREE TIRIREEFHZRFRIZ51%., 57%. 70%. 656% B LUB5% Th o1
DIt LT, ABETIZA3% THH-72) &

FORRTIX. 7y M7 =2 b L— k%50, 150, 50038 £ 1500 mg/kgfAEto A& T
24~28 7 AMREERE L7z, IR LB LEGE T, BEHREORET o, V
VoRE, RIS K OGO/ RSN ELD, 20DREBARTRED b, ThbDEl
ONOELIE. 150 mg/kgfl#t (7.5 mg/kegl&&E/R) Tholz,

10~3000 mg/kgfkt % 12~24» AREO®REG Lic<w U X Tld, IR &R UGBS
MREDFRAET R >, KEOGORRIZ. U 8. IR L ORiED/RZFEEEL
MBS Tz, ZhbDE{LONOELIX. 30 mgkefikt, T 2bbRBEBINHTENE
N.3.488 X 1'4.29 mg/kgl&E/R Th -7z,

A=vx—ar/raf—ya %5 /ViiSprague-Dawley 7 v b TREI Sz, 7=
N b— M, 75 mgkgEEOREICBWTIFBO y IV EZ I b F U ARTF 2 —ER
PR E R I BT,

Frx A =—ANLRAZ —fRHEFHROREEDHERT oA T, 7= b—hEE
OREY2- (4-7ma7z=) 4 VHEERICE > THIRBZHBRSEEIN, 7= 1
V— NIBEBENREE 0t —F LR TIENTEAN, BOERFHOT v PBIV=
U A TIIBRER RI R 5T,

7N L— bh%32~1000 mg/kghKBEORBRCHEROARELEZT Yy PBIV-w VR T
. B2 REMEEEN200 mgkeFEU EORETED bh, REABRFOFRE (@
ROER., EREBLUCIY COERIER) MR~ U X TIE56 mgkgEELU E, 79 R T
13100 mg/kghKEBL EFOAE TR bNE, vV AD32 mgkgRERB LT v hD50
mg/kgEEDORETII, HEERIAD LRI,

7L L— h%E50~400 mgkgAE/R DR ETTABKERORE LN T v F Tk,
BRESNI-BREMEZRT B-INa v F—¥BIVE-HF7 b F—PBEREEORE
2 LR BB b,

B-HF7 W F—EOEEIBRBEAEHTORREINT, B-TravF—BEEOEL
TR TORETRD b, AERIGERIIRpoT, WREMOE(CZHEETIX
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LOELD100 mg/kgkB/A 3T o, FREBIVCRY v 7ARROBERICESW-SH
DA T2 EEE E CIINOELD 50 mg/kghB/B 38 b7z,

=T MY T, 72— M ghkgEKE/BDFAMRARE Z2EIT- 2B AT, #8
EHBEIRD bR o7,

FTNERARY VBIOV NV RARY 7 =80 b— MTRBI LI Z B E AT 52
DD a-YT VAL FTHY, ThbERNTITOhCRROBRIZBOT L, v b
IRTBEENY R DOFMTIE, 7= b— MOARBRHOREIZ L 3R ITHE
AOFREEIZOVWT I BICRFTT ALBEZIRVWbDEEZ LT,

t FTiE. 0.13 mg/em2F 72130.081 mg/kgd BDVINXRAZ BV VBB H 5 VXK E RPETH
fic, REBLUREO—BEORIEEERSRE N, 7= L —1+2g~100g
DORMEROPFR T, HIEBER (EL, EH) PREINT-,

a—7 v 7 AEBERFEEIL. 19864120.02 mg/kgFEDADIZHA LT,

THLK, 220 OEDH LWVERBFIAFRIRRIC 2 - 728, #tShTnizv, BREE
BEEMZERE (JMPR) IZX>T70.02 mgkgAEDADIA ik S 7-RERS, JMPRA &
ARBEERBERAVWIZHRBTHZ LI TERI o7,

7z b= MIOWTiE, 7y hOHREFERR TH O N/ NOELD1.25 mg/kghE

[BIZZ2FBI002ERATHZ LICEY, 125ughkelEE (F20H750u g/ ) DADI%
BRETDHZENTES,
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K208 - F7u7 = (Ketoprofen)

EU

(A-EU-K208-EMEA/MRL/020/95)
The European Agency for the Evaluation of Medicinal Products

Committee for Veterinary Medicinal Products. Ketoprofen. Summary report

HERSEEARII. BB XUEROBBRERAVWTER I, v VA VXLV
AXTIE, TRTORE (@O, KT, BEA) X 5LDsoid#500 mg/kgEE Th o7,
7 v Tk BROEBNRLEHKRE <. 30~480 mg/kgh B Th > 7=, ME I NIZERKMK
&iZ, thONSAIDTEFRRDOLND D THoT,

EBPRBICBITHIOORERERBED 5 5. NOELEZHE TEXZ0F3 o015 AMEER
8 (7 v PORMEHARTII6 mgkgEE/B., 7 v FOZENO TIE2 mg/kgEHH/B, 4 XKD
T2 mg/kglEE/B., LA XORBRTIIQEOABMEEI ) &, EEIZBITB1206
» AR AKRERER (4.5 mg/kefkEH/R) ThoTz,

T v FOZIRERBR T, BEOABEEREICRIET Y Va7 = OEERNOELDS
mg/kg/B TRD b7,

ROBREGHTIX, 7y FBEURVRARBITAIREEDLDVIMEFHEERIIED bR
Mmofe, L, Iy hTE ¥ bR 72009 mgkgEE/BIZBWTREMEENED
bhiz, VHFXFTIL, F b a7 = D2 mgkgEE&B/BLU LORAEEZRORERICBEYE
ERRD iz, BEHEONOELIX2 mgkeglk&E/BE ThoT,

—EOERFHRER (Ames. CHO/HGPRTHE, CHOORABKEERR, /IMIRR) T
. F a7z L 2OREHRP 69400 (Ames. /IMZERER) IERFEMHMERAEZRER

not,

2ODFBEMRBRN <R (F hFu 74, 8, 16F721332 mgDEF105BEKRE) B
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FUOTZ v b (7723, 45BE U7 mgaIRMHR 5%, 13BMEBIE) TEHEIh,
HREOREOBRREBE 97 4 —AMIBWT, FNOOREZRE L OSFICEIFT
TREZEELEEZEEBIIRVDOD NPT,

EMEFMNOELD2 mglkgEE X, VHXICBITHEAERBROBRLIVESNZH DT,
ZEFHI002EATHZ LIk ¥, FEHEFMADNIF0~0.020 mg/kgRE (720 51.2 mg/
ANIB) &7253,

t b T, IBREENIO0 mg/RAZRE LIBEEZEDR 7% TR LN (ZHIZF LT
TR RBETIESET%) . 7 F7E 7 x6.25 mg/lADHEEROKRE T, BEOCERE
RABRBD LT,

6.25 mg/AA DR OFERICBD DN EBIEROFRARMIIBONLTWDS Z Lnd (4FF
) . Fek MBIT DT M e T = OmMEFEMTIENZ L2 D (1.56~3KFH) | EHE
ZHNOELO3 mg/B (BEORBIEALZEITHEOYESICHEY) 2RtSnE FOF
— I MNLEETEDINL LN, ZOZ ML, ZR2EKI0EEATIZ LICED, E
HEMADIO0.005 mgkglEE, 20503 mg/ AN/BERETHILENTE S,
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K618 XV 1A > (Benzocaine)

EU

(A-EU-K618-EMEA/MRL/811/01-FINAL)
The European Agency for the Evaluation of Medicinal Products
Committee for Veterinary Medicinal Products. Benzocaine (extemsion to Salmonidae).

Summary report (2) (2001)

R HA TIHEEDEORNOFMETRE SN -ERFHNT —F B IV MIRIET
FRBIETIT BB T\ EHENE L OEEFZHINOELEHET 51037 —#
NR+ZTHY, ZTDd, X/ OA L TIRADIBE LN -T2, BFIRERES LTHE
FAEBORTWAZIEE2EERL, TOREATREINUEDT —FRMLBETRNWEEZILN
77

AROMRLOBREX BRI L L thU LOBHFHT —F 3R TS olz, & FTOME
FICBT 3 —HOERB/BE SN, NV I 0T, BFRE, IRO4W, FIEERE
ERLOCERICHEE LB L BT — RSB 5 RETMEE L L TS0 Lich
o THAWLRTWS, FIAFRARAIZIIATL— L, X=X MBIUBEBERIEE
. B OO EERELBIC20%UTOR S A U 2EBT D, 10mgh TOX Y h
4V%€€76D€y9m‘@Eﬁ@%ﬂﬂ&%éhé:&ﬁ&éotbf%%i<ﬁ%
ENTEERIGITREIE Th o7, RERFEERRIZRIT 5BHERIGITEE D3.3~59%T
|E SN,

RV A3, BEBREZ TRTEEOEEELEDTHS L OICBbh b, SMHEEA
LDsofElEZ. =7 R TI3216 mg/kglEE TH o7z, XU HA Vi, VY RaBLTA X
REDW OPDOEPHREIZA h~ES O U MEZSIERITZERH D,

MNBEBPRIIRBIT IRERERE. REHBRESEL S LEHEEE, RERE, BRES
FOTHHICET 2RBRIIRERZINTVARNA, XY U Vil FBLUEBMAESL TR
BIAVWLNTZREVEERSH D, BONIHRE SN2 Z&0b, DL I RRERZITOL
H Wb oLE 2 bhiz,

753



bR COBEFRICET S XMEFATETh T, BERSNABEAZHRIMICEENS
T—H# i, EEFHNOELZEEHTILIIR+5Tho7, & IRV Y IA 2B EHIC
E B BNBMES S VEEFHCIEUTOLOREENS  HEE, FEE L CLnER
DEABIVIRIEDFHTE, TUAF—IEHRX A ANAEEL THREINRTEY, £
7PABAIZZ b DEFRBEL BRI EZERTH L L5 ICBbh3, VYA U K
JERBAEMERBRICBWTEED3.3~5.9%ICBERISEFER T D, LI, XYy HA it
FTCHA MAET oL VMEESIERITIEND S, b M TIREDOAYZERFIAREIC
BT 5 EHRLRIARTETSH 5,
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4 24-D

Health Canada

(P-C-4-1)

Proposed Acceptability for Continuing Registration. Re-evaluation of the Lawn and Turf

Uses of (2,4-Dichlorophenoxy)acetic Acid [2,4-D]. PACR2005-01 (2005)

Table 4.1.4.1 Toxicelogical endpeints used in the 2,4-D lawn/turf risk assessient

Eadpoint Population 24-D acid, DNALEHE 24D BLE
NOAFL Study UFE/SE NCAEL Stady TESF
(g ‘keiday) or MOE | (mglhkg'day) or MOE
ARMD Famales 1350 25 Rat 300 Saree 25 acid
i
GPichildran 75 Acute rat 300 Sane as aeid
newrotoxicity
ADI* Al populshiens 1 Twvo-year rat 300 3mra 5 acid
Sbort-termy -7 day | Famales 13-30 30 Rabbie 1020 14 Eakbbit 1003
Carmal and developrentz davelopmenta}
ivhalztion H
GPichildren 12.5 Rat 300 Sara 25 cad
H
Stortterm: }-7 day | Toddlers 123 Rat 300 Sarme 23 3cid
incidental aral developrosniz
1
Short-terza: 8-30 Females 15-50 39 Rat 1630 16 Rabhit 1003
dsw developmanta developmental
dasmal and 4
whalatton
GP 125 Rat 300 Same zs acad
developorants
3
Ageregate: 1-7 day Famales 13-30 30 Rat 1030 10 Rabbit 10060
all routes. developmanta developmenial
]
GPichildren 125 Rat 300 Same asacid
developmenta
i

ARMD  (acute reference dose); ADI (acceptable daily intake); Females 13-30 {females of child-bearing age}; GP
(geceral population)

& The PMRA bas recently received edditional datz from the 2.4-D Tadk Foroe that may further inform the ADI. These datz wiil be fully assessed

dusing the re-evaluation of 2.4-D for agrirultoral use. In the inferim, e zhove ADI was establizhed for the purpose of conducting ar aggrezate

risk assestmeent

Note:

All endpoinis were selected from studies with 2 4-E administered by the oral route. Dermal sbsorpiion is

considered fo be 10% of the oral dose and ichalation absorption iz conzidered to be 100% (defanlt value) of
the oral doze.
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33 7ET7xx—}

Health Canada

(P-C-33-1)
Proposed Acceptability for Continuing Registration. Re-evaluation of Acephate.

PACR2004-40 (2004)

HERSBLIUVRERSROK L BBRELBEREIL, HERPEYNHEET D20ITLE
REFTHDHT7TEFAN2Y) AT T7—EDOHEETH-7, B0, BEBLUCBRARSRE
BTTEFLral) vz X7 7 —FPREELZTES, PRREEZETLEHENREDLND
Z L3R T, EEERE/E/NEMERE (NOAEL/LOAEL) 22 H¥Mi LT, 7 v MIRBWT,
RORELR EERMERE~BMRE) PBERICEETIZLRIBLALRVWEEZLR
oo KVBARTIE. =) AAFEIMBHEE. KEHENINHIE LOBEEETL
T (wvA Ty b, UHX), 72, BREORETIFIIEYRERICITBEER LU
BREE LbREINE (FUR, UFF A X), Ty bERWEAERS I UEBMRD
HREEARICBNT, RECHEEL-HARMREESBD OND Z LiZdo7h,
HREEREIER I, BRYOBEIYT —F X—RIBWT, MEEEICET 3R
HEHEBEFRFTREIRD Ao T,

s

BB

2!

in vivo AEFEARRG, AHEAR, PERRE. HHRRESESBRBIUIMERARNL, TE7 =
— MCEBEEEERIIRWI EBBALMIT o728, —E3 0 invitro RBR (HHE., BEB X
U REILE M) CHBIEEZEBHVBERIEARBD bhiz, invivo RER TR RN
BonkZ b, BREMNF— FICET2BREABEING, 7y PERAVWE 24EH
BHEEERRBLURBAERBRIIEN T, HARESASERARRD O ZMo, L
PLEBL, vV RARRICBWT. RN LEESAEROMEE~ Y X CIFERERAERD
EEBRBD LN, ZOERIE, HRATMARZBX 5 ARICKIT 3R, E—M7I,
B () KREEINZLOTHY., AE-RISEFRESED bW Lnb, B8
AMEDTERMIRER 2 b D THD L EX b,

Sy MBI FEAVWEREEHRBRIIBWT, 7 72— FNOFENBRERICES
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EHEERAB L CRIBEZME LA ZRTHIIIRO bh22holc, 7y MIBWT, BEY
BEHRRLNIFRMGOAT, BEBHER RRREERY) B’BD L. Zoffic, X
BBV, £EFEREHEORBY . BWREKEDRL . REHRNEOHEM,. AREZILFE
BRFERED YA TORAEFBHEAVERIA TV I, EEBHVHFELIBDOND
BARAKEZBEINIERATH =, 7y FEAWEZHRABEEERRICBW T, B
L7z ARKE THHHHORZN EFIIRD b s o7, 25 meke KE/B &\ 5 BEMWY
EMETRER. AERER LI UCREHAEFERORT IR D b7z (NOAEL=2.5 mg/kg &
#/8),

BEbLEREOEMIEE. thbb, 7¥FLa) X575 —EHREICETS NOAEL I2
ESWTSRAEPREENTVWD, ZHUODERBARIIE. EREPEE FLOBTO
AFERB IO MEFIRNTOEEZBE L4 ORHELRFRESHELIAEN TS, LE
WKISC T, = FRA b (REEE. RIERES X CRBMEGFERDET) OERME
ET DD, BMEZE/REPBER SN TN,

TEZ7xz— b DY X IFRIZER LIBEERMT L FARA » MZOWT Appendix [ 123

W LR
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Appendix i

Toxiecology endpoints for health

for acephatce

risk assessment

Duration of exposure is 130 days.
UF/SF refers to lotal of uncertainly and/or safcty factors {or dictary asscssments; MOE refers to desired

margin of exposure {or occupational or residential assessments,

759

Exposure Douse Endpoint Study LF/SF or
scenario (mgike bwiday) MOE?
Acute dictary NOAEL =035 Brain cholinesierase | Range-finding 100
inhibition acure
agurotoxicity— rat
ARID = 0.005 mp'kg bw
Chronic dietary | LOAEL=0.12 Brain cholinesterase | [3-week oral 100
{close to threshold of | inhibition {slight} toxicity—rat
a NOAEL) ‘
ADI=0.0012 mp’kg bw/day
Short-term?® Dermal NOAEL =30 | Brain cholinesterase | 3-week dermal 300
dermal inhibition toxivity—rat
Short-tetm® Inhalation NOAEL= | Brain and 4-week inhalation 100
inhalation 0.26 erythragyie toxicity—vaf
cholinesicrase
inhibition
Aporegate® Oral LOAEL =0.12 Brain cholincsterase | 13-week oral 100
(close to threshold of | inhibiticen toxicity—rat {Oral)
a NOAEL) 3-week dermal
Dermal NOAEL = 50 toxicity—rat 300
{Dermal)
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Health Canada

(P-C-34-1)

Regulatory Note. Azoxystrobin. REG2000-15 (2000)

Appendix III Summary of toxicology studies for azexystrobin

Acute

Oral Rat (Wistar) (S/sex) ED5 > 5000 &% Low toxicity
himt dose 5000 mg'kg bw |no mortality; minimal clinical signs

Dermal Rat (Wistar) (Sfsex) LDy = 2000 ¢ Low toxicity
hmit dose 2000 mg'kg bw  |no mortality or clinical signs, slight erythema

Inhalation Rat (Wistar) (3/sex) ECy =096 </ 0.70 2 (mg/L air) Slight toxicity]

024,048,072 ot
0.87 (¢)ymg/L air

maortality at »0.48 mg/Lair; clinical sigas 20.24 mp/L afr

Skin irritation

Rabbit (New Zealand white
INZW]) (6 2)

aF N\

500 mg; Draize

Primary irritation scorey g, = 0.41 Minimal dermal trritant

Eye dmritation  |Rabbit (NZW) (6 2) Maximum average scotep, = 4.3 Minimal eye irritant
100 mg; Draize
Skin Guirea pig (Puakin pegative Not a sensifizer
sensitization Hartley)
Maximization fest
Study Species (strain) and NOLL or NOAEL Observations
dose levels {mng:'kg bwiday)
Short-term
90-d dietary  |Mouse 17 1280 <7 1468 ¢
{C57BL/ICHAP/AlpK) all animals sacrificed i extrenns week
0, 100, 1000, 53000 or 3
7000 ppm 569 ;675 8
{<0, 17,188, 569 or { body weight and food utilization, !
1280 mgkg bwiday] relatiie liver weight, liver pathology
[£0,21,227. 675 or 18857227 2
1468 mgskg bwiday] i body weight ¢, | food utilization
(10/sex/dose} &, 1 relative liver weight <, liver
pathology ¢
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Srudy Species {strain] and

dose levels

NOLEL or NOAEL
{me’ks bw/ davy

Observations

90-d dietary  |Rat (Alplc-APESDY)

0. 200, 2000 or 4000 ppm
[¢0,20, 211 or

114 mz ks bavday)
[26,22, 223 0r

449 mgdes bwiday]
{(12/zex/dase)

20

444 /440 2
¢ body weight, : food consupticu and
vtilization, distended abdomens,
altered hematotogy and clivical
chemisty (Yiver), ! relative liver and
idaey weights, bile duct and lver
pathology &

211 207223 2
: body weight, : food consumption
and wiilization, distended sbdomrens,
altered clivical chenustry, | relative
Irver weight, 1 relative kadney weight

2
21-ddenmal  |Rat (Wistar) =1000 no treatatent-related toxicity at highest dose
0, 208, 500 or tested
1000 mg kg bw day
{5/sexfdose)
90-d capsule  |Dog {(beagle) 10 25G : body weight, chrical stgns
0, 10, 50 or (salivaiion, fluid feces), altered chinical
250 meg'kz bwiday chemistry parameters (liver), ! liver
(4isex’doze) and thyroid weights ¢
50 ; body weight 2_ altered climcal
chemistry o, 1 liver weight
10 altered clinical chemistry &
1-year capzule |Dog (beagle) 25 200 clinical signs {fiuid feces, salivation
0.3,25¢ar 2), altered clinical chemistry (Hver), 1
200 mgtkz bwiday liver weight
(d/sexidose) 25 alfered citndcal chemmisiey &, ¥ liver
werght €
Chronic toxicity and oncogenicity
2-year dietary |[Mouse 38 27273632
(C57BL/1GFAP/ApL) : body weight, : food utilization, ©
0, 56, 300 or 2000 ppmn liver weight; not oncogenic
[#90.6,38 or
272 mgfkg bwiday)
[20.9, 5t or
363 mgfkg bw/day]
(55/sex/dose)
2-year dietary |Rat (Alpl-APESE) 18 108-134 /117 ¢

a0, 60, 300 or 1500 {x52
weelks) + 750 (%52 weels)
pom 0. 4, 18 or

108-134 mg kg bw/day]

2 0, 60, 300 or 1500 ppm
[0,5,220r

117 mg/kg bwiday]
(32/sex/dose)

i servival &, distended abdomens =°,
hunched o, | body weight, | food.
consumption and utilizaticn, ¢ adrecal
and kidney weights, bile duct and liver
pathology o not oncogemic
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Study Species {strain} and NOEL or NOAEL Observations
dose levels {mg:ke bw/day)
Reproductive and developmenctal toxicity
Multi- Rat (Alpl:APESD) maternal 34{1654175 ¢
generation 0, 60, 300 or 1300 ppm F/F, aduoli :+ bodv weight, ifcod
reproduction  {{<°0.6,32 01 reproductive 34 consumaption, ! liver weight,
1653 mghg bwiday] bile duct and liver pathology
{20,7.340r g
175 mg/kg bwiday] F/F, pups + body weight during
(26/zexidose) factation period, ! fiver
wetght
Teratogenicity {Rat (Wistar) maternal 25 |materaal
0,25, 10001 300 excessive maternal toxicity
300 mg/kg bw/day gd developmental 100 (discontinped)
716 100 i body weight. { food consumption,
{24/damsidose) diarrhes, nrinary incontinence,
salivation
23 salivation
developmental
100 margiunal delayed ossification; pot
teratogernie
Teratogenicity |Rabbit (NZW) maternal 1530 |maternal
0,50, 150 or 500 I body weight, | food consumption
500 mgkg buiday gd developmental 500|150 tragsient ! food consumption
8-20 dewvelopmental
{21 mated /dose) no significant effects; not teratogenic
Neurotoxicity
Acute Rat (Alpl:APESD) systemic 600 [systemic 2000 | bodv weight ¢ (marginal}
neurotoxicity |0, 200, 600 or 2200  transient diarrhea and gastric
2000 mg'kg bw nevrotoxscity 2000 irrifation
neurotoxicity
no effect on functional observational
battery (FOB), motor activity, brain
weight or peuropathology; not
selectively nevrotoxic
13-week Rat {(Alpk:APESD) systenuic 39 |systemic 161 &/ 202 ¢
genrotoxicity |0, 100, 500 or 2000 ppm i body weight o°, | food consumption
[<0.83%0r neurofoxscity 161 and utilization <
161 mgfkg bwiday] nevrotoxicity
{20,9.48 o1 no effect on FOB, motor activily, brain
202 mgkg bwiday] dimensions or neuropathology; cot
selectively neurotoxic
Mutagenicity
Bacterial cell gene mutation assay (i vitro) negative (=59}
S. nphinrium (FA1535, TA1537, TASS, TALO0)
E. coli (WP2P, WP2P wrA)
Masmmalian cell gene nmtation assay (in vitro) positive (£59)
1.5178Y mouse lympkoma. cells
Mammalian ceil cytogenetics assay (in vitro} positive (=59}
Human lymphocwtes
Mammahan cell cyfogenetics study (in vivo) negative
Mouse bone marrow micronucleus
DNA damage and repair study (Rascheduled DNA syathesis) (in wivo) negative
Rat hepatocytes (male)
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Health Canada

(P-C-35-1)
Proposed Acceptability for Continuing Registration. Re-evaluation of Atrazine.

PACR2003-13 (2003)

RHEHEINTWHIERBYRRT — 0 0HM LT, TR IV 2BOBRE L L &0
BEHEIBEB~BETHY ., BEBIUVBRARBROSHEBHEIER TH S LHTEh D,
TRV VR U FORBIUBEEI L THVRBHEETRL, ELEY MIBWTKE
BAERIGEBRE LI, T IV ORBERNFIENEEZEZOND, 7T M7V DEEE
FABFIZEY. 7y MZBWTHRETB-N TEASECEENFREND, 7y MIT b
TVVERBRE (FLRERAREERYE) LtORbEBELRBERER, ARHEE
RPREB IVREAYECCNTEERREZRZ LTV S 2BEOTVE Y. HEE
RANLEY (LH) BLOTm T2 F L OEETH-T, Sprague-Dawley (SD) REEHET o
MZBWT, SEIRETHI LH — U088 5 &, BHESR. RIEHER R X URRATEMER
NEREIND, BEFINER»OOTR baFf icdT2BENEAMEE TS Z LItk o T,
SD RHEMT v NOLTHEREARHIRINAN, TP VEBHRKEENRZX by
ARTEMEIXARVY, <D A Fisher-344 %7 v b, SD RIPEMH S v M E721% SD Rt Z
vy MZBWT, 7SV UBEEEZFRTHZ L3R, BEEEERNLRWT LT
Ehiz, 7y NEEICB T 5EENMEELE (BRAREIIERODOEL) ., £% 1~4 8
BICBAZN L-BELZT2HmEA T v NMEHREMOFIIBEE. BLUT v FOFRES
MEVWIERIE, 7RIV OBEARUERBFE—HRLTWS, 77V UOFER
BILWERRHERBREEZZ I ET7 v " ERZR VI XOZMREDIIB T, BZHELER
ZORNTREHMIERS b oTe, EOMDIERL LT, 4 XBX U~V RIZRBT 5 0IEE
., AXBLOT v MeBITHRBEBLR EXRBD LT,

ELbBROBDIT KRS M, Thbb, LH —T0EBE/b. BERHFOELLB LW
RAERICETAESFEMEE (NOAEL) WKESWTERHAERREZINTWS
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TEIPr0) R FHEIZER LIEEFHT L RAR A MZ- 20T Appendix 1T 8LV

NCERLTRY,
Appendix I Toxicology endpoints for health risk assessment for
afrazine~
Exposure Dose Endpoint Study UFE:SF or
Scenario®™” {mg’kg hw/day) MOE!
Acute dietary There was no toxicological endpoint artributable to a single exposuse
General population | for the general population.
Acute dietary NOAEL =125 | Prostatitis in male 4-day gavage | 300
Females 13+ offspring and study
inhibition of prolactin | lactating rats
refease 1 dams
ARD = 0.04 mg'kg bw
Chronic dietary NOAEL =18 Attenuation of LH 26-week 300
surge and estrus cycle | dietary study
alterations m rats
ADI = 0.006 me'kg bw/day
Shert-term® NOAEL =5 LH attenuation 28-d gavage | 300
dermal® and study i
inhalation® female rats

"

Inctudes atrazine and iis chlorinated metabolites
There i- no residential exposure scenario in Cansda. Intermediate-tecm occupational exposure scenarios are

not expected voder the cusrent registered use pauerns in Canada.

* Duration of exposure is =30 days

& Since an oral NOAEL was selected, a dermal absorpticn factor of 6% should be vsed in route-to-route
extrapolation.

¢ Since an oral NOAEL was selected, aa inhalation absorption factor of 100% (default valoe) should be used

in route-to-route extrapolation.

d UF/SF refers to total of uncertainty and(or) safety factors for dietary assessments, MOE refers to desired
margin of exposure for occupational or residential assessments.
Appendix 11T Toxicology endpoints for health risk assessment for
hydroxyatrazine
Exposure Scenaria Dose Endpoint Study UFE:SF or
(mgkg bwiday) MOE*
Acute diefary There was no toxicological endpoint attributable to a single exposure.
Chronic dietary NOAEL =10 Kidney effects 2-year rat 100
toxicity

ADI = 0.01 mg/kg bwiday
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Health Canada

(P-C-41-1)

Decision Document. AMITRAZ. £95-02 (1995)

a7 FUTF U U EREEEBETHHT I M X, £ LT, ERBYHBL L M IR
WT, &8, BEE (TROET), EIE (MWENET) BLOHRIK (DREDET) &
B FOERZRT, —RAIZ, 7 I F 7 XTRH LN IBEEERTEE>—BEDM
BERTIeMnb, TI M XOERERLMRPREOHMICBFLMEAMNRH S Z L83

RRENRTWVD,

TIFTAZEALTAFEN TV 2REEERABEROLEN L. b M. ZERBHED
FPCRLBEZENENVA XL VBZERBNI EBRRINL TS, b hEdHE LR
BN RBRBRICE VT, 025 mghkg AE/BOMEROKE THREAERANRED NI L
Mo, b FTOEZERE (NOEL) IIFFE SN oT, 4 XICBWT, AEKEE 0.25 mg/kg
(FE/A TEMEHICETAHARBREBIRITREZE I N o7, BRET LIERICEVAEK
¥ (T72bb, 1.0 mgkg KE/R) ZBWT, FEMERIHE, FRRE TR L CIRHEIE
TERRED b,

BAEmINE FRRIZBWT, 0.125 mgkg FE/B WO EREDT I b7 XS
LTHEROHIBHRERIIRD N7, ZTOBREKENRE MNIBITFATIFSX
DEMEAICET S NOEL THH EEZ b,

bt FTEEINAMEANLEEH LT I M F XD NOEL i, ioFEEHT s KR
A b ThbL, RERGEESE, BAFBER XUERESMENGEE H L NOEL ©
FTRGEV., 7y FRARBRB L UOH O~ v ARERABRITE N T, BHAEERITRE
HEThDLEZLN, ERFREFEAOERLER SN o, vV ARBEREESEN
RRIZBW T E A EKEDHMEN OFFIE CIEEF AL 2R T SR D b 723,
EYFRNCERDOH DD TITRVWEEZ bz, BEMICRT, BohizmROEEM

(weight of the evidence) 2>, EBAMIZY Z7FMEOTV FRA ¥ MTixZ2 s 2nen
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IfERBPEDITOND,

7 32 +T XADONOEL 7 0.125 mghkg AE/B THHZ EEZHOLMNICLEHEEDOE FRBROK
RIESWT, FREMEHELEE L TI0F LW I REREEAVD I L T, BERICHEE
&Nz 0.001 mgkg EE/R EWVWS T I M T XBLUREY BTS 27271 0— BHFAERE

(ADI) 2% 0.0125 mg/kg AE/RIZBEEINTWS, &t b TREINZAMERA»LEEH
L7 I FT7ADADIIC LY . R L7ZOBHEFH T FRA 2 ML T, BORE
SN FIND,
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Health Canada

(P-C-78-1)

Regulatory Note. Imidacloprid. REG2001-11 (2001)

SHEEERRICEWT, TERAIF7u7Y FERAREGELLLEOEHITEETDH
D, BABLIUOREREZ N LEBHIIBMTH 7, 115707 FIEEBIUVIR
R 2 RERIEME THah o7,

FO, BEB L VRAREZN LEHEERRICBW T, AERBEREAIRL ML
BT idehot, BABRTREAWMEES X ¥ —¥ (mixed function oxidase : MFO) B
REAPBDO ORI, ZOMICREICEELIZFRARBDOND Z L1372, ZhrE
EERATHD LIXBAON 0T, A IF 707 FICBELTEHEShSH
R EERRICET 2RENFTMEN O . HREBEEIEAOIMSHALNCRDZ LT
M7z,

A
$r

> AN

T
[0}

|

G

BHFEERRIIBVNT, HERFENPEREREC S Z LTk BBAEOEMITR
HoNhotz, —EBEBOBGEERRIIEWNT, Bon=mROEEM (weight of the
evidence) N6, A IF 7Y NIZEBEERERIILRWI ERATRBRINTWDS,

ATEEMR L ORAEERARIIBWC, AEREMESEIER X LIMETHAEIERIIHERS
niehole, 7y MBIVU X THREBENRBD b, VX THREINLEITE
BMOEHRAETRELZLDOTHY, #-T. BEHOLFBHICI S RHZRLDOT
HBEEZILNTZ, Ty MZBWT, —BHIRBD bNZFTR (ERIE) OBRERAESR
FREEIEHEOICHBECRZLOTH I LEEI bR IS T,
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Health Canada

(P-C-156-1)

Discussion Document. PRE-HARVEST USE OF GLYPHOSATE.. D91-01 (1991)

SHEMHRBRICBVT, TEAZ7 Y A4 — B LOZ Y &4 — FEH Roundup® Vision®%
PO, BREEENBLIUCRARE L THEEL EHERABRLRNWI RN R 2T,
TH#EAT Y FRY— MIEBREMEIZZ2 VA, 7)Y — NRIRFEERERROETDH
HZ LALLM RoT, TERAZ )R — MBI UZ Y R4 — h AN HRERE OIRRIE
HDERD bz,

TERZ )RV — FOEYREREREEHEARIIBNT, BABTYURTEELL
FEBOBFERIN. Ty FTREERRL, A XTIRIFBRLEED ) U EEHRHRRNE
AL, RELIEBPREOF TS, XNRBREZHEREVEHBTES, 1| FROA XELER
ERBRIZE1T 5 NOAEL i 100 mg/kg AE/H TH o7z,

A

VX ERAWEESREEERBRICBWT, TEMAZ Y AH¥— FO NOEL IX 5000 mg/kg
KE/R X 5 L HM S, Roundup®DFA. £HFMICEIT 5 NOAEL 11 114 mg/kg
HH BELEESAR) 28252 LBALMNIR o, 2 TOREBRE TRGREERN
BOONTH, RERKRTRE TIZEFE L,

5 v b ERVWIESRASHERRIZIVT, Roundup®D NOEL 3R L -KEHETH S
036mg/l B2 D5Z EBALNTR ST,

< U XAV EHEERSEHRRIIBVWT, RERD B I U—IBMED B MBS %
TRTIELAFRD b, EEFEOEIIRD bieh o7, NOEL iX 714 mg/kg R EH/

ATHoT,

7 v e AWERHIREREREHFEERRIZEBV T, 20,000 ppm THEEFEOEULMSRD

1



LD T LidRdroTz, NOAEL 13, MEMEMW) TR b N BEE O BRREN D 362
mg/kg RE/B (8000 ppm) T 5 & FEdh I iz, 20,000 ppm (ZBVWT, #T » hOEEH
mAKEEND—F, #Z v M TR pH MET L. BRNEFRERS I UHERIER (i
T v MNER) ORBEERLEENEDO LN, T, HHERS T FRRIC K 3) BREELD
BEEN EH LT,

7 v MZRWT, BEmEE. BFEBERSIORESHEICET 57 Y &9 — hd NOEL iX
1000 mg/kg AEH/B TH D Z ERALNITR -7z, 2B, BRET LZRICE W& & AL 3500
mg/kg KE/B Th-o7-, UH XD NOEL IZ., FHEBLIUEME (175 3 LT 350 mg/kg
AE/R) BT 5BEHMEMER LT 350 mgkg FE/BICBITIBBEBECESNT, 75
mg/kg RE/R LfER Sz,

T v FERVEREREABEERRICBN T, KICHVAR (500 mgke KE/H) 0B
B EREEERES L UEESC REMOEERDICE-SV T, NOEL /% 100 mg/kg K&/
BHThDEBEINL, BRELEZESHARTH S 1500 mgkg KEH/BIZBWT, AR
ST AHEEEAE2RTIHIMIES bied oz, BEEFRRARIIBWT, R L-EEA
T3 3 2000 mgkg KE/B TZ VRV — MNIBRETH -7,

Ehe LT —EOERBEURRIZBWT. 7Y &Y — MIERFEREREIRO 20T,

EHE S N7z B — D ik Ye 843 A A HRBRIC BV T, Roundup® i3SV BEHEMER 2R T
EBHLNITRoT,
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Health Canada

(P-C-158-1)

Fungicide. PRDD2003-05 (2003)

Proposed Regulatory Decision Document Kresoxim-methyl Technical and Sovran?

Appendix I Toxicology

Study

Species and Strain and

LD:.: mg'kg bw or

Target Organ and Significant

Doses LC..: meL Effects and Comnents
Acute studies: technical
Oral Rars, Wistar, Sfsex Median Lethal Dose No mortality and no treatuent refated
3000 megkg bw (limst test) (LD} = 3000 mg'kg bw in cknical sicns or necropsy findings,
males and females low acute toxicity.
Demmal Rats, Wistar, Saex LD, = 2000 me kg bwin No mortality, erythera af test site, no
2000 mg'kg bev (finzit test) males and females treatment refated clinical signs or
necropsy findings, low acute toxicity.
Inhalation Bats, Wistar, Sfsex Medion Lethal Concenmation: | No mostality, increesed respimtion,
1.04 and 3.6 mg/L. {1LCy) = 5.6 mg/L nasat and ocular discharge ocour
during exposure, low acufe torcity.
Skin irritation Rabbits, Vierna White, primary irtitation score (PIS) | Shght erythema m 1/6 aniraals
23 males, 4 females (24 apd 48 ) =00 one hour after dosing, resolved in
300 mg dose 24 b, non-imtating fo skin.
Eye imitation Rabbits, Vierna White IMEXINUNG AVET2ge SCOTS Stight erythema and ocular discharge.
0.1 mL (3% mg) dose {(LIAS) = 4/110 i all apimals within one hour,
resolved within 72 b, 'mild eye
irritant.
Skin sensitization | Guinea pigs, Dunlin Hartley | No erythema or edems 24 or No evidence of sensitization, not a
{maximization 0.1 mL mfradermal, 5% test | 48 b after challenge dermal sensitizer.
test) of Mugrason | materzal induction and
ard Kligman topical 0.3 g, 50% of test
material challenge
DNCB Positive Contrel

Acute studies: Sorran® BAS 490 02F (end-use product [EP])

Oral Rars, Wastar, 5'sex LD, = 5000 mekg {bw] in No mortality, some animals
5000 mzkg bw (limst test) maies and females developed diarthea, which resolved
readily, no necropsy findings, low
temicity.
Demmal Rats, Wistar, Sfsex LD, = 2000 mghgz bwin No moartality and no treatmient refated
2000 mgkg bw (limit test) mades and females cknieal signs nor necropsy findings,
low toxdcity.
Inhalstion Rats, Wistar, S/sex LCq=57mgL No monality, increased respimation in
204 and 5.6 mgT. a#l animals, low acute toxicify.
Skin imitation Rabbits, Vierna White PIS (24 and 48 h) =00 Shight erythema in 16 animals
300 mg dose one hour after dosing resolved in
24 h, mon-imitating,

773




Study

Species and Sorain and

LD..: mgks bw or

Target Organ aund Siguificant

Doses LC.:meL Effects and Comment:
Eve fmmitation Rabbizs, Viennas White L{AS =5118 Shght erythemsa and ocudar discharge
0.1 mi. (39 mg) dose i ai animals withir one how,
resolved within 72 b, mild eye
irritant.
Skin senzinization | Guines pigs, Bunlin Hartdey | No erythema or edenua 24 or No evidence of sensitization, not a
{Buehler method) 0.5 mi. of 607 test ruaterial, | 48 hafter challenge denmal sensitizer.

topical indactior, and
challenge DNCB Positive
-ontrol data used

Short-tenn toxicity

Study Species’Strain and Doses NOAEL ning/lg bw)'dav} Target Organ and Significanr
Effeces and Comments
304 distary Mice, CeBR, 10'sexidose NOAEL = 1000 ppra Lowest observed adverse effect level

G 258, 1009, 1000 and
$C00 ppm (0, 57, 230, 909
and 1937 mg'kg ow for
nyades; 9, 80, 326, 1326 and
2383 mg-Le bw for fernales)

{230 mg/kg bwd for raales)
and 3000 ppm (2583 mglg
bwid for females}

(LOAEL) males = 4000 ppra o the
basis of decreased bw and increased
relative liver weight

LOAEL females > 8000 ppm, on the
basis of absence of toxic effects at
highest dose tested.

21-d repeat-dose
dermal

Rats, Wistar, 10/sex/dose
0 and 1000 mgkg bwid,
6h'd

NOAEL = 1000 mgkeid in
males and females

LOAEL = 1000 mg'kg bw/d, on the
basis of sbsence of toxicity at kazhest
dose tested (limit test).

90.d dietary Pats, Wistar, 10/sex/dese NOAEL = 200 ppma LCAEL males = 8400 ppra, on the
0, 500, 2000, 8000 and (146 mg'kg/d} in ales; basis of increased SGGT (also seen in
16 600 (0, 36, 148, 377 and 16 600 ppm {1374 mgke'dyin | other studies)
1170 for males; 0, 43, 172, females LOAEL females > 16 000 ppm on the
672 and 1374 for females) basis of absence of tovicity at hizhest

dose.

12-month gavage Dogs, beagle, 4sex'dose NOAEL = 5000 ppm LOAEL males =25 000 ppm, on: the

0, 1000, 5000, 25 000 (0, {138 mgkg/dy in aales; basis of decreased bw, decreased bw

27,138, 714 mgkg bw/d for
males; 0, 30, 146, 761 maks
bwid for fernales)

25 300 opm (761 tagke/d) in
females

gain and decreased food efficiency
LOAEL famales » 25 000 ppm on the
basis of absence of texicity at highest
dose.
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Study SpeciesStrain and Doses NOAELL (ngke bwiidayy Target Organ and Significant
Effecrs and Comuments
Chronic tozicity and oncogenicity
18-month feedicz MMice, CriBr, 30/sexidose Chronic effects LOAEL males = 8000 ppra
0. 400, 2000 and 8000 ppm | NOAEL = 3000 ppm {1305 mgikg bv’d) on the basis of
(€. 60.304and 1305 mghe | (34 mgkg bw'd) in mades; decreased bav and liver and adrepal
bw/d in males; 0, 81, 400 amryvioidosts.
and 1662 mgkgbwidin
females) 40 ppm (81 me'kg bwid) in LOAEL females =2000 ppm
females {200 mg kg bwd} oo the basis of
decreased bw.
Oncogeniciry Not carcinogeric in n¥ice.
No oncogenic eiffect: i either
sex
Two-year feeding | Rats, Wistar, 20/3ex'dose Chronic effects LOAFI males = 8000 ppm or the
9, 202, 800, 8000 and NOAFL = 800 ppm basis of increasad SGGT, increased
16400 ppm (0, 9, 36, 370 (56 mg'kg bw/d) in nales; liver weight and liver Listopathology.
apd 746 mg/ks bw in males;
0, 12, 48, 503 and 985 mgke | 800 ppm {48 mgkg bwid) in LOAEL females = 5000 ppm op the
bw in females) females basis of decreased bv, decreased bw
gain and liver histopatkclogy.
Quacogenicify 1OAEL for tiver carcinomus @ both
NOAEL = 800 ppm (36 and sexes was 8000 ppm {370 and
48 nig'k:g bw in males and 503 mgfkg bw in males and ferales,
females, respectively) Tespectively)
Two-year feeding | Rats, Wistar, S0'3ex'dose Chrouic effects LOAEL in males = $03) ppm
0,260, 800, 8000 and NOAEL =300 ppm (36 and (375 mg'kg bw/d}* on the basis of
16000 ppm (D, 9, 36, 375 47 mgkg for males and decreased bw and Liver lesions.
and 770 in males; 0, 12,47, | females, respactively) LOAEL in females = 8060 ppm
407 and 1046 females) {£97 morkg bw) on the basis of
decreased bw, decreased bw gain and
Iiver histopathology.
Oncogenicity Increased incidence of liver
NOAEL = 800 ppr (36 and carcinomas ocourted i both sexes at
47 mg'kg for males and $000 ppm 375 and 497 me/kg for
femnales, respechively) wiles and females, respectively) and
above
LOEL = 8000 ppm {375 and
497 mg kg for males and
females, respactively)
Neurotexicity
Acute Rats, Wistar, 10/sex'dose NOAFL =2000 mgkg bw'd LOAEL > 2000 mgkg bwid
DEUTCtOXicity 0,503, 1000 and 2000 make | formaies and females no No effect on motor activity or
bw via gavage acute neuretoxicity fimctional observational battery
: {FOB) at highest dose, no other
treatment related effect observed
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Study Species’Sturain and Doses NOAEL (mg'kg bwl/dayy Target Orean aud Significam
Effects and Comuments
Suirchroric Rats, Wistar, 10/sexidose NOAEL (nawrotoxicity} = LOAEL {neuretoxicity) = 1180 mg kg
neurotoxicity 0, 1090, 4000 znd 1180 me'hg bo'd for males bwid Ne effect on raotor activity or
{93-d) 16000 ppma {0, 72, 392 and | ard females FOB at Ligkest cose.
1150 mgtkg burd) in the diet
LOAFL {systemic toxicity) =
NOAEL {systemic toxicind= | 16000 (1180 mgkz bw/d) on the
4000 poa 292 me ke bn'd) basis of sigréficant reductions in bw
and bw gain.
No subclironic petrotoxicity
Reproductive and developmental roxicicy
hiuitigeneration Rats, Wistar, 25/ 5exédese Fy; | Systemic effects LOAFL for parental syslemsic
257ex'dose, F, Parental systemic NOAEL = toxicity = 4000 ppr, on the basis of
0, 50, 1000, 4000 and 1030 ppm {104 mgk g bard) decreased bw, of F, and F, parental
16 000 pom (0, 4.75, 95 4, anirals, decreased kidney weights F,
386 and 1332.3 males; 0, and ircreased SGGT F; males.
33,1047, 4269 and 1696.8
fenrales) Reproductive and LOAEL for reproductive and
developmental effects developruental toxicity = <000 ppu,
NOAEL = 10080 ppm cn the basks of decreased pup weights
{194 mgfg bwid) {Fy; and F,) and delaved
developmental landmarks funfolding
of ears [F,, ], auditory canal [F.} and
eye opening [F, 1.
Thers were no effects op fertility, or
reproductive performance at the
highest dose 1696 mgke bw-.
Terstogenicity Bar, Wistar, 25/dose NMaternal NOAEL = LOAEL materal = 1000 mg'kg
0, 10, 400 and 1000 (ragkg | 1000 mgkgbdwid bw/d. No maternal toxicity hizhest
bw/d) via gavage dose fested.
Developmental NOAFL = 1OAEL developmental
1000 mekgbwd = 1000 g kg bw’d No fetal toxicity
o teratogenic effects up to at highest dose tested, no teratogenic
the kighest dose fested effects at highast dose tested
Teratoganicity Fabbirs, Himalayan, 1¥dose | Maternal NOAEL = LOAFL maternal » 1000 mgkg
0, 100, 400-and 1000 mgkz | 1000 mekgbwd bwd. No matemal toxicity at highest
bw-d via gavage dose.
Developmental NOAEL = LOAEL developmental
1000 merkg bwid » 1000 mz kg bavd No fetal toxicity
No teratogendc effects up to at highest dose, no teratogenic effects
the hichest dose tested at the highest dose tested.
Genotoxicity
Study Species/Stmrain and Doses Dozes Emploved Significant Effects and
Comments
Ames test, point rutation Sabmonella nphimeium, TA | 0,20, 100, 500, 2500 and Negative
48 and TA 100 Escherichia | 5000 uzfplate = 59
coli
Ames test, point cusation Escherichia coli CH 881 9,20, 100, 300, 2300 and Negative
(WP2 trp A pKM 101} 5000 pgplate £ S
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Study Species’Strain and Doses Dases Emploved Significant Effects and
Comraents
Ranmza’ian chremoesomal Human peripharad 0,10, 20 and 40 ug'mi. £ 59 | Negative
aberration {in vifro) hwphoeytes

Micromcleus assay ¢n vivo)

hdice CrBr (3/sex/dose)
single inferperitoneal dose

0, 300, 1000 and 2000 mgig
bw with celis harvested at
186, 24, 48 and 72 h post-
treatment

Necative for micronacle,
chinical signs of toxicity
were ohserved in all dose
groups after 30 mirutes.

UDS invitro (DNA demage | Rat hepatocytes (Wistar) 033,10, 333,100 333 Wegative
and rapair) and 1000 pygqi.
UDS ex vivo (DNA damage | Rats, Wistar, single dose oxal | 0, 20, 200 and 1000 mzkg Mergativa
and repair} gavage bw
UDS ex vivo (DNA danwge | Rats, Wistar, ¥group, three- | 6, 200 and 16000 ppma 0, Negative
and repair} week feedmg 479 and 441 87 makg bw)
F{ammatian cytogenetics CHOHGPRT 01,05 10,50, 100and Negative
{in vitro} 1060 pz'md £ 8% or 1.0,

215,464 100,215,454

and 100.0 pgmi + S9

Special studies

Study

SpeciesiStrain and Doses

NOAEL (mg'kg bw)day)

Target OrganSignificant
Effects and Coanments

Hepatocyte proliferation
S-phase response {single
dose}

Ratg, Wistar, 3 males‘dose
0, 20, 200 and 1000 nxgtke bw
by gavage

NOAEL =20 mgke b,
increased Lepatocyte
proliferanion at 200 izkg bw

AavedialAees

ik dUGwe

LOAF] =200 mgkgbwon
the bacis of fwo-fold increase
in S-phase response at

208 mg'kg bud and sbove
after three weeks.

Hepatacyte proliferanon

Pats, Wistar, young aduit,

NOAEL =200 ppm {15 mg kg

LOAEL = 16 000 ppm

S-phase response (threa- 3-5idose b}, 2-3 fold increase n {1140 mekg bu'd) on the
week dosing} 0, 200 and 16 000 ppm €0, 15 | hepatocyte proliferaton at basis of increased S-phase
md 1140 mg’kg bud) inthe | 1340 mekg bw response (hepatocyte
diet proliferation}.
Hepatocyte proliferacon Rats, Wistar, I6 months old, | NOAEL =200 ppm (15 mgkg | LOAEL =16000 ppm
{S-phase respense] (three- 3-Sidose bw), 2-3 fold increase in {1140 moks bw'd) om the
week dosing and fwo-week: [0, 200 and 16 000 ppm mekg | hepatocyte proliferation at basis of increased S-phase
recovery {from IMPR report) | bwid in diet 1140 mgkg bw Tesponse.
S-phase mduction was
reversible within the recovery
peniod.
Tumour inétiation Rats, Wistar, 10sex NOAEL {tmour mitiation) » | LOAEL = (fumour initatior)
2388 mgkg baw via gavage 2388 mekg bw 2388 mgkg bw
No incresse inglutatione
Not a umzour indtiator S-transferase, placental form
{GST-P) pontive foci in lives.
Tumeur prometion Bats, Fischer, at @, 200, 800, |NOAEL {mmour promotion) = | LOAEL (tumour promotisn) =
8000 and 16 000 ppm (0, 10.7, | 800 ppm {42 3 mgkebwdd) | 8000 ppm #4430 ma kg bwid)
435, 430 and 886 mp'kg A possible tanowr promoter | on the basis of a dose related
twid) for six weeks, via diet increase in GST-P positive foet
at 8000 ppm and shove.

Recommendation for AD] for non-carcinogenic end points
The AD] was 2.36 mgkg bwd, on the basis of the NOAEL of 36 mzkg bw'd set in a two-year rat study and nsing a 100-fold

uncertamty factor.

Q,* value:

The Q,* assigned by the U.S. EPA for kresexim methyl was 280 % 107, on the basis of female rat liver

turaour rafes from the two-year cncogenicity study (Federal Register, vol 64, po. 111, June 10, 1999).

An ARID was deensed urnecessary. No acute end point was selected, as no adverse effects resulting from

single exposure wege identified in the short-ferm toxicity studies and acate newrotoxicity study in rats, vor
in developmental toxicity studies in e rat and the rabbit.
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Health Canada

(P-C-169-1)

Decision Document. CLOFENTEZINE. E89-03 (1989)

iy Sarmary of Piwvotal Teoxicological Studiss

WOZL or

HORAEL LOXFL P393
»3fkg w3 eg EIWERSE SATETY =3/ kg
STUDY b.w. /day b.w. fday EFFELTS FACTORS b.w. fday
l-vear dog 1.72» 36 ingreass in cholestarsl, 194 4,02
triglycerides, liver
weight
chronic toxicity
onoogenicity 2n dezcreasse in srythroid 13340 3.942
{rat} S.O¥F
livar weight: non
necplastic lesicns of
the liwsr, thyroid, sples
and kidnev, benign and
malignant thyroid turours
{2, 2, 2, and 233.
cnoogenicity S4w# 550 increassd mortality 1840 3.5
{mouse) decreased body weight,
incrzasad liwver waight,
and increased incidence
of =¢e3incphilic focl in
the liwsr.
reproducticn 3.50¢ 35.40 decreased body welght, 104 G.43
{rat} increasad liver wsight
and liver histopeathology
in daxs3, decreased pup
gnd litter weights.
Teratoloay:
rabbit 1400 30040 decreased matsrnal 104 14
waight, decrsased
fz=tal angd litter
weights.
rat 12347 3204 dscrease maternal 104 1z

waight, liver
pathology in dams.

¥ KOEL
¥% WORET,
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Health Canada

(P-C-183-1)

Proposed Acceptability for Continuing Registration. Phase 2 of the Re-evaluation of

Chlorpyrifos. PACR2003-03 (2603)

EREBMIZBNT, 7Y RRE, SEROBLUORARERIISVWEHEZEHERE
AL, BEEBRERIIBVWEETEERT I ENHELNICRo T, BEERERBLIVCRERS
BOKRLBBRELREHEEEREIT. WRADEDICHEET IOILERBR THLITEF L2
Yoz RTI7—EBOBEETH, —HIZ, 7TEFLa ) X7 7 —ERNFEICHEE
Ehicme (Thebb, BAE) OHT, 2 AFEMEEICET 2BRREBELIED LN
2o FH~RABREHVRARIZENT, ANBIURIE, FE. RiodT 2R3 5

iz, KBEMERAEDOATH -7/, 7y FERIF T RIZBWT, 722 SR

EEEMHERBREPAMER LRV I LBALNIR 2T, Ty PERIB VI FITIBNT,
I E Y RABRRKRREHEFET D L3, 7y PZBWT, FEZHVWAETH
DONTBEREERLRRERORE LALLM, AEBEHERABBER IR L RN
Teo BEHSN TV ARABHERBROKRZEICEBNT, KAEY L LB L 2B BYOEE
FRZE LAPERIND Z Lidehol, #oT, MY bbb, FERELIZ

FEMLE) 7o) RRRE LA COARVWHAREZIIWLTOBYIZ. B89
WHEREBEZTIRVRY, REShDLEZLND, LOLAEML, PMRAIE, 71
NEYRZADEZENRE EORE) 220729587 0 MR 7Y RROTEF A2
Vo277 —FHEEERICKH LTRRAT v XV EWVEZMERT I L 2R%T 5
NBHDILEBRRA L, iz, BROARIENL., 7 e ) RAREL OHIRBRES
BEHD L THEZCOLEETIFRERDY . ZhOoDEABRTEFALaY TR
77 —PIRTHERLIIEBERTHDILEZIDND ZENTRENTVD, BEEIT

5%, FEHBREZNO Y Vo XTFF—FIZOWTHE L7214 XSRROBREZBHE LTS

ROEBEEZTITFETHDIERALTVD

BLEREOCEHEE. thbb, 7T¥FALa) vz X757 —¥HECETIEELE
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(NOAEL) IZESWT, B4 DEFICE L Z2RBEPREINL TS,

7uA Y RAOERICHTHERT v b OBRZHERSRLBEWITEENH D Z L 2R T
DIA/E LN TS, PMRA 12, SBIRFREHEOLECEL T, B253RARE
RELTVD, 7, PMRA I, il 12 E TOARIZOWNTH. (S5EEMORZMEIC
B35 ERRMREZERLT.) BMEZEREFHELAATERZBBAREREL TV D,

PMRA 1%, 2 20T v MR EMRERI D PMRA BEEXH L7 1 mgke &KE/A &V
NOAEL (ZESWT[3]. —KEIRABER (T2bb. BIRFEFHOLXELZRS) O&R
FERUC X 584 (—RB) 2RA&E (ARMD) % 0.01 mgkg FE/BICHEL TW5, EM
AFRIZEET D AHEEMEAE 10 R ETEAEENICE T 5 THEEMARK 10 FE2EZR LT 100 5
WO B AREESFAEEZEAT 5 L. ARD IX 0.01 mgkg KE/R L 725,

FEYRATREGEE (13~50 %) DML T, Z0RZERERB L OZ O HARE 72130
P O/NREREST D725, 0.001 mgkg KE/BEVWIMIZ LI ARD 2HE L, T
X, 7 v bREAMREMERROMEMNS v M TPMRA MBNEEH L7z 03 mgkg EE/B V)
LOAEL &[1]. 300 £ (FERIAMER L ORENEENCRET 5% 10 f£& Z ORE T NOAEL 23
HRINDRPoT WIS ERILET S 3 ) LV ) FTREERBRCESVWTWS, Z0
ARD 1X, [A USABR C PMRA P82 L7z 1 mg/kg FE/B &\ 5 % it E1% NOAEL iZ 1000
BOREBEMETZHOTHY . #-> T, MENEEL ST HAERE IR/
RER#ETHIHLOTH S,

BEEZN LT oA Y RADOEENBRELZZ T 2ARBIOHAE (FH 12 %% T) B
L T. PMRA 1% 0.00075 mg/kg KE/B &9 ARDD ZHE L7z, THITREEREZROHFAE
BT v MZE L TPMRA BFE L7 0.75 mgkg KE/A £V 5 NOAEL & [4]. BERIZMER
BNESHEER L TLERTEERGE (BF10015) BIUOBEM TREMEN LR L
7z &£ VY5 PMRA DO RIZES T 5 1BIEREK 10 f5 D 1000 fF DR ELREK - FHERMEREITE S

| ANGAYN

HIRFIREFEBR O LM Z R —BOKABEFAORFERIC L 28 (£F) RAET
II—BHFAEBRE (ADD X, 3EELZ AV B OREREEMERER) S PMRA 238
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EH L7 1 mgkg RE/H & V5 NOAEL 1225V T[5]. 0.01 mgkg &&E/B ThH 5, BEHS
IS T O RHEESRSE 10E L. BREENIET 2 RHEEMLAE 10 Z%2EE L T 100 %
EWVW BN AHEESGRR T EAT A L. ADIIE 0.01 mgkg AE/A & 725,

HIRATREEEHES (13~503%) OXMHICE LT, ZOREMD ARD THAW-L D LR UEME
HBRT Y FRA Y MBIURESFREITE ST, 0.001 mgkg FE/F WD) RS ADI %
HE L,

BEEZNLTZ oA Y RRAOEENEZELZIT AR LI OVNE (Ff 12 5% E T) 2B
L T. PMRA % 0.00075 mg/kg KE/B &5 ADI 2 HE L7, Zhid 14 AERERSRA
BOFERT v MZOVWT PMRA M4%E L7z 0.75 mg/kg AE/B £ V5 NOAEL &[4], &
BSNESCENEE 2 E 8 L - FHEERE (551100 %) BIUYBEM TRZIEN LS
L7z &5 & RICBEd 2 B E 10 £50 1000 fF DR E2FAEK - RHEEMEFEEICE ST
Do
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Health Canada

(P-C-226-1)
Proposed Acceptability for Continuing Registration Re-evaluation of Naled. PACR2004-33

(2004)

TV RFIEABIUBREEOES TRHVEMEEEZTT L &b, BRABREICLY $%
EOEHETY, £/, KEBLUIROEH I L TEEMBELRT, 7L MIRARK
FHETLH D, BT L FhBICHE BREER T EFLr2 ) VX7 5 —PHEAT
AR L DT, —BIUICREEHERFLUNICETRT S, Zh bOBEICIE, EBEHK
TLOERER, BREE, RIS X UNBSW. EEVRR, BAMERI X UYER 2 ERETh AR,
IHNIZREZIND DO TITRVY,

BHERECEIRIAFMRICIENT, 2 ) AMEBHERT A -2 ICBT 2HALBZHOREE
FRBHLNTHRY, BHEERRICBWT, BOBEICL 3 EHBEE (LDsy) IBE
HBEIZL D LDs ITHARTRREN, REREREOT LV ROERERIZ, TEFLa) v
27 7—FHREL INCHEET ZRREEBETH D, —BIIC, LfFOTEFLaY
VIRATZ—BERORBLIOME T EF L) v RF 5 — P32 T, RUBEETEE
EZX50, MEOREII—BLTRLT, £, RBRICL->THLER D, 10mgkg FE
/BEVWSBEOME 28 BHRR) & 20mgkg BFE/R L VWO RBREAETHEEULAZERED
Vrx 275 —EHRESRBDONE, BOREHES 1 » AM»L 2EMICERLTH,
FTUROa) CERMBEERERERFTRICHERT I Lok (Fy MCHAE 10
mgkg AEH/B% 4B, 6 » ABIB IV 2FMRE LEEOa) Vo XT T—FREEMN
FUHLTWE Z L&), LnLAds, REREICL - T, FREAN LV EECL
27z, TURDODREBRAREICI >TELSZZOMOERIETHERIZ. KEBLIVE
EEEORL. A, AFEER (REFNE LB LICEEREN . BEB L CRIBEEREM,
ELERENRT A—FZOEN2ETH-T, 3BHEB LV BERAZHRR TRD LN
ERE—ELTEY (BRBE. 2FEERBIUTa) v X7 5 —PERME). B9
DR OREIRSHMPIREREEZRIITLIIZE2 bR o7,
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KEBZOFT vV FERICH T 5RZHICEL T, BLHOMII—BLEHARERH D LT
ZZ N2V, T U ARBMEEMHICET 2BRRBEORKBUCEH L T, BL VD FHRR
RREEMEREOFRERD D,

=0 b ) ZRHWCRARICEWT, BEEMERESEERZ T IIEUIRO b 2h o0,
FTU R, AR AMAEMC I > THERSNDIEERHRBEBEORBRICE ST 5BRTH
LPHBEERHTRT 7Y EHEL2h oM, EHIZ, HWABM AV ZEH~EHR
BRIZBNT, MBEREZOEILEED bh o7,

DBBHTT LV NICHTIBREES LF T2 LE2FRRT DEIIIBELN TR, T
FEZRVTFERWT, BEMENEZFIRITOIHETH-TH, TV FOFERNEREIC
Lo TRELPFERIND Z LT h o7, EEBHRRICBWT, REMOEFERIL
ET LA, AELBSMENE MHERHFORET) RFERINIHBIIRONLZLOTH
o7z, RS OEREPMEAERTHD Lcds GBTHA). 7 v MEMEHRART
Bohl7T—F006, ZOREBIFSMTHEZESHMFER (M. FORBIUR=Y v
TARATT—EDORERL) Z2FRITHLTFHREINIAETHDI Z EBRTFREINATND,

—ZR=ZZBNT, TV FBHLBYORNFWRICEEREBEERIEIT I L 2R T
DI LR, S0, v VRAERLIET v MCESRE L TLRBAMIERERT
FEHUIRED b e o T, 2 FBEOEKE AV e — ARRBR THMERIE SRR D b a3,

—E O in vitro B X V' in vivo RER TH ONZREHIMROEEM (weight of the evidence)
2o, TV NCEEEHEERRRZVWI ENTREND,

BLEBREOEMHEE, +Abb, TEFLaY VX F5—VRE, a2V IEatEk
BT SRR BIE, A3 BRERRCETSESHE (NOAEL) KESWTERA

ENRNREINTWS

FTLUROY R FMIHERLBERHFERNT Y FRA > MMZOWT Appendix [ IZER L TR
7o
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Appendix I Toxicology endpoints for health risk assessinent for naled

Exposure Dose (mg'kg Endpoint Study UF:SE
scenario bwiday) or
MOES
Acute dietary | NOCAEL =1.0 Clinical signs of toxicity | 28-day oral 100
in first week toxicity—rat
ARID = 0.01 mg’kg bw
Chronic NOAEL =02 Brain cholinesterase 2-year oral chronic 100
dietary inhibifion, liver toxicity—rat
pathology
ADI=0.002 mg/'kg bwiday

Short-term® Dermal Erythrocyte, brain 28-day dermal 100
dermal NOAEL =100 | cholinesterase inhibshion | toxicity—rat
Intermediate- | Dermal Erythrocyte, brain 28-day dermal 100
Term® Dermal | NOAEL = 10.0 | cholinesterase inhibition | toxicity—rat
Short-term® Inhalation Clinical signs, nasal 90-day mhalation 300
whalation LOAEL= pathology {chronic toxicity—rat

0.065 =0.23 rhinitis, epithelial

ug/L) dysplasia)
Intermediate- | Inhalation Clinical signs, nasal 90-day mihalation 300
term® LOAEL = pathology {chronic toxicity—rat
inhalation 0.065 (=023 rhinitis, epithelial

ng/l} dysplasia)

Duration: of exposure is I to 7 days.
Duration of exposure is § days ro 3 months.
UF/SF refers to total of uocertainty and‘or safety factors for dietary assessments; MOE refers to desired

margin of exposure for occupational of residential aszessments.
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Health Canada

(P-C-240-1)

PRDD2004-02 (2004)

Proposed Regulatory Decision Document. Lambda-cyhalothrin Saber Insecticide Ear Tags.

<BIEME>

Appendix I Summary of toxicity studies with lambda-cyhalothrin
(with bridging of longer-term studies with cyhalothrin)

STUDY SPECIES/STRAIN | NOAEL and LOAEL TARGET ORGAN/! SIGNIFICANT
AND DOSES mg'ke bw/day EFFECTS! COMMENTS

ACUTE STUDIES: Lambda-cyhalothria

Oral Rats, Alderley Park LD, = 54 {(male Highly toxic — Most deatls oceurred in first

(92.6% Sésex/dose female} 24 brs. Clinical sigas included decreased

purity) 29.7,508,625,75.3, activity, splayed gaif, upward curvature of the
94t mgkeg spine, urinary incontirence, pifoerection,

salivation.

Oral Rats, Alderley Park 1Dy, = 100 (male) Highly toxic — Deaths occurred between days

(96% purity) |3cex/dose LDy =59 (female) 1 and 3. Clinical signs at doses above
11.3,23,24, 47,102, |combined =75mgkg [11.3 mgke included ataxia, dehydration,

136, 137, 216 mgikg piloerection, signs of urinary incontinence,
uvogrocmed appearance, vpward curvature of
the spine.

Oral Mige, Aldedley Park:  |LDy, =199 Highly toxic — Deaths occnrred betaeen days

(86.5% Sizex/doze 1 and 5. Clinical sigas at 25 mg/kg included

purity) 1,5,25, 100 mgike piloerection, upward curvature of spine, ataxia

and salivation. No signs at 100 mg/'kg stace
deaths occurred on day 1 at this doze.

Dermal Rats, Alderley Park LDy =632 (male) Moederately toxic — Deaths occumred within 2

{(92.6% 5/sexfdose LDy = 696 (female) to 3 days. Clinical signs included decreased

purity) 300, 600, 750, 900, activity, tiptoe gait, splayed gait, loss of

1200 medke stability, dehydration, signs of vrinary
incontizeace, piloerection and uvpward
curvature of spine.

Inkalation Rats, Wistarderived |[LCyp= 0.0648 mpg/L Moderately toxic — Time of deaths was ot
Sizex/dosze {male, female} stated. Clinical signs inclnded red nasal
0.015,0.041, 0071 discharge. chromodacryonthea, subdued or
mgfL agitated behaviour, huncked posture,

piloerection, abnormal respuratory aoise, tiptoe
gait, reduced righting reflex.
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STUDY

SPECIES/SSTRAIN
AND DOSES

NOAEL and LOAEL

mgke bwiday

TARGET ORGAN/ SIGNIFICANT
EXFECTS/ COMAIENTS

Ewe trritafion

Rabbits, Newr Zealand
White (NZ'W7) (6
males)

100 mg test material

MAXININM AVerase 5e01e
(AS)=38

maxitem irritation
score (MISY=11.3

Mildly irritating — All scores were oot zeto
by day 3

irriiation

Rabbuts, NZW(6
females)
300 mg test material

MAS =0
MIS = 1 (1kr)

Non-irritating

Sian
sensitization.
{maximiza-
tion tesf)

Guinea pigs, Hartlex
albinto (males; 20 test
animals, 10 controls)

Potential sidn sensitizer

Porential skin sensitizer

SHORT-TERM TOXICITY: Lambda-cvhalothrin

80-day Rats, AlpkfAP Wistar |NCAEL = 2.5 mgrkg 2.5 mg/kg and above — thepatic
dietary 20¢sex/dose buday aminopyrine-N-demethylase activity and §
Q. 10, 50, 250 ppm (0, relative hiver weights (constdered adaptive
0.5 23 125mgkg |LOAEL=125mghkg [re:ponses)
buwiday) bwidav
125 mg'kg— bw gain and food
conzumption.
52-week oral |Dogs, Beagle NOAEL = 0.5 ing/ksg 8.5 mg/kg — shight increases in ineidence of
{in com o1l G/sexidose bwiday subdued belavicur and flusd feces
via gelatin 0,0.1. 0.5, 35 mgikg
capsules) bwiday LOAEL =3 5mgks 3.5 mg/kg — zevere ataxia, convulsions,
buiday zalivation, muscle tremors, avditory

hyperaesthesia. subdued behaviour, vomiting,
diarrhoea; § food consumption; § testes weight
and slightly | liver weights

SHORT-TERM TOXICITY: Cyhalothrin

S0-day Rats, Alpl/AP Wistar  [NOAEL=2.5 mg/ks 2.5 mg'kg — | in plasma triglyeerides, |
dietary derived bw/day kepatic anvinopyrine-N-demethylase, mild
20/sex/dose proliferation of smooth endoplasanc reficulum
0, 10,50, 250 ppm (0, [LOAEL=125mgks {considered non-adverse responszes).
05,25, 125mg/kg  |bwiday
w/day} 12.5 mg'lkg — E bw gain in males
21-day Rabbits, NZW NOAEL {systemic 1000 mg kg — increased incidence of
dermal Sisexidose effects) = 1000 mg/kg  |erythema and edema compared {o controls; no

10, 100, 1000 me/kg
bw/day

buwiday

systemic toxicity
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STUDY SPECIES/STRAIN | NOAEL and LOAEL TARGET ORGAN! SIGNIFICANT
AND DOSES megike bwiday EFFECTS/ COMMENTS
26-weel omal |Dogs, Beagle NOAEL not determined |1 mg/kg and above — [ incidence of diarthoea
{in com oil G/zexidoze {(dose-dependent)
via gelatin 0,1,25, 10mgkg
capsule) bw/day 2.5 mg/kg and above — . serum albumin

18 mgkg — vomiting, vasteadiness, lack of
coordination and excesgive salivation

CHRONIC TOXICITY/ONCOGENICITY: Cyhalochrin

2-yr dietary

Mice, Charles River
S2isex/dosze

0, 20, 100, 500 ppma
(0.2,10, 36 mg/kg
bw/day)

Four additicnal
satellite groups of
12/sexsdose were
sacrificed after 12
mounths

NCAEL =2 mghks
bw/day

LOAEL =10 mgkg
bwiday

16 ing/lig — pilcerection and aggressive
behavion: (males); § AST (males, females), §
ALT (females).

56 mg'kg — piloerection and aggressive
behaviour {males), hucched posture (males,
females), slightly § mortality (males), Ibw gain
(males), . AST and ALT in plasma {males,
females), | cholesterol (females), total plasma
protein and globulin (nuales)

Not oncogenic

2-yr dietary

Rats, Alpk/AP, Wistar
derived

62/sex/dose

0, 10, 50, 250 ppm (0,
05,25, 125 mgkg
bwiday)

Satellite groups of
§0/sexfdose sacnficed
at 12 months

NCAEL =25 mg'kg
beiday

LOAEL =125 mgkg
bwiday

2.3 mg’kg — § bw gains {(males), . total
protein (femalas), § plasma eholesterol {mafes),
{ relative adrenal weight (all considered ron-
adverse)

12.5 mg'kg — shight : mortality (males), § bw
(males, females), § ptasma AST (females), §
total protein {(females), I plazma cholesterol
(males), | triglycerides (males, females), {
vrine volume (males, females), ~ relative Hver
weight (males, females), | absolute and relative
adrenal weight {females}

Not oncogenic
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL andLOAEL

mg’ke bwiday

TARGET ORGAN; SIGNIFICANT
EFFECTS/ COMAIENTS

REPRODUCTIVE  DEVELOPMENTAL TOXICITY: Crhal

othrin

3-generstion

Rat, Alpl/AP Wistar

NOAEEL {maternal)

1.7 mgikg and above — § bw gain in dams

reproducticn, |derived; 30%/dcse = 0.6 mg'kg bw/day {10-15%) and. pups (during lactaticn period)
dietary 0, 10, 20, 100 ppm (0,
0.6,1.7. 55mgkg LOAEL (matemal) 5.5 mg’kg — slight ¥ in pup viability during
buvday) = 1.7 mg'kg bwiday lactation
NOAEL {off5pring)
= 0.6 mg'kg bw/day
LOAFL (offspring)
=17 mg/kg buiday
Teratogen- Rat:, CD NOAEL {maternal} Maternal foxicity
icity, oral 24 females’dose = 10 mg'kg bwiday 15 mgkg — § bw gain, vocoordinated limb
gavage 0,5, 10, 15 mgkeg movenents
bw/day duning days 6 | LOAEL (materal)
to 15 of gestation. = 15 mgig bw/day
NOAEL No evidence of teratogenicify
{developmental)
= 15 mg/kg bwiday
Teratogen- Rabbits, NZW NOAEL {maternal} No significart effects oo dams or fefuses were
icity, oral 18-22 females/dose =30 mg'kg buiday observed.
gavage 0,3, 10, 30 mg'ke
bw/day duting days 6 |NOAEL No evideoce of teratogenicity
to 18 of gestation {developmental)
=30 mg'kg bwiday
NEUROTOXICITY: Lambda-cyhalothrin and cyhalothrin
Acute Rats, Alpk:APSD NOAEL =25mghkg |10 mg/kg — increased breathing rate in 5
newrotoxicity |10/sex/dose bw males on day 2 and 5 females on day 1
{lambda- 0,25, 10,35 mg/ke
cyhalothrin)  {bw LOAEL = 10 mg/kp bw |35 mng'’kg — Clinical signs indicative of

neurotoxieity {decreased activity, alaxia,
reduced stability, zalivation, piloerection, tiptoe
gait, upward curvarure of the spine, vrinary
mcontinence, andor tremors) were observed in
both sexes approximately 7 hours postdose.
Signs were observed in some animals from
either sex on days 2 and 3. AH signs were
reversible by day 5.

Reduced farding foot splay measurements ca

day 1 for males.
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STUDY SPECIES/STRAIN | NOAEL and LOAEL TARGET ORGAN! SIGNIFICANT
AND DOSES me'ke bwiday EFFECTSY COMMENTS
Subchronic ats, Alpk- APASD NOAEL =4.6/52 11.412.3 mg'kg bwiday — Decreased bw in
cewotoxicity | 12/ex/dose mg/kg bu/day males throughout the study period. Decreased
{lambda- 25, 60, 150 ppm in diet | {male/female} food comsumption in males and females for first
cvhatotbrn} balf of the study.
(20,46 11 4mgks |LOAEL=11.4/123
bwiday in males, and  |mg/kp buiday
22,52, 125 mghks  |{male/female)
bw/day in females)
Delayed Hens, 10/dose N/A 2000 mng/kg and above — treatment-related
neurctoxicity  [Daosed singly at C, decreases 1o bw
{cybalothric} |3 500, 3 000, 10 000
meg;kg bw then No signs of nemrotoxicity or hisiopathological
obzerved for 21 days changes in the spinal cord observed in any
cvhalothno-freated apimals.
10 positive controfs
recesved tri-ortho Positive control animalz developed staxia and
cresvl phosphate at exhibited histopathological changes in the
500 mgikg bw spinal cord.
Dermal Human subjects (3) N/A All subjects reported symptoms of paraesthesia,
abserption Single dermal dose of tncluding mild to moderate tingling sensatica
{cyhalothrin) |20 mg#S00 cm? applied and mild itchines: and 11 some cases a warm
to backs feeling over the back. Mild irttation was noted
10 ope subject over the whole back.
GENOTOXICITY: Lambda-cyhalethrin
STUDY SPECIES'STRAIN OR CELL TYPE AND RESULTS
CONCENTRATIONS/DOSES EMPLOYED
Reverse Salmonella Hphimurinm, TA1535, TA1537, Negative
mutationin | TA1538, TA9S, TA100.
bacteria 1.6, 8.0, 40, 200, 1000, 5000 ugiplate = 89
enzyme
In vitro Human bloed lymphocytes Negative
chromosemal |10, 500, 1600 ug/ml. £ 89 enzyme
sberration
In vitro HeLz celis Negative
cascheduled |1, 10, 100, 1000 pg/ml. = 59 enzyme
DNA
zynthesiz
In vivo Mice (males, females, CSTBL/6T), bone marow | Negative
erythrocyte 0, 22, 35 mg/kg bwiday
nicronuclens
assay
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STUDY SPECIES/STRAIN | NOAEL and LOAEL TARGET ORGAN; SIGNIFICANT
AXND DOSES mg'kz bwiday EFYFECTS/ COMMENTS
GENOTOXICITY: Cyhalothrin
Reverse Salmonella typhimuriun, TA15335, TAIS37, Negative
muiation in TAI1538, TA9S, TAIGO
bacteria 4 20, 100, 500, 2500 ng/plate = S¢ enzyme
In vivo Male rats, bone marrow sampled at 6 3ad 24 brs | Negative
clromosorial |after treatment
abermation 1 or 5 consecutive orzl dose of 0, 1.5, 75 mglkg
bw
Ia vivo Male mouse (CD-1) Negative
donunant 5 conzecoitve daly oral {(gavagze) doseaof 0, 1. 5
lethat aszay  {or 10 mg'kg bw

ARID: The ARfD 15 0.025 mzkg bw, based ca the NOCAEL of 2.5 mg/kg bw frowm the acute neurotoxicity study
i rats and an uncertainty factor of 100 (10« for tntraspecies variation and 10x for interspecies variation).

ADIL The ADI is 0.005 mgikg bwiday, based on the NOAEL of 0.5 mg/kg bw/day from the 52-week: dietary dog
study and anunceriainty factor of 100x (10x for interspecies extrapolation and 10 for tntraspecies
extrapolation). Further, the sycthetfic pyrethroid class of insecticides be re-evaluated in the near future, at which

frme the ADEw

il be reassessed.
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Health Canada

(P-C-245-1)

Proposed Regulatory Decision Document. Difenoconazole. PRIDD99-01 (1999)

Table 3.1 Summary of the toxicity studies with difenoconazole
Study Speciesistrain and NOELNOAEL Target organssignificant effecrs/

doses

mg'kg bw/d

comments

Acute studies - technical

Sisex, 3285 mg/L

Oral Rat, 5D, 5f4ex, 1Dy = 1453 (both sexes) Al animals died prior to day § at
1006, 2000 or 93% confidence interval = 3000; 410% mortality at 1 000 and
3000 mekg 9332263 2000
Slight scute toxicity.
“CAUTION - POISON™
Dermat Rabbit, NZW, 5/sex 1LDg, » 2010 Denual itritation noted up to day
at 2010 mg'ke 14 post-administration
Low toxseity.
Inhalation Rat, Tif RAT £§(SPF), LCsy > 3285 mgL Low acote toxicity.
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Study

Species/strain and

NOELNOAEL

Targer ovgan-significant effects/

doses wmgkg bwid comments
Eye immitation Rabb:t, NZW, 0.05¢ I {axinrum average score Mildly imitating,
dose BMLLS) = 196 (uowesked) All effects clewred by 86 b
Urwashed: 3/ex; 0.0 {vashed) *CAUTION - EYE IRRITANT™
Washad: 2 males,
1 female
Skin irritation Pabbit NZW, 3/5ex, 0.5 Primary imitation index (24 Nop-frritaticg.
g doze and 48 By =00
Skin sensitizaton Guinea pig, Hartley, test | Test material nof imitading Nat a sensitizer.
material 0.5g induction but P.C. was sensitizing,
and challenge; deraoanstrating
positive control (P.C.) responsiveness of assay.
0.5 mi of 0.05%
dirotrochlorobenrene
{DNCB) induction and
chalisnge

Acuce studies - form

ulation {360FSAIG)

Cral

Rat SD, S/sex,
3050 melgbw

1D, > 5050 mgkg bw

In both sexes, clinical
observations corsisted of pilo-
erection, diarrhea, decreasad
activity and ptosis, recovery by
day 3; males only polyuria,
salivation, epitaxsis and
Iacrimation; recovery by day 3.
One female died an day 3.

Low acute toxicity.

Rablit, NZW, Ssex,
2020 mzkg bw

[

!

LD, 2020 megks bw

No signs of toxucity, frmtation: or
mortality occumed.
Low acute toxicity.

Inhalation

Pat, 8D, 3/zex 28 meL

Mo
(=]
st
lw-l

LC.,>0.985 mg

Mass median aerodynamic
diameter (VIMAD) =3 0pm,
geometrical standard deviation
GsDy=240

0% < 6pum; 6% < 1.0pm
Clinical signs consisted of pilo-
erection, decreased acHvity, and
ptosig; recavery by day 1 post-
exposure.

Slight acute toxicity.
“CAUTION - POISON™

Skin imitation

Rabbit, NZW, 2 males
and 4 females, 0.5 mi.
dose

Primary imitation score (FIS)
=035

Minimally mmitating,
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Smdv Speciesistrain and NOELNOAEL Targer organ'significant effects
doses mglkg bwid COMINENLS
Eye imitstion Pabbit, NZW, 0.1 mE MAS({(1h)=6.7 Lininsadly irrimting.
dose
5 males aud | female
Skin sensifization Guinea pig, Hartley, Test materal non-imitating. Not a sensitizer.
{modifed Buehier test material Ko evidence of
method) admimistered undiluted. sensitization.
0.5 ml. induction and
challence. Positive contro] was
Pos:tive contzol sensitizing, demonsiraong
reference data with respodsiveness of assay.
DNCB.
Acute studies - formulation (36F3)
Cml Rat, 5D, 5isex, 1D.. = 35050 mgkg bw Clinical observations consisted
5050 mg'kg bw of pilo-erection, discoloured
crust around snowt and diarrhea;
recovery by day 4.
Low acnte toxiciry.
Bemal Rabbir, NZW, Ssex, 1Dy, = 2020 mgkg bw Climical observations consisted
2020 me kg bw of decreased defecation and
disrwhez; recovery by day 14.
Low acute toxicity.
Inhalation Rat, SD, ¥eex, 28 me/L 1C,>287TmgL MMAD=25pm GSD=26
84% < Tpm; 50% < 2.5ym
Clinical migns consisted of pilo-
erecton, decreased activity, and
proais, recovery by day 3 post-
exposure.
Low acirte toxicify.
Skin imtation Rabbit, NZW, 2 males PIS=00 Non-irritating.
and 4 females, 0.3 g
dose
Eye imitation Rabbit, NZW, 0.ImL MAS=33 Minimally imitating.
dose, 5 males acd
1 female
Skin sensitizafion Guinea pig, Hartley, Test material non-imitating. Not a sensitizer.
{modified Bushler S'sex, test material No evidence of
method)y edeinistered undifuted, SensItiZanon.
' 0.5 mL induction and
challenge. Positive control was
Positive control sensifizing, demonstrating
reference data with Tesponsivensss of assay.
DNCB.
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Study

Speciesistrain and

NOELNOQAEL

Target organ‘significant effects:

doses mgkg bwid COMINEDLS
Short rerm
21-d dermal Pabhit, NZW, NCEL =1} =10 mglg
Ségroupsex, LOEL =100 Reduced body-weight gain
0 (EOH), ¢ (naive), 10, {BWG} ard food censumyption
100 ar 1,000 mglke {FQC), mild to mederate skin
Imtation at test site.

1000 mgkg:

Females exlubited increased
acrenal weights and vacuoiaion
of Lepatocytes.

99-d feeding Mouse, CD-1, NOEL = 20 pom (~3 ragikg 2500 ppm:
13/serfgroup, for males and fenzales) Increased liver weight,
0,20, 206, 2500, 7500 o1 | NOAEL =200 ppm hepatocelbalar Eyperirophy and
1%, 000 ppro (~30 mg'kg for raales and vacuoiization in both sexes.
females based on inmreased Most of'mice at 7500 and
lzver weight mn niales and 15,000 ppm died during first
females, and beoatoceiladar week.
bypertrophy in males).
LOEL = 2500 ppra 383 mgkg
m males and 3% meka io
femzales).
Sil-d feeding Bat, CRL-.CD{SD), NOEL = 20 ppra {~1.23 and 200 ppms :
137exf group, 0, 20,200, | 143 mglg for males and Deczeased BWG in femnles
750, 1540 ar 2060 ppm females) reduced; as weall as increased
LOEL = 300 ppmz {~11.3 and absolute and relative hver to
15.5 maikg for males and body weights.
females) 1500 and 3000 ppra:
Decreazed BWG in females and
males (3000 ppmz enly);
sigmificant. Dose-related increase
in hepatocellular hypertrophy in
both sexes.
60-d feading Rat, Wistar, 20/sex/ NOEL=40ppma 250 ppm:
group in 0, and {~3.3-3.5 mgkg/d; Decreased BWG in males ,
1500 ppm and LOEL =250 ppm {~11.3 and decreased FC in both sexes,
10sex ‘eroup in 40 and 15.5 mg'kg for raales and increased relative liver &0 body
250 ppm dose groups femanlesy weight in both sexes at week 13.
4wk recovery for 1500 ppm :
coatrol and lugh dose Decreased BWG, FC, and wafer
copsumption, increased liver
weights (absolute and relative to
body and o brain).
6-mo feeding Dog, beagle, 3fsex/dose, NOEL = 1060 ppmt =313 and | 3000 and 6000 ppoa:
0. 100, 1000, 3000 or 34.8 mgkg bw/d for males Lenticular cataracts and ocular
6000 ppma and females, respectively. effects and reduced BWG and FC

in both sexes.
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Studv Speciesistrain and NOELNOAEL Target organ/significant effects
doses mglg bwid COIMIRERCS
12-mo feeding Bog. beagle, 4/sexidose, NOEL=100ppm (3.4 and 3.7 | Decreaced BWG in feranles at 300

mg kg for males and females)

and 1500 ppm. NOEL for

ppm LOEL =500 ppws (16,4 and cataracts = 1300 ppm
19 4 mgkg for canles and 375 mekgbndy
feales)
Chronic woxicity/oncogenicity
80wk feeding Mouse, CD-1, Chrontc Effects: Early deaths in females at 2500;
&0-70'sex/dose, ali female animals di=d at
0. 10,30, 300, 2500 or NOEL=30pprma{£.7and 5.6 | 4300 ppr.
4500 ppua me ke for males and females}
{equal to 0,15, 4.7, 463, | LOEL =300 ppn: {463 and 300, 2300 and £300 ppra:
4232 or 8189 mglg 37.8 mg'kg for males and Feduced cummiative BWG (both
bw/d in males and 0, 1.9, females} sexes).
36,578, 0r Males: Increased hver weight
512.6 mz kg dw/d in Cacogepicity: hepatocellular Jestons
fenules) {hypertrophy, necrosis, bile
NOEL = 30 ppm {4.65 and stasis and fatty chorze noted in
3.63 mg'tg for mzles and n.ales.
femalas) Inereased severity with increased
LOEL =300 ppw: (46.53 and dose.
57.8 me'kg for maales and Females at 2500
feronles) Necrosis, bypertrophy, bile
stasis, farty change
Oncogericity:
Hepatocellular tumours,
adenoma
Mates: 300, 2500, 4500 ppm
Females : 2500 ppm
Adenoma‘carcinomsa
Males: 2500, 4500 ppm
Females - 2500 ppm
2-yr feeding Rat SD, NGEL = 20 ppm {0.96 and 500 and 2500 ppou
8090 sexgroup, 1.27 pag'kg for maales and Decreased BWG, hepatoceliular
0,10 20,500 0r females) hypertrophy, and clirical
2500 ppm LOEL =500 ppm (24.1 and ckemistry in both sexes.
{equalte0,05,1.0,24.1, | 328 mz'kg for males and
or 123.8 mglke bw'd m femules) No carcinogenic effact up to
males and 0. 06, 1.3, HDT.
328 ori69.7
mgkg ba'd in females)
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Study

Species’strain and

NOELXNOAEL

Farget organ‘zignificant effects:

deses mgkg bwid COMIMERTS
Reproducrion / developmental roxiciry
Mulfi-zeneration Rat §D, Parental NOEL = 230 ppm Becreased BW and BWG at
30%sex/greupigen. {17.7 and 19.6 mgLge for 2500 ppws in Fy and F, parental
0, 23,250 o1 2300 ppm mades and fenuales) aviraals;,
{equalto 0, 1.8, 17.7 o1 Deveiopmerial NOEL = 250
1724 mglgbwid for pp (17 7md 196mglefor | Jecreased pup BUWG and male
males and 8, 2.0, 196 or maies and fenunles) sunival F;and Fy at 2300 ppm.
191 S mg Lz bwd for No efert on repraductive
females [pre-matng paraweters and clinical stegns or
mortality.
Tegatogeniciiy Rat, CRL:CD:SD}, Iatemnal NOEL = Pecreased BWG and FC during
23/dose 2 mekgbwid dosieg at 160 and 200 mgkg; |
0,220, 1o Bevelopmertat NOEL = 140 1o mean nmeber of fetazes,
200 mglg bud ng’kz bwvd increased i resorphions dany and
percent post implanfation loss at
203 mglg Delayed ossificabion
acd increased mumber of ribs
200 mg ke pups.
Not teratogenic.
Teratogenicity Rabbit, NZW, 1%/dese Iaternal NOEL Increased abortions, death and
0.1. 2850 B mekgbud significant decreased BWG and
TS mekgbwid Developmental NOEL = FC at 7S mp g, decreased fetal
25 mekg twwd weight in pups at 75 mg'kg bw/d
Not teratogenic.
AMutagenicity
Study Species’strain or cell Doses emploved Significant effects/comments
ype
Bacterial mutation S. pphimurinm TAGS, 1% assay: 340 to Negative (NEG) {+/- S9)
assay (Ames 100, 1535, 1537, E. Coii 3447 peplate
Test) CM 881 (WP2 tip UV ™ 355ay: 83 to
resistant pKhi 101} and 1562 pg/plate
CM 8BS {WP2 rpwiTA
pEKM161)
In vitro Rat-cultured €.046,139.417. 125 250r | NEG
ammakian, hepatocytes 23 pgial
unscheduled
DNA syuethesis
In vifto Human-cuitmed 25.50.10D. 20001 Not able to assess, deficient
mxymmalian lymphocytes 40.0 pgmlL incomelusive.
cytozenehics *59
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Study

Speciesistrain and
dases

NOELNQAEL
mglzg bwid

Target organsignificant effects’

comine s

In vivo mouse

Bone marrow, mouze

¥ part: 1600 g kg bw with

NEG

nEcronuciens nucronuciens, sacrifice at 16, 24 and 48 h
assay CD-1 mice (Szex} after dosiug
2% part: 400, 500 or
1600 mztg bw with sacnifics
at 24 h after dosing.
Special studies - cataractogenicity
Cataractogenicity Dog, beagle, Group 1: No freament-related ocular
study in dogs 1fsex in Group i 6000 ppm {days 1-8) effects weze roted at any dose
sex in Group 2 3000 ppm (days 9-63) level tested.
(recovery) <4000 pam (days 64-127) FC and BWG were reduced
dung week I (6000 ppm dose).
Group 2:
6000 ppm {days 1-8} Conclusion:
3000 ppm (days 3-21) Sample size too small for
recovery (days 21127} definitive decision on
cataractogenic potential m dogs.
Cataractogenicify Chickens, Hisex 5400 ppra {equivalent to 623 Treatment-related ocular effects
study in chickens Jisex, mgkg bwd ‘were noted in both sexes.
P.C. 2,4-dintrophencl
3fsex P.C. 2 4dinstroplencl Conclusion:

2500 ppm {equivalent o 312
mgkgbud)

Cataractogeuic m chickens.
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Health Canada

(P-C-270-1)

Regulatory Note. Cymoxanil Technical Curzate? 60 DF. REG2000-05 (2000)

Appendix I Summary table of foxicology studies on cymoxanil

Study

|Spc-cies (strain} and doses

ILD;.; (mgkg bw) or LG imgT) lSisniﬁcnut effects and comments

Acute stadies: Technical

6 males, I8 mg (0.1 mL)

MIES)=05at24h

Cral Bats (Crk-CD* BR) LDy, = 760 male, 1200 female, 860 [MODERATELY TOXIC
10isex'dose (mrale and female)
250, 560, 1000, 2000 or Clinical signs included lethargy,
3000 mz kg bw hunched or low posture, nasal and
acular dischaeze. Peversible affer
2-3 davs.
Denual Rabbits (NZW) LB, = 2000 {male and female) LOW TOXICITY
Sisex
2000 mgkg b {(liont test) No mortality. Slight erythema noted
in one male.
Inhaladon Rats (Cil:CD® BR) LCyy = 3.06 {male and female) LOW TOXICITY
Sisex/dose
321,493 or 506 mg/L for Death of one male. Clintcal signs
four hours included sceular, nasal and oral
discharge, low carriage, bunched
posture, vecalisation, lethargy and
abnormal morbility.
Permal irritation | Rabbits (NZW) Maxinwm gverage score MINIMALLY IRRITATING
4 males, 2 females 05 g (MASy=0.29
Evye irritation Rabbits (NZW) Maxinusm drritation score MINIMALLY IRRITATING

Mild conjuctival redness persisted in
sorie beyond 24 h but dissappeared
by48h

Skin sensitization |Guines pigs (D/Hartley) No sensitization NOT A DERMAL SENSITIZER
{Maxirmzation 0.1 mL (3.0%) induction,
test) 25% challenge
Acute studies: Curzate® 60 DF (EUP)
Crral Rats (Crk:.CD® BR) LB, = 418 male, 467 female, HIGHLY TOXaC
10/sexidose 433 fmale and female) Clindcal signs included hypoactivty,
241, 347 or 300 mg'kg bw tremors, ataxia, occular discharge,

impaired righting reflex,
vocalisation, emaciation, lethargy,
prostration and convulsions. Signs
in most resolvad four days after
dasing.
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Srudv

Apecies {stzain) and doses

ED.. gnglg bwior LC, (imgLy

Significaut effects and coyusenc

Dernai Rats (Ci1:CDY BR) 1D, = 53900 ( male and female) LOW TOXICITY
Sizex
5000 gk e bw No mortality and no ¢Xinical or other
evidence of foxiciy.
Tnhzlation Rats (GGI1:CD* BE) LC,, = 3.0 ( rale and feale) LOW TOXICITY

e
5.0 mg/L. for four heurs

No maoraiity. Clingeal signs inchuded
nasal discharge, dyspuea, weakness,
gaspipg and lurg scunds during
dasing and nasal discharge and
alopecia during recovery.

Sim vntation

Rabbits (NZTW)
4males, 2 fencales, P gin
0.2 ml water

SLIGHILY RRITATING

Shight erythema ic all, edems noted
in on, ervthema persisted in one
cas2 up to 72 k. imitation subsided
in 2l by dav 4.

Eve mmitation

Rabbits (NZW)
6 males, 31 mg

LIS at 1 h=7/110, persisted in 2'6
upto72h

MODERATELY IRRITATING (as
per Kay and Calandra 19623)

Conjunchval redness, ckemnsis and
discharge in most, ins effects in
some. Imiration persisied in a few up
o T2k

Skin sensitization
{Bushler method}

Guinea pigs (Dunkin -
20 males, 0.5 gin 0.3 mL for
induction and chailenge}

No evidence of sepsitization

NOT A DEEM{AL SEXSITIZER.

Short term

Study Species (strain)’'doses NOAELLOAEL Siguificant effect: at different dozes
(1ng’kg bwidav) (mgkgbwidayy'Comments
90-d dietary Mice (CD1) NOAEL = 825 wale and 121 female | =82.4: decreased body weight gain
10:zex'dose LOAEL = 82.4 male and 433 femaie |in males

0, 30, 300, 1750, 3500 or
7000 pp (0. 8.25, 82,4,
294, 366 or 1304, and 0,
133,121,433, 84601

1139 mg kg bw/day in malas
and females, Tespactively)

2294 male and 433 female:
decreased body weight gain

=566 male and 846 female:
increased liver weight, increased
spleen weight. in females

1306 male and 1130 feruale:
terminared after three weeks owing
to severe morbidity and mortality
{with pancreatic necrosts ard
cerebral hemorhage)
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Study Species (strain)/doses NOAELTOAFL Siguificant effect: at different dozes
(mg'kg bwrday) (mg’kgbwrday)'Conments
Glud dietary Rat (CA:CD* BR) Syzfemic toxicity 2102 male and 137 female:
{zubchronic or t¢zex/dose NOAEL =47 6 male and decreased food efficiency (female),
DEUrOLOXicity) 0, 160, 730, 1500 or 599 female decreased lympkoryie and monocyte

3000 ppm {0, 6.34, 47.6, 102 | LOAEL = 102 male and 137 female |counts, and histopatholegy of testes

o0r2243nd 0, 8,529,137 o1 and epididymis in males

333 mg'kg bw/day for males | Neurotoxicity

and females, respectivelvy}  |NOAEL = 224 male and 333 femle |224 male and 333 female: decreased

{highest dose tested) body weight, decreased body weight
gain
No effects o functior.al
observational battery or
neuropathelogy
28-d dermat Rats (Cri:CD* BE) NOAEL = 1000 (wale and ferrale) | 1000: no imitation and no systenzic
10/5ex'doge roxicity at highest dose tested (limit

0,30, 500 or LOAEL » 1000 testy

1090 mg/kg bw/day, six

hours per day

90-d dietary Dog, beagle NOAEL pot determined &3: decreased body weight gain
4isexidose decreased food consumption,

@, 160, 200 and 250 ox LOAEL=3 decreased food efficiency in females,

500 ppm (0. 3, 3, ¥l makg decreased red cell counts,

Bwday) bemoglobin and hematocrit in msles
=3 decreased red blood eeil counts,
henzoglobin and hemabocrit {female)
511 decreased body weight, bedy
weight gain and foed efficiency.
diarrhea, dermal atonia, decreased
testes and epididymis weight and
aspermatogenesis in males, one
death, decreased kidney, liver and
thyroid weight in fermales, altered
clinical chemistry parameaters in both
sexes

12.month dietary | Dog, beagle NOAEFEL =3.1 female and 3 maje 5. 7male: decreased red blood cell
Jisexidose counts, decreased hemoglobin,

8, 25, 50 or 100 ppm (0, 0.7,
1.6 o1 3.1 mg'kg bwiday) in
females, and O, 50, 100 or
J00ppm (0, 18,300

5.7 mg'kg bw/day) i males

LOAFE =5.7 male and =31 female

decreased hematocsit, decreased
MCHC, increased MCV
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Study

Species (smraiu)’doses

NOAELTQAEL
fing/kzg bwidav)

Sienifieant effece: ar different doves
[ngikgherday)Comments

Clironic roxicity m

1d oncogenicity

18-morth dietary | Mouse {CD1) NOAEL =4.19 male and =42 muale and 58.1 female:
80 5exidase 5.83 femuale decreased testes weizht, increased
0, 30, 300, 1500 or incidence of degererative chanpes of
3000 ppin {0, 4.19, 43, 216 |LOAEL =42 male and 38.1 female  [he testes and epidicymal in niales,
or 16 mels bwiday in gastroenteropathies in females, and
males and §, 5.83, 58.1_ 208 hepatic lestons {apoptosis) in males
or 582 megkg bw/day in and females
fenrales) =216 male and 298 female:
decreased body weight, decreased
bady weight gain
446 male and 582 female: clinical
signs (palfor, wealness, imnched
posture}, bore marrow cor:gestion,
decreased erythrocyfe mass in males,
increased mortality {with pancreatic
necrosic) in females
No carcinegenic effect in mice
Two-year dietary  |Rat (Cel:CD® BR} NQAEL =4.08 male and 230.3 male aod 38.4 female:
60—G2sex/dose 3.36 farale decreased body weizht, decreased
0; 50, 100, 700 or 2000 ppm body weight gain, decreased food
0,198 405, 3032r90.1 [LOAFL =503 maleacd effciency, ageressiveness and
and 0, 2.71, 5.36, 384 or 32.4 femrale hyperactivity, epididymal charges,

126 mglig bw'day in maleg
and ferales, respectively)

spermatid degeneration {uales),
retinal atrophy, hiver histopathology
and sciatic nerve atrophy

(38.4 fenule only)

93.1 male and 126 female: mcreased
mcidence hing gramatomas in males
and lesions in lungs, pancreas aad
intestines and decreased fnod
efbciency in farnales

ot carcinogenic in rats
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Study

Species (srain)doses

NOAEL/LOAXL
(mglg bu’dav)

Siznificanc effece: ar differenr dozes
(ingkgbuwiday )y’ Comments

Reproduction and

developmental toxicity

Multigenaration

Rats {Cr}:CD* BR). two-
generations {one and two
litters per generatior)
Misexidose

0, 100, 500 or 1300 ppm via
diet (0, 6.95,3475 or 111.93
and G, 7.4, 38.1 or

119.6 mg'kg bwicay in males
and females, respectively)

Systemic toxcity

NOBAEL = 693 izale and 7.4 female

LOAEL = 3475 male and
38.1 female

Cffspring toxicity

NOAEL =74

LOAEL =381

Reproductive toxicity
NOAEL = 119.6 (the Eighest dose
testedd}

Parents

234.75 male and 38.1 fenale:
decreased parental body weight (P,
male, F, female), decreased body
weight gain decreased food
consumption (P, [male})

111.95 male and 119.6 female:
decreased parental body weight (P,
F,). decreased body weight gain,
decreased foed consumption {P,
{male), F, {male and fenzale}],
decreasad food efficiency [P, (asle
and femate)], clinical signs [missing
tails, tails with necretic tips, sores,
stained fir, unspecified palpable
masses likely due to mastitis {F,)],
decreased testes weight {F,), death
{owing to mastisus) of seven dams
during resting phase between ¥,
litters

)
238.1: decrensed viability days 1-4
{F,}. decreased pup weight (F,,)
119.6: clirzcal signs {gasping, o
miik spots, subcutaneous
bemorthage, weakness {F, pups),
staized perineum {F,, 1ed Ty, pups)
and subcutaneeus hemorrhages),
decreased Litter survival, decreased
males alive on days 4-21 (Fy},
decreased pup weight [F, + F, {male
and female)]. decreased testes
weight {F,)

¢4

Repreductive parameters: No
toxicity noted

Tematogenicity

Rats (Cr:CD*™ BR}

25 femalesfdose

0,10, 23,75,

150 mg/kg bw'day, by
gavage (in methyl cellulose)
on gestation days 7-16

Maternal NOAEL = 10
Maternad LOAEL =25
Developmental NOAEL = 10

Bevelopmental LOAFL =23

Yaternal toxicity

=23: decreased body weight,
decreased body weight gain,
decreased feed consumption,
alopecia

Fetal toxicity

=23: increased incidence of
ossification delays

»75: decreased mean number of
male pups bom per Litter

15: increased resorptions per litter,
decreased Live fetuses per litter,
decreased fetal weight

Nof teratogeric
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Study

Species fstraind/dozes

NOAELTOAEL

(mg'kg hwiday)

Siguificanc effect: ac different dones
(mglkghwiday) Comments

Tezatogenieity Rabbits (NZW) Overall {frecd analysis) Af all dose Jevels
ISicose hMaternal NOAEL =4 No maternal toxicity
0. 4, 8 or 16 mz kg bwiday
by gavage (in nuethyl Maternal LOAEL =8§ No feta! tomcity
ceilnlose) on gestation days
6-18 Developments] NOAEL =4 Not teratogeric
Temtogenicity Rabbits {(NZW) N Maternal foxicity
15/dose Developrentai LOAEL =8 2 16: elinical sicns (ecld ears,
0,8, 16 or 32 mg kg bw'day anorexia and reduced fecal cutput),
by gavage {in methyl decreased body weight
ceflulose} on gestaton days
6-18 Fetal toxicity
=8: increased incidence of delaved
ossification of b and vertebral
skeleton
Supplements] study, uncertaingy
regarding the animal source
Temtogenicity Rabbits {NZW} Maternal toxicity
17-20"dose = 8: Increased maternal weight gain
0. 1, 4.8 or 32 mg'kg buiday {post-dosing)
by gavage {cemmn oil)
Fetal toxicity
=8: mcreased incidence of delayed
ossification of rib and vertebral
skelefon
32: cleft palate in two fetuses
Neuroroxiciry
Subchronic Rat (Cd:CD* BE) NOAEL = 224 ale and 333 female |No effects on functional observation
DewotoEicity 10/sex/dose (the highest dose tested) battery nor pewropathology at
0. 100, 730, 1500 o1 highest dose tested
3000 ppm (0, 6.54. 47.6 162
or 224 and 0. 8.6, 39.9, 137
or 333 mg'Lg bwday for
males and females,
respectively) for 90 days
Study Species (strain) or cell type Doses employed Stgnificant effects and comments
Genatoxicity
Ames assay, S pphinmrium, Salwsepella [ 10-2500 pig/ml = 89 fraction Not mutagenic
peint notation four strains Cytotoxicity at = 730 wg'mL (-59)
and at 21000 pgml (+59}
Mammalian CHOHGPRT 0.005-0.75ug/mL — S9, Not mmtagenic
cytogenetics (in 0.61-1.3g/ml. + SO
vitro)
Mamnalian Human peripheral 0.1-1.3 mg'ml + S9 activation Positive at »0.85 mg'ml = 5%
ckromosomal Iymphocytes activation
abemmation (in Positive, clastogenic effect in vitro
¥igro)
Micronucleus Moause {11 CD-1) 0,125 225, 450 mgkg bw in males, | Negative for micro nuclei
2ssay {in vivo) 135, 2235, 350 mgrkg bw in females, | Not genotoxic in vive
by gavage
In viro Rat {Cri CD-BR) primary 52000 0.75 gl Positiwe from 5 to 500 ng/ml,
unscheduled hepatocytes cytotoxicity at =750 gzl
DNA synthesis Positive UDS in vitre
UDS ex vivo Fats (Cit CD-BR} 500 or 1009 mg/ke bw by gavage | Not gerotoxic in culrared
DNA damage hepatocytes and hepatocytes and spermatoeytes of
and repair spermatocytes rats exposed ex vivo
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Health Canada

(P-C-321-1)

Re-evaluation Note. Preliminary Risk and Value Assessments of Diazinon. REV2005-06

(2005)

SHBEMHRRICBWT, FA4T7Y /0% 7y MCRORELIZ L EOBEHIIRE~TEE
THHIEBHONI R ST, VIFICRBERE LI LEDOERRBBEM TH o7z, Fie.
Ty MIBRABRE L7 EOBHIIBEMTH o7, SHEEEEEII=Y) =X 77 —EH
FRIE—BELIbOTHY . K&, B, WM. FREFERETHoT, FA4TV /7
B L TEEREMEEZRL. BICY L TBBREDORIBMEL RS I ENALNI o7,
ELEY PERWERERERR THBEERBB ORI LD, ¥4 TV UBRERER
EME TH D AEESTREA TV S,

TUR Ty MUPFBIUA XZHAWTER LB BER X UEBHESHEARRICBWT,
BLERERZ LV FRA U MEa Y V2 X7 5 —EBIEHEETH- 7 (M. MR X
URh) . TDERIT—BICARICHFIL, £ TOREBERRBE I UHEA OREHMORR T
FBAELRE, 7y PBORERRICBWT, T v FC, REHEOERIZL > T, X
a) xR 7 5 —BHEICET 5 EEMEE (LOAEL) DETHARD LN LMD, B
BOTMNITHRTDZLBNTRENT, HEY (v AX) bRz = XTF7—F
FREICR L TRoRREHREL BT e B DN, T, BRESBIE LR, &
BREMPR R ZLICEETS L EZLOND, BREMOEEICET IFHEIL., X
HRMERB I U2 ) VxR 75— EHEBEZE L TOTHCERETHD T L BHALNI
FRole S (EFEMENOAELIICE D<), LOAEL BRZE ThoteZ &b, ZRHBRFTL
TRBKECERLELOTHIAEEGDHD, F4 7YV VREBICHEEL THRITES
AT RDRD b, ZhbORBICEBWT, TR RICHT 2 REARENEEY
AT E N o7z, HREMENTRTJ —FNTE|ZBIE L) 2 SOlf=v
N U RER CBERSREM AR TIHVIRED bR T, E, thomEEMARMEHRE TR
EARR R B IR IR0 T,
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HHRRIZBWT, FAMT7Y 7 VITBEBLUOBRARE Ca) v 27 5 —EBERETS
TEBALNI o, TOENBREEERRIL. FEOABEFHERRSHDD, —MK
BICERY AMALaMORREEIENTHE SN 2BHETHL VT LAV TERINTE
HLOTHolz, LHLRRL, 7y NTEISTLARZEHBER ) V2T F—EF—4
BESNTWBRZ D, FATV )V O8A. TRHLEEREHDI EEZ DN,

Ty bERB UV RCRIMBEHEKRS LT, BRAMERTIHMIGE N2>, #
BTFRAER LEERE DNABER L OCEEESERRA & 4 O in vitro 33 £ Win vivo
BRBEREN., ¥ TV COERRFHFMBPER SN, BEHIZ. ThHDFERN
b, FAT V) VICRBEEERB RN EBRTRENT,

Ty bBIOCUTFEAVWERABERARIIBWT, BTEEERIIER N7, ]
2DT vy PRRIZEWT, B Lz&k®AE (100 mg ai/kg/day) TRAEER (BREBEOR
L) BR/DH o, LrLeRs, ZORBKETIE, EXRBEYEELED O
nic, ->T, FATY )V OFENBBEZZTRROBZEN ERTHZ LiXRne
Hilr Xz, “HREBEFRERRICBWT, S5B8MOREE ERIVRD ozahoi,
L L2 s, BEMEHAECEW T, RtREMOAEFEL IUREICHT 2EENE
Hohic, ZOREOEBEY THRD bNIERANL L, FELEERMEHNMZ T, HKE.
BELLUCRCREDaY VAT 7 —EHENTRINTL, 612, RERBIUER
BREDEFENRTA—ZHETFTLE, LALAZRL, ZhbORBTIX, BEYE LUH%
HREMDO2) VT RTF—ERREESNRP oI EICERTOILERDHD, 207D,
BEOWRBICET 5 X VARSI’ GT oz, THOoDRRICBWT, BIEMER
DRERFEZTRTIHMIRD bNighofe, T—FX—RZBWT, FA4T T/ B
BMORNSWRICH L THEREZEERITTZ L 2R 5FHLIFE L2V,

FATY 7 BT HE FRERT —ZBAFINTVAY, REBHBERS S Z L OEE
BIICERBEINFEBETA FTAUBFELRZVWI EIZMA T, 2o 0RBRICIIFERICE
BORAXRH DD . INLOT—ZITHBHR LD THLEEZDND, LM LR L,
INLORENL, RELEBHENSE P COFEMFMORAL LTHEITHDZ L3
REN, FATY 7 RAXENTHRESNR TV AEHTESHORR > TWVWEEE
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RBFID12THD, LrLRBL, ERRAELGHBTL T, #4727 CRERIMO
) AT T -PHEERBA L RES ROV EEZ NS,

RbLEREOCEMSEIE, 42bb, 7¥FAaY V= RT 5 —EHREICET 5 NOAEL IZ
EONWTESRAENREIN TS,

EEL LT, AZZSRTWAT—Z O, HEHECRIUENR LA THLEIELLN
Rnofe, LLRMR6, AEENHRR TROONTIEEREER VD THoI h b
(BB L OZHEOET. AERKOBS B L UCEFROET) . BET 3 BAEMAD
BERRELRIET D720I01E. V RI7FEICBWT, ZhbDxy RRA 2 MZONT
S LI OHLERHD LB L LN,

ATV DY RZFMTER LB EFHT 2 FRA - MZ-2WT Appendix [ IZEH

LTrRY,

Appendix I Toxicology Endpoints for Risk Assessment for Diazinon
EXPOSURE DOSE ENDPOINT STUDY UE/SF
SCENARIO (mg.'lig bwiday) or

AOE?

Acute dietary NOAEL =023 Erythrocyte Acute peurotoxicity—yat | 100

cholinesierase

inkibition

ARID =0.0025 mg'kg bw

Chronic dietary NOAEL =0.02 Brain cholinesterase | 32-week diefary 100

inhibition toxseity—dog

ADI = 0.0002 mg/'kg buwfday

Short-term® Demmal NCAFL = 1.0 Brain cholinesteraze | 21-day dermai 1060
dermal inkibition toxicity—rabbit
Intermediate®- and Demal NCAEL=1.0 Brain cholinesteraze | 21-day dermal 300
tong® -term dermal inhibition toxicity—rabbit
Short®-, Inkalation Brain and erythrocyte | 21-day inbalaticn 160
intermediate” and NOAEL =0.026 cholinesterase toxtcity—rat
fong-term inhibition
inhalation

& UF/SF refers to total of nucertainty andfor safety factors for dietary azsessments, MOE refers to desired

margin of exposure for occupational or residential assessments

& Duration of exposure is 130 days

€ Duration of exposure i3> 30 days

4 Duration of exposure is = § months
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329 FT7TA MY A

Health Canada

(P-C-329-1)

Regulatory Note. Thiamethoxam. REG2001-03 (2001)

Table I Sumimary of the toxicity studies with thiamethoxam
Study Species and strain | NOAFL and LOAYL | Target organ and significant effects and
and doses (mg'kg bwid) cOLMBEnts
Acute studies: Technical
Oral Rat, Cyj:CD{SD} SPF  (LD5= 1563 mgikg Sightly toxic, All deaths occusred within 6 b
8, 900, 1500, 2300, of dosing. Clinical signs noted on the day of
2800 or 6000 mgiz dosing inctuded plosis, decrease in
sponfanecus movement and tonic ceavulsions.
Body weight gain was retarded for 2 days
following dosing (aHl treated animals).
Oral Mouse, Cg:CD-1 ICR} |ED;,=87i mg ke Aoderately toxic, AH deaths occurred wathin
SPF 1 daw of dosing. Clinical signs noted on the
0, 500, 706, 1000, 14C0 day of dosing included clenic convulsion,
or 2600 mgkgz decrease 10 spontanecus movement of prone
position. Body weight gain was retarded in
sarviving ¢ on the day following dosing,
Dermal Rat, Cqg:CD{SD) SPF  |ELDy; = 2000 mg/ks Low toxicity, Ne mortality, oo adverse
2000 mgiks clinical signs and no effect on body weight.
Inhalation Rat, Cq:CB{SD) SPF {LC, >3 mgl Low toxicity, No mortality, no treatment-
1.02 or3.72 mg/LL refated clinical signs. Stight body weight
decreases nofed in 2 high-dose 2 on day 7,
recovered by day 14
Eye writation Rabbit, Japanese White | Maximum average Minimally irritating, Stight conjuactival
Oig score (MAS)=0 redness and swelling obzerved at 1 h. with eye
Maxunum toridation closure and more thar normal discharge. All
score (MIES) = 10.0 stgns of irritation absent at 24 h
(1)
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Srudy Species and strain | NOAEL and LOAEL | Target organ and significant effects and
and doses {me'ke bw:d) comiments
Skan iratation Rabbit, Japacese WLite |{MAS=0 Nenirritating, No siges of imitation i any of
05¢g KMiS=0 the animals tesfed.
Skin sensitization  |Guinea pig, Pirbright  [Nonsensitizing Nonsensitizing, No evidence of .ensifization.
Maximization Vhite, Tif DHP

Test)

Acure studies: Helix

Oral Rat, Cri:CD{SD)BR ED.; > 5000 mgike Low toxicity, No moriality, no chical signs
5000 meke and no effect on body weight.
Dermal Rabbit, New Zealand | EDy; > 2000 mgkg Low toxicity, No mortality, no clinical sigus
White JZW) and no effect on body weiglt. Slight dermal
2000 mgkg trritation observed in 6/10 ammals, cleared by
day B.
Inhalation Rat, HSD: EC > 267 mgl Low toxicity, No mortality. Clinieaf sigas
Sprague-Dawley (8D) wmnrfuded actevity decrease, piloerection and
2.67 mgdl blve sraining of the face, sigus cleared by
day 3.
Eye trritation Rabbit. NZW MAS=02 Minimally frritating, in both washed and
0.1 mt. MiIS=90 (powashed  |uowashed eves, iridal irritation observed in
eyes, 1 h) one aninyat and slight to moderste
conjuoctival irntation in all three animals. All
s1gns of rritation absent at 24 h {washed) or
48 L (vawashed).
Skin ipntation Rabbit, NZW MAS=0 Nonirritadng, No signs cf iritation in any of
0.5mL. MiS=90 the animals tested.
Skin sensifization [ Guineapig, Nousensitizing Nonsensitizing, No evidence of senstiization.
{Busbler Test) Cel:HA(BR)

Acute studies: Helix

XTra

Oral Rat, Cel:CD{SD)BR EDy, = 5000 mg'ks Low toxicity, One # died within 2.5 b of
5000 wgkg dosing. No clinieal signs soted in <. Clinical
signs aoted i 2 on the day of dosing included
hypoactivity, staggered gait, hunched posture,
cold to touch and tremors.
Dermal Rabbit, NZW Dy, > 2000 mgkg Low toxicity, No monalfty and ro clinteal
2000 markg signs. Slight to moderate wyitation noted at
application site, persisting for 58 days.
Inhalation Rat, HSD: 8D ECy>» 256 mg/L Low toxicity, No mortality and no clinical
0.773 or 256 mg'L. sigps af either concentration.
Exve imritation: Rabbit, NZW MAS=035 AMinimally irritating, Sbght conjunctival
0.1 mE MiS = 4.0 (washed isritation observed tn washed and unwashed
eyes, 1 I} eyes, absent at 48 b tn unwashed and 72 hin

wazhed eyes.

814




Srudy Species and strain | NOAFL and LOAEL | Target organ and significant effects and
and dozes (me'keg bhwid) COIMIRENRLS
Skip frritation Rabbit, NZW MAS =06 Slightly irritating, Very slight erythema and
05 mk MIS=0.7(4h) edema nofed tn 2 animals, with desquamation
i1 1 ai 72 and 96 b all signs of irntation
absent st 7 days.
Skim sensitization | Guines pig, Nonsensifizing Nonsensidzing, No evidence of sensitization.
{Buehler Test) Crl:HA(BR) :
Short-term toxicity
28-d gavage < Rat, TiCRAI(SPT), |NoNOAEL: dose Very scant information reposted, study
Ssextdose at 0, 160, range-finding study corducted for range-firding purposes only
300, 1000 mg/kg bwid  |only.
100 mg'ks bw/d and abowve: hyaline change of
repal tubnlar epithelinm (not present ip high-
dose animals)
300 meiks bw'd and above: T lver weight,
dilatation of renal pelvis, hepatocellufar
hypertrophy, Tadrenocortical fatty chanpe
1000 mgkgbuid: {bw gain, iplasma protein,
Tasparfate anunotgansferase (AST), alkaline
phosphataze (AlkP) and gamma glutanayl
tranzpeptidase, ithymns weight
28-d dietary Rat, TifRATE(SPT, NCAEL=100ppm 1000 ppm and above: hyaline change of renal
5'sex/dose at G, 100, {808 7mg'kgburd,  |rubular epithelium (2, not present in high-
1000, 2500 or e dose animals}), bazophilic proliferation of
10000 ppm reral tubtles {incidence dropped at high dose)
(#=0,80.82 199 ¢cr |LOAEL={000ppm
71l mglkgbua’d, 2=0. |(81.7/89.3 mgke busd, |2500 ppm and above: hepatocellular
87,89 211 er Ay bypertrophy, hypertrophy of thyroid follicular
763 mgle bu/d) epithelium ()
10000 ppm: #bw gain and food consumption
{7, 1 cholestercl, AST (<, absolute und
relative Liver weight, dilatation of renal pelvis,
farty chaage of adrenat cortex, hypertrophy of
thyroid follicular epithelivm (2)
28-d dietary Beagle Dogs, NOAEL=1000ppm  |3000 ppmx: |food consumption, § r wedight,
2fsexidese at 0, 300, (31.6/32.6 mg'kg bovd, |leukopenia, | hematocrit, hemoglobin and
1000 or 3000 ppm ey eryibrocytes (), turea, lcreatinine, thymms

(==0_100, 3160r
47. 7 mgkobaid, 2 =0,
107, 3260

43 0 me kg buid)

LOAEL = 3000 ppm
(47.7/43. 0 mg'kz bu'd,
LY

weight (=%/2), *thyroid weight (<), lbrain
weight {2). histopathology s bver, thymus
and spleen

Note: T high-dose 5* died on day 15, due to
blockage of small fntestine (urreiated to
treatment)
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Study Species and strain | NOAEL and LOAEL | Target organ and significant effiects and
and dozes nng'kg bwid) COMIAENTT
28-d denmal Rat, TIiERAIf{SPF), |NOAEL=60mzlg  |250 tmglg buid and above: 1 glucose, AP
Sfsex/doze at 0, 20, 60, |bwid(2) and triglycenide (2), hustopathology findings
250 or 1000 mgkg NOAEL =250 mgtg [in £: inflammatory cell infiltration in the liver,
ta'd bwld (=) hepatocellular degeveration, clromic fubular
lesiors m the kidoeys, and woflammatory cell
LOAEL =230 mg'kg  [infiltration in the adrepal cortex
twd (2)
LEQAEL = 1000 mg s |1060 makg bur/d: slight sbw (57, hyaline
baid () change ie renal ttbules (<)
90-d dietary Rat, TiIERAIf(SPY). |NOAEL=25ppm 250 ppea acd above: ihyaline change iv renal

10/<ex/dose at 0, 25,
230, 1230, 2500 or
5000 ppm
(#=0.1.7,176,849_
168 or 329 mg kg bw’d,
2=0,15 192025,
182 or 339 mgkg bw'd)

(1.7 meke buid, )
NOAEL = 1250 ppun
P23 mgkgbuid )

EOAEL =250 ppm

(176 mgkgbuid, N
EQAEL = 2500 ppm
(182 mg kg bwid, §)

tubular epithelium (=9, #inciderce of chronic
tubular lesion: (=}

1230 ppm and above: bedy weight, body
weight gain and food consumption (<),
creannioe, urea, cholesterol and platelets
{=%, 1acute renal tubular lesions and
basophilic profiferatico (<)

25G0 ppm and above: [hepatocetivlar
hypertrophy {9, *ircidence of chronic remal
tubular lesions and seventy of
sephrocalcinosis (2), tadrenal faty change
=)

5000 ppm: slight | platelets (), 1absctute
adrenal weight (+, 1 liver, kidoey, adrenal,
heart and spleen weight relative to body
weight (), {abzolute heart and thymus
weight (2), 1hepatocellular hypertrophy (2},
1Xepffer cell pigmentation (%), {renal cast
fonmation and extramedullary bematopoiess
in spleen ()

Conrrol termiral body weight: < 528.7 g;
2:2636¢

Control terminal daily food consumption:
92358, 2:167 g
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Study

Species and strain

NOAEL and LOAEL

Target ergan and significant effects and

and doses (1medig bw'd) comments
$0-4 dictary Mouse, TiHEMAGE NOAEL=10ppm 100 ppm and above: hepstocetular

(SPE), 10/sex/dose at 0, |{(1.4 mg'kg bwid, <) kypertrophy (<)

10, 100, 1250, 3500 or |NOAEL = 100 ppm1

7000 ppm (182 mzkgbw/d, 2} (1250 ppm and above: tabsolute and relauve

(=#=0.14 143,176, kidney weight (<), 1absolute and relative Liver

543 0r 1335 mgle LOAFL = 100 ppm wedght {2), kepatcceltufar trypertrophy {2

bwid, $=0,20, 192, |(143 mgkeg buid, )

231, 626 or 1163 mg'kg |LOAEL = 1250 ppm  |3500 ppm and above: |absolute and relative

bwi'd) (31 mglgbwid, 2)  |ovary and absohute spleen weight (2), ovanian
atroply, necrosis of single hepatocytes (2),
Ermphoceytic infiltration in Bver and Kupffer
cell pigmentation (=V2)
7000 ppox: erythrocytes, hemoglobin and
Lematoerst, with imean corpuscular volume
and mean corptseular bemoglobin (MCH}
{=#), tbody weight (<) and body weight gain
(3Y2), necrosis of single hepatocytes (¢,
organ weight changes attributed to reduced
body weight development
Centrol terminal body weight:
49628 2:3184 ¢
Ceontrol terminal daily food eonsumption:
F66g 967

90-d dietary Beagle Dogs, NOAEL =250 ppm1 1000 ppm and above: [protirombin times,
4'sex’dose at 0, 50, 250, | (8.2/9.3 muz'lg buvd, {albumin, A/G ratio, LALT (o48), {calcium
1000 or 25002000 ppm | %) (%), icholesterol and phospholipid (<%

(#=0,16,82,320r
55 mgkgbwid, 2=0,

LOAEL = 1000 ppm

25002000 ppm: | feod consumpiion, body

1.8 93, 34 or 51 mg'kg |(32/34 mgkg burid, weizht loss, dose reduced to 2000 ppin,

bw/d) FHL) animals fed control diets days 19-25,
treatment resumed at 2000 ppm for remainder
of study, ¢body weight gain and food
consumption (/2 ), microcytic anemia,
feukopenia (2}, imonocytes, MCH and
Themogplobin distnbution width, !testis and
ovary wetghts associated with
Lastopathological evidence of delayed.
matzration in ovanes and reduced.
spermatogenesis with minimal to moderate
occurrenee of spermatic giant cells 1o testes

12-month dietary | Beagle Dogs, NOAEL = 150-ppm 750 ppm and above: transieat | in food

4fsextdese at 0, 25, 150, [(4.1/4.5 mgks bwid, copsamption {2} Icreatinine, occasionalty

750 o1 1506 ppm S ES] accompanied by Turea, {ALT, atrophy of

(#=0,07,41. 21 cr seminiferous: fubules

2 melgbwid, 2 =0, |LOAEL=750ppm

0.8, 4.5, 25 or 45 mg/ke |(Q12I me'ke bwid, 1500 ppmx: fransient body weight loss (),

bwd) <HEY itestis wetght, iprothromibia activity ().

Lalbupun {2}
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Stady

Species and strain
and doses

NOAEL and LOAEL
fmelg bw:d)

Targét organ and significant effects and
COIMIDENLS

Chronic toxiciny and oncogenicity

78-week dietary

Mousze, TIEMAGE
(SPF). 60fsex/dose, pins
10izex control and hiph
dose for interm
sacrifice at @ monds at
0.3, 20, 500, 1250,
2300 ppm
(=0,0.7.26,464,162
or354 mghg bw/d, 2 =
0,09,37 85.2150r
479 mp kg bavd)

NOAFL =20 ppm
(2.6/3.7mg'kg bad,
Y

LOAEL =500 ppm
(64:88 mglg buid,

72)

300 ppm ar:d above: Irelative liver weight
{%). iiccidence of hepatocellular aderoma,

1 non-uw=oplastic iver hisicpathology including
Lepatceeltular hypertrophy, foct of celtular
alteration. mecrosiy of single kepatocyies,
increasad prtolic activity, inflammatory cell
infiltration, pigment deposition (=¥ 2) and
Kupffer celt hyperplasia (=)

1250 ppm and above: | absclute and relative
tiver weight, 1 hepatocellalar adesocarcinoma

(%)

2500 ppax ibody weight gam {=¥2),
1Lepatcceltular adenocarcinoma (%),
extramedullary hematcepaiesis in spleen,
epithelial hvperplasia in glandular stomach
Interim sacrifice: 'non-neoplasiic liver
Listopathology inclading kepatocellufar
Eypertrophy, necrosis of single kepatocytes,
mflammatory cell infiltration and Kupifer celi
pigmeatation.

110 the aumber of amimals with maltiple
tumours; however, no difference in latency of
tumour fanmation ner in lethatity from
observed tumours befween treated and control
aroups

2-year dietary

Rat, TifRAIf (SPF).
80/sex/dose at 0, 10, 30,
500 or 1500 ppm {7}
and @, 10, 30, 1000 or
3000 ppm {2}

(50 main stedy, 10
interim sacrifice, 10
hematology and clinical
chemsstry and 10
hematology)
{(#=0,04,13,21or
63 mgkgbuid, =0,
05,16 50 or

135 mgikg bwid)

NOAEL =300 ppm
(21 mg'kgbwid, 5
NOAEL = 1060 ppm
(30 mgfkg bw/d, )

LOAEL = 1500 ppm
{63 mg kg bwid, =)

LOAEL = 3000 ppm
(155 mglgbwid, 2)

300 ppm (=) 1incidence of regenerative
kiduey lesions at interim sacrifice that were
not observed at terminal sacrifice {(chromc
tubular lesions and basophilic proliferation of
reral tubules)

1500 ppm (&): slight § water consumgption,
Tincidence of lymphocytic infiltration of renal
pelvis {iuterim sacnifice), | cidence of
Iymphocytic infiltration in kidneys and
chronic neplyopathy (terminal sacrifice)

3000 ppm (2): ibody weight gain_ slight Tin
severity of hemosiderosis of spleen at interim
sacrifice, 1incidence of foci of cellutar
alteration in liver, Tinctdence of chronic
fubular lesions in kidneys

No evidence of oncogenicity in " or 2;
however, evidence suggests that < could have
tolerated higher doses
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Srudv

Species and strain
and doses

NOAEL and LOAEL
{ms/kg bwid)

Target organ and significant effects and
COIMUENTS

Reproduction and developinental toxiciry

Range finding
repreduction

Rat, TIif RAIf{SPF),
154ex/dose at 0, 1000,
2060 or 4000 ppm
{#=0,67,126 0r
HMlmzlketwd 2 =0,
73, 136 or 275 mgikg
brarid)

No NOAEL or LOAEL
establizhed by the stedy
author

1000 ppar and above: jbody weight gain
duning premating period (3}

2000 gpm and above: § food consumption
during premating period

4060 ppor: i body weight gain duries
premating pertod (<¥%) and in ¢ during
factation

Multi-genseratior | Rat, TIERAIf(SPF), Parental systemnic 30 ppm and above: linctdence and severity of
reproduction 30/sex/dose &t 0, 10, 30, |INOAEL, <=30ppm |tubularatrcphy im festes of F;
10G0 or 2500 ppm (0.6 mgikp bw/d)
(=#=0,06,18,61lcr |[£=25C0gppm 1000 ppm and above: *imcidence of hyatine
1538 mgkgba'd, € =0, |{202 mg'kgbwid, change in renal tubules (Fy and F, &) and
08,24, 7 or highest dose tested) renal tubular casts (Fy oY
302 mgkg bwd) LOAFEL, parental &=
1600 ppm {61 meike 2500 ppax: shight {parental body weight gain
bwid) {Foand F; <), {pup body weight gain {all
litters) daring the lactation penod, !incidence
Offspring of renaf tubular casts and. §tests wesght (E,
NOAEL =1000ppm  |+%, hyaline change in renal tubules in one F, ¢
SLTI mgkegbwid,
Y Equivocal results in sperm moiility {decreased
EOAEL =23500ppm  |at all doses tested, with no apparent dose-
(1587202 mgfkgbwid, |relationship), evaluated further in a separate,
MY complementary study that revealed no effect
of treatment on ;perm motility; however, the
Reproductive study was conducted only on Fy antonals,
NOAEL =10 ppm whereas seminiferous fubule atrophy was
{0.6 mgikg bwid) observed in F,
LOAEL =30 ppm
(1.8 mgkg bwid) | No treatment-related adverse effects on
reproductive indices (mating, gestation,
fertitity, viability)
Exidence of sensitvity of young (testis
effects observed only after i utero and
postnatal exposure)
Range finding Rat, Tif:RAIf {SPF). NOAFL {matemmal) = | 500 mg'kg buv'd and above: | maternal body
devefopmental 8 pregnant idose at G, | 100 me'kg bwid weight gain duging the first half of the dostog
toxicity 10, 100, 500 or LOAEL {(matemal)=  |period. {food consumption during the dosing
1600 me/ks buvd from 560 mg/kg bw'd period
days 610 15 of
gestation NOAEL 1000 mg/kg bwvd: net loss in body weight
{davelopmental) = duriaz the first half of the dosing period,
500 mg'kg buid clintcat signs of toxicity during the dosing
LOAEL period (piloerection, hypoactivity, buached
{developmental) = posture}, ifetal body weight

1000 mgikg bu'd

No evidence of teratogenicity
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Scudy Species and strain | NOAEL and LOAYL | Target organ and significant effects and
and doses 1ing’ke hwid) COIRENTS
Developmental Rat, TifERAIE(SPF), NOAEL (matemal} = (200 mo'kg bu’d and above: I matercal body
foxicity 24 pregnant Sidose ax |30 .mgkg buid weight gain guring the first Lalf of the dosing
0.5 30,200 r LOAEL (matetnal) =  |period, !food consumption during the dosing
750 mz kg budd rom | 200 mzkg budd period, 1incidence of tran:ient, reveriible,
days 6o 15 of nonadverse skeletal vanations (poor
gestation NOAEL osstfication of specific digits}
{developmental) =
200 mgkgbov’d 75C mg ke buid: vet loss in body weight
LOAEL during the first kalf of the dosing period,
{developmental) = clinical sigos of toxicity dunug the dosing
T30 mgkg bwd period (piloerection, hvp oactivity,
regurgitation of test material}, :fetal bady
weight, Iineidence of skeletal acomalies
{asypunstrically shaped steruebrae 6 and
aregular ogsification of the occipital bone)
No evidence of teratogenicity
Range finding Rabbii, Russian NOAEL {matemaly= |30 mgikg bwid and above: ibody weizht gain
developmental Chtb:HM, § pregnant | 10 mglg bvd and food consumption during the doung
toxseity Zidose at 0, 10, 50, 150 [LOAEL {(matermal)=  |period
or 500 mglg buid 50 mgkg be’d
from davz 7 to 19 of 150 me'ks bwd: et loss in body weight
gestation NOAEL during fhe dosing period. « mean gravid vierus
(develcpmental) = weight, ¢fetal body weight
50 megkg bwid
LOAEL 300 mg kg burid: all animals died between
{developmental) = study days 10 and 16
150 mgfkg bwid
No evidence of teratogenicity
Developmer:ial Rabbit, Rustian NOAEL (maremal) = |50 mg/kg bw/d: slight 1in food copsumption
toxicity Chbb:HDM, 19 pregnant |50 mgkg bw/d during ke dosing period
2fdose at 0, 5, 15, 50 or | LOAEL {(maternal) =
150 mgkpbuidfrom |1530 mgkgbwid 150 medkg buvd: 3 uascheduled deaths,
days 7to 19 of Lemorrliagic uferine coatents, hemorhagic
gestation NOAEL dizcharge in the perineal area_net loss in body
(develcpmental) = weight during the dosing period, {food
50 meylg buv'd consumption during the dosing period, ifetal
LOAEL body weight, Fpostunplaataticn loss, slight {in:
(developmental) = the incidence of skeletal anomalies and
150 mp/kg bu’/d variations {fused or asymmetricalty shaped

stemebrae, not statisticatly significant; only
slightly higher than range of historical control)

No evidence of teratogenicity
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Study Species and strain - | NOAEL and LOAEL | Target organ and significant effects and
and doses (mz'ke bw'd) COININENTS
Neurotoxicity
Acute Rat, it CD SDBR. NOAEL =100 mgkg |300 mglg bw 2ad above: FOB and LMA
nevrotoxicity 10/4exidose at0, 100, |ow findings sncluding drooped palpebral clostre,
500 or 1300 mekg bvr irectal temperature * forelimb grip strength
LOAFE =300 mg'ks |and {IMA
bw
1560 mgdg bw: 3 death: {days. 1 or 2), FOB
and EMA findings incloding aboormal body
tone, ptosis, impaired respiration, fremors,
1latency to first step in open field, crouched-
over posture, impatred gait, iypo-arousal,
vacoerdinated landing in nghting reflex test,
shght lacrimation (2 only), mean average
wput siimmlus ia suditory startle response (°
ooly)
There were no treatmeni-refated
kistopathological findings noted in the central
ar penpheral nervous systent
Subchronic Rat Crl €D SD BR, NOAEL =13G0ppm  |There were no treatment-related systemtc or
revrotoxictty 10/sexdose at §, 10, 30, [ (95 mgiks bwid, ) revrological effects observed ar any dose i
500 ar 1560 ppm ()  |NOAEL =3000 this study.
and 0, 10,30, 1000 or  |{216 mg'kg buvd, §)
3000 ppm (2}
(==0,07,19320r
95 mgle bw, 2 =0,
037.21, 73 or
216 mgdg bw'd)
Genotoxicity
Study Species or strain or cell type and Results
concentrations or doses emploved
Gene austations in | Sabronella hphimuriun strains TA 95, TA 100, |Negative
bacteria TA 102, TA1535and TA 1537, E Coli
WP2uvrA
312.5-5000 wg'plate
Gene mstations in | Chinese hamisier celts V79 Negative
mammalian cells  }61.67-2220 ug/ml. without activation
1 vitro 123.33-3330 ug/'mE with activation
Unscheduled Primary rat hepatocytes, isolated from THFRAIf  [Negative
DNA syotbesis {SPF) rats
13.01-1665 ugml
Chromosome Chinese bamster ovary cefls CCL 61 Negative
aberrations 283.75-2270 pg/mE without activation
11354540 gg'ml with activation
Micronucleus < and ¢ Tif MAGT (SPF) mice Negative
assay {in vivo) 0,3125, 625, 1000 or 1250 mgks
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Stadx

Species and strain
ad doses

NOAFL and LOAEL
(ngikg bw'dy

Target organ and significant effects and
COIMINENTS

Special studies

Effects on Moure, TIEMAGE N/A 100 ppox slightly ipeatoxyresorufia-O-
bicclenucal (SPF), 6'=ex/dose at 0, depertylase (PRODY and berzyloxyresorufin-
parameters in the | 100, 500 or 2300 ppm Q-debtenzyviase {BROD) activity ()
liver
(=017, M4 or 306 ppm: ¢ PROD and BROP activity {(<72),
367 mg'kg owid, £ =0, <bightly retboxyresorafic-O-deethylase
2. 92 or 486 mg'kyg (EROD}{¥)
bw/d)
25G0 ppux: :light { absolute and relative fver
weights (57F), slight fmicrocomal protein
centeut in hver {£), moderate ¥ i oyt P430
condent, slight to moderate 1in activity of
sevesral ruicrosomal enzymes and cytosolic
glutatluone-S-tran:ferase
Agsessment of Mounse, TIEAMAGE NA 109 ppor * bromodesxyuridine {Brdl)
hepatic cell {SPF), 253/sex/dose, labelling index in 2 saceificed day 7
proliferation Sdose sacrificed on
study day: 3, 7, 13,27 500 ppox- § BrdU labelling index in <
or 39, al 0, 100, 560 or sacrificed days 13, 27 and 59 and 2 sacrificed
25G0 ppm davs 7and 13
(==0.16. 2 or 2500 ppoy | absolute and relative Hver
386 mgikg bwid, £ =0, weights (%), speckled liver, lepatocellnlar
20,87 or 463 mg'kg glycogenesis farty change, hepatoceliular
bwid) necrosis, apopfosis and pigmentation at
59 days, {BrdU lobelling index in < and £
sacrificed days 3, 7, 13 and 59
Aszessment of Rat, Tif:RAIf (SPT), N/A Immunckiztochemical staining of liver
replicative DNA 5 < per dose at §, 100, sections from control and bigh-dose animals
synthests in a 28-d {1000, 2300 or for prolifemting cell nuelear antigen gave no
dietary toxicity 10000 ppm indication for a treatment-related increase in
study the fraction of DNA-synthesizing hepatocytes

(Equalto 0, 8.0, 82, 199
or 711 me 'ty bwid)

in S-phase

Compound-induced 1nortality: No treatment-related mortality in short-term or chroric toxicity studies. Three
unscheduled niaternal deaths wese observed at 150 mg ke bwid in the rabbit teratology study, acd all § animals died at
500 mz'kg bw/d in the range finding 1abbit tesatology study.

Recommended ARfD: The ARD 15 0.1 mg'kg bw, based on the NOAEL of 100 mg kg bw established in the acute
pevrotoxicity study, with a 1000-fold uncertainty factor.

Recommended ADI: The ADI 15 0.0006 mg'ke bw/d, based op the NOAEL of 0.6 mg'kg bw/d established in the 2-
generation rat reproduction study, with a 1000-fold vncertainty factor.
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Table 2 Endecrine-related findings observed in thiamethoxam texicalogy datahase
Study End point Effect No Effect
Level Level
{mz kg bwid)
28-d gavage: rat fincidence of adrenccortical fatty change 300 100
28-d diefary: rat hypertrophy of thyroid follicular epithelinm: & 159 32
hyperirophy of thyroid follicular epithelrum: # 763 211
fatty change of adrenal cortex and icholesterol 7114763 199211
90-¢ diefary: rat icholesterol: ¢ 85182329 1893168
adrenal fatty change: 2
{absolute and relative adrenal weight: &
90-d dietary: mouse | labsolute and relative ovary weight 626 231
ovarian atrophy
28-d dermal: rat inflammatory cell mnfiltration in adrensl cortex 250 60
28-4 dietary: dog {thyroid weight: = and |brain weight: 2 48 32
90-d dietary: dog {testis and ovary weight associated with histopathological 535451 32734
evideace of delayed niaturation in ovaries and reduced
spermatogenesis witk minimal to moderate occurrence of
sperniatic giant cefls i testes (at a dose that resulted i
significant body weight loss, pecessitating cessation of
treatmuent for 7 days and resumption at & lower dose}
12-month diefary: atrophy of seminiferous tubules 21 4.1
dog
78-week dietary: {absolute adrenal weight: €, intersm sacrifice only, not 479 215
mouse oncogenicity | statistically significant
2-generation {testis weight (Fy) 158 &1
reproduction: rat {incidence and severity of atrophy of seminifercus tubules 18 0.6
&) N/A i
equivocal results on sperm motility in Fy and F (decreased
at all doses tested, with no apparent dose-relaticnship),
evatoated further in & separate, complementary study (F,
oaly) that revealed no effect of treatment on sperm motility
Range finding {mean gravid vterus weight 150 3¢
developniental:
rabbit
Developmental: hemorrhagic uterine contents, hemorrhagic discharge inthe | 150 50
rabbit perineal area, !postimplaniation loss
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343 T hT7 7V EUERR

Health Canada

(P-C-343-1)

Proposed Acceptability for Continuing Registration. Re-evaluation of Tetrachlorvinphos.

PACR2003-09 (2003)

T RIZI7aAEVRRARL L > THERINIBHEERBERIT. 2) X7 7 —-EPFHEDOH
frE—E L, RE. M. MHERK. EBNEHET. RIGTTE, 155, TR ENEE
N3, 7RI I EUERRARROBETHE, FEHITRININDE L& HIT, HLMITHE
MEN EBRERITFILA RO ORI IR B L UOEEN LI b D TH o7z,
EPOERFPII N /oo Tz ¥ ) —A T, PER N Jea Tz F 0
A—NELTREENTZ, RERFHDI V) /oo~ TABBIUORAFAT V570
NEVHRRELTRIESN, REHT 27 7 A VICEERIEENRD b,

7 v NEBEEERRICBWT, 2 ) 2 X7 T —EREICH - T, AT, Bl FIRE.
BIBERBLUBKEICHTIEEIRBD O, 4 XTI, MBRFHORENRT A -FIZHTS
FENBOONT, FRIT—ROCAECHSIL, AEL2BEZERRBO oo, =7
ZEBLVT v FEAVERARRIZEWT, AREICHTIEBICMA T, B EAES
THY ., ZSHROEHEMELPHEREINT, v VABIVT v P TREFNELIRBDOH
T DOEHIBESRICITBIEBOBRBE EN TV, BRETIE. BIBRFESIR (w7 X)
BLURRBRPBIFERE (7 v ) THLREEXSRD O, £FL LT, BREHEEAR
BLUOBESHERRTELONLERNL, BAERTORNSUSE B, BIF. FIRER.
AFEER) (THTHREN TR N,

=7 hUIBWT, BEAHREEOIUIRD bR, HREHEMNT T
F—RRBEINZE»oT, 7y bEAVWZSEELITEBEMBREERRD 5VITED
O EBH/MBEBMERBRICI VT, PRARERICHT 2 REAREOZEIIRB S22

ST,
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EBAMICEE LT, KREELEFER (NCD) BEE L2~V ARRIZBNT, #Hvy A
THMREBREENER L, -V XA THEAMEFBNEHREERN LR L, vV X%
RAWBERBRICBW T, MRS CHHBRREMRRQEORERN LRI L bIT,
YURATERERBEORERNER Lz, 7y AW NCIRR2 L, BEITHLLE
b2 AEKEOHEY CRIBRERES L UCHRRC MIRBEDRARNS LA THZ
LTI EINTZ, Ty PERVWICEMERHRRICHWT, #7 v N TRRER C HiaRiER
FUBIBHEBAMBECHKINICEE TRV ERENED b, MWEEMICET M
WRBLT, 7 I 7 ai iR XL 2 D0 invitro BARERABR TRMTH 7243, in vitro
REERERRTIIGE (RBNEMHERIEFET) Thol, T 77 RRIZHE
L T.1 DDOXREH DNA & RBRBRIZB O TRENRFERNH O H.2 F B ORR T,
RS0 AEKETRETH o7, WEIR invivo BEBET —FIIAF IR TV, 2K
L LT, v U R CTHHRREATHIBEORERNRANWBERICEF L2 L, 2. 7 v
FCTHRER C MRRRIER L ORI REICR T 2 RBRGEIIE b Z L bHBT L T,
T hF77arerRRTE MIHTEIRBAMDOFAEEDHY L EZ DN D,

v bEAWEREBHERB I CABEEERRIIBNT, 7 770l E R AOHARTE
TITHABRBREIC L > T, BEMELHERL T, BERRBICH D0BEWORZEN EFT
DAREMESTRIND Z L IERN o7, VIFEAWVTER LREEHERRICBWVT,
BEWH =) ORIEDEEM, FREEBRLOEM, EFREEOBA2EOR T, B4
BHEAPLESNZS, ZUOOERIAELRBIMESENECLHAEKETEELE
HLDTHoT,

EMTF—FR—RZE. T 7 ult R AR SRR KBS AN THES LR

LLTEBLERRLEINTWS, ) vy RTF T —FPPRERBRES RT3 AME= )
VAT I—EETLUNMC, FEREELRTHRRIEAD N Rd o7,
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Appendix II Toxicology endpoints for risk assessment

Exposure Endpoint Study Dase (ing'kg | TE/SF or
Scenario bw/day) MOES
Acute Dietary Erythrocyte cholmesterase 90-day 6.7 160
intibition, reduced weight dietary rat
gain and effects on liver,
kiduey, thyroid and adrenals
ARID = 0.067 mg/kg bw
Chronic Dietary | Esvthrocyfe cholinesterase 2-year 4.23 160
mhibition, reduced weight dietary rat
gain and effects on liver and
adrenals

ADI =0.042 mg'kg bw/day

Short-Term? Erythrocyte cholinesterase 90-day 6.7 100
Incidental Crat mhibition, reduced weight dietary rat
gain and effects on liver,

kidnay, thyroid and adrenals
Short- and Erythrocyte cholinesterase 90-day 6.7 100
Intermediate- mhibition, reduced wesght dietary rat
Term® gan and effects on Irver,
Demnal® kidney, thyroid and adrenals
Short- and Ervthrocyte cholinesterase 90-day 6.7 100
Intermediate- mhibition, reduced weight dietary rat
Tenm?® gain and effects on liver,
Inhalation® kidney, thyroid and adrenals
Cancer (if Liver adenomas and 2-year Q," =183 x 107 (mg/kg
applicable)® carcinomas in ¥ mice dietary bwiday)?

mouse
2 UF/SF refers to total of uncertaiety and(or) safety factors for dietary assessments, MOE refers to desired

margin of exposure for occupational or residential assessments

b Duration of exposure is vp to 6 months

£ Since an orsl NOAEL was selected, a dermal absorption factor of 10% should be used in route-to-route
extrapolation

a Since an oral NOAEL was selected, an inhalation absorption factor of 100% (default value) should be used
in route-to-route extrapolation '

i Cancer rick is adfusted for cross-species scaling (body wetght scaled to the 0.73 power)
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348 77 /UK

Health Canada

(P-C-348-2)

Regulatory Decision Document. Tebufenozide Insecticide (Confirm? 240F). RDD2000-02

(2000)

Table 1. Acute Oral LD; in the Mouse and Rat

Species Sex 1Dy (mgike bw)
Mouse {Ct1:CD-1 ICR BR) MF =5.000
Rat (Ce1.CD BR) MF =5,000

Table 2. Acute Inhalation LCgq in the Rat - Tebufenszide Techunical

Species Exzposure MALAD( Resp.F.~( 5 EC:.(actual)
i} ¢4y e {mgL}
x
Rat 4-hour, 28 933 M > 7 {+ 03¢
{SD:CD) whole- F
body
Rat 4-hour, 60 29 F =45 (+ 0.5
{5D:CB) whole-
body
Rat 4-hour, i1 TI5 15 =43 (0.8
{SB:Ch) whole-
body
* o MMAD = Mass mean zerodynamic diameter
Resp.F. = Pespirable fraction {particles =9 pm)
a Maximum atfainable concentration at the smallest obtainable particle size.
b - Maximum atfainable concentration without particie size constraint.

<D X (28H, 138HE). v b QEM. 4BFH. 13BE) BLUTAX Q&M 68
M. 13, 528 KIERT 77 =/ PrEEHEICOEYRERIBRET S L, £
& LT, BEBAMAAEEE M-PEMEERICERT 3 REERG &0 LBREERERH
RaNnfz, miEEMIZE-I< NOAEL/NOEL IX, <=V AT 353 mgkg KE/B (13 BFH).
F v FT13.1 mgkg EE/B (1338M). A XT1.9 mgkeg KE/B (13:@BHB LV 52 BE
BE) Thole, APERICE LT A XBELEZHEOEVEMETHL LEZ b,
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Sy MIIERTF 772/ RERIRT T 7272 K 240F BF 245% aish) »EH
(4 BE) IChz ) RIERERE L TH, HE 1,000 mgai/kg/day £ T, ®EICEELK

LHBEHOEIIRD hiehr>7, 7 v bD NOEL >1,000 mg ai/kg/day Th o7z,

BWEME AV RHIREREARIZBW T, BHLHEMICET 5 NOEL X, ~U AT
7.8 mgkg HE/B (BARICKIT IBMARAEFRETE IUCBREFTAMEEEE MICED
). 7y bT48mgkg FE/R (BAERICBITZ2HRESLIUEBHEERVBIURERLEM
BREMBMIZESL) Thott, TERAT 7 7=/ Y Nk, ZhHORBEHET T U X
F723T7 y PTEBAMERE RS,

1 20T v MEFERERR (CHMAR, %720 1 RAER) ofERNRHIhE, ZoRK
BRICBIT 2 BB EMEICEE$ 5 NOEL L. 9.7 mg/kg A&E/R THIRGRILEDCEEEN L
FLIEZ EZESNT FBIUF W), KITIEVHAETHS 0.7 mghg FE/B L
Niz, ZOMIZHEREARETH S 1422 mgkg KE/B TRD b -REp=Eskit. i
FIOFHEER I EEEET Fo BLUFEEMOS) | B L UMREHINELOTTE (7
PRI L UHEAR) Th o7z, 142.2 mgkg RE/H Tid, EHERBAEOBL (F, HEE) .
HRARMDIER (F, EY) . TE&RRIRARD bh 5 IERESMBORE L& (Witf) .
SR OB R (F ) OBE#ENR L, AMEMHBELHATH -, £THEE
MEIZBE$ A NOEL 1X 9.7 mg/kg AE/R TH -7,

7 v F ZHREFEERRICIW T, BEMWMEMIZEET 5 NOAEL iIIki L -E&EHAET
¥ % 1,000 mg/kg AE/H Th -7, 1,000 mg/kg EE/BIZBWT, BEBIARIC KT
MEBLIUCEBEHEOERERTABDONILNE, INLOETIR—RBEOTRFEHRLOTH
Do T ERFRCHBICR LB LR, WTHhOREKEIZBWNTE,

EFENRTG A —ZREEIRNRT A —FIIREICEELZEEBIRDONT, TXRT 7 7=
J YV ROBEREER L R THRIIER SN P ok, 7y NOR-BBRBEB I OEEE
MEIZBE T2 NOEL 13, RERTHRE L-EmAEKETHS 1,000 mgkg FE/BTHD L4
Eahiz, 2 2OV FRFEERRIIBOT, WThoRARBKEIRBWTH, B5ICH
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ELERECB LUBEMESORE. £FEBLUORER T A —F I3 58 ERZE.
BLUOIERT 7 7=/ ¥V FORFHEMERZ T IERIIER S o7z, DT FOR
BENE. BARIRENES L OEFHEICET 2 NOEL 1T, RRTRE LB REKET
&5 1,000 mgkg EEH/BTH D E/EIN,

EHTEHE. T/ Y NEROFEZMNBAIIRKHEELRTHY . FEFHFRT
RRA >V MiE, R LELTOBYHERT—B LT, ENAKICHRT 2REERIGEH
IBREFAMBLIEEN THot, vUVABLUT vy MEIERT 7 7=/ YV RERED,

BREEIIRARE LI 20MEREIBER TH o7, 7y FE2AVEEDBREIT
RERRD D, KMAEPIHHSHNCRIRIND DA THD . HOMICHHt S, RFFL
HB/BRIBR COERBEIRD LNV EBRALLICR ST, vV AE LT v MiZBW
TI¥ERT 7 7=/ Y NIIEPAMEERST, in vitro £721T in vivo TERRM/EREME
ERIIFER ENholz, Ty FEERUVIFIIEBWT, TEAT 77 =/ ¥ ROEEFE
HEAZRTIHLIIRES ONT, BAETORIYHELELRN T, AHCREETIZ LI

ot
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Table 4. Results of Mutagenicity Assays en Tebufenozide Technieal

Test Test Syztem Concentration Resalts
Rencarse Muadon SoepRim ; , 50, 202, 2,003, 3,000° yiziplae negatve’
in Bactariz TA9E, TA1D),
51 vdire) ;
8, 50, 20-0, 333, 2.00v. 54000 y=tlae n2agame!
9, 50, 20D, 500, 2,000, 3,000 giz'rlae pegagve!
9. 180, 300, 300, 800 1.600° Usiplate pagsgve!
200, 3007, 2,0007, 5,000° giplae nagagve!
. 50, 80, 140, 300 yiz-plate nerative!
Ecoli WB2 8, 200, SO0, 1,000, 2,0007, 35,0007 {gplare pegative!
wrd
Farward 3 luraaosn Chinzse Hamser €, 18, 50,38, 60 pgml negatve’
{1 Vitro) Ovary (HGPRTY
Chrprzoseme Chinese Haw:er Q. 5,10, 20, 30 pgimi. negatve'
A tiem: Osry
237 15ro)
Caron:osome Rat {CD, 5- &, 0.5,2.5 5.0 gkg bw negatTR .
Abeamation Fisex/dosg) {single otal gavage dose)
{fr yo) To0e marTow
Unscheduled DA Rzt (8D} O, 18, 20, 35, 62, 30 1007 pgimb nsgatve
Synchesis fratokiy
{t itro) hepazocyte

* precipitation obzerved im all coltares

¥ peecipuration observed in tome culmres

# puinirast precipitanon cbierved in all calnures, did oot interfere with colony Louning
' copducted vith and withow exczanous metsbolic scvation

Table 5. Resuits of Reverse Mutation Assays in Bacteria on Tebufenozide
Metabolites

§ _Compound Concentration (|t Z-plate) Rezalts
FH-§7051 (process inge-miediaze) 0, 156 313, 625, 1.258. 2.50%, 5,000 BeZALvE .‘
PH-83886 (metsbolite in rat. rice) 8 313 825 12330 2,500 5.000° nezatve!
FH-111738 (peenbolite & rav, rice] 2 313 635 12339 2507 3008 pezEtive!
RH-086393 {me:abolise in cat: sice soily 9 313 625 1250 2.505° 56007 Terative!

L PH-122570 (matabolitz in 12z, nice) & 313, 628 1,250, 25007 5,000° necahve!

! : 1 urion Assay in Bacteria (Rnpimmiurium TAOE, TAL00, TAIS35, TAISET, Ecolf WP2 wrAj, with or nuouz £X0genous
metshbelic sctvavion by mat iveg $-9 fmcion

» erowth inhibirion on sH platss

¥ growth iphibition i somce sArains

* poecipitation on all plates
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Tepraloxydim

Equinox EC Dash HC.

AppendixI Taoxicology

STUDY TGAL PURITY: NOELNQAEL and LOEL | TARGET ORGAN SIGNIFICANT EFTECTS
SPECIES:STRAIN AND mg/lg br'd COMMENTS
DOSES
ACTUTE STUDIE S—technical acrive {code name Reg, No. 191 819}
Oral—rat Reg. No. 191 819, N32, 1D, «'F 2000 mg'kg bw mortality: 5000-ppm—3¢, 32; within 2 days clirieal
95%, tat, Wistar, sIENS:
Sfsexnlgroup Low toxicity 5000: of—mpairedpoor gen=al state, dyspovea,
464, 2000, or I0I0 xmp'kg stagperivg, spathy, piloerection, salivation, tramor,
bw fwitching, compulory prawing, splastic. gait,
excienpsis, discolourad vrine, red snout'eye
2000: g'—zalivation,
$—poor general sfate, dymproes, stagpaing, spsthy,
piloerection, sahivation, red snoat pormal by day 2
bor 2l arsivors gained sweizht
groas pathology: decedeniv—general cangestion and
bloeody content of GI fract, stomach eroston
ferminal sacnifice—no abrormalities
Dermal—rzat Reg. No. 191 819, 132, Dy, &+ »2000 mekgbw | po mortalify, no effects oz climical signs or gross
94.95%, rat, Wistar, Sfzex pathalogy at terminal ssenfice
2000 mgkg bwindiztilled | Low toxiefty pormal bwg
vrater
[zhalaten—rat Reg. No. 191 819, W32, MLAD =G = 18um s | no mostslity, no effects on bw and gross pathology
4 b head'nose-onty 94.95%, rat, Wistar, Sfcex | 3.1; 60% particles <26 ym  |ron-specific ednical signs during exponne; pomat by
expomTe SEB0mgL day }
{actual‘nominal EC... ¥ > 5 mzgL
concenfraion)
Low toxicity
Bye frritston— Reg. No. 191 819, 32, Moximummesnscoeat i h | mean britation scores (MES): 28 1, 24,48, 722=9, 1,
=hdit 9495%; 0.1 zleye =9119 0, 6 fmaxinmam = }10), rempectively,
rabbit, White Vienns, srinary irmitztion index (PI) =0.3/110
27+ 48 AGmimaily irritating
Skin gmitation Reg. No, 191 819, N32, Maximum mezn seore = 08 | no-<kin reactions except grade 1 erythema at oze test
{4 k}—eabba: 8495%, 0.5 pfrabbit skinziteat1h
rabbat, White Vienna, Nen-irritating
7 +48
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STUDY TCAL PURITY: NOELNQAEL snd LOEL | TARCET QRCAN SIGNIFICANT EFFECTS
SPECIESATRAIN AND mgle bwd COMMNENTS
DOSES
Dermal Reg. No. 191 818 132, induction injectiors with 5% | izduction ingertion: grade 2 erythamafedamy
senzitigation— 34.95%, guines piz. Reg. Xo. 191 §19; percitimeo s induction: grade 2 entherma‘edera
guirea pig Pirbright White Durl:in percusaneons induction— percutznedus ehallenge: po ckin reaction
admmzation 221} | Hartley, 50% aguaous test matenial;
30 2 mtest, IO § incoztrol |pamidanecs: challense— Not a -Lin sen:itizer

23% aqueous test material;
separate postove comhol
study (-chioro-2.4-
dinitrobszzal, DX/CB)

ACUTE STUDIE S——f-OH-tepralosydim {code name Reg. No, 278 52121 4 metabo

lite of tepralosydim)

Oral—rat

Reg. No. 278 812, 00448-1,
31.3%, raf, Wistar,
Séewgrosp

2000, 3000, 5000 me kg b

ID,,, &% 5000 meke bw

Low toxicity

no mortshity: all rats gained weight

clmical signs: ror-srecific Sgns—poor impaired
zeneral state. dvspoea, apathy, stzgzeymz and';
erythema

2000 mz kg bw—no clinica’ sgns m £
Sw: 2l survivors gained weight

grozs pathology: po sbronmalities

ACUTE STUDIES—Equinox EC Herbicide tcode name BAS 620 03 H, containing 20.5% tepraloxydim)

Oral—vat

BAS 620 00 H, 344
rat, Wistar, Seexigrous,
3000, 3000, 5030 medk 2 taw

D, ¢% > 2000 mgigbw

Lo foxicity

zortality: S0~ &% (all deaths withis 2.d
3000—42, all 7 of dozing)

clinicad stgr-: Inxpaired poor general state, dyiprez,
apathy, abdorainal or Literzl position. stazsering,

= emor, paresis, pllostection, exstrcods, mlivation, red
clamrey moutievelids, compulave gnawing, afonia,
lacrization, chromndacryorrhes and'or disecloured
wrize; suvivors nonmal by d9

bwr: 2il swvivors Zained waight

grozs pathology:

dacidents—agonal congeston {1 kigh-dose %),
discolouratior. of small fatesfize and wrary bladder
¢l high-dose rats except 1 §), erosionulcer of
glandular stomzch (high-cose—2 7, 48 ; mid-
cose—33, 5%) and 55 ere congestion and focal
‘hemornthage of the urirary bladder (1 kigh-dose o)
termmal szenifice—no sbrormalities

Dearmal—vat
24 h exposura)

BAS 62000 H, 544
rat, Wistar, 5ex/zroup,
400) mz kg bwr

IR, % 22000 mg'kg bw

Low toxdcity

- mortality, ne effacts oz gross pathology 2t terminal
sacrifios; ropmal bwz

clinical sign-: impaired genera state, dyzpoea and
cyanosis

locat effects: wel!-defined to moderate erythema, vesy
slight to slight edenca and hersorrkaze

Irhalat .
4 h head'nose-oniv
exposme

BAS 62000 B, 944
rat, Wiztar, Neex
54/41 3 mg/L
{actual‘pominal
concentrabon)

MMAD = GSD=10um=
2.47; 88% particles 53 ym

LG, oS 254 mpfl

Low ¢oxicity

=o wortality, zo effects on bv and gross pathology
during expoame—exhibited hregulsr, acce’erated, or
itermitient respiration

oostepomae—accelarated or infermittent respiration,
respiratory sound, nazal discharge, piloerection andior
smeared fur

zormal by dzy 7

Eye mriation—
raboi

BAS 62000 B, 344
0.1 gleye
rabbit, KZW,

a5

Maxinvum mean seore at 24 b

=19.7/116

Alederately irritating
WARNING—EYE
IRRITANT

MIS (mazcmmun = 110): at 1,24, 48, 72 b, d8=11.1,
19.7, 118, 6.7, 0, repactively;

PII (mean of 24, 48 and 72 h scores) = 127110
comeal opacity in <6 trated eves within M by,
parsisted up to 72 b, witk meovery by day §; One
treated eve showsd foss of cornaat tizsue
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STUDY TCAL PURITY NOELNOAEL and LOEL | TARGET ORGAN. SIGNIFICANT EFFECTS
SPECIESSTRAIN AND mgkz bw'd COMAIENTS
DOSES
Shim imitation— BAS 620 09 H, 944 Nzrinmum mesn seore = 4.8 |35 (mainam =3 at 1. 24, 48, P2 h 48,415 =4,
{4 B)—rabbit 85z 4,42 38, 05,0, respechrely;
rabbit, NZW, Moderately irritating. PI (mean of 24, 48 and 72 % scores) = 478
S+l WARNING—SKIN
IRRITANT
Deamnal BAS 62000 H, 544 induction: 9 each witk 0.5 ml |izduction: very <hght to well-cefined ervthema and’or
sensiizatios— sumea piz, Pobnight White | 160%0test ardicle; 6 b vy shight to slight edems
guinea pig Pronkin Hatey, expozurefzpolicatior ckallense: no skin reaction
{Buzbler test} 20 2 infest, 10 2 mncoztrol |challonge: 13 dafter 9%
separate posinve conirol indurion with 9.5 mi of Not a skin sencifizer
{z-heryleisnamaldehyda) 75% aqueous test arhcle
ACUTE STUDIES—E quinox EC Herbicide {code name BAS 620 00 Hy + Dazk HC adjuvant {1:4 ratio)
Oral—at BAS 620 0 H+ Dash HC |IDg, ¢% =300) mglke bw no deaths; oo effects oo bw or gross patkology
{1:4), 95/35:94-4; climical mgnz: poorfimpaired general state, dyzproea,
93/237.95-2 apathy, staggeney, piloersction, licrimetion, smeared
rat, Wistar, 5 'sexiproum, fur andfor red clacany rout and'or evelid
3000 mgkz bw Low toxicity
Dermal—aat BAS 62000 H+ Bach HC (1D, % =000 mgkegbw | no mortality, no effects oz gross pathology at termimal
{24 h exposime) {1:4), 95735:944; sacrifice; pormal bwg
§5/227-93-2 Low toxicity clizies! igne: noz-specific mens 1o 13
rat, Wiztar, 5iexiproun, local effects: well defined to moderate ervthema vary
4000 mgkg bwr <light to slight edems and bemarmhzge an dl; sealing
up te 14 days
Irhslatico—sat BASGO00 H+Dx:hHC |2MMAD=GED=0T7um= |zomortality, no effects oz bw and sross pathology
4 h head'noze-onky {1:4), 95/35:94-4; 271 93% particlos 23 pmn cliviesd zigro: attembts to eseape, signs of initation to
exposire 93/237.95-2 sespiatory tract, squathng posture, pilosrection and
rat, Wistar; Sfsex IC, 2253 mgll =meared fur; normal by 5
53/36.7 mg/L.
{aetual'nominal Lo toxicity
concentration)
Eye britation— BAS 62000 H + Dash HC | Maxizcum mean seore at 24 & | MIS fmademm = 3102t 3,24, 48, 72 48,415 =
rabzit {1:4), §5/35:94-4; =12.%110 126,217, 13.8, 7.3, 0.7, O, respectively;
35/227-95-2 PII ¢mean of 24, 48 and 72 k scores) = 14 34110
0.1 mE/eye Mildly frritating
mabbit, NZW, 1+ 3%
Skin sritation— BAS 62000 H+ D;h HC | Motimum mean score = 38 | MIS {masirum =Sy at 1, 24,48 72h, 48, d15=5,
{4 B)—sabbit @:4), 2335044, 467,433, 4, 1.5, 117 respectively;
35/227-95-2 Moderately irritating PII ¢émean of 24, 48 and 72 h zcores) = 4338
0.5 ml
rabbit, NZW, 5:°+ 1%
Dermal BAS 62800 H+ Da:h BC |inducton: & each witk 0.5 ml | induction: dizéinct ervthema and adema
sesifization— A:4), 93735:944; 50% aqueons test article; 6k | challenge no skin reaction
guinea NE 307952 expozwrefzpplication
{Basbhlar tazt} puinea piz, Pirbright White | challenge: 13 d after 9 Not 3 -hin sensitizer
Drankin Harfey, mduction with 0.5 mi. of
20 2 intest, 10 ¢ incoutral | 25% aquecus test article
=eparste posttive control
{o-hexylemnamaldatyda)
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STUDY

TCAL FURITY:
SPECIESSTRAIN AND
DOSES

NOELNQAEL und LOEL

mg{]».g hwd

TARGET ORGAN SIGNFICANT EFFECTS
COMMENTS

ACUTE STUDIES—Da:h HC adjuvant (Code name BCH S12 236

Oral—at BCH 815 25 S, FodDi 1Dy, @3=2200meglzbw  [no deaths; no effect: on bw or gross pattolozy
rat, Wistar, Suex/proun, clinical signs: inspaired gezs-3l state, spacky, blood
2200 metkg bwe Low toxicity cmsted smout and’or piloeraction
Darmsl—sat BCH §15 255 F200L LBy, 2 =2000mgkaber | mo monality or clinical signs, no effects am grozs
{24 h exposure) rat, Wistar, 3exferoun, oathology
2000 mgkeg bo- Low toxicity b 2 bost waight during week 1, normal g at study
ferminatice
loeat effacts: envthercg
Imhalafiom—rat BCH S15 25 S, F001 LoIAD = GSD=18um = |zo mertzlity, mo effects an b o7 Zrozs pathology
4 h head'nose-emty rat, Wictar, Sfeexigrouwp 47, 8% pasticdes 5.5 3m | elivizal sigr-: diming and witin 23 b after exponme
expomTe L3 or 5.6 =zl {actusl) irreau_ =ity of sespistion (nfermittent, Treglar,
277 07 166 mzd {noreinsl) |LC. | 5°2 5.6 megfl accelerated andior pespiraiory sowmds), reddizh eye
cischsrze, squathing pozitton, nose vwith reddish smear
Low toxicity a=d erusts, mffled fur and ey wine-coztamumzted fur
Eye tmitation— BCH 815 25§, FoU0L Maodeum mezn score at 24 & [ MIS froodmura= 3110 a6 1,24, 45, 72 h, 48, 4 13,
tabit 0] mlieve =TI d21=113270,237,225,47, 38,23,
1aboit, White Vienna, Tespectively;
4 +2¢8 Moederately irtitating PII (mean of 24, 48 and 72 h scores) = 2447110
WARNING—EYE
IRRITANT
Skin imitation— BCH 815 25 §, PYO0F I iaxirsum memm score = 3.5°C [ MES fmaeam =8z at 1, 24,48, 72 h, 48,4 15=25,
{4 B}—zabhat 0.5mL 367,3.5,35,19, 0, respectively;
raboit, White Vierma, Aoderately irritating PII {mean of 24, 48 and 72 b seores) = 3.5°8
4432 WARNING— SIIN
IRRITANT
DPermal BCH §15 25 S, F3001 inducton injectiors: d.1ml  |iztradermal indu=tion: distinct ervthema and edsma
zen-ifization— Fuirea piz, Pobright White | with or without Frexnd's ‘percutaneous mducton: distinct edema, necrotic
EmLea pig Drmbin Hardey, complete adjivart challeazer -light exythema was ebrerved in 123
{(ovodmezation testy |20 2 intest, 10 2 m each of | percutmnecus induction: 3wk
negative cortrol after mrraderneal Not a zhin sen:ifizer
separate positve controf, mduction—0.3 g of 25%
DXBLC agueous test matanal; S b
€xposure percciaraous
challenge: 21 d later

percutacecus Luduction—
Q.15 g of F0U%% syseous fest
matessal

SHORT TERM—Tepraloxydim technical (code name Reg. No. 191 8§19) aud 5-O

H-tepraloxydim (code name Reg. No. 278 5223

28-day dastary—
mouze

Reg. No, 191 819

N19, 97.3%:

moce, BSC3F1 CriBr
{VAD), 5isaxigroup

@, 500, 2000, 3000, 7500

PP
(==0, 123,506, 1518,
2608; 2 =6, 161, 664,

2259, 4207 mztkz bed)

NOAEL #¢ =2000 ppm

@ =506, ¢ =664 mgkeg bwid
LOAEL 2 =5000 ppm
¢=1518, 2 =2259 mgtp
bwid

no deaths, no clinical signs of toxicity

food intake: no apparent trestment-related findizgs; bt
bighly vanzble in bigh~dose mice, espectally ¢
resuliicg n unrelisbie values on test componed intzke
7500 ppme o*2—+ b { rel liver and kidney wt; fatty
change in renaf proxiczal tubuiar calls

#—bw lozz; | RBC, Hb, Het: bepatocelhiar
bypertrophy;

5300 ppmy: 52— e,

—keoatecellilar vpertrophy

836




STUDY TGAL PURITY; NOELNQAEL and LOEL | TARGET ORGAN SICGNTFICANT EFFECTS
SPECIESASTRAIN AND me'lg bied COMDENTS
DOSES
28-day dietary—s=t | Reg. Ne. 191 819 NOAEL #% =300 pzm no deaths; no effecis on food efficiency, hematolozy,
N19, 97.53%; =46, 2= mplpbn'd |[neurclogics! fincticas, or gros: pathology
1at, Wistar ChbD: THOM LOARL % = 5000 poam 10 600 pom: F2—1i By, bwg, food mnfake; | water
{SPF), Stze’moup & . £ =89 moks bes’d | intake; ! ol bilirun, creatinine
Q, 500, 5000, 7503, 10000 |based onlowarbw and beg | —1 boze marow celkulanty, Bver cexmiehular
tapatocyte ypertrophy; kidney hyvalice droolat

(=10, 46, 468,632 529; Cageneration

£=0, 49 489, 732,954 F—smrira-sameared anogerital regien (2}

=} ebw/dy 73 00 pproe % —1 v, bwg, fond inizke; wrime-

zaneared anogexital region(l <, 2€) ¢ fotal bilinizin,
creatimine '
<—hver centnlobulzr hepatocyie hyperizoply; kideey
tvaline dropiat dagenerafior
5000 ppme i bw, bivg; hver ventrilobular
Ben atocyte Espem‘o:xhv“ razai hyalira droolet
cegenerstion

28-day distary—dng | Reg. Ne. 191 819 NOAFL pot determined zo deaths; no effacts on clinieal signs, bw,

N19, »97.3%; 10 600 pome

dog, beagie, Lseieroun LOAFT not daferminegd £} food intake, bwg, food efficiancy (1 )

9. 1003, 460G, $000, 10 900 Pposzivle restment-related efects:

pp._ 2=} 2bs and rel wi of bxver (4000 ppre);

F =0, 30, 120, 228,324, cenirilobidar hepatic bypertrophy (107, 28)

2 =G,3 136, 746 &—1 abs apd rel wt of epididyrides and testas (1 eack

376w g‘kﬁ Proidp at 1060, 2000 ppoy; bosk & at SO00 2xd 12 000 pprs); 4
testis size () exchat F00D, 4000, 12 033 pom)
festes—nunimal tublay dezensra‘mm, roinmmnal
mmitfocal reduced thickress of the g _,ermma§
exttheltum snd intrafubular mazt eeils (¥ each 3t
5000 a2d 12000 PPz
smazll zroup size snd kghly varizble values co mozt
accesved parameters did not permut a pearningfil
assessment of tha toxicity potential of the test material;
sz mo NOAFEL and TOAFEL were determirad.

90-day Reg. No. 191 519 NOAEE ¢% =1200ppm no effects oz mrorzaiity {12 51300 ppm died unrelated:

distary—mouse N32,94.9%; =310, =424 mghg bwid | fo treatment), climical signs of toxickty, food mizke,
moce, CSTELSN Crl BR; hematology or gross patholgy
I5ex‘aronp LOAFL 8 = 5000 p-:m 5000 ppm: 52— bw and bwg, centrilobular
0. 300, 1269, 5000 prm d=1484 ¥=1912 mg¥ hepatoryte bypertrophy, myocardial veruolaten
{==0,82 310, 1484, bad $—1 totat bilirubin
§=0, 107, 424, 1912
mwetkg bu'd)

-day dietzry—1at  |Reg. No, 191 819 NOAEL: «2 =200 ppm oo deaths; no effects on clinucal Sgns, ophthalmescopy
N32,949%; {#=22 § =28 mpigbwd) |bematology, unnalvsis, orgam wis, or gross pathelogy
rat, Wistar Chblo: THOM
{SPF); 10/zex'mroup LOAFL: 2= 300 ppm 5000: #2——¢ bw and bwg, food intake; ! ereatnire
9, 300, 3000, 5000 pom (or=223; ¥ =257 mg’ke azd bilirubmn; renal kyaline droplet degeneration
{or=0, 22,323 383; brid)

3 =0,76, 157, 440 mz Lz
brvid)

z"—cenmlob ular hepatocyte hvpatrophy {2)
3000: o3—1 creativine bilitabin
—} bw and bwg, food mtake

Reg. No. 275 522 00448-1,
91.3%;

raf, Wistar, I sax/group

8, 360, 3009 and 5000 ppm
{ef=10, 19,196,322, 2 =9,
23,228, 388 meke b d}

MNOAEL #42 = 3000 opma
¢=322, ¢ =388
mpkgbwid

2o mortality; no effects on food intake. by, brvg,
ophthalmoscopy, kamatology, clintcal chemmsiry,
arinalysis, organ wis, gross of bistopathology

5000 ppm: f—bw ané bwg comsistentlty lowar fhan
control males, bnit not statiztically spmificant

837




STUDY

TCAL PURETY
SPECTESSTRAIN AND
DOSES

NOEL'NOAFL aed LOEL
mg kg d

TARGET ORGAN  SIGNTFICANT EFFECTS
CONDMENTS

30-day diztary—dog

Eeg. Ng. 191 §19

0,460, 2000, 16420 pom
{#=9,129 633,335

¥ =0, 14.3, 63,358

mg tebwdy

du.__,. beag.e, Hzax/groun

2000 ppra
a -63 3 £ =S mekgbwid
LOAFL & +8= 10000 ppre
F= 33)$ 3)8m._.\g,bmd
baved on numerons effacts on
hemstolozy, cimicsl
che..:m gross and.

oo deaths; oo effects oz chinical signs, opbthalmoscony

~rinahysiz

10 600 pom:

o E— food infake, b, Twg (12, 2€); RBC, Hb,

Het § WBC (ropkocytes), platelets; AP, ALT,
trighyeenides, cholesterel, sbs and rel wis of Ever,
#nrotd (margnal and ‘or within nomat range);
enlarged fver; enlarged kidoeys 2 'ex), tryroid
disoleration {25 52); liver—hyperfropkr azd
cholzstazis; gallnlacder—corsvement; zpleen
tamnzids: ois; ermm —arrow byperplasta wrizalysis
{4 pIE; ¥ 3G, d85)

—mieahysis { lewsosyies; dack yellow, cdandye, 2o
t abs and rel testis wi; fesas recuced mize; hungs focal
emzhysama Y fesies gant cells and afrophy;
epididvanides atrophy; thyroid distenced follicules
F—1 abs andrelkaum wt; cplees diseoloration,
extramed:lary hemztopoiesis and congestion (2}
2000 ppm: —% abs Hver wi, rel frver wt {marginal)

Lovear diatary—
dog

Reg. No. 191 5§19

Wi, 93%%

0, 108, 400 pr 2000 ppm
{z=90,30,115 560
=051 125 60.6 gke
boidy

dog, bazgle, disex'dose

NOAEL: 400 ppm
(=113 2=125mzkg
tadd

LOAEL: 2006 pomm
(F=%68 2=606mzLp
boid}

=5 mortality; noeffects on climical signs, o, bivg,
food i.n‘lzk&~ food efficiency, oprthalmoscepy,
“amatology, cinieal cherisiry erurinzl}':;'_a.

2300 ppm: 72—diffuse byperpiasa of ranurozal
eptthelium in wrinary Uladdar

&~} epididrmides wt, raduced activity of tubuilar
epithelium of epididymides: reiuced activity of
epizhelnan of prostate; 2 few zeall trar-itonal cell
Papi.omas in xninary bladdar (1)

Reg. o, 191 819
N4E, 95%;

9, $000 ppm
{#=0,248, 2 =0,
265 me'kg bw'd)

dog, bergle; 6/zexdose

NOAFL: not dsterminad

LOAEL: § 000 pzam
(=248, 3 =265 mgke
beed}

=0 mortality; no-effects on clizieal sigr-, bw, bvg,
food intake, food efficiency, optthalmasrepy ot
wrinalysis

8000 pom:

22— RBC, Hnt,Hb ,lum.;e, t reticulocyte,
platelets, total protsin, £ otuiin, ALAT, AP, briircbin,
cholesterol and tnigly ceride tixmue pathology—:slean
{hemosiderin depoition). bone marrow {fermmr ard
steznurmn) hypesrplazia, Bver (] wt, centrilobular
‘hepatocellalar hyperfropty, cholestasis), thyroid (¢ wt,
diztended foliicles), urirary blacder (foci,
dizcolouration, diffive hyperplasia of tranzitional
21 ASAT

fissue pathology—pall blzddar conerement, testes and
epididymides (i wt, loss of spermatidz/speym,
Gegenerafior/atrophy of gernuinal epithelium, giant
ceils, | tubular dismeters andfor inschivated epitheliuny
in epididymides, wirary bladder (focal hemorrhage),
grvroid (Ccell bvperplasia)

J-week dermal—rat

Reg. No. 191 819, 241,
92.9%; in 0.1% aqueous
aC

rat, Wistar; Sfex'group

0. 50,200, 1000 mg'kz

bwid; 6 W/d, 7 d'wk

systermic ard dermal NOAFE
g+ % =1000 mekzbwid

eo mertality, o treatment-related clinieal sipme, lozal

reaction, food intzke, bwr, hematology, clixieal

chemistry, hematolopy, crgan weipht gross and
histopaology
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STUDY

TCAL PURITY:
SPECIES/STRAIN AND
DOSES

NOELNOAEL and LOEL
mgz kg bwrd

TARGCET ORGAN, SIGNTFICANT EFFECTS
COMDMENTS

CHRONIC TOXICITY. ONCOGENICITY—Tepr:

aloxydim teckuical (code name Reg. No. 191 5193

18-month dietary— [ Reg. No. 191 818 KOAFE #=200ppm 20 frezmmeni-relzted effacts on martality, clitgcal signs,
onsogenicity N41, 955%; =37 meks baid} differentiall blood courts, gross pathology
mouze mouse, CI7TBLEN Crl BR; | 2 = not establiched martality: =7, 4,44, 2=59.3.4
50 ‘sexizroup 3003 ppmm: 2—higher palpable masses m abdomizal
@, 200, 1800, 3000 pom IOAEL #= 1500 ppm septons {28 vermze 17 of contral); | liver adencma and
#=0, 37, 333, 1035; {= 332 mag’ke bw/d) carcinoma {6 vs. B in controf)
£=0,52490, 1456 maig |2 =200ppm 21800 ppme ¢ + $—1i bo- (gh-dose o2 = 73 and
bwdy (=32 mgke bw'd) T5% of conirel values at 1 yr; 70 and 77% of confrol
bzzed on bw avd bug vakees at study exdy;, bz (high-dose % =38 aud 46%
of confzol vaiues st | yr; 30 and 50% of confrof values
Hver hunenrs in € af 3t stndy end}
exceedingly high dose of food intake and food efficiency highly vanstle
LM meg kg bw/d; findings | Hver histonatholozy (1 weight, ' masses, foci of
not refevant for cellular alterstion, ce ular hyperirophy)
carcinogenicify rizk seduced secetary activities of the zenuzal vesicles axd
azsessment for humans preputial glands, nferine sclerasts andlor derreased
ovarian activittes
200 opmr: $—1 b bug
2-year dietary— Reg, No, 191 8§19, X431, + 2 =600 ppm no treatnent-relzted effects or mortlity, clinical sizms,
rat *93%; 3 =38mgikebndd |ephthalmoseony, kematology, winabysis, soss
0, 100, 608, 3000 (=%, 4000 | L0 # = 3000 ppma, or pathology
{£Ypo 134 sgfhz bedd martalify: o 3,
(Z=10,529 154; £ = 4000 ppra, or 273 mgkg | 3000:3000 ppmy 9+2—1 food intake, bw; bwg, food
F=0,6,38, 273 make baid efficiency; ! cresfimine, protem, alounne, cholesterol
bv'd) Bitirubin {$) bver hiziopathology (ecsinoohiiic foct,
1=t Wistar, 20%ex/zroup liver tmmours in o ce_afar pohymecaphinan;
—1 Iiver adenema and carcinorea {7 vs. 4 i control)
Joyear distary-— Reg. No. 191 819, W41, NOAEFE =100 ppm 1o frestment-refsted effects on mortalsty, clinieal izns,
OACOERMICTEY #95%: Smplkzbwid hemaztolozy, pross pattology
rat 0, 100, 630, 3000 -9, 4000 | $=60CGpom mortabty: o*= 13,17, 15, 15; § =11, 14, 13, 10
{%) ppza S mzkgbrid 300043000 ppr: 5%—i food irtake, bw; brwg, food
=0,3, 30,135 LOAEL &= 600 ppm, or effictenry; liver histopathelogy (eosinophilic foci,
$=0,6, 38,272 mukg 30 mgkhe bwid eelufr polymaorphism, hepatocyte ypartrophy, fatty
bw'd) 2 =4000 ppm, or infilization}
=t Wistar, 30 sex‘zroup 273 mokzbwid §—1 liver adenomma and careinorsa (7 va 1 mcontrol)
630 ppm: — 1| bwg, food efficiency eardy part of
Bver tmnonrs in £ study; Irver histopathology (eozinophilic foet)
high incidance of adreral fumcsirs in coztrol and test &
when compared to hictoresd cantrols,
Combined rat s Insufficient exidence of incidence of lver tmmours: N = 70 zroup
tumour data from induction of fumours in & 2
both studies hoth zexes @100 609 3000 20 100 600 3007
adenoma 4 3 6 5 4 I 3 6
carcizorz 3 4 9 1R 00 0 3

eombined ¥ 7 15 IS 4 1 3 9
incidance of bver tumours was considared 4o be within
kistorical comtrol valees and wrrelatad to the test article
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STLDY

TGAL PURITY:
SPECIESSTRAIN AND
DOSES

NOELNOAEL aud LOEL

welg bw d

TARGET ORG-AN SIGNIFICANT EFFECTS
COADENTS

AMECHANISTEC STUDIES ASSESSING ONCOGENICITY—Tepralexydim technical {code nawme Reg. No. 191 519)

Hepatic enzyms Reg. No. 191 813, W21, assessmient of ecyanida- 'z clinteal signs; no effects on Mrar weighd, hizio- and
indsction—iat 91.6%%, meensitive paluntoyl-Cod- ultrastructural morphelogy of hver, ghtathiore,
1at, Wictar, Ssexdevoun oxidinen and protetn o Hver | palmitoy]l-Cof-oxmdation, cvtochroms P438
non-guideline stady |9, 3600 (¢ 293 ks borogenacs; ghntathione
‘ bo'd}, or 4000 pom (2 416 | coneeniration, cyvtechrome values of engyme activities haghly vanazle
mekzbwidiforlor3ok | P50, ethomyresorufin-O-
deettnlane (EROD), no definitive conclusions an hapatic enzyme induchon
pentoxyresorufin-O- by Reg. No. 191 319
depentylase (PROD) and
narophenol-tydroxylaze m S- | saupolescastary mfvrmation ondy
9 fracoon; hghtacd
wiractuctorsd changes in
Liver zecfions
Foci-izitisting Regz, No. 191 819, W41 partiat hepatectorny 14 & prior | mo elimical sigz-; lower absoiuoe and relsnve liver wtof

actoty—oral =t, 2

non-guideline stady

91.6%; in 0.5% CHC
rat, Wistar, 7, 30¢

0. 2000 meks bw,
poafive cozfrol with foci-
mstiator WM at 25 magfkg
w

to treatment:

I test avticle at or

2000 mgke bw by oral
gavage; foci-inittator BRI at
25 me'ke b

2. 3wk after treaterd I,
}3/zroup received basat diet;
F5#zroup received dief vitk

1ats exposed to a smgle oral dose of the foat-izitiator
WM and test arficle without subsequent exposurs to
tha promoter PB

lrver histopathology:

W2M-freatad grovo: | osltared foo

PBAreated grows: ¢ hepatocyte hypertroohy

bver imammokistochemistry (foct of glusathione S-
fronsferzse acthiy):

foci-promoter PB for 6wk Ko and WNLI+PB groups: ¢
negative control axd test article grouns: miar
Reg. No. 191 819 not a foci-initiator

Izitiatenfpromotior | Reg, Ne. 191 519, 1031, rats were prateated with [P =0 clinteal signs, effsets on food imtake, Hver weicht or
of tapatocarting- 91.654; iz’ ection of iver histopathology
gemeste—digtary—  {1at Whstar; §, 13%e‘zoup | disthyleitrosamane (OFN) at
rat, % 0,100,400, 2000, or 4006 | 260 o:z kg bwr (wk 1-2); $90D: ¥ dw

pp (0, 9, 37, 187, 589 partial hepatectomy ook 3 | 22000: { pumber and percent ares of GST-P positive
non-guideline study | mglig bw'd); positive {iver foci

sorfrol dietary ‘posiiive conftel: | mum>er ard percent arez of GST-P

phencbarbital at S0 ppm pesigve Liver foci

{36 mpl g bwid) for 6wk

&k 3-8)
D¥A synthesis Reg. No. 191 819,241, 20 mostality er climicsl signs of toxicry; no effscts on
activity (S-phase 21.65%; liver pross or histopathology
response} in 1=t Wictar, 3/ zexfgroun 30003000 ppme #%—1 A, bw; T DA symkeds after
hepstocytes Q. 100, 600, 3000 {5, or 1. 6. 13 wk svathout eovery pentods
at 4006{F)pom (=10, 6.2, 600 ppar: ©2—1 DNA syxthesiz after | 6, 13wk

366,183, 2=0,72,444, without recovery perjods
nou-guideline study zbw!d for L, 6,

ar 13 weeks; some groups

with recovery pedods
Analy-is of bilirchin | Reg. No. 191 819, 92.6%%; oo mortality, no chinical Kgns of toxcrty
and creztinize by @t Wicnr, Sexfproup 10 000 pomy: 23 18 ber;
5 4. 16000 pom (=0, 899; serum bilirubin and creatmine levels:
colonmetricat 2 =0,870mzkzbu'd} for standzrd colorirmetric mathod: #°%—! I test rals
method and 2 weeks ermymatic medod: similay between fest and cortrol rats
enzymatic methods
dietary rat
nep-gudeline study
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STUDY

TCGAL PURITY:
SPECIESSTRAIN AND
DOSES

NOELNOAEL and LOEL

mg: Lz bwid

TARGET ORGAN SICNIFICANT EFFECTS
COMDENTS

GENOTOXICITV —Tepralaxydim teckuics! {code name Rez. No. 191 §19)

Salmonellaf Ames Reg. No. 191 819, N32, not nratagenie cyictemicity: #3500 p/plate
test {in vitro) 3295%:; in precipitztion: no precipitation
demethylon foads (DMSO} revertans cclonias simalar amosg soivent costrols and
S. nphinvaaium TASS, ezt groraps; significant Increasa in positive contral
T&I00, TALSSS, TAIS3? Zoups
at 0, 4 (a=zay ). 20, 100,
500, 2500, or 3000 (azsay 1) oot Bratagenic
pe'plate; =59
Mammalias gaza Reg, No. 151 §19, N33, ot orctazenic precipitation: no precipitation
mmiation (i vitro) 34.95%, 1 DMSO, cytotoxcify: not cyviotoxic
CH ovary K1 cells otztior frequency: 106 ceils
=89: 0 (uztreated}, § Controls  Test srours  +ve coztrels
{zalvent), 1873, 373, 730, -S%: 6436 08-92 203,249
1300, or 3000 peieel +58: 681 690 158, 344
Mamrealiae Reg. No. 151 819, N32, positive cortrols: P precipitaton: ziigrt a¢ 1000 pgml
chrome-omal 34952 in DN SO, -59: methylmethzne suifomate | cytotomicty: no evidence
asemagen (Imvitre)  (CHO cells 89 cyddophosphamide abarract cells/ 100 cells: with gaps
assay 1: ugiml. Uztreated Solvent Test substance Positive
=55 0 (uztreated), 0 assay 1:
{velicle), 62.5, 125, 250, not clastogenic -5 25 RO 6090 39.0
S0, 1000; 31 b assescment +59 45 83 3570 68.0
assay 2 ugml arsay 2
£59:0, 9,250, 506, 1000; 9
21 and 45 h assesomant 21k 75 18 10-6.5 50
45-h 3.0 50 4065
+59
2i-h 5.0 45 40-80 4.0
43-h 2.0 40 2063
Micronucleus assay | Reg. No, 191 819, W31, poztive cortls: tosacity: vehicle gp—otl
{im vivo) in mouse 93%, in DMSO, 1. cyclophosphamide, posifive cottrols-—nil
irtrsparitopestiv at{, 125, (20 melz bw; {ost gps—mimizeal tregular recziration, abdopizal
250, 503 mp'kg bw mouse, | Imtrapentoneally position znd ‘or apaihy
NMR, 5fsex'zp sacrifice 2. vincristive, (.15 mgig b, | micromaciens anabysis: microrucleated PCE1G00 PCE
interval (3h; additional Imitapentonealty vehicle control = 1.4-1.6
sacrifice at 48 b for vehicle test provps =1.7-2.4
and Wigh-doxe gos}, 1000 cyclophosphamide = 20,4
PCEs from mamow of vineristine = 131
tibiae/amimal assessed
not elactogenic
UDS in raf pumary | Reg. No. 191 519, N41, positive control © cyvtotoxicity: 2100 ug/ink.
hepatocyte (in vitw) | 92.9%, in DMSO, 2-acetyb-anrivofluorene (- [ UDS:
assay 1: 0 (untreated}. AAF), 4.5 ppiml. -ve controls  Test Positve
Grebicle), 0.1, &5, 1.6, 5.0, pet puclear graip: -(4.93-6.16) -(3.06-6.77) 2.18-14
10, 50, 100, or 500 yg/mb cellswnmgz »8,% 2 7 62,92
assay 2: 9.0, 5,10, 50, or celowonz 25, % 0 a1 27,80
100 ug/ml.
182 h exmazure; 100 repative

GENOTOXICITY—£-OH-tepraloxydim {code name Reg. No. 275 522), a major plaut metabolite of tepraloxydim

Salmonella fmes
test (in viiro)

Reg. No. 278 522, 00448-1;
£9.6%, in DMSG:;

& gphimurizm TASS,
TAI0O, TAES3S, TAIS3Z,
=59:0, 20, 100, 300, 2500,
5000 pg'plate

cytotoxicity: 2250) pgiplate

‘precipitsion: no precipifation

revertant colarias: simnlar amoze sofvent contrals and
test groups; sgmficant increase In positive controls

not erxtagenic
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STUDY TCAL PURETY: NOELNOAEL snd LOEL | TARGET ORGAN SIGNIFICANT EFFECTS
SPECTES STRAIN AND mg 'Lz b d COMMENTS
DOSES
Licronusleus assay | Reg. No. 275 £22, (0448-1; | pocigve controls: fostaityt vehic e gp—mt
{im\ivo) In mouse 91.3%, in 0.5 aquenus 1. eyclaphosphamide, posiiive controls—ail
QUIC; intreperitonesllvat |26 mzlebrwy 9373 gps—wnithin 30-60 min, squating poshre,

0,375, 756, 1500 meks bw

frapenitones ¥

slesrechan

mouze }MRL 2 vinenistize, 0:15 mg kg bw; |nuicrornciens amelvris: mc orucleated PCEAGOY PCE
Stuewfgp wacrifice infarval iztraperitoneal iy vehicle cortrol =1.6-2.7
{24k; additionad sacrifice at test group. =1.7-2.6
48 h for vekirle and bich- evelophosphasida =114
dose goz); 1000 PCEs fom vincristine = 35
marzow of 4oias’znmal
assensed = ot clastogenic
UDS5 in rat promary Reg. No, 275 522, 03:48-1; | positiva control : cell viabiire, all groups all e miervals: 7388

bepatseyie {fmwve s [ 92.3%, 2ALF 10 mekz bw UDS:

n vitro) at, Wictar, & S'mowp -ve conmwels  Test Bostive
@, 1000, 2070 maks b —of maclear praim: -1.97,-3.63 196377 14,23

segative

UDS ip rat pramary Reg. No. 272 8§22, 03448-1; | pozinive coztrol : cvdotoxicry: 22400 pgiasl

hepatoeyte (o vitroy | 91.3%, in DMSO; 2 assays | 2-acetyl-anuirn ofksorane, TDS:
0 {urweated), & [vehicle), $Qpg~l -ve comtroln  Test Posive
373,75, 130, 300, 600, net uclear grasz: {3.99-6.55) -2.75-5.23} 16, 26.5
1300, 2400, or 3600 pgiml. cellswnnz x0.% 0-§ 10-24 93,97
18-20 h exzomre; 103 ceflswonz >3, % 0 -2 o0, 93

e atevel az-asmad

margingt

REFRODUCTION DEVELOPMENTAL TOXICITY —Tepraloxydim cechnical

tepraloxydim {code name Rez, No. 272 322)

teode nrme Reg. Nou. 191 §19) aad 2-0H-

2.generation Reg. No. 191 §19_ 1741, KQAFL limer: 23225
reproductve 3% parentalioffspotng = 500 pom | parental toocieity:
tonacHy— 0. 160, 300, 2300 ppm 2=509, ¢ =54 Tmzkse 2500 ppm: ¢ food, bur during premting, pastation and
rat {#=190.102 509, 2531 bnd lactation periods of hoth generations; ! creatinine
$=0,112 547, reprocuctive > 2500 prm
L bwwid) Z=2531, 2=2738mzkg |reproductive icxpcaty: mel
rat, Wistar bwid
23/nax ‘group LOAED offsprinmy soxacny:
parental’offspring = 2300 pprn—+ pup wt; dalayed development (F; pups;
230G pom eys vpening, pirna unfolding znd auditory caral
$=2331, £ =273 8 mzks |opening}
bwvid
Teratogenicity Reg. No. 191 819, W31, TOAEL, mzkg bw dany, with e fetuces: 23 24,23 24 a1 0,40, 120, 360
rat 93%: maternat = 120 mo'kg bar'd, pespeciively
0,49, 120, 560 mekgbu'd | developmeptal = 40 no mertsliiy
at, Wistar taratogenicity = 120 atarnal toxieity:
25tsexigroup LOAFL mzkgbw:d 360: i bwr ard food mtake
dosing geztation 4 6-15 matemsl =360 developmental toxicity:
zacrifice gesfation 4 20 developmaztal = 130 360: 1t resorptions, skeletal retardations, hydrourster;
teratogenicity = 363 § gavid uterise wt, mean fogal v

teratogenic at 360 meks
bad

off3pring toxicity at
mafernal non-toxie level

120: 1 skeletal retardations, bydrourater;

! mesn fetal wt

feratogenicity:

360; 372 (fatwoes litbersy with dilation of beart ventricle,
22 with Aliform tail, absent caudal and sacral
vertebrae
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FTUDY TCAL PURITY: NOELNOQAEL and LOEL | TARGET ORCGAN SIGNIFICANT EFFECTS.
SPECIES:.STRAIN AND mg'lg bw'd COMMENTS
DOSES
Reg. No. 151 519, 927268, |NOAHR =20 mphg bw/d dame with bve fiatuzes: 33, 23, 33, 25 2t 0, 10, 20,20
92.6%:; for maternal znd mekz bu/d respectively
0, 10; 20, 40 me'kz bwi'd developmental toxicity no effects on martality, clinteal migns, food intake, o,
rat, Wistar groazhizbopathology, organ wt, reproductive
23tsex'zroup LOAEL > 20 mghke budd parameters, offpmng feencity, cavelopriastal toxicity,
dosing gestzoon d 6-13 for matemal and tasatogenicity
zacnifics gestation ¢ 20 developmantal footeaty 40 mg ke breld: § {margirally) bug during dosing
not teratogenic period
Reg, No. 278 822, 00448-1, | NOAFL, mekgbnd dams with live fetuses: 24, 24, 24, 25 23 at 0, 20, 40,
91.3%; maternat = 120 120, 360 mg'kg boid, respectively
0.20,40, 120, 360 mg'ks | developmental = 360 no moutality
rat, Whstar, 23/5exizroup matermnat = 360 36 i bug during gestation days 6-20
dozing gestatioz 4 6-15 developmantal 360 davelopmeztal forxicify: no effects
zacrifice geststion & 20 oot teratogenic teratogenicitv: no findings
Teratogemicity— Reg. No. 191 §19, W41, NOAFL mzkzbud no trestment-relzted effects or reortality, chinical zigns,
rabhit 93%; mizhernal = 60 gress patholegy, gravid unras weights, fetal body
0,20, 60, IS0 melpbwid | developmertal =180 (DT} |welghis, sexratios, placental weight, implantation,
in §.5% aqueous EMC; ezrly or late resorption, fotal malformation or anomalies
ora! gavaged at gestation LOAEL mgz%z besfd maternal toxicrty: 180: ¢ food intrke bz
d 7-19; sacrifice 429 mstemnal = ;80 fetotoxicity: ml
rabhit, Fimalayan feratosenicity: no evidance
(Chbb:-HAD) nei feratogenic
15 insexoinated ¥igroup

NEUROTOXICITY~Tepralosydim teckuical (code name Reg. No. 191 519}

Acuie—sat Reg. No. 191 818, N1, NOAEL, mzkg bwid 20 deaths, no effects on clinical signs, bw. fimetionat
93%; oral gavags af F=2 ¥ = notdefined observation baitery, gross or hizéopathology of nervous
0, 390, 1400, 2000 mgks Hissues
be m 1% agueous QAC; LOAFL, mzkg bwd 1000 mzkg bar: 2——¢ motor activity inftially inon
a3t Wistar, 10/5ex zr0up &= not defired; ¥ =500 & 9; possibly prammacological i watre
14 d observation Bot penretoxic

90-day dietary NQAEL = 1500 pp= =0 deaths, no effects on clineal sipns, fumctiozal

st “a; = 103, ¢ =124 meigbd | observation battery, gross or histopathology of nervous
0,400, 1500, 6000 pom LOAFL = 6000 pom ficsnes

{£=0,28, 103,428 mzig
bowd

$=0.33,124, 513 mz'kz
bwid)

rat, Wistay, H'sex/groun

=428, £ =313 mgkg bwid

net newrotexic

6000 ppux "S-} food intske, bw, bave;
¥ motar achvity

Recommended ARFD: }. General population: not requared becanze of the relanvely low acute toxdeity

2. Women of chilé-bepnng age {1350 years of age): becauze of the tevatogenic concerns observed in the rat study,
am AR of .13 me'kg bw i determinad hazed on the developmentat NOAEL of 40 mg kg bw'd, a standard UF of
}00 and a safety factor of ¥3 for offspring toxicrty at a materzally zon-tomie dose.

Recomrmended ADE: 0.02 mz'kz bwo'd based on the NOAEL of 3 mp'kg buvid established in male rats in the 2-yexr oncogenicity study; an

UF/SF of 100, X3 factor due ta higher sensigvity of vounz.
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364 FUTTAFRY

Health Canada

(P-C-364-1)

Discussion Document. TRIADIMEFON. D87-03 (1987)

4 BEOWLBYEL AV R ORERRICOVTEM L7z, LDy XS » hD 363
mg/kg~HEME< 7 2D 1071 mg/kg PEH TH -7, VI FICHE 2000 mgkg ZREERE L
THEBIMETAEEERABE LB Z Ll oT, T v MIEEREE L& &0 LD;
BIXREOBRERICHESTHOTNIEL, #ET v T 293 mgkg THoTz,

59 MBI UANLRZ — %AV 4 BEOHNE L OBIHEER AR TIX.LCy
BEHLS DO +IBVARKBICES T, 291 mgm’ T U2 20 B 11 EAFEC L
77

THXERAWVERRICBVWT, LM Bayleton 12, (1) REREEEZRET, Q) BEWR
WHRERIEHE THY ., 3) —RIBFEMEEZ RE 2 o7,

mHE

7 BEORERE%IC 14 AEOEEHBERITS 7 v FRRICBWT, BIEAEHTH D
150 mg/kg K E TR EHMEIFIBIERABRO bhiz, 7 v MERAVWE 12 BEORERER
BRIZBWT, EXEE (NOEL) RN INZR1-oT, 728, BETLIERIEAERX 50 ppm

Thoiz,

5o bEAWVE 30 BEOBHBENBRERRIIBVWT. BAETRAE LLFREEELICE
ST BTy FBEUMET v FO NOEL IXZh T 3 BX U 10 mgkg & B I, Kt
28 HEID#BHIEOBREABRTIX, RFAL2EHEHAETH 3 25 mgke KE/R THIEOH
BEBIUVHEEIIHT2AERZRBIB D207,
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Ty NRABRESRRIZEN T, 5 Blichb Y BE4536mgm’ % 1 B 4 BB L THA
ERFEIIBO LN hoTc, L LRBL, IORRIZEWT, 3BAICHZY FE 307
mg/m’ % 1 B 6 B, 18 5 A RRE LS4 325 ERAMBED b, NOEL i1 78.7 mg/m’

ThHo77,

UHX¥EAVE 4 BERERERRICBVC, R LERSAETH S 250 mgkg KET
2HMEOFEFRIIBDONR o7 BEFBEAIRBDONE, 3 B0 +FR
BRIZEB\V T, 500 mg/kg (AE CEEMBSFR I,

13 BRI DA XBAERERRIZBWT, REEWVAERETRED bhBERO£FERICESW

T, NOEL I% 11.25 mg/kg RE/B & 7€ Sz,

EHEMB L ORI AMS

7 v P AWERGIBHERSRBRICOVTEHME L. BRAMEIZ OV TRET 5 0 RE
ThdIENALN T, BHEERICET 2 Z0RROF AHICET 2 BMER?F
BHINTWA A, EEFMIITOIL TV,

v R EAWEEPAMRBRIITEN THE LB LN, BREBRPERET THY . 1987
FIRERPREEHINDTETH D, A XERAWE 2 FMOEBRERERBRICBVWT, RIZH
WHEBKETHS 2000 ppm TR SN FFEER % & LEEO LSS HERICE SV T,
NOEL 1% 330 ppm (BfEixE) @®EINhiz,

2000 mg/kg REIZRIT B~ U Z/PERER. 10 mgkg BNE S % AV o~ U AEEBIURER.
RRAIFT7AEE AV — L ZRBR, BEEZ AV V2 DNA EHFABR (Rec-assay) . R X
IFT7RAEEAVWEERERRRB I ORBGEL AV - DNA EFERR & s BEOER
FEHRRICBWT, M) T UARVICERBEHEERIIED bhixhoTz,

o]

2 DDRBREEEBERR, T2bb, 7y FERAVWEZHARR QRER) BLUZ
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v bEBWEN_#HAKER (1 FER) OF B8 BHIN TS, BRIORETIX

FA& 50. 300. 1800 ppm A3EMH S 41, 2 B H ORBR TIX 50 3 L T 1800 ppm 2MER S iz,
BHORBRIIBVT, BAEHOE R (FI) TREZHERBLIREE L, ZOEA
ILEMRR CHR SN, BIHA (F1) THEER (60%) TRELTHRD N, &R
O Fl BB REOHBME RERE TS5 Z L T, Fl HEBMOLNEELZ T
T L EHER LR, Fl BB OZMELUNMCRD SNz ER S8 EEERIT, EESINm
HOHLTHoT, ZHRECKTIZEITIL. FERNEBENLEATHLLEBEZOND, 0B
L TR300 ppm THELZAEFEEAIIRD bN2d o7z, 300 ppm BEE D F2B B LU F3B [
MR 72 5 TN 1800 ppm ¥R EEH D FIA B X UFIB RIERIZB VT, REMIO—BH R HIK
EHIHIBED ST, 300 ppm 85T I3V T L BEFLES O REME VR B T RS 2SO L7,
b OEENS, BEHFRERFO NOEL 11 50 ppm & #)E Sz,

1800 ppm TEIREEXRBEHBFRD ONRER ZTAT 2 BMERBAFIN TV S, £725F
fRIZAT TV VY,

e
MY T ORAR L DREBEICOWTEHE L2 ERRO T —F 3R Shic,
a) y¥x 20D Y FEFEMRRT —F BRESh TV, MRRT—F &b,

TERAPMNITOAFR U OEFEEICOVWTERICFHMT IR A+oTHDEEZ LI,
FiEwmEED T, BIMERPRBEHINTWS, LALRB 6, RROFAMICET 5HF
X EEERB S LTV,

b) Fv b 4 SDF v MEFTHHRRT —Z BEHENTVWSE, BARBRIIHAT
EhwetEzxbhiz, 1 207y FMRRIZBWT, 2TOREHTKBENRRD LI, 30
mg/kg AE/A U ETHEICHEAIL THEICEMLE, 2&BORERICBVWT, 50 mgke &
HAULTRERBIVEEOHERRObNE, 3FBORRTIL. BHRBRTALNE
EEFMICHET S 50 mgkg EE/B &9 NOEL B3R S hi-, BEEEICEL T, &
ENEMETUE 2 O BERFT BAZESVWTUNOEL % 10 mgkg AE/B ETHOREETHD &
EZz2 b, EFFEERICET S NOEL 1325 mgkg BE/B L THOREETHSH LEX
bhiz. 7y MEROKBEICET2EBNMERPRHEINTVD A, +ofEisn TV

VY,
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380 FYT7uxTArovry

Health Canada

(P-C-380-1)

Regulatory Note. Trifloxystrobin. REG2004-03 (2004)

Table 1 Toxicity summary table
STUDY SPECIES/STRAIN NOELNOAEL and LOEL [TARGET ORGAN/
AND DOSES mg’kg bwiday SIGNIFICANT EFFECTS!
COMMENTS
ACUTE STUDIES—Technical
Oyal Rat—TifRAL; LDy > 5000 mgiks Hyperserasitivity to touch, red
Ssex; 5000 mgkg bw stained face, excessive salivation,
soft/vratery stool, darked staiced
urogenital areas up to day 12.
Low Toxicity
Onal Meuze—TiEMAG; LDy, > 5000 mg/kg Piloerection and hunched posture
5/sex; 5000 me'kg up to day 2 in males and females.
Low Teoxicity
Dermal Rabbit—NZW, 5/zex; LDg; > 2000 mg/kg Low Texicity
2000 mgikg
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STUDY SPECIES/STRAIN NOELXNOAEL and LOEL |TARGLET ORGAN!
AND DOSES mg'kg bwiday SIGNIFICANT EFFECTS!
COMDMENTS
Dermal Rar—Tif RAIL Ssex; EDsy == 2000 mgikg Low Toxicity
2000 mgike
Inkalaticn Rat—8D, 5/sex/dose; ECy, > 465 mg/L Pifoerecticn and ptosisup to day 4.

1.39 and 4.65 mg/L

MMAD =26-49 um
GSD = 1.90-2.02 pm

Weight loss 1n fwo females at days
1to 7.
Low Toxicity

Sien Fritacion

Rabbit—NZW, 3fsex;
0.5 g dose

MIS=17at4hours
MAS =03 (24, 48 acd 72 1)

Mildly Irritating

Eye Lritation

Rabbit—NZW; 3/sex
6.047 = dose

MIS = 11.5 a{ 24 hourz
MAS=8.6(24,48 and 72 h)

Cenpoactival frrstation in 4 sabbits
up to and including 96 hour:.
Aildly Irritating

Stin Sensitization
{Buehler method)

Guinea pig—HA; 10
males in the test group; 4
mabes for positive
centrol.

0.4 g of test matenal for
inductico and challenge.
Positive control, DNCB,
0.3%; for induction, 0.1%
for challenge.

Test material gave a negative
sensitization response

BNCB positive coutrol gave
a positive response showing
the responsivecess of the
aszay

Net a Skin Sensitizer

Skin Sensitization
{Maximization
Test)

Guinea pig—Pubnghs
white, 10/sex; 5% and
50% of test material for
infradenmal and
eprdermal induction,
respectively; 30% for
challenge

No positive conrrol group

Test matertal pave a positive
skin sensitizafion response

Potentinl Skin Sensidzer

SPECIAL ACUTE STUDIES—METABOLITES OF TRIFLOXYSTROBIN

Oral (with CGA-  |Rat—Winstar, Sfsex; 1D, 2000 mp/kp Low Toxicity

373466, 2 2000 mg/'kg bw

metabolite of

Trifloxystrobin)

Oral (with NOA- |Rat—Wiastar, Sisex; EDy, > 2000 merkg Piloerection and Lbunched back in
414412 a 2000 mgike bw males with recovery within 1 day.
metabolite of Low Toxicity

trifloxystrobiny

Oral (with Z.E- Rat—Tif RAI; S/isex; 1D, > 2000 mekg Low Toxicity

tsomer of 2000 mg/kg

infloxystrobin)

ACUTE STUDIES

—FELINT 20 WG (EP)

Oral

Rat—Sprague-Dawley,
Sizex, 5000 mgikg
bwiday

LDy > 5600 mgke

Low Toxicity

No stgeal words sequired
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STUDY SPECIES/STRAIN NOEL/NOAEL and LOEL [TARGET ORGAN/

AND DOSES mgikg bwiday SIGNIFICANT EFFECTS!
COMMEXTS

Oral Rat—Tif RAI £{SPF) 1B, 2000 mgks Low Toxicity
Sinex, No signal vwords required
2006 mg/tg budday

Dermal Rabbit NZW LD, > 2000 mgrks bw Low Toxicity
Sisex, No sigral words requured
2000 mgkg bw

Inhalaticn Rar—Spr'agtte—Dawiey ICy>2T4 mgL Low Toxicity

{5isex)

No sigral words required

Skon Forstation Ratbit—NZW, MIS=15180at I hour Shigh¢ly Irritating
Yzex (0.5 g) No sigral words required
Eye liritation Rabbit—NZW, MIS = 108110 ai 24 bours  {Mildly Irritating
Sisex {100 mg) and persisted up to and Caution Eve Irritant
vawashed and washed mcluding 72 hours (unwashed
eve eve}
MIS=7.3/110at I hour
{washed eye)
Dermal Gutnea Pizs—Albize No Skin Sensitizer by the Potential Skin Sensitizer
Sensitization (10zex} Buehler test.
{Bueliler Test) 50% induction No maxumization test was

10% chaltenge

conducted, which 1s more
sensitive than Buehler test.

ACUTE STUDIES—STRATEGO 250 EC (EP)

Oral

Rat—Tif RAI £ (SPF)
Sivex, 2000 mgikg

LD, 2000 mg kg

Low Toxicity

Demmal

Rat—TifRAT £ (SPF)
Sifgex,
4000 mgke bw

LDS{) = 4000 mg‘kg bw

Low Toxicity

Inhalation

Rat—HaelmbWWIST
{SPF) {5/ex)

LCs; > 458 mg/L

Low Toxicity
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STLDY SPECIES!STRAIN NOELNOAEL and LOEL |[TARGET ORGAN!
AXND DOSES mg’kg bwiday SIGNIFICANT EFFECTY
COMMENTS
Skin Denitation Rabbit—NZW, MIS =103 0at 24 48 and |Shghtly Irritating
3 females 72 hours No sigral words required
(0.5 mL)
Eye Irnitation Rabbit—INZW, MIS = 14.7/110 at 24 and Severely Irritating
(3 males) 48 hours (irreversible) Danger Eve Irritant
(0.1 mL)
unwashed eye)
Dermal Guinea Pigs—Perbrighi  |Not Skin Sersitizer Noi Skin Sensitizer
Sen:ntization White
{Buehler Test) {10/sex)
100% induction
30% challerge

Sl:in Sevsitization
Maximizaticn
Te:f)

Guinea pig—Parbright
white, 10/sex; 5% and

intradermal and
epidermal induction,
respechvely; 30% for
challenge

50% of test material for

No positive ccatrol group

Test matenial gave a positive
skin sensitization response

Potenrtial Skin Sensitzer

ACUTE STUDIES

—COMPASS S0WG (EP)

!

Oral

Rat—Tif'RAL f (SPF)
Sizex, 2000 mglg

LDy, = 2000 mgiks

Low Toxicity

Dermal Rat—Tif:RAE £ (SPF) LD, = 4060 mg'kg bw
Jiex, Low Toxicity
4000 mg'kg bw
Inialaticn Rat—Harlmb:WWIST |LC,, > 488 mg/L Low Toxicity
{SPF) (5.ex)
Skin Hritation Rabbi—NZW, MIS =1.0/8.0at 24, 48 and  |Slightly Irritating
3 females 72 hours No sigpal words required
(0.5 ml)
Exe Irritation Rabbit—NZW, MES = 10.8/110 at 24 Lours | M fildly Irritating
(3 males) and persisted vp to and Caution Eye Irritant
0.1k} including T2 hours (uawashed
eye)
MIS=73/110at I hour
{washed eye)
Dermal Guinea Pigs—Pirbright |No Skig Sensitizer by the Potential Skin Sensitizer
Sensitization White Buehler test.
(Buehler Test) (10/zex) No maximization test was
100% induction conducted, which is more
30% challecge sengitive than Buehler test.

852




STUDY

SPECIES/STRAIN
AND DOSES

NOELNOAEL and LOEL

mgke bwiday

TARGET ORGAN/
SIGNTFICANT EXFECTS!
COAMDMENTS

SHORT-TERM AND SUBCHRONIC STUDIES

28-day, capsules
{dose range
finding stedy)

Beagle dog

2fzextdoze

9 (empty capsule}, 20, 50
or 150 mg/kg bwiday for
29 days. At day 29, doss
in controt, 20 and 50
mgig bavday, were
sacrificed. Due fo a fack
of toxic effects tlie
doszage level for dogs in
the 130 mg/kg bwiday
groups was tncressed to
500 mgkg bw/day for an
additional 21 days.

NOAEL =2050 mgkg

bwday (MLF}
LOAFL = 50 mg'kg bw/day
oD

1507300 mgikg bo-/day (F)

30 mg'ke/d (M}: [body weight
and food conzumption

150500 mg/kgid:clinical s1igas
[diarrhea, vomiting (M&F)}, {body
weight ard food consumption (M),
irelative liver and :pleen weights

&

28-day dermal, rat | THRAIf (SPF}—at Systemic toxicity 1000 mgikg/d (M) : | absolute and
10/sextdose NOAEL = 160/1000 mg'kg  |relative liver and kidney weights.
@, 10, 100 or 1000 mg/kg [bwiday DLF)
bwiday, 5 davsiweek LOAFL = 1000 mgkg
{4 mT kg bw) bur/day (M}
Dennal toxicity
NOAEL = {000 mg/kg
bwiday (M&F)
28-day oral, rat T RAIf (SPF)—vat NOAEL = 206460 ppm : 84.4/327 mglkg/d: | body weighi
Sisexidosze QLE) (M), body weighis, alteration in
G, 200, 100, 4000, {16.5/84/1 mg'kg buvday blood chemistry (F}
12000 ppmequal to 6, |MAE)
16.5, 84.4, 337 or 1G74 2 337 mg'ke’d: Irelative liver

mg'kg bw (M); 0, 164,
84.1, 327 or 1005 mgfkg
bwiday (F}

LOAEL = 1000:4000 ppm
(84.4/327 mg'kg bw/day,
M/F)

weights ()

10741005 mg'lgid: | relative
kidney weight (M), | relative
kidney and liver weight (F}.

90-day dietary,

mouse

TiEMAGS (SPF)
—mouse

10/sex/dose

0, 260, 20060 or 7000
ppm equal to 0, 76.9,
3150r 1295 mg'kg
bwfday (M) and @, 110,
425 or 1649 mg/kg (F)

NOAEL = 500 ppm {M/F)
(7794110 mglks bw/day,
MF)

LOAEL = 2000 ppm (M/F)

(315/425 mg/'kg bwiday,
MTF)y

315/425 mg’kg/d: 1 sbsolute and
relative hiver weights Q{&T), 1
ncidence of necrosi: of
hepatocytes (M&F), | incidence of
splenic extramednllary
hematopotests (M).

1275/1649 mg'keld: ibody-weight
gain (M), | water censumption (F),
1 in absclute and relative spleen
weights, | ncidence hypertrophy
of hepatocytes, and splenic
extramreduliary hematoposesis and
hemosiderosis (M&F)
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STUDY

SPECIESNSTRAIN
AND DOSES

NOELNOAEL and LCEL
wg'kg bwday

TARGET ORGAN!
SIGNTFICANT EFFECTS!
COMMENTS

90-day dietary, rat
{4-week recovery)

TiEEMAGT (SPF)—rat
15/zexfdose

6, 100, 300, 20C0 or
8000 (F oniy) ppw
{equalto 0,6.4, 30.6 or
1273 mg'kg bwiday (M)
0.6.8,328,13250r
618.3 meike bwiday (F)

10:sex/dose dosed ai 0,
2000 (M) and 8000 ppm

Systemic toxicity
NOAEL = 100/5C0 ppm
C\L'F)

(6,432 8 meskg bw'day,
MT)

EQAEL = 500/20G0 ppm
QL)

(30.67132.5 mgkg baiday,
M/F)

30.6:132.5 mg/kg/d (MT): : food
constmption : body-weight zains,

t relative liver and kidney weights
(M&F), | food and water intake,

| body-weight gains, | total protein
and globulin levels in plasma,
atroply of pancreatic pareachima

®).

127.3/618.3 mgikgid QLF): :
bodv-werght gain (JM&EF). { water

{F)y—trented for 0 days |Neuarotoxicity intalze (M&F), : total protein and
and 4-week secovery NOAEL > 2060:8000 ppm globulio levels in plasma (F). |
pericd (FOB and motar (L) cholesterol (M), | glucose and BUN
activity) (12736138 mg/kg brwiday, ((F), 7 relative liver weight (M&F),
MF) hypertrophy of the hepatocytes,
atrophy of pancreatic pareachyma
(M&F), atrophy of salivary gland,
uteras, thymus {F).
Atrophy of pancreas in M after 4-
week recovery.
No effect on FOB and moror
activity.
90-day/capsule Beagle dog NOAEL = 30 mg/kg bw/day |130 mg'kg bwid: chnical wigns
4fsex/dose AMMER) (vomiting, dianrlhea), | body

0, 5, 30, 150, 500 mg/kg
bufday

LOAFEL = 150 mg/leg bw/day

weight, | creatine levels, {liver
weights (M&F), | incidence liver
hepatocytes hypetrophy (M),

£00 wekg/d: clinical signs
{vomiting, diarxbea), | body-weight
gain and food intake_ | incidence
of hypochromatic anaemia_
eosinoperia, | plasma ereatue,
albumis, globulin, bilirobin,
alantne aminp-fransferaze,
cholesterol and ! trighycerides, !
incidence of emaciation, ! liver,
fridneys, adrenal glands, brain,
thyroid, ! weight: of heart thymus,
testis, 1 incidence hypertrophy of

hepatocytes (M&F).
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STUDY SPECIES:STRAIN NOELNOAEL and LOEL |[TARGET ORGAN/
AND DOSES mgikg bwiday SIGNIFICAXNT EFFECTS!
COMMENTS
1Z-montk'capsule |Beagledog NCAEL = S mg/kg bwiday |50 meg/kg/'d: diarrhea, vomiting
4/sexfdoze (M&F} (AI&F), ibody-weight gains and

0,2, 5, 50, 200 mgikg
bwiday

LOAEL = 50 mp/kp bw/day

food coosumption {F), | plasma
albumin and 1 alkaline phosphatase.
M), 1 fiver weights (M&F), §
incidence of liver kepatocytes
hypestrophy {F).

200 mgikg/d: diarrhea, vomiting,
{M&F) | body-weight gains acd
food consumption (F), § plasma
albumin (M), T alkaline
phosphatase (M&F), ¢ tiver
weights (M&F), 1 incidence liver
hepatocyte hypertrophy Qd&T).

CHRONIC TOXICITY/ONCOGENICITY

80-week dietary

TiEMAGHSPF)}—auice
T0/zex/dose

8, 30, 300, 1060, 2600
ppm

{equal to 39,39.4,131.1,

NOAEL = 300 ppm
(39,4357 mg'kg bwiday

OLE)

13L.1/124.1 mg/kgid: § relative
Iiver weights (F). single cell
unecrosis andfor cecrosis in the Hver
QI&F), 1 iecidence hepatocellalar
byperirophy {F).

274 mgikg budday )y (13131241 mgdes bwiday,

0,335,357, 1241, 246 |MT) 274/246 mgkg/d: ;body-weight

mgkg bwiday F) gain (M&F), |food intake (F),
irelative Hver weights (M&F),

No carcinogenic potential  |enlarged hiver (M}, single cell
necyosis and’of pecrosis i the
Iiver, 1 incidence hepatocellular
hrypertrophhy (M&F), fincidence
hepatocellufar fatty changes (0f)
2-year dietary Tif-MAGH(SPF)—tats |NOAEL = 750/250 ppm 62.2/34.5 mgikgd: [body-weight

T0isexidose QLUE) gain M&F), | food intake, |

0, 50.250, 750 or 1500 |(29.7/11.4 mg/kg bwiday, incidence of diarthea towards the

ppo MF) end of the study, | water

(equalto 0, 1.95,9.81, consumption aud slightly |

297 or 62.2 mg'kg LOAEL = 1500/750 ppm incidence of cyst 1 pituitary gland

bwiday (M) Q\WE) and angiomatous hyperplasia of the

0,222, 114,34 5¢r {62.2/34.5 mg'kg bwiday, mesgexnteric lymph node (M).

728 mg'kg bwday (F} |M/T)

No carcinogenic poteatial

72.8 mgkg/'d (F): « body-weight
gain, food and water consumption,
| relative liver weight (F)
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STUDY

SPECIES/STRAIN

NOEL/NOAEL and LOEL

TARGET ORGAN!

AND DOSES mg'kg bwiday SIGNIFICANT EFFECTS!
COMMENTS
REPRODUCTIONDEVELOPAMENTAL TOXNICITY
Mulu-generation | TIERAH (SPF)}—rut Parental Toxicty §3.3/58-65.5:67 mg'kg/d QALUT):

2 titers in By

30fsex/dose

lbody-weight gaing, food

g

1 litter in Fy 6. 50, 730 or 1500 NOAEL = 50 ppm ceasumption (Fo&F,),
ppu—E &F, (3.84.1 mg'kg bwiday, M/F) |hisropathologieal changes in liver
{ezuralio 0, 3.8/4.1, hepatocellular by pertrophy
553758 or 110.6/123.1 |LOAEL =750 ppm ~—MEF—F,}, kidoey
mg'kg bu/day MTF—F, |(55.3/38 mglkg buidav. MiF) |(pigmentaticn of renal tubules,
4.2/4.4 85.5/67 or Fe—M)
143/146 mg'kg bwiday |Offspring Toxicicy
M/F—F, 110/123-143146 mgkg/d QLE):
NOAEL = 3¢ ppm ibodyv-weight gains, foed
(3.8/4.1 mgikg bwiday, MF) |econsomption (Fy, Fi—M&F),
hiztopathological chacges io Iiver,
LOAEL =730 ppm hepatocellular hypertrophy—(Fy.
{35338 mg'kg buwiday, MTE) |F—MEF), kidney (pigmentation
of renal tubvles—F—M&T)
Reproductive
Offspring
NOAEL = 1500 ppm §5.3/58 mg/kg/d—F,, F avd Fy
(110/6/123.1 miz'kg bwiday, |pups:| body weight at lactation
(AEE) dayz 7, 14 and 21
116.6/123-143/146 wng kg/d—TF,,,
LOAEL > 1500 ppm Fy, and F, pups: slighc! in time of
eye opening
Teratogenicity Tif RAIf (SPF). albino  [Maternal Aaternal
rats, NOAEL = 10 mygkg bw/day 100 mg'ke/d: | food consumption
24 females/doze 100¢ mg/kg/d: | body weight
0,10, 100, 1000 mg kg |LOAEL =100 mglg buday |during the treatmert and food
bwiday in a 9.5% wiw con:umption
aquecus solution of Developmental
sodizm NOAEL = 100 mz#kg bw/day | Developinental:
carboxymethyicelluloze 1000 mg/ke/d: | inciderce of
LOAEL = 1000 mg/kg enlarged thymu:
widay
No evidence of teratogenicity
Teratogenicity Thomae Russian, Maternal Maternal
Chbb:HM Rabbits NOAEL = 10 mg/'kg bw 2 50 mg'kg'd: 1body-weight gain,

19 pregpant females/dose
0, 10, 50, 250, 500
melkg bw/day in a 0.5%
wiw agqueous solution of
sodizm
carboxyvmethvicellulose

LOAEFL = 50 mglg bwiday

Developmental
NOAEL = 250 mg'kg bwiday

LOAEL = 500 mg'kg bwiday

food consumption and food
efficiencies

Developmental

£00 mg'kg/d: * incidence of
skeletal variations {fused sternebrae
3and §)

No evidence of teratogenicity
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STUDY SPECIES/STRAIN or DOSES EMPLOYED FFFECTS
CELL IYPE
GENOTOXICITY
Salmonello
vphimuriom/ TA 93, TA100, TA 102, [0, 312.5, 625, 1250, 2500,
E. coli TA 1533 TA1537.E.. 5000 pg/plate in the presence
{(Ames test) coli WP2uvrA and abzence §§ NEGATIVE
CGA3TI66—
metabolite of {Gene nwutation)
CGA-2792D)2
Salmanella
Typhimurivm/ TA 98, TA100, TA 102, [0, 312.5, 625, 1250, 2500,
E._ coli TA 1535 TAI1537, E.. 5000 ugplate in the presence
(Ames test) coli WP2uvrA and abzence S9 NEGATIVE
CGA-357261, Z,
E-isomer of {Gege mutation)
CGA-279202
Salmonella
Typhimurinm/f TA 98, TA100, TA 102, |0, 312.5, 625, 1250, 2500,
E coli TA 1533 TAI1S37,E.. 5000 pgiplate in the presence
{Ames test) coli WEIuvrA and abzence S9 NEGATIVE
NOA 414412
metabolite of {Gege mutation)
CGA-279202
Mammalian Chinese hamstar lung Trial 1—30, 87, 92.61, POSITIVE
chromosomal fibroblasts (V79) 277.83, 833.50 ug'mL (+59)
aberration (in 1.14,10.29 92 61, 833.50 {both activated and non-activated
Vitro} pg/mL (-59) zystems, at cytotoxic and
Trial 2—11.11, 33.33_ 100, |precipitating conditions)
300 pgfml (+59)
014, 1.23 11,11 100 ug/ml
(-59)
Trial 3—100, 150, 200, 250
pe/ml (+593
50, 75, 100 130 pgiml (-S9)
Mammalian Chinese hamster ovary | At 18 hours—0.649, 0.698,
ckromosomal cells {CHO) 0.78,1.56.1.75,3.12 pg/mi. NEGATIVE
aberration (in {-59)
vitro} At 42 hours—0.049, 0.098,

0.175, 1.195 pg/ml (-89}
A€ 3 hours—12.5, 25, 50
pg/ml (+59)

At 3 hours + 13 hours
recovery—23, 50, 100
pg'ml (89

At 3 hours + 32 hours
recovery—12.5, 25, 50, 100
pg/ml (+59)
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STUDY SPECIESSTRAIN or DOSES EM[PLOYED EFFECTS
CELL TYPE

Micrenuclens Meouze bone marrow 0. 1250, 2500, 5000 mzkg NEGATIVE
Assav (1o vivo) bw
{Chromosemal
aberrations)
UDS i vivo Primary rat hepatocyte  |0.39, 1,36, 6.23, 25, NEGATIVE
{DNA 30 pgiml
damagefrepat}
Aammalian Priceary rat bepatocyte |3, 10, 30, 100, 300, 600 u3f  |CGA-279202—toxic at 30 and
cytagenetics (i and effects on 100 udM
vitro} mitochondrial fenction CGA-321113—toxic at 600 pM

CGA-279202
CGA-321113

SPECIAL STUDIES

Acute Range- Tif:RAIf Sprague- 2000 mglg bw is 2 limit » 2000 mgkg: seduced activity
foding Dawley rats dose which should be used appeared 2—4 hours after
Neurctoxicity 3isex’doze for acwte eurotoxicity study |administration and reached a
0, 1000, 2000, maximum at 6—8 hours port-dose
35306 mgkg ba——single 3300 mg'kg bw: reduced activity
dose suspended in 0.5% lasted for 3 days in males while
carboxymeihivicellulose cther animal bad recoverad on
in 0.1% {w %} aguecus study day 2, pilcesection at study
polysorbate §0 day 1, ended on stndy day 2.
Observation
pericd—¢ days
Acufe Tif:RAIf Sprague- Systewmic toxicicy 2000 mg'keg bw: : inmotor
Neuwrotoxicity Dawley rats, NOAEL = Not determined activify in F at study day I
10¢sex/dose
0.2000 mzkg LOAFL = 2000 aigkg bw Considered systenuc in origin
bw—uingle dose
suspended in 0.5% Neurotoxicity

carboxymethyleellvlose
in 0.1% (w/¥) aqueons
polysorbare 50.
Obgervation period—15
days.

NOAEL : 2000 mgks
be/day
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STUDY SPECIES/STRAIN or DOSES EMPLOYED EFFECTS
CELL TYPE
Subchronic TH:MAGE (SPF)—rat Systemic foxicity 30.6/132.8 mg/kg/d (ALF): ¢ food
Nevrotoxricity 1¥/sex/dose NOAEL = 106/5360 ppm consumption, | body-weight guns,
0, 130, 300, 2000 or OEER) irelative liver and kiduey weights
[See 80-day 8009 {F only) ppm {6.4/32.8 mg/lg bwiday, (M&F), ! food and water intake,
dietary—rat (4- (equalto 0,6.4,30.6or [ALE)) {body-weight gains, ! fotal protein
week recovery)] 1273 mg'ks bwiday (M) and clobulin levels in plasma,
0,68,32.8 132501 LOAFTL = 50072000 ppm atroply of pancreatic parenchyma
6183 mptp bwiday (F) |OIE) &)

10/3ex/dose dosed at 0,
2008 (31) and 8000 ppm
{Fy—treated for S0 days
and 4-week recovery
period (FOB and mofor
activity)

(30.6/132.5 mgikg bwiday,
M/F)

Neurotoxicity
NOAEL > 2000:8000 ppm.
QLF)

(127.3/613.83 mg/'kg bwiday,
M/T)

127.3/618.3 mgikg/d QL)
{body-wesght gain (M&F), | water
consumption (M&F}. { tofal protein
and globulin levels in plazma (F). !
cholesterol (M), 1glucose and BUN
(F), | relative liver weight (M&F),
trypertrophy of the hepatoeytes,
atrophy of pancreatic pareachyma
{MA&T), ztrophy of salivary glaond,
uterus, thymus (F).

Atrophy of pancreas in M affera 4-
week recovery.

No effect on FOB and motor
activity

Compound-induced mortality: No treatment-related mortaltty 1

abyr cidvv has
Iy studies.
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Recommended ARIMD: Not recommended

Recommended ADI: 0.038 mg'ks bw/day
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Health Canada

(P-C-449-1)
Proposed Regulatory Decision Document. Pymetrozine (TGAI) Endeavor S50WG Fulfill

50WG PRDD2002-03 (2002)

Table Toxicology summary table
STUDY SPECIES AND STRAIN (LD, ORLCy TARGET ORGAN AND
AND DOSES (mgkg bw) or (mg/L} |SIGNTFICANT EFFECTS
{ppm or mg'kg bwid) AND COMMENTS

ACUTE STUDIES: Technical

Oral Sprague-Dawley rats 3693 in males At 250C0: chimeal signs (hypo-
{35ex/dose level) activity, dyspoea, staggered gait
{4000, 5000, 6000, 6500, to prostration)
7000 mgkg bw) At 26000 mottality
Low toxicity
Dermal Sprague-Dawley rat: LD, > 2000 mg'ke bw | No mortality or clinical signs
{5/zex) (it test) Low toxicity
Inhalation {TIF:RAI £ (SPF), hybrids |LCs =718 mgL No mortality or chinical sipns
of RIK/1 x RIL/2} albino {maximum achieved Slightly toxic [CAUTION]
rats (5/zex) dose)
Skin irritation New Zealand White No signs of irritation Non-irritating to skin
{NZW} rabbit (3/sex)
Eye irritation NZVF rabbit {3/sex) maxinnm gverage Cenjuactival and iridial
score = 3.13; maxsmrm | effects; minimally irritating to
irritation score (MIS)=  |eyes
12.8
Skia sensitization Pirbright White puinea pig Potential dermal sensitizer

(vfaurer Optimization) |[{10/sex)

Acute CehCD({SD)BR rats NCAEL < 125 mg/kg bw | 2 123; | body temperature; ]
reurotoxicity {10/sex/dose) {the lowest doze level}  |number of rears and motor
activity (3, | tail pinch

0, 125, 500, response {2)

2000 mg/kg baw 2500: tremors (¢); | aumber
rears and motor activity (2);
clipical signs
{chromodacryorrhea,
chromorbinorrhea, discoloured
vrine, infreguent stool, stained
extremifies, head and ventral
body)

2000: mortality, | bw {(7);
tremors {2)

No treatment-rejated
neuropathological
findings
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STUDY

SPECIES AND STRAIN
AND DOSES
fppmn or mnglg hwid)

LD, ORLC;
(gl bwior ing’L)

TARGET ORGAN AND
SIGNTFICANT EFFECTS
AND COMMENTS

ACUTE STUDIES: Forpuiation preducss, soatzimg

48,8280

Oral C11:CD (SD) rats {Sisex) LD, > 5000 mgigbor  [At S000: red-siuired face and
{5000 mekg bw) (L amit test) vro-gewital area, soft stool,
vrination of red liguid, thin
appearance
Low 1oxicity
Detmal Sprague-Dawley mt: 1Dy = 2000 mg:k:g bww | Desmal inxitation {a alf animals
{5fsex) {hunit teuf) clearing by ke end of the study
Low toxicity
Inhalaticn HSD:SD 1ats {3/zex) LC>3089mgT No mortality; | activity,
{gravinetnic piloerection
conceqtraticn) Low toxicity
Sken trritation NZW rabbit {4 cfand 2 ¢} |PDI=13 Very slight erythema and edenia
Slight dermal irritant
Sve lritation NZW gabbit (6 azimals) MIS=37 Cenjunctival irritarion; slight

eve irritant

Skin sensitization
{closed patch
techpique, Magnuston
and Khgman Test)

Crl.(HA)BR guinea pig
{20 test aninials,
10 corvtrols)

Two studies indicate a
positive result and one
indicates a negative
rezult

Potential dermal sensitizer

STUDY

SPECIES AND STRAIN
AND DOSES
{ppm or mg’kg bwid)

NOEL OR NOAEL
AND LOAEL
(rmglig bwid)

TARGET ORGAN AND
SIGNTFICANT EFFECTS
AND COMMENTS

SHORT-TERM: Techn:ical

28-d dermal

{6 hid, 5 diweek for
4 weeks)

{98% a.i)

Tif: RAIF (SPF)
Sprague-Dawley rat
{10/zex'doze)

0, 10, 100 and

1000 mg'kg bwid

NOAEL =

1000 ngkg buid

the highest dose tested,
for borh systernic foxicity
and dermal frritation

No treaument-related effects
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STUDY SPECTES AND STRAIN |NOEL OR NOAELL TARGET ORGAN AND
AND DOSES AND LOAEL SIGNIFICANT EFFECTS
{ppiz or mg'kg hwid) {mglkg buwid) AND COMMNEXNTS
284 oral T:if: RAFF (SPT) NOAEL = z100: [ cholesterol, platelet,
gavage Sprague-Dawley rat 10 mg'kg bw'd hepatic hypertreply;
{10/sex/doze) byperpla:ia of splenic white
LOAEL = pulp; 1 relative Hver weight,
{98% a.i} 0, 10, 100 and 100 mgks bw/d thymic atrophy (<)
600 mgte bwid
606: | by and FC, aremua {{
red biood cells,
hyperchromasia), 1 water
consvmption (WC), 1 white
blood celis, reticutocyte,
bilirebinuna, proteie, AFK
:pleen weightz, | glicose,
potaszium, chlonide, 1 hepatic
hypertrophy; ! urine depsity, §
spermatozoa (57
3-month dietary TiEMAGI(SPF) mice NOAFEL or LOAEL not | 21000: 1 relative liver weights,
{10/zex/dose) established, siace the I hepatocyte bypertrophy and

(95% a.i)

0, 1000, 3000 and
7000 ppm

study was a range-
finding sty to
determine the dose levels
for the deflustive
carcinogen city stndy.

centritobular pertvazcular-like
aggregates of lymphocytes,
necrosis of liver

»3000: | relative spicen

T000: ! bw (< only)

Note: This stady was not
submitted to the PAIRA;
reparted results taken from
18-month oncogenicity study.
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STUDY

SPECIES AXD STRAIN
AND DOSES
{(ppm or mg'ke hwid)

NOEL OR NOAEL
AND LOAEL
(mglg hwid)

TARGET ORGAN AND
SIGNTFICANT EFFECTS
AND COMMENTS

00-g dietary
{with 4-week
TecOvery)

(9% ai)

TiF:RATF (SPF) rat
{10/sex/doze; extra 10'sex
at 0 and 50CC ppm for
recovery)y

0, 50, 500 acd 5000 ppm
{equalts 0,3.42, 32.5 and
360 mefkg bwid «¢2)

NOAEL = 500 ppm.
(~32.5 mg/kg bwid)

LOAEL = 5000 ppm
{~360 mg.lg bwid)

2000 ppin: : bw, FC and WC;
lencocytosis, | creativine,
bilirgbie, P, cholestercl, *
ALK, | relative liver, spleen,
brain weights, atrophy of
thymus; ¢ glucose, K and urive
vohmne, 1 testis and heant
weights, * hepatic hypertrophy,
| kidney calctfication(s);
bilincbirura ()

After 4-week recovery:
Recovery of above effects with:
the exceptiop of bw: thynuus
atrophiy {¢); lencocytonis ()

Control terminal body
weight: « 5227 g; 23027 g
Coutrol terminal daily focd
consumption: ' 241 ¢g; §
167 g

00-d dietary
CeurcéDRICity

(98.2% ai)

Cii:CD(SD)BR mt
{10/sexidose)

0, 500, 1000 aad 3¢00 ppm
{equal to 0, 36/41, 6881
and 301/224 mgfkg bw/d

0
oYe )

NOAEL (sy:temic
toxicity and

ceurctoxity) = 1600 ppm
{68481 mgkg bwid /%)

LOAEL = 3000 ppma
(2107224 mgikg bwid)

3000 ppin: | bur; | repetitive
movement {stereotypy™) (),
tiptoe gait, wall-ing on toes (£)

No treatment-related gross or
nucroscepic findings including
neuropathology were cbzerved.
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STUDY

SPECIES AND STRAIN
AND DOSES
{ppmn or ing'kg bwid)

NOLRL OR NOAXL
AND LOAEL
{mg'ke bw/d)

TARGET ORGAN AND
SIGNIFICANT EFFECTS
AND COMMIENTS

3-month feeding

(98% ai)

Beagle dog
{#/zexidose)

0, 100, 500 and 2500 ppm
{equal to 0, 3/3, 14¢15 and
53/60 mgikg booid (F7E))

NCAEL = 106 ppm
(3 mg'kg bwid)

LOAEL = 500 ppm
{14 mg'ke bw/d for
males and 15 mgdlg
bve'd for femalesy

=800 ppm: | absolute and
relative liver weights,
bepatocellular necrosis,
proliferation of intrahepatic bile
ducts, perivascular
inflammatory cell infiltration,
hrmphohisioeytic infiliration 10
various organs, myopafhy of the
gkeletal muscle, inflammation
cell infiltration (stomach,
thyroid, myccardium, GI vall);
splenie hemosiderosis ('); 1
spleen and ovary weights,
splenie extramedullary
Lematopoiesis {£)

2500 ppme: mortalify, anemts,

b loss, 1 FC, cholestasis,

hemosiderosis and
extramedullary hemstopoiesis
and edema of gall bladder wall,
I prothrombin time, occurrence
of phagocytic cells 1u the
mezepteric Iymph nodes; |
aspartate aminotran:ferase
(AST) and alanine
aminotransferase, gamma
gutamyl transpeptidase,
creatine kinase, testicular
tubular atrophv (7"}, 1 AST and
ALK, giobulin, protein,
atroplic lymphatic follicles in
the lymph podes,
Eypercellularity of the bone
marrow ()
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STLDY

SPECIES AND STRAIN
AND DOSES
{ppm or mg'kg bw/d)

NOEL OR NOAFEL
AND LOAEL
{meke bw!d)

TARGET ORGAN AND
SIGNIFICANT EFFECTS
AXND COMMENTS

CHRONIC TOXICITY

AND ONCOGENICITY: T

zchnicz)

12-meath feeding +
4-week recovery

(98% ai)

Beagle dog (4/5ex/dose)
0, 20, 200 acd 100G ppm
{equat to 0, 0.57, 5.33 and
27.9 mgiks bw/d)

Satellite group {2/sex)
dosed with 0 or 1600 ppm
12 355885 recovery

NOAEL = 200 ppm
{5.33 mgkg bwid)

LOAEL = 1000 ppm
(27.8 mgkg bwid)

=200 ppin: | abzolufe and
reflative hver weiglts {<);
absotute liver weight (%)

1000 ppro: inflammatory liver
cell infiluaticn, myopathy of
small and large miestine and
:keletal muscle, | testes weight
{=%; trapsieat | in bw and FC,
anemia {¥)

No remarlkable findings in
recovery amiinals, but the
number of animals precladed
a meaningful evaluation.

18-month
oncogentcity

(98% ai)

THE:MAGHSPE) nuce
{50/sex/dose)

0, 10, 100, 20C0 and
3600 ppm

{equalto 0, 1.2, 12 254
and 678 mg'ke buwid)
Satellite groups
(10/sex'doze for
Lematology)

NOAEL= 100 ppm
{12 mg'lg bwid)

LOAEL = 2000 ppm
(250 mg/kg bw/d)

.2000 ppin: | bw (9% at

2000 ppm, 24% st 5000 ppm),

body weight gain (bwg) (15% at

2000 ppm, 44% at 3000 ppm),

I relative liver weight, liver

bepatecellular hypertrophy,
yperceliularity n the beos

marrow; extra medullary

Lematopoesis o the spleen; *

hemosiderosis { 2}

2000 ppm: ! survival and
spleen weight, | stomach
hyperplasia and chronic
inflammation, : thymus weight;
1 adrenal and kKidney weights,
bemosiderosis in the spleen (o7);
! kidney weight, | ovary weight

Carcinogenicity: i Lepatic
carcinomas in " and § at 2000
and 5000 ppm (incidence of 5,
5.5,9,230and 0,0.0,0,4 ¢
for conirol to high dose,
respectively); * adenoma in §
at 3000 ppm (incidence 4. 5, 5,
1, 14 in control to high dose,
rezpectively)
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STUDY

SPECIES AXND STRAIN
AND DOSES
(ppm or mg'kg bw/d)

NOEL OR NOAEL
AND LOAEL
{mzkg bwid)

TARGET ORGAN AND
SIGNIFICANT EFFECTS
AND COMMENTS

24-month combined
chronic and
carcinogenicity

(98% ai)

TiF:RATF (SPF) rat
{80/sex/dose)

0, 10, 100, 1000 and

3000 ppm {50/sexsdose for
cacinogenicity

{24 monibs) assessment,
10/zex’dose sacrificed after
12 months, 10/sex/doze for
bematology and
10/zexsdose for
biochemi:iry and urine;
blood samples taken af
weeks 13, 27, 53, 78 acd
103)

{equalto 0. 0.38/0.45,
3.8/4.5, 38.5/46.3 and
123 4/148.3 mglkg bu/d
(<7%))

NOAEL = 106 ppm
3.24.5 mg'ks bwid
g}

LOAEL =1060 ppm
{38.5/46.3 mg kg bw/d)

= 100 ppmn: | hepatocellnlar
Lypertrophy at 1-year zacrifice
{¢} witk oo incidence in

100 ppai animaly at study
termination {adapiation}

z 1800 ppm: | bw and bwg 2
{at 1600 ppmx bwg
approxiawtely 12% less than
controls {p < 0.03) by the end
of the first moenth, persisting
throughout study; at 3000 ppo,
bwr and bwg approximately 34%
fess than coatrols); 1 relative
biver, kidney, spleen weights
{e); 1 follicular epithetial
kyperplasia of thyroid ()

2000 ppm: { bw and bwg
{approximately 19% less than
coentrols); } FC; 1 bilirubin,
albamin (o); | cholesterol {£);
! phospholipids (week 13
spleen weights ($}; 1 brain and
testis weights; mottled liver
appearance, liver cysts,
kepatecellular hypertrophy,
focus of cellular changes,
biliary cysts; 1 uterus difatation
and follicular eptthelial
byperplasia of thyroid (2}

Carcinogenicity: { benign
Bepatoma in 1000 and

3000 ppm females (tncidence O,
Q, 0. 2, 7 for control to high
dose, respectively), | benign
and (or) makignaot liver
tumours in 1000 and 3G00 ppm
females (incidence 0,0,0,3,7
for control to high dose,
respectively); no increaze in
tomour 1ecidence at interim
sacrifice
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STTDY

SPECIES AND STRAIN
AND DOSES
{ppm or mglkg hwid)

NOEL OR NOAXL
AND LOAEL
{1ng:ke hw/!d)

TARGET ORGAN AND
SIGNTIFICANT EFFECTS
AND COMMENTS

REPRODUCTION AND DEVELOPMENTAL TOXICITY

Muli-generaticn
dietary

(98% a.i)

Tif: RAIf (SPF) 12t

{30 ratzdose)

0, 20, 200 acd 2000 ppm
{equalto 0, 1.3/1.6, 13416
and 1287152 mgfkg bw/d
for Fy ¢/%; and 1.5/18,
15718 and 159180 mgkg
bu-id for F, 4%

NOAEL (parental
systemic toxicity} =
200 ppm (13-15 migtkg
bwid Fyand F; o7 and
16-18 mgkgdw/d Fy
and F; §)

NGAEL {offepring
toxicity} = 200 ppma
{15-18 mgkg bwid)

NGOGAEL (reproductive

Ar 200: *hepatocyts
bvpertrophy (Fgand F, ). 1
relative liver weights (F; 2" and

?

Af 2000: | bw and bwg and
FC; 1 relative liver and spleen
weights (F, 2; F, o and 2, *
Lypertrophy of bazophulic cells
of prtuitary (F; =)
“developmental cyst” tn
pircitary (F, < and 2);

texieify} > 2060 ppin hyperplasia of splenic white
{159/186 mg/kg buw/d) pulp lymphatic follicles (Fy ¥);
the highest dose tested i hepatocyte hypertrophy (F,
and F; ¥); | pup weights (F,
day 14 and on, F; day 7 and
on); delayed eye opering
Teratogenicity T RAIF (SPF) rat NOAEL {maternal 100 | bwgand FC
{98% a.i. i 0.5% {24 mared mtz'doze) toxicity) = 30 mg/kg
carboxymethylcetlulose |at 0, 30, 100 or 300 mglkz |bwid At 300: | skeletal
{CMCY) buid from ge:tation days anomalies/variations; cae dam
{GDs) 6-13 NOAFL (developmental |with total resorptions
toxicity) = 30 mg’kg
wid Net teratogenic
Teratogenicity Themae Russian NQAEL {maternal 75: : bwg and FC; 1 early
{98% a.i.in 0.5% ChbbHM rabbit toxicity) = 10 mgky resorptions
CMC) {20 mated rabbit/dose) borid

at 0,10, 75 and 125 mgihp
bw/d from GDs 7-19

NCAEL {developureatal
toxicity) = 10 mgikg
buw/d

At 125: mortality (2 dams}, 3
dams at with total reso1ptions
abortion, abortion (1), bw loss
{GDs 7-19); ¢ post-
implantation loss; | liter size

=T758: % skeletal variations and
anomalies (additional 13tk rib,
fused <temebrae, poor
ossification)

Net teratogenic
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STUDY SPECIES AXD 3TRAIN [NOLL OR NOAEL TARGET ORGAN AND
AND DOSES AND LOAEL SIGNIFICANT EFFECTS
{(ppin oy mg'kg bwid) {ing'kg bwid) AND COMALIENTS
GENOTOXICITY
STUDY TEST SYSTENL POSIIIVE CONTROL |CONCLUSION
Salmonella / Ames Test | Salmonella typhimnrium | Posttive coatrols: 2-AA, | Negative formutagenic
{98% a.i.} sfrains TAOS, 100, 1533, 2-NE-TA9S; 2-AA NaA |potential
in dimethylsulfoxide 1537 or Escherischia coli |- TAG0; CP, NaA -
{DMSO) WP2uvr at 313, 625, 1250, [ TA1S533
2500 or 5600 ngiplate; 2AA 9-AA - TA1537
+-59 2-AA, 4-NQO -
WP2urvA

Mammalian cefls in
culfure gene mutation
assay {98% ai)in
DMSO

Chinese hamster fung cells
{V79) at 5.21, 20.83,§3.33
and 333.33 pygiml.; +/-59

Pouitive conirols:
Ethylmethane snlphonate
0.3 yLiml. (-5
Diniethylnitrosantin

0.1 ng/ml (+89)

Negative for induction of
forward gene mutation in
HGPRT locus

In vitro nnscheduled
DNA syatkesiz
{98% ai} i DMSO

Primary rat hepatocytes
2.78,8.33, 25,75, 150 and
300 pg/ml)

Positive coatrols:
2-acetoaminoflucrene,
45 oM

Negative (no increases it
vascheduled DN& synthesis, as
determined by nuclear silver
grain counis)

Mammalian
cytogenetics (in witro)
{98% a.i.) in DMSQ

Chirese hamster ovary K1
cells at 2.58, 5.16, 10.31,
20.63, 41.25,82.5,165.0
and 330.0 ug/mL

Positive controls:
Mitomyein-C, 0.2 pEéml
59

Cyclophosphamide,
40 pz'ml
*59

Negative {not clastogenic; uo
mcreases i specific or
vaspecific chromosomal

abesyations)

Mammalian
cytogenetics (in vivo)
{98% a.i.} in arachis oil

Mouse bone marrow
micrenucleus assays

1. One doze at 4000 mgke,
killed at 16, 24 and 48 b

2. At 1600, 2000 and

4000 mgkg b, kitled at
24h

Positive controls:
Cvclophosphamida,
64 pg/mlk for both assays

Negative; no increases in
micronucielated polyclromatie
erythrocytes

Compound-indaced mortality: Mortality was seen at 6000 mgtg bw in an acute oral toxicity study (gavage), at
>5000 ppm (~360 mg/ke bwd) in the 90-d rat dietary study, and 2500 ppm {54/60 mz'kg bwid ¢/?) in the 90-d

dog feeding study.
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Recommmended ARID

{1y For females 13+ the NOAEL of 73 mgkg bw/d for the end point: of mortality, {otal reserpiicns, aboriicn, and
inereased post-implantation loss (from the rabbit developmental foxieity study) was chosen Due to the
seriousuess of the toxicity end poivts (mortality, abortion, * post-implantation loss and total resorptions, an extra
3= safery factor is added to the standacd inter- (*19) and intra-spectes (x10) vocertunty Jacfors.

ARSD=7% mg/kg bw/300 =8.25 mg'kg bw

{2) For the general pogulaiion, the LOAEL of 125 myg/kg bw/d from the acute nevrotoxicity study was selected.
An pocertairty factor of 300 vas used to accouat for the vse of a LOAET .

ARAID =123 ming'kg hw/20) = 0,42 wmgikg bw

Recommmended ADI

[he [cwest NOAEL of 100 ppm (3.8 mgfke bw/d) was oblatved from the 24-mouth ccmbined chroric and
carcinogenicity study in the rat. At the next Ligher dose of 1000 ppm {39/46 mz'kg bw'd for males and females,
respectively), iccreased relative liver, spleen and kddney weight: in both males aad females and reduced body
weight gain were seen. Increased hiyperplasia of the follicular epithelizm of the thyroid was also seea in 1000 ppm
males. The standard uncertainty factor of 100 was considered adequate.

ADT= 3.8 mgkg bw/d'100 = 0.038 mg'kg bwid
This ADT gives ac MOE of »590 for effects in the offspring (NOAEL = 15 mgtkg bw/d), and 100 for a wider

spectrum of effects {e.g., blood chemistry, organ weight changes) seen in ke subelronic/chronic {oxicity study in
the dog (NOAEL = 5.33 mgrkg bw/d, which iz con:idered the most sensitive species ameng the tezted anauals).
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460 vYFT— b

Health Canada

(P-C-460-1)

Decision Document. PYRIDATE. E91-01 (1991)

a) AUEE-T¥HYYT—Fh
R IO A XIZBIT322ERORSEEO LDs 1£>3000 mg/kg AKETH 5, Wistar &7 v

k(7 LDsp—5993 mg/kg AE, M LDs;—3554 mg/kg KE) . Sprague-Dawley 27 v b (B
LDso—2715 mg/kg RE ., Hf LDsy—2195 mg/kg K E) 36 L U Swiss £~ 7 & (# LDsp— 11,550
mg/kg AE, M LDso—28,400 mgkg AE) 12 )7 — b EROKRE Lic b & OBMHITERK
Thbd, VHXIIBITHREREED LDs 12 >2000 mg/kg KETHY ., 7v NTORAFE
MiXd4mgL 2825, V7 — MNIBRERFEME, PEERBERBMETHY ., TV
Ey PTRIERIGEFHRT Do

b S RAEE
BEH T3 » AR~BERIChEY EVF—FMRELZZTE 194208 E LTHER
REBEERE L), BIERISIIRG IR o7,

SR -
5y b3 EMBEEERE : ZORRICEI S CY F— FOEEMIL, RRBICHT 2
BRE~TEEDORENEETHoT, ZORRNSL, AE 1000 mgkg FE/BOE Y T —
F2 Ty MORERE LTHREREERRE S WD L ARESRE,

=3
~

F v b 90 HRERARGRE : AEKEY D MK 20 L0 8 JAE Sprague-Dawley 27 v b
IZAE 0. 0.04, 0.08. 0.16 mLkg AE/BEDO Y 5F— b & XEHAROF THFE 0.1 mLkg
THRERORE L, 4 BRICHEKELYVMESSEDOT v FE2BRL. BVIT13EAE
B U7, 0.08 mL/kg /B THET v k 20 L4 3 [TABET L7243, 0.16 mL/kg {KE/H

TREHNI R o7, T v hDOBE, 0.16 mLkg AE/B T2 I 2 LHRET L, A
£ 0.08 mL/kg AE/B LU O MEERF TRICEBRBHBEARD b, 2h b OBHIRKIC
BE L CIRBMARRD N, (LEBICEET IO TIREVWEE2 N, BEXEE
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(NOEL) 1% 0.04 mL/kg 5E/H (462 mgkg FE/R & F%) LBEINhT,

A X 90 BN HRE5HER : HEKEY Y #HES 6 LD XIZHE 0.0.04, 0.08, 0.16 mL/kg
FEE/ROEY 7 — M ERERBEROF CTAEE 0.5 mL/kg THREKEAO®RS L, 0.08 mLkg
KE/RLU ETTH., AEESITELIUOFERENIRO bhviz, 72, 0.08 mL/kg FE/H L
LCHERFMRDHDLEEZ ONIBEFEOEMLIRD b7z, NOEL i 0.04 mL/kg K&
/B (462 mgkg KE/A LFEI%E) EHFEINT,

4 X 1 FRABOKREGHAR - ARAKES D HES 6 ILOA XIZYLE 0. 60. 240, 2000 ppm
DY YF— & 372 BRI W REERE LIZ2RKEBRIZE VT, 2000 ppm THRD b zIgH:
HAROLF, HEICRIT 5 EESMOBELS], MR IR T 2 RRMERE D INK
L OB T B R pH © EFITE-SWT, NOEL X 240 ppm (6 mg/kg AE/R) THDHZ &

BRI NI,

c) RHRER

F v MEMEBEM/REPAMRER - AREKEL VHES 10EDT v MZ 1 FH. AEKEY
D RS 1SIED T v M2 FRBLORAEKES Y HHEX OO T v MZ—AFEGH 120
W) 7z BE 0. 80. 400, 2500 ppm DY Y 7 — M EERETHIRBRE ER L=,

80 33 L T*2500 ppm B DT » b TMEFMEN (NEF vy FOLRKEBEEL LT
RMEREDIET) 3B L7223, 400 ppm H TR D b 2o, TRHORAEIT
Bl L2 WELDOEHFHERIIBZDO LY, 2HAEKEOHT v P T (TF7=0T3/
N7V R7 27— ERBLUHBBAZEBEROET) HBDLNT, ZThHDEMIETO
R TR b TRV, ABBKEEER (LDH) OZLDEEEIT 400 BLT
2500 ppm HET XV FEEThHoTc, RTORABKET 12 p ARDHITHET v M OFEXHH
RBEENET L. ZDETFIX 400 38 L T 2500 ppm B THRA Th - 7=, EEHMEE (NOAEL)
X 400 ppm (20 mg/kg FE/B Y 5 — b +KkEBRILEY (CLI673) 721X 15 mgkg KE/H
YT — b, SRR TORRIZEI) THHIEFEEINTZ, Ty MZBWT, B F—
MIBEBAMERITZR2WEE Z BT,

< O ABUEEEBAMRE  BEKEY Y MESR 15Lo~ D R(Z 80 BRM (BHEFEER
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BR) B X UHEKIEY b HEES 50 [CD< 7 RIZ 104 BE (BRAMRER) IV BRE 0,
200. 1000, 5000 ppm DO 'Y 7 — F Z{BEEHRE 4 53R EBR%E £/ L7, 1000 3 L T 5000 ppm
Bt~ 7 R TR DHEAMFIBEE OB E-SV T, NOEL X 200 ppm (28.6 mg/kg
RE/R) EREINTZ, vV RARRBWT, B F— MIEPAMERIZR2WEE X bhiz,

ATEEMRR T v FEHARR G H#A, R 2 AER) KWT, FEEHRE 0. 80.
400, 2500 ppm % FAV T, 80ppm & V5 NOEL %#{R7E L7z, 400 ppm (20 mg/kg KE/RH)
ZRWT, HAHNBBRESED LR L UMM RRBEROET D bz, 80 ppm (4
mg/kg RE/A) £\ 5 NOELIIE Y 5 — k L EBIF OMKSEEDICE TXE S, VT
— N NOEL % 3 mg/kg KE/R & & Ehiz,

d) EEBERR

Sy b

RZEOHENE Him:OFA(SD)SPF %5 » k 20 IL& AT, AEKZE 0. 33.3. 100, 300 mgkg &
BH/A CHETEERRZER Uiz, 300 mgkg KE/HA T30, 100 mgkg K&H/BE#T 1T
BIEC L, FEFEBIUBIROAFEORAER, FiZ. ANEOILKRE L OBHICKT
HEE (BEDOIE. KB) DRARPETORBRE TE o), BERZHALZHE
LEBIEDTRD bNieh o722 &b, NOEL 8 ETH I &I TE ehol, ZTDLIHIT
FRUEABR TRVERICENIRERBIB LN 00, BRABREEML 72,

BRBR T, EHME Wistart HAM R 7 > b 25 IE2fEA LT, FE/KHE 55, 165, 400, 495
mg/kg AE/B TREZER LT, REHEMEEIY 35 L2 Xt REE L L7z, 400 mg/keg AE/H L
LTREMRET. BAREEHBES LOCRREEEOEDBRD bz, WThoAEKE
BOWTH, HEHFREOERITRD b oz, BEMEHICE SV T NOEL I 165 mg/kg
KE/BLBEINI,

¥
RERERRIZIVT, 50mgkg AE/BUEORETHIEERY ¥ (HEKELY 3 L)
DFETHFRH biTc, 15 mgkg KE/H TREBIIRBO bhizh o7z,
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BHTHERR HREOZRENETICAR Tho7-120, BN EEMW DLE Z FHE L
RITNE R R0 T0) ITBWT, AREK#E 0, 33, 10, 30 mgkg KE/R TREZTT- T
18 13 OB EIC A E R EIEIRD b2 d > 7z, NOEL i 30 mgkg (KE/H &
BE XN,

FEIK#E 0. 10, 30. 90 mg/kg AE/H THEK®EL Y 16 LOREMEEEIY %2 AV TER
L7Z2FZBB O U FEFEEARICBW T EELREEEITED R Mo, 78> T.NOEL
12 90 mg/kg KE/B & RFE XNz,

e) ERFMHR

BEAER = — 2 RRB, SO RMEMEREETBLUHFET | B
DNA B[ : 7 v MTFHRE AV 32 R EH DNA S EER : B
MR - B

P RRE - MERER - R

vavuYaynx: @

FHIRRZRRER B

f) EH
F v bEMREEFEERRICB VT, BIED NOEL 3B bz, ZTHEE U F— h+K
B LEE® (CL9673) 4 mg/kg KE/H TH o7, 4 mgkg KHE/H &9 NOEL 2B} 5 FE

FOEBEOY YT — MEEIXY 3 mgkg KE/B Thotz, U T— MDD ADI XYY 5 —F
@ NOEL (3 mg/kg AE/A) [Z100F WO RL2EHEFER L TEHINS,
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Health Canada

P-C-477-1)
Proposed Acceptability for Continuing Registration. Re-evaluation of Fenitrothion.

PACR2003-08 (2003)

FEREMIZEWT, 7= baFA U IBBRBYRISC TRE~EEOSMEROZNE
RY, BONTZERICESNT, THFPMTEE 7 == b FA U REICK L TR B
ZHORBVEMTHLLEZLN., 7y FOARIIEEHOSWVEMETH D, SMERMEE
Aid=aY) vz X7 5 —PHRECEET AERICRROR VO TH D, BREREICLS7x
= P EF AV ORMBEHRTEE~BETHD, BARLICL 5AMBEHTENEELD
b, 7==baFFUIeMRER L ORBEICE L T, FERIEM ~ S BRI %2R d
LEZBND, EMIBWT, 7x= baF AU REREREDE TRV EIELMCR
DTWABN, ARIBMND, 7==baFF U BRT VLS THLAREMENRBR IR T
W35,

Appendix I Toxicology endpoints for risk assessment for fenitrothion

EXPOSURE DOSE ENDPOINT STUDY TE/SF or MOE*
SCENARIO {mgkeg bw/day)
Acute Dietary NOAEL =0.3 Miosis, 2-Week 109
cholinesterase Immunotoxicity
inhibition (plasma, —Rat
erythrocyie and
brain)
ARfD = 0.003 mg:kg bw
Chronic Dietary NOAEL =03 Cholinesterase 2-Year Chronic 100
inbibition —Rat
({erythrocyte)
ADI = 0.003 mg kg bw/day
Short-Term' Oral NOAEL =0.3 | Miosis, 2-Week 100
Dermal® cholinesterase Imnupotoxicity
inbibition {plasaa, —Rat
erythrocyte and
braim)
Short-Term® LOAFT =0.605 Brain choliresterase | I-Mogth Inhalation | 300
Inhalation inhibition (¥} —Rat
2 Dusation of exposuse iz 1-30 days
® Since aa cral NGAEL was zelected, a dermal sbsorption factor of 50% :hould be used in route-{o-route
exteapolation
= UF/SF refers to total of uncertainty and{or} safety factors for dietary assessmerts, MOE refers to desired

margin of exposure for ocenpational or residential assessments
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T7x=bhaFFrOREBRRSABRTROERERT PRSP LT, aJ AT
Z—¥ (M, KRB, M) OEENFEINIZ, ZOTV FRA » MIHT2RREICHE
LT, BREFL-BERICHEERZERD oo fed, 7y b EFATRLEVWES
i (NOAEL) PHALMNITR o7z, BEHHII2 ) VxR T57—EDOHEEEITIELAL,
HEINWELEELBRNWEEZ bR, ZOMIZ, SPLEVARIIBWT, Ex OFEAR
AL, ZHERY) ALEWBREICTTIREM ) ARBMRIETH o1, Eiz,
BED N7 z=baFAroal) 2T 7 —-ERECHTIREN—BLTEND
EHLALNITRoTVNDE, BEBLIURAKRS (TN TVHFBIVT v M) 2X57
= bRrFAFCDOREFEELETH, BOERERZVNRA U bELT, a) vz RAT 55—
¥ (M#f. KRMEK, ) BEEIMFEINEL, LoLelb, UV FIREREICLE 7 =
= haFF0R S RERY AMALEYRBRICH LT, HAMICREMEN LICEET S
VERH D,

Zx= haFFURRICK - T, BERAEEE E IR EEZEN T X T 7 —€ (NTE)
DIERTHETLED, BERREZNEERNERINDZ L3 2hoTc, 7==buFt @
BICHES MBRTHMERIZI=Z) v RTF 5—PHREL—HETHLDOTH 5D,

7 x= huaFFUIEFEEERIIRVY BEYEESREO ONSAEUL LT, RIRE
BERRbNh5, ZHRAHESBHERBRICEBWT, SEMEENFHFR S5 BEKERKET,
BHREMICEEREENFRINDIZ LidkhroT, GRETRDONHEYB IV
AETERMEERIX. THL. AEM. RBE. RREERTRBICERBUBIET2ETho 1k,
HHAREMDERIL. BT I CEEEMNE, WEEOET, £FROEKT, FHRER
BOERTRETH-T,

RURERIET v FERAVEERERRICBWT, 7= buF BB AMER IRV
ZEMNHALNCR T, BONTHROEEME (weight of evidence) 26, 7== b F
FURBEEEERSRVWI ERRB IR, WL OLOSTR THERELSRD Lh
7. BEBICBITIHERFY THL C-=tuyT==buFA it BARERRNE
WETHDZEPRALNIR 2 TVWD, 7= baF4 BT3B PAMHRBRE L Win

876



vivo HALBMBECEMRR THELONRERRIL, C=ta Yy 7==beFFrRERL
TRV, B LT LTHEPAMERRICELRWI LR TIEE 25, BRI
BWT, B FOREBEFIZELSTC=brY 7 x= buaFF U BERT I E S DETRH
TH D,

WHLEMICBWT, 7==btuaFZrORBFUEKTHD 7 == hudFxY - DERITE]
REODERBIZE DD THEID, BEFHNICELEER 7==MuFF - RPWTH S
e, Tx=buAdxY O REERREYTH D, Tx=budR Y @7 =uFF
AT 10 eV ESIER 2R T I EAALNICR-2TRY, a2 XTF 5
—EHEHRE LTHEATH S,

b hhEHEFNIZE LT, 3000mg EWIHBWABD Y == b F A UERTREHNHE
éﬂfﬁb\ﬁ%ZMMW%QMMmg@ﬁ@f%¥§@ﬁ%ﬁ%ﬁ§oto:@?“5K
HESWT, & FTO LDsold, K& 70 kg & LT, # 350~700 mg/kg KE/B L HESH
77 91500 mg A LD 7 2= huFA U BITHRENRD bz, WEIZHE-> T, M=
Yz AT —BEEMET L. < DBE. 80% 2B X TV,
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Health Canada

(P-C-488-1)

Proposed Acceptability for Continuing Registration. Re-evaluation of Fenthion.

PACR2003-05 (2003)

7z FEAYDEITEET —F -, FELT, BREEPDLAF LERABRICESW
T3, EREPICEBVT, 70 FAVRRARETHEVELEL TR L. BEBIUOERA
BRETCHEEDESEZ T L, 720 FA U ICEEREMEIT e, IRFIBMIIBEREE
e 2l ERREME T2 eEL2 b,

HER L CRERSEOR G BRENEHIEIT. WERMEIITHEIET 5 Ol LB 2EE
RTHETEFALY AT 7 —EOREEITa ) MBS HEOBREETH -,
B, BEBIUVBRAREILE>TTEFALIY Vo RTF 5 —PIIEELZ T 5. HE
REEEIIHEIRD N1, ARSI TWOIEERBREENGHM LT, 7=
YFE U DORBRFIRFBITIENETFEREEND, RERERRICBWT, Fy FTREHBZ
ERLTHEBHENSERTIZ Li3hote, 7z FA U NHALRBERSGREEZHR
T5ZLiF< AFERTVAINThOBREERBRICE VTS, FTIRMERE 1K
HAPRRIC T 5 R B ENERA 2 RTINS b2 oz, 7 v MBHEERERER
KRWT, REAER TABRBRELL. ABRLEFRARS JOCESEL, BEER. ETARN
B IUEHBEEREIRO LN, BAERBIUCTHREROES v F THEEMRK O
HIRRBDoNTZ, Ty FERRBVRZT7 20 FAU2RAMBRE L TH, BRAMDE
WD b oTe, REBHTOBGEERR CTHE L 2D RISNIRD bR o753,
= U R/MERBRE LU EHY DNA SRR CHIEEREIE b,

7y FERRUFICBWT, B LEESAEE TRABEOERIRDO LN D Z LT
2, REBHRRCTOFEN7 2 v FA VRBRICKRREZEN LT Z Liddo
7z, 2 HRAMBEHRROZEEARICE VT, ZHEDCKT. BEMH Y OFRFALED
B, RBEROEBITY A XDET. RERY Y ORERBDE O L OEFER
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BROLNEN, B TEER2Y 2 RT7 7 —EEEOETEZHFRTIHAEKETR
HoNFbDThol, SHEHOHZMREY TRD ON/EAIL. £AFRR LI UBEALR
DIETR2Y 2 AT 57 —BEHEOETRETH T, ZORBRTELNIZRERY LA
LT, 7= FAF U BEICE>T, AL LR L THERBWORZIUR ERTHZ
LiERWEE b, ASWHRELZ TR T 5H—DERIE. 7 v MEMEER LU
BHEARTRDONER FEZRILThH- 728, ThLOFTRIZ. FER2 Y vz XT
F—EMHlEEETIREUETROONIZLDTH T,

ELBREOEMEE. 3 o0bb, 7EFAIY XA FF—FREBLT (F213) =
U AEEEE S EERICE T A ESME (NOAEL) WESWTERAERRESh TWS,

Appendix I1 Toxicology end points for health risk assessment for
fenthion
EXPOSURE DOSE ENDPOINT STUDY UE/SF or MOE®
SCENARIO (mgkg bywid)
Acute Dietary NOGAEE =02 No erytlhrocyte 23-Month Ogal 169

cholesterase Toxicity - Monrley
tahibition i first
week of study

ARD = 0002 mgkg bw

Chronic Dietary LOAEL =003 Brain cholipesterase | 102-Weel: Dietary 300
1ahibition Chronic Toxieity
aad Ouncogenicity—
MMouse

ADI=0.0001 mg’L:g bwid

Short-Term® Ot NOAEL =0.2 | No erythrocyte 23 Month Oral 10
Dermaf® cholinesterase Toxictty— Moakew
inhibition i first
week of study
Short-Ternt® Inhalation NOAEL | Clinical zigns of 3-Week Inhalation 100
Inhalation =027 peurotoxicity Toxzicity—Rat
? Duration of exposure is -7 days
> UF/SF refers (o total of uncertainty and (or) safety factors for dietary assessments, MOE refers to desired
margin of expogure for occupational or residential assessments
< Sicce an oral NCAEL was selected, a dennal absorption factor of 1009 {default value) should be used i

route-to-route extrapolation
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Health Canada

(P-C-493-1)

Regulatory Note. Fenbuconazole. REG2003-03 (2003)

Appendix I Summnary table of toxicology studies for fenbuconazole

STUDY

SPECIES/STRAIN

NOAEL and LOAEL

TARGET ORGAN/

AND DOSES mg kg bwiday SIGNTIFICANT
EFFECTS/COMDMENTS
ACUTE STUDIES—TECHNICAL
Oral Mouze—CD-1, LD, »5000 mgle bw No treatment-refated fuding
Ségexigrouy;  and LOW TOXICITY
3000 mgkg bw
Qual Rat—CrECD BR, LD 5 gy bw =1 gfkg bu: Lower bady weight
Sisexigreup; 1, 2,3, 4, gain, both sexes, week: I ocly
and 5 gkgbw 2 grhg bw: Ataxia, lacrimatioa,
salivation, passiveness, and arched
back. Recovery was complete by
day 8.
5 g/lkg bw: One male and 2
females died; reddened glandular
stomach and enfarged adrenal
gland: at necropsy.
LOW TOXICITY
Demal Rat—Crl:CD BR, 1D.,>»3000 mgig bw No treatment-related finding
Sizex/group; O and 5000 No gliin irritation
mgikg bw LOWTOXICITY
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL
mg kg bwiday

TARGET ORGAN/
SIGNTFICANT
EFFECTS'COXDMENTS

Tokalaten

Rat—Sypragre-Dawley,

Sizex; 2.1 mg/L

LCsy 221 augd

MMAD =938 po, GSD aot
calulated; however, 18.6% of
particles <23 ym.

Clirical observations cherved
were apathy, hunched posture,
laboured respiration, piloerection,
and chromodacryorthea. Complete
recovery by study day 3.

LOW TOXICITY

Skin

Frritation

Rabbit—NZW, 3fex;
0.5 g dose

MAS=0.00890

NONIRRITATING

Evye Iritation

Rabbit—NZW, 9 males;
0.1 g dose

MAS =000110

MINDMALLY IRRITATING

Skin Sepsitization
{Bueller Clozed
Paich Method)

Guinea pig—Haitley;
10fsex in test group,
S/zex 1 potive and
negative control groups.
Test material
admiaistered 25% for
induction and 20°% for
challenge.

Positive control DNC3

Test material did not elictt
any derntal reactions.
No evidence of seasttization

Positive control was
senstliziv g, demonsirating
responsiveness of aszav.

NOT A SENSITIZER

ACUTE STUDIES - FORMULATION (INDAR 7SWP)

Ozal

Rat—Csk: CD BR,
Sisexigroup; 1, 2,3, 4,
and 5 g'kg bw

Combined LD, >4 gikg bw
{confiderce limits of 3.6 2ad
45 gkg bw).

1 g/kg bw: Lower body weight
gain, stedy week I, males only
22 gikg bw: Treatmert-related
mortality; lower body weight gain,
both sexes, week 1 only. Ataxia,
Iacrimation, passiveness,
yellow/brown-stained ano-genital
area, unthrifty appearance,
reddened extremities, and arched
back; recovery waz complete by
day 7. Necropsy findings
(decadents only): reddened
infestines and stomach, blackfred
areas attached to the mucosal
surface of the stomach.

LOW TOXICITY

Dermal

Rat—Crl: CD BR. 6/sex;
2 gkg bw

Reddened :kin, tan stained shig,
dessication and pivpoint scabs firit
observed on study day 1 with
complete recovery by day 11.
LOW TOXICHTY
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STUDY SPECIES/SSTRAIN XOAEL and LOAEL TARGET ORGAN/
AND DGSES mg’kg bwiday SIGNIFICANT
EFFECTS/COANENTS
Inhalaticn Rat—Sprague Davley, |LCs> 4.4 mg/l MMAD =262 um GSD =176

Stcex; 4.4 mg/L

um

Ruffled fur, both sexes; red serovs
secretion from the nose and
laboured breathing, females onty.
Complete recovery by day 3. White
graywblack brown/dack red foci on
the Iengs (all males, 1 female).
LOW TOXICIHTY

Skin [rritation

Rabbit—NZW, 6 male:;
0.5 g dose

MAS=0.17%80

Very sligh{ erythema which cleared
by 24 hours. Treatment did sot
result in edema

MINIMALLY IRRITATING

Eye Irritation

Rabbit—NZW, 6§ males;
6.1g dose

MAS =33/110

Slight conjunctival irritation,
cleared by 48 hours. Treatmeat did
not sffect the cornea or 1115,
MINIMALLY IRRITATING

Skin Sensitization
{Buelkler Closed
Patch Procedure)

Guinea pig—Hanley;
10/zex in test group,
3fzex in positive and
negative control groups.
Test material
admnistered 20%% for
induction and for
challenge.

Positive control DNCB

Test material did mot elicit
any evidence of sepsitization.

Positive control was
sensihizing, demonstrating
responsiveness of assay.

NOT A SENSITIZER

SHORT TERM - TECHNICAL

28-day dermal

Rats—Csl: CD BR
&/sexigroup; Mo
treatment {sham controf),
RH-37592 formulation
blank RH-57582
technicalat 1.0 gaike
bwiday, RE-57592 2F at
8.0625 g a.i/kg bwiday,
RH-57592 2F at0.25 g
a.t.kg bwiday or RH-
575922F at 10 gaitky
buaday

Systemic toxicity:

LOAEFEL could not be
determined since there were
no treatment-related systemic
effects.
NOAEL=10gaikg
bwiday.

Dermal toxicity:

LOAFIL could not be
determined since there were
no treatment-related systemic
effects.
NOAEL=10gaikg
bwiday.

No systemic treatment-related
effecty at any doze level tested.

Dernal findings: Acanthosis,
parakeratosis, eschar or superficial
exndate, and necrosis of the
epidermis. These findings were
annbuted fo the non-active
ingredients of the 2F formulation
and not to the active ingredient
itzelf
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>TUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL

mg'lkg bwiday

TARGET ORGANY
SIGNIFICANT
EFFECTSCOMMENTS

3-month dietary

Meuze—CD-1;
10/5extgroup; 0, 340,
1000, 2000 and 10 000
pprx {equal to 0, 85.55,
158.40, 46537 and
964.01 mg'kg buvday for
males, and 0, 113.48,
201.93, 59530, and
2014 99 mgilkg boday
for females}

Ccmpound consumption
in tke 10 600 ppme zroup
ig baxed on data from the
first 2 weelks of (Le siudy
onaly, because of
treatmient-related
wortality.

LOAEL = 85.55/113.46
mgkg bw'day

NOAEL could cot be
determiined since there were
treatment-related effects
obzerved at all doze levels
fested.

$3.59/113.46, 158.40/201.93 and
4658.37/595.36 mg/kg bn/day:
Pecreased body weight gain
{465.37 only; males); ircreased
tiver weights; hepatocyte
hypertrophy, hepatocyte
wvacuolation and hepatocyte
aecrosis; decreased friglycerides,
decreased cholesterol; increased
ALAT {465.37 culy; males)
964.01/2014.92 mg'kg bwiday:
Not telerated. Fewnlted i §G% and
100%% mortality for males and
ferales, re:pectively, by study
week 3.

3-mouth dietary

Mouze—CD-1;
10/zex/grovp; 0, 20, 60,
{80, and 540 ppm (ecual
00,38, 11.1, 285, and
99.1 mg'lg bwiday for
males and 0. 5.7, 176,
30.4, and 1592 mgidg
bor/day for femmales).

Alales:

LOAEL = 28.6 mg/kg bwiday
NOAEL=1!.1 mg'keg
bwiday

Females:

LOAFI = 1392 mgikg
bufday

NOAEL =50.4 mg/kg

3.8.5.7 and 11.1/17.6 mng'kg
bwi!day: No treatouent-related
finding

18.6 mng/ke bwiday: Males only
affected—increased liver weight,
frepatocyte hypertrophy and single
cell necrosts; increased SGFT
99.1/129.2 mg/kg bwiday:

bwiday Increased liver weight, hegatocyte
hypertrophy and vacuolation;
focal single cell necrosis; increased
SGPT and SGOT
3-month dietary Rat—Crl:CD Males: 1.3/1.5 mg'kg bw/day: No

BR;10/sex/group; LOAEL = 5.1 mgikg ba/day |treatmentrelated findings

6, 20, 80, 400, and 1600 |NOAEL = 1.3 mgikg buvday [5.1 mglkg br/day: Males caly

ppm (equal to 0, 1.3, 5.1, |Females: affected—hepatocyte vacuolation

25.3, and 103.0 mg'kg
bur/day for males, and 0,
15,63,31.5,and 123.9
mgke bwiday for
females)

LOAEL = 31.5 mg/kg bn/day
NOAEL = 6.3 mg/ke bw/day

25.3/31.5 mg/kg bwiday:
Increazed liver weight; hepatocyte
hypertrophy and vacuclation
163.0/123.9 mg'kg bwiday:
Decreased body weight gain
{females only); increased liver
weight; hepatocyte hypertrophy
and vacuolation; decreased
triglycerides; increased cholesterol
and GGT (females only); follicular
cell hypertrophy in the thyroid
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STUDY SPECIES/STRAIN NOAEL and LOAEL TARGET ORGAN/
AND DOSES mg'kg bw/day SIGNTFICANT
EFFECTS/COMMENTS
3-month dietary | Dog—Beagle; LOAEL = [3.27/13.98 mg/ke |0.97/1.05 and 2.30/3.48 mg/kg
4izex/group; 0, 30, 100, |bw/day bwiday: No treatment-related
400, and 1600 ppm NCOAEL = 3.30/3.48 mg/kg  |findings
(equalt0 0,0.97,3.30, |bwiday 13.27713.98 mgikg bw/day:

13.27. and 5040 mg'kg
bw/day for males, and 0,
1.05,3.48,13.98, and
33.27 mg’kg bwiday for
feniates)

Increased hiver weight; hepatocyie
vacuolation (males only);
hepatocyte hypertrophy
20.40/33.27 mg'kg bw/day:
Pecreased body weight gain, food
intake and food efficiency;
increazed liver weight; hepatocyte
hypertrophy; increased alkaline
phosphatase; increased SGFT and
GGT (females only); decreased
total protein, albumin snd globulm
(females only); increazed
triglycerides {males only},
marginally decreased RBC count,
Hgb and HCT {females ondy)

{-vear dietary

Bog—DBeagle;

4izexfgroup; 0, 13, 130,
and 1260 ppm (equal to
0,054,52, aad 478
mgkg bwiday for males,
and 0,062, 52 and 464
mg'kg bw/day for
females).

LOAEL =47.8/46.4 mg/ikg
bu/day
NCAEL = 5.2 mgikg bu/day

0.54/0.62 and 5.2 mg'kg bw/day:
No adverse treatment-refated
effects

47.8/46.4 g’z bwiday:
Decreased body weight gain;
increased liver, thyroid and adrenal
weights; hepatocyte hyperiroply;
hepatocyie prgment; wcreased
alkaline phosphatase; decreased
total protein and albumin
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL

mg'kg bwiday

TARGET ORGANY
SIGNTFICANT
EFFECTS/COMDENTS

CHRONIC TOXICITY/ONCOGENICITY—TECHNICAL

T8-week dietary

Mcuse—CD-1 mice,
604sexigroup; @, 10, 200,
and 630 ppo for males
{equalto 0, 1.28, 26.28,
and 8526 mgke bwiday)
and 0, 10, 650, and 1300
ppm for femnles {equal
10 Q, 1.39, 104.64, and
208.84 mg'lg budday)

Chronic effecis

Males:

LEOAEL =26.2S mg’kg
bw/day

NCAEL =128 mgikg
bw/day

Females:

LQAEL = 10464 mg’ks
bw/day

NOAEL = 1.59 mgikg

bwday

Oucogenicity

Males: An increased
incidence of hepatocellular
carcinomas was noted at
85.26 mg/kg bwiday.
Females: An increased
incidence of hepatocellular
aderomas and combined
aderomas asd carcinomas
was noted at 208.84 mg/kg
bwiday

1.25/1.59 mg’kg bw/day: No
adverse treatment-related effects
26.28 mg'lkg bviday {males):
Iccseased Hver weight; hepatocyte
enlargement and vacuolizanon
85.26/104.64 mgikg bwiday:
Increased liver weight; enlarged
hvers {males only); Lepatocyte
enlargemert and vacuolizatior
208.84 mg'ke buiday (females):
Increazsed Hver weight; enlarged
livers; bepatocyie enlargement zad
vacuclization

2-year dietary

Rat—Spragve-Davley,
70/sex/group; &, 8, 80,
and 80C ppm {equal to 0,
0.30, 291, and 29 46
meg'kg bw/day for males
and 0, 638, 3.89_ and
4229 mgke bwiday for
females}

Clironic effecis

LOAFL =26.46/42 29 mgkg
bwiday

NOCAEL =2.91/3.89 mp/kg
bu/day

Oncogenicity

Males: An increased
incidence of thyroid follicular
cell adenomas and combined
thyroid follicular cefl
adencmas and carcinomas
was noted at 20 46 mg'kg
bwiday.

Females: No evidence of
treatmenf-refated
ocacogenicity

0.30:0.38 mg/kg bw/day and
2.91/3.89 mngikg bw/day: No
adverse treatment-related effects
29.46/42.29 mg/kg bw/day:
Decreased body weight zain (males
oaly); increased liver and il:yroid
weights; inereased cholesterol
{females); enlarged thyroids
{males); hepatocyte enlargement
and vacuolization; thyroid focal
cystic hyperplasia (males)
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STUDY SPECIES/STRAIN NOAEL and LOAEL TARGET ORGAN/
AND DOSES wmg'kg bw/day SIGNIFICANT
EFFECTS/COMMENTS
2-year Gietary; Male rats—Spragpe- Chronic effects 18.87 mg'kg bw/day: Decrenzed
supplementary Davley, 60fsexgroup; 0. |LOAEL =28 87 mgkg food efficiency; increased hver
study 800, and 1600 ppna bwiday weight; hepatocyte enlargement
(equalto 0, 2887 and |NOAEL could sot be and vacuolization; increased
62.07 mgikg bu/day) determined since there were |cholesterol
treatment-related findings at  |62.07 mg'kg bwiday: Decreased
both dose levels tested body weight gain; decreased food
efficiency; increased Hver weight;
Oncogenicify hepatocyte ealargement and
An increased incidence of vacuniization; thyroid follicular
thyroid folitcular cell cell hypertroply; increased
adencemas and combined cholesterol. (Decreased plasma
thyroid follicular ceil thyroxine, week 103; increased
adepomias and carcinomas TSH, weeks 85 and 103)
was noted at 62.07 mg/kyg
bwiday
STUDY SPECIES/STRAIN NOAEL and LOAEL TARGET ORGAN/

AXD DOSES

mgkg bw/day

SIGNIFICANT
EFFECTS/COMAMENTS

REPRODUCTIONDEVELOPMENTAL TOXICITY—TECHNICAL

Two-generaticn
dietary, cne hitter
per generation

Rat—CihCD BR,
25/sexfgroup; 0, 8, 80,

and SO0 ppm {ecual {o 0.

0.6, 5.8. and 61 3 my/ke

bw/iday for males, and 0,

0.6, 6.4, and 66.4 mg/kg
bw/day for femates)

Systewnic Toxiciry
LOAFT = §61.3/66.4 mgikg
bw/day
NOAEL=58/64mgkg
bufday

Reproductive toxicity
Afales:

LOAEL could not be
determined since there were
no treatment-related effects at

any dose level tested
NOAEL =61.3 mg/kg
bw/day

Females:

LOAEL = 66.4 mgikg bw'day
NOAEL = 6.4 mg/kg bw/day

Offspring toxicity
LOAEL =51.3/66.4 mgikg
bwiday

NOAEL = 58/6.4 mgkg
bwiday

0.6 mg/kg bw/day: No treatmert-
related effects

6.4 mng/kg bniday (females):
Slisbtly increased liver weight (P,
females only; son-adverse)
61.3/66.4 mg/kg bwiday:
Mortality (females only); decreased
body weight gain and foed intake;
increased hiver weight; increased
thyroid weight {malesY; increased
adrenal weight (females);
hepatocyte hypertrophy and
vacupolation; thyroid follicular cell
hypertrophy; hypertrephy of zona
glomervlosa of the adrenal (P,
females; P, males and females)

Males: No treatment-related
reproductive effect at auy dose
tevel tested

Females:

66.4 mg/kg bw/day: Decreased
number delivering; decreased litter
size; decrease in the number and
percentage of dams with ltveborn
pups; decreased gestation index;
increase in the number and
percenfage of dams with stillborn
pups; increase in number of litters
with no viable offspring (P, only)

61.3/66.4 mg'kg bw/day: Lower
pup viabulity; lower pup body
wetght
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STUDY SPECIESSATRAIN NOAEL and LOAEL TARGET ORGANY
AND DOSES mgilkg bwiday SIGNIFICANT
EFTECTS/COMMENTS
Teratogenicity Female raiz—Crl: CD Aaternal toxicity 30 mg'kg bwiday: No treatment-

oral gavage

BR, 23/group; 0,36, 75
or 150 mgkg ba’day.

LOAFL = 75 mg/'lg bwiday
NOAEL =30 mgl:g budsy

Developmental texicity
LOAFL =75 mg/'kg bwiday
NOAEL = 30 mg/kg bwiday

Teratogenicity

LOAFL could notbe
determined since there were
no ireatwentrelated findings
NOCAEL = 150 mg'kg bw/day

related effects

7% mng'kg bw/day: Alopecia; scant
feces: lower body weight and body
weight gain; lower comrecied body
weight and body weight gain;
Iower gravid uierus weight

150 mgikg bw/day: Alopecis;
scant feces; thin appearance; red
vaginal discharge; lower body
weight and body weight gain;
fower corrected body weight and
bodv werght gain; lower gravid
uterus weight

30 ing kg baw/day: No treatment-
related effect

75 mg'kig bw/day: Decreased
aamber of live fetises; increased
post-implantation loss; increase m
partially or unos:ified sterrcbrae
150 mg'kg bw/day: Decreased
number of live fetuses; increased
post-implantation loss; incresse in
razorpiions; lower feial body
weight; increase in rudimentary
14* ribs; increase in partially or
unosstffed sternebrae; inerease in
partially of nnoszsified pubes

No treatment-related teratogenic
effects were noted at any dose level
tested
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STUDY SPECIES/STRAIN NOAEL and LOAEL TARGET ORGAN/
AND DOSES mgikg bwiday SIGNIFICANT
EFFECTS/CONMDIENTS
Teratogenicity Female rabbits—NZW, |AMaternal toxicity 10 ma/kg bw/day: No treatment-
oral gavage 20fgroup; 0, 10, 30, and |LOAEL = 30 mgfke bwv/day  |related effects
60 mgkg bwiday. NOAEL = il mgikg twiday |30 mgkg bw/day: Decreased food

Developmental toxicity
LOAEL = 60 mg'kg bw/day
NOAEL = 30 mgike bwiday

Teratogenicity

LOAEL could not be
determined since there were
no treatment-refated findings
NOAEL =30 mgkg bwiday

intale; acorexia; soft or scant feces
68 mg'kg bw/day: Mortality; loss
in body weiglt; decreased food
intake; abertions; anorexia aod soft
or scant to no feces; red discharge

16 and 30 mmg/ks bw/day: No
treatment-related effects

60 mg'kg bw/day: Abortions and
total rezorption of liters {increased
post-implantation foss}

No freatment-related teratogenic
effects were noted at any dose level
tested.

NOTE: A meavingful evahiation
of soft tissue, visceral, of skeletal
effects eould not be conducted in
the 60 mgkp bwiday group
{maternally toxic dose level) sinee
caly caoe lifter was produced.

MUTAGENICITY—TECHNICAL

STUDY SPECIES/STRAIN DOSES EMPLOYED SIGNTFICANT
or CELL TYPE EFFECTS/CONMMENTS
Baciflus subkilis, |B. subnlis, strains H17 623, 1250, 2500, 5000, Negative
mammalian {rec+) and M43 (rec-) 10 000, and 50 000 ug/40
acttvation pLplate, = 89
recombination
fepair assay
8. Avphimurium, S. hiphimuriiin— Assay 1: 50, 200, 500, 2000, Negative
mammalian TA 98, TA 100.TA and 5000 ug/plate, + 89
activation gepe 1535 and TA 1337 Assay 2: 30, 50, 90, 160, and
mutation assay 300 yg'plate for strains
TA100, TA1535, and
TA1537,£89
S. hiphimurium, S typhimurium— Assay 1: 20, 50, 2060, 500, Negafive

TA9S, TAI0, TA
1335, and TA 1537

mammalian
activation gene
mutation assay

and 2000 pgiplate, = 59
Assay 2: 160, 300, 500, 900,
and 1600 yglplate, + 59;

30, 50, 90, 160, and 300
fefplate,

-S9
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STUDY

SPECIES/STRAIN
or CELL TYPE

DOSES EMPLOYED

SIGNIFICANT
EFFECTS'CONMMENTS

S. fvphimurium, S, fyphimerivm— Assay I: 3G, 200, 300, 2¢00, Negative.
wammatian TA 98, TA 100, TA and 5000 ugiplate, = S9
activation gere 1535 and TA 1537 Assay 2: 30, 30, 00, 160, and
mutartion assay 300 pg'plate for strains
TA1535and TA1537, =83,
0.2.0.5,2, 5, and 20 pgiplate
for strain TA9S, = 89
160, 300, 500, 900, acd 1600
yigfplate for strain TA100, =
59
E ccli, Escherichia esli, strain [156.25, 3125, 623, 1250, Negative
mammalian WP2uviA 2509 and 3000 ugplate, = S9
activation gere
mutation assay
Gene muiation Chirese Ham:ter Ovary |[Assay L: 10, 20, 30, 40, and Negative
assay (CHO) cells 50 pg/mk., -S9O
10, 35, 45, and 60 pg/ml., +
59
Assay 2: 15,20, 25, 30, 35,
and 40 pg/mi.. -S9
30, 40, 45, 50, 55, and 60
fg/ml, +59
Gene mutation CHO cells 0,3, 5, 10, 20, and 30 pgimi ., Negative

Aszay

=59

Micronucleus Rat bone marrow cells |0 (vehicle contrel), 6.35, Negative
as.dy, 11 vivo 1.25, a0d 2.5 g'kg bw, 15
1315 5eX/group
Unscheduled Rat Primary Hepatocytes [2.5.5.0,7.5, 10.0, 12.5, and Negative
DNA Synthesis 150 pg/ml
MUTAGENICITY—RH-11929
S. fyphimurium, S. hphimwium— 0, 15625, 312 5, 625, 1250, Negative
mammalian TA 98, TA 100, TA 2500, and 5000 pgiplate, =
activation gepe 1535, and TA 1337 S9
mutation assay
MUTAGENICITY—RH-11930
S. fyphimurium, 8 hphimurim— 0, 31.25, 625, 125, 250, 500, Negative

mammalian
activation gene
nmmiation assay

TA9S TA 100, TA
1535 and TA 1537

and 1001} pefplate for strains
TAI00 TA1535,aad TA
1537, £ 59

0, 156.25, 3125, 625, 1250,
2560, and 5000 pgiplate for
strain TA98, £ 59

890




STUDY

SPECIES/STRAIN
or CELL TYPE

DOSES ENPLOYED

SIGNIFICANT
EFFECTS/COADNENTS

SPECIAL STUDIES—TECHNICAL

Hepatic effects, 4-

Female mice—CD-1,

Liver effecis:

Aficer

week feeding 10/sexigroup; 0. 20, 60, |LOAEL = 20 ppm (equal to | 5.2 and 13.6 mng/kg bwiday: No
study 180, and 1300 ppm 47.4 mgkg bw/day) treatment-related effects
{equal to 0,352, 13.8, NCAEL = 60 ppm (equal fo  |47.4 mg'kg bw/day: | cytochrome
474, and 3236 mglg |13.6 megke bw/day) P,y (CYP2B); | PROD activity.
taiday) 323.6 mg'kg bw/day and
phenobarbital: Increased liver
Positive control weight; liver histopathology;
phencbarbital, 230.0 hepstoryte proliferation {week |
mg/kg bu/day cnly); 1 cytochrome P, (CYP2B);
1 cytockrome by; 1 FROD activity
Male rats—Cil:CD BR, Rats:
10/sex/group, 0 or 1600 120.8 mg'kg bu/day and
ppa {equal to 0 and phenobarbital: Increased liver
136.0 mglg bw/day) weight; liver histopatheology; |
cytochrome Py, (CYP2B); |
Positive control cytochrome tby; | PROD activity.
phenobarbital, 86.9
mpkg bw/day Afrer a 6-week recovery peried:
Complete reversibility for alf noted
effects 1n mice and rats related to
treatment with RH-7392 and
phencharbital
Thyroid fonction  [Male rats—Csl: CD BR, |Thyroid function: 0.6 mg/kg bwiday: No treatment-
and hepatic 10-20/group; 0, 8, 800, |LOAEL = 579 mglkg related effects
clearance of 1600, and 3200 ppm bwiday 57.9 mg'kg bwiday: Increased
thyroxine, 13- (approximately’ equal to |NOAEL = 0.6 mgkg bwiday |liver aod thyroid weights;
weel: feeding 0,0.6,57.9,1159 and hyperplasia‘hypertrophy of thyroid
study 2312 mg'kz bwiday). follicular cells; T TSH (wk 4)
[" mgikg bw/day 1139 mg'kg bwiday: Decreased

determinations are
approximate since values
were calculated from
data obtaired from study
weeks ¥, 2,3, 4,5, 8, and
13 only.]

body weight gain; increased Hver
and thyroid weights;
hyperplasia‘hypertrophy of thyroid
follicular cells; | TSH (wk4); | T,
(wk 13)

2312 mg'kg bw/day: Decreated
body weight gain; increased liver
and thyroid weights;
hyperplasiathypertropby of thyroid
follicular cells; | TSH (wk 4 and
13); | Ty(wk 4 and 13); 1Ty (wk
4); 1 biliary excretion of T,

Afrer a 9-week recovery period:
Complete reversibility for all noted
effects in rats related to freatment
with RH-7592 and phenobarbital
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Recommendation for ADI: 0.0128 mg/ig bwiday, ba:ed on the lowest NOAEL of 1.28 mgkg bwiday i the
mouse oncogenicity study. and veing a 100-fold =afety factor. This provides a margin of safety (MOS) of 500x for
reproductive taxicity.

Recommendation for ARD: For females 13+ years: 0.10 mg/kg bwuiday, based oo the lowest NOAEL of 30
mglg bw'day in rhe rat and rabbit teratology studies, and wsing a 200-fold urcertainty factor. This is baced oc the
standard upcertainty factor of 1¢0 with an additional 3-fold uuncertainty factor due to the severity of the
toxicological endpoint, i.e., increazed postimplantation lozs and a decrease in the rumber of live fetuses/litter.

There iz no indication of increased susceptibility of rai or rabhif fetuses to in ufero andfor pestaatal exposure (u
the developmental acd reproductive toxicity studies.

Carecinogenicity: There was evidence of oncogenic/ecarcinogenic potectial of fenbucorazole in rodenis. For sats,
there was an increazed cecursence of thyroid follicular cell benign tumours and combined thyroid follicular cell
beniga and’/or malignant mmours in males (28.87 mgfhkg b day). For mice, this was based on the occurrence of
an increased trend for malignant liver (vniours in prates (85.26 mgikg bu/day) and an increase in benigo liver
tumounrs and combined beniga and‘or malignant liver tumours in females (208.84 mg kg s day). The proposed
mechanistic pathway for the thyroid tumours 1n rats was sctertifically supported by sound meckanistic datfa, e,
prolonged :timulatica of the thyroid by TSH lead: fo chronic follicular hypertrophy/hyperplasia, progressing to
follicular peoplasia of the thyreid. However, the proposed mechanistic pathrway for the liver tumours in mice did
not provide a convineirg hypothesis. The 10 vitro aud im wivo mutagemcity assays yielded gegative results for
genotoxic potential. It is therefore recommended that, for the purpose of risk characterization, a low-doze
extrapolation madal be applied for human risk (Q.*), based on the induction of liver carcinomas i male mice,
Tke Q,* for fenbuconazole is 1.54 x 107 (mgkg bw/day) ™ in heman equivalents.
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497 Tzl ~FHIF

Health Canada

(P-C-497-1)

Proposed Regulatory Decision Document. Fenhexamid. PRDD2003-04 (2003)

Table 1 Summary of the toxicity studies with fenhexamid
STUDY SPECTES/STRAIN AND |LD,/LCq, LOAEL (mg ke tw. dsy TARGET

DOSES

NOAEL imakg bviday)

ORGANSBIGNTEICANT
EFFECTS/CONMNMNENTS

ACUTE STUDIES—TECHNICAL

Ogral Rat—Wistar, 5ex, LD~ 5000 mg'ke bw LOW ACUTE TOXICITY
5000 mgke bw

Dermal Rat—Wistar, 5/sex, LDy> 5000 mg'kg bw LOW ACUTE TOXICITY
5000 mgkg bw

Inlialation Rat—Wistar, 3/sex, LGy 5.057 mp/L LOW ACUTE TOXICITY
5.057 mg/L (dust)

Skin Irritation | Rabbit—NZW, 3 females, |PIS=0 NON IRRITATING
0.5 g dose

Eye Imitation Rabbit—NZW, 3 females, |MAS =0 NON IRRITATING
0.1 mL dose

Skin Guines pig (BorzDHPW) NOT A SENSITIZER

Sensitization 500 mg test material

{Buebler administered for induction

method) and chaHeage

ACUTE STUDIES—FORMULATION ZLEVATE 30 WDG Funzicide

2000 mg'kg bw

Oral Rat—Wistar, 5isex, LDy 2000 mefks bw Clinical obzervations of soft feces in
2000 mgke bw 3fratsfzex at 5 hours post-treatment
with recovery by day 1.
LOW ACUTE TOXICITY
Dermal Rat—Wistar, Sicex, LDy 2000 me kg bw No chinieal sigos of toxicify.

LOW ACUTE TOXICITY

893




STLDY

SPECIES/STRAIN AND
DOSES

LD: LCy
NOAEL img kg bardav

LOAEL img kg to deviy TARGET
ORGAN/SIGNIFICANT
EFFECTSCOMMENTS

Inhalation

Skein Foritation

Rabbit-—NZW, 3 females,
0.5 g dose

PIS=13

Waiver of the requirement of the
submussion of an acnee ichaiation
study with Elevate 50 'WDG
Fungicide.

LOW ACUTE TOXECITY

Ob-ervation of slight-to-moderate
erythema acd slight edema e 3/3
rabbifs with clearing by davs 7 (2/3)
and 14 (all animals).

SLIGHTLY IRRITATING

Eye Irsfation

Rabbit—NZW, 0.1 mL
Joue; 3 females

MAR=10

Minimal cenjunctival irritation
{eryihema, chemosis) which was fully
reversible witkin 7 days.
MINDMALLY IRRITATING

Skin
Sen:itization
(QModified
Buehler
metkod)

Gutnea pig—Hed Win:
DH (previously termed
Bor:DHPW)
Admivistered as paste for
induciton and 5% for
challenge.

NOT A SENSITIZER

SUBCHRONIC TOXICITY—ORAL STUDIES

90-day dietary

Mousa—B6C3F1
10/sexigroup,

0, 106G, 1600 acd

10 900 ppm

{0, 26.5,266.5 or 3283.5
mg/kg/day in males and 0,
516,453 90r

51311 mg'kgidayin
females)

NCAFEL = 1000 ppau
{266.6:453.9 mgikg/day i
malezfeqiales.

LOAEL = 106 000 ppm; ? serum
chotesterol, bilirebin and creatinine,
| kidpey weights; * water and food
consumption {males} : food
efficiency (males); renal effects and
marginal alterations of Liver functicn
{} serun cholesterol, bilisubin, |
ASAT, ALAT), marginal 1 in liver
wveights and { glycogen content of
hepatocyfes (males).

4-week dietary

Rat—Wistar,
10/sexfgroup,

0, 160,300 or
1000 mgkgiday

NOAEL = 1000 wmgrkg/day

No treatment-related effects at any
dose level tested.

56-day oral
bioavailability
study

Rat—Wistar, }0/sex/group
0, 1000, 53000, 10 000,
15 000 or 20 000 ppm
(57.5,284.7,575.7, 943 8,
and 1217.1 mg/kgfday for
males and 78.0, 407.1,
896.5, 1492.5 and 1896.7
mglgiday for females)

Saturation in intestinal absorption
achieved in males at 944 to 1217
mg'lg/dav. Not ackieved in females
at 1897 mg-'kg'day.
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STUDY SPECIES/STRAIN AND |LD./LC;, LOAEL img kg b davi TARGET
DOSES NOAEL {mgeg burday) ORGANSIGNIFICANT
EFFECTS/COMMENTS
90-day dietary  |Rat—Wistar,10/sex/group |[NOAEL = 5000 ppm No clinical signs'mertalities.
0, 2500, 5000, 10 000 or |{415 mg/kg/day) in males LOAEL (males) = 10 000 ppm; {bw
20000 ppm (0, 202, 415, |and 10 000 ppey (1132 and bwg, | food consmmption, | food
904, and 1904 mg'kg/day |mglkp/day) in females. efficiency, | ALAT.
for males and 0, 270, 549, LOAEL (females) = 26 600 ppm; 1
1132 and 2824 mg'kpiday foed consumgption, | food effictency,
for femates) i Hiver weights with liver
hiztopathology (Kupffer cell
proliferation and altered hepatocyte
maorphology).
90-day dietary  |Pog—Beagle; NOAEL = 1000 ppm No compound-related effects on
4/sexigroup; (33.9/37.0 mg/kg/day for meortality, clinical signs, clinical tests

0, 1000, 7000 or 50 000
ppx {339, 2391 or
17477 mgik-giday for
males and 37.0, 261 0 or
1866.2 mgirgiday for
females).

males and females)

(ECG, heart rate, blood pressure,
pulse, reflexes, body temperature),
ophthalmoscopic examinations, body
weight, food consumption, urinalysis,
or gro:s and histolegic pathology
including liver Hissue enzyine
anafysis.

LOAEL = 7800 ppn; significant |
Heinz bodies =7E. At 50 060 ppm,
effects seen in other hematology
parametess {decreased RBC, Hb and
Hct} 20d may indicate the potential of
KBR 2738 to induce Heinz body
anemia in Beagle dogs.

l-year dietary

Dog—Beagle;
4/zex/group;

0, 500, 3500 or

25 000 ppm (0. 17 4,
124.5 or 917.8 mg/kgiday
for males ; 0, 192, 1327
or 947.1 mgikg/day for
females)

NCAEL =300 ppm
(17.4/19.2 mgikgiday for
males/females).

No compound-related effects on
mortality, clinical signs, clinteal tesfs
(ECG, heart tate, blood pressure,
pulse, reflexes, body temperature),
ophthalmoscopic exanunations,
clirical chemstry, urinalvsis, or gross
pathology.

LOAEL = 3500 ppm; | in RBC, Hb
and Het apd on significant | in Heinz
bodies 1a both sexes; | adrenal
wetght in females with
intracytoplazmic vacuoles tn the
adrepal corfex of 3/4 females; At

25 000 ppav: | bwg (both sexes), §
food consumption (females) more
pronounced treatment-related effects
seen in bematology parameters in
both sexes (decreased RBC, Hb, Het,
increased Heinz bodies) acd may
indicate ibe potential of KBR 2738 to
induce Heinz body anemia in Beagle
dogs.
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STUDY

SPECIES:STRAIN AND
DOSES

LD LCy
NOAFT vmg kg o dzyy

LOAEL img kg tvdav i TARGET
ORGAN/SIGNIFICANT
EFFECTS/CONMMENTS

SUBCHRONIC TOXICITY—INHALATION AND DERMAL STUDIES

S-day
tnhalation

Rat—Wistar, 10.sex/zroop
0,118,977 0r 10926
mg/m’ in air for 6 hours
per day for a fotal of

5 days

NOAEL = 97.7 mg'nd’
{0.08S mg L}

No compound-gelafed effects 1
mortality, chinteal signs, body
weights, hemaiclogy or clinical
chenustry parameters.
Histopathological examiration of
tizsues was not performed.
LOAEL =1092.6 wmg/m®;
observaticns of macroscopic grey
colouraticn of the fungz and
marginally incressed lung weights.

21-day denual

Rabbit—NZW, Sisex,
1000 mgig bwday
(limit doze)

NQAEL = 1000 mg/kg/day

No skin irritation was observed in
any wreated animals. No effects ca
clirical signs, body weight, food
coasumption, hematology, clinicat
chemiztiy, organ weights, gross or
bistolegic pathology.

CHRONIC TOXICITY/ONCOGENICITY

18-month
feeding

Mouze—B6C3F1,
507sex/group,

0. 800, 2400 or 7000 ppm
(0,247.4, 807 4 or
2354 8 mgkg/day for
makes, and 0, 364.8,
1054.5 or

3178.2 mg/kgday for
females) for (wo years.
10 micefsex/dose were
assigned for the luterim
sacrifice at 52 weeks.

Chronic effects

Males, NOAEL = 80C gpm
(247 .4 mg/kgiday)
Femiales, NGAEL = 2400
pmx (10545 mzskgiday)

Oucogeniciry

Males, NCGAEL = 7001 ppm
{2354 mg/kgiday)

Fewmales, NOAEL =

7000 ppm1 (3178 mgorlkgiday)

No componed-related effects on
svivival, clinical signs, body weight,
food consumption, hematology or
gross pathology.

LOAEL for males = 2400 ppun;

i kidney weights and : in sex-
specific vacuolation of the proximal
tubules in the kidneys (7). At 7000
ppma (LOAEL for females) : buibag
(&), significantly | water
coasumption (V8. 1 serum
creatinine, biltrubin and albovua {59,
i Yaduey weights (3, renal
bistopatholegy (1 incideace of
basophilic cortical tubules in ¥;
chronte renal dizease in o).

KBR 2738 15 non-oacogenic in mice
at dozes up to and including 7000
ppm. (Mo treatment-related increase
in fumour incidence, fumour
spectrum or latency when compared
with controls.)
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STUDY

SPECIES/STRAIN AND
DOSES

LD LG
NOAEL (mgikg busday)

LOAEL img'kg bw:davy TARGET
ORGANSSIGNIFICANT
EFFECTS/COMALENTS

2-year feeding

Rat—Wistar,

0, 560, 5000 or

200 000 ppe (0, 28, 292 or
1280 mgkgiday for

mnles, and 0, 40, 413, or

2067 mgkg/day for
females)

Chronic effects

NGAEL = 300 ppm.
(28740 mg'kg/day for
males/females).

Oncogenicity

NCAEL = 20000 ppm
(128072067 mgikg day for
males/females)

Svrvival was not affeeted.

LOAEL (chroenic foxizity =

£000 ppm) | bwg and food
efficiency in 2, i food consumption
in 2:1 inridence of cecal mucosal
byperplasia in &, | celinlarity
{byvperplasia) of the bene marrow in
€ splenic extramedullary
hematopotesis im o~

At 20000 ppm: 1 food consumption,
{ numbers of circulating
reticulocytes, enlarged spleens
chzerved macroscopically, | splemc
weights {<72) and thyroid colloid
alterations {(<¥£). KBR 2738 is pon-
oncogenic at doses up to and
inchuding 20 000 ppm. At the doses
fested, there vas no treatmient-relafed
increase in tumour incidence, tumour
spectrum of latency when compared
with controls.
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STUDY

SPECIES/STRAIN AND
DOSES

LD LCy
NOAEL img kg »w-dax

LOAEL img g to daviyTARGET
ORGAN/SIGNTFICANT
EXTECTS/COMMENTS

REPRODUCTIONDEVELCQPMENTAL TOXICITY

Two-
generaticn,
{1 litter/gen.}

Rat—S5D, 3¢5exigroup,
0, 100, 5CC, 3000 or

20 000 ppm {0, 7.6.38.2,
406 or 1814 mg igiday
for males and 0, 9.0, 44 §,
477 or 2043 mg'ke/day
for females)

Systemic effects

Parental NOAEL = 500 ppmy
38.2/44 8 mgl:giday)

Neonatal NOAEL veas 500

ppm (38.2/44 8 mngkgiday)

Reproductive effects

WOAEL = 20000 ppax
(1814 mg kg buid <
2043 mzkg bwdd §)

Parental LOAEL = S00( ppm;
minimal § clinical cheristry
parameters (ALP io ¢F and GGT i
£): organ weight changes (! liver
and kidrey weight 10 o'} in the
absence of associated
grosshistepathology. Adéinonally at
20000 ppm in B'F,; parents:

| pre-mating body weights (o),

{ b during gestation and lactation,
significantly * food consumption in
P< and F, parents) during pre-
matng; ¥ clivical chemistry
parameters (urea vitrogen and
creatiune in ¥%), I GGT in

{ Iidoey weiglts in P females.

Neenatal LOAEL = 3000 ppm,

L bwof F, and F, pups on lactaticn
days 7to21. At 20 000 ppmn: 1 #
deaths pups (pozt-weaning F, pups
selected to be F, parents atfributed to
small size at weaning.)

No reproductive effects were noted at
any dose level tested.

Teratogenicity
(gavage)

Rat—SD_ 36/group,
0 and 1000 (1044) merks
widay

Aaternal toxicity
NOAEL < 1044 mg/kpiday

Developmental toxicity
NOAEL = 1044 mg/kg/day
(limst doze)

LOAEL (marernal toxicity) =
1034 mg'kg/day; | bwg during
gestation days 6-16; : food
consvmption duricg gestafion
days 6-11.

KBR 2738 was not embryotoxic,
fetotoxic or teratogemc at a dose of
1044 mgfkg/day (the highest dose
tested).
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STUDY SPECIES/STRAIN AND (LD L 4 LOAFL (mgkg bordsy W TARGET
DOSES NOAEL img'kg ovr dav) ORGANSIGNIFICANT
EFFECTS/COMMENTS
Teratogeaicity  |Rabbit—Ruszian rabbits | Maternal toxicity LOAEL (maternal toxicity) =
{gavaze)} (CHBB-HM), 16/gronp, [NOAEL =100 agkg/day  |300 wng/kgiday based on alterations
G, 100, 350G ot of excretory products {dizcolored
100G mgzkg/day Pevelopmental toxicicy urine, smail seybala), ¢ bwg and feed
NOAEL = 300 mgkgiday  |consomption (during the first week of
the treatment period), | placeatal
KBR 2738 waz not weights.
teratogenic up to and LOAEL for developmental texicity
inchiding 1600 mg'kg/day, |=1000 mghke/day; marginally
the 1imit doze. | male fetal body weights, delayed
ossification (5 sternat and 15%
caudal vertebrae). All effecis on
intravterine development were
cogrelated with maternal toxieity.
NEUROTOXICITY
Oral Rat—Wistar, 12/sex/dose |NOAEL in males = LOAFEL in males = 2000 mg'kg
{zavage) 0, 200, 630 or 2000 mekg | 630 mgks based on marginal aci:te toxicity as
via single oral dose NOAEL in feales = evidenced by the lower body
2000 mgfkg temperatures(colonic) in one male on
the day of treatment {day 0}, but
which reverted to normal by day 7.
FOB not affected 10 females.
MUTAGENICITY
STUDY SPECIES/STRAIN or  |DOSES EMPLOYED SIGNIFICANT
CELL TYPE EFFECTS/COMMENTS
Salmonslia S iyphimurium— 0,625, 125, 250, 500, Negative
Ames Assay, TA 1535, TA 1537, TA  |1000, 2000 or 5000 pg/plate
n witro 98 and TA 100 (- 59)
Mammalian CHO cells 6,30 and 150 pg/ml in the Negative
cell gene absence of and 2, 20 and
mutation assay, 120 pg/ml io the presence
in vitro of 89 metabolic activation
Chromosomal Chinese hamster lung 0, 25, 50, 75, 100, 135, and Negative
4534y, in vitro fibroblasts (HGPRT 150 pp/mlL.
focus)
UDS, in vitro Rat hepatocytes 2.5,5.0,10.0,150,36.0 and Negative
40.0 pg/ml
Mammatian Mouse—NMRI 750 mg/kg bw with sacrifice Negative
cytogenetics at 16, 24 and 48 hours after
{micronuciens} dosing
as:ay., i vivo
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Health Canada

(P-C-5178-1)

Regulatory Note. Fluazinam. REG2003-12 (2003)

Table 4 Teoxicology
STUDY and ARID SPECIES STRAIN AND NOAEL and LOAFL TARGET ORCANSICNIFICANT EFFECTS
DOSES me'be hwiday CONDIENTS

ACUTE STUDIES

Oral 953% SDrars, 25,32 40 |LD, =43 gkgbw 502%z- 45 2, 4/5 ¢ died
and 3 gz baw, Sfsex dose combinad 40 kg~ 145 2, 35 2 died
4.5 ke bw ‘ug:.. ofa’lmmmzlb:v cariEge, aonornal gait, lethargy,
241 ekzbs ateda, pallor of extremites, piloemection, and du:ﬂu.ea.
Cral 97.5%, CDrats, 500 mgkz | LDy, = 3000 mgkgbw 155 2, 145 ¢ died
tw, Sfoex Low Texcity Signs of decreaned actiity, bunched posture,
pileerection, wmgroomed condidon, and ataxia
Deacedax: showved gasping, hair foss, pigmented stainins
of zmout.
One demhthxidzskp:mtztefud ou the fhyar.s.
Dermal 38.5%, CD rars, 2 gkg by, LDy =20 mpkebw | No mortzhity, zo chimes! mgns
Shoex Low Toxicity One mala bsd a <Lightly enlarzed carvical vmpk node.
Intalztion 98.5%, SD rats, 6.309, 0407, |LC,, # =043zl 0309 mzE — 410 X, 1710 ¢ died
532 m 063 mp 2 =0476mzL 0407 me/l ~ 4710 &~ 4 10 ¢ died
10“ex/dose Moderate Toxicity 6.532 mef. — 710 = 5410 2 died
0.653 mzE ~ 510 2, 9410 £ died
Siges of decreased activity and respiratory wate, doudy
eves, gasping, end aboormal bresthivg sounds.
All treated rats showed sSgnificant weight los, but
secovered by day 14
Both sexes showed hyperennia and hemorrhage i the
fumps and white foam in the trachea.
WARNING—POISON.
Skin Liritation. 97.9% NZW rabbits, 0.5 g, |Mean 244482 k= Shght anfant
Yome 0.8:80
EyeImtation 979% NZWrabbits 0.1l |Mean34/4872 b= Exfreme writart.
3oz 289/1 10, prmistence of | DANGER—CORROSIVE TOEYES,
corneat opacity through 21
days.

901




STUDY and NFID SFECIESSTRAIN AND NOQAFE and LDAFL TARGET ORCGAN SIGNTFICANT EFFECTS
DOSES wg ke b day CONDIENTS
Skan Sepatizzgon 100%, Hartley ganea pies, 0.4 | Control—210 very zight |Nen-sensitizar.
{fodifiad Bueh =} mE/azizaal 20'cax 1o fest ervthema
goup, 10 ex ineachcontrol | Test—8/ 20 wery icht
eroup, vehicle 0% ethanol in | erythema
dejopized waisr, induction and
chxllanes at 100% a1
Skin Sepsitization 95 7%, Ha'ey muipea pigs, Contyol—Y 13 very saghi | Potential $lin Sen-itzer.
(odified Buehles} 0.4 ml/ammal, 2075es 1mtest | erythenss
eroxp, 10 Zex imeach cortro! | Teste520 vary light,
10w, vehicle progylere 12020 25g0,
gyec), indurtion at 50% 31, | moderste ervthema
challange at 30°% 28

Adlegro S0UF Agricultural Fungicide—Acute toxicity da

13

STUDY TEST MATERIAL: TEST
SPECIES STRAIN AND

DO3ES

1D, mg kg bw day
ILC, mel
ACUTE TOX

EXNDPOINTS

TARGET ORGANSIGNTFICANT EFFECTS
CONDMENTS

Note: Al studies were conducted with a fest material identified as Fluazinam SOCF; the test material 15 chencically identical
to Allegzo SGOF. Thus, the acute toxicity data are accepiable for the suppert of the registration application of Allegro 530F

Agncultural Furgicide.

Oral—sgat Fluazinam SHMF LDy, mortaline no deatss
rat, Sprapne-Davdey 208D | 23 = 5000 wigkg b clinical zigns: zoft faces and anogenital staming,
BAD; Sex { activity; 21l normal by dav §
}900 _-glm bw: all zained weight
gross pathologe: 2o abnormalinas
Lo toxicity
Derrza—aabbit Fluazinam S40F LDy, #2 » 2000 mzks  |po mortality, no efferts on clizdeal signs b, or srozs
rabbit, New Zealand White; b pathology af termunal sacrfice
Sluex darmeal effects: moderste to well-definad ervihema
230 mz kg ey shighs fo modarate edernz; desquamation; lasting
for most of obsenaion peniad
Low texicify
T=balafion—eat Fluazinam sHF MDD =32 pm; po myortality, no effects on b and gro:s pathology
4k whole body exposioe | =t SoreneDanlay 66 and 56% aoem'c& part- | clivical signs durie g exposure: moisture croplets on body
5 axigronp ces <7 and 4 um, fur
8. 2.64 mg/L (zotaal) recoactroaly post-exposure: orange starirg fir
8, 25.6 mz. (nominat) IC, . 22»268{mel Low texicity
Fluazipam S6F AMAD =102 um; no mortality, mo effectz on zZro:2 pathology
rat, SorzgueDawiey 31 and T asrosol perticle | cifmicsl migms domg exponure: partial eye cloaure,
Sexigroup =6 and I um, respectively | salivabion, exaggerated rezpuation
{3, 1.03 mzL {actual) LGy, 7= » 103 meL post-ExposIre: noisy respraticn, orange stuised fur
0, 2% mg/L {nomunal} bt gvzmd.zmgweel.i namal thasaafier
Low texicity
Eiye imifation—rabbat Floazinum SHF Mugeummean soore 2t | vo-carnezl or midal effcts
rzbbit, New Zsaland Whits; 24k="77110 conjunctiva: redness, chemonts, avd'or discharge
Yoex wagn inTitaion soores:
0.1 mlL at1-2,24,48, b andd4=73,77,60,1.7, and &
{madiromm = 110), respectrvely
Minimally izTitating
Skin irritation (4 B)— Fluazinam S0OF Mpmsnin sesm seore = | 2k rezetion: wall-defined to moderate envthema
rabbit r=bbit, New Zaaland White, 5.0'8at 2448 h; very zight fo slight edema; desquamation
Yoex primary Arifabon indsx = | mean imitation scores {maximom = 8 2t 4.5, k24, 48,
O35mL 458 72hasdd4,3,6.7,8,9 10, 11 12 13, ¥—3.9, 50
50,40, 2_,._1,2}3 18 20, 20, 24, 20 15,2020,
recpectively
Afoderately irritating
WARNING—SRINIRRITANT
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STUDY TEST MATERIAL; TEST | LDy, ms'lg bwi'day TARGET ORGANSRIGNIFICANT EFFECTS
SPECIESSTRAIN AND I1C, mezL CONDENTS
DOSES ACTTE TOX
ENDPOINTS
Derzal sencinzstion— | Fluazinam S§OF imduction- 3, 1Ak wise indurdions: prozresaively more severs reacion
Zinea Pig pinea piz, Hariley, undihited fornzalation affer surcessive industion apphcations
{Buehler test) 10 sex’proup chaflenge: I, mate 30%% challenge more fast amimal- respondad:
test maive, posifive 3quecus presamtion FESDOnSR Was e nroacunoad 1 test arirads
Potential zlin senzigzer
SHORT TERM
4-wedl: dretary 96.3%, CD{SDrats, 0, 10, 30, [WOAEE ) ppm (5.1 250 pom
230, 3900 pomy, 1Gizanidose  |mgkeld mmater snd 5.3 | | bavz, food commmption .
(0,18,51, 264, Wl mztzd |in famales)y 1 totat cholestercl, rel bver weizht 2.
&0, 11, 33,235.300 %) LOAFL 256 ppm (26.4 1 total cholextarol, periacnar hyperwophy =%
oopke/d tn pates and 239 | 3000 poim
in fernalec} i bwg, food conmmuption & axd 2.
{ serum phosphalipid, tossl cholasderc], abs and ret lrver
waighis  and 2.
1 sizgle.cell necrozis 5.
{ perracimzr hypertrophy o
I0day diekry 98.5%, SDwats 0,2, 10, 30, |WOAEE M) ppmr (3.8 1 relafive ver weight - (nithin hist entel)
500 ppn, 1awdora me’kgid immaias and 43 | | absolute hing weight $ (within hist entrl), relative hmg
{0,0.15,877, 5.8, 38 mgke'd |in formles) weight § 25%
2,0 017 086 43 44 3) LOATL 500 ppm (38 azd | 1 abs and rel wieras weighs %
4 rgkeld) | pertacinar hepatocyte npertrophy and simvoidal
chropie mflammstion o
-day dietary 9B 5%, CDrats, 0, 500 ppm, |LOAEL 300 pp= (376 1 relative iver weight dming feeding phans (1296 &,
nop-guidelioe 10%ex/dose. Another meke/d in myfes and 44.7 | 15% %) and penizcirar Invpertvopty (o 2l males. These
10'vexidone given same before | in fenales) affects were reversible after 4 weels of non-dozing.
2 $-week racovery phase.
90-day dietary 48 5%, Beagles 0, 1, 10, 100 |WOAEL 10 metkg/d Retinal effects (24 ght bvper-reflection, motiling of tapetal
me'keid, 4'sexicoce LOAFL 100mzLefd fim&.o) %
t Serum plasms alk phos levels 3
| abs and rel hves wesght '8
Hepatic coazulaiive necrosts #'%
Slight to nodaraia tile cict hyperplacia &8
Posmble | mwihute paaiter vacuolshon
madedtiacem i 4, 3 2.
Ii-week dietary foreye | 95.0% and 98.1%, Beagles 6, | LOAFE 200/150mgke/d |Loosefiqud feces, voarting, nappetance, exce
effects 200130 me'ks budd, 6 {36 whsren ) salivation vasoditation.
males 'dose | body warghts Q7%)
Effacts an eves in previcus study were not repeated.
Browe gramilanity of the tapetal fimdas was seen intwo
treatad aninmals, bt aoly o2 very shght desres.
21-day darmal 98.0%, CD ks, 0, £0, 100,  |WNOAFL 100mzied 1600 mgisd
1000 mg kafd, 10/ <ex'doce LOAEL 1900 mekeg/d 1wz (3950
t Abs Hver wesght % {F7-26%0), rel liver weight
{27-30%), AST ard cholestern], periacinar
hapstocelular iy pertrophy.
Acanthosis, dermatitiz, seabs, avd wleeration were notad
F1 L9
100 mzk=td

1 AST and cholesterol 2~-Not conidered adver-e
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STIDY

TEST MATERIAL; TEST
SPECIESSTRAIN AND
DO3ES

LD, g kg b day
L, meL
ACUTE TOX
ENDPOINTS

TARGET ORGAN SICNTFICANT EFFECTS
COAMDENTS

CHRONIC TOXIC

ITY:ONCOGENICITY

Ozal 2 vear 95.3%, C:CD(SD;BR ratz, 0, |WOAEE 02 (33 100 pp=
25,50, 100 pomy, 254 Goce | meke'd fior females), 56 | Trammient | in chelesterol st week 52 and re. ative bver
0.16,359 39mzTeid .0, ppm{iImsizidfor waights Without histopath at zrudy endin 3
: 3 maes) { meidence of strall 2nd 'or fascid fertes n dacedents
LOATI 106 ppm (3.9 {-zme m¥dence vhen murivors are inchuded, but zeverty
efksd foo males), »100 |5 worse at highdose). Histopat: showed ridular shophy:
rpm {39 melodd for Theze effacts were seex in other siudizs.
ferales) 1o eatment-re'zted | in hunmes.
Caremozaaty 93.3%, CD-1unce 0, 1,16, | WOAEL 0ppm{l.1 100 ppan
2 year 140, 1000 pom, 52 fex'dose |mgkeSwdformalan 12 |1 meidepes of brown pigrented mac ophages e [ivers
1,012, 11,107, 107 for ferra’ex) and 2

meked 2 0,0.11, 1.2, 187,
17 5

LOAEL 100 ppm (107
mghed forpaias, 117
for ferm’ex)

Pecitre for bepatocelldar
adenomas, carcinonyas,
combined
adenomafearrinoriz in
males ot 107 mgkgid

1 moidence of eozinoshilic vacuolated hepatocytes =2

I adj liver waighn 2.

1000 pman

| adj bver weizhtz (5% <, 30%: 3).

| basephilic or eazmophilic vacruoizted bepatocyes o

| eramilomatous hepantis of mimire st seventy,
aggregates of brown mgmented macrophages i vers o
aé 2

| toymre lyperplagis 2.

| cyzte fnroid follicles otand .

I incidence and seventy of white matty vamclsion m
Tinirns fand 2.

Carcinogenicity
2 year

97.0°¢, CD-1 mice, 0, 1000,
3003, 7000 pom, 50
mioe/sexidose

(0, 126, 377, 264 regfkgid 5
0,162,453, 1185 %)

WOAEL ~: 1000 pres
LOAEL IC0O)ppm {126
reg'ke’d for males; 162 for
famales)

Nezame for dore-ralated
$end: for hepatocallular
sdenomas, carcinomas,
cembined
adenomafearcinoa in
ma'es, but there was 3
incresse mbepatneeliular
2denomszs and combized
adenorafearcinormain.
‘read-doge males. Fhigh-doze
aa'es had ivereased
incidances i these
endooirts gver canfrols,
tart fess than rid-doge and
within kiztorical controls.

‘Females had & cwtistically
sigrificant pocitive frand
for combinad
beratacelmlar
adenomssicarcmonnas, bt
only when inchiding tha
soxtco.ogeally excezzive
7000 ppza doze.

=1000 ppn

1 rel Fver vredghts (34% &, 21% ).

1 inridencs of a'tared hepatocyte fock <

{ ineidence and’ar severity of bepatncyte en'argemers,
pale o7 varuoisied hepatocyta oytoplazny, and hrows
pigmaried pacronhage aggregates & and 5.

1 invidence and seveity of white mather vacnolstion in
braics < and $.

3000 pem

1 rel Irver weights (113% =% 45% ).

7900 pom

| awvnal 2, 5l terminated at 97 weeks dus toJowr
survival.

} bwg, food effictency 2.

! rel ¥ver weights (182% =, 109% 3).

| incidence of altsved hepatocyte foct 2.

| insidence of teft atrial thrombus contnbuing to 46 and:
3% of deaths Fard 2 recpaciivaly.
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STUDY TESTMATERIAL: TEST  |LD.aegkg bawiday TARGET ORGANSIGNIFICANT EFFECTS:
SPECIES STRAIN AND LG, me’L COMDENTS
DOSES ACUTETOX
EXNDPOINTS
Careinoganaty 9%.3%, SDrats, 0, |, 10, 100, |KOAEL 10 pp=: (038 180 ppm
2 year 100C ppm, 60'5ex'dose mekgfd formales 047 [ DNumerows fver lecons 1o fand 3.
0, 0.04, 038, 3.8, 40 mz kg/d | for females) Panereatic exoarine strophy 2.
+0.003,047,49. 53 %) LOAEL 180 ppm (3.8 Testicuizr amophy &
mgkeid for msles, 49 for | 1000 pom
femaler) Straw-dizcolouration of fhr <t and %.
1 meidence of alopacta 3.
Pecitve for nroid gland | | mild anenia 2nd elevated cholacizrol
folicnlar cell Fand £,
adenocaremonay ard | tawg, food efficiency o and 2.
cormstined folitoular getll 1 2bs and rel bver weights o and 2.
adenmzsfadenocarcmoma | | Nuxeerows Iver lezions o acd .
sinoules at 40 mzkgd |1 Centrilobular fat apd bla duct hyperplama o and 2.
iom or fa zeermmlation §.
| Exoorine degrarulstion af izzenm ¥,
| Tiyvioid follicular hyparplasia « and 2.
| Cortical tubular bazophilia in the Lideey o
| Pnewanonifis, akveotar adenorstents, and akenlar
epithelis’ization &
| Abveolzr sprthelialimtion and abveolsr miagophaze
ag; s ¥,
1 Testicdarstrozky 2
| Sizus hizfiorytoss mhmph nodes .
Oral 1 vear 95.3% Beagles, 0,1, 10,50 | WOAEL 1 mz/keld 10 oekefd
meked GFoexdose LOAEL 10 =elg'd 1 Nazal drymess 2.

| Incidemce and severity of gastric Frmphaid lnvparplasia.
} Myeloid to mrythreid ratios mbose §.

S me'keld

1 Masal dryoess and maliiation f and 2.

1| bwzinboth sexes, but arly stgnificantin 2.

| hfvelaid fo exythroid ratios iz bone .

| Hamatoerit, bamoglobin, RBC < and §.

| WBC mid and high doses #ard 2.

| Alk phos, chofesterol fand 2.

| Abs and rel bver weight *and £.

| Incidence and severity of white rxatter vacuolatioz m
1 [ncidence and severify of gastrie lynpheid nperplania.

REPRODUCTION/DEVELOPMENTAL TOXICITY

hhit-penerzhon

95.3%, SDrats, 0, 20, 100,
500 ppm, 24 3ex'doze )
F,(0,1.5,7.3, 366 mzked
0,17, 84,421 %)
F,(0,18,97, 473 mzked
0,22, 106,536 %)

Developmartal WOAEL
100pp= (84 me ke F,
2

Developmatal LOAFL
500 ppm ($3. ] mpke’d
F. %

Reproductive NOAEL
100 ppm= (10.6 mgkgid,
F; ¥)

Reproductive LOAEL 500
opm (33,6 meke'd, F, 5)
Parentad NOAZL X0 ppm
(19 mekg/d F, <
Parentz} LOAEL 100 ppm
9.7 mekg/d F; %)

100 ppm

1 Penacinar hepstoryac fatty changes F, <&
340 ppm

+ v, food consumption Fy 2, Fy & and 2.

I Rel liver weight F, <t and %, F, 2.

{ Periacinar hepatocytic fany changes B, F, 2
| Hapatie glycogen pallor E; <.

} Implantation sites F) danas.

{ Mear hitter size F, liters.

| bug during factation T, and F, pups.

§ Teme for pioma unfolding, kair growh, eve operinz (all
ight) F, gups.
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STUDY TESTMATERIAL: TEST  |LD,, mg kg Baveday TARGET ORGAN SIGNTFICANT EFFECTS
APECIES 2TRAIN AND L&, el CONDIENTS
DQSES ACUTE TOX
EXNDPOINTS
Developmental 98.5%, 2T Ravbats, 0, 2 4, | Mater—al NOAEE 4 Toeked
kA 1213:_! Fed, 16-18 prepramt | e ked | Food cozcumephon.
femealasidose hfarernal LOAEL 7 | Liver hestopah (cellular Iypertroplry, Apzle eell
mg'ke/d ‘macrosis, Lime’sate hepatocytes, rownz. pizment
deporinon, apopiozis).
Devalogmeztad NOAEL 7 |12 medks/d
meked | bwg, food conmmmption
Develoomeerial LOAFL | Eiver histopah {celllar bvperiophy, zicsle eell
12 ~gfkmid mecrss, bimaclaate hepatocytes, bronT pigeyant
depaaition, apoplosish
Qualitztive sepatrdtvof | | Inctdence tntzl Biter resarptions.
youmg. { Incidanee slacental avamszlies.
t Skelstal azrorzialines (zighf} Gizled tal tip, froad or
weomplataly owafied stemetaze. abnommalitas of head
banas).
Developmental 95.5%,CDSDrat=, 0, 1. 1),  |Range findng stodv. 100 meksd
100, 1980 = ke bw. 7 1 Inconwplete o:afication of sterpebrae
pregnizet females! ‘doca | Extters with fetwses and percentage of fatuses with
ad<itional (14%) rib(s) (clight).
1000 mek=d
Exceosstve matamal toxicaty.
Developmental 98.5%, CD¥SD rats, €, 10, 30, | Maternal 2OAFL 56 250 mgke’d
250 mafke by, 20 pregnant me'ke'd ! bavg, food commmption.
e 25/dore Maternal LOAFL 239 | Water comsumption.
meked | Usogenitsf staming.
Developmen-al WOAEL | Fetal BW, piacantat weit,hn
30 me'kgid | Incidence of ficial halste clefts, dzaphmgmzﬁc heriia,
Dereloome=tal LOAEL  |é< xyed ouxification i several bane types, greenich
250 mgkezid anmiotie fad, possibla fate resorption’postmnplntation
Jozs.
Quzlitztiv= sensttdty of
young.
Tezztogaric at matarmally
forie doses.
GENOTOXICITY
Ames redagementy fest | TAE335, 100, 1537, 98, Yegatve
E. coli WP2 w4, wath and
without 59
Ames rosapemeity et | TA1335, 100, 1537, 98, Negagve
E. coli WP2 wrd, wath and
without 59
CHOZIPRT Wit sdwithout $9 Negative
In vivo eytogenetics: Vithowt S9 Wegatne
chromosoma abamation
ir mousa bone marrow
Differtizl growte With ard without S9 Megative
irhibition
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STLDY TESTMATERIAL; TEST [LD,, mglg bwiday TARCGET ORGANSIGNIFICANT EFFECTS
SPECIES'STRAIN AND LC,, mg'L CONDENTS
DOSES ACUTE TOX
ENDPOINTS
NEUROTOXICITY
Acute 96.8%, SD rat=, 0, 50, 1000, |NOAEE 2600 mghsz Soft stoolz
2206 mekg bw, I0ex'dosa, | Newotox) 2 at 1900 and 2000 me .z kad | mean motor achvity on
Eavage LOAEE 2000 mg bz day of dosog {non-dossrel sted no: zeen 1z subchrozic).
laurrctox)
KQAEL 50mzke
(Systemic)
LOAFL H0) meks
(Syztemic)
Scbchromie 96 day 265.9%6 Cri:CD BR raz, 0, 500, | KOAEE 3000 pp=: (233 | 1000pom 2 £ bug
000, 2000, 3000 ppoe, and 280 mz’keld for 2 2000 20d 3000 ppm < and 2 | twg, food eonmanption.
1)4ex'done and ¥} (Nearotox) 3000 pom ¢ § focd efficizney.
{0, 20.7, 6974, 149,233 LOAEL » 3000 300 ppmand up ¥ | food efficiency {dose related).
mekeld 5 0,234, 81-85, Hewstox)
B7S, 280 2%
KOAEE 300 prm 20.7
rekefd ¥), 1000 prm
(6972 mekeid 2%
{Syztermie)
LOAEL 1000 prm.
(S1-89 mzleid £}, 2000
ppe (149 mopfkegd 2%
(Systemic)
SPECIAL/INFURITIES
Comparative— 97 0% lnpunity-5, 2.0 1 Spontzrecss rasior achvity in rals md mice.
suzeeptibrafy to meg'keld, 3 CoCDICR) } hieam body weight iz mes and rabs.
nEavicdely mies, 3 Cg:CD (8D} mds, 3 } Bran waiphss in syee and rats.
beagies, all male Vacuelstion of white matter axd swelling of the bram in.
i tregted zniseals. Dogs appear to be shghfiy lens
suscephitle.
Comparative— 29.5% Imperiiy-5, 0.0.5 Incid=nce and zeverify of viniz matter vacuclation in
brain sen-itivity mgkg, 5Cq:(0-1 nuce, 5 ‘etz of oice and rats were imular. Bram weighls were
rats and muce Co.CD{SD) SPE/VAF rafs, all comsarabie to cortrols.
femala
Comparative— 99.5% Impumity-5, 0, 0.5 Edema m brain: of | rat and 2 muce (10-wasks old).
brain servativity mgksid 10 Cry-CD-1 JCR) Vacuolation i white matter of brains mimil = between
3-and 19-weekoldrats | SPE/WAF mice and spacies of zame age, but mare severe in oldar amimals
and price—14 diys G CD{SD) SPEAVAF rats, 2l conpared to younger.
male_half 3 weelts old, the
ether hulf 10 weeks old
Effect on brain‘optic 932 5% hopmanity-3, 2.5 gk, Al treated mmice excent 3 weak oids had vacuolation of
nervas C:CD-FICR) mice, 5 the.optic.nerve. The effect was fo55 severe than i the
malesiproup, aged 3, 5. 8, 10, brain. The eves thereebyves ware normal,
E2, 18,20, 24 wesks Arzes3. 5 Sweeks
Trare vacuolation of vhite mefter m brams
Ages 10, 12, 16, 20, 24 weeks
Traze to mumimal vacuolztion of white matter s brafzs,
Variows fmpuntes— 96-100% Impuaities | throuzh Onlv Fuvarity-3 was toxic.
effect on braing 9, dozes correspond tn SI06 Coarze fi, paralyzis of hind lezs, stazzenng gait,
mzke doze of techmical 3 sedation, moribumd
male Cj:CD-1 mice 1 Mamn body weight.
(opunty-5 was dosed at 5 | Brain weight edema
mgks) Vaeuolation of wilite matter.
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STIDY

TEST MATERIAL: TEST
SFECIESSTRAIN AND
DOSES

1D, m_l g bw.day

L, meL
ACUTE TOX
END2POINTS

TARGET ORGANSIGNTFICANT EFFECTS
CONDIENTS

Comparing technical a=3
anaveal stardard.

7.8, 93.3%, &9.7%, two-
’Dlﬂ 000 or one-ford 5005
mekeid 5 mela Cg:CD-1

rmoe

Techuical

1 Mictor acinaty.

Prone poanion, paratynis of hind lags, tresvor, of
shpgaring gatt, movbmd.

| Liexn body-vretght gain

| Brain weight, edoma

Vaenolation of wiite muather.

En’arzemsnt, accenfuated loular pattems, zod pals
discolowration of ey,

Anzhncat

Orccasionsl fver sbmomalities sivilar to techmicat
Fhiariza~ Nowkite matter vacuolafion

Effact op bram—
1eCOvRTY

96.2%, 9, 18 06D, 30 06
pPoL Fmme G CDrats
{0, 714, 1743 mgkg'd}

1 foamd dead, two killed in exirenia.

1 hictor ackivity and anerma in those diad¢ Lilled.

1 Cozrze fir 1 freated gro

Emacizion tn high doce.

1 }izan body weight, food commuzben.

Sarcrificed after freatrsent
Edema in bemns, enlarged and discaloured bvers
VLite zantar vacuelzbice was trzee 3 low dose and
onlldmnderste at high.

25-day recovery

Vi ke mafter vacuolstion absent iz low doss a=d frace at
hagh

Effoct o brain—
recovery

96.2% C5j:CD-I nmce, 0,
70600, 20 000 pom,
10'zex/dose for 4 or 28 days
{igh doze ot treated for 28
days), recovery for
or 56 day=.

i0, 10431173 1871
me ke'd)

7. 14,24,

200C% pam

Abneormal poziare, fur, mnbiiity, bizarme behuviour, #
msuppetted rears, Mndlinid grip sirengh, and fanding
foot cplay during day 4 FOB. These ohservations
diamipated by day 7 er 14 of recovery:

1 Food cor—amphion, recovery i first week.

T000pom 44

Vaenolation of white matter in Trairs not observed afier
24 days peconery.

F0D pom, 38 dapd 20000 open. 4 &

1 hiean body weight, bwz Recovery oomurad by day 14.
Trace adenws in brains and enlarsed lvers with
accentuzted Tobular pattere - and pale dizcelowration in
mice sacrificed affer treatioent.

Vacuclation of white matter in braiz= not observed afier
56 cavs recovery.

Recommended ARID

General population

0.013 mg’kp bwid based on rabbit developmental (4 mg/ke/d with 100-fold
uncertainty factor and three-fold safety factor (SF) for eadocrine effects).

Females 13+

0.007 mg kg bwd bazed or rabbit developmental {7 mgkg/d with 100-fold UF,
three-fold SF for endocrine-related effects, and three-fold for lack of DNT).

Recommmended ADL

0.0011 mg’kg bw/d based on 2 vear carcinogemicity in mice (1.1 mgks/d with 100-
fold UF, three-fold SF for endocrive-related effects (testicular airoply, pancreatic
exocrine afrophy 2), and three-fold for fack of DNTY).

MOS for other critical endpoeint(s)

White matter vacuolationNeurorox
NOEL for white matter vacuolation was 10 mgikg/ d in chronte dog study {eguivalent to 0.02 mg/kg/d
Impunty-3). MQOS = 9160

TFumours

NOEL for tumouss was 3.8 mg-kg bw/d in 2-year rat study. MOS = 3450

Developmental effects
NOAFL for developmental effects was 7 mg/kg bwid in developniental rabbit study. MOS = 6330
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5584 Zutrtar—n

Health Canada

(P-C-554-1)

Regulatory Note. Propiconazole. REG2000-06 (2000)

Ty MEAMBEERBRIZBWT, Yoba Yy — a2 RaRE L L SICHRELREE. &
B#E Ul & ICBMAFEENED b, e ad Y — VB RED VY FIRFRY
HBIUOBREOC Y XFREREEZ R L., T/AEy hZHAV - Buehler HEIZ & 5 RERE
HRBRICBO TREBIEEZ RS 2o T,

= NVRKERWE 2 OOEHRERERBRICBWT RFFILIZWTHLOREIZBW TS,
BEIRDNoTz, 1o T, B¥EE (NOEL) IEEHETH S 10 mgkeg FEH/

NI
b)

- K
P

B (12 » AR BLU 35 mgkeg KE/B (3 » ABRR) TREIh/, SPF
B4 (90 BFREERERR). 60 BLU 300 mgkg AE/R (BREAE) B 2 EEHED

NI E-S\V T, NOEL 13X 12 mg/kg KE/BICRE &Nz, 300 mgkg KE/RIZBWT, v

v

\

prma]

TNEINKTARTFF-ER LR LTz, SPF 7 v M &V 900 B EIRAEFEERR
CBWT, BE 191 mg/m’/day £ THEEBRIROONARPoT, =a—Y—F U FEUA b
YL AV 21 A REBREHRSHRBRIZBVW T, 1000 BL 5000 mgkg KB E WO ERE
2 BCHESN-ARICHA Lo lmREE Lk, x5, PRERE, R EBEHA. K
EDORREAL) ITESWT, £5FMICET 5 NOEL 1% 200 mgkg AE/BICREI N, &
TOREKETREDRERBMENBD DN,

—EBOERZERTRRAER (in vitro) B L UCREMERERER (in vitro 38 X W in vivo) 128V T,
TER7ub o)y —VIERFREERI R,

Sprague-Dawley %7 v b AW RHRERERRIIBWT, BHETRD I EKER
INHHEIR LT 90 mg/kg HRE/RICHYT 2 & EAEH THRD b FIBEEE I
FERIZE-SWT, NOEL IX 3.6 () BX W45 (M) mgkg BAE/R LRFESIh, EES
KA ETRTIHLMIRD bh oz, CD-1 = U 2 &AW RIRERERBRIZB VT,
EREHOB~ Y X (358 mgkg AE/BITHAY) TRMER I UEEFBIRIES ORAEEHN
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BIC LR U7, FFEERIEME LR (GPT. GOT. SAP). FFEEMEME L UFEEEMATIRE
B (HHRIERE LUREHEE) KXo THEEST o D iTlROMIaEEtEE N RE Y
5 A EKEDH THARRESEME VWO FRBRBD bhvic, BIEIZ L 5HEMOEMRIRER
I, WICHBVAEIZRT 2 —BUHEFBEREMNCESHNT, vV AOEBEERICET
%5 NOEL i1fast Lz &IBERE (143 mgkg KE/R) THDHEEA DN,

Sprague-Dawley % 7 > b & AV KR DR EEFHERRICBV T, BAEEERITR
HoNEhol, BEEAETHD 300 mgkg KE/BITBWTC, HAZBEHENE (KER
B, R EADPRO b, PEAETH S 100 mgkg FE/B LU EIZBWT, BIEEI
BIE (FBEE) 2RO L. BAEEMICE T 5 NOEL 13 30 mgkg KE/H & BEINT,
FUoFITUHXEAVEZROBRSRRICBWT, EHFEEER IR ESEERITRD
biieholz, B it 180 mg/kg A E/BIZK T 5 BEMEME (EEHEMIENIZE-SINT,
[ A& 90 mg/kg A/ R 25 NOEL IR E Sz,

CD %7 v bEAWEIH#R QRER) RERSAFEHFEERRIZIBVT, 500 ppm THE
B (FFIBAESRE - FFHRERD L URMRE(() & #tREYw (KERENNHE) oA
WCHREBICEHE L EERE U, HEBPE ICEHRIEREBHOLEEFEMIZET 5 NOEL i1 5
mg/kg EFE/HIZHE LYV 100 ppm & WO EABICRE SN, 125 mgkg FE/BCE L
B A E 2500 ppm WKBW T AFEREREOBD B LUOREESEFEOETARD b,
A FERMEICBE 35 NOEL ¥ 50 mg/kg &/ B IZ% LV 500 ppm (B E Sz,

OBHREBRICBWT, Ty MEBATEE—T 3 VERMNS, Tt aF Y —LOER
ATaEe— a3 MERARTRRINTZN, BRAA =T —2a VOFREERPREND Z
b tz, LELEMRG, Ty b 2AWLEHIANAM T oA THBESICEE L TE
HHEERBGONEI L RERTILERDHD.50F v 14 BEBRARERARIZBVT,
& 20~320 mgkg AE/ROF a o)y — )L CIRE/NMIEOEIER L UEE L REE
KEMZ D X EREMCA T 2EERHERINTL,

o rY 7Y -ARNEEARK. TEZMEBIFB TH oz, <~ v REHEEERRL
CTEEFSEMHZFRTOAEICE VT, HMRBEESEE LN, ZRRBERISTH
BEEZDbND, Trbaf Yy —VIERRER I METFEEERIZIRNE, T v MEFR
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FEMRRICIBWNT, BEMEEARDONRVWAET. BlE &V O BORIESERS
AL, BEMMEMHRAEIIRWT, AFERBLUOMEEROET & LT, HAREFESMEN
wH b,

m
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576 ~FXYajFy—)

Health Canada

(P-C-576-1)

Proposed Regulatory Decision Document. Hexaconazole. PRDD99-05 (1999)

TERA~FVaFY—AE, FEEEFREL. Fh7o—A P450 £/ X5 —E%
FEEL. TDOBRORT A F%ﬁ‘a‘ﬂﬁ@cfﬁk@k%ﬁﬂ%?é EBHMBNTWVWAT Y —/V%R
LD 1 > ThB, H->T, ~FHaF/—LEEERBICEE L., £LERECITRE
RERE (FHFMRIEE) OFfke LTERBEND L TSNS, SREHOHRT v F T
BREHOTLEBIUVTIAT 4 v CHBREOCRAE EARRD biviz, THIXEFHERR
BT SWBRABICKET SRERISTH D B bV, BMAENOKET v MZ

BT ,F_I,J—‘H-éé I%Id:r

OV N AZB R

THRLEBBRELDYES LURRIL. 7 v NORERSEBHEMERRTHY . BERE
(NOEL) X% T 0.47 mg/kg {AE/H. #T 0.61 mgkg AE/B ThoTo, BHEINHABRIC
BWT, EFEBENCHTIAEREED DVIEFEE IX BRI SIS
DHNTWVARY, LMLERL, 7y PRIV YYFREFEHRRICEWT, BEYES
BROONBVWHET, BEELWOIHORRBEENRA L, BESHIZET &I
D NOEL 13, 7 v MEFTMRBRIZEIT S 2.5 mgkg AEH/B Th o7,

N
%1

OB BB ERILRELRDONTZ, TD XD tERICE

'(i

17

Table 3.1 Summary of the toxicity studies with hexaconazole
Study Species/strain 1.D..mg/kg by Target organ Ssignificant effects
Acute studies—rechnical
Oral Rat, Alpk SPF, S/sex/group | Males: 2189 mg/kg | Clinical observations at doses 21093 mg'kg bw
bw cousisted of piloerection, debydration, urinary
Fewales: incontinence, upward curvature of the spine,
6071 mgke bw hvpothermia and facial staining.
LOW TOXICITY
Oral Louse, Alpk SPF. Lethal dose 50% Clinical observations consisted of pifcerection,
Ssexigroup (.D,,) cannot be upward curvature of the spine, decreased
calculated, rangeis | activity, hypothermia, dehydration, reducad
557 nghting reflex and ptasis.
1060 mgkg bw SLIGHT TO MODERATE TOXICITY
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Benual Par, Alpk SPF, ¥ex/group | =2000 myg ).z b Timea’ abservations consisted of wrinary
iocondinence, upward curvature of the spise and
Scinl suaining:
10W TOXECITY
Tnlialstion Rat, Alpk SPF, ¥eex/group | Lethal Clinical s3gms corsisted of salvation, respiratory
concentratien 3% | abtrarmalities, piloerectinn, luncked posture and
G} =39yl izcontinence.
LOW TOXICITY
Skin irmtation Babbits, New Zealand No erythema or NON-IRRITATING
white INZW), 6 muzles, edenss

03 gdese

Eye immaen

Rsbbits NZW, ¥ males (3
had eyes rinsed), 4.1 g dose

Mexinam average
score (HIAS) =83
{unrinsed group}

SLIGHTLY IRRITATING

Skin sensitizatien

Guines pig, Dunkin
Hartley. female,
Maxiraisation methed

incidence in test
group greater than
o naive contrel
group

POTENTIAL SKEN SENSITIZER

Acute studies—for11

nulation (Proseed)

COral Rat, SPF Alpk:APSD, 3000 gk bw No cinical siges of texdcity.
Ssexddose LOW TOXICITY
Benal Pat, SPF Alpk:AP{SD, =2003 megdkg bw No clinical siges of toxaeity.
J'sex’doe LOW TOXECITY
Inhalation Rat, SPF Alpk-APSD, 1€, »49mgl of | LOW TOXZCITY
3'sex'dose formulatien and
0.16 mal of
active ingredient
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Species/strain

1D 30 melke hw

Tarcet organ Ssicnificant effects
B AN St ol

|

mg'lg bw

Skin fritation Rabbit, NZW, 6 ferales, SLIGHILY IRRITATING
special sdy that inchided
histology
Eve imitaton Rabbit, NZW, 6 females MAS =07 NON-IRRITATING
Skin sensitization Guinea pigs, HsdPoc:DH, | Difficaltre POTENTIAL SKIN SENSITIZER
Buehler method, special interpret.
study that included Considered
histology positive based on
getive ingredient.
Study Speciesistrain NOELNOAEL* | Target organ/significant effects

Short term

2]-dav dermal

Eat. Alpk:AP, Sfsex/dose,
0. 100, 300, 1000

NOEL = 1806

None, no irritation.

90-day ciefary

Rat, Alpk:AP, 20/sex/dose,
0.2.5,25.25¢

NOAEL=23

23 medke boe: Increased aminopyrine-N-
demethylase (APDM), decreasad weight gain,
decreased haematocnit, decreased tnglycendes,
increased liver weights, increased Irver ard
acrenad patkology.

250 mede bw: Sanse as above with a dose
related increase.

Target organs; Liver and adrenal, ma'es nzore
sensibive.

G0-day oral
{capsule}

NOEL =3

25 mo'kg b Increased senun ghifamate
piTuvate transaminase (SGPT), ail:aline
phosphatase (ALP), decreased urea, albumin,
cholesterol, triglyeendes. increased hepatocytic
Tioid

30°75 mekp bus As above plus climizal signs,
weight loss, increased absolute and relative fiver
weights, myocarditis.

125 mgke bw: As above plus mortalify,
increased serum ghtamate oxaloacetate
transamnase {SGOT).

Target Organ: Liver
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Saady

Speciesisrain

NQEL/NOAEL-

g kg bw

Tavget srganisignificant effects

One-year (cansuie)

Pog, beagle, #s2xdose,
0,2, 10,50

NOEL =2

19 meke b increased plaielets, increased liver
wexghts, hepatocytic ipid

50 me:ke bwe As above plus decreased weight
gain, decreased albumin, protein, calchuny,
cholesterol, mgiyeendes, increased AP,
increased SGPT, increased kidnay weights,
increased hepatecytic lipid, increased
hemosiderin in Kupffer celis.

Farget organ: Liver

Chronic toxiciry’/on

cogeniciry

Two-year dietary

Bat, £1uAP 3¥/sex’dose,
12 imntenm sacrifice,
0,047,550

NOEL = 047

3 mg'ke bav: Increased APDM, hepatocytic
cytoplasmic vacuclation, decreased body-weight
gain, incressed Hver, adrenzl, kidney weights.

30 mekeg b As above plus increased liver,
adreral, kidney weights, decreased triglycerices,
izcreased SGOT, increased SGPT, ereased
APDM, increazed hepatocytic hypertrophy,
centrilobular fat deposition, bile-duct
preliferation and sporgiosis, fatty vacuolunion
of adrenal cortex, tubular atrophy cf testis,
Leydig cell fumovnrs.

Target organ: Fiver

Two-year dietary

house, CD-1,
3:sex'group,
0.06.4.7.235

NOEL=47

23.5 moks bw: Decreased bodwweight saim,
decreased red blood cells, increased liver weight,
hepatocytic fatty changes, vacuclatien of renal
tubular cortax.

Target organ: Liver
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Study

Species/strain

NOEL/NOAEL*®
mgkg bw

Target arganisignificant effects

Reproducdon/developniental toxicity

Multi-generation Rar, Alpl:AP, IS males, 3¢ | NOEL=1 5 muke baw: Parents: hepatocytic eyteplasmic
reproduction females, general toxécity vacuolation and hipid, adrenal cytoplasnuc
0.1,550 vecuolanon. Offspring: hepatocytic Iipid.
NOEL =50 meke bar As above and
reproductive Parents: decreased body-weight gain and food
toxicity consumption, increased relative liver weight,
hepatocytic hypertrophy.
Offspring: decreased pup body wergizt,
hepatocyue cytoplasmic vacunlation, adrenc
cytoplasmic vacuolzton.
WO EFEECTS ON REPRODUCTIVE
PARANETERS AT ANY DOSE TESTED
Teratolozy Rat, Alpk:AP, NOEL: 25 ok bwid: Fetal effects: increased skeletal
24 dams/group, fetal =2.3 anomakies (7 cervieal transverse process partly
0,2.5,25,250 ossified, extra 14> nib).
maternal =23 258 me Lo bwd: Fetal efferts: as above md
decreased body weights, increased peivic
dilntation, kinked weter, extra 7 cervical mb,
decreased ossification of stemebrae, cervical
wertebIae.
Dams: Increased clivic sizns (pilosrection, coat
staining}. decseased body-weigit gain, increased
pest-implantation loss.
NO TERATOGENIC EFFECTS AT ANY
DOSE TESTED
Teratology Rabbit, NZW, NOEL: 109 mo:ho biw; Holes in parietal of skudl.
26 dams‘group fetal = 50
90,25, 50, 100 NC TERATOGENIC EFFECTS AT ANY
maternal = 100 DOSE TESTED
MUTAGENICITY
Amesmouse NEGATIVE
Brmphoma, mouse
microntsiens,
mouse dominant
lethal, human
hymphocytes,
mschedwled
deoxyribouucleic
{DNA) synthesis

* Ko observed adverse effect evel
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591 ~XRAYFR

Health Canada

(P-C-591-1)

Proposed Acceptability for Continuing Registration. Re-evaluation of Bensulide.

PACR2003-06 (2003)

RREHIEA L TREHESN TV AT —F b, XU FERORE L L X02MEE
e, BEBLORARE Lz 20RMERIBENZ EXHLNI 2o, BEERE
BLUORERGHOR S BERERBHEEED 1 2k, HRANBEENIHBIET 2 DIZLER
BETHITEFLaY AT T—EOMEH IV Y AAEBMERMEICE T 5 BRI
BZThHolce AFSNTVANTHRORRIZEWNTS, N R Y NLBERHREM %5
FEET, PIEHERIIH U ORBEAREOEELRITE Ao, AFERTWEIESER
BT — LA LT, NRY ROREBRNEIIENEFHEND, Ty bERiTwY
ADWVFTRIZONT S, N RY NIBEFEEHERALERAEER G RERVWI EHPHL
MiZle o, v TR, Ty PRIVCA XRBWT, FFBLENBSE THo, U 1EE)
HERB L OFEHERICHE T 54 XOBRZEEIREYMOERICL > TEATS LE R
bhiz, 7y FERIRIUVIFIIBWT, XURY FIIBRERFEZFREET. 7 v Mo
T, AEEREOLBR L2 o7, BEBERRL JCEEBHRRICBWT, RREBH L
B L THBEMORBEIMN LETEZ L 3ok, ZRNODORBRTIY VXTS5
—ERPEI NI b, ZORBIZETIRKAREME T I EIXTERN,

LA L6, £AHEBEHERRICBNT, BBMHEENRBD DN HETHHREMOLEFE
METFTL., U ¥ENRERASHRARIIBV T, BEHEEIRD N5 AETEERK
LR X FREDOEMARD bz, INbDTy FiRA  bOEBMENS, VX7
KERLT, ZHoRBIIETRELEK (MOS) 2KRIETHHDTHD EEZ LN,

BLERDOHDT U RRA Vb, Tbb, o) AAEEEEES I UOHEHICET &S
HE (NOAEL) KWESWTERHAENREEINR TV
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Appendix H Toxicology end points for health risk assessment for
bensulide
Exposure Dase End point Study UF:SF ar
scenario (mng'kg bhwid) MOE®
Acute dietary NOAEL =50 Clical s1gns, Acute 100
erythrocyte and nenrotoxicity:
bran rat
cholmesterase
mhsbition
ARfD = 0.5 mg'kg bw
Chronic distary | NOAEL =05 Decreased weight | 1-year oral 300
gain and brain toxicity: dog
cholinesterase
mhibition
ADI=0.0017 mg/kg bw/d
Short-term® Oral Brain 13-week oral 100
wmcidental oral NOAEL =3 cholinesterase toxicity: rat
inhibition
Short-term® Dermal Bram 21-day dermal | 100 for
denmal NCAEL =50 cholinesterase toxicity: rat chifdren_ 300
inhibition for adults
Intermedsate- Oral NOAEL =3 | Hepatic effects 13-week oral 300
term” dermal® toxicity: dog
Short-terny”® Oral NCAEL =5 | Bramn 13-week oral 160
inhalation? cholinesterase toxscity: fat
mhibition
Intermediate- Oral NOAEL =3 | Heparic effects 13-week oral 300
term’ inhalation” toxicity: dog
Aggregate” Oral NOAEL =5 | Brain 13-week oral 100
cholmesterase toxicity: rat
whibition

Duration of exposure is [-7 days.
Dutation of exposure is 8 davs to 2 months.
Since an oral NOAEL was selected, s dennal abscrption factor of 18% should be used in rovte-to-route

extrapolation.

Since an oral NOAFE. was selected, an inhialation absorption factor of 100% (default value) should be used
in route-to-route extrapolation.
UF and SF refer to total of UFs and SFs for dietary assezsments; MOE refers o desired MOE for

occupational or residential ascessments.
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601 FHYwar

Health Canada

(P-C-601-1)

Proposed Acceptability for Continuing Registration. Re-evaluation of Phosalone.

PACR2005-02 (2005)

FY o2 EREREBLUORKERS LEOR b SBELRBMHERIZED | DX, #&RR’E
UNCBETADICHERBEE THITEFALIY V2R T F—PORETH-7Z, T b
BIUOA XEIE Yo AT LTREDEZMEZRL, vV ADBREIHBIHELENEEZRL
N, T—FR_X—RZBWT, HEREZEERD b ihoTz, BARCEWT, 2V v
TEBME MRS I OREREMIH 3B b,

5y FBLU Y BRIV BMERBRIZENT, Ao EESAERERER ok

gx

N RIARERNAMRBR IV ERELFER T LEZ LN, —EDOBRLEEMRER T,
FY o CBEEHERARVWI ERTRENRTWS

7 v e AVWcatR L UHEBMRE NHEEERRICEN T, REICEE LB A2t
BEEIIRD bR o7h, 2y AeEEEEBE HRE SN, BEEMICETIEY
DT —F N—ZZRNT, HREEICET SREMARFEOT RIIRER SR ol, M=
U b ERWERRR I UEEBHEMEBERRICEN T, &Y o il d > TEBERHES
BAFREINDZ L 2R THBARIERIIE W1 o T,

Y urREIZL T, EFENRTA-FIZEBEL DI LT ed o7, HitREMEMSE
RAFRETROEERMAHE 2 THY . BEEHIIMRRE LORMK=) o2 X735
—EHERETHo7, EMERHRRICBWT, =) X7 5 —EBEMITRIE Lz,
ST, BYVDT—FR—2Anh, BHREDEELIFTRSNLIAEKET, RBMHOM
a2 RTT—ERBREIND ZEBBAICTREINTWS, Ty bERIRUITXER
W RAEFEERRICBW T, BHFEEERIIBD N2 272, 7 v MZBWT, BEY
B (BREER JUCEESNME) BFF S5 AEKETERRIIIC K 2B REHREN
WLz, BUY X THREESMHICETHRREELRED N, BREBHIIHT 2FE
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REIRIBO N olz, WTNORBRIZBWTYH, 2V V= ATF 7 —EEHITEEL
BinoTe i, BRREBENDHETL T, FEREENEZ oAEAENLEZLND,
2L LT, FENELRIBAROS Y o VIREZICE > T, BitREHOBREES EFT
BT EiTehoT,

BEbEROHDHT U RRA M TbL, TEFAaY 2 RT T—EHEBIOEL
X2 Y AT EEICBE T 2 EE MR (NOAEL) IZESW T, —RAOBEF O IR A
REIHh TV,

VBIZISCT, BRUALOLMICEL T, HESNIHBEL RS FRA ¥ b bR
THEPHRIEEZRET D0, BNEZEMREEBZAA T, BER3ZRARPHAESNT
W3,

AYorD) X7 FEMERLEEEEMNT S FRA > M OWT Appendix THIZEH LT
KT,
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Appendix 1 Toxicology Endpoints for Health Risk Avsessment for Phosalone

Exposure Dose Endpoint Study UF/SEF or
Scemirio (mefke bw/day) MOE*
Acute dietury— | NOAEL =10 Clinical signs Acute 180
general neurotoxicity-—rat
population

ARID = 0.1 mg/kg bw

Acute dietary— | NOAEL =10 Resorptions and | Developmental—ral | 300
fernales 13+ postimplantation

loss

ARED = 0.03 mg/kg bw

Chronic dietary | NOAEL =09 Brain Various oral studies, | 100
cholinesterase rat and dog
inhibition

ADI = 0.009 mg/kg bw/day

Short™- and LOAEL=39 |Bruin 13-week dietary 300
intermediate® (Oral) cholinesterase neuroloxicity——rat
ferm dermalt inhibition,
and inhaladon® altered
neurobehaviour
s UFSF refors to tolal of uncerainty andfor safety factors for dictary assessments, MOE refers to desired
margin of éxposure for vccupalional or residentsal assessmenis.
b Duration of cxposure is 130 days.
¢ Duration af exposure is I-3 months.,
4 Because an oral NOAEL was seleeted, a dermal absorpiion factor of S0% should be used in route-lo-roule
. extrapolation.

Because an oral NOAEL was sclccted, an inhalation absorpion factor of 100% (defaul vajue) shouid be
used in route-to-route extrapolation.
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605 FHFAAw b

Health Canada

(P-C-605-1)
Proposed Acceptability for Continuing Registration. Re-evaluation of Phosmet.

PACR2004-38 (2004)

ERBIICBVT, FRAY MET v b IUVRABIVTEALEY P TEVWERREENLS
AL, 7y NCHEEORARSESL T, VIFIZERRAY PEREBRELIZEED
EHIIBRECTHIN., PEERIBVE CHIZEBALDITRSTWVWD, FRAA Y MZ
Lo THER S ZAMESEEEIL. RE, RE. WR, wE, 8. REREHBIUBE
DHRAZETH B, “HOHOMEEZY 22T 5 —PHEMLEWE & —KT 5,

T MBI XZAVWZHEHEROBERRIZBWT, RbREERT Y RRA M
2 Y RTT—EENE (I, K. RO BETHS, BRABIUEREREICIY,
2 YT RT T —EERORERRD LN D, RERARERROT —Z 3G o0 TV
VW, REHMICBERRETORRTa) VAT 5 —EEEHEENRAE L. AR
THEEZLN, HARCBREHMMICEEL T, 2oy KRSV NIRRT 3 EZHE
BRHDOLND LIIEZ LN, Y X7 T —FHFICNT 2B OMERHRZE
FELD, 7y b TURBIOAS XOMTHAREZZRZWI EAALNTR>TND,
BHRRTRD ONEMN Y FRA v MZiE, FIRICHTHER (v RIBITIEE
B . FmoEEEEl BEREF. FF/NESOHEZERER). BOAEEHE, FRIROE
BE, 7y NIRRT IEANBTREEETREREEND, 7y MEEERARIZEW
T, . BT, MEBLIUVBREEDCET RO LN,

S hBIUOUHXFEZAWEREBERRIZBWL T, BE., TEHHE XL ORZESHTA
£ LTRNAWEBHOIEMMATRD b7z, SEHEREHRR TR O b I BREEI,
5w MBI B EBEHE T =T kU ICRT 2 1TEHME  REVL, TR & Tho Tz,
o) vz XTS5 —FRAELIZLETORRIIBWNT, B LELEBMETHR= ) =X
FS5—¥OREIRBD LN, H=U MY 2AVWIBERSREMERBRICBV T, BIER
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HREE OIS bhehrol,

RAAy P EREERE LIz ATBNT, BERABDIERARBD bhic, FEDH5HLL
BIZL Y SHAERD B6C3Fl v~V A THBESEORAERPRANARICLATIL LD
W, BEHICE R REMSED b, Zh b OREEIIRMT ERFICRBR LI L0
Thole, <V ATHREICHS L-AERBEERIBERRIRBD b, T v M
BT, BBAMEOIERIIFED G TV, SR Xy MABAREEERAEERIREY
BTHDHIENRALNIR>TWD, MER X UVEILEM E AV 724 O invitro 3B X W in
vivo RBRICKNT, AR v FORRFMFES R S ic. T bORBICIE, WETF
FERERRR, RAERERR. DNA BERR. Mkies h Bl Mz &
BEND, TNDLDORBRTHLNIEY L, REEHIERFET TOT—ALREIZLD
ERERERAR, ERRERERB IO IR Y U EMRE AV ok G 55 A8
B2 LD invitre RRIZEBWT, "R Ay bBRBERIGETT I ERTRINTWS,

7y P ZHRBBRICBWT, £MEEHERAIRO LN, I BLUF BMOBEREES IV
FoEBWOIBEREMET Lz, ZOLMIRWT, ZHREROETREIUCRERYS Y
REWEREL. REMmEERY. REMAEFEKT, ROKaY =77 —EFEHET
REDETRNIZHUREDFHEIRO bz, REWOESHFMHIL, KEENIHE, K
mER=Y vz RT T —FHRER L OHEREEREC X > TRB EN S, ATEEMHRRITBV T,
Y ORRZME LR A RTIHUIR D bRV, Ty RBIUUHFicBIT 284EEFMH
. BILBEE B REEBL RO TRNLD, LELEBRL, T bDIERILRE
MEEPBDONDAEKEOL THERIN, DIBPBMTESIHEN EF TS Lixine
Zz2bh3,

ELVERELREMEE, vhbb, TEFAa) VT AT S5 —PREICETIESHE
(NOAEL) &»AWik/EMHE (LOAEL) I ESWT, 2RBREENSHEINLTWVWA,
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Appendix II Toxicology endpoints for health risk assessment for phosmet
Exposure Dase (mg'kg Fudpoint Study TF/SF or MOE?
sceuario bw/day)
Acute dietary NOAEL =45 | Brammand Acute oral 100
erythrocyte neurotoxicity—
cholinesterass rat
inhibitzon,
decreased motor
activity
ARID = 0.045 mg’kg bw
Chromic dietary | LOAEL =10 | Bram 2-year dietary 300
cholinesterase oncogenicity—
wnhibition mouse
{interim
sacrifice)
ADI =0.0033 mg/kg bwiday
Short- and Demal Brain 21-day dermal 100
intermediate- NOAEL =15 cholinesterase toxicity—rat
terit® mnjubition
Dermal
Short-, and Cral NCGAEL = | Brain Subchronic 100
mtermediate- 1.5 cholinesterase dietary
tenr® inhalation® inhibition NEUrOtOXICITY—
fat
Cancer Liver tumours mn | 2-year dietary Q" =106x 107
males oncogenicity— | {mg/kg bw/day)?
mouse
2 UF/SF refers to total of uncertainty andfor safety factors for diefary assessments, MOE refers to desired
margin of exposure for occupationat or residenfial assessments
b Duration of exposure is 1-30 days
£ Since an oral NOAEL was selected, an inhalafion absorption factor of 100% {default vahue) should be

used in Toute-io-route extrapolation
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614 ~F7FA

Health Canada

(P-C-614-1)
Proposed Acceptability for Continuing Registration. Re-evaluation of Malathion.
PACR2003-10 (2003) )2 T Re-evaluation Note. Update on the Re-evaluation of Malathion in

Canada. REV2000-06 (2000)

=7 FAFEA, BRBIORAREEZN L TEMLRSMEELZ T, SEFEEMEIT
AY AT I—EHEL-HTHLOTHY . RE. KB RE. FREHZENEE
hNd, <5427V OROARERED LDsfEE < 7 F 4 OREORERED LDso fED LA
b, ¥ T7AIYrE2Ty NIBRORE LGS, QUERIERII<~I7 740 10~30
fEThdLELLND, v T T4 VIIRERMEMER L OREMEMEE T L, REREE

B TII 2V,

< I FAVCETIREREFRARICENT, BORE (VR Ty b 4 X) BRARE
(Fv b)) BIUREERE (V4X) B, OFR/IEEE (LOAEL) TR X Ok
BRoal ryxzR7 7 —CRESEDONIL, ETOBPRCBNT, BMa) xR 7 77—
EREFIL. —BRECLVEREORDBLUORARERICRAE LT,

Ty RBLUA XIIROBRE LIZBICRDON IR EICHEE L ERIE, BREE.
&, Bhgs X ORREB/E PRBREEOHEMPOBENEELEPEEND, v UVABIWV
Ty NERHMICOEVRORET 3 L ERAE TAECRFEICERERENRD bk,
v MIEHBICO Y BARETE L, IA3NBENWEFAEKETHIITLINDL
T BESHBEICELORERFR I,

Fv bERWEZY T Y U OBERERRIIBNT, v FF 4 THRTIE DB
HAEKETROIKBLIUOMaY VXTS5 —ERERRBZIAZEVALNI R -7 (%5
F7VBIOTFAORMEKD Y VAT T —EEMHICET S LOAEL 1 ZhEh
1.0 BEL 327 mghkg ARE/B, =Y V= RT 7 —EEMICET S LOAEL i3 FhFh 57
BLU327 mghkg FE/B), o) X757 —FHRBCETIEEEEXIT AT Vo
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k=T FF U TRFThHoT, v 747 Y CHETIERICEBVWT, HFESIUAEER
LEEOERNES & L TRES N,

Y vy RT T —BEEOMEHHBRIMEICET 25 M0, vVA Ty PRBIUA XD
@fﬁgﬁﬁﬁﬁ&m:&ﬁ%BmttoTwéoiyh%%wtﬁﬁGE%%%Kié
REH, Ty NIET v MIERTY T F A OBMERICHTORZEREF N L
PRBEINDD, —HLeNF— I onizrol (ZL OFE, BEORE I8
K355, FIULOAEL THB), HEMI~TFA U CELB[a) oo xT 7—EHEIC
T HREIHENRBNEEZEZLONDY, BHAEOAIIBITALDOTHS, HEHARBRBIW
BHRBROBROLE LD, REHRPBHICRET DI EBUIEIN TV D, F-344 T
v MZBWT, EHRERICKIT 5 EEMHRE (NOAEL) XFEBMRABRICKIT AR UER BF
B/BWRIER. M=oY x5 5 —¥) BT 5 NOAEL @ 20 o? 1:E< &< BIRFHY 72
BREEUERISHTREND, 4 XRBRICBWVTH, 28 AR CRASE, Ml XUk
MER= Y T RT T —PHER L OHREOEEEMINHIOLNER SN ARKELR
BoOREKEICRWT, | RGBT, . BiE. FRB/EIFRRES L ChBFHE
A (@) r=x75—ElEEUNA) REAL, XBHEOERIZL - T, v 7F20F
MERERKT DI EHRTRREINTWVD,

v I FA UBRECEE L T RUICHRITEBRRARO b5, WALEYZ AV K
S OFEREBRICEBV T, HELRHBRRERLEIRD N7, HECEBE (1500
mg/kg FE/BEB2 D) OvIFFA U E2RELBET v b T, ER-EMRERENE., K5
MEHRE. BEoEy MR (BHHREERR) BIULEMERE. ER-EHNR8 L
VBB RRE (EREEEERAR) M5B80 bhi, =9 Y ZAVZRBRIZBV T,
BEAHRZEEMOIIRO bhiehol BEBHTATZ—BIBIE L 2do7),

HA RTA R L= T FA BT BEEERROER. RBRWEI I HEORE
FRAREZZFRLILY, HET v MIEEORELY DNA SREFE LRV L BRE
I, FRRIC. =7 F 4 REBRICHABHREEERZ T THEEZ T, nvivo 7
v NCREBKREFREAILEREEEFIRIERZ RE 212, w7 F A ICET 5 in
vitro 38 X W in vivo R FHRRD O R EFEREFRIERICET BRI A L Hic e
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STV, LOLEL, —RIIC, BEERIIHREERAETRALON LD TH-ZD,
FRINEEFOBENFAHEDO DO THoY | - T, MIREFEL —HLAR»-
I END, INLDOMROERIIFAE TR,

v T FAVOBEPOREFENTRINDID, BONTMADEEM (weight-of-the
evidence) 2RAL T, v 7 FFVICHET IEEEENT— RHLIWIIRDSAEIZKIT
HEEEMOBEEEIRVWI EBRESIT b5,

ARXBMOFAEN O/ ONTHE—RBIX. ~ T4 7 Y NTHE TRALERZFR L2V,
RFEECRIEFET TOS IR U ERBRTHEEZRTLWVWI L THD, BESF v
Z—ANLRZ—FRE (CHO) #Mifa% AV 2 REEREFIREMTMIBNT, =72
7V OERIEFEN T2, TR Y UEEXRAVWERBRTHELONICAENDL, v 737
Y UBBETRRERCRCBEREOWMFEFZRTIARENHD Z LBTFRINTVD,
v T NIBEONC T TFA L LEULTWAD T, REFHICHETIEER<TZ
7B YTIIED, LELENE, T 47 Y I E 7o i3 Fischer 344 2 7 v
N TCRBAMEREZR S22,

2 5FFUIREALTERB LIV ABIOCT v 2RV EEEE/RENAMERRIZEW
T, BEREELT, Flig (VA Iy F) BXUAK/DE (T v ) TEBERAEN
FHL,

PMRA 1%, &KtAE (MID) B2 2BRAED~ T F4 L THERF DT ARBLN
MM T o N CHIBEENFAET S &V ) KERERET (USEPA) O BERTH S,
Bon-MROEEM (weight of the evidence) 226, < 7 F A Mt MTEBIAMEZTRT
ATREMEITIRV Y & PMRA I35 L7z,

5y FBIVGUHFERANTY I FA UV OREZBHICOVWTEH#ELL, VIFITRBTHHE
ABHER (BRIGHMLOBD 5N 2 BEMREROBEE EF) 13, BEPEELRDL
n5 50 mghkg KE/BCTHRINT, Ty FTH, BEYBEMFET. R L REHE
(800 mg/kg A E/B) THRRIGHBA DORBD b 2 BEMRERP LT NI LR L, £,
FERAYTIFAVBBOHL Ty FERB VP XFORIMEPHARICER T &7V
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LHF— S BOMESH TS, MEMIEICEN T, MAELLHET AR ALBE
KET, BEHEE (2) AAEBEREE IEEENNE) BRHbh, 7y MEB
WT, BRFtLERBRAED~ 7 F 4 VAR BHIEREZFER Loz, BHEREH O
NOAEL 38 T# D2 HHZMICET S NOAEL IZH_TED - 7208, REMIOIEERD &
LCMAE SN AR ERBYEEIIEL LTAEK 21 BRCRDONZ LD TH o T,

INODRBROVTIICEBNTH BEMRRAREDRE L R HEIIRD bR R o7,

REERBENTe< T FACET 2 RAMEEHRER (DNT) BIUBEESSHE=)
TRT 7 —ERRNL., BT v FOERNE L UCEMRERSE EFICET 2 RESFEIL
BRALNICR T, LT, ZORZHERII, ZEVBEINIHEKE (T2bb,
ay rx X7 T —EHREICE T 5 NOAEL iXFRENMIC L~ THEEENY T 20 5K o 70) |
BIeHEREIND I "— A b (B, BHEREHTIIM2 Y X7 5 —EnHE
FEINR, RRASHTHERFT L EESARE TR Y X7 7 —BiIAEIN2) -
7). BELUORIGOREE (T2bb. WEHRHE CTRICAEKETHENRBD OIS HE.
FRERSITEBRABDICH AT R THERE o) ORTED LI, OB
HERIEEREEZLERERSEOMATED LN, TNHORRBRTIE, EAEIZEW
T, KBRS TIIRD DR VITEMERSEHRFY TROOND T L biftank, Z0
FOCERBYOREREIMURRRD LVIHMRIX, ~TF7FFICETHE FOREY X 75
R bR EID,

T EN—ANZ, T FA U BHELBIONSWRICHERRBERIET I L 2TRRT
HRONIGERAFET S QFEMT v PREBAMRRICET 2 FRB/BIFRBEROE
fL—BETHA, #ETHD © BB X UMEA X ICRT 2 RRVEIFRREROEM, Zhb
DEEELIZE- T, ST HREBEEBFNREVSROOND Z L3 ehole, < FFF
VBT MRBERISICOEET OARER DD LERTIT S bbb, v TFFRE b
TT UAF—RIGEICIRBRICZHRET DTTEEDS H 5 LERT I ARIMOFET D
B, EREBWERNWTEB SN A FT A VICER L 7= REREERRN L, <57 F 4
YRBIEME TRV EBALPITR> TV D, FREERRICHT 5T F 3 DS
CELT, XBERSHRRTRE SN TV SHRIIREN TR, #>T, RERS
XD~ T FA L ORBT OV THEMRRH-OIT 21T 5 720k, A KT A Iz HER
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617 I7u7HZ=)v

Health Canada

(P-C-617-1)

Myclobutanil. Decision Document. E93-01 (1993)

SHEERBR)IL, TERI a7 2oL 2 T v FBIU U RICHERAOKRE LT
CEDEFEHITBETHD I LBTRINTVD,

S8 G v A) BENL, HESENBSH THLZ EBHALNIR>TWD, 7y MIB
I7 5 NOAEL 13 49 mg/kg AE/BTH Y, TN LV IEFAETHRILED OBRILHRF DD
DERBEIEMZA T DAFROEFR 2REERIS L W 5 BAANRIERARBD bk, <U R
?ONOEL i 44 mg/kg {AE/A T& > 7z, 4 XD NOEL I3 # T 0.3 mg/kg AE/B .M T 5.9 mg/kg
KE/BH Th o7z, HED NOAEL X 59 mgkg BE/B Thot, 4 X 1 FHRBRICBWT,
F& UTHIBICEET 2FEREEN 56 mg/kg AKE/B TR b, NOAEL i 14 mg/kg
KE/B LREINT,

BWEm T AVWERARBRTHVWONEAEBIIBWT, I 707 o VidBRAEERS
iedolc, LLRRE, 7y b3 » A BRERTRIE I 72 NOAEL 2% 49 mg/kg (K8/A T
oD LT, Ty MRRICBIT28AEIX 39 mgkg KE/BDHTHolz, U R
DFA. 3 » ABRBR TRE &Sz NOEL i 44 mg/kg K&E/R TholeDizx LT, RERIC
BiF5mAEIL 70 mgkg KE/HThoTe, TNOLDOEAETHEEFNICERDOHHE
BIELAERBDON2rolcl &b, BESWEZ AV EERHRRICB T 3HAEITE
WeEz b,

5y M 2EMRRICBVT, RECEELZBRICHT SHE ERBIUVERET)
W T, NOEL X 2.5 mgkg AEH/B L EEENT, T > FOBFE, BRELEEERE
IKUETFRD & N7 JESHERFIEZ LI &S\ T, NOAEL IX 52 mg/kg (AE/B L BEE NI,
v U R 2EMBRRIZBVT, NOEL 13#~ U X T 2.7 mgkg AEH/BH, M~ D X T 3.2 mgkg
KE/BTHY . BEINIESHEFBEICE SN T, M~ 7 20D NOAEL X 14 mgkg
BE/REBESINI,

YHXFBIVT v MNZBWT, BEFEEOERIIRD o o7c, VI XFOREBWEN
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BILUR/BEIRBHIZEST 5 NOEL IXFNZ4 60 B L 93 mg/kg RE/H Th o712, F 7z,
7 v FOBEYEMER X OWE/ARIREMIZEET 5 NOEL X221 87 8 £ 1029 mg/ke K E
/B THoT,

7 v FEHREBFERRICR VT, ZRBRE L OEREHROET. FEEREREED
EH. REMEEBMNIG B L OFE F, RERBOBOBRED bNFER. £EEMEE
FAIZBE9 % NOEL I 15 mg/kg A&/ B IZRRE SN i-  BiB =M IZ B9 5 NOEL iX3.7 mg/kg
FEH/BIIRE SN,

B LEZREIIBWT, 370770k Ty hERII T RCH L TERBAMEREZTR
P, UHXERITT Y MR THEEFEHIER VRO Oh o7, BREERBRER
LEEThHoTz, BARCRBWVWT, 707 ¥ VidfRRIREN (5 v FT 87 mgkg &
H/B ; VY X T 200 mgkg KE/B) BIUAEBEEEEREZFRLE (T FT75 meke
h&E/R),
FEEZENBSEIMNBTHY . 7y FTIE. BELKREVENREETHD I LEEZ N,
JEFSHERIG & U T ORFIBIERZFRT 2 &EREIL. 3 » ARBRICBWTHA X T 59
mg/kg BE/B. EMBERRBRICBVWTHT v b T 15 mgke FH/A LEFEIN, ThE
DV ERETRD b tMOFIEELIX. FFRERDOEM,. BEHEES X ¥ —E (MFO)
EHEO LR, ENEESOFRRE., BRI XCRITAFEZELRE ThoTe, LinLi
Bh, 7y b2 FEMRBROBRTRAICBN T, BEIZEE LREBERZOFIBEZLITR
HONEMoT, TV RN, REMEBFROELICH - THBRIER BRIzt
BXUZERERK) BZRBDOLNDEZ Lidehot, 7y MIBWT, 9.8 mgkg KE/BLE
OHRET. AECEHLU-FREERTRBIUOBRERREZ LANRBDONE, Ty b
AFEEMRBRICB VT, 75 mykg (£5/B THEER L CINIROEH I TE SNz,

7 v b 2EHRBRTHE LN 2.5 mgkg KE/A £V 5 NOEL iX, ADI D#EICHEE TH S
EEZ BN,
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637 AFXFTTx/)TF

Health Canada

P-C-637-1)

Regulatory Note. Methoxyfenozide. REG2004-08 (2004)

Appendix I Toxicology

STUDY SPECIES/STRAIN NOAEL and LOAEL | TARGET ORGANSIGNTFICANT
AND DOSES (mg'kz bwidav) EFFECTS/COMMENTS
ACUTE STUDIES - END-USE PRODUCT (Intrepid 240F Insecticide)
Oral Rat/Cr1:CD BR 1D > 5060 mg/ks bw Low oral texicity
{6/sex)
No treatment-related clinical signs of
5000 mg'kg bw toxicity observed.
(limit dose}
Mouge/Cel:CD-1 (ICR) (EDg> 5000 mpfks bw Low oral texicity
BR
{6isex) No treatment-related clinical signs of
toxicity obzerved.
3000 mgkg bw
{limit dose}
Dermal Rat'Cri:CD BR ED > 2060 mgkg bw Low dermal toxicity
{G/sex)
No treatment-related clinical zigns of
2000 mg/kg bw toxicity observed.
{Himit dose}
Inhalation Rat/'Crl:CD BR LC > 0.9 me/L Inhalation toxicity considered low
{6/sex) Based oo the low volatility of the
active ingredient and the generation of
0.9mg1l targe particles during application:
(max attainable conc ) MMAD = 130 pm)
No treatment-related clinical signs of
toxicity observed.
Primary eve Rabbit'New Zealand MIS=0at!hr Nen-irritating to the eves
irritation White MAS =0 for 24, 48 and
{6 male) T2 hrs
Primary dermal Rabbit'New Zeuland MIS=0at I br Non-irritating to skin
irritation White MAS =0 for 24,48 and
(6 male) 72hbrs
Permat Guinea Pig/Hartley Negative Not 2 sensitizer
sensitization {20 animals test group)
{maximization
test)
ACUTE STUDIES - TECHNICAL
Onral Rat/Crl: CBBR 1D, 5000 mg'kg bw Low oral texicity
{6'sex)
No treatment-related climical signs of
3000 mg/kg bw toxscity observed.
(limit dose) in 0.5%
methvlcelliloze
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STUDY SPECIES:STRAIN NOAEL and LOAEL | TARGET ORGANSIGNIFICANT
AND DOSES {mg:kg bwidas: EFFECTS:COXMENTS
Mouse/Csl: CD-1 (ICR) |LD, > 3000 mgikg bw Low oralk eoxicity
BR
{6sex) No freatmzes-relared clinical signs of
toxicrty oheerved.
5000 mz kg bw
{limit dose) 10 0.5%
methl cellulose
Dermal Rav'CrCD BR LD..» 5000 mg/kg bw Low dermal toxicity
{6 sex)
No treatment-related clirical signs of
3000 mgkg bw toxicity observed.
{lamit dose)
Ichalation Rat/Cel:CD BR EC,, =45 mgL Low inhalation toxicity
{6dsexy
No treatment-related clinical sigas of
4.3 mg/L. (limic toxicity cbserved.
concertiation}
Prunary eye Rabbit/New Zealand MIS=90at 1 br Mivimally irritaring to the eves
irritation White MAS =0 for 24, 48 and
{6 male) T2hrs
Primary dermal Rabbit/New Zealand MIS=0at 1 Lx Non-irritating te skin
irritation White MAS = ¢ for 24, 48 and
{6 male) T2brs
Dermal Guinea Pig/Hartley Negative Not a sensitizer
seusitization {20 apimal tezt group)
{maximization
test)
ACUTE STUDIES ~-METABOLITE
Oral Mouse/Crl: CD-1 (ICR) LD, 5000 mzkg bw Low oral toxicity
BR
Methoxyfenozide | (6'sex) No treatment-refated clinical signs of
metabolite: toxicity obzerved.
RE-117236 5000 mg kg bur (Hmit
OLB) dose} in 0.5%
methvicelluloze.
SHORT TERM
28-day dermal Rat/Crl: CD BR NOAEL: No adverse effects observed
{10/sex/dose) 1000 mgikg bwday

8,75,300 or 1000
mgke bariday

{< and )

LOAFL:
> 1000 mgke bw/day
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STUDY SPECTIES/STRAIN NOAEE and LOAEL | TARGET ORGAN/SIGNIFICANT
AND DOSES (img'kg bwiday} EFFECTS:COMMENTS
4-week dietary Dog/Beagle N/A After 4 weeks of treatinent: No
and $-wesk (4 males/dose) mortality, no effecis on BW, no
recovery period clinscal signs of toxic#ty.
{blood recovery 0 or 30: 000 ppm equal - | methemoglobin, MCV, MCH and
study) to: platelets and { RBC, hemoglobin, and
hentatoerit,
0 or 1036 mg/kg bw/day
After 4-week recovery period:
Complete recovery and reversibility of
hematological effects.
90-day dietary Rat’Crl: CDBR NOAEL: No adverse effects observed
(10fsextdose) 2= 1369 mgidkg bw/day
21531 mg/kg buday z 353/379 mg/kg bwiday: | liver
0. 50, 250, 1009, 5000 periportal hepatocellular hypertrophy;
or 20000 ppm equal fo: |LOAEL: 1 liver weight {males)
@ » 1369mg/kg bwiday
:0,34,170,69,353 [2:>153F mg/kg bwiday 136915331 mg'kg bwiday: | Liver
or 1369 mgkg bwiday weight.
2:0,3.7,19.1, 72,379 - § RBC, kemocglobin and bematocrit
or 1531 mgkg bw/day {females})
90-day dietary Mouse!Csl: CD-1 NOAEE: Ne adverse effects observed
{10fsex/dose) & 1149 mgkg bwiday
2: 1742 mgfkg bwiday
0, 70, 700, 2560 or
7660 ppm equal to: LOAFL:
o7 > 1149 mgike bw/day
70,119 113,428 or | 2: > 1742 mgilg buw/day
1149 mg'kg bu/day
2:0.17.4,165,380or
1742 mg'kg bw/'day
90-day dietary Dog/Beagte NOAEL: No adverse effects observed

* Treatment
groups were
sacrificed at

13 weeks except
for the fow-dose
group. The fov-
dose group was
treated for 135
weebs with 15
ppm followed by
15 000 ppm for an
additional 6 weeks

{4/exidose)

0, 15%, 50, 500 or 5000
ppm equat to:

d:0,0.6 (*422),2.0,21
or 198 mg kg bwiday
2:0,0.6(*460).1.9,20
or 209 mg kg bw/day

o~ 198 mg/kg bw/day
2: 209 mgkg bwiday

LOAEL:
o > 198 mgikg bw/day
2: > 209 mg'kg bwiday
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STUDY

SPECIESSTRAIN
AND DOSES

NXOAEL and LOAEL

{mglkg bw:das}

TARGET ORGAN/SIGNTFICANT
EFFECTSCOMMENTS

12-month dietary

DogBeagle
{#/'sex/dose)

0. 60, 300, 3000 or 30
000 ppm equal to:

¢
152

€,

22,98 106 or

wefke twfday
2. 126,111 or

£'kg bwiday

#

I

0,
1190

(SR

NOAEL:
> 9.8 mgkg bu/day
2: 12.6 mz'kg bwiday

LOAEL:
& 106 mgikg bwiday

=

2: 111 mgkg bwiday

= 1067111 mg/kg bwiday:

- ¥ platelers {males); | methemoglobic;
: RBC, Hb, Hetand ' MCV,
Thilirubin {females)

1152/1199 mng'kg bw/iday:

- Iplatelets, ¥ MCH (females)

- Thilirubin (males)

- ' in rucleated RBC

- ¥ tiver and thyroid weights {males)
- brown pigmeat: cousistert with
hemosidarin ia liver acd spleen

- bone marrow changes (1 cellularity,
hematopoietic cells, prmary and
precursof erythrocytes, | fat vacuoles)
- ¢ bw (males)

CHRONIC TOXIC

ITY:ONCOGENICITY

18-moaths dietary

Mouse/Ctl: CD-1
(60/zex/dose)

0, 76,2800, or TG00
powm ecual to:

0, 10, 405 or 1020
mg/kg buiday
2:0,12.8,529 or 1354
mgikg bw day

NOAFL:
= 1020 mg/kg bu/day
2: 1354 mg'kg budday

LOAEL:
<1 > 1020 mgikg bwiday

2 = 135 mgkg bw/day

Ne adverse effects observed

No iacrease in fumour incidences
observed.

STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL

{mg'kg bwiday}

TARGET ORGAN/SIGNIFICANT
EFFECTS/COMMENTS

2-year dietary

Rat/Csl: CDBR
{60¢sex’dose 2 year or
10/sex/dose for 1 year)

0, 260, 3000 or 20 060
ppm egual to:

0,102,411 or 1045
mgle bwiday
2:0,11.9, 491 or 1248
mg'kg buday

NOAEL:
& 102 mgfkg bwiday
2: 119 mgikg bw/day

LOAFL:
o 411 mg'kg bwiday
2: £91 mp'kg bwiday

= 411/491 mg/kg bw:

- ¢ RBC, ktemoglobin ard hematocrit
- Viiver periportal hepatocellular
hypertrophy and serum GGT.

- { liver weight, thvroid hypertrophy
and altered thyroid colleid

(! basophilta, irregular deasity or
granuiometry} in mates.

104571248 mg'kg bw'day:

-1 mortality in males {af latter stage of
study)

-1 methemoglobin , | liver weight,
thyreid hypertrophy, altered thyroid
colloid {{basophilia, irregular density
or granulometry) and severe chronic
progressive glomerulonephropathy

- In females: ! bw, | adreral weight,
kidney pelvis epithelial celt
hyperplasta, tissue mineralization
(heart, acrta, kndaey. stomach), fibrous
ostecdystrophy (femur, stercum),
tissue iuflammation {fore and
glandufar stomach) and
eroston’ulcerstion of forestomach

No increase in tumony incidences
observed.
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STUDY SPECIES/STRAIN NOAEL and LOAEL | TARGET ORGAN/SIGNIFICANT
AND DOSES {mmgkg bwidav) EFFECTS/:COMMENTS
REPRODUCTION/DEVELOPAIENTAL TOXICITY
Multigeneratica Rat/Crl: CDBR Parental systemic Parental systewmic effecis
reproduciion {30/zexidose) NOAEL: (1532/1821 mgikg bw/day):
97 153 mgikg bw/day -1 liver weights, ! periportal, midzoual
0,200, 2000 0or 20 GO0 | 2: 181 mgkg bw/day hepatocellular hypertrophy i P
ppm in diet equal to: and Ty
Parental gystemie LOAEL: |_ Minimal pigments (consistent with
P parental animals: 1352 mgkg bwiday hemosiderin) in Kupifer cells in P
20,15, 153 or 1552 2: 1821 mg'kg bwiday (females)
mgikg bw/day - § bw {790) and bwg (10%6) in P males
2:0, 18, 180 or 1821 Reproductive NOAEL: at end of treatment
mg'tg bwiday 1332 mg'kg bwiday
21821 mgkgbwiday | Offspring effects: No adverse effects
¥ parental animals: obgerved
o0 @, 191, 193 or 1956 |Reproductive LOAEL:
mg'kg bw/day o > 15352 mekg buwiday Reproductive effects: No adverse
2:0,204, 203 or 2037 | 2:> 1821 mgjkg bﬁﬂd&}’ effects chserved
mg'kg bw/day
Offspring NOAEL:
1821 mgfkg bw
Offsprninz TOAEL:
= 1821 mgkg bw
Teratogeaicity Rst'Cri:CD BR Maternad and No adverse effects observed
{25:d0se) developmental NOAEL:
1000 mg'ig bw/day (himst
0, 160, 300 cr 1000 doze)
mg/'kg bwiday in 0.3%
agueons sodium CMC; [ Maternaland
gavage dose from GD 5 |developmental LOAEL:
to 13, = 1000 mg/kg bwiday
Teratogenicity Rabbit'New Zealand Maternal and Ne adverse effects observed
White developmental NOAEL:
(16/dose) 1000 mgkg bw/day (limit
doze)
0, 100, 300 or 1000
meg'kg bw/day in 0.5%  |Maternaland
agueous sodium CMC;  |developmental LOAEL:
gavage dose from GD 7 | > 1000 mg/'kg bu/day
to 19
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL
(imglig bw'dax}

TARGET ORGANSIGNIFICANT

EFFECTS:COMNMNENTS

GENOTOXNICITY

Salmonella! Ames
Test

T
1

»

98, 106, 1335 and
7

[
13

0. 50, 200, 300, 2000 or
3000 pgiplate with or
without liver S9.
Acetcne vued as solvent

Repeat assay:

0, 160, 300_ 500, 900 or
1606 pgiplate with or
witkout liver 39

Non mutagenic

Assay was validated with posiuve
coutrol groups.

Safmonella’ Ames
Test

Methoxyfenozide
metabolite:
RE-117236
(\LB)

TA 98, 100, 1335, 1337
or TA 102

0, 58, 200, 300, 2000 or
3000 pgiplate with or
without liver $9. DMSO
vsed as solvent

Repeat assay:

0, 300, 500, 900, 1600
or 3000 pgfplate wath
fiver SO

or

0,300, 500, 900 o1
160G pz plate withow
tiver 59

Nov mntagenic

Assay was validared with positive
coutrol groups.

Mammalian gene
mutation {in vitro)

CHO cells/(HGPRT
loeus}

0,05,10.50, 10,5001
100 pg/m! with or
withount liver S9.
Acetone used as solvent.

Non mutagenic

Aszay was validated with positive
confrol groups.

Micronnclens Mouse/CD-1 Non mutagenic
Assay (invivo) {5-Tizexfdose)
Assay was vahdated with positive
G, 500, 2500 or 5000 coatrol groups.
(limst doze) mg'kg bw in
G.5% methyi cellulose.
Mamumaliaa CHO cells Non mutagenic
cytogenetics {in
vitro) 0,13, 25,50, 100 or Assay was validated with positive
156 pg/ml] witk or control groups.
without liver S9.

Acetope used as solvent.
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STUDY

SPECIES/STRALN
AND DOSES

NOAEL and LOAEL
{mg/ke bw/day;

TARGET ORGAN/SIGNTFICANT
EFFECTS/COMMENTS

SPECIAL STUDIES

Acute Rat/Crl: CDBR NOAEL: No adverse effects ebserved
geurofcricity (10/zexfdose} 2000 mgkg bw (< and 2}
¢, 500, 1000 or 2000 LOAEL:
meg/fkg by in 0.5% > 2000 mg/kg bw
acueous CMC; gavage  |{(Fand )
dose.
90-d penrotoxicity |Rat/Cel: CD BR NOAFL: No adverse effeets observed
{10/zexidose}

0, 200, 2000 or 20 OGO

ppm in diet equal to:

.0, 13, 130 or 1318
mg'kg bwiday
£:0,16, 159 0r 1577
mg/lg bwiday

& 1318 mgrkg buiday
2: 1577 mgkg bwiday

LOAFL:

g 1318 mg'kg bwiday
2: > 1577 mg/kg bwiday

Recommended ARfD: Not determined as no toxicological effects could be attributed te a single
administradon ef methoxyfenozide.

Recommended ADI: .18 mg/kg bwiday based on the combined NOAELs of the rat chronic/oncegenicity
study {16.2 ing'kg bwiday) and the I-year dog study (9.8 ing'kg bw/day} and an uncertainty factor of 100
(10> for intra-species variations and 18% for inter-species variarions).
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WEE S PN EL S

Health Canada

(P-C-k393-1)

Proposed Regulatory Decision Document. Trinexapac-ethyl. PRDD2001-05 (2001)

Appendix 1 Summary of toxicology

STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL
(mg'kg bw/d)

TARGET ORGAN!
SIGNIFICANT EFFECTSS
COMMENTS

ACUTE STUDIES

: Trinexapac-ethyl Technical (CGA 163933 Technical)

Dose level 4000 mg kg
bw

Oral Sprague-Dawley rats LD+, (9595 confidence No mortality aut 3500 mg/kg bw or
5 animals/sexidose Timits) in M at 4000 mg/kg bw; 3 F at
LI 4610 (4450-4790) mgikg |[4000 mgrkg b died by d 2; at
Deose fevels: 3500 (F b 4300 mg/kp bw 1 M died by d 2; at
caly), 4500 (Monly),  [F: 4210 (3450-5140) mz/kg |5050 mgkgbwid 5 M and £ F died
4000 and 5058 mgfkg bw by d 2. No treatnent-related
bw (both sexes) Sexes combined: 4460 clinical observation, necropsy
(4180-4730) mekg bw finding or change in bw
LOW TOXICITY
Dermal SPF hybrid albino tais LD, greater than 4600 mg/kg [No meoriality and no treatment-
5 rats/sexfdose bw for both sexex related recropsy findivg or change

in bwr. Clinical signs included
dyspnea, ruffled fur, sbnormal body
position and reduced spontanecus
activity, completely reselved by

d 10. LOW TOXICITY
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL
(mmgkg bwid)

TARGET ORGAN:
SIGNIFICANT EFFECTS:
COMMENTS

Ichalation: Limst
test (4-h nose-
ouly)

Taf: RAT £ (SPF) albiao
rat;
S rats'sex

Dose levels

Analytical

concesfration =33 mgL
air

Noewmtnal eoncentration =
9.84 mgl air MMAD =
2.1 M; GSD=27)

LC,, greater than 3.3 mg air

No mortality and Bo freaunent-
related necropsy finding or change
iz b, Clingeal signs mcluded slight
dyspaea and muffled fur, completely
resolved by d 7. LOVW TOXICITY

Eye irnitation

New Zealand White
rabbits
6Mand3F

Dose levek 0.1 mL
undiluted iest substance

MES: 5.33/110 at 1 4 for
uvawazhed and wasked eve:.
MAS (for 24, 48, acd T2 h):
$.67/110 for vowashed eves
and 0.89/110 fer washed
eyes.

Mficimal (grade 1) confunetival
redness, chearosis and dischnrge
all ammials (nurwvazbhed and washed)
at 1 h complefely resclved by 72 b
AMINDALLY IRRITATING

Skin iwnitation New Zealand White MIS: 1.83/8at1h Very :light erythema i all anunals
rabbits MAS {for 24, 45, and 72 h):  |at 1 b coaupletely resolved by 72 h
3Mand3F 1.0:8 Very slight edema in 5 of 6 animals

at 1 h eompletely resolved by d 7.
Dose level 0.5 mL MILDLEY IRRITATING
undiluted test subsiance
STUDY SPECIES/STRAIN NOAEL and LOAEL TARGET ORGAN!
AND DOSES (mmgkg bwid) SIGNIFICANT EFFECTS!
COMMENTS
Skin sensifization |Purbright White guinea  |No denmnal reactions observed [NOT A DERMAL SENSITIZER

(Optimization
method)

pigs

10 anunalsfsex 1o
treatment and nagve
cowrol group

Dose levels
Intraderimal induction:
0.1 mL of 0.1% solution
of test substance in
physiological saline
{week 1) or 0.1 mL of
0.1% solution of test
substance in -1
formulation of
physiotogical salice and
Bacto Adjuvant

{weeks 2-3)

Intracutaneous challenge:
0.1 mL of 0.1% solution
of fest substance in
physiological salne

Epicutaneous challenge:
0.1 mL of 3% solution
of test substance tn

va:eline

at 24 or 48 h after intradenmal
ot epidenmnal challerge
treatment.
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL
(mg’kg bw/d)

TARGET ORGAN:
SIGNIFICANT EFFECTS/
COMMENTS

ACUTE STUDIES

: Pritpo MAXYX Plant Gro

wrh Regulator

Oral Sprague-Dawley rats EDyg greater than 5650 mgikg |Oce F fovnd dead cn day 1;no
5 animals/sex bw for both sexes treatment-related secropsy finding
or change in bw; clinical sigos
Dose level 5030 merkg included decreased activity,
b piloeraction and sensitivicy to
touch, completely resobved by & 3.
LOW TOXICITY
Dermal New Zealand White LD, preater than 2020 mghke {No mortality and no treatment-
rabbits bus for both sexes relsted necropsy finding or change
5 animalsizex in bw; one F exhibited soft feces
2 h after dosing, completely
Dose level 2020 mg'kg resolved by d 2. LOW TOXICITY
bw
Inhalation Sprague-Dawley rats LDy, greater than 2.57 mg/T.  |No mortality and no treatment-

3 animals/sex

Dose level

Analytical

concetration =

25T mgl air DMMAD =

2.7 uM; GSD=23-2.4)

air for both sexes

related necropsy finding or change
in bw; all animals exinbited fior
coated with feces/ urine upon
removal from chamber and
piloerection on d 1, completely
resolved by d 2. LOYW TOXICITY

Eye mmitatica

New Zealand White
rabbits

6Mand3F

Dose level 0.1 mL
undilvted test substance.

Unwashed eves:

MIS: 18.37110 at 48 b
MAS (for 24, 48 and T2 b}
15.5/110

Washed eyes:

MIES: 21 71110 at 24 h.

Muldly frritating fo eye based on
MISMAS for washed eyes;
however, dus to persistence of
ocular srritation up to and incloding
d 7 in both wasbhed and nnwashed
eyes (not all d 7 scores equal 0,

MAS (for 24, 48 and 72 1) [classification is upgraded to
19.9/110 MODERATELY IRRITATING
Skin irritation New Zealand White MES:0.17/8at 1 h ‘Very slight {grade 1) erythema
rabbits MAS (for 24, 48 and 721} |noted in 1 animal ot | ki, dermal
3Mand3F 6/8 irritation completely resolved by
Dose fevel 0.3 mL 24h
undiluted test substance MINIMALLY IRRITATING
Skin sensitization |Hartley albino guinea No dermal reactions observed |NOT A DERMAL SENSIFIZER
(Buehler method) |pigs at 24 or 4S b after challenge
5 animaissex in treatment
treatment and naive

control group

Dose levels: 0 4 mlL of
undiluted test substance
for both the inductien
and challenge treatments
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STUDY

SPECIES/STRAIN
AXD DOSES

NOAEL and LOAEL
(mglg bw/dy

TARGET ORGAN!
SIGNIFICANT EFFECTS
COMAIENTS

SHORT TERA: T

rinexapac-ethyl Technical (CGA 163835 Technical}

60-d dsetary:
mouse

15 CD-1 [Ctl: CD-1
(ICR)BR] mice/sex/doze

Dose level 0, 10, 1¢0,
1000, or 10 000 ppma
{equalio 0, 1.6, £3.4,
161, and 1352 mgikg
bwid in M and 0, 2.0,
198 194 and

1970 mgkgsbwidin F)

NOAEL: 10 000 ppm {equal
to 1552 ard 1970 mg'kg
bwid im Mand F,
respactively)

LOAEL: Not deternuined

There was vo treatment-related
finding in either zex at dose levels
up fo and iccluding 10 000 ppm,
ke HDT

Comntrol week 13 bw
M:343¢

F:293¢g

Control week 12 daily foed
consumpaon

M: 4.8 gfaainial

F: 5.2 gfanimal

90-d dietary: rat

15 Sprague-Dawiey
ratsisexidose

Dose level 0, 30, 300,
5600, or 20: 000 ppm
{equalto 0, 3, 34, 346,
of 1350 mg'kg buw/d for
Mand0, 4. 38,395, and
1551 mg/kg bwid for F)

NCAEL

M: 500 ppar {equal to
34 mgikg bwid)

F: 5000 ppm (equal to
393 mgkg bw/d)

LOAEL

M: 3000 ppm {equal to
346 mgkg bwid)

F: 20 000 ppm {equal to
1551 mg/kg bu/d)

5060 ppm: increased cytoplasmic
accumlation of hyaliae deoplets in
kidoey (M)

20 000 ppm: lower b, body-
weight gamn (bwg) and food
consumption (M/T); lower urinary
pH (MIF); increased vrinary SG and
urize volume (M); incrensed
incidence of tubular basoplilia,
cytoplasmic accumulation of
hyaline droplets and tubular casts in
the kidney (M).

Kidney histopathological findings
considered to reflect early onset of
spontapeous senile nepbrepathy
(zseverity considered minimaf}.

Control week 12 bw
M:337g

F:318¢

Control week 13 daily food
consumption

M- 234 glanimal

¥: 189 gfanimal

90-d dietary: dog

4 beagle dogs/sexidose

Dose levels: &, 50, 1000,
15 600 or 30 000 ppm
{equalto 0, 2.0, 34.9,
516 and 927 mg'kg bw/d
inMand 0,19, 398,
582 and 891 mg/kg bw/d
in F)

NOAEL: 15 000 ppm (egual
to 516 and 582 mg/kg buv'd
in M and F, respectively)

LOAEL: 30 000 ppm (equal
to 927 avd 891 mz/kg bw’d
in M and F, respeciively)

30 000 ppmr: fower bwg QAMF)
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STUDY SPECIES/STRAIN NOAEL and LOAYL TARGET ORGAN!
AND DOSES {mgkg bwid} SIGNIFICANT EFFECTS/
COMMIENTS
12-month diefary: |4 beagle dogs/cexidose  |[NOAEL: 1000 ppm (equal to |10 6C0 ppm and above: mneoid or
dog 31.6and 395 mgikg bw/din |bloody feces, increased serom
Dcce levels: 0, 40, 1000, |M and F, respeciively) cholesterol and minimal focal
10000, or 20 000 ppm bilateral vacuolation of the dorsal
(equalita G, 1.6, 31.6, LOAFL: 10000 ppm (equal medial hippocampus and (or)
366, and 727 mg/kg bwid [to 366 and 357 mgiks buid {ateral mitdbrain, considered to
indand 0, 1.4, 305, in M and F, respectively) possibly reflect an interference with
357, and 784 mg/kz bwid energy metabolisu: (energy
iaF) deprivaiion syndrome) following
profonged exposure to high deses
QLE)
20 000 ppm: sporadic emesis
{(M/F); reduced RBC counts and
HCT (M/F); reduced HB (F); lower
bwg (M)
3-week dermal: 5 New Zealand White Systemic toxicity No adverse treatiment-related
rabbit (22 rabbits’sexfdoze NOAEL: 1000 mgkg bw'd  |svstemic finding in either sex.

consecutive dayxs)

Dose levels: 0, 10, 100,
or 1000 mg/kg bw/d

LQAEL: Not defermined

Locai dermal irritation
NOAEL: 10 mgfkg bw'd

LOAEL: 160 aig'kg bwid

Lecal dermal irritation: marginal
increased severity of acanthosis and
minimal to moderate increased
incidence of inflammaticn,
fryperkeratosis and crust formation
in beth sexes at 100 and

1000 mgrkg bwid

CHRONIC TOXICITY/ONCOGENICITY:

Trinesapac-ethyl Technical (CGA-163935 Technical)

78-week dietary:
mouse

70 CD-1 {CeA:CD-1
(ICR)Br] mice/sexidose

Dose levels: 0, 7, 70,
1000, 3500, or

7000 ppm (equaltoc 0,
09,90, 131, 451, and
912 mgikg bwid in M
and 0, 1.1, 10.7, 154,
539, and 1073 mg'kg

vfd in F)

Chronic toxicity

NCAEL: 7000 ppn {equal to
912 and 1073 mgfkg bw/d in
M and F, regpectively)
LOAEL: Not determined

There was no treatmrent-related
finding in either sex at dose levels
up to an including 7000 ppm, the
HDT

No evidence to indicate any
carcinogenic potential of
trinexapac-ethyl at auy dose level
vp to and including 7000 ppm, the
HDT
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL

(mglg bawidy

TARGET ORGAN:
SIGNTFICANT EFFECTS:!
COMMENTS

2.year dieiary: 13t

80-90 Sprague-Daviey
1aisisexddose
{10/sex/dose intersm
sacrifice; 10/sex mterim
sactifice recovery group
for control and

20 000 ppm groups culy;
20:sex/dose chropic.
toxicity; 30 zex/doze
ternunal sacrifice)

Dose levels: 0. 10, 100,
3000, 10000, or

26 600 ppm {equal 10 O,
0.4,39. 116, 393, and
806 mzkz bwid io M
and 0, 0.5, 4.9 147, 494,
and 1054 mefke bwid i
F)

Chronic toxicity

NOAEL: 3¢00 prm {equal to
116 ard 147 mg/kg buwid in
11 and F, respectively)
LOAEL: 10 000 ppm {equal
to 393 ard 494 mg'kg bud
in M and F, respectively)

10 0G0 ppn und above: decreased
urinary pH (M) and brown
pigmentatice in renal whular
epithelivm (F; partially reveruible
after recovery; uot observed at
104 weels).

20 000 ppm: lower bw, bvg and
food consumpion M/F); ivcreased
incidence.eventy hyaline droplets
i kidgneys and brovn pigmentation
in repal tubular epithelivng (M
reversible afier recovery; not
observed at 104 weeks); bile duct
hyperplasia OM); mammary gland
galactoceles (F); acanthosis
glagdular stomach {F); low (2:80),
but statistically sigaificant,
ncreased incidence of squamous
cell carcinoma 1n fore-stormach
(M), however_noct considered
toxicologically relevant to humansz.
Under conditions of this =tudy,
tkere was a pogsible freatment-
related increased mncidence of
squamons cell carcinoma of the
forestomach in M at 20 0G0 ppm
(HDT}; however, this 15 not
considered toxicologically relevant
to kumnans. No treatment-related
difference detected in tofal number
of animals with tomours or in the
total number of benige or
maligrapt tamours at 52 or

104 weeks. No treatment-related
effect on the time-dependert
occerrence of tumour-beaning
animals.
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STUDY

SPECIES/STRAIN
AND DOSES

NOAEL and LOAEL
(imglig bwid)

TARGET ORGAN:
SIGNIEICANT EFFECTS!
COMDMENTS

REPRODUCTION : DEVELOPMENTAL TOXICITY: Trinexapac-echyl

Technical)

Technical (CGA-163933

Multi-generation:
rat

{1 litter/
generation)

30 Sprague-Dawley
derived raf'sex/group

Dose levels: §, 10, 1000,
10 €00, or 20 000 ppm
{equalto 0, 0.6, 60, 394,
and 1212 mgikg buwid in
M and 0, 0.9, 76, 751,
and (484 mglgbwi/d n

Parental

NOAEL: 1000 gpm
M =860 mg/kg bwid
F =76 mgilg bw/d)
LOAEL: 10 00 ppm
(M =394 meibg buid
F=751 mgkg bwid)

Offspring

NOAEL: 10 000 ppm
M =394 mgikp beid
F =751 mg/kg bwid)
LOAFI - 20 000 ppm
M =1212 mgikg bwid
F = 1454 mg'kcg bw/d)

Reproductive

NOAEL: 20 (:00 ppm
O =1212 mg'kg bu/d
F= 1484 mg/kg bwid)
LOAFL: Not determuned

Parental

10 000 ppm: lower bw and bwg
(FoFy M and F)

20 OG0 ppm: lower bw, bwg and
food corsumption {Fo'F; M and Fy

Ofispring

20 Q6C ppm: fower pup body
weight (F/F» pups) and slight
decreazed pup survival (F, pups)

Reproductive

No adverse treatment-refated effect
on reproductive parameiers up to
and including 20 000 ppm {(HDT)

Teratogenicity: raf

24 cexually
marure/nultiparous F
Tif: RAIE{SPF) ratsidoze

Dose evels: §, 20, 200
or 1000 mgitg bavd

Maternal toxicity
INOAFI : greater than
1000 mgkg bw'd
LOAEL: Not defermined

Developmental foxicity
NOAEL: 200 mg'kg bw/d
LOAFI: 1000 mg'kg bwid

Maternal toxieity: No treatment-
related finding at any dose level up
to and mcluding 1000 nig/ke bwid
(HDT)

Developmental toxicity: increased
incideace of asymmetiically shaped
vertebrae at 1000 mg'kg bwid

Teratogenicity: No evidence of
teratogenicity at any dose level up
to and including 1000 mg/kg bw/d
(HDT); therefore, under the
conditions of the study, tnnexapac-

ethyl was not teratogenic
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STUDY SPECIES/STRAIN NOAEL and LOAEL TARGET ORGAN:
AND DOSES (mgikg bwid) SIGNIFICANT EFFECTS
COMDMENTS
Teratogenicity: 16-17 sexually mature/  |Alaternal toxicity Maternal foxicity: No treatment-
rabbit. aulliparcus F New NOAEL: greater fhan related findiv g af avy dose level up
Zeaized White 360 mgkg bufd to and including 360 mgikg bw/d
rabbitsidose LOAEL: Not detennined (HDT)
Developmental toxicity: decreased
Deose levels: 0, 10, 60 or |Developmental texicity live fetuses per litter and increased
360 meg'ke bwid NOAEL: 60 mg/kg bw/d post-implantation loss at
LOAFI: 360 mghkg bwid 360 mgikg bwid
Teratogenicity: No evidence of
any treatment-related irreversible
structural change at auy dose level
up 2 and inchedicg 360 mg 'tz
bw/d (HDT); therefore, nnder the
conditions of the viudy, trinexapac-
eibvl was not teratogeuic
GENOTOXICITY': Trinexapac-ethyl Teclinical (CGA 163935 Technicaly
STUDY Species or strain or cell |Doce levels Significant effects and comnments
wpe
Salmonella § Salronella fvphimurizen (0. 20, 78, 31t 1250, or NEGATIVE
Ames test strains TA93, TA1C0, 50300 g 'plate.
TA1535 and TAL537 = 59 metabolic activation
Mammahan Mouse lymphoma 0.7.5,302,1206. 01 NEGATIVE
chremosomal L5178Y cellz (atthe 230 ug'ml.
aberrafion (in thymidine kinase locus)  |= 59 metabolic activation
vitro})
Mammalan Human lymphocytes 0, 62.5, 125,250, 500, or NEGATIVE
cytogenetics {(in 1000 ug'mi
witro) = 59 metabolic activation
Micronuclens M and F mouse hone 0, 1000, 2000, or NEGATIVE
assay (in vivo) marrow cells 4009 mgkg bw (sacrifice at
(erythrocytesy 16,24, and T3 h)
Microguelens M and F mouse bone Initial assay: O or 3000 me/kg {Significant increased frequency of

assay (in vivo)

marrow cells
(erythrocytes)

bw (sacnifice at 16, 24, and
48 )

Cenfirmatory assay: 0, 750,
1500, or 3000 mg/kg bw
(zacrifice at 48 h)

micronucieated polychromatic
erythrocytes in M and sexes
contbined at 48 b in the initial
aszay; however, values were within
historical control range and not
observed in the confirmatory sssay
at 3000 mg/ke bw at 48 h. In this
study possible weak clastogen,
however, weight of evidence
suggests CGA-163935 not ikely

clastogenic.
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STUDY Species or srrain or cell [Dase levels Significant effects and comments
ope
UDS in vitro Rat primary hepatocytes |Prelimirary cytotoxicity NEGATIVE

assay: 0, 5, 10, 21, 41, 82,
164, 328, 656, 1313, 2625,
or 532530 pg/mlL

Foitial UDS assay: 0, 0.8, 4,
20, 100, 200, or 400 pg'mL
Cenfirmatory UDS assay: 0,
4,20, 100, 15¢, 200, 30C,
4G0, or 500 ug/ml.

Compound-induced mortality: There was no sigpificant increased incidence of ireatment-refated morntalities in
any short-term, long-term or special studies.

Recommended ARfD: An ARfD was ot established, since {ricexapac-ethyl is intended for terfuse only {non-

food use).

Recommmended ADE An ADI was not established, since trinexapac-ethyl] is intended for turf use only {non-food

use).
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