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B021303
ES0

2-Imidazolidinethione % 0, 1, 6 3130 mg/kg DFETHERED Crj:CD (SD) IGS T v
N (SPF) 1228 EFIRERARS L, BN DEEOBER LUEROEBLEHREL, 20
BSHELEEELZIM L.

—fRREBIE T, 2FMOWEDEE N 30 mg/kg BHEOMRETERY bz, EEHRTI

, —ESOBMM TREDORENRO D=, ZTOREIIER L TV e,

FER L OEEEOKED 30 mg/kg BEOMBE TR bivz. BEEHMFICIE, AERBX
VB EOEMED 30 mgkg BOMTRD LN, EEHBMSKEICIXEE LE.

MEAELFORETIL, B VAT 0 — L OFEE, ALP B I OE# Y > OKED 30 mgkg
BEOmE, 7 a— L OBRED 30 mgkg BEOMEHE TR biviz. BEESBKRTRICE, b
DELIEZEE LTz,

FREEERET, HigEEEORMED 30 mgkg BEOME, FIRREMEERS L OMEME
EDOEED 30 mg/kg BEOMERE, MR EER I UMM EEDKMES 6 33 LT 30 mgkg
HOMTRO LN, EEHRKR TR, b0 {LXEESD 2 WITEE L.

FR T, FARBOEKXD 6 mgkg BEORER L O30 mgkg BHOMETR D b, Thb
DX, EEHRME TRICIIEE & 5V 38R L.

B FRIRE C, Figo/NERLEFFEIRIER, TEEDEREEFERERS IO
FREIROZERED 30 me/kg BEDMERECERO bz, £/, BRRIRO v FORDB LTV
FAMEOIEIE R IROIERD 6 mg/kg BEOTER X1 30 mg/kg BEDOMEREIZFR O Hivrz.
BEERE T RRCIE, TEEOERE GRS 30 mgkg BEOBTRD b, TR
EEEmB LWz, £z, ToMmoEbixEE L.

LD X 5 icHrEL b 6 mgkg DL EOBETHEBRMERSIERT 5 &L B 5 E1R
DN, o T, RERBEMFTIZRIT 5 2-Imidazolidinethione DHEZEE (NOEL) i
HEE S 1 mg/kg/day & Hr L7z,
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B021303

MEkk L 05

1. WEHRWE

EEFBEEERMRELECERLEDER AN KENbRESLE
2-Imidazolidinethione (B&%F : ETU, vy MEE : MLEE @ 99.89%) ZEER L7, 1%
RiZ, BEBET, FRVEAFRITNE (FHE : 2.0~8.0C), HHT, BHEHTT
HREFELE.

BB 2 A IES V2 TFF N, 2ANVATNAIF VY, mFLFF T

7, =FUVFERE

S
e — o
CASNo.:  96-45-7
STE 102.16
AZFER . 2003410 A 10 A
AFSE

BRRE XK RRVER
ARG ) RO
TE b RO
Mz ORHEHA

i 199~202°C

Bl

SEEEL : log Pow ; -0.66

RERICER Licr v FOREMREIE, BRI TRERBEIRE L ORGE TR
WCHRARIR A~ v (IR) ECHIEL, BEFZE BAFERAED IR AT Mv%
HEBELTREROAAN v E— ORINEH D L E2HRL, BETHD LHET L GRfT
gE.

RIEHESS - BT — U 2 EHRFRSDHIEEST (FTIR-8300, (REHESLER)

5 ¥ KBr CHBYEEIREL, A/ UVHAKICTRESE. TOREWE

=AYV RZTVRIZTMEL, 512 /ERLBIE L.
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2. fHix
2.1 &FF
0.5% I NHEFLAFAELT—ZF FY T A (CMC-Na) KEHK (CMC-Na : Fitffize
T2M. LotNo.LDNO0197, WAGI264)
2.2 BRDFREL 1k
(a) FTEED CMC-Na ¥BFFRILCHE L. FARELVDROOBRIKE —b—IC
AR, BHE RV —Ure—F—) ZAVWTEREL, £ CMCNa 24 L§D
IR 72D DA, RS-
(b) BEUKEMA THEDREILRD LD, ARVIVH—TRART v 7 L.
(c) TR EREFRBIIAN, BRER LRWEEIITAITRGE L.
2.3 RIFSRM
mpT. &KX BRER, AL

BAF ¥ —/V R U S—RASHEAREREFH S 2003 4 8 A 27 HIZ Crj:CD(SD)IGS
~ (SPF) MERES 33 UL (FRIEENE - MERER 32 10) 2 AF L, T0D 5 LIRS 30
PLEfEm L7,

BV TR, MiREE b 5 B OBRESRT, —RRKE2ER 1B 1E) S8L, &
RRBRBEFRI LB LE. £, AWARBIOWERT BICHEZREL, %
BICEFEORWI L2HER L. BIRERTH, RERMKBEET4 BERFEIEL, —
rRiEEZER (1B 1E) B8 L. RSFEMITRICAERINEFESHEEICE-T,
BROLHEENMTEH— L7225 & 0T8T L, REMERFORRI S B, KE
SUHHITHEDS 140~157 g, #ENS 117~137 g Th o7z, FEBIOEERKFED, FHEEL20%
LRTHDZ L 2R L. 28, RESWITREMME OR BIHET THRIMLL,
FEIEALY & LT,

B, BESURNIRICHMEAL TEERL, BEERN L. BEoURIIEHE T
BB R ERE LA 70Ty TERDIAR, v 7uFy 7Y —&— (DAS-5002
Notebook™ System, Bio Medic Data Systems, Inc.) & W TEEEN Lz, 7 — i
B - BEIRT (BT IRBRES, F—UFS, BE - BUkToBnES,

BT, RHERLIUMRERE LT AT, BOTUREIRBRER, HBRYE
9



B021303

4, BE (FB), 8Es, 8WE, RRBIOMzER# L7 Va2 MiT. 7=
7L, TORERIZIIBRERSOA, BREHERERKIZIIEMEEDARDFr —TF
)NV EAT T

. BEE
BE - bR e afAFT ML E U C, BESFSFE9.0~25.0C, HxHBERF
BREEFA35.0~75.0%, BR6~20E, B (F—nNT7 vy a7 —#4R), REFI128ERE,
B (7:00-19:00) \CEHEAE L-MAEE Q12%) 2FEALE. SEYPHFOBREED
ERMEIX203~23.0C, 554~849%ThH-o7z.
B, A h 7 L—TBE LR T L RELS ) FTIFRIER — (195W x 325D
x 180H mm, & URFERERASH) CHE L. BOUrL, 1 7—Yh7n 1T
HOVNET2IELT (F), BEOSTHRIENCEL, F— M Lb—0RE LA T >
LV ARIZEE (BEMEKEERM &, MR UBERBKRASH) KRBELTHEE L. R
BMARER (XN—FF v, BERF vy — R - Y- &H) 28, F—Fo v
—T7WE LTI = A8 N — (M FUREREERNSH) 2ERALE. Y0
RESFOR—7T —a VEER Lo, BREHEOHERITIE, &—b7 b—
TWE LR Y I —RF— b — (TR-PC-200, 265W X426DX200H mm, h*V
LS 2EA L. 28, BREHENER O —JBHLRHLE, v Fra=
U LAREEBREEA] (A 7l y b, =a A KSH) OFRRTHEELEZRATF—L
RS (b URZERGAS) &, MERIL, XUl azy ARBHRESRA (<
f7uBhy b, TaFRAKRNEE) OFRECHEL-BREDERNCERE
(SUPERMEX, ZHTH#WHERSH) FBROXF—NBEREEER L. BEHEBL
M, REOEREBMES 1 BIC 1 Euo—F—a L. HBEECE, A— M L—TEHE
L7-BERART - L ABGEERR (FF UBREEBHRSH), BRI, BEEKER
(A=h7T7 v Va v AT AMFE, PFURESREKASHT) 2ERLE. 7—UVBX
CEERIIRA 14 B/, FU—IidB X UYREERRIIE KR 7 AFER®BHE L.
B, BUORRRRE U EREY A ERER (CR-LPF, AV = X VEERT ¥k
K&t ZFERENE, BREBEREL O/ —VBILE, BRESENERFRL LT
EHEMESIATR 05 FHLORERERE ERICERIEE. £k, Sum DT 4V F—
B, RORRBE LIoAGEKE FTEREREE, BREHNEAER O —VBHERB X
10



B021303

VEBEHEREREZERE, BEERIE.

ST ORERESOERNEREY, FEREFIEECEREICEA LTI LE
MEEANREREROTE L Z—CER L EOERE 2y MEIZAFL, BBRLE. £
7o, BBAKIMASH S 1 Yot ¥ —CKERELZ EHNICER L, SITEBKE
BICE U RERMEFIEEOEEITES L TWD Z L 2B L.

. BB

BEREIL, ARRICERA LA R4 VRECTROEE L Lz, REHIMII28
BREEL, T4 AR—FTALY o OEE LTy NAT 7 e 8.8 Y VT2 AWT
1H1E, 8:18~11:470ORIIEERAHFEE L.

FERBROABLHRETILDIZER LR 7 BRRDRERS THEAR FHBRES
B021464, FE&E : 0, 100, 500, 1000 mg/kg, EV%k : KEEMERE 5 IT) DR, LITFO
AT bALTz.

1000 mg/kg BEOMETE 3 HIZ 161, F4 BIZ3FMNETL, F4 BIT 1 FEUEIELH
FBellc., 7, A TIIEIRICLIA, F4 BIT4HBFETLE.

500 mg/kg BETTITEE 4 BICHERES | BIDSFETE L, BERES 4 Bl Btk Uiz,

100 mg/kg BETIX, BETHE S BNOE 8 H LTI, HTEYE, 2F0%FERED
£E, EEH, MBI CEBOEEDOHENSDVIZAREDEN, H3RBLKTH
WEREORME, 5 7 BICEEEDORE, FHROIKERE, WiRMEKE, DmERE, #F
BAER LI L ORISR GL IR E 4y EOK(E & EHRMBR M ERBEORME, vGT, KR
ER BEAR, TATIVBIOZo—n0BEEL NI 7V BS54 RBIUERY v
DIEE, BA&EE, iR, R BES L OREBEHEEORE. M BIERLUE
BAREEDOSE. MR/ 16, Migo/ N 56, BORBE O HM A 1
B, ZEf5is L OEBOREANEYD 1§, THREDEKRDS 3 i X CHFED /ML 1
FIRD BN, BTHE 3 BMDE 8 BE CIRE, BXREHOERT, HMTEE, K&
BT, £F0EEREORE, W, B I UEHOEKEDOHIE L UHRSFR
biviz. B3 BLUV7 BAEENKE, 7 BICEEEOKE, M T, MIRMERKE,
BIER SR & O ERER L OIRME, RFER, BREQ, TA7 IVl n—10R
B ALPBLU M) 7V T4 FOEE, &REE, MR FE EE BRI
RGN EROEE. M, SIBERLIUEBREMEECHEL MEE L VREETEER

11



B021303

DIRME. Mg/ DS 1 6, g/ 4 G, BOKED 2 61, BOBREEHD
Hifa 2 fl, ZBBLCEBOREANRYN 2 61, SREO/NEMER 1 FIEED b,

bk 5 mE S b 100, 500 38 LT 1000 mgkg CHREBRDEITERT A ELRD
bz, 207, BE 7 AFRARERETHRAR RBRES : B030976, HE:0,
4, 15, 50 mg/kg, EM4%k : BEEMERES IT) 21T 7c.

ZOFER, S0mgkg HETIIHTE S BV 0LFEOKREBREORE (HBE), £78
WHEEDKE, £ 3 BIIEBHEEOKE, ~E/abVigE, ~~ MUy MEBXD
MARLBFKDEE, REER, BaLxTn—, BER, TATIVRBIGIr—
NDEE, ALP, TV EeTA FORE, HKREE, BIBES - EXEEDOKE,
B, PR XIORBERBAMEROSE, FRBOERBIUREOHES2FTHRD L
o, ETIIES B b2FEOEEREORE BFF), N7V BT/ FBIUER
U OKE, g EREOSE, FRBOEKX QF), REDEHEN S F, Mkl
L ORI D /NS 1 BT 0D b

15 mg/kg BT CHBMANEEORE, FRBEOEXD 1 GO LN,

4 mgkg FHTREERRD b1 T.

UEDZ Ehb, FRERTHE, HROEREOHBIHEEND 30 mykg ZH&EA
BIZHREL, UTAEKHS T6 BEIW Imgkg ZRE L. £z, HEEROLEZHRET
LRTEEE (0mgkg) 2T, BEFEIX 10mLke & L, BB ICAIE LEEEICE
SWTEH L.

6. HEHEDOFAH
ZHAEBCHEEEOWRMELTREL, 20T 4 a7 ik — (s —:
AR-250) %%mf%%(awchNamﬁW)m%éb,%~4vw%7zWﬁ%E%
WAZRT w7 LT01, 0.68K03.0 mg/ml OREHELAE L. REEEITRBHER
TEELEEEESTOBEPOERTTEBIICIEE L. #ERIIRSTH/TDET
7R A TRE WA - BERTSE T CRIAF Lz GFASEE : 1~15C, ERIE :2.5~8.0°C).
BB, ARG zo—F  TRATOFREICTER L.

7. REWED N
BEBRFORBHEOH R LUAE - BARTFLEGTCOSEROREMEE
12




B021303

HPLC #% AV 104388 L UN00 mg/mL DERECHR L. 72, MURELETTOI10
BEOREME0.1 mgmL OERECTHER L GREE : B021463, HftEE2). #E
BREARTICHIEI AR D& A ERO R 5IRE HPLC BT & 0 BBRHER THT LIz
fER, BE0.] mg/mL IR EML01.0%, 0.6 mg/mL iZ3F5REME100.5%, 3.0 mg/mL ix
100.7%TH V, REBELI%NLUANTH D Z L 2R L (RERR). o FkirsR
BRHMESR CEM U7-SERE S : B021463, FEBREE4 : Validation study of the analytical method
for the measurement of the concentration of 2-Imidazolidinethione in the dosing solutions CTHE
BENTZFECTHIT LIz, BEBBOSWHIELLUTIRLE.
7.1 BRIRIKZ v~ N7 57 (HPLC) RSt
5T A : L-column ODS, 4.6 mm LD. X250 mm, CERI
AT HERE - 40C

BEFE (MP) : water / methanol (95: 5, v/v)

PRI : 1.0 mL/min
i quul : UV 240 nm
EAE : 10 pL

7.2 VI OTEEL
TRICEVEERRZ AR L.

e WAL vt
SS-1 WER'E, 50 mg* — 50 mL/ MP 1000
S$S-2 SS-1, 1mL - 10 mL/ MP 100
ST-1 SS-2, 1mL - 10 mL/ MP 10
ST-2 SS-2, 2mL - 10 mL/ MP 20
ST-3 $S-2, 3mL - 10 mL/ MP 30

* BT TR, SOmLIZART v 7 LT,
73 BRI OFEEY
TRICHEOREAR Z R L.

FRELE 5 ; BE FIR
(mg/mL) BFITE (ug/mL) | fE=
I’ L tion A
30 5%, 1mL — 100 mL/MP (Solution A) 8 00/3
Solution A, 3 mL —  5mL/MP (Solution B)
} tion C
0.6 BE, 1ml — 10 mL/MP (Solution C) 18 100/
Solution C, 3 mL - 10 mL/MP (Solution D)
0.1 ®ER, 1mL — 5mL/MP (Solution E) 20 5

13



B021303

74 BIEB LI OEEET
T2IETHRE U/ BRI (ST-1, ST2R8 LV ST3) BLUTIECTHRE L /-3EAK
(Solution B, Solution D & X U* Solution E) ZHLEHF|/E L HPLCITEAL, Z7a< b

TIAFOWBMEOY — 7 EmEXRELE.
ERO—RAE KD,

ARSY

%, BUBHAE O FH L=

8. [EEHIM

ST FREERS U8 30 mg/kg BEDMERES- 5 ULIC, HEEIBKT# 14 B OEELMB 2R

EEREOBRERBIVOZOY—r @
BREBRO—RX» ORBBERFTOWBRHEORE K
EPOBREBETFOEBRYMEDRELEH Lz,

7.
9. B
B 4 RBE BEHRR T %R B HART R T %R
(mg/mL) 53 I HE ivi3
o 0 57 5 5 5
& (10101-10105) ™ (50101-50105)  (10106-10110) (50106-50110)

1 mg/kg 0.1 5 5 o o

(10201-10205)  (50201-50205)
5 5 - -

6mgkg 06 1030110305  (50301-50305)
3 5 5 5

30 mg/kg 3.0

(10401-10405)

(50401-50405)

(10406- 10410) (50406-50410)

*1, B EHORE
*3, BEhpEL ;

10. 842 - BIEEE

KIRTIEB 2HBRELE.
%77,

EI1WEE L.

10.1 —fkikee

JH (829 H) o
*4, EhiEE.

BEHFIZ 1 B 2E (&,

FRIFICEE L.

102 1TEIRE

BESK304) BELE.

1, %2, EMEEIRIETEE (343 H)

2B, BEBOERTIIHRSHBEEELH, F1~7TH%E
%20 BUMEZEHEHE S L.

UTICRT)OEEMERBEIT, RERKBITEIC 1B, #EHARTICEE 1 H,

WEFR L FRICITo T,

EREBE L7z,

2k, BRE

(2), GNTOWTIL, &4 HE

14

o 1 BRI L.
FOBRE CRBNEOFEREDI DB b b o, BEHEE O
EHE OB ER I LAY 7 —RR— i —

ZDMOHRIZ1 A 1[E
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B021303

(TR-PC-200, 265W X426D X200H mm, ¥ UEIEEHE) NICERETE L, BEE
BEORELHRVT, SBMICBYES L IIEBREREES 27V F ATmLT
TAYFBRELTHE L OIS, TRERMRY UERROBRERB L UBEICEEL TH RN
FRERB L. (DBICQOTEAEEIZRMCSER 4 ICER L.
(1) BEMOERBE
(@) R—Lr—TUNTOBE :
=BT — VN TOEORTEHNC | HMEELL
REER - RE, MRS, BERRE, PR
(b) N> RY RO
BYOERERES LSERANHLES, F—V»rbEBY L THELE.
BREER : r—V0b0BRVHLE S, N N U 7icxtd 3R, R,
BE OME, BEOER), #E BEOBER), R (RS,
IRBGEASLIRER), HEIE (REEDEFR), oW, WiE, Wi, IE,
B
€ T—T 74— IVIFTOEE :
F—=Tv 74—V FORLIEPWEBNTHLENT 2 SH8ELE. (I—
T T 4= FCEMEANDENS, TOREBEEoTMTARE L)
WEEE - b BBV, FEEE, SRR, HeE, &6 - B8, 2R, EHHEHE
M, HITORE, RE, BRMES, BEMEEE, FRTH, B
HITE
(2) HRERE
(a) FIBLTH 3 5 BOGHE
F =TT 4= FRTRE L.
WEER : BEERUL, BN, BREES, 7oA Y UTFRIG, ERERRE
(b) BAHAIE -
FUINT A —VEAVWTHEIE LK.
REEE : BIES, BEES
(3) BREHEDORE
B ESENTEE (SUPERMEX, EATH#B#HENSH) 2AVE. REROBER
T#%, RV I—FREx— NS —ViICBEB L, 7 —VBILEIT o7, BIEEANIHZ
15




B021303

BRARY B—Ap— MU — I L, 1RERRE L. 28, BEESREREND
10 IR L .
103 & =
EFOFELREHMPITL, 8, 15, 228X V28 Bz, EEMEDIX29, 36 &
U 42 BIZEFRM (PB-3002S, A F5— - hU FEEXSH) 2HVWCHEIELE.
104 fEEE
Br—V I CILRRALBEEYEFRFE (PB-3200S, A T — - F L MRS
ZRAWTHIEL, & 1~8, 8~15, 15~22, 22~25, 29~36, BL W 36~39 A DHEE
ARICRITS, 1 EHIch o | HPYEEEZEN L. BEEIHEHMOKTHET
zRLTZ.
10.5 MiEFRIRE
FERLOEEHFMR TROMEME R (B9 L U43R) L&KL LRI DS
FEVHEREL, FAREZ—AF R Ua (TRF -V, BHOREENEH) ZIEEAN
TRELUTHEEL, AR VM U7z, R L fiRsE: AW TRIGRTEE 2EE L
fo. Tm bar v URRB X OEEES e v R 7T R F U OE B OBEIEI,
EEE LRI E U C32wh% 7 = VBE =T Y U SRS E A L, & 008 (12,000 rpm,
12,000g, 37, #94C) L<E LMLV, TOMOER ORIEITIE, HEE
FEIEF] EDTA-2K TR LMK E AV iz, £72, Wright L@ BHERZ BIRER L,
BR7F L7, BROMER I OCMITRERTHR, BEELE.

" H 5 I BIEHES
TR ERE(RBC) BOR(CALER " Rt L — Y —FCM i ()
~E ST Y (D) YT URARNETBE A (a)
~~ b7 Uy MEH) BRRACALER Z K 75 L —H —FCM i (2)
EHFRIMEREFEMCV) RBC & Ht L W EH -

Y H R i BR I £, 58 B (MCH) RBC & Hb L0 EH -
EHFRIMERM AFEREMCHC) Hb & Ht LVEH -

HBIR Bk E(Ret) RNA $Z X 5 L —F —FCM & (a)
/R E(PLT) BRI — Rt L — 9% —FCM & (2)
A =T =R e o T ) YeRERR (b)
EMACERS P v AR T T AF L HBEBRH R (b)
EFI(APTT)
H ERE(WBC) Eetk REEEAIC & B L—Y —FCM & (a)
RNFFF—FREAILL D FCM B (a)
WBC 7#E(WBC Diff.) JUBERAEEERICL D V—F—
FCM i&

BIEHER : (a), ADVIAI20 (XA AT 1 IR SHD)
(b), CA-510 (¥R A v 7 AfkHA&A)

16



B021303

10.6 IMEAEILFRIRE
FTEARRI RO L 72 iR O —#0 & IR T 30 L. LEB %, 3.0 458E (3,000 rpm,
2,050g, 1077, K4C) L, BonizmEZAVVTKROEEZRE L. BERON
EiZ-20C (FAsE . —I5SCUT) THEEFEL, RBRETHR (BKREEERR)

ETIZEELE.

H B 5 &
ASAT (GOT) UVerate 3% (JSCC 2 B #5)
ALAT (GPT) UV-rate % (JSCC S B #:)
y GT y - NWVE I pp-= huT =Y FEEHESSCC B
ALP p-=ha 7=V VEAEE R (ISCCHREE)
Brirey BER7E (BOD #k)
IREREER B255-UV & (Urease-LEDH %)
JVTF=r K375 (Creatininase-POD 1)
Tha—=z B (HK-G6PDH i)
Bavzrao—n B (CO-HDAOS #£)
KU ZUESA R BEEVE (GPO-HDAOS #5, 7'V &V U iHERE)
WEH Biuret }£
TINT IV BCG ¥
A/G kb BREABLIUOTATI VI VESR
HNTT A OCPC ¥
Y E£32 1k (PNP-XOD-POD %)
T HrU A A T BN ERRIE
RN A F RN EIE
Ja—) A F RPEARIE

JIEREER  TBA-200FR (BRREHHE%)

10.7 FRIEE

BEHMEKE (5525 B) WA S T (ERIVEZO/NIWVIEC S F) @5
BIR—DCB L, FHREERL T, RRITTRABRKIEICIIEEZRE L. Tl
REEEESHEIIFERB T UOBAKE 5 2 oo, FERITFER & UTEERICERL, &%
EENEONKREFERALL. TOBR, BPROLNRD oD, REHEFOZD
MOEE DRER LSOEEHMPOLERDBRELEHR L 2o, BREICHWIRIIR
ERTIRE, BELEL.

H H 5 ik B ERS R
pH PRBRRE (a)
EB BRI (@)
Ta—R RERRIE ()
VAR NVZLN RBRMEE ()
YUY HERAIE (a)
=ik RIS ()
vaevl) /) —Fr RBREE (@)
RE ARVY X —THRIE

17




B021303

tE JEATiE

VAR MU RN A F 2 BREBIE

BV TN A Z BRINERE

7 a—i EEBEE

PRUCTE 05 mL DREER400Xg, 54, ¥4°C

TELBELTEONZILESR
Sternheimer-Malbin ¢ L CTEER
MAEEE : RMEk, BMmER, ABLEE
MER, BFHEE, EERBE BF FO
i
BIEWE: @), 7V=FTv7 100 (RNAx)b AF 4 IABERE4H)
* VUBT RS AT T RUU LR, BBINYY LAERERL.

10.8 JREFEIRE
() HBEEE
2RO TRROBEEESL BRI (AEG-120, HRRXEHBEEER) 2 HWTHEIE
L7, MAMEOBREBIXE O TRIE L. £, BHAOKEIZESHWTHIEE (%
BEL) 2EHLE.
IFig, Blhg, BIR, R, BRLE, IR, MR, BRE (i< ) o TEERRE),
g, M, LR
(2) REREIRE
Z2EMITOWT, HlLE, BERERZOM - L, ZERESEEIRLE.
() FEERFIRE
LEMYOTEROBRE BEEEFERL, 10 vol% Y VEMEERL< U VIRTEEL,
RIFEL. 7L, BERBIUVERLEIT 7 VK (Bouini®) T, REkE—F—
1342 KV i (Davidson ¥®) TEEHR, 10vol%HiE Y VEREE /L~ U VIR THREF
L.
B (ORBM, /MBI UBEE0EM, B, 8§, +28EE =B BE (OF
A T AREET), B KB BB TR SR BIE, B L ek,
BER - ~N—&—g, TEE, FRR (ERMEETD), [EBIONH, HBE,
UREE, REE LR, EISLAR, FE, BE BERE, TERY UV, IBRED VN,
AR (CRBRARICATT TR, B8E (RBRE), BEORERERDN LRE
BFORENLE L HB S BT - A5 RIRNEEET
FREEBZEORER, RSYEKRTREINSHOXEEL 30 mgkeg O LROE
BB L OLEOBBHERHIIZOVWTEEICH > T MRV I V- 23V
PEEARERL, SEHRLEL. i, HIRERNDHEBEORE T 2EBRNEORE
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BEEDNcD, EHOREEZERL, REHMKETRESNEWOXREEL 30 mgkg
HOMEOCRBIZOWTHORELER L. TORE, #RVEOCEEREDLNIE/L
DHEREDO TR, TEE, FRBBLIOCEETRD b, REHEKR T RESEY
D 1B LV 6 mg/kg B & EMEHARK T RAELH MW OMEREESFI O MUZEER - BRI oWT
bEBL > TAT bV ) v AV VREEREERL, SR 2RBREHO
FRIIZOWC oS FE2ADLHIIBT VEREEY v 7 (PAS) B2 EMLERL
7o, 2B, BREHOHED 1H EMWES : 10403) ORI ER/MEIL, EREROR
BTRONICT-OBEBBRE TE R o7, REOHREIIREHFMR T RSB THRER
WEICERYT 2 L Boh 2 Z AR DBEECRD bW ZERBmIC OV TERLE. &
BIZ EEHARI TR AESIEM) TRE DL b 30 mg/kg BOMR 9 Fl (3%
FEE 150407 ZER<) IZOWTHE, OB BIL> TWeiz), BRBEICMA T
TR E DR E L ER L.

FREHFHORRAT

HET -2, LEHRBREE TR ENEREMEZENT L. 372D Bartlett #51C
F2ESBIEOREEZTV, SEPE LVWEEIEI—xEBEESBOTT, 2BAZELI2N
%A1 Kruskal-Wallis DRE%1To72. HEICEEZENR D 6N 7HEIL Dunnett 5%
721X Dunnett IO S EHBREETT o7z, 5HET—F1%, aXb O X *REZITV, FE
ENBD ONHA, Amitage Dy RECHBEESAEHL LR L. FEKEX
5% & L7=. Armitage ® x  BEIT/S— Y F L arPa—F 2AWZEERE Y 7 U =T
%, TOMOBREIIRZESHRBRT XA T 5 (MITOX, ZHEMT AT LEFHRAET)
% D CHRREAT LTz,

RE LAV O SERIXTROBY Th 5. — IR, ITEIRE GEEERBIE,
I35 RS OBE) 38X OWEMFIIREIC OV T, REHFRISRIT &R L2s
oY fall

SENEBRE - FE, EEE LEFEYRE, MEELEORE, BEEE (G
HNEE, HMNER), THREHET —F FIEESH, %EES,
HREgE)

X RE . RBRE (H, BH, Fro—2, F ok, EUAEY, B,
vavl /=7, FEERENRE
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B021303

122y Ea—F Y RAT LOFEH
UTIORTT —F ONE, EHBIUOEHICIEZLERB AT 4 (MITOX, =H#
ER VAT LAEPHGERSH) 2FER L. YBSV AT ADI U Ea—F 72 h3a— )Ll
T —ZNESsHE, T A PNECHRBRERRE L. 2P a—F U ARTADT B b2
—EE L LT B021303_ (Tr ¥ —"—3ZH) 2AWE. EL, axb Ox*RE
THEERENEDONEHEIE, BFYMY 7 o727 075 A (Amitage D x°
BE) L=V Aarya—FEHENT Amitage D x*BREZITo 7=,
F—ZWERBIVEY : AFE, HoT, BEREEH, BEE, DEE
BORE, MEELFRIRE, RIRE (pH, EH,
Tha—A, FhUR, EYAEY, B, U
oty /—Fr), BEEER (EBEE, HXE
), FREEBRSRTRE
5 — e —iRIREE, REMEEIRE
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i

1. —A%IREE (Table 1, Appendix 1, 2)
BREHMP I OEBREORE CLROMER) 2330 mgke BEORELH, 1 8 5
TROLONE. AELITHHENTNLLE G A IV REL, BB & AHICRREEIT M
L7z, 1 BLU 6 mgkg BETIX, BEIIBD LN,

EEEEFICI, HEREOREOREMMII LS, LRBHE~EBITLTRY,
EEER 2RO bz,

2. 1TERE
(1) M7 REIREIER (Table 2, Appendix 3)
@B =L —VHATOBE  WTHOBIIBWTHLEEITIRD s ot.
O FY  TRROBE  WTHORIZBW T HEFEIIRD RN 7.
A =TT 4=V FTOBEE : WTNOEHIZBOTHEEIIFRD RN 7.
(2) BEREMRZE (Table 3, Appendix 4)
@QRBUZH T DRI : WTROBIIBWTHREEIRD bhieh oz,
(bYENRE : ML bAEREIRO ook,
(3) BFEENEDRE (Figure 1, Table 4, Appendix 5)
MR E b EEEIRD bhizho k.

. & E (Figure 2, Table 5, Appendix 6)
BEHE PRI, EEOEMED 30 mgkg HOMETE 15 B L, HTIEE 15 BIZRD
bilc. 1 BIV 6 mgkg FHETIIMEREL HICFBEEIIRD NPT,
EEHFFIZIE, 30 mgke BOETEEDRKENRD bILH, FEEINEIINR
HOZERBICETEEL TV (XHR188B). £, REOHE TIIFEREELIAD
NiEhoiz.

XHFE 1
FTEBNE CHEIEYE) | day 29~36 day 36~42 Hfl:g
HE - XPREE 40.6 28.0
BE : 30 mg/kg 35.6 28.2
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4. fBEEE (Table 6, Appendix 7)
REME T, BEEOKED 30 mgkg BOMTE 8 ALUE, METIZE 15 BIZED
bz,
EEHEFIZIE, EESRTHIC 30 my/ke BB CEEEDORENRD b,
I (B39 0) WHEELE. £z, RABEOMTIIEEZRAONR Mo T,

5. MIRFRIRRE (Table 7, Appendix 8)

WRHERSICERT 5 & BEbnaELIBO bR 0T,

BB, REHEERTHROBRETY 0 b EVER (PT) OEHED 30 mgkg BEOHE,
U U EREDOBRER L OB OBEMED 1, 6 BX 130 mg/kg BEDTE, FEAERELOIE
E2S 6 mg/kg BEOHE, EHELIS b v RS 2F VB (APTT) OE#HEN 30 me/ke
BEOMETRD b, L L, 6mgke BEORE TRD b B L ORIEIL, 30 mg/ke
BETHRODNTWRWELTH D Z &b b, HRWERE L 1IIBEDRWE(L & ik
L7z, #£72, 30 mg/kg BEOBETER D b7z PT DEMER LU 30 mg/kg HOMTRD bh
72 APTT DML, BEFNEBEO D DIER L IIRANFRAOELTH S Z L HFERY
ERELITHECEBNMBREIOELEHB L. 1, 6 8L 30 mgke BOBETRD L
N7 ) USEREEDERER KO FEREEOEER, BhREICBERAL NN LR,
WFN L AERNEBHENOELTH D Z Lo b (XHER 2 EHRET — . 2002~2003.
BRESH =B F LB EMATESFAR), HKRYERS LI3EEDRVWEL L

B L=,
XFk2
£q UBBRIER HRT— 5
i 23 FEH BV | TV T S.D. B/ IMER K E
Yy SR | RFREE - #E |81.8080.45 - 81.95 1 75 88326 | 812 | 93.1
(%) 1 mg/kg + B |88.28 181.95 - 83.45 3
6 mg/kg - B | 88.92 [83.45 - 84.95 5
30 mg/kg - HE | 88.38 34.95 - 86.45 9
86.45 - 87.95 14
37.95 - 89.45 13
89.45 - 90.95 17
00.95 - 92.45 10
92.45 - 93.95
wrepERiy | NTIREE - M |14.543.15-4.55 2 75 \8.1l2.ﬂ 39 | 152
(%) 1 mgikg - #E | 8.54 4.55-5.95 12
6 mg/kg - & | 7.88 5.95-7.35 18
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30mghkg - # | 3.52 [7.35-8.75 14
8.75 - 10.15 15
10.15 - 11.55 8
11.55 - 12.95 4
12.95 - 14.35 1
14.35-15.75 1

* A@EDFT — 7. SD. : {EHEFE

6. MKAE(LERIMRE (Table 8, Appendix 9)

BEHER TRORET, 70—/ OEED30 mgkgdEOMHED, ol XFa—)1
DEE L ALPR L UERE Y o DKEA30 mg/kgBEDOHE, v GTOEHME N30 mg/kgBEDMET
B b

EEHEETRORETCE, ZALOEIFRD LRz,

2%, v GTOEEIX] mg/kgBEDMETHFR O HNT-D, 6 mgkght CIIMEHEHFTES
RBOLNTWRNWI L0 D, BRYERS LITBEEORVVERNEL LB L.

7. JRIERZE (Table 9, Appendix 10)

BEHEF (525 B) OREEREICRBWT, HEL LEEZIIRD NPT,

8. ZHEE (Table 10, 11, Appendix 11, 12)

BREFFETRIC, PRBENSEER JOEMEEOSED 30 mgke FEOMERE, K
BT EEDOBEDN 30 mgkg HOMTHRO N, £i-, WREIEER L UOHEME
EORKMED 1, 6 BLO30 mgkg BHEOMETIRD biviz, EHEHARIE T R IX IR ARFE T
EEOEMEN 30 mgkg HOMETHRO Nz, TOREIERL W, ZOMOE
{EidfEE L.

T O, BEHAFKRTRICER, BlER L OCLBOESEEORE, MEXNEEDOS
fEA% 30 mg/kg BEOKE, EIEHRKETRICH, LRR ZUFBROESEEDKMED 30
mgkg BOBETHED OGN, THOELIIFF TREEEDRKENRRDONTNE D
L, EEOEIIRGT SWEEBRENELIIRO bRV &ns, BHFAICIEE
BORVWENREEZ DN, ¥, REFME TR, DEHESEEDEKED 1 ngkg
HOETRD LRSS, 6mgkg HETRBOLNL TN &b, EBRYVERELIX
BEDORWEL L HIT L.
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9. FREMELIMRE (Tablel2, 13, Appendix 13)

FWRYME I\ TEET B L Ebh 2B EEOFREB LI UVEEIIRD bk,
BEHEK TRENEM T, FRIBOERD 6 mg/kg O 1 61, 30 mg/kg BEDORE 4
Bl L 2 FNCFRD BTz, 6 mgkg BEORE 1 ] & 30 mg/kg BEDME | FlITH BN 7= EkIX
FRIETH o, £, HEDOHIRODIEERD 30 mgkg HOKESH] & M 4 FHIZEEO LN
. WENLEEHORLTho72, BRHAMICBO TR LEEICED b,
EE IR TRESIEY T, FRBOZEMITBD bR o7, FHEOELIX 30
mg/kg BEDOHESH L 4 FLIZFRO ONER, FEREIBO TEETCho7/2. £/, £
FHEDBEALD B BT BNIHE 3 B & M 1 61 TR HIMM T BT & i LT <,
TNUSAOFITIE, BEES, MEs, IEH, ERICRIEOEMBBD bNDITTERN-
Te. WEOBBH b 9 FICIIET 2 REBAITBER CTh o/, i, EBOE(L
XA OFEIR & HE L CET B o TV .

ZDEPNL OPOEFREHFR TR LUOEREHRKE TRENEH TRD L
NI, WEBRPERSHTERTIbDITR, WTINbERNEFTR EHET L.

10. JAEAEBFERIRRE (Table 14, 15, Appendix 13)

THRHETERT D & Bon 2B, T2E, RFRBRSIORBEICR

bivle. BOLNEE, EORBERREXFER 3 ITRT.
X% 3 HRYEIER T 5LBDNAHEAMALE T ORFR L

TER : T HE
SR - A EfER : FS RS FS RS
TR & (mgks) : 0 1 6 30 0 30 0 1 6 30 0 30
FL—F
T <5> <5> <5> <5> <5> <5> <5> <5> <5> <5> <5> <5>

JNEELERTRIRR AR R + 0 0 0 5 0 0 0 0 0 5 0 0

TER <5> <5> <5> <S> <5> <S> <5> <5> <S> <S> <5> <5>
RO IE X + 0 0 0 o0 0 3 0 06 0 2 0 0
= 0 0 0 5 0 0 0 0 0 0 0 0
FER R <5> <5> <5> <5> <5> <5> <5> <5> <5> <5> <5> <5>
aaA R ORI + 0 0 4 0 0 0 0 0 0 1 0o 0
+=H 0 0 0 5 0 0 0 0 0 4 0 0
VEAMD + 0 0 4 0 0 0 0 0 0 1 0 0
TEAR L MR DB K + ¢ 0 0 5 0 0 0 0 o0 6 0
Rj)%’ <5> <5> <5> <5> <5> <5> <85> <85> <5> <5> <5> <5>
BB OZERE + 0 0 0 5 0 0 0o o 0 3 0 0
EaRER: FS, R5HIRETHMAS; RS, EMESIEM T 4553
O REEME

VR +, BE; ++, PEE
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FFlg D /N P D TR B A R A3 3 B 1 I T ARSI @ 30 mg/kg BEDMERERFIZ
RO, EESRKRTERENEYTIL, ZOBLIEEDLNLRIoT

TEERIROEEFEMROERP RS MK T RETIEM D 30 mg/kg FHEDORELH
CHE 2 BUIRRD D, HEEFICH ONTELIZTRERR o7, JERMIROL < 13
RERNICABEOEREY > Tz, EEHBKTREHSY TIX, BBEOEMLR 30
mg/kg BEOTE 3 FUZRD BN, WThLBREOELTH-o7-.

BRBRO =04 FOBDI»REARE T RSB D 6 mg/kg BEDKE 4 4, 30 mg/kg
HOME2GICED bivi. 30 mg/kg BEOREEG &M 4 Bl DN EITRE R TH
oz, avAf FOPDRHLNIZEW TIL, 20T AN ORI _ERMIEOAER
BOLNTZ. avA FEDORENRECIlER EREEROBRE LMoz, [F
EHIRK TRETES T, ZHbDOEIIRDLNRd o7,

B DR AR OZEMED 1 5 R T RETEMD D 30 mykg BEORERE] L M 3 FIZFR
Db Tz, ZOEITHRERCR D b IR ONRDOERICHIGT 2EBELE Bb
Nz, 12120, HEOKRDEERE LGOS b, BiMES 50403 TIIREROZERED
R ootz EEHEK T RS TIX, FIRFFZ 30 mg/kg BEOKRSEHFIT
BIMREEORROBEERBPBD bh, RIEROEEZ S, T ORIREIHE
TOMEBEMITED o7,

Z DIEMTE 4 DR ZE(L 5 HIFK T # L OEERE T RSB O X REE
EEDEBHTREDLNED, Ty P TRFERENCERTIELTDHY, TOREIRIR
WA DD RBEERD LIVRNZ END, HRWE LIIEEDRWEL L HET L.
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EZREB LU i

2-Imidazolidinethione % 0, 1, 633X TN 30 mg/kg DAETHERED Crj:CD (SD) IGS 5 v
b (SPF) 1228 BRIRERARE L, BENDEEKOBER LUBEOELEBREL, 20
B EEMEE M L.

BREDHESR, WRMHEITERT 3 LBbhaER—RRE, 8, BHE, miksi
FORE, BEEE, WERIRE, REABRFENRECRED bNE.

—RIEEE T, 2FOWRBORE DN 30 mgkg BEOMBEIZRD b, FERWE DR
R ERRCTIIREPRE SN TV B(1]. SEOHRTIIRLPRERIZAR DR T

, WEOKROHENBD bz, Fio, REBEARFOELE U TRIBROZERE 30
mg/kg REDMERETHE SNz, KIEEROERIIEEHFRE TRIZITER L Tz, EiE#
BT, WEDRE ORATUA2FENORAMEL 2V, RIBBROZEREIHELL TR,
EfEEMA A BT,

FER L OBREEDOIKES 30 mg/kg BEOMEME TR bk, EEHBICE, ZAb0DE
{LIXIERH D VIIEREI L 7Z.

MIRAECZHRETIE, B VAT o —VOEMED 30 mgke BEOHE, v GT OFEED 30
mg/kg BEOMETRO bk, ThbOE{kix, %R T2HEOEl (EXREEL) HdW
XERIBOZEL BEEIET) & oBEENERDh . £oftl, 7 o—/LOEED 30 mgke B
DOWMERE, ALP 3B X UMEM Y o ORED 30 mg/kg BHOBETED bz, WTIhoR{bbEE
R TR IZE R LTz,

REZIRE T, RO EEDSEMED 30 mgkg BEOME, /NEF LD FFHEEX
25 30 mg/kg BEDMERE TR b vz, FHRO/NEF MEFHIIERIIE 2 D{LFEHE DR S
o> T LI LIEERE SN BT, —RICEDRBBRRFEIC L 5EFOBESEELE
EZ2bNTWVWAR, 3. BREBOBNEERER I OMEMEEORMEN 30 mgkg BEOMHE, A
RESZRIER & BRIEO 2 v A FORAE L OVER EEMOEKDS 6 mg/ke BHEORER LT
30 mg/kg BEOMEHETRD bz, E7e, TEAERMEOEEFHMIZDIEKRD 30 mgkg D
MERECRR D bz, JER LSRRI E IC KRB ZER 2 f o TR Y, Rk
HAEIIIERL LT Tz[4]. AEBRBEIL, 7y MNURERET S Z LIk FRIR#EE
ETEEBZENBEINTVB[1]. Fi, FREBEEETIZEEROLFOFRERSL
EUNFAT B L negative feedback HHEIZ X V) TRAFRTED FIRBHRIER V£ - EEE
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DREXR (FRERREEAREOHR) B I OFRRER ERBROEXPELINS Z &b
LBNTWVWAB[S, 6. ARRTHROONERREBLIOTEROELD, HEBRUEORRE
HEETERCER LZELLEZ N, BEHEKTRICE, Zhb0BiEed
BUNTEERL L T,

ERELOMIT, MEESEERS IUHEAEEDCEKED 1, 6 BLU30 mgkg BHOWET
DO, 6 BL 30 mgkg BEOEIIOWTEHEEENRKE ol (EXNEE,
HER L BHRMEDK 66~70%) ZLhb, HRMERSOEELHM L. LML, 1
mg/kg ORI OVWTIL, FEIRIZ/NES (EHEE, HNEEL bXREON 80%),
ERT—4 (XHE 4: FRT—F. 2002~2003. HRASEZ#FLRLEBETEFES
BRZERT) LB L THEHLISDURD TS BRREN ThH 72 Z L, HEABRFRE
BLOMKEFERE (Bh3, BhREHER) KBV THLRROEERVICEELZEL
HRO LN inh, WRHEREDOEETIIRWH D L L.

SH 4.

1R YRR LB o 7 ek
B wmR il ik || EH SD. | &/ME | mKXE
Fia A SHAREE - ME | 551.0 | 307.5-384.5 8 158 526.7 | 100.7 346 960

(mg) I mg/kg - M | 434.6 | 384.5-461.5 33
6mg/ke - M | 3658 | 4615-5385 | 63
30 mgkg - M | 3650 | 5385-6155 | 25
6155-692.5 | 16
692.5-769.5 | 10
769.5 - 846.5
846.5 - 923.5
923.5 - 1000.5

Ml | xR - Mg | 27130 [14545-170.75 | 7 158 [ 23458 | 3891 | 1581 [ 360.5
(X10%%) | 1mgke - M | 223.52 | 170.75-196.05| 18
6 mg/ke - HE | 180.96 | 196.05-221.35 | 32
30 me/kg - | 192.14 [ 221.35-246.65 | 50
246.65-27195| 24
271.95-29725 | 17
297.25-3255| 7
322.55 - 347.85
347.85-373.15| 2

"9 BEOT—F. SD.: EERE

ULED X S S b 6 mgke P OB THBMERSICERYT 5 & B 5 ELRR
Do, T, ARBREHTIZRIT B 2-Imidazolidinethione DEREE (NOEL) I3t
B2 b 1 mg/kg/day & HIEF LT,
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Study No. B021303

Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
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Figure 1-1 Motor Activity (Male, week 4 )
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
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Figure 1-2 Motor Activity (Female, week 4 )
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Male

Study No. B021303

Table 1 Clinical Sign - Summary
Test Substance Day I 2 3 4 5 6 1 8 9 10 11 12 13 14 15 16 17
Dose (mg/ke) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
ETU Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 No Abnermality 10 10 10 10 10 10 10 10 10 t0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
ETU Number of Animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 65 5 5 5 5 5 5 5 5 6§ 5 5 5 5
1 No Abnormality 5 5 5 § 5 5% 5 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 §5 5 5 5 5 5 5 5 5 5 5 5 5
ETU Number of Amimals 5 5 5 5 5 5 5 5 &5 §5 5 5 5 5 5 5 6 5 65 5 5 § 5 5 5 5 Hh 5 5 H 5 5 5 5
6 No Abnormality 5 5 5 5 5 5 5 5 & 5 5 5 5 5 5 5 5 5 5 5 5 5 5 65 6 5 b 5 5 &6 5 b5 5 b
ETU Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10
30 No Abnormality 10 10 10 10 10 10 10 10 10 10 3 & 3 3 3 3 & 3 3 3 3% 3 %8 % 2 2 2 2 2 2 1 1 11
Abnormal fur 01 + 009090609090 90690 07T 777" 7T0T U7 7T 7T 7T 8 8 8 8 8 8 95 8 5 9
02 + ¢ 0 0 0 0 0 0 O0O0OCTO0OO0OO0CO0COCOCODTDODTDOO0OCCOCTO0ODCDO O O0OTO0OCO0CTO0OTD0OTD0D OO0 0O O O
07 + 0 0 0 0 0 0 0 0O OO OO0COCCOCCO0OO0OODODCOCCOCTO0OTOCOCTOCTCOCCO0OTOCOTOCOCCO OO0 OO
08 + 0 0 0 0 0 00 O0OO0OCO0OCO0OCO0OCCO0CO0CO0OO0OTD0ODCO0OO0OTO0OCO0OTO0COTO0CDCTO0DO0CD0ODTD0ODCO0OCCO0O OO 0O OGO
09 + o0 0 0o ¢ 0 0 O0O0OOO0OCO0OCTO0ODCO0OO0OTO0OOTDDTOTODOOTOTODOODTODOO0OTODTDODCO0O OO O 0O
t+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10 , Before dose; Time 20 , 30 min. after dose;
01, Whole body: 02 , Head; 07, Chest; 08 , Abdomen; 09 , Back;




Tweniy-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 1 Clinical Sign - Summary Male
Test Substance Day 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40
Dose (ng/keg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
ETU Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 10 10 10 10 10 10 10 5 5 5 5 5 5 5 5 5 5 §
0 No Abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 tO 10 5 5 5 5 5 5 &5 5 &5 5 5§
ETU Number of Animals 5 5 5 6 & 5 5 5 5 b 5§ 5 5 5 5 5 5 § § § 5 5 b
[ No Abmormality 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 § 5 5
ETU Number of Animals 5 5 5 5 &6 5 5 5 5 5 H 5 5 §5 5 5 §5 5 5 5 5 5 5
i No Abuormality 5 6 5 5 5 b5 5 &5 5 5 5 5 b 5 5 5 5 5 5 5 5 5 5
ETU Number of Animals 10 10 10 t0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5 5 5 &5 5 5 5 5 §
30 No Abnormality tr t+ ¢t t 06 0 0 0 0 0 00 O0O0CO0OCO0DO0OTO0TO0CO0OTD0OO0OD0O0OO0CO0OTO0CO0OTO0O 00 O0OTO0 0
Abnormal fur 01 + 9 9 9 9 10 10 10 10 10 10 10 10 t0 10 10 10 10 10 10 10 10 10 10 5 5 5 5 5 5 5 5 5 5 3
02 + 0 0 0000 0 0O0CCO0CO0OCOCO0OCO0OO0OTO0OTO0OCO0CTDODD0ODO0OO0OTO0OTOCO0OO0OTO0OTDO0 OO TO0OTD0 DO I
07 + 0 0 00 000 0O0TCO0COCO0OOTO0OTO0OCDTD0ODOTO0OCO0COCTCOCTOTO0OTO0OTO0OO0OTO0OTOTO0OTO0OTO0OC DO O 1
08 + 0 0 000 000 00O006O0O0CO0OTO0OCTOLO0OODOCO0OO0OCTODDODOTO0OCTOCTDDODTDODTO0OTDOODTOC D0 I
09 + 0 0 0 00 0 00O CO0OTOCO0OO0OTOD0DCO0OCTO0OCO0ODO0DTO0OO0DTOD0ODTO0OTO0OTO0OTO0OCCO0OTO0OCTCDODTDO D0 O 0O 2
+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10 , Before dose; Time 20 , 30 min. after dose;
01 , Whole body; 02 , Head; 07, Chest; 08 , Abdomen; 09 , Back;




Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethiome in Rats

Male

Study No. B021303

Table 1 Clinical Sign - Summary
Test Substance Day 41 42 43
Dose (mg/kg) Findings Time
ETU Number of Animals 5 5 5
0 No Abnormality 5 5 5
ETU Number of Animals
1 No Abmormalify
ETU Number of Animals
6 No Abnormality
ETU Number of Animals 5 b
30 No Abmormality 0 0 0
Abnormal fur 01 t+ 3 3 3
02 t+ 1 1 1
07 N D B
08 + 1 11
09 + 2 2 2
1, Present; 1, Slight; 2, Moderate; 3, Severe;
01, Whole body; 02 , Head; 07, Chest; 08 , Abdomen; 09, Back;



Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazelidinethione in Rats

Female

Study No. B021303

Table 1 Clinical Sign - Summary
Test Substance Day 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 1O 20 10 20 10 20 16 20 10 20
ETU Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 No Abnormality 0 10 10 10 10 10 10 {0 10 10 tO 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
ETU Number of Animals 5 5 &% 5 6 5 6 5 5 5 5 65 5 5 5 5 5 65 5 6 5 &5 5 5 5 5 5 5 b 5 5 5 § B
1 No Abnormality 5 5 5 65 65 6 5 5 65 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 b 5 5 5 5 b 5 5 §H 5
ETU Number of Animals 5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
6 No Abnormality 5 5 5 65 6 5 5 5 5 5 5 5 65 5 5 6 & 5 5 5 b5 H 6 & 5 5 5 5H 5 5 5 5 5 §
ETU Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
30 No Abnormality 10 10 10 10 10 10 10 10 10 10 9 & 9 9 9 9 9 9 9 9 9 9 9 95 9 9 9% 9 9 % 9 9 9 9
Abnormal fur 01 + o00900¢90090900901 31111111t 111 1111t 111111 11
02 + 0 0 0 00 0 O0OO0OOCTO0CO0OTO0OTO0DTO0CTO0OTOODLO0OCO0OTO0CTO0OTODO0OTO0ODTO0OCO0OTD0ODO0D O O OO0 OO OO0
09 + 6 00900 O0CO0OO0OTOCOOOTOTOTOTOTOLODOTOTOODTOCTOTDODOTDOTDODTIDO OO0 OO0 O O
t, Present; i, Slight; 2, Moderate; , Severe;
Time 10, Before dose; Time 20 , 30 min. after dose;
01, Vhole body; 02 , Head; 09, Back;




Tweniy-eighi-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Table 1 Clinical Sign - Summary Female
Test Substance Day 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40
Dose (mg/ke) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
ETU Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 t0O 10 10 10 5 &5 5 5 5 5 5 5 5 5 5
0 No Abmormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5 &5 5 &5 5 5 5 5 §
ETU Number of Animals 5 5 5 5 5 5 5 5 § 5 5 5 5 5 5 5 5 5 5 5 5 5 5
i No Abnormality 5 5 5 5 5 b5 5 5 5 5 &5 5 &5 5 5 5 5 5 5 5 5 5 5§
ETU Number of Animals 5 6 5 5 5 5 6 5 5 5 65 5 5 5 5 5 5 5 5 5 5 5 5
6 No Abnormality 5 6 5 5 5 5 6 & 5 5 b6 & 5 5 5 5 b H b 5 B
ETU Number of Animals 10 10 10 10 10 10 10 10 10 10 tO 10 10 10 10 10 10 10 10 10 10 10 10 5 &5 5 5 5 &5 5 5 5 5 5
30 No Abnormality 9 9 9 9 7 7T 6 6 4 4 2 2 2 2 2 2 2 2 2 2 2 2 2 111111t 111 11
Abnormal fur 01 + 1111 3 3 4 4 6 6 8 8 8 8 8 8 8 8 8 8 8 8 8 4 4 4 4 4 4 4 4 4 4 1
02 + 0 0 00 0 0O0O0CO0CO0OO0O0CO0OTO0D 0 TO0CO0 0 O0TO0OTO0CTO0CTD0CTO0CTD0C D0 OO0 O0 0 0 0 01
09 t+ ¢ 0 0 0 0 0 00 O0OO0OO0OCOTOTO0CT®TCODO0OTODOTDODCOCO0OCO0OTO0OO0DTO0OTO0ODTO0OTO0OTO0OTO0D OO0 B3
t+, Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10 , Before dose; Time 20 , 30 min. after dose;
01, ¥Yhole body; 02, Head; 09 , Back;




Twenty—eight-day Repeat Dose Oral Toxicily Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 1 Clinical Sign - Summary Female
Test Substance Day 41 42 43
Dose (mg/ke) Findings Time
ETU Number of Animals 5 5 5
0 No Abnormality 5 5 %
ETU Number of Animals
| No Abnormality
ETU Number of Animals
6 No Abnormality
ETU Number of Animals 5 5 5
30 No Abnormality 1 1 1
Abnormal fur 0t t 1 1 1
02 LA S B |
09 + 3 3 3
t, Present; 1, Slight; 2, Moderate; 3, Severe;
01, Whole body; 02, 09 , Back;



Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week -1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week -1)
) Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)

Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations — Summary (Week -1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 3.3 3.6 4.4 3.4
S.D. 3.1 3.0 3.7 2.9
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 9 4 2 7
P 1 1 3 3

See Annex 4 for details of criteria.
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Twenty—eight~day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week -1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 4 2 3 4
p 6 3 2 6
Posture, body position N 10 5 5 10
1 ] 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co~ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.

14



Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week -1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 4.0 5.0 7.6 4.8
S.D. 3.7 4.0 4.2 3.9
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 9 5 5 8
P 1 0 0 2

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 5 5 2 7
P 5 0 3 3
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co—ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/ke): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
% 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 1.7 2.6 1.4 2.9
S.D. 4.3 4.7 3.1 2.8
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 7 5 4 5
P 3 0 1 5

See Annex 4 for details of criteria.
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Twenty—eight~day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 5 4 3 7
P 5 1 2 3
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
p 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Study No.

Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

B021303

Table 2 Detajled Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/keg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Amnex 4 for details of criteria.
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Twenty—eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex: Male
Ttems Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Study No. B021303

Twenty—eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 2.6 2.4 3.0 1.8
S.D 3.1 3.3 1.6 2.6
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 5 5 4 4
P 5 0 1 6

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 5 5 7
P 4 0 0 3
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty~eight—-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
p 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 2.8 2.6 0.8 2.1
S.D. 3.5 3.1 0.8 2.3
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 7 5 5 8
p 3 0 0 2

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty—eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
: Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 7 4 4
P 3 1 1 2
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
p 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week -1)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week -1)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/keg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
p 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Study No. B021303

Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Table 2 Detailed Clinical Observations — Summary (Week -1)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 4.0 7.6 5.8 3.7
S.D. 3.8 4.2 5.8 3.5
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 9 5 4 7
P 1 0 1 3

See Annex 4 for details of criteria.
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Study No.

Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

B021303

Table 2 Detailed Clinical Observations - Summary (Week -1)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/ke): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 8 4 3 7
P 2 1 2 3
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co—ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations — Summary

(Week -1)

Study No. B021303

Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10

Open field observations (Criteria)

Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty—eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations — Summary (Week 1)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 1)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No.

B021303

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 4.5 5.6 6.4 5.3
S.D. 4.7 3.8 7.1 6.1
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 7 4 5 7
P 3 1 0 3

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Female
Ttems Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 9 5 5 8
P 1 0 0 2
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 ]
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
p 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No.

B021303

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: Female
Jtems Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.

47



Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (meg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 6.8 10.4 9.2 8.0
S.D. 57 8.2 7.3 59
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 9 4 4 8
P 1 1 1 2

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethicne in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 10 5 5 8
P 0 0 0 2
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co—ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Study No. B021303

Twenty~eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.

50



Twenty—eight~day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex:
Items Test Substance: ETU ETU ETU ETU
Dose (mg/ke): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 3)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/ke): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 5.8 8.8 8.2 9.1
S.D. 3.9 3.3 4.8 5.5
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 9 5 5 8
p 1 0 0 2

See Annex 4 for details of criteria.
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Twenty—eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 3)
Sex: Female
[tems Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 10 5 5 8
P 0 0 0 2
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex:
Ttems Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
p 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detailed Clinical Observations = Summary (Week 4)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 5.0 7.0 4.0 8.8
S.D. 3.8 2.5 2.0 5.4
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 10 4 5 9
P 0 1 0 1

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 10 5 5 9
P 0 0 0 1
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
p 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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B021303

Study No.
Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 2 Detajled Clinical Observations - Summary (Week 4)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose {(mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
p 0 0 0 0

See Annex 4 for details of criteria.
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Study Neo. B021303

Twenty—eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Table 3 Functional Tests - Summary (Week 4)
Sex: Male
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Sensory reactivity to stimuli (Criteria)
Approach response 1 0 0 0 0
2 8 5 5 8
3 2 0 0 2
4 0 0 0 0
5 0 0 0 0
Touch response 1 0 0 0 0
2 5 5 4 7
3 5 0 1 3
4 0 0 0 0
5 0 0 0 0
Auditory response 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
Tail pinch response 1 0 0 0 0
2 8 4 5 9
3 2 1 0 1
4 0 0 0 0
5 0 0 0 0
Aerial righting reaction 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Grip strength
Forelimb grip strength Mean (g) 860. 5 726.4 888. 8 748.0
S.D. 130. 4 131.3 263.6 134.9
Hindlimb grip strength Mean (g) 466. 5 529.0 475.2 420.2
S.D. 105. 4 78. 8 86. 6 92.3
Significantly different from control : %, P<0.05 ; *x%, P<0.01

See Annex 4 for details of criteria.
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Study No. B021303

Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Table 3 Functional Tests — Summary (Week 4)
Sex: Female
Items Test Substance: ETU ETU ETU ETU
Dose (mg/kg): 0 1 6 30
Number of Animals: 10 5 5 10
Sensory reactivity to stimuli (Criteria)
Approach response 1 0 0 0 0
2 10 5 5 9
3 0 0 0 1
4 0 0 0 0
5 0 0 0 0
Touch response 1 0 0 0 0
2 6 2 4 9
3 4 3 1 1
4 0 0 0 0
5 0 0 0 0
Auditory response 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
Tail pinch response 1 0 0 0 0
2 9 4 5 9
3 1 1 0 1
4 0 0 0 0
5 0 0 0 0
Aerial righting reaction 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Grip strength
Forelimb grip strength Mean (g) 657.0 689. 2 567. 2 680. 5
S.D. 98.9 135.3 169. 5 105.8
Hindlimb grip strength Mean (g) 273.5 282.6 296. 4 332.3
S.D. 94.6 23.8 85. 6 64.8
Significantly different from control : %, P<O.05 5 xk, P<0.01

See Annex 4 for details of criteria.
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Study No. B021303

Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethioné in Rats

Table 4 Motor Activity - Summary (Week 4) Male

Test Substance Time: 0-10 min 10-20 nin 20-30 min 30-40min 40-50min 50-60min Total
Dose(mg/ke) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
ETU Mean 2256. 8 2308.7 1578.6 540. 4 74.3 27.8 6786.6
0 S.D. 262.2 302.8 579.5 526.5 114.4 40.0 1234.2
n 10 10 10 10 10 10 10
ETU Mean 2684. 2 - 2085.0 896. 2 752.0 282, 2 247.0 6946. 6
1 S.D. 242.8 338.4 726.9 980.6 441.2 507.5 2489. 0
n 5 5 5 5 5 5 5
ETU Mean 2549. 2 2220.4 1253.4 483.6 219.2 30.0 6755. 8
6 S.D. 251.0 341.2 663. 5 535.4 475.6 35.8 1540.1
n 5 5 5 5 5 5 5
ETU Mean 2329.0 2141.3 1358.0 593.0 442.7 138.1 7003. 1
30 S.D. 324.8 210.7 807.1 808.5 775.4 370.5 2301. 4
n 10 10 10 10 10 10 10

Significantly different from control : *, P<0.05 ; *x, P<0.01
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Study No. B021303

Twenty-eight—-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Table 4  Motor Activity - Summary (Week 4) Female

Test Substance Time: 0-10 min 10-20 nin 20-30 min 30-40min 40-50min 50-60min Total
Dose(mg/ke) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
ETU Mean 2673.7 2016.6 1339. 2 798.5 130.7 138.5 7097.2
0 S.D. 295.4 554.0 758.9 776.6 214. 1 375.0 2187.8
n 10 10 10 10 10 10 10
ETU Mean 2738.4 2098. 4 1509. 8 860. 2 136.8 6.0 7349. 6
1 S.D. 249.8 434.1 1225.1 806. 3 198.5 6.0 2638.5
n 5 5 5 5 5 5 5
ETU Mean 2574.2 1907.6 957.8 53.2 14.6 12.8 5520. 2
6 S.D. 266.8 380.4 567.7 61.8 12.6 10.5 1158.7
n 5 5 5 5 5 5 5
ETU Mean 2834. 8 2111.9 1558.5 778.7 191.1 37.9 7512.9
30 S.D. 171.1 278.7 827.4 745. 8 331.9 67.0 1677.2
n 10 10 10 10 10 10 10

Significantly different from control : *, P<O.05 ; *x, P<0.01
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 5 Body Weight - Summary Male Unit : g
Test Substance  Day 1 8 15 22 28 29 36 42
Dose (mg/kg)
ETU Mean 148. 8 208. 3 266. 7 319.8 352. 4 349. 2 389. 8 417.8
0 S.D. 3.9 1.7 11.6 17.9 22.9 22.0 24.5 28.8
it 10 10 10 10 10 5 5 5
ETU Mean 147. 4 208.0 264. 6 315. 8 347.6
1 S.D. 6.7 12.0 13.5 17.9 18.7
1 5 5 5 5
ETU Mean 148. 8 207. 4 264. 4 319.2 363.2
6 S.D. 6.3 12.9 15.9 19.0 23.9
n 5 5 5 ] 5
ETU Mean 148.3 198.0 230. 9%¢  278. 7%+  302.8%%  308.8%x 344 4%% 372 6%
30 S.D. 4.0 8.6 10. 9 9.8 10.9 14.1 12.4 17.0
n 10 10 10 10 10 5 5 5

Significanily different from control

%, P0. 05; #x, P<0. 01.
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Twenty-eight~day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethiome in Rats

Study No. B021303

Table § Body Weight - Summary Female Unit : g
Test Substance  Day 1 8 15 22 28 29 36 42
Dose (ng/ke)
ETU Mean 128. 8 164. 3 187.3 210. 9 224. 4 229. 4 252.8 264. 2
0 S.D. 5.0 10.3 15.1 16. 3 15. 6 24.5 23. 4 29. 7
1 10 10 10 10 10 5 5 5
ETU Mean 126. 8 157.0 174. 6 196. 8 211.6
1 S.D. 5.8 6. 3 5.2 8.0 7.8
n 5 5 5 5 5
ETU Mean 127. 4 154.0 178. 2 200. 8 216.0
6 S.D. 1.4 15. 3 22.5 261 23.8
i 5 5 5 5 5
ETU Mean 128. 7 152.3 167. 9% 190.1 206. 6 208. 4 228. 4 242.4
30 S.D. 4.7 8.8 1.5 13.2 15.3 12.2 15.7 15. 4
il 10 10 10 10 10 5 5

Significantly different from control

% P<0. 05; #%, P<O. 01.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rais

Study No. B021303
Unii : g/animal/day

Table 6 Food Consumption — Summary Male
Test Substance Day 8 15 22 25 36 39
Dose (ng/keg)
ETU Mean 4.2 27. 55 30. 61 30. 44 31. 62 32.16
0 S.D. 1. 49 1. 93 2.2 2. 34 2. 62 3. 32
n 10 10 10 10 5 5
ETU Mean 24. 28 28. 28 30.18 30. 58
1 S.D. 1.17 1.15 1. 67 1. 67
n 5 5 H] b
ETU Mean 23. 76 27. 48 30. 76 30. 18
6 S.D. 1. 52 1. 84 1. 85 2.08
n 5 5 5 5
ETU Mean 22.28%  24.16%% 20.57#x 25.07#+ 27.52%¢  20.14
30 S.D. 1. 42 1.08 0. 89 1. 39 1. 54 1.70
n 10 10 10 10 5 9

Significantly different from control

% P<0.05; #4, P40 01.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 6 Food Consumption - Summary Female Unit : g/animal/day
Test Subsiance Day 8 15 22 25 36 39
Dose (ng/kg)
ETU Mean 19. 30 18. 64 20. 93 20. 34 23.12 23.22
0 S.D. 1.57 1. 27 1. 32 1.29 0.48 2. 69
n 10 10 10 10 5 5
ETU Mean 18. 06 18.50 19.92 19. 00
1 S.D. 0. 67 0. 88 0.76 1. 37
i 5 5 5 5
ETU Mean 18. 78 19. 66 20. 22 20. 48
6 S.D. 1.70 2.55 1.75 2.18
n 5 5 5 5
ETU Mean 17.67 1781 18.35 18. 90 22.50 23.92
30 S.D. 1.05 1.09 1. 65 1. 63 1. 08 1. 36
n 10 10 10 10 5 5

Significantly different {rom conirol

: %, 1<0.05; #x <0, 01.
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Twenty-eighi-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethiome in Rats

Table 7 Hematclogy - Summary

Study No. B021303

Test Substance

Dose (mg/kg)

Platelet Reticulocyte PT
Count Ratio
x10B3/ 1L % sec

Day 43 Day 29 Day 43 Day 23 Day 43 Day 29 Day 43

ETU

ETU

ETU

ETU

Mean
S.D.

Mean
S.D.
n

Mean
S.D.
n

Mean

30 S.D.

n

34.22 11371.0  1168.6 3. 72 3.14 1704  16.36
0.57 1385  169.8 0.31 0. 44 0.50 1.36
°

5 5 9 ] 5 o
1122. 6 3. 94 16. 38
75.9 0.71 1.35
5 5 5
1225. 6 3. 88 18.08
3.6 0.53 3. 03
5 5 b

34.22  1041.8 1115.8 2. 96 316  15.82% 186,
0.50 137.2 113.6 0. 69 0.15 0.33 0.72
5 b ] 5 5 9 ]

Significantly different from control

1% P<0.05; #% P0. 01,




Twenty-eighi-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Table 7 Hematology - Summary

Male

Study No. B021303

Tesi Substance APTT
Dose (mg/keg)

ETU Mean 20. 60 20. 46
0 S.D 0. 74 1. 44
n 5
ETU Mean 19.28
I S.D 1. 93
n
ETU Mean 20. 14
6 S.D. 2.29
n 5
ETH Mean 17.80  20. 26
30 S.D. 1. 46 0.87
n 5 5
Significantly different irom conirol 1 % P<O.05; % P<0. 01.
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Tweniy-eight-day Repeat Dose Oral Toxicity Tesi{ of 2-Imidazolidinethione in Rats

Study No. B021303

Table 7 Hematology —~ Summary Male
Test Substance ¥hite Blood Lymphocyte Bosinophil Basophil Monocyte Large
Dose (ng/kg) Cell Count Unstaining Cell
x10B3/ uL % % % % %
Day 29 Day 43 Day 29 Day 43 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
ETU Mean 7.926 8044 81.80  84.06 12.00 0. 88 0.16 0.20 1. 80 1. 60 0. 80 0. 88
0 S.D 1.015 1915 3.78 4. 09 0.16 0.05 0.07 0. 65 0.43 0.20 0.19
n 5 5 5 5 5 5 5 5 5 5
ETU Mean 9. 478 88. 28%% 0. 60 0.20 1. 46 0.90
1 SD 0. 715 1. 87 0.22 0.07 0.47 0.17
n 5 5 5 5 5 5
ETU Mean 9. 904 88. 924+ 0. 50% 0.20 1. 42 1. 06
6 S.D. 1. 297 2. 38 0. 20 0.07 0. 26 0.26
n 5 5 5 5 5 5
ETU Mean 8.000 6.926 83 33x+ 82.46 13. 76 0. 66 1.00 0.18 0.16 1.28 1.76 0.90 0. 88
30 S.D 1. 854 1.181 2.24 3. 27 2.99 0.19 0. 46 0.08 0. 05 0. 36 0.90 0.20 0.23
n 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from control

%, P<0. 05; *% P<0. 01.
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Tweniy-eight—-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Table 7 Hematology - Summary Female
Test Substance Red Blood Hemoglobin Hematocrit MCV MCH MCHC Platelet Reticulocyte PT
Dose (me/kg) Cell Count conc. Count Ratio

x10E6/ L g/dL % fL g % x10E3/ 1L % sec

Day 29 Day 43 Day 29 Dav 43 Day 29 Day 43 Day 29 Day 48 Day 23 Day 43 Day 29 Day 43 Day 23 Day 43 Day 29 Day 43 Day 29 Day 43

ETU Mean 1. 264 1.174 14. 42 15. 08 41.52 42,178 57.20 55. 02 19. 90 19. 42 34.18 3528 1183.6 1147.8 2.92 2.74 15. 78 15. 52
0 S.D 0. 284 0. 319 0. 36 0. 83 .18 2.23 1.29 0. 97 0. 54 0. 40 0.38 0.19 60. 0 87. 4 0.23 0.23 0.14 0.59
n 5 5 5 H] ] ] 5 5 H] 5 5 5 5 5 5 5 5 b
BTU Mean 1. 332 14.76 42. 38 57. 88 20. 14 34. 80 1170. 4 2. 72 15. 60
I SD 0. 343 0.37 1. 15 1. 83 0. 66 0.25 153. 7 0.25 0. 51
n 5 9 9 5 ] 5 5 5 5
ETU Mean 1.234 14. 52 41. 64 7. 62 20. 08 34.84 1206. 6 2. 86 15. 52
6 S.D 0.379 0.58 1.74 1. 05 0.44 0.18 129. 4 0. 56 0. 47
1 5 9 5 5 5 5 5 5 5
ETU Mean 7.100 7. 758 14. 32 14. 90 40, 82 42. 60 57. 50 54. 90 20. 16 19. 22 35. 04 35.02 1057.2 1184.4 3. 34 2. 84 15. 68 15. 60
30 S.D 0.372 0. 258 0.75 0. 46 2.19 1. 63 0. 81 0.70 0. 27 0.29 0.22 0. 40 102.1 159.5 0.42 0.59 0. 64 0. 54
0 5 5 5 H] 5 5 5 5 5 5 5 5 5 5 5 5 5
Significantly different from conirol 4, P<0.05; %% PC0. 01.
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Twenty-cight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 7 Hematology - Summary Female
Test Subsiance APTT
Dose (ng/ke)

sec

Day 29 Day 43

ETU Mean .10 15.58
0 S.D 0.52 1. 98
n ) 5
ETU Mean 16. 52
I S.D 0.52
n 5
ETU Mean 15. 96
6 S.D. L1i
n 5
ETU Mean 14. 82%¢ 15.78
30 S.D 1. 44 0.57
il 5 5

Significantly different from comtrol

1 % P0.05; #% PO 0L
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Table 7 Hematology - Summary Female

Test Substance White Blood Lymphocyie Neutrophil Eosinophil Basophil Monocyte Large

Dose (mg/kg) Cell Count Unstaining Cell
x10E3/ L % % % % % %

Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

ETU Mean 1. 326 5. 788 84. 78 84. 16 10. 98 12.18 0.92 1. 22 0.14 0.18 2.18 1. 22 0.96 1.10
0 SD. 2.483  1.372 3. 26 3.80 2.7 4,04 0.33 0. 68 0.09 0.08 0. 74 0.28 0.27 0.25
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
ETU Mean 6. 214 87.08 9.08 0. 84 0.18 1.60 1.22
1 S.D 1. 055 4.95 3.83 0.27 0.08 0. 96 0. 83
n 5 5 5 5 5 5 5
ETU Mean 6. 188 88. 84 8.00 0. 80 0.20 1.22 0.98
6 S.D 1. 391 2.19 2.27 0.34 0.00 0.19 0.23
n 5 5 5 5 5 5 5
ETU Mean 6.634 5.468  90.02 8144 702 14.30 0. 76 1.48 0.12 0.16 1. 26 1.70 0. 82 0.90
30 S.D. 1. 194 1. 628 2. 60 6. 28 2. 30 5. 85 0.05 0. 36 0. 04 0.05 0. 48 0.72 0.15 0. 26
1 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Significantly different {rom control %, PC0.05; %%, P<0.01.
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Table 8 Blood Chemistry - Summary Male

Test Substance ASAT (GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total

Dose (mg/kg) Bilirubin Nitrogen Cholesterol
U/L UL UL /L ng/dL ng/dL mg/dL mg/dL mg/dL

Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

ETU Mean 113. 4 94. 6 24. 4 24. 8 1.6 0.6 642. 8 540. 2 0.10 0.08 11. 58 12. 06 0.20 0.26 137.6 135. 4 80.4 87.2
0 S.D 20.6 13.2 4.7 3.6 0.5 0.5 166. 7 62.7 0.00 0.04 0.74 0.74 0.00 0. 05 11.8 12.3 1.6 9.5
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
ETU Mean 114.0 23.4 1.8 578.8 0.10 12. 76 0.20 153.0 67.2
1 S.D 16. 4 1.8 0.8 33.6 0. 00 2.16 0.00 18.2 7.0
n 5 5 5 5 b 5 5 5 5
ETU Mean 94. 8 25. 4 .0 699. ¢ 0.08 11.22 0.20 143.2 68. 8
6 S.D 22.8 5.4 0.7 126. 6 0.04 1. 63 0. 00 26.0 6.1
1 5 § 5 5 5 ] 5 5 5
ETU Mean 98. 8 98. 6 25.6 23.0 2.6 1.0 432. 2%  565.8 0.08 0.08 12. 02 11. 76 0.20 0.24 136.0 119. 2 104. 6% 82.8
30 S.D. 25.8 15.2 3.8 2.5 0.9 0.7 69. 2 124.2 0. 04 0.04 2.29 .58 0.00 0.05 9.3 1.3 9.7 18.3
n 5 5 ] 5 5 5 5 b] 5 5 5 5 5 5 5 5 5 5
Significantly different from control . %, P<0.05; #% PLO. 01,
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidineihione in Rats Study No. B021303

Table 8 Blood Chemisiry - Summary Male
Test Substance Triglyceride Total Albumin A/G Ratio Calcium [norganic Na K Cl
Dose (mg/ke) Protein Phosphorus

ng/dL g/dl g/dl ng/dL ng/dL mmol/L mmol/L mol/L

Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

ETU Mean 39.6 36.2 6. 50 6. 98 2.98 312 0.840  0.810 9.78 9.96 9. 44 8.58 1480  147.2 4.26 4.38  105.8 104. 2
0 S.D 15.9 14.2 0.23 0.26 0.15 0.13 0.028 0.080 0.18 0.05 0. 51 0.70 1.2 0.8 0.36 0.24 1.1 2.2
1 5 ] 5 5 § 5 5 5 5 5 5 5 5 § 5 5 5 b}
ETU Mean 32.6 6. 52 3.04 0.872 9,84 9.22 147.2 4. 30 106. 4
1 §.D 5.5 0.19 0.11 0. 040 0. 26 0.63 1.1 0.37 1.7
n 5 9 5 5 5 5 5 5 5
ETU Mean 3.6 6. 62 3.00 0. 830 9.96 9.36 147. 4 4.28 106. 4
6 S.D 17. 4 0.23 0.19 0. 066 0.18 0.23 0.9 0.23 0.9
n 5 5 ] ] 5 5 5 5 5
ETU Mean 21.4 22.4 6. 64 6. 70 312 0.850  0.87¢ 9. 80 9,82 8.50% 856 148.2 1470 4. 10 4. 32 108.0%  106.0
30 S.D. 5.2 6.1 0.11 0. 37 0.13 0.20 0.057  0.058 0.24 0.24 0.35 0. 48 0.8 1.0 0.26 0.7 0.7
i 5 5 ] § 5 5 5 5 5 5 § 5 5 5 5 5 5
Significantly different from control 0 % PO, 05; % P<0. 0L
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Tweniy-eighi—day Repeai Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Tabie 8 Blood Chemistry - Summary Female

Test Substance ASAT (GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total

Dose (mg/kg) Bilirubin Nitrogen Cholesterol
U/L U/L U/L U/L ng/dL ng/dL ng/dL mg/dL ng/dL

Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

ETU Mean 123.6 109.0 17. 4 17.0 1.6 1.2 375.0 264. 6 0.10 0.10 12. 86 14. 56 0. 24 0.28 109. 4 121. 8 74.0 89.0
0 S.D 26. 7 21.6 L7 2.5 0.5 0.4 102.3 53.2 0.00 0. 00 317 1.33 0.05 0. 04 6. 3 1.7 13.9 20.0
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
ETU Mean 120.0 18.4 2. 8% 499. 2 0.08 12. 86 0.20 113.6 69.
1 S.D 23.5 2.6 0.4 91.0 0. 04 119 0.00 10.9 15.0
1 5 5 5 5 5 5 5 5 5
ETU Mean 118.6 17. 2 2.6 342.0 0.10 12. 90 0.22 118.6 86. 0
6 S.D. 16. 4 0.8 0.5 36. 1 0.00 1. 88 0.04 14.2 12.0
n 5 5 5 5 5 5 5 5 5
ETU Mean 114. 4 112. 2 18.6 22. 4 3. 0%+ 0.8 316. 4 241. 4 0.08 0.10 12. 68 14. 04 0. 22 0. 26 117. 2 118. 6 83.2 4.2
30 S.D. 72 8.0 4.3 6.8 0.0 0.4 39.3 45.5 0.04 0.00 1. 83 2.19 0. 04 0.05 .7 15.3 17.3 14.4
n 5 5 5 5 5 5 5 5 5 5 5 5 b} 5 5 5 5 5
Significantly different from control 1 %, P<0. 05; #% PO, 01.
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Twenty-eighi-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Table 8 Blood Chemistry - Summary Female
Test Substance Triglyceride Total Albumin A/G Ratio Calcium [norganic Na K Cl
Dose (mg/ke) Protein Phosphorus

ng/dL g/dL g/dL mg/dL mg/dL mmol/L ool /L mmol/L

Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

ETU Mean 13.8 1.8 6. 28 6. 58 2.94 3.08 0.888 0.888 9. 68 9. 64 8. 54 792 146.4  146.8 4.08 414 106.6  109.2
0 S.D 4.6 4.4 0.20 0. 40 0.15 0.22  0.039  0.048 0.15 0. 51 0. 50 0. 38 L7 0.8 0.22 0.34 1.1 1.1
1 ] 5 8 5 ] ] 5 ] 5 5 0 5 5 § 5 9 o by
ETU Mean 13.8 6. 42 3.02 0. 906 9. 98 8.20 146. 4 4. 14 108.0
1 S.D 3.5 0.16 0.13 0. 059 0.30 0. 51 0.9 0.29 0.0
n 3 5 9 ] 5 o 5 5 5
ETU Mean 16. 4 6.18 2.88 0. 888 9.58 8. 70 146. 2 4.12 107. 2
6 S.D. 0.9 L1 0.15 0. 077 0.26 0. 69 1.1 0.45 L1
n 5 ] 5 5 5 5 5 ] ]
ETU Mean 10.6 10. 6 6. 30 6. 78 2.96 3.28  0.830  0.936 9.58 9. 66 8. 02 720 146.2  146.4 4.06 4.00 108 8+ 109.6
30 S.D 0.5 3.0 0.32 0. 55 0.2 0.3 0.059  0.075 0.18 0.28 0.33 0.70 L1 L1 0. 36 0.21 L3 2.2
n 5 b 5 5 § 5 8 5 5 5 § 5 ] § 5 5 5 ]

Significantly different from contirol 1% PO 05; %, P40 01.
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Twenty-eight-day Repeai Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Tabie 9 Urinalysis - Summary Male
Test Substance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
505.56065707.58085>»% - +-1+ 2+ 3 - -1 % 3# - -1+ M ¥ - I+ W ¥ - -1+ 2 34
Day 25 Day 25 Day 25 Day 25 Day 25 Day 25
ETU
0
n o 0o 0o 00 9¢ 0 5 0¢ 1 31 00 s 06000 1 3 1+ 00 5 0060 5 0000
ETU
1
n o 0 0 0 0 0 050 o0 2 2 ¢t 0 50609060 0 41 00 5 0O0O0 5 00 00
ETU
6
n ¢ 0 0 0 0 0 0 4 1 0 ¥ 4 0 0C¢C S5 0000 0 2 3 00 5 0600 5 00 00
ETU
30
n o 0o 0 0 0 0 0 4 1 3 0 2 090 500600 1 2 2 00 5000 550000
Significantly different from control + % P<0.05; #% P<0. 01.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rais

Study No. B021303

Table 9 Urinalysis - Summary Male
Test Substance Urobilinogen
Dose (mg/kg)
EU/dl
0.1 1.02.040>8
Day 25
ETU
0
n 5 0 0 0 0
ETU
1
n 5 0 0 0 0
ETU
6
n 5 0 0 0 0
ETU
30
1 5 0 0 0 0
Significantly different from conirol %, P<O.05; #%, P<0. 0L
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 9 Urinalysis - Summary Female
Test Substance pl Profein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
50556.065707.58085>»9 - +-14+ 2 3 - +-14 24 3 - +-1 H 3 - 14+ H H - /-1t 2 3H
Day 25 Day 25 Day 25 Day 25 Day 25 Day 25
ETU
0
n 6 0 0 00 01 40¢ 4 1 000 50000 2 3 000 5 000 5 0000
ETU
1
n 6 0o 01 ¢ 090 3 1 12 2 00 50000 t 2 2 00 5000 5 00 00
ETU
6
n 6o 06 0 0 0 00 41 31 1 00 5 0000 0 4 1 00 5 000 5 00 00
ETU
30
n 6o 0o 1r 09090 1 3% 60 11 2 1t 0 500900 1+ 3 1 00 5 000 5 0 0 0 0

Significantly different from control : %, P<0.05; #% P<0. 01,
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Twenty-eighi-day Repeat Dose Qral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 9 Urinalysis - Summary Female
Test Substance Urobilinogen
Dose (ug/kg)
BU/d1
0.1 1.02040>8
Day 28
ETU
0
n 5 0 0 0 0
ETU
[
n 5 0 0 0 0
ETU
6
n 5 0 0 0 0
ETU
30
n 5 0 0 0 0

Significantly differeat from conirol

: % PC0.05; *% 2<0.01.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Table 10 Organ Weight - Summary Male
Test Substance Final Body Brain Thyroids Thymus Heart Liver Spleen Kidneys Adrenals
Dose (ng/ke) Veight

g g mg ng g g g g ng
Day 28 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

ETU Mean 326.0 388.8 2010 2.016 2618 28.20 510.2  539.0 1. 284 1414 10.448 11.428  0.818  0.722  2.626 2.744  61.38  63.00
0 S.D 21. 7 4.4 0.037  0.033 4.58 6.77 1275 477  0.047  0.087  0.615 L166  0.100  0.041 0.116  0.240  10.69 13.82
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
ETU Mean 322. 8 1. 980 23.70 507. 6 1. 164% 10. 892 0.726 2. 492 62. 36
1 S.D 20.2 0. 054 2.12 88.2 0. 032 1. 335 0. 069 0.163 14. 38
[} 5 5 5 5 5 5 5 5 5
ETU Mean 325. 8 2.014 32.54 497.2 1. 230 11. 290 0. 790 2. 600 55. 24
6 S.D 22.0 0.111 1. 96 144.9 0. 069 0. 847 0.284 : 0. 262 5.10
n 5 5 5 5 5 5 5 5 5
ETU Mean 273 24% 347.4%  1.926  1.944% 40.58% 31.52  389.8  464.0  0.952%% 1.150%¢ G.588  0.832% 0.550%% 0.660  2.040%¢ 2.556  49.96  51.30
30 S.D. 6.9 13.9  0.050  0.038 7.22 6. 71 105.0 79.5  0.078 0.05  0.639 0.674 0.075  0.056  0.089  0.092 10. 14 2. 82
1 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Significantly different from control + %, PL0.05; #% PLO. 0L,

83




Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 10 “ Organ Weight - Summary Male
Test Substance Testes Epididymides
Dose (ng/kg)
g g
Day 29 Day 43 Day 29 Day 43
ETU Mean 3.168  3.252  0.768  1.062
0 S.D 0.363 0.239  0.032 0.06!
n 5 5 5 5
ETU Mean 2. 864 0. 724
1 S.D 0.125 0. 036
n 5 5
ETU Mean 3.012 0. 720
6 S.D. 0.288 0. 097
n ] §
ETU Mean 2.988  3.268  0.674  1.020
30 S.D. 0.208 0.233  0.040  0.041
] 5 5 5 5

Significantly different from control

+ % PO, 05; #% P<0. 01.
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Twenty-cight-day Repeat Dose Oral Toxicity Tesi of 2-Imidazolidinethione in Rats
Female

Study No. B021303

Table 10 Organ Weight - Summary
Test Substance Final Body Brain Thyroids Thynus Heart Liver Spleen Kidneys Adrenals
Dose (ng/kg) Veight
g g mg ng g g g g ng
Day 23 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 28 Day 43 Day 29 Day 43
ETU Mean 203.8 243.2  1.884  1.876  23.34 2412 5510 4742 0.836  0.888  6.354  7.152  0.548  0.570 1712 1.896  65.00 7252
0 S.D 8.9 2.2 0.072  0.093 1. 85 4. 81 55. 3 1048 0.03%  0.104  0.368 0.857 0.067 0.197 0.093 0.215 .19 11. 06
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
ETU Mean 194. 6 1. 922 22.18 434. 6% 0. 808 6. 366 0. 480 1. 658 66. 70
1 8D 6. 2 0. 061 2. 88 66. 6 0. 048 0. 201 0. 077 0. 094 1. 67
n 5 § 5 5 5 5 5 5 5
ETU Mean 202.0 1. 874 23. 34 365. 8% 0. 862 6. 556 0.524 1. 744 56. 84
6 S.D 23.1 0.078 4.78 56. 7 0.135 1. 032 0. 160 171 6. 68
n 5 5 5 5 5 5 5 5 5
ETU Mean 190.6  223.8  1.834  1.862  34.90%+ 28.84  365.0%% 425.4 0.770 0.856  6.732  6.934¢ 0.474 0.538 1724 L.770 5828  67.50
30 S.D. 18.3 12.6  0.065  0.025 4.07 3. 18 44,9 75.0  0.063  0.067 0.608 0.422  0.112  0.043  0.146 . 078 1.171 5.49
It 5 5 5 ) ) 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from conirol 1 % PO, 05; #%, P<0. 01,
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Twventy-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 10 Organ Weight - Summary Female
Test Substance Ovaries
Dose (mg/kg)
ng
Day 28 Day 43
ETU Mean 88.86  90.22
0 S.D 12.51 17. 28
n 5 5
ETU Mean 84. 60
1 S.D 9.05
n 5
ETU Mean 81. 36
6 S.D. 9. 30
n 5
ETU Mean 85.68  92.52
30 S.D 9.93 1193
B 5 5

Significantly different from control

. %, P<0. 05; #%, P<0. 01.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 11 Relative Organ Weight - Summary Male
Test Substance Final Body Brain Thyroids Thymus Heart Liver Spleen Kidneys Adrenals
Dose (mg/kg) Yeight
g x1078% x102% % % % % x107°%
Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
ETU Mean 326.0 388.8  0.620  0.520 8.02 7.26 15h.24 138.56  0.3%6 0.366  3.208 2.932 0.252 0.186  0.808  0.708 19.06  16.16
0 S.D 2.7 244 0.046  0.041 1.19 .65 29.90 6.59  0.021 0.028 0.129 0.134 0.026 0.011  0.054  0.063 4. 80
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
ETU Mean 322.8 0.614 7.34 157. 80 0. 360 3. 364 0.222 0.772 19.20
1 S.D 20.2 0.024 0.57 30. 13 0.024 0. 206 0.016 0.028 3.48
n § § 5 5 5 5 5 5 5
ETU Mean 325.8 0. 622 10. 00 151. 52 0. 380 3. 466 0. 240 0.798 17.10
6 S.D 22.0 0. 058 0. 81 34.98 0. 021 0.158 0. 069 0.044 2.55
il 5 § 5 5 5 5 5 5 5
ETU Mean 273. 2%%  347.4%  0.706% 0. 560 14.86%¢  9.08 142.12 133.20 0.348 0.332 3.508  2.828 0.202 0. 180 0.748 0.736 18.3¢  14.7
30 S.D. 6.9 3.9  0.024 0.024 2,51 .73 3525 19.85  0.037 0.008 0.189 0.158 0.025 0.014 0.050 0.032 4,07 1.19
It 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 b] 5

Significantly different from control

%, P<0. 05; #% PO 01
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Twenty-eight-day Repeat Dose Qral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B0Z1303

Table 11 Relative Organ Weight - Summary Male
Test Substance Testes Epididymides
Dose (ug/kg)
% %
Day 29 Day 43 Day 28 Day 43
ETU Mean 0.978  0.838  0.238
0 S.D 0.137 0.065 0.026 0.011
n 5 5 5
ETU Mean 0. 894 0.226
[ SD 0. 086 0. 009
n 5 5
ETU Mean 0.924 0. 222
6 S.D 0. 046 0.022
] 5 5
ETU Mean 1.096  0.942  0.248  0.294
30 S.D. 0.093 0.084 0.019 0.018
n 5 5 5 5
Significantly different from control © %, P<0.05; #% P<O. 0L
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 11 Relative Organ Weight - Summary Female
Test Substance Final Body Brain Thyroids Thymus Heart
Dose (mg/kg) Veight

g % x107%% x103% %
Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29

Adrenals

x1073%

Day 43 Day 29 Day 43

3. 542%x 3,100

ETU Mean 203. 8 243.2 0. 924 0. 714 11. 46 9.88 27130 194.04 0. 410
0 S.D 8.9 21.2 0. 015 0. 059 0. 50 1. 32 35. 44 29. 69 0. 021

1 5 5 5 5 5 5 5 5 5

ETU Mean 194. 6 0. 986 11. 40 223.52% 0.416
I SD 6.2 0. 042 144 34. 56 0.013

n 5 5 § 5 5

ETU Mean 202. 0 0.934 11. 50 180. 96%% 0.424
6 S.D. 23.1 0. 070 .27 17. 19 0.018

n 5 5 5 5 5

ETU Mean 190.6  223.8  0.968  0.836 18 40%¢ 12.92% 192 14%% 189.46  0.404
30 S.D. 18.3 126  0.108  (.054 2,11 157 2176  26.14  0.021

1 5 5 5 5 5 5 5 5 5

Significantly differeni from control %, PC0. 05; #% P<0. 01.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 11 Relaiive Organ Weight - Summary Female
Test Substance Ovaries
Dose (mg/ke)
x103%
Day 29 Day 43
ETU Mean 43. 56 37.52
0 S.D. 5.73 9.09
| 5 5
ETU Mean 43.42
1 S.D 3.89
n 5
ETU Mean 40. 30
6 S.D 1.92
n 5
ETU Mean 44.96  41.36
30 S.D. 2.72 5. 26
1 5 5
Significantly different from contirol 1 % PO, 05; #% P<0. 01,
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Tweniy-eight-day Repeat Dose Oral Toxicily Test of 2-Imidazolidinethione in Rals

Study No. BOZ1303

ETU
30

9
<5>

Table 12 Necropsy Fimdings - Summary Scheduled Sacrifice (Week 5)
Sex : Male
Test Substance : ETU ETU
Organ Dose (mg/kg) : 0 1
Findings Number of Animals : 5 5
Number of Animals Examined : <6 <Gy
Spleen
Deformation 0 0
Liver
Yellow patch 0 0
Kidney
Dilatation, pelvis 0 0
Uterus
Distention
Thyroid
Enlargenent 0 0
Skin
Lusterless fur 0 0
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 13 Necropsy Findings - Summary Scheduled Sacrifice (Week 7)
Sex : Male Female
Test Substance : ETU ETU ETU ETU
Organ Dose (mg/kg) : 0 30 0 30
Findings Number of Animals : 5 5 5 5
Number of Animals Examined : By & 6 &
Skin
Lusterless fur 0 5 0 4

92



Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats Study No. B021303

Table 14 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Male Female

Test Substance : ETU ETU ETU ETU ETU ETU ETU ETU

Organ Dose (ng/kg) : 0 1 6 30 0 1 § 30
Findings Number of Animals : 5 5 5 5 5 5 5 5
Heart <» <0 <w» ) (D <0 ) %
Mandibular lymph node {(» < <0 B ) <0y ) w
Mesenteric lymph node <5 B <0 (B <5 <0 W <
Thymus < <0 <0 B {5 ) <0 &y
Spleen < <o (D B < ) <0 )
Hyperplasia, lymph follicle 1 0 { 0 0 0
2 0 0 0 0 0

3 0 0 0 0 0
Bone marrow (femur) 5 < <®» < (B < < {5
Trachea B ()] <0 < B ) <0 )
Lung ) <0 <0 <5 & <0 <0 &)
Inflammatory cell infiliration, focal 1 0 0 1 0
2 0 0 0 0

3 0 0 0 0

Stomach % < <0 {» (B <0 ) B
Duodenum {5 0 ) B B ) L )
Jejunum &) <0 ) {5 (w» < ) B
Ileun ) <0 < ) (5 <0 ) )
Cecum ) < ) <5 B <0 < (»
Hyperplasia, mucosal epithelium diffuse [ 0 1 0 0
2 0 0 0 0

3 0 0 0 0

Colon < <0 <0 <5 ) <0 <0 h
Rectum < ) <0 (» <5 ) B <

¢, Number of animals examined
1, Slight; 2, Moderate; 3, Severe

Significantly different from control ¥ PC0. 05; ##, P<0. 01
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethionme in Rais Study No. B021303
Table 14 Histological Findings - Summary Scheduled Sacrifice (Week 5)

Sex : Male Female
Test Substance : ETU ETU ETU ETU ETU BTU ETU ETU
Organ Dose (mg/kg) : 0 1 6 30 0 1 6 30
Findings Number of Animals : 5 5 5 5 § 5 5 5
Liver { ( ) < (W < Y (»
Fatty change, hepatocyte, focal 1 0 0 0 0 0 1 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Hypertrophy, hepatocyte, centrilobular 1 0 0 0 Sk% 0 0 0 D%
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Microgranuloma 1 4 2 3 2 3 2 2 5
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Necrosis, focal 1 1 0 l 0 0 0 0 0
2 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Kidney < B <O ) ) <o < o
Basophilic {ubule, proximal i 3 2 2 2
2 0 0 0 0
3 0 0 0 0
Cast, hyaline 1 0 1 0 1
2 0 0 0 0
3 0 0 0 0
Dilatation, pelvis 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
Hyaline droplet, tubular epithelium, proximal 1 2 0 0 0
2 0 0 0 0
3 0 0. 0 0
Mineralization, corticomedullary junction 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0

&, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control %, P40, 05; % P<0. 01,
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Tweniy-eighi-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats
Scheduled Sacrifice (Week 5)

Study No. B021303

Table 14 Histological Findings - Summary
Sex Male Female
Test Substance ETU ETU ETU ETU ETU ETU ETU ETU
Organ Dose (mg/ke) 0 1 6 30 0 1 6 30
Findings Number of Animals 5 5 0] 5 5 5 5 5
Kidney ) <0 0 (» ) <w» <0 )
Mineralization, medulla 0 0 { 0
0 0 0 0
0 0 0 0
Urinary bladder ) ) <0 B 5 o ) o
Testis ) <0 <B» (»
Epididymis ) ) ) )
Inflammatory cell infiltration, lymphocyte, focal 0 1
0 0
0 0
Prostate ) ) <0 )
Inflammatory cell infiltration, lymphocyte, focal 2 0
0 1
0 0
Ovary < ) <0 &)
Uterus ) < <0 B
Dilatation, lumen 0 1 1
0 0 0
0 0 0
Vagina ) <0 <0 (B
Pituitary ) <5 < < < ) (B )
Cyst, anterior lobe 0 0 1 0 0 0 0 0
0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0
Cyst-like lesion, anterior lobe 0 0 0 0 0 0 0 2
0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0

<, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from conirol

%, P<0. 05; #% P<0. 0L
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Twenty-eight-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 14 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male Female
Test Substance ETU ETU ETU ETU ETU ETU ETU ETU
Organ Dose (mg/kg) 0 1 6 30 0 I 6 30
Findings Number of Animals 5 5 5 5 5 5 5 5
Pituitary < (B (w B ) B 5 5
Cystic dilataiion, Rathke's pouch 1 0 1 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Hypertirophy, anterior lobe, basophil 1 0 0 0 0#% 0 0 0 2
2 0 0 0 5 0 0 0 0
3 0 0 0 0 0 0 0 0
[nftamnatory cell infiltration, lymphocyte, focal 1 0 0 0 0 1 0 0 1
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Thyroid B < o ), B &) B (W
Decrease in colloid 1 0 0 4%% 0% 0 0 0 4%
2 0 0 0 5 0 0 0 4
3 0 0 0 0 0 0 0 0
Ectopic thymic tissue 1 0 0 0 1 0 1 0 1
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Hypertrophy, follicular cell, diffuse i 0 0 4¥% 0%% 0 i} 0 1%
2 0 0 0 5 0 0 0 4
3 0 0 0 0 0 0 0 0
Ultimobranchial remmant 1 1 3 4 5 2 5 5 4
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Parathyreid < <) ) (» < <0 ) )
Adrenal ) <® 4§ <5 B <0 <C» <
Mineralization, medulla i 0 0 1 0
2 0 0 0 0
3 0 0 0 0
Brain ) <O < ) ) ) <0 {®»

<, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control

% D0, 05; #%, P<0. 01.
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Twenty-eighi-day Repeat Dose Oral Toxicity Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 14 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male Female
Test Substance ETU ETU ETU ETU ETU ETU ETU ETU
Organ Dose (mg/kg) 0 1 6 30 0 1 6 30
Findings Number of Animals 5 5 5 5 5 5 5 5
Spinal cord ) ) <0 ) ) < <0 (®
Sciatic nerve ) < <0 [ 5 < < (»
Skin <5 (B (W i (B ) ) <5
Atrophy, sebaceous gland 1 0 0 0 B 0 0 0 3*
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Eyeball ) ) < ) ) ) < )
Harderian gland () <O <» &« {(» <0 < (B

<, Number of animals examined
1, Slight; 2, Moderate; 3, Severe

Significantly different from conirol 1 %, 0. 05; #% P<0. 01.
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Twenty-eight-day Repeai Dose Oral Toxicily Test of 2-Imidazolidinethione in Rats

Study No. B021303

Table 15 Histological Findings - Summary Scheduled Sacrifice (Week 7)
Sex : Male Female

Test Substance : ETU ETU ETU ETU
Organ Dose (mg/kg) : 0 30 0 30
Findings Number of Animals : 5 5 5 5
Liver ) ) {5 )
Microgranuloma i 3 1 4 2
2 0 0 0 0
3 0 0 0 0
Pituitary (B (» {5 <
Cyst, anterior lobe 1 0 1 0 0
2 0 0 0 0
3 0 0 0 0
Hypertrophy, anterior lobe, basophil 1 0 3% 0 0
2 0 0 0 0
3 0 0 0 0
Thyroid < <5 (B )
Ultimobranchial remnant 1 4 2 3 4
2 0 0 0 0
3 0 0 0 0
Skin < B .y B

<, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control . % P<0.05; #% P<0. 01
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