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B

NIFATTINEBO, MBI T 5 RER G LB oEEN . B oER -4
BIOHARORBTICRETEELRIT 57201, 0 (FER) . 62.5, 125 BXL O 250 mg/kg D
JA & THERED Sprague-Dawley ZT7y M4 12 It /B I ER O TG L, &5 15 B Bb 2 B
ZIREELLTARBSE, MEIL 42 BAKRGLZRICHIMR LU, MEIIREEHE . B RS RS TR X6
B 5 BT, BAEWEE 4 BICHR L, £, 0 BLT 250 mg/kg & 5 FEOKHE 5 PRI OMED Y
TN (0 LT 250 mg/kg) X 42 AR L7z, 14 B BRI E THRLE, TOBRELT
ICERILIL,

1. RUR 5 3 M B I OEEHERER

250 mg/kg T H RV THERESS 1 FIDFET AR OO, 260 mg/kg & HREOMEREIZIE, B
BEDE, RARREE. BRES. BOBEH. BREE(. REEHREPBESh. KEDPLREL T
BT, 125 mg/kg & 5 BEOHE, 250 mg/kg # G EEOMEME T, B 5% IC—@BHORESRDON
o FEMIZRERBLE Tik, MR B AT T 5ELITR DO o T, MEHBIZ OV T, 250
mg/kg ¥ 5O CEHERAE MBI BIOBHEOEKTRRADOLIL, REFOEIL, RO
YT TANETHHONTH | IREITENEDBAGITIH R L,

250 mg/kg G EEOME T, FRILE PICIR MR W ICR DL, MIKFERE Cli~~hrYy
MEZS, MR AEAGERE THILTP 7 A7 I BERA BIE T L, B, BRIUCRIEALIE
WA ORBAMARETIT, WThbE TRICZEEMRZ HFORFEE RESE MR ENE
gahic, BROMBFRE T, ALEIOEILD DV IXERIEDS, HED 62.5 mg/kg LA EOBGHER
LMD 250 mg/kg B G HETROOLN, AL RME DB AARILEHBMBELD 62.5 mg/kg LA LD
BEETROONE, BB OB RE T, RERRTHMROCEAMIEKRS., 62.5 mg/kg LA ED
BEBFTHROLNL, EROBERBIURIEOEZ. KEZOBWITHLR OO,

2. AETEFEAE RN

250 mg/kg B G BETAREEM 3PIFR OO, RFEOTAEEA M BRIVAE BIZED Uic, R, &
B, MR, RN, 2 BhRICIIHRYE RS OEBIFEOLNRP-oT, HAERIZOWTL,
ATE, B IO EICRBRY ER SORBTFROLN T KREREFVE RS -T,

3. B{EME

U EDORERLY, KRREMET CONTFAVTINVBORER 5HEICBETHEEMREIL, 62.5
mg/kg LA EDRGH TRBOEMRME CARILE. BB RECOEAMIERBBOLNIZZ L)
5. MERESD 62.5 meg/keg/day AT, ATHI A TEMEICBY 3O E/E A 2. 250 meg/kg B G HEICALED
AN Eh 5 125 mg/kg/day E¥IErShiz,



NFF TV G 0T R —ORBHB IO E ar R )=V R bl o LR
BRITHY, TERATLER. I H-&RHEOESE. EROBHRLLTHOLN TS,

4B, OECD Bt FMERZ &M RREFIHEIBEMHRAEDO —BRLEL T NIFALTANVBORE
HHEBOEREH/IOI. Ty AVOIRERSFMN - EMBAEFEHFGRAREITV., BB
HTDODREREGORBBLIOEOREMN, RLOCKHEROERFM., BERLUHEL S oA TSR
AZRIETHEIZ DV TRE LD THE 15,

M ETTIE

L. WBRME
WRMELL THON AT LI (TTC) DHRIL, LT O#Y Th o,

o= R4S 7 XL
(787 TTC
w4 1,3,5-Triazine—2,4,6(1H,3H,5H)—trithione
CAS No. 638-16-4
73 F 3 C3H3N;S;
DFE 177.27
HEALFEOMEE PR C RHBHER
R : 300°CLLE

RREME © AKICEEE . AZ/— N, TN A AT,
FuY 7 THF 2[5



EEX
SH

N/x
oW

ARRBRITIX, DbREEENE TTC [ Z ' 99.8% (HPLC). FHli
¥ A5 0.13%, Appendix A)Z RV o, BBRWMEITSZEHE%E BRHEZHEA 200641 A 24 )
ERAREC, FRYEZARETECBVTERRE L, £, ARROBER TRIZERKTERY
BEHBRMBEAFRICEML BBTICTHEESERBRAIE GLP TTEHEIN., RBRATE THE
ICEEDBBOONARD T2 EN D, BRMEITRBH P BE Thoz LK L7 (Appendix B),

2. EABYMBLIOHAE HIL

8 BEE D Sprague-Dawley(SD)F[Crl:CD(SD). SPF] DMET v e B AF v — L R-U/R—E K
HBE B Z—OEAL HERE~DILLBELZRNCARBZEHT 14 BREITHREASB L.
BZE-B MG, R —BRREBEZBEEL. ARWABIORERT BIEERRE L, T/, L
BlOMREEZ AR E B2LE BBRELIEN RERT B ICHESF O MR ERBELEB L,
ZDFRER . mE BB . BT OB B NHE 3 5. i 2 BIZROON, £, 4 B FRESL OB
AR LB 15 fI TROLI, FEMERBE TIEIANV I RICRRIR SR M2 R L8
HIHE 1 B, BEALBRIERASHE 1 B, BB AN | FlIZROLNT, B TIEM L OB £ TR
TAEh, BB T R (R EFHM 1| BAD OREFRELZLLICEED MBI TR ZBRW =81 % &
HA B L EEATBIECIOBES T Lz, B#EBEOBBITMHLE 10 B Tho7z, 2B, BH T
Lo THRBRRNOERA S8 W (9 B, i 354)) DG | i 30 BT FIRBRGARE S Z-04-407-4)
R, HE 44, M5 BTNy HE S BIIIMAEDE=FV L 7L, ARNBHDOATTEHBIO
B EFRBEEOKRERHFIIUTOBYTHD,

B AR 2005465 A 11 A
A T PC % HESTPT, it 93 T
AT E M 265.2~285.7 ¢ (¥ 275.9 g) M 165.2~189.3 g (FE 175.4 g)
BE5BB A 200545 H 26 B
BEREE  H 355.5~405.2 g (F3382.3 g), M 208.7~255.0 g (FF3 232.1 g)

BAREL, EBYORIT =AM TARBE S L, 85 B AR —

CRBREEBLOARSNE SR ALY — 2 #T, BES T RIERS LT RO ER5E1Y
H-FIERBRE S, BYESBLOAFDHE SLEA LB —R 28T, 23, HAeROE
EBANTER LT,



Bit. &BEEME A — (220 wx270 dx190 h mm) 2 1 JE¢> (RERIL 2 [T /7 —) INA
L. F&RE 21.0~25.0°C, ¥FARE 40.0~75.0%., B R EIH0K 15 B /BFRE] . FREA 12 BFRE (7 BE~
19 B R4T) 2Rl SN R E E (6 5 2) T, BREH (CE-2, RAILT) BLUVKHE K (REFH/KE
R#K) ZEBHICERSETHRB L., E4F 18 A (BRH2 WM THRB A=K 0 A) RO
Wix, SyMRTIAT v 7 BIBETE/r— (350 wX 400 dX 180 h mmIZILAL., "HE 4 B (D H ="
F 0 B)ETHR ANTE,F T (=0 —0 BRZRATAL—) 2 RBELTHBL TRE L, &2
B.HBHEP. AEEORBEOEAEL. NEF N 22.5~26.0C, 50.0~65.0% Th-o7=, £/,
A LR K BLORBICITRBRICEE R T A OHLEADITR OO T,

3. REREOTHE

HRME LT EL ., LA CEMRE ., BEEZ VBT OMZ, 5 w/ VIR L, ZnE Bk CREA
FRLT 2.5 BEU1.25 w/vEEEEZ AR L, BRWESKICEE T, FHERRICEOTH— KB
TAHZENHERENT- -0 HERIX 0.5 $HARFLAF L o—R-F R NTLLR B AT—ZF R
A EHE, oy g5 4720) % B BEF K QLRI oy bE S A4ZCT1) THMIZERR L=,
BEBREITELT. BRG~8C)TRE L, BREELERVEREIILTOEITHD,

5 & (mg/ke) B E (w/vh)
62.5 1.25
125 2.5
250 5

BHIZELL, AERDEDOT MRV 2HROREFTERR GRBRES A-04-007) 2B\
T HBRHE D 20 BLU0.05 w/VRIEIKRIZOWT, REFAEFT TENXETHRIZBIT27AR% 8 B HE
DEEMZHETAL (Appendix C) | ZORRICEIE, R EREOHBIIHR S8 B LUNIZAT o, E
72,2005 5 B 24 BICARLASBEOHAMBETOERRYES ERIVH —HEZAEL., FH
SENPFAMIETEBED 94.3~101%ThHY, H—HIX 99.3~101% T, TN TR EGEENICH -2
LEREFR LT (Appendix D, E),

FAHREPOERYEREOHEIX, FREBRIER 0.5 mL 3 OHBL, A¥/— LV TEEHRL
TREERZFARL, . ERDEELEEFNRL, AY/ — VB L CEERK (1. 2.5
ng/mL) AR L7, HEHER B I OEEBREZ & B iRk o</ 57 (HPLC) IBIZXVEIEL ., £
BWIELOIERLERERE AV CREZ R, HPLC &% U TITRT,

AT T A : Atlantis dCg

(N2 4.6 mm, && 50 mm, KL F#& 5 um, Waters)
BEIFE o AZJ/—1/0.05 mol/L VU ERE AR AR (pH 2.5) (1:9 v/v)
iR : 1.0 mL/min
N7 LR ERE : 40°C
B R : 294 nm
AEHEAR ;10 pL



1. BEEOREBLURE FIE

EHHRARFICTCERELE TTC OXEROIBREESE - ARERAETEHHETHERAR(BRRES
R-04-006) DFERMPOLRE LT, T7hbb, MY N 250, 500 33K 1000 mg/kg @ TTC % 14 A
MRERORELIFER. 1000 mg/kg BEFH TIIF U ENREREZEL. |/S 7 A ETITMREL
HEFIMNIET L7, 500 mg/kg WEHTIZ. BREFE 2 BIPLEN O RALHE., BEKOBEENHRE

Fug e 1 Bl TIRSDICHRBR, MR, BERSLOEFHE 2L, SEIEREBL R, $o. RBE T, #O
BREE 2 BAOFEERMBIMBI S, FIRFFTITRBOERLIR OO, 250 mg/kg 5 RETIE. #
BRYEREOEEE TR TAIEIIROONRN 5T, 500 mg/kg REBH TROONTZ—RIRED
i, WThbBERETHY, 2 BEU EORE CREERERICET T ENFRENIZI LD
5,500 mg/kg IIARRBRICBITORKNMEBELEBTIRBLERINT, LEER-T, ARRICBITLE
FAEROKREEIT 250 mg/kg IR EL. AT Ak 2 THRLTHHES 125 mg/ke. (KA E% 62.5
mg/kg {ZERE LT,

B ~OR 513, BETIIRRE 2 @M Dk 2 B MOREAML R CHBRTRICESETOHE
ot 42 A fH. MEEASECRT 2 B, 2R ECORERMM. EIRMMISLOME 4 B ET(A2~48 H ).
SiRUieioT-MEZ BB R AT B (B4R 26 AARY) £T. 77NN B 42 AR, ZhEhE
H1EL9R~LRRICSyMNABEZAWTRAIMIBRORE LT,

ERHOREME BRE5E BE BREFEBIUVEHHYBEZIZL TOEY THD,

B rR5mE BEE RBE RBR5EEEx BMES
(mg/kg) (w/v%) (mL/kg) i3 [ii:3

1 0.5% CMC Na (#1&) 0 0 5 MX01001~012 FB01001~012

2 TTC 62.5 1.25 5 MX02001~012 FB02001~012

3 TTC 125 2.5 5 MX03001~012 FB03001~012

4 TTC 250 5 5 MX04001~012 FB04001~012
5(F774MEE) 0.5% CMC Na (14) 0 0 5 — FB05001~005
6 ($ 774 bEE) TTC 250 5 5 — FB06001~005

*: ML BRSO EEL LICEEFIOR EREEZEH LI,

EIERREMELC.EIINBEEBLOGHEROY LM ESOREINE 5 Bl (BIHES
MX01008 ~MX01012, MX04008~MX04012) . MEiZ V- TIAMNEDO £ FIZHE R EZ A (EE 1 B)»
> 14 HERELE,

5. BELBRE
1) —RREBOBRE
BN FEHMTRBIVCEEHAMFIIERD 1 B, REHMBAFEIRSRIHOER 2 B
E.—BREEBELEL,
2) FEMAEREIEE
FEOFEMSERBEIT. REKT B (EARBYRSR) . &5 7,14, 21, 28, 35 BLU 42 BIZAT

5



VY, SHIZEIERREIZRE 7T BX 14 BIZiTok, MEDOEMERBEIZ. REKT B (AR
Bt ), 5 7, 14, 21, 28, 35 BEO 42 BIZITW, BERANSBD Tho76IIIE 0 Rz,
FOMO5RFIIEE 0 B2 4 A OMIZ 1| EBEL, SbIZHTIAMHIEIE 7 8L 14 BIZIT
ST, BEIX, Wb 13 BEMD 16 FEORBIZITW, XRaT7 Y7k DT ER L, F#EM0ERBE
L EP UL TOBE (BB, BRED). BFE, RE.ER) 2 To%. S UrbEY
HIBIAREZBEL(BVBELEE KW F S, Lagh, KB, 2. BB, FTHRME, KiK. R
BRZeH | BEALRR, WE) . (FEE ETOTBHOEFHEEE (BB KA, BRITE., H3{A0, ¥
FLOERIG BT, ERITE., F0722178), IRE. B8 L% RE) L.

3 BEEMmE

HETIX, 85 42 B OFMRERBEIZSERE, SHOTME S OE V5 HlBLOEIEBLEIH
THNRBERSLOESAEHOE 5 fla, £, EE 14 A OFMRLERBERIC. 2N OV THEE
BREZEMRU, T, D %FIIEE 4 AICREHMSEELESHOTMESIE W 5 Lk
ELF, Y7 IAMNETIE, 85 42 B BEVEE 14 B OFhENFMOEREEIC SEx, 24610
BRERESER LIz, BERERXT I/ /VEG, BALRKKN REEM. BIERR, BE5ALRK
HOIRR(BRE) KN, ERREOFEXZBELE,

4) RERIE

HERIOMDOYTIAMNEL. BE 1 (B 55HA). 7, 14,21, 28,35 BXU 42 B EBIfE 1.7 B&
W14 B, 25 A (B B5SEARBLOEIE 15 B)ICKEZHE L, ZENHERINDIETOMIL,
BE 17,14 BL0 21 B, REHDBZITEIROOCGIEERRA). 7. 14 BXUV 20 B, SWEIIWHS 0
(DR BEY 4 BARLONCHES R ICHEEZRE L, ROBOMIIITR 0 REMERB). 7. 14,
20 B3LUN26 HHHY BT EEZEIEL,

5) {EEERIE

HERBIOMDOY T A T, |5 1~2, 7~8, 14~15, 29~30, 35~36 3L 41~42 B, [FE1E 6
~TRIU13~14 Biz, RELATOMEL, &5 1~2, T~8BL W 14~15 A | RBEBKITIEIRO0~1,
7~8, 14~15 BE* 20~21 B HBIIEE 3~4 BIZ. ThENEHEESIUORERLREL.
FOENCEREEZEHLE,

6) IRIRE

BT, ]S 33 BICEHOBMES OE W 5 FIBLURIEBES. /. BE 13 Biz&Fiz>
WTRBEEZEMLE, HTiX, 85 34 AICRERER APEELSHOBMESOF N5 H/IZD
WCRBERZER L, V77N TR 85 34 BBEIUEIE 13 BT, £FICOWTIRRELEH
Lz, BEIZ, i KB —IUR L BIRBRE 4~5 B O REZFRIRL. L FDIEEIZ2WT
BELZEBLE, 238, REHMTIT, REBITRRZHAKLE



BB B E 1k 135t 25

B BE w2

pH-#EIM - BB -7 RU¥E- ok HEBRKE 2V =552 200+(3A )L = 3E)
rarl) )= EY

e Bk N FE RIS

7) A

Y7 IA ML RMELFUZONT, BESTRIA T TOMR BB EIZS| VTR 5B LIE. B
AATEARLZE AL, AERRESBRASNSECTHAMZE L L2, AR IEL. KI5
HMBLIUORBIREHICHFEL. & ERWKE. 4 BRBROMERR LSO ERIZEL L8
DEEREEICHEHLE,

8) 2ZHd

B, VT IAN R RMEE 2L 2 AR 5% (&5 15 B) 0 1288010, REEZHRRBTHE
T 2HEAZBELLCRBEAOHHE L1 TERREBEIE, REOHERIZ. BEAATROETORFE
HONTEBREZFETE T HILICIVITOV. WT NP HERINZAZTIR0BLEE L TRBELZMEHEL.
EBRIZFR B LI,

REBRERPOIT HEFREFRBEBEPOREHRBEETORABIOCEORMICERLIZBEHRORE
B EBROREBEER(REBHDE/XEIHHE) X100, ) BLOFEICERENEREIN-TIWE T
IREIEL TR R E((ERSBDE/ZEEBHE) X100, N 2HE HLE,

9) - HE R EBOBEL

ZERLLRELEZMII2FE B RS HSE THE IS, SOOI, ik 21 A 2050 HhAFER
ENBETE ATV, 71 11 BETIEOHEART LEAIZOWT, 2O BZHE 0 B &Lz, Sk
BEPEERS CXEFIIREOFELHHRACBIRL, EEBE TERIoAIES fRATH%RO— K
RERBIVERORENLSEEOFELHM L, /2. WE 1~4 AOMIZ. B0 . B RELE
2177,

S LI=2FOEIRIAE GER 0 BSRtBETORE) Z RO, FEHOLHER (LR HEM
H/EREYER) X100, %) ZBEHL. WHE 5 B OHRCESELEERFBIOEIRE RN LE
PRI [(ERE/ERFE AL X100, W) EH B L2,

10) F, HAROEHE

BE 0 BICAFRHBIVECIREZMRENIZHE L T MBI U EREROFELBEL. &
e ((PEIR /B ARIRE) X100, %) AR HER((HEARE/ERREE) X100, ) BIUCHAER
((HEEA R4/ BEIRE) X100, W) 2H L, HE 1~4 BETER ., —RREBEZERL. £RELE
CREPMER 2 TEREFRI(HE 4 AOAERE/WHE 0 ROLRE) X100, W) ZHHL



Too HAFRIZOVWTL HE 0 BLU 4 RICEBIDOEELZRIEL ., B LICHERERN O EHE 52 E H
FTHEELIT. HE 0 BLU 4 BIZRITAM I [ REERE/RAE TS X100, W2 EHLE,

11) FkRBL UM

BORSHRTRHKRNIRS 42 BOB PRI, BEBALFIIES 15 BICHRLE, . oz
PRBIIHTE 4 BORBIC, ROBHNIITIR 26 RS B V7S MNEIZEH 15 BICHILE, 2061,
WTBERIRT 18~22 REBARIRE ., XUMINE S —)LF D AFREE T THROLEFEH AV
B T B S S TRFIL, MR FRE., MIRECEREBIOWEIRELER L, 728,
Bk, G KERPLUTOO., @, @DNETITV., OB ER TR TIRIEHOBME S
VS A, B 15 BIZBITAHBR CIx &l CRLZIT o7, £7o, MO 5K TSR T, Sk
BlHZDOWTHHE 4 B IR SRS T B LS BROBME S DE O 56, Y754 NI iRy
1To7,

OmEFREAEL: iEER 7 B
O F kA AR FiEEHl EDTA-2K
QM kAL FHRE R - FLEEH ~ U

12) mMRFHE

mEEAEL /BTNy LAEAWTRR LR DlLE: SBEL T, abor BUER B
JOEMR S e RS TAF U REREZRIEL ., TOMOTE B idHgEEAI L L C EDTA-2K VTR
MUK CRIE LT, 728, IMFRFICREDO MBI E L TEEIRIM BHFE A (Wright-Giemsa Y 6) 2{F
LD, BAREEIIE R U 2D o7, Fe, fRFRMEKEFICONTIE, B =a—AF LT
N— BB ARE{ERIL | Brecher % W TR IR MER L BOR H % 1T o7,

HH R E & fE MR
FRIEkE (RBC) ERIEHLE MK BB rirEE
CELL-DYN3500(7%&'y})
HiEk¥ (WBC) Zua—Y¥AhARY—- [k
L—P B ELE/ ERIERE
M I Bk 4338 Eil NS
mERE (Hb) W St BE 1k EilS
EHRMmERAR MCV) BRIERE 7l _k
NN %= 4 il Gl
~vhIVyME (Ht) 28 (RBCXMCV X0.001)

WHpRmERmERE MCH) 38 (Hb X 1000/RBC)
SE ) R i Bk i 5 3B B B 58 (Hb X 100/Ht)

(MCHO)
MR AR M ER b =R Brecher & RS
7' b’ VEER (PT) SeEELR R £ HBMRERREER
CA-1000 (" ARAY T &)
M S b s 772 F 0 R E BN
M (APTT)




13) mEAE(LFRE
AR DMK FREDTHDOFRMIZE e, FUBEEHIEL T~V 2 AV TRRL MK bi
REe BEL T U TOHEBIZOWTRELL,

BHH B E = 5 AR

RERBE EoLy bk A FE B EOHTEE COBAS MIRA
plus(a¥a B AT ) AT 499 R)

TV IR BCG & il

Walzru—)VigE AV A7e—vi¥v 4 —¥  HDAOS ¥ MW E

7 Va—2yE B ~¥V*F—t"-G-6-PDH & mE

REEEEE L7 —%"-GIDH ¥ Eills

IWTF= B Jaffé 1 Eill=

TVhY722778—%" (ALP) {& GSCC ¥ il

13

TANGX VEETI )M/ A7x7—%" IFCC & Eill

(AST) &M

T3=vT3I) MG AT 27— Eil= F_E

(ALT) 7&&

v VWG AT FE T Rk S

(y-GTP) &k

MIVETAN IR EE GPO-HDAOS (2 )t )vidE) ik mE

RV IRE V7TV BEEE m+t

BV B E =3 mE

FNO LI B OCPC ¥ E

A/G HE

TMYA AR E 1t/ BRRIE £ B EEEE SR EAS
(ZATV/NT4-)

HVO LA R G Ak

BRI BE il Gl

14) WEZERE
(1) AWIRHERE
2R, BE-HEROARBBELT o1, LMK FERERICRR A ERES

ERLZENORN. L. MR, FFIE. B, B, 5B BEBIUBEALKOER (ZER) 2 H

EL, LEBEHEGENER) 2B H L, . 2008, TEE, B . L. JF. (REXES

to) . FFIE. BhE. MiR. g, 8%, BRR. B, T 2HB. =B . BB 5. BB BB BR.

FEE LR B IREIE, BERESOEE, JVR, 75 B, B, THY &, BB,

BEMHE KEERIVES. BIUOYRESHERIL., RFLE, i 0. 1MV BREEE 10%R/L~)

B CTEABRELTHLEELL, FEIIERBEHRL. DEFIOIRRIIEXRBEBRET CRERA

BERZ, RRLESRE B0 L BR2ONCER L ERRT7TUR (BERFIZ 0M VU BEE

& 10% R <D R EE ) ICEEL, ZOMIE 0.1M DV BRIRE L0%R L <D BIRIZEE LTz,

A

(2) FEMEBFERE
RLEBPIILRFBE IOV TERLERL REMMERELER L, IR BRBIUH



B LR, ARMBETELSAONRERIIZ LB OLIZONT, TN DB E -1
L. EOBRER TREHIRISIOMO S EI TIIXTRBELL 250 mg/kg HOYL, MRERERLIN
MEAENNEREEZERLEZE 5 FIC OV TREEARZERELZEM L=, TOER. 250 mg/kg &5
HTIBRE. BIBRBIUHFEICRENRBOONILIENS, F S MK TEED 62.5 3LV 125 mg/kg
BHE . SOITIER MK TROMBEIC OV THREABRERESLE R LIz, TNOORE A&
BARTTAEBLTEEL, AU oD e BB R ERL., e FRMEL AV TREL
oo EBIZ, BRI OV TR AR OILENRBOONIZIEND, B3 BB I 250 mg/kg H 5
BEDOL 2 Bl oW T, #5428 (Berlin blue YA XX Schmorl i) ZE M LTZ, 2B, BEEEEHIZ
BEIRL 7= KB B, REBEBRFERAEORENORA L,

15) HAROH B
HARDS S, BT IRITR BB T 000 EBL., 0. IMY U BEE 10NV <Y U IBIKRICE EL TR
Bl AFERIZSHEES 4 BIZ=—F AR AITIORESEEIR LI,

6. 7 —FRRATIE

PR DAL L =B D E B I OZ R RIZ OV TIT Fisher DEBERRBERITo (HEK
e 5%),

WRYEREBROREBRABERENADOYL, 7L —R4J L7 —#id Mann-Whitney @ U R 7€
(BEKIE SWIZEY, BHESL —F DA FHEIX Fisher DEEBEORIRE (FEKYE 5%)12XY
HRELOMTREREEREEZIToT,

FOMOT =2 BHEZLZ/ONZEHLWIEZ LOFEHEEL 1| BEAREL. B TI7ANERNDSD
WIXEDOMMOBERN TLLBR L 72, T OBR. AT ORISR 2 HOHB AL EFTF REEZITV. A EEN
VOO TIIX Student D t BMEZIT-7. F BREICBWTHEEREEZNROLNIEH AT,
Aspin-Welch R E 1T o7, MEAT DX R A 3 FLL EDBFEIL, £, Bartlett DFEITIVE DS
BO—BMEIZOWTRE (FEAKE W EITol, A BB —HRTHEBEITIE. —TEERO S #
S (BEKE: 5% ZTV HHICEBRENRO LN 1L, Dunnett RIZIVZELEEB AT
(BEKREEDSS ., —FH. DOTFNLOBETHENR 0 LREBERBLIVHENR—K T BT,
Kruskal-Wallis DIAGLIEE (B E KL :5%) 21TV HRICE BHESROLNHEITIL, Dunnett &
OREZICEIVSE LB EIT o7z (BB AKLE:5%)

10



AERRL IR

1. REZRE BRIV EERER
1) —#RIRFE (Table 1~2, Appendix 1~2)

250 mg/kgiR 5B OHE 1@ E S MX0400) B 58 R 12, MEOMELF (B4 E S FB04011)
MHE 1 AERE 40 I THERINZ, O TH TIX, —RRBOB(ITBEESN) Tz
23, MEDSETHITIE, B H BIZ ¥R BIUEIENRES N,

250 mg/kg B EFHOETH TIX, BN EABLHE 1 Fli X O 3 51 (75 AN 1 plETe) . BE
SRR SR ANHE 2 B, BAEFIAHE 4 Bl I OME 1 5 (T 5 AN . BNREEIAEE 1 FlIs K OME L 41,
BUEHSHE | Blds X OME 1 5, & MmARIHE 1 5], RRIERE/LOKE 1 #1), BRIEREFOIEE 3 61, ERlTRIER
PIHE 1 B, SWERHN R ASHE 1 1RO O N, FRAIRIE 125 mg/kg |5 FHOHE 1 #1, 250 mg/kg &

11



B RO 3 Hli XOFEEEOHE 1 BB O, REE®RO—@HEDOWRIEL 125 mg/kg £ 5-FEDOHE 6
%, 250 mg/kg B EREDOHE 8 BB IO EBEDME 10 5 (37T AME 4 FilE Te) ICROHBIIZ, T DML,
BB 235t BEEDME 2 5 (BT FAMEE L BlE Te) | 125 mg/kg BeEREDHE 1 F, #E 1 5135 X 08250 mg/kg
BE5HEOME 1 5] (F 7 FAME) TR O, BRI DS 62.5 mg/kg B 5-REDOME 1 BT, S S
JEEMEDIEE A5 125 mg/kg B EREDME 1 HIZRBOONT,

ERUA OB IO, B 5T B I ORIEHM P AL T REOEIITR DN
nol,

2) FERE7LEIREBLES (Table 3~4. Appendix 3~4)

=YL OBE TR, I EBDRER BB G AHNIEN ., )HREEL TTC &R R E ORI
DEFBOLNRZD =T, T—IUDOOWY LS SiE ARV TR AT 75 536 T 2610 2 TR
FHH BN HES RSB CR RS, 7 —YWNEEVRIBHID 250 me/kg 5 FHOM | Hl (7
ANEE, BES FB06003) TROLNT, N RYTRORNG SIZ-OWVTHET = % LT 5410
YRV TENDZEIIRT T O NMEREL LK R SR TR S, 125 mg/kg BREH (BWE S
FB03004) X T 250 mg/kg & 58 (V77 A ME, 8 E S FB06003) DHE T, & 1 HlICEHHS

VI E T ABI RO b, KE O AR O R BT, 250 mg/kg BE-FEOHE CTHIM (Bin%

& MX04009) BELO'E 4% (B FE S MX04006) 3% 1 BB OO, EOML, BEEDZE RS
x5t REEE S LA RS THRAIN, BRITEE L TR 250 mg/kg ERE (T I A ETe)
DM 2 5 (&S FB04011. FB06002) (238 5Tz,

ERUAOBEEFIZIX. REIIFR OO T,

3) HEREMRZE (Table 5~6. Appendix 5~6)
BEHR& TEBIURIENEE TRILIZ. WFROBEICBWTLRZEITFZ DN o7,

4) {& % (Fig. 1~3, Table 7~12, Appendix 7~12)

FEHMRF. 260 mg/ke WG REOMDO KB RZAMEITR 5 21 0 LIREEIE 14 BT AERNE
[FRE 7 A5 35 BET, REAEEMNEIRS 14 A5 42 B E T, BELERL THERIZE
fE% R LTz, ErmEE (P77 A Nf) OMEOARE ZRUEITE 5 42 D LA 14 A ET AEENE
335 21 ARG 35 BET. BREAEEMEZRS 35 A5 42 A ET MIRBLLRLTEE
RMEE LT,

125 mg/kg A F O TTC #E BBV Cik, tEE b £ 5 B M TR L ORIE M h @ L Tk REF
EORITE B AITRBDONR-T,

5) {EAH& (Fig. 4~6. Table 13~14. Appendix 13~14)
5T, 250 mg/kg REFHOHIZBW T, 85 7~8 A BX U5 29~30 A DT E 30 R
BECHRL THEBRIRMEZR UL, 2. RO 77 MET, 85 1~2 A OBAENSM Y771
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NEOXT BB L THE /2 IKEE R L,
125 mg/kg L F DO TTC R EBEIZRW T, MELL R EHM P RLOEEHB 2B L TEHERE
DOEBREAIZRDLNR T,

6) FRIRE (Table 15~16, Appendix 15~16)

BEME P OREWRE TIE, 250 mg/kg BMEFHOH 1 HLENBINRRDLNT, RIEMIX
X RBEDOHEI LT 250 mg/kg WEFEDHIZE | HI T ORDLIT, RILEDKRZE TIL. 250 mg/kg
BEROM 6 FUIHRMERMFBHONIZ,

[B] 76 I P D SR E MR R T, JREE LA 250 mg/kg 5 BEDHE 1l (FEHIM P LR —F) 12 A
Lijofih, JRILEDORRE Tid. 250 mg/kg R EREOH 2 FITHFMERAROOLNE,

EROANOHEM T REERERBICRILEIZAONZEMITIVTNLERE O#HE AN TH-
7=,

7) Mg FHRZE (Table 17~18, Appendix 17~18)

BEHMBETRFORAE TIX, 250 mg/kg B EHDOBE T~<r7Uy MEDH BEIZLLEBEL THEEIZ
ETL., #RF MR OEMERM BB OOz, T, WTFho TTC RERIZIWTHT REEL
DRIZABEITRBOLN 20T,

[ElE #A R T REOMR A T, 250 mg/kg BEBHOM TMARE, ~~< M IUyME. MCV BLW
MCH AW ivbst BE LB L THRBICIER T L7z, HETII REEL 250 mg/kg W EHLEOHIZEE
EIIFB OO o7,

8) Iy A{kFMREE (Table 19~20., Appendix 19~20)

B 52K T REORZA TIE, 62.5 8L 01250 mg/kg B EFHDOH TH BT T I EENREL
HEBLUTHRIZETL, £/, 250 mg/kg REFHOHIIILTF =V REOFERKTARHLNI,
METIE, WO TTC B GEIZIWVTH X REEL OMIZF ELZEIIFR Do),

[E] 18 BRI T R ORE T, 250 mg/kg B EHOBBIUOM TILTF =B NS BEIZLLER
LTHEEIZE T L, /2. 250 mg/kg | EFHOME TN VS ANRENK BRELLLBE L CH RIS
iz,

9) REFRE
1) 22 & & (Table 21~22, Appendix 21~22)

B 5 H M T OB TIE, 250 mg/kg B EBEOHE CREBIRAENN BRI ERLTERICE
FETL, B, UIE. BRBLURIBOMN EENS REICLERL THEITHEMLE, TRV
O TTC BEHIZBVW TOR BELOMICHERZRRE DL 2T,

[EE#IRT R TRFORZE T, 250 mg/kg BEHOHE CHEIMREE. FRBIOEBOEREEN
SREEICLLBRLTARICETL, M. DR B, B, 8|8, BREIVBR LEDHEGEENX
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REICHBRLTHRICHEINLZ, 250 mg/kg B EHOMIL, MIRHAERSIOMROEE &R
BICHRLTHRITETL, B, CBLUIFROHEM EEN M BELLRLTHRITEMLZ,

2) Bl R
(1) BB & D FE L B (Appendix 23~24)

5 8 BITIET L7 250 mg/kg R G HDHEGEWES MX04001) TiX, iR R 2L OEE
REBLTRY, BROBERBIVH RSB EINE, ME 1 BIZFETLE 250 mg/kg EED
(B E S FB04011)ThH, MBS LUMRAZIERE 2L CRY, BRBOERXRBI UM AILABIES
i, BRI A RS NEYE, SOICEBOREILAET TV,

(2) |’EHARIF T KMl (Table 23~24, Appendix 23~24)

250 mg/kg WEFHOHETIZ. A RO R EAERIBERBIUCEAENE 1 flIcHbiL, 2055
D1BEE T 2T EHBDVIZAHIOBREICREBEOBENROLIL, £, BREOERH 2
Bl FRIRBRREmOEERD 1 4, g0/ 1 o, BORKHiH DV IIREALES
B OREIR A 3 FlCR OO, DM, 62.5 mg/kg | 5B DK | FlICEROERIBIV
fFlgo 8 amIFTEHLNE,

250 mg/kg W EFHOMETIZ, —RETHEIROLNE | FUC BB IO RO/ N, IRE
MBI MR LR AREBZRBO LM, BN OKEHIVIZREMLO K EIC BB 3 FlIT
HENT, 125 mg/kg BEEHOMTIX, ZABEOBR. SMESABOR THE. REBEOZA
BB LUNFEO B AN 1 T oo, TREOHE CIX. gD B G EEH I UEE L E
DRENE 1 FIROLNIE,

(3) EIEREREAMIHE T FFDOMERE (Table 25~26, Appendix 25~26)
250 mg/kg T EEOHE 1 Hliz, A RIDKBE EIEKEE 'F@kl(ﬁﬁ%%&ﬂ)ﬁﬁiﬁﬁ%ﬂ FREEER
DREAEE ., BN ORGICEGHRIBESN, MEM 16 HEHRREOREIBEINS,

3) FHAMBEATR
(1) BRBRHAM& P DFE T Fl(Appendix 27~28)

HOFRTCH(EMES MX0400)TIX. FRBIUVBE EARICEERRIIB OO -7, [
BlCix, BMARDOER . Mo MBI VR IE, B0 R EICHEERMEFMELI<SEERFHEEN
RAE . DIBICESBERRFBHEOLHOEE/BHERDI AL, 7235, FIBOBEIREIZ. HI %S
DR R A T T O Rl Rt R LRI Lz,

HEDIET Fl(ENHES FB04011)TiE, SREICE EFT RIIBOOLNARD 7, R TIE. BEOK
BRI RS OJR & B L= Rk KEHDVIIEE I T HAE AR OME~DMi
BEZEOBESCHETLE. BROBIT LR ICREEOBRENH LN, E. MRDOZEM, i
BEDI I, BIBICERRE RO EAMIRR . PRI/ NEE P B O PR 2 fab., g BE S+
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5 L5 L OB 2 ROV I 2 TR B SR OB BB DI, 225, I DI BEIE . BRI
RR T HE Clooteiod BATEMB L OREE R LD T,

(2) 5 HAMK T B OHE (Table 27, Appendix 27)

BRETIE. MRAEBLO 125 mg/kg B GHDOE 1 i, 62.5 mg/kg B ERHED 3 1, 250 mg/kg 5
B0 2 IR A ORBME ERN L LN,

BRELETR BRICEELRBOONEF DG SREED 1 F 2 BRIFIOEENIZHEIRERE B2
HITZIEH, 125 BLU 250 mg/kg BEREDMDE 2 FIThH, FARICHIREREND LN, MREE
BB EESNT 250 mg/kg B EHD 4 iz, ME~DV R ERBIOvs/uryr—T0RERALN, B
BB H ML DA B R B O BRHE(L(Photo DEKETF . HIIREE . BIERLIWVITvI/aTr—
PONENHBLNT, FOM, 250 mg/kg BERED 2 HIZ, FRFERLLNI, F/-. 125 mg/kg
BERIZL BE~OVARBEIO 707y —U 0B BE IR TFRIFE., AEICEMMLE DOE
R RFHEDOBRMEALYE 1 FIF 2 HbNhTz,

B CIE. 62.5 mg/kg ERED 4 . 125 X250 mg/kg W EHDOLHIDOILTEERITZIEN AL
h. Z05H 250 mg/kg BEFD 1 FITIE. FEIFHROBERBIOGFEEMIRBE 2 HEOEE
(Photo 2)M3 b7z, RRIZ, TREED 14, 62.5 8LV 125 mg/kg HE B DK 4 . 250 mg/kg #
EB0 2 FOHBEESICELEILESALNIZN, TDOH 250 mg/kg TS FHD 1 FIOELIL. hoFliz
B TEDORBEN L, FHEEMREELALN, /2, TTC £REHO 1 o, KEOM
E~DfRERALN -, — 5 S REED 4 §lIIT 125 mg/kg B EEED 2 FULFBRME/IMED 2
HALTZAS, 62.5 BETR 250 mg/kg R EFITITFROONR o7, EHIZ, TTC REFHOLFITRED
IR RABE TR BEBRDILENLONIZLDOD, ZD5H 250 mg/kg WEFHEDORELIZ., o TTC &
ERELLBR L CRRESBEBL TV, 2. O BB L0 250 mg/kg REFHEDE 2 HlIZONTE
#E L 7= B i8> Berlin blue 2 3L TR Schmorl I Tid, W OBIH BRI E RS2 -T2, Fiz,
TTC £ R EFHOREITFIREMRMBE N LN, M BELOMIIEBESLIVHEE OEIITR DL
Niginote, TOM, REZRBUHOSELEBLIORH 7O, KEERSDICBR/EOE R, BE
IZRBIT LR ORBIEDBEE. BEPBIT LE~DOF FERBIOV SEROBER 1~2 FllTHs
niei, B EDOEBERRTHETIIR) -7,

BB I, 62.5 mg/kg EBED 14, 125 BLT 250 mg/kg B EHOLH] TR EIZRIREMBEO
VEAME R (Photo 3, DBHLIL, DL 250 mg/kg & GREDEALIL. thoFlL b8l CRRE 2%
BT AERmBEH LN,

BRI CIE. S REERBSLO TTC & 580252 FINRE FE O FF a0 is At st REED 1 F1%
B 2FNI/NAFERALN., £D5E 250 mg/kg WEFHEO/NAZFIEIX, SREBEBLLBRLTEDORE
DRI T AE AN OO, Fi2, 125 BLTV250 mg/kg 5 EED K 1 FlIZ/NIE R LoD B
ROEEFE. 62.5 mg/kg B EH O | GIORREILELE 2O RBHEOBREILBRLLNT,

O T, BB D 2 FlI L0 250 meg/kg |G FHED 1 BT B ERRFHEDOH DL M/ BRHE
LA B bNTz,
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Jfi T, 250 mg/kg IR EFED 1 HID I A PUI IR B L@ IR DEZEN B LM, 5t BEEIZIE
BIREE \CHLE L | AR B OB LA i KB M EARIZBR AP DBRME(L S 1~2 Bz B
i,

PR T, et RBER KT 250 me/kg R E B DO EFITHESME M B L OB AAEDILE N LA,
TR HICREOZIROLN 21T,

RIS AR T, ot REEO 263K T 250 mg/kg REFD 3 FUZHIERC LR ~DF FERIBLOY /3
ROBERALNZN, MERICRERBIOHEEDERIROLNR) ST,

FIRRFFIZRERROLNIZ 250 mg/kg B 5D 2 HIORETIE, K THRICSHERREZEIANZF
MEBERALNM, T35 1 FlZE, BELFE, KR THADHEPRBIOvI/u7r—U0EEL
BTz, ST, BRICHEENROLILE 250 mg/kg B/ EED 2 51D5L 1 i, K FTRRICZEEM
RZHEOAFEBRBIOBRICMLE, ER~DOFPE, v7a77—VBLOV/SEROBE1ALN
7oA D 1 FHZIZE BT RIIRB OO o7, FIRIZ, BOEAIEHLNIC 250 mg/kg R 55
O 2 BlTiX. R THRICSZEMRZ S NFAER. ERRBLOER THRA~OGHER, v/urr—2k
IV R EROBRHE, BHEAROUWELHEIHMAHLNIA, FiE DO ERHLNI,

ZOMOFBMBFREERE I, EFITLIIRDLN -,

(3) B EHARH T B (Table 28, Appendix 28)

JIE Tt EFFTRIIB DO 2072,

BN I, BB LT 250 mg/kg B EFEDE 2 f., 62.5 mg/kg 5D 3 B, 125 mg/kg 5
BED 1 Gl B EEN RBERRLNEN, T0 125 BLT250 mg/kg B EREDE | Flik,
e B L TR DORE N -7, 125 mg/kg BEFHOFIIL, REICRFHMEOER., 2560
mg/kg BEFHOFNZIL. REDOBEMRME Oz, REHDIHEICHTHE, BMAREED
SRR L OIS T RERL LN, 2B AL RIS D22 {biE 250 me/kg B EFOMD 1 FlIZ
bARONT, £z, TTCREHO2H T, REDENMRME IZHEBRRDILBENLZLNIN, 205D
250 mg/kg ¥ S BEDEALIT, D TTC R EF LB CRRENEHEL T\,

BB T, 62.5 BIUV125 mg/kg B EREDE 1 41, 250 mg/kg BERED 4 Hliz, BREFMBON
FAMDRERBHRLNT,

FFIETIZ. Bt BREED 4 1, 62.5 BETN 125 mg/kg BE5FEDLH), 250 mg/kg R EF D 3 4112 IR
B B0 OIEHL. N BRI 250 mg/kg B S REDK 2, 62.5 mg/kg e 58D 3 HlBK
0125 mg/kg B EBED | BUT/NAFEER D ONTA, X REEE TTC FR FHLOMIEE LRIV
BEOBLIREITFRDONR T, TOM, TTC R EFIZIX, JBE OBFAK. A EL, 7y —H
R DBF R T IR (I OEFEH D VITRHME LD 1~2 Flich b,

TERETIE, HBERBLO250 mg/kg BEEHDE 1 HIZT N BOILERSHZLILIZ,

BT, BB L 250 mg/kg BEBHOE 2 FIOfIRIZ, RB LR EIROEZESH LN
fin, R ERREED 1 FIZIIBNREE ISR B E R RO,

FBRTIZ. 250 mg/kg BEFHD 1 FHIZELWERIAR OO, Fo. AP TIRBEREDOVOLA
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LHBEEF RGP HRBLIO~vI/uTr—VORBEEEIRERLLNE,

PRI T, T REE I L U250 mg/kg REFHD2FICENE MBI CBABBROULENLLNTZN,
MERICREDOEIIBOLNR o, e FIRFICHBHEHNALNIM RED 1 flicHimi X
U H RO BREEEIRBMEOEIEE | MR DZERNH LN 250 mg/kg 1 53D 1 PRI EEME
BOWBABHLNT,

BB IC R EABOLNIZ 250 mg/kg 5D 3 FIOEN Tid. B TRICZEEMREES B E
. AR TRADHFHRER VKB~ ru7y —PORERALNIZIEN, 2055 2 F
DIFBITITRB[EDOEMDN . 1 HIORRITITF PRI OV _EKOBRBEEITMEOFENLLN
Teo ML, FIRREFIZHNRER A B DR T I EE A BESILE 125 mg/kg | EFHD 1 FITIX, ZLERER
JEA L LI, FFIEIC B BEABEIN 125 mg/kg EEHD 1 HliziZ. METICREMOEESHD
VNEARMETL, BN IE I B X OFINRA B D IR DA RS L A A LTz, 7o, EDBEBEICEL

T R EORSEBICHEL W2V | RERRFRE IIIT Db o7,

ZOMOFEEABMFRERMRTIC. REFTRIIVOON 2 o7z,

(4) [EERERHMHE T BEOMEHE (Table 29~30, Appendix 29~30)

FEE T, 250 mg/kg B EHD 1 FlIZIRBHORBHE EEL AL,

FEE AT, RBHEHO 1 FRBIT 250 mg/kg REFHD 2 FlOFEANITHBEENZLN, TD
55 250 mg/kg BE-FED 2 f T, BB BMME DB AL LR BHEOBRMEN T MK .
BiEFEHDVITv /Ty —VORERLLNT, BRIZEENROONFITIT. BE EEAOME
YRR BLO~7u7r—YORBE B TRFESLON,

PRELCIX. 250 mg/kg R EEED 1 FUTHAEORBABFEHOLNIZ,

BT, 250 mg/keg 5 BEOHE 3 FIOILTHENITEE B L OVRIEN ., B SG OILEERICRIE
WHbNT-, T, 250 mg/kg B 5 BEOMMEL ] CREDIENRME ICH B EEDIE (Photo 5)43
Hodz, IFHEFEMREEIL. M BRERIV250 mg/kg R EEHOHEHE THA LN, 250 mg/kg B EEFHD
MEDBRE IR RBELVIEINL Tz, 2 OAh ., G BEM/ME . BB\ RB MO k. SLETEIZIR

RMEDFLEILEDENENLE 1~2 FlIZHLNT,

Bl Tl. 250 mg/kg REFHOBEEFOREIZ. BRFEMBOCEAMDIERNRHLNIZN, £
ORERIBSHMBETEROFTBRLLE T IL00RBL TV, AABREOHES LOM 2B I E/KIX
ROLNIEDST,

FFIECiX, MBI LD 250 mg/kg 5 BEOMEHESBIZPIARE B MO IFHRARD AL X BREE
OHELH, M 3 BlIIO 250 mg/kg REFHOHELH, #E 4 FI/PNAFERLLNIZR ENENF
HERICBREOBHLNZIIRBO LN T, T OML, i BREE LT 250 mg/ke & SR DOHES 2 FIT
INEE AL AR EEFEN DT,

BRI R ENROLNTE 250 mg/kg B EBFHOHE | FIORE T, K TRICZEERREZESH
FHEE. PR, v 7u7r—VBLIOVIUANKRORHE., HBBLUOHE~DHFPRBLIG~I/ury
—VORENRLLNE, RBIOBEIS T FPEK, v7/a7r—VBIUU R BROBEE A IEM
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RO BERHLNI, 2B REORERICEL T, R EORE BIZHBL TNk
. RERRFEREIIAT DT,

2. HTER AT
1) HREH B L OB R AE (Table 31~32, Appendix 31~32)

HEBOBRETIX, ZEMOBREHFAP.4/5 AEAHH (4 ARBIVS AHEBCREZER) 2R L
B 125 mg/kg WEEET 1 4 (B4 E S FB03004), 250 mg/kg B E5ET 1 Fl (B ES
FB04004) . long cycle (6 B ALl £ TRIBEEF) 2 L7-B)4) 52 250 mg/kg | 5B T 1 Fl (BMH T
5 FB04005) BHOLNIZN, T OMEITITRBELLEBEL THEREIROLN o7,

RREAEAE TIT 2PN RE L2, 250 mg/kg 5B T 3 B (B14FES FB04005, FB04006,
FB04008) D RIENR LN, LL, BER, SLIZRREETO BEBLOFOHOREEEIZ,
SHHREEL TTC £ R GBLOMIZHE BEIEIBOONR 2T,

2) S L OWEE BT R (Table 33, Appendix 33)

SERBEM OGN A REHEL., EIRMMIINRELE TTC £/ SHEOMICEBEEITREOLN
phole, Fio BIEBYO LI OV THRREORFITROLN o720 HE 1 BIZFETCL
72 250 mg/kg B EHD 1 H (B E S FB04011) THEIRZEDRVRERBEIN, LRSS
OB T WEREBOEEIIBRIN o7,

3) HEHEBIUVFEKREL (Table 33, Appendix 33)
250 mg/kg W EBIZB O THEAEN BRELLEBRL CTHEBIZEY Lz, LhL, EREBIVER
R FBEL TTC F R EHLOBICHEEEZIIR OO ST,

4) HARFTR
(1) 277 (Table 33, Appendix 33)

250 mg/kg B EBEIZIWTITAER 0 B OBEME RS BE LB L THERIZHA LS, 40
B O EiT st REELOMICE BETROLN R ot T2, A% 4 B O E RIS BELOM
R BREITR DO T,

ERUSOERS, SR, HEARE ARHER HAR WE 4 BOERK FAERETR
BRIVCAESL 4 BOMIIC, XTREL TTC EREHLOMICEREIIR DN 2T,

(2) f5E (Table 34. Appendix 34)
250 mg/kg | EHD 1 IE (EHE S FB04012) THBE 0 AMOM B 4 B ETOREBEMBMEIX
NN BHEHOEERAEERIZIT, JREL TTC EREHLOBTEEEITE O LN o7,

(3) FREERELRT A (Table 35)
WE O HDAGFEROHEBEE FECEBIVOHEE 4 AOHRBOFEREBEAZIZIBNT, WTh
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OEITHLIRBE EIXBEENhoT, 250 mg/kg REHTIX.HE | BICRHYLRTCLEE
(B &5 FBO4011) DATEEEIR 6 FCIZEAER., MEs. B EITAIIC 1~6 EORARKSHLRD
77,

EE

1. REZEFERLVOEIE SRR

NIFALTINVEEE 42 AHRERABELUIER. 250 mg/kg B 5 CIAMEMS 1 FINETL
7o HEDET FUIFE T ETITEROELITBRINR o720, WEARBRE T - B L O
JEAFEDONTWBIENE, FERIIERMHENIC LD OLEREND, MO T HIZD OB R ICF
REBLOHIELZEL., SEEAHEREINTHDHIEND, 4 ﬁﬁﬂ#@ﬁﬁm%t%@%ﬁ%btﬁf EtED
Z2oN5N, IREABRAE CEREDEMRBE ICAHEOEENLRDONZILID, FERITE
RerfBEansd, ARBOFELCHITHLNIIREFTRIL, Fy M AVIAER O &5 F R X
BRES A-04-074) DL HIILARDLNTVAZENS, WTFhbERHEOREIZIVFEREIhEL
D LA ErEND,

ATFBICIE, 250 mg/kg BEBHOMBIZENCRICEHCEATNROON, RO TR
BICHLELEOREHRROON, ThEDOBELITRE R L TALN., RS ORERABRE

TIRWThHE TRICSHEEMEZ I AFARLKEMRBEIRIESN, BN ERIIEDORK
%513, Koschier b7 572 16 A MDEEHRERR 2 THMEIN TWBILND, HRME DR 5
FOFBEINTZEILEEZEZONDN, S EIORER TIXEORBBEF O EETITIIELRD o7,

F DML, 125 mg/kg LA EDOBER LT 250 mg/kg & SEEOMETOEKFNCRERPBEEENTZ, 250
mg/kg B GO TIIRILEICHRMORK, #ERT RO MKRE TIEI~ MUy MEDR T LR R
MERLEEOEMAEOOLN, BFEOFEMBRE CIIULBETOEEREENRBOONTNDHIEN
b, RARITBELEDBPOOHOANRERERLELEZON, BREORME 2L CWWeL#EIIhD, KREHD
RETH, MO MEZRECE MERBETIEEBHELNTVDIZENS, 14 ABOKRETIIRIEL
RVWEAREB RGNS, T, BILERMOBREIL, #D 62.5 mg/kg LLEDOFTRGH LMD 250 mg/ke
BEBTHHAECALNTVAR, 250 mg/kg BEHLUN CIL ERBIUHAREE B ICHAEL
cBAEBRBDENTVIRNZEN D, B LAV EEEZRISL TN HIErah 5, BIEO
R E TIL, 62.5 mg/kg A LOBREH TIEMIRMEEICRAAROLBTLEEINLY, BEA
1% Berlin Blue #2223 X T Schmol RN IZEM THoT-Z b ATV TV ERIZVR T ZAF U B3R
THHARMEIIEL, HBRHE B kO AR THARREENRE LIS,

HED 125 mg/kg DL LD S BLUMED 250 mg/kg B 5B TR ERICRENBDOOLNZLR, ZD
BEREL, REBERIZLMBOLNTWRNWIENS, #HBRH EOERICL > THEREShIZLOL#E
EEhd,

HEMERBETIE, 125 BEW 250 mg/kg BEFHOM TAURIVTRHIETITHHI0/EES
ECHESILTAFARBENTS, WThb 1~2 FlOLTOFT R THIZLEND, RN E DX EL
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RIBTAEAL TRV EHIBFENS, T O, 7 —Y bRV T BRI 568 L TR
RISETRTRINEREBH THAINES, ABRCKRFELEE(L TR b o7, BERE TLRETIR
ROLN TV RNIEND, AERHEOREIZLIVHRERIIFREINRZN LB 21D,

EEHBICOVTEL, 250 mg/kg B EHOHE THLYV2EEHEMNMF LEEEOETARDON
7o MEEDEAIZ 16 A OERARERR VIZBVTHLROONTIY, EHITARKBRIZIBV Tk
IZEEVWVE EEMNAEI SR L 2ZEh s REBMAEIIERHEOREITRRLZE(LEE LR
5, MEIZIB W T 250 mg/kg REFHEOVTI7AMETHRERMMEI LEBEREOERTARDLNLLD
D BEPRDH DI B P ORETIIAL R E EHEMISNII AL NRh o2 edb | 2D fER I TR
FEAEBT Lo TEREBTALHEIND, T2, 250 mg/kg BREF THBRBFIZAONZMLPTLTI
VIBEOERTIZ. CoOGEREMAGICREEL - EL#ESND, AE#ETHONELFILTF=0
BREOCETIZONWTCL, RETRA THLA ., MEDOETRNZLNDL, EHEHERITRVESE
bbb,

FIgE OB EERHE TIX, 250 mg/kg REHOETHRBOBEMEENFREICHEML, EH
ELHEEBEZRRVBENLTWRZENS, RV EORELEZON | TNHITHLER O EIE0F

WZBE LR EHESND, FE TIIM. Lig. BIB L0 EELE BICHMLZ2, BIE
PADBREIZOWTL, MBS RE CEEREMNE TR TOIE(IZHLNTORNI LD, K
BB OREIZIDEHEEMMA DR R, SEFRFOFEEME T LAZLICL ORI ELE 2
SN%, BB OREMMFRE T 62.5 mg/kg L LOBRESH TRAMBROVEAMERIBES
N ARBRORE COLRBEOBEAIERINLILNL, BIBEEOEMIIERYEREDOEEL
Z 2515, FFigTiL. 250 mg/kg ¥ S BEOBEIZ IV T/NAZFIEORE B 3008 7R A 1E 17 2358
ORI LD, RMBOFBA~DOEERE LSS, MRECFRECHBERICEERE L
RN T,

2. AFEF AR

250 mg/kg ¥EFETIX 12 ¥ 3 FICTRIENROOLNIZN, ZOMD R EEE TIILHHBEIRL T
WBZENE, WRMEDZ REE~DEENEDNS, RIEHED 1HIIZ->VTid, ZSBLRTO M #2S 4
B AR ZRER) o7 FlTHENR, NEHED 3 55 2 fl CHRFITERE LEORENROLN TS
e, REORRIZHEIMICHDEHEERIND, LOLAENS, FMEHEORBE ORISR ETIX

ROLNTNRNZ NG, ATEMIE ~DEEN2EE TIIR BELOBERHLONINEE
Y HRORENRRERLHEEIND, BECER LAOREABFERE I, TEFI LSO THREE
EHRPENERBEEBHZOLN TR, WTNLRBHE TEBAREI THEIEN, KR EOE
HEZTRETDHO TIERWEH| BT L7,

250 mg/kg B EFH TIIEBHOBO PREIN, ERBICFBERELBRBOONRD 2Tl EN D,
FEEO LB HEIN N L RN E 2 ONS, L L., tEAEICARREEIIAON T, JFRD
FEABRECTHOEFIIBEIN TV RNIENDS, BEROBO B ERHEOREIZIIVFER SN
CEALDENITHIE TEAed ot 238, MBETIEL. A% 0 B OHEOEREBEO LA, HEIZH
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BERBLNTORNIENL, BEROB - ELEHESND,

HAERDOEFHICEL UL, FRVERSOEEL TR TIEITROON T HERDOKE
WCONThH, BEHEREICIERYER 5ORBLRE THEMIRBOLNARD 5T, 250 mg/kg B
E#O 1| ETEREEMOMBEIBRDSNER, ZOBEICENTIIEEHICEENRD LN,
B RECTIIBR. MR, BRECEBEVEEINTVHAHIEND, BB O —HREEDE(LITHE
HIRABDOEHADVRREELHERIND, TOIZ, HERDOHEIZOVWTH, BT RBLUWE 0 A O RE
B SHIIIHE 4 BOHRBIZEENBERINTORNIENS, AERYEIHAERORS -
I BERITERNEHIB S5, 7256, 250 mg/kg EH TIX. BB T LEBICEARLE
HERORRIIABKELROLEN, 1 EOADELTHY, ME 0 BITZRERBEI TN
ZEh ., HBRYE ORGSR R LT R iy Lz,

3. BIEHE

AKRREGET CONFALTINVBOKEREFHICEATHEEMAEIL 62.5 mg/kg LEDE
EHTHEBOAMRMBE CERILEL. BIBREOERGEHRICOCEAMBERBBDONIZZ LM
5. MEHEEY 62.5 mg/keg/day R LHIBT SNz, Fo, TR AFTHICEATIEEHAEIL. 250 mg/ke
BEHCTAEIRDOOLNIZIEMD, 125 mg/kg/day EH BT STz,

£E 30

1) Katherine, L.M., Virginia, C.M.: Utility of a neurobehavioral screening battery for differentiating
the effects of two pyrethroids, permethrin and cypermethrin. Neurotoxicol. Teratol. 15:71-83
(1993)

2) Koschier, F.J., Brown, D.R., Friedman, M.A., et al.: Effect of dietary administration of the

rubber curative trithiocyanuric acid to the rat. Food Chem. Toxic. 21 : 495-498 (1983)
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Fig.1 Combined repeat dose and reproductive/developmental toxicity screening test of
TTC by oral administation in rats

Body weight of males.
TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
** significantly different from control, p<0.01
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Fig.2 Combined repeat dose and reproductive/developmental toxicity screening test of
TTC by oral administration in rats.

Body weight of dams.
TTC:1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
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Fig.3 Combined repeat dose and reproductive/developmental toxicity screening test of
TTC by oral administration in rats.
Body weight of female satellite groups.

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
* significantly different from control, p<0.05



O 0 mghke
62.5 mg/kg
125 mg/kg

8250 mg/kg

OO ORI

40 -

T
=1
o

T
(=
(o}

(Aep/8) uondwnsuod pooq

T
o
—

35-36 41-42 6-7 13-14

29-30

5

14-1

Days of recovery

Days of treatment

Fig.4 Combined repeat dose and reproductive/developmental toxicity screening test of

TTC by oral administration in rats.
Food consumption of males.

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

-* significantly different from control, p<0.05

** significantly different from control, p<0.01



O Omg/kg

B62.5 mg/kg

125 mg/kg

_=\_=__________________________________________________________________

e mRQROQAOOGOOOmO0
§§§§

==____=____=________________________________________
0

N

ARIARRQmaORHnOm0
§§§

I

s
£ 5
=)
Q
m

60 -

50 -

T T T
< = S
< o (9]

(Aep/3) uondunsuod pooq

10 4
0

20-21

14-15

14-15

Days of lactation

Days of pregnancy

Days of treatment

TTC by oral administation in rats

Food consumption of dams.

Fig.5 Combined repeat dose and reproductive/developmental toxicity screening test of
TTC, 1,3,5-triazine-2,4,6(1H,3H, SH)-trithione



30 -

O 0 mgke
B250 mg/kg _

>

S 20 -

C

o

.8

2

E -

=

2]

£

o

[&]

9

S 10 4

—

0 T

14-15 29-30 35-36

3
y

3
y

Days of treatment ) Days of recoveryr

Fig.6 Combined repeat dose and reproductive/developmental toxicity screening test of
TTC by oral administration in rats.
Food consumption of female satellite groups.
TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
* significantly different from control, p<0.05



[TABLE INDEX] R-04-007

Combined Repeat Dose and Reproductive/Developmental Toxicity
Screening Test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione by Oral Administration in Rats

Tableno.  Appendix no. Table title
1 1-1~14 Clinical signs of males
2-1~2-2  2-1-1~2-2-2 Clinical signs of females
3 3-1~34 Detailed clinical observations of males
4-1~4-2  4-1-1~4-2-2 Detailed clinical observations of females
5 5-1~5-4 Functional findings of males and females at the end of dosing period
6 6-1~6-2 Functional findings of males and females at the end of recovery period
7 7-1~7-4 Body weight of males
8 8-1~8-4 Body weight gain of males
9 9-1~9-4 Cumulative body weight gain of males
10-1~10-2 10-1-1~10-2-2 Body weight of females
11-1~11-2 11-1-1~11-2-2 Body weight gain of females
12-1~12-2 12-1-1~12-2-2 Cumulative body weight gain of females
13 13-1~13-4 Food consumption of males
14-1~14-2 14-1-1~14-2-2 Food consumption of females
15 15-1~15-4 Findings in urinalysis of males
16-1~16-2 16-1-1~16-2-2 Findings in urinalysis of females
17 17-1~17-4 Hematological findings of males and females at the end of dosing period
18 18-1~18-2 Hematological findings of males and females at the end of recovery period
19 19-1~19-4 Biochemical findings of males and females at the end of dosing period
20 20-1~20-2 Biochemical findings of males and females at the end of recovery period
21 21 Absolute and relative organ weight of males and females at the end of dosing period
22 22 Absolute and relative organ weight of males and females at the end of recovery period
23 23 Macroscopic findings of males at the end of dosing period
24 24 Macroscopic findings of females at the end of dosing period
25 25 Macroscopic findings of males at the end of recovery period
26 26 Macroscopic findings of females at the end of recovery period
27 27 Histopathological findings of males at the end of dosing period
28 28 Histopathological findings of females at the end of dosing period
29 29 Histopathological findings of males at the end of recovery period
30 30 Histological findings of females at the end of recovery period
31 31-1~314 Estrous cycle of dams
32 32-1~324 Reproductive performance of animals
33 33-1~33-4 Development of pups up to day 4 of lactation
34 34-1~34-4 Mean body weight of pups up to day 4 of lactation

35 Morphological observations of pups



Tabie 1

Combined repeat dose and P L toxicity ing test of TTC by oral administration in rats
Clinical signs of males
Initial number  Number of animals with clinical signs
Clinical sings Dose (mg/kg) of Days of reatment Days of recovery " Total
animals 1.7 8-14 15-21 22.28 29-35 3642 17 814
o® 12 ) ) 0 0 0 0 0 0 0
Death 625 12 0 0 [ 0 0 0 0
125 12 0 0 0 0 0 0 0
250 12 0 1 0 0 0 0 0 0 1
0 12 0 0 0 0 0 0 0 0 0
Black area of the pinna 62.5 12 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0
250 12 0 0 0 1 1 1 1 1 1
0 12 0 0 0 0 0 [ 0 0 0
Dark purple distally of the tail 62.5 2 0 0 0 0 0 0 0
125 12 0 0 0 0 [ 0 [
250 12 0 0 1 2 2 2 0 0 2
0 12 0 [ 0 [ 0 0 ° ] °
Reddish urine 62.5 12 0 0 0 0 0 0 0
125 12 0 0 0 1 0 0 1
250 12 1 1 2 2 2 2 1 0 3
o 12 0 [ 0 0 0 0 0 0 0
Nodule of the tail 62.5 12 0 0 0 0 0 0 0
125 12 0 0 [ 0 0 [ 0
250 12 0 2 4 4 4 4 2 2 4
0 12 0 0 0 0 0 0 0 0 0
Salivation 625 12 0 0 0 0 0 0 0
(Only after the treatment) 125 12 4 0 0 5 1 6 6
250 12 0 4 3 6 5 7 0 0 3
0 12 0 0 0 0 0 0 0 [ 0
Loss of fur 625 12 0 0 0 0 0 0 0
125 12 0 0 0 1 1 1 1
250 12 0 0 0 0 0 0 0 0 0
0 12 0 0 0 0 [ 0 0 0 0
Nodule of the pinna 62.5 12 0 0 0 0 0 [] 0
125 12 0 0 0 [ 0 [} 0
250 12 0 0 1 1 1 1 1 1 1
o 12 [ 0 0 0 ° ° 0 [} 0
Esmaciation 625 12 0 0 [ [ 0 0 [
125 12 0 0 0 [ [ [} 0
250 12 [} 0 1 1 1 1 [ 0 1
0 12 0 [} 0 0 4 0 0 0 0
Anemic 62.5 12 0 0 0 0 0 0 0
125 12 [} 0 [ 0 0 0 0
250 12 0 [ 1 1 1 1 0 0 1
0 12 0 0 0 0 0 0 0 0 0
Induration of the scrotum 625 12 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0
250 12 0 1 1 1 1 0 0 0 1
0 12 0 0 0 0 0 [ 0 0 0
Nodule of the scrotum 625 12 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0
250 12 0 1 2 2 2 3 2 2 3
0 12 [ [ 0 0 0 0 0 0 [}
Swelling of the left forelimb 62,5 12 [ [ 0 0 [} 0 0
125 12 0 0 0 0 [ [ 0
250 12 [ 0 0 [} 0 1 1 1 1

TTC, ,3,5-triazine-2,4,6(1H,3H, SH)-trithione
® vehicle control, 0.5% CMC Na solution (5 mL/kg)
® the recovery test was performed in 5 animals for each of the 0 and 250 mg/kg groups



Table 2-1
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral edministration in rats

Clinical signs of females, dams
Initial number  Number of animals with clinical signs
Clinical sings Dose (mg/kg) of Days of treatment Total
animals 1-7 8-14 1521 22-28 29-35 36-42 43-49
o? 12 0 0 0 0 0 0 0 0
Death 625 12 (] 0 0 0 0 0 0 0
125 12 (] 0 0 0 0 0 0 0
250 12 0 0 0 0 0 1 0 1
0? 12 0 0 0 0 0 0 0 0
Black area of the pinna 625 12 0 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0 0
250 12 0 1 2 2 2 1 1 2
0 12 0 0 0 0 0 0 0 0
Reddish urine 62.5 12 0 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0 0
250 12 0 0 1 1 0 0 0 1
0 12 0 0 0 0 0 ] 0 ]
Salivation 62.5 12 0 0 0 0 0 0 0 0
(Only after the treatment) 125 12 0 0 0 0 0 0 0 0
250 12 0 3 2 5 0 0 0 6
0 12 0 0 0 1 1 1 0 1
Loss of fur 62.5 12 0 0 ] 0 0 0 0 0
125 12 0 1 1 0 0 0 0 1
250 12 0 0 0 0 0 0 0 0
0 12 0 0 0 0 0 0 ] 0
Nodule of the pinna 62.5 12 Y 0 0 0 Y 0 0 0
125 12 0 0 0 0 0 0 0 0
250 12 0 0 0 0 0 1 1 1
0 12 0 0 0 0 0 0 ] 0
Emaciation 62.5 12 0 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0 0
250 12 0 0 0 0 0 1 1 2
0 12 0 0 0 0 0 0 0 0
Crust fomation of the dorsal neck 9% 12 0 0 1 0 0 0 0 1
125 12 0 0 0 0 0 0 0 0
250 12 0 0 0 0 0 0 0 0
Y 12 0 0 0 0 0 0 0 0
Mass of the perineal region 62.5 12 0 0 0 Y 0 0 0 0
125 12 0 0 0 1 1 1 1 1
250 12 0 0 0 0 0 0 0 0
Y 12 0 0 ] ] 0 0 0 0
Crust formation of the snout 62.5 12 0 0 Y 0 0 0 0 0
125 12 0 0 0 0 0 0 0 0
250 12 0 0 0 0 1 1 1 1
Y 12 0 0 ] 0 0 0 0 0
Incomplete eyelid opening 62.5 12 0 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0 0
250 12 0 0 0 0 0 1 0 1

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
® vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 2-2
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Clinical signs of females, satellite groups

Initial number ~ Number of animals with clinical signs

Clinical sings Dose (mg/ke) of Days of treatment Days of recovery Total
animals 1.7 8-14 15.21 22-28 29-35 36-42 1-7 314
o 5 0 0 0 0 0 0 0 0 0
Black area of the pinna
250 5 0 1 1 1 1 1 1 1 1
0 5 0 0 0 0 0 0 0 0 0
Nodule of the tail
250 5 0 1 1 1 1 1 1 1 1
. 0 5 0 0 0 0 0 0 0 0 0
Salivation
t
(Only after the treatment) 250 5 0 3 0 0 0 2 0 0 4
0 5 0 1 1 1 1 1 0 0 1
Loss of fur
250 5 0 0 0 1 1 1 1 1 1
TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione \

® vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 3
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Detailed clinical observations of males

Initial number

Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recovery b

animals 7 14 21 28 35 42 7 14

[Posture in home-cage] 0° 12 0° 1 1 1 1 (] 0 0 0
Rearing 62.5 12 0 1 0 0 0 0 0
125 12 0 0 0 0 0 (1} 0

250 12 0 1 0 (1} 0 1 0 1} 0

[Home-cage activity] 0 12 0° 0 1 7 5 6 4 2 [
Asleep 62.5 12 0 2 2 3 H) 3 4
125 12 0 1 1 5 4 5 2

250 12 2 2 1 2 5 3 7 S 0

[Ease of removing rat from cage] ] 12 24 ¢ 4 6 6 10 0 6 4 2
Very easy (score 0) 62.5 12 2 4 4 4 4 2 2
Vocalization without resistance (score 2) 125 12 8 4 6 4 6 6 2

Rat flinched (score 4) 250 12 4 4 2 4 4 2 0 0 0

[Reactivity to being handled] 0 12 18¢ 4 8 4 10 0 6 4 8
Very low (score 0) 62.5 12 4 4 2 4 4 0 2
Vocalization without resistance (score 2) 125 12 6 4 4 2 6 12 4

Slight resistance to being handled (score 4) 250 12 8 2 2 6 6 2 0 0 2

[Skin/mucous membranes color] 0 12 0° 0 4} 0 ] [ 0 1] 0
Flush 62.5 12 0 0 0 0 [ 0 0
125 12 0 0 0 0 0 0 0

250 12 0 0 1 0 1 0 0 0 0

[Skin/mucous membranes color] 0 12 0° 0 0 0 0 0 0 0 0
Anernic 62.5 12 0 [ ¢ [ [ (] [
125 12 [ 0 0 0 0 (] 0

250 12 0 0 0 1 1 1 1 0 0

[Steaub tail) 0 12 0° 0 0 0 0 0 0 0 0
None (score 0) 62.5 12 0 0 ] 4 0 0 0
Skight (score 4) 125 12 ] [} 0 0 0 0 4

250 12 0 0 0 0 (1} 0 [ 0 0 -

TTC, 1,3,5-iriazine-2,4,6(1H,3H, SH)-trithione

“vehicle control, 0.5% CMC Na solution (5 mL/kg)

® the recovery test was performed in $ animals for each of the 0 and 250 mg/kg groups
¢ Values rep: ber of animals with the findings.

? Values represent total score of each group.




Table 4-1

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Detailed clinical observations of females, dams

Initial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment The lactation period
animals 7 14 21 28 35
[Posture in home-cage] 0° 12 2° 2 3 0 0 0 1
Rearing 62.5 12 0 0 0 0 0 0 0
125 12 0 4 1 1 1 0 2
250 12 1 1 3 1 1 0 0
[Home-cage activity) 0 12 0" 0 0 1 2 6 3
Asleep 62.5 12 1 1 2 2 5 6 5
125 12 0 0 1 1 4 6 2
250 12 1 1 0 1 2 7 2
[Ease of removing rat from cage]
Very easy (score 0} 0 12 8¢ 4 4 4 2 4 0
Vocalization without resistance (score 2) 62.5 12 12 4 10 6 8 4 0
Rat flinched (score 4) 125 12 18 4 14 6 6 2 0
R d 6
uns around cage (soore 6) 250 12 10 2 4 4 2 0 0
[Reactivity to being handled] 0 12 10° 8 6 g 4 2 0
Very low (score 0) 62.5 12 12 14 12 6 8 2 2
Vocalization without resistance (score 2)
Slight resistance to being handled (score 4) 125 12 16 18 18 14 14 4 0
Resitance to being handled (score 6) 250 12 16 14 14 8 6 6 0
[Straub tail] 0 12 4° 8 0 8 8 4 20
None (score 0) 62.5 12 12 8 8 4 8 4 4
Slight (scorc 4) 125 12 8 4 4 8 0 4 12
250 12 4 4 4 0 0 0 g4
[Stereotypy] 0 12 0° 0 0 0 (] 0 0
Rearing 62.5 12 0 0 0 0 0 0 0
125 12 0 0 0 0 0 0 0
250 12 0 1 0 0 0 0 0!

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
* vehicle control, 0.5% CMC Na solution (5 mL/kg)
“ Values represent number of animals with the findings.

‘ Values represent total score of each group.

“ Eight animals were examined in the lactation period



Table 4-2
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Detailed clinical observations of females, satellite groups

Initial number
Findings Dose (mg/kg) of Pre-treatment Days of treatment Days of recavery °
animals 7 14 21 28 35 42 7 14
[Posture in home-cage]) 0® 5 0° 2 1 1 0 2 0 0 1
Rearing
250 5 0 1 1 0 1 0 0 0 0
[Home-cage activity] 0 5 0° 1 0 0 0 0 0 1 0
Asleep
250 5 1 0 0 0 ] 0 1 2 0
[Ease of removing rat from cage] 0 5 6% 2 6 4 2 2 2 2 2
Very easy (score 0)
Vocalization without resistance (score 2)
Rat flinched (score 4)
Runs around cage (score 6) 250 5 4 6 0 2 2 4 0 2 2
[Reactivity to being handled] 0 5 g 4 ] 2 2 2 2 6 2
Very low (score 0)
Vocalization without resistance (score 2)
Slight resistance to being handled (score 4)
250 5 8 8 4 4 6 8 4 6 8
[Straub tail] 0 5 4¢ 8 ] 4 4 4 0 H 4
None (score 0)
Slight (score 4)
250 5 4 0 0 0 0 0 4 8 4
[Stereotypy] 0 5 0° 0 0 0 0 0 0 0 0
Rearing
250 5 0 1 0 0 0 0 0 ] 0

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione

* vehicle control, 0.5% CMC Na soltuion (5 mL/kg)

° the recovery test was performed in 5 animals for each of the 0 and 250 mg/kg groups
€ Values represent number of animals with the findings.

“ Values represent total score of each group.



Table 5
Combined repeat dose and reproductive/developmental toxicity screening test of TTC in rats
Functional findings of males and females at the end of dosing period

Compound TTC

Dose (mg/kg) 0 62.5 125 250

Male
Number of animals 10 5 5 10
Prayer’s reaction 100 100 100 100
Pupillary reflex 100 100 100 100
Visual placing 100 100 100 100
Startle reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100
Righting reflex 100 100 100 100

Female, dam
Number of animals 5 5 5 5
Prayer's reaction 100 100 100 100
Pupillary reflex 100 100 100 100
Visual placing 100 100 100 100
Startle reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100
Righting reflex 100 100 100 100

Female, satellite group

Number of animals 5 5

Prayer's reaction 100 100
Pupillary reflex 100 100
Visual placing 100 100
Startle reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100
Righting reflex 100 100

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
* vehicle control, 0.5% CMC Na solution (5 mL/kg)
Values represent % of animals showing normal responses.



Table 6

Combined repeat dose and reproductive/developmental toxicity screening test of TTC in rats

Functional findings of males and females at the end of recovery period

Compound TTC

Dose (mg/kg) 0* 250

Male
Number of animals 5 5
Prayer’s reaction 100 100
Pupillary reflex 100 100
Visual placing 100 100
Startle reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100
Righting reflex 100 100

Female, satellite group

Number of anirnals 5 5

Prayer's reaction 100 100
Pupillary reflex 100 100
Visual placing 100 100
Startle reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100
Righting reflex 100 100

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
® vehicle control, 0.5% CMC Na solution (5 mL/kg)

Values represent % of animals showing normal responses.



Table 7

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Body weight of males (g)

Compound TTC

Dose (mg/kg) 0® 62.5 125 250

Days of treatinent
1 (initial body weight) 3822 = 143 (12) 3816 = 142 (12) 3822 = 129 (12) 3834 £ 130 12)
7 4024 = 175 (12) 399.9 = 149 (12) 4003 = 141 12) 3967 £ 165 12)
14 4250 = 213 (12) 4212 = 166 (12) 4237 £ 122 (12) 4137 + 180 1)
21 4448 = 263 (12) 4390 = 175 (12) 4417 =+ 149 (12 405.6 + 314 ** (11
28 4717 £ 290 12 463.0 = 206 (12) 4674 = 175 (12) 407.1 £ 353 *x (11)
35 4949 = 318 (12) 4838 £ 220 (12 4865 + 203 (12) 4108 £ 365 ** 11
42 5104 = 326 (12) 5005 £ 235 (12) 4978 + 232 (12) 4219 = 384 =+ a1

Days of recovery
1 5260 + 155 (5) 4000 = 27.9 ** 5)
7 5441 = 197 (5) 4158 + 243 *x )
14 5640 £ 259 (5 4456 + 183 ** ®)

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

Values represent mean+S.D. (N)

? vehicle control, 0.5% CMC Na solution (5 mL/kg)
** significantly different from control, p<0.01



Table 8
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats
Body weight gain of males (g)

Compound TTC

Dose (mg/kg) 02 62.5 125 250

Days of treatment

1-7 203 = 60 (12) 184 + 44 (12) 181 + 73 (12) 133 =+ 80 (12
7 -14 226 £ 64 (12) 213 = 52 (12) 235 = 52 (12) 151 £ 51 ** (11)
14 21 198 = 88 (12) 178 £ 58 (12) 180 = 9.1 (12) 8.1 = 189 ** (11)
21 28 269 = 62 (12) 240 £ 59 (12) 257 = 711 (12) 1.5 + 103 ** (11)
28 -35 232 = 43 (12) 208 + 38 (12) 191 = 72 (12) 37 £ 105 ** (11)
35 -42 155 = 6.1 (12) 167 = 84 (12) 112 = 70 (12) 11.1 £ 104 (11

Days of recovery
1-7 18.2 =+ 9.8 6) 158 + 4.2 &)

7 -14 198 £ 102 (5 298 £ 113 )

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
Values represent mean+S.D. (N)

# yehicle control, 0.5% CMC Na solution (5 mL/kg)
** significantly different from control, p<0.01



Table 9

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Cumulative body weight gain of males (g)

Compound

Dose (mg/kg) 0? 250

Days of treatment
1-7 203 £ 60 (12) 18.4 44 (12) 18.1 73 (12) 133 = 80 (12
1-14 428 £ 109 (12) 39.6 8.1 (12) 416 920 (12) 288 = 116 ** (11)
1-21 627 = 148 (12) 57.5 101 (12) 59.5 157 (12) 207 + 28.8 **x (11)
1-28 89.5 = 173 (12) 81.4 143 (12) 85.2 185 (12) 222 + 323 **(11)
1-35 1127 £ 202 (12) 102.2 147 (12) 104.4 215 (12) 259 £ 343 % (1D
1-42 1283 + 216 (12) 118.9 191 (12) 115.6 244 (12) 37.0 £ 357 **(11)

Days of recovery
1-7 182 £ 98 (5 158 + 42 (5)
1-14 380 = 177 (%) 456 + 154 3)

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
Values represent mean+S.D. (N)
* vehicle control, 0.5% CMC Na solution (5 mL/kg)
** significantly different from control, p<0.01



Table 10-1

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Body weight of females, dams (g)

Compound TTC
Dose (mg/kg) 0? 62.5 125 250
Days of treatment
1 (initial body weight)  231.6 * 11.7 (12) 2319 £ 95 (12) 2344 £ 112 (12) 2304 £ 95 (12)
7 2367 £ 104 (12) 2356 = 6.8 (12) 2436 + 148 (12) 2402 = 87 (12)
14 2478 + 138 (12) 2463 + 104 (12) 2554 + 184 (12) 2528 =+ 96 (12)
Days of pregnancy
0 2572 = 159 (D 2573 + 133 (12) 2637 £ 172 (12) 2596 + 9.7 ¥
7 2086 £ 145 (1D 3002 + 184 (12) 3025 £ 178 (12) 2888 + 156 (9)
14 3346 £ 153 (11D 3403 £ 213 (12) 3417 £ 225 (12) 3215 £ 257 (9
20 4119 + 18.0 (11) 4165 + 284 (12) 4219 + 263 (12) 3906 £ 366 (9
Days of lactation
0 3082 = 215 (12) 3201 £ 279 (12) 3074 + 301 (12) 3022 = 355  (9)
4 3392 £ 189 (12) 3432 £ 223 (12) 3429 £ 200 (12) 3188 + 368 (8)

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
Values represent mean+S.D. (N)

® vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 10-2

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Body weight of females, satellite groups (g)

Compound

Dose (mg/kg)

Days of treatment

1 (initial body weight)
7

14

21

28

35

42

Days of recovery
1

7

14

235.3

2393

254.8

267.5

2713

286.5

294.0

293.9

306.1

3133

9.2

18.0

154

18.2

15.9

19.9

22.7

23.2

20.4

21.8

®)
®)
6)
®)
)
®)
®)

&)
&)
®)

229.3

244.1

255.8

261.4

258.8

257.5

259.0

258.5

263.2

277.1

8.1

14.1

20.9

19.3

21.5

232

23.7

24.4

26.3

25.0

®)
®)
&)
&)
&)
&)
>

) *
)
&=

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
Values represent mean+S.D. (N)

# vehicle control, 0.5% CMC Na solution (5 mL/kg)

* significantly different from control, p<0.05



Table 11-1

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Body weight gain of females, dams (g)

Compound

Dose (mg/kg) 0*

Days of treatment

1-7 51 £
7 -14 111 =

Days of pregnancy
0-7 415 +

7 -14 359 +
14 -20 713 £

Days of lactation

0-4 310 =

8.6

6.6

3.2

3.8

9.1

15.9

(12)

(12)

€3Y)

an

an

12)

3.7

10.7

42.9

40.1

76.2

232

9.0

7.6

10.3

5.6

10.0

19.9

12)

12)

(12)

(12)

(12)

(12)

9.2

38.8

39.2

80.2

355

6.6

6.7

7.9

8.1

9.7

25.5

12)

(12)

(12)

12)

(12)

12)

9.8

12.6

29.2

327

69.1

8.9

72

72

12.4

10.6

13.2

23.9

(12)

(12)

®

®
®

®

TTC, 1,3,5-triazine-2,4,6(1H,3H,SH)-trithione

? Lo~

Values represent mean+S.D. (N)

* vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 11-2
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats
Body weight gain of females, satellite groups (g)

Compound TTC
Dose (mg/kg) 0* 250

Days of treament

1-7 39 = 124 (5 148 = 7.2 ®
7 -14 156 = 6.6 (5 117 = 72 S
14 -21 127 = 63 (5 56 =+ 78 %)
21 -28 98 = 52 (5 25 = 53 ** (5
28 -35 92 = 51 (5 13 £ 64 * (5)
35 -42 75 = 63 (5 1.5 = 39 ®)
Days of recovery
1-7 122 = 45 (5 48 = 6.1 )
7 -14 72 = 50 (5 13.8 = 4.2 Q)

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
Values represent meant S.D. (N)

* vehicle control, 0.5% CMC Na solution (5 mL/kg)
* significantly different from control, p<0.05

** significantly different from control, p<0.01



Table 12-1

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats
Cumulative body weight gain of females, dams (g)

Compound TIC
Dose (mg/kg) o? 62.5 125 250
Days of treatment
1-7 51 %= 8.6 (12) 37 = 9.0 (12) 92 = 6.6 (12) 98 =+ 72 (12
1-14 16.2 =+ 8.0 (12) 144 + 76 (12) 21.0 = 101 (12) 224 + 6.7 (12)
Days of pregnancy
0-7 415 = 32 (11 429 = 103 (12) 388 £ 79 (12) 202 £ 124 (9)
0-14 774 = 47 (11) 83.0 £+ 141 (12) 780 = 107 (12) 619 £ 220 (9
0 -20 1548 + 116 (11) 159.1 £ 215 (12) 1582 + 164 (12) 1310 = 328 (9
Days of lactation
0-4 310 = 159 (12) 232 = 199 (12) 355 = 255 (12) 89 = 239 (8)

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione

Values represent mean+S.D. (N)

* vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 12-2

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Cumulative body weight gain of females, satellite groups (g)

Compound

Dose (mg/kg)

Days of treatment

1-7
1-14
1-21
1-28
1-35
1-42

Days of recovery

1-7

1-14

39

19.5

322

42.0
51.2

58.7

12.2

194

124
8.2

12.3

9.6

13.3

15.9

4.5

22

)
®)
©)
®)
)
®)

()
)

14.8
265
321

295

28.2

29.7

4.8

18.6

72
13.6
11.5
14.4
175

16.9

6.1

24

©)
®)
®)
©)
()
®)

®)
)

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

Values represent mean+S.D. (N)
* vehicle control, 0.5% CMC Na solution (5 mL/kg)

* significantly different from control, p<0.05



Table 13
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats
Food consumption of males (g/day)

Compound TTC

Dose (ng/kg) 0? 62.5 125 250

Days of treatment

1-2 277 £ 34 (12) 273 £ 30 (12) 269 + 3.1 (12) 267 + 23 (12)
7-8 277 £ 30 (12) 269 = 21 (12) 276 = 21 (12) 245 £ 29 * (11)
14 -15 277 = 23 (12) 256 = 30 (12) 273 = 31 (12) 265 = 38 an
29 -30 307 £ 23 (12) 291 £ 24 (12) 300 =+ 27 (12) 261 = 34 * (11)
35 -36 295 £ 27 (12) 276 + 24 (12) 283 + 26 (12) 290 + 29 (11)
41 42 303 = 36 (12) 303 £ 37 (12) 296 = 27 (12) 288 + 32 (11)

Days of recovery
6 -7 315 = 2.9 3 298 + 1.6 })

13 -14 286 =+ 30 9 262 £ 2.6 &)

TTC, 1,3,5-triazine-2,4,6(1H,3H, SH)-trithione
Values represent mean+S.D. (N)

# vehicle control, 0.5% CMC Na solution (5 mL/kg)
* significantly different from control, p<0.05

** significantly different from control, p<0.01



Table 14-1

Combined repeat dose and reproductive/developmental toxicity screening test of TT'C by oral administation in rats
Food consumption of females, dams (g/day)

Compound TTC
Dose (mg/kg) ot 62.5 125 250
Days of treatment
1-2 194 36 (12) 19.6 =+ 29 (12 202 % 34 (12) 20.0 * 22 (12)
7-8 192 + 26 (12) 18.9 =+ 32 (12) 19.2 % 22 (12) 20.0 £ 22 (12)
14 -15 182 = 3.7 (12) 185 £+ 32 (12) 209 = 1.8 (12) 202 = 19 (12)
Days of pregnancy
0-1 210 = 28 (1D 211 39 (12) 21.0 % 26 (12) 210 = 229
7-8 273 £ 3.5 (11 267 % 38 (12) 27.0 % 3.7 (12) 270 * 47 9
14 -15 273 + 34 (1) 273 % 35 (12) 26.7 % 33 (12 268 + 42 9
20 21 232 + 40 (11) 243 &+ 44 (12) 234 % 56 (12) 30,1 £ 183 (9
Days of lactation
3-4 45.1 £ 7.6 (12) 438 = 6.1 (12) 449 =+ 7.0 (12) 379 = 166 (8)

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

Values represent mean+S.D. (N)
® vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 14-2

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats
Food consumption of females, satellite groups (g/day)

Compound TTC

Dose (mg/kg) 0* 250

Days of treatment
1-2 221 £ 16 (5 182 £. 3.1 * (5
7-8 193 £ 28 (5 197 £+ 3.7 &)
14 -15 203 £ 25 (5 196 + 33 5)
29 -30 232 £ 16 (5 193 £ 7.1 5)
35 -36 205 £ 0.7 (5 196 £ 4.0 (5)
41 -42 213 £ 25 (5 188 £ 28 %)

Days of recovery
6-7 218 =+ 1.8 (5 195 £ 29 5)
13 -14 207 £ 14 (5 197 £ 2.1 %)

TTC:1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione

Values represent mean+S.D. (N)

* vehicle control, 0.5% CMC Na solution (5 mL/kg)

* significantly different from control, p<0.05



Table 15
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Findings in urinalysis of males

Compound TTC

Dose (mg/kg) 0 62.5 125 250

On day 33 of treatment

Number of animals examined 10 5 5 10
Quality
Color light yellow 10 5 5 10
Turbidity negative 10 5 5 9
trace 0 0 0 1
pH 7.0 0 0 0 1
7.5 1 0 1 1
8.0 7 4 1 5
8.5 2 1 2 3
29.0 0 0 1 0
Protein negative 1 0 0 0
trace 4 0 1 0
30=and <100 mg/dL 5 3 3 3
100 <and <300 mg/dL 0 2 1 2
Glucose negative 10 5 5 10
Ketone negative 4 1 5 4
trace 5 3 0 6
slight 1 1 0 0
Bilirubin negative 10 5 5 10
Occult blood negative 5 5 9
slight 1 0 0 1
Urobilinogen 0.1=and <1.0 EU/dL 10 5 5 9
1.0=and <2.0 EU/dL 0 0 0 1
Urinary sediment
Red blood cells  not observed 10 5 5 4
1-9/3 visual field 0 0 0 2
10-99/3 visual field 0 0 0 2
100-299/3 visual field 0 0 0 1
2300/3 visual field 0 0 0 1
Crystal
Grade not observed 1 0 0 1
afew 9 5 5 8
abundant 0 0 0 1
Shape phosphate-like 9 5 5 9

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione

2 bl

“vehicle control (0.5% CMC Na solution, SmL/kg)



Table 15 (Continued)
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Findings in urinalysis of males

Compound TTC

Dose (mg/kg) : 0 250

On day 13 of recovery

(93
W

Number of animals examined

Quality
Color light yellow 5 5
Turbidity negative 5 5
pH 7.0 2 1
7.5 2 1
8.0 1 1
8.5 0 0
=9.0 0 2
Protein negative 0 0
trace 0 0
30=and <100 mg/dL 3 3
100 =and <300 mg/dL 2 2
Glucose negative 5 5
Ketone negative 0 0
trace 2 2
slight 3 3
Bilirubin negative 5 5
Occult blood negative 5 4
slight 0 1
Urobilinogen 0.1=and <1.0 EU/dL 4 4
1.0=and <2.0 EU/dL 1 1
Urinary sediment

Red blood cells  not observed 5 3
1-9/3 visual field 0 1
10-99/3 visual field 0 0
100-299/3 visual field 0 0
=300/3 visual field 0 1

Crystal

Grade a few 4

abundant 1 1
Shape phosphate-like 5 35

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
®vehicle control (0.5% CMC Na solution, SmL/kg)



Table 16 - 1

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Findings in urinalysis of females (collected on day 34 of treatment from mated females)

Compound TTC
Dose (mg/kg) 0? 62.5 125 250
On day 34 of treatment
Number of animals examined 5 5 5 5
Quality
Color light yellow 5 5 5 5
Turbidity negative 5 5 5 5
pH 6.0 0 0 1 0
6.5 0 0 1 1
7.0 0 3 2 3
7.5 2 2 0 1
8.0 1 0 1 0
8.5 1 0 0 0
=9.0 1 0 0 0
Protein negative 0 1 1 4
trace 2 2 4 1
30=and <100 mg/dL 3 2 0 0
Glucose negative 5 5 5 5
Ketone negative 1 5 5 4
trace 4 0 0 1
Bilirubin negative 5 5 5 5
Occult blood negative 5 5 5 5
Urobilinogen 0.1=and <1.0 EU/dL | 3 5 4
1.0=and <2.0 EU/dL 4 2 0 1
Urinary sediment
Red blood cells not observed 5 5 5 5
Crystal
Grade not observed 1 3 3 1
afew 4 2 2 4
Shape phosphate-like 4 2 2 4

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
®vehicle control (0.5% CMC Na solution, SmL/kg)



Table 16 -2
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Findings in urinalysis of females (satellite group)

Compound TTC

Dose (mg/kg) 0 250

On day 34 of treatment

Number of animals examined 5 5
Quality
Color light yellow 5 5
Turbidity negative 5 5
pH 5.5 0 0
6.0 1 0
6.5 0 1
7.0 0 2
7.5 1 1
8.0 0 1
8.5 2 0
29.0 1 0
Protein negative 2 1
trace 1 1
30=and < 100 mg/dL 2 3
100=and < 300 mg/dL 0 0
Glucose negative 5 5
Ketone negative 3 5
trace 2 0
Bilirubin negative 5 5
Occult blood negative 5 5
Urobilinogen 0.1=and <1.0 EU/dL 3 2
1.0=and <2.0 EU/dL 2 3
Urinary sediment
Red Blood cells not observed 5 5
Crystal
Grade not observed 1 0
a few 4 5
Shape phosphate-like 4 5

(]

Epithelial Cells not observed
afew

(=1
—

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
*yvehicle control (0.5% CMC Na solution, SmL/kg)



Table 16 - 2 (Contiuned)
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Findings in urinalysis of females (satellite group)

Compound TTC

Dose (ng/kg) 0 250

On day 13 of recovery

Number of animals examined 5 5
Quality
Color light yellow 5 5
Turbidity negative 5 5
pH 5.5 1 0
6.0 1 1
6.5 0 1
7.0 1 1
7.5 1 1
8.0 1 0
8.5 0 0
=9.0 0 1
Protein negative 1 0
trace 2 1
30=<and <100 mg/dL 2 2
100=and < 300 mg/dL 0 2
Glucose negative 5 5
Ketone negative 2 1
trace 3
Bilirubin negative 5 5
Occult blood negative 5 5
Urobilinogen 0.1=and < 1.0 EU/dL 2 1
1.0=and < 2.0 EU/dL 3 4
Urinary sediment
Red Biood Cells not observed 5 5
Crystal
Grade not observed 0 0
a few 5 5
Shape phosphate-like 5 5

TIC, 1,3 5-triazine-2,4,6(1H,3H,5H)-trithione
*vehicle control (0.5% CMC Na solution, SmL/kg)



Table 17

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Hematological findings of males and females at the end of dosing period

Compound TTC
Dose (mg/kg) 0’ 62.5 125 250
Male
Number of animals 5 5 5 5
RBC (x10%/ 12 L) 833 % 43 822 + 29 816 = 38 777 £ 101
Hemoglobin (g/dL) 149 = 0.6 145 = 0.2 143 = 0.5 13.2 = 1.8
Hematocrit (%) 453 % 1.1 440 + 0.3 435 = 1.5 40.8 * 4.8 **
MCV (iL) 545 * 2.5 53.6 + 2.0 533 % 1.4 52.7 % 2.2
MCH (pg) 179 = 09 177 = 0.7 175 03 169 = 07
MCHC (g/dL) 329 = 0.3 33.0 + 0.4 328 = 0.3 322 % 0.8
Reticulocyte (%) 1.6 % 0.5 20 = 0.8 25 % 0.5 49 =% 7.0
WBC (x100/ 2 L) 67.7 £ 219 64.5 + 12.8 722 = 20.7 59.8 = 26.9
Differental leukocyte count (%)
Neutrophil 20 = 8 19 = 4 19 = 6 19 = 10
Eosinophil 2+ 0 2 % 1 2 % 1 2 % 1
Basophil 0+ 0 0 =+ 0 0 = 0 0 + 0
Monocyte 6 = 3 5 2 5 % 1 4 = 2
Lymphocyte 72 + 10 75 % 6 76 * 6 75 = 10
Platelet (x10% 1 L) 106.1 =+ 164 107.0 12.4 107.2 % 9.1 1123 # 18.8
PT (sec) 18.1 =+ 3.4 17.8 = 1.0 16.6 % 1.9 144 + 1.7
APTT (sec) 239 = 2.5 240 = 2.0 232 % 1.5 20.6 = 2.1
Female, dam
Number of animals 5 5 5 5
RBC (x10% L) 690 = 24 680 = 17 695 & 25 652 + 80
Hemoglobin (g/dL) 13.5 + 0.3 134 = 04 13.5 % 0.4 129 =+ 0.9
Hematocrit (%) 403 + 0.6 403 = 11 41.1 % 1.4 384 = 2.7
MCV (fL) 585 % 1.2 593 = 1.8 59.1 = 1.0 593 4.2
MCH (pg) 195 = 0.6 19.6 = 0.5 19.5 % 0.4 200 = 14
MCHC (g/dL) 334 = 0.4 33.1 = 0.3 329 =+ 0.3 33.7 = 0.3
Reticulocyte (%) 44 = 1.7 6.0 % 0.4 54 % 1.8 6.7 + 6.1
WBC (x100/ 2 L) 757 £ 293 792 + 115 770 £ 284 83.6 10.9
Differental leukocyte count (%)
Neutrophil 19 + 4 21 = 5 23 = 5 22 6
Eosinophil 1 = 0 1 1 = 0 1 % 1
Basophil 0+ 0 0 % 0 0 = 0 0 =+ 0
Monocyte 8 = 4 7 = 2 7 % 3 6 = 1
Lymphocyte 72 = 2 71 £ 5 69 = E) 7 + 6
Platelet (x10%/ 1 L) 1147 = 209 113.1 = 141 1054 + 18.7 1235 = 373
PT (sec) 125 =+ 0.4 126 0.4 124 = 0.4 126 = 0.5
APTT (sec) 184 = 0.9 19.0 = 1.3 181 + 0.5 194 = 1.6

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

Values represent mean+S8.D.

® vehicle control, 0.5% CMC Na solution (5 mL/kg)
## significantly different from control, p<0.01



Table 18
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Hematological findings of males and females at the end of recovery period

Compound TTC

Dose (mg/kg) o’ 250

Male
Number of animals 5 5
RBC (x10%/ 1 L) 838 = 43 807 + 73
Hemoglobin (g/dL) 146 £ 04 147 = 10
Hematocrit (%) 441 = 12 441 = 32
MCV (fL) 527 = 15 548 + 19
MCH (pg) 174 = 06 182 = 08
MCHC (g/dL) 331 £ 02 332 + 04
Reticulocyte (%) 25 £ 04 22 = 10
WBC (x100/ 2 L) 834 = 170 703 = 101

Differental leukocyte count (%)

Neutrophil 12 = 5 11 = 4
Eosinophil 2 = 1 1 = 1
Basophil 0 = 0 0 = 0
Monocyte 4 = 1 5 = 2
Lymphocyte 82 6 83 = 4
Platelet (x10% 1 L) 103.4 = 21.7 1060 £ 11.4
PT (sec) 199 + 38 193 = 42
APTT (sec) 239 = 13 235 = 27
Female, satellite group
Number of animals 5 5
RBC (x10%u L) 774 £ 27 765 £ 21
Hemoglobin (g/dL) 144 = 06 136 £ 02
Hematocrit (%) 432 = 18 409 = 09
MCV (iL) 559 = 09 534 £ 07
MCH (pg) 186 + 03 178 + 04
MCHC (g/dL) 332 = 03 333 + 04
Reticulocyte (%) 20 £ 05 22 £ 05
WBC (x100/z L) 372 + 73 369 £ 9.0

Differental leukocyte count (%)

Neutrophil 14 + 4 16 % 6
Eosinophil 2 % 0 3 + 1
Basophil 0 = 0 0 + 0
Monocyte 6 + 3 7 % 2
Lymphocyte 78 + 6 75 + 9
Platelet (x10%/ 1 L) 920 + 133 110.4 = 143
PT (sec) 1.9 + 05 11.8 = 07
APTT (sec) 194 £ 09 202 + 12

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
Values represent mean+S.D.

® vehicle control, 0.5% CMC Na solution (5 mL/kg)
* significantly different from control, p<0.05

** sipnificantly different from control, p<0.01



Table 19
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Biochemical findings of males and females at the end of dosing period

Compound TTC

Dose (mg/kg) 0 625 125 250

Male
Number of animals 5 5 N 5
Total protein (g/dL) 57 £ 0.2 54 £ 03 56 + 02 56 = 0.1
Albumin (g/dL) 37 £ o1 34 £ 02 * 36 £ 00 35 £ 01
AIG 177 £ 0.12 1.71 = 0.17 1.78 = 0.12 1.70 = 0.10
Blood urea nitrogen (mg/dL) 19 = 3 22 2 20 + 2 19 + 4
Creatinine (mg/dL) 08 = 0.1 08 £ 0.1 0.7 £ 0.1 06 £ 0.1
Glucose (mg/dL) 159 = 17 148 + 17 147 = 9 148 = 14
Total cholesterol (mg/dL) 42 13 34 = 6 38 = 7 36 = 7
Triglyceride (mg/dL) 42 16 21 + 9 20 % 2 25 = 16
ALP (UL) 198 = 14 196 = 31 196 = 39 261 = 228
ALT (UL) 33 =+ 2 32 = 4 33 = 5 31 = 7
AST (UL) 68 = 10 68 = 11 69 = 8 71 = 15
v -GTP (UL) 2 % 1 1+ 1 2 = 2 2+ 0
Total bilirubin (mg/dL) 004 = 0.01 0.06 = 003 0.04 £ 0.02 004 = 002
Inorganic phosphorus (mg/dL) 64 £ 03 7.1 £ 07 68 £ 05 69 £ 02
Calcium (mg/dL) 94 = 03 93 =z 03 93 £ 03 95 + 03
Na (mEq/L) 1421 = 0.7 141.7 £+ 1.0 1420 = 0.9 1426 =+ 13
K (mEg/L) 4.14 = 0.25 428 = 024 418 = 021 427 £+ 034
Cl (mEq/L) 1059 + 14 1064 + 10 1063 = 038 1067 = 1.9

Female. dam
Number of animals 5 5 5 5
Total protein (g/dL) 58 = 0.2 58 £ 02 57 £ 02 56 =+ 03
Albumin (g/dL) 37 £ 01 38 = 00 37 £ 02 37 ¢ 03
AG 1.80 £ 0.12 1.85 = 017 1.84 = 0.16 197 £ 0.17
Blood urea nitrogen (mg/dL) 20 2 19 = 5 18 = 1 22 % 5
Creatinine (mg/dL) 07 = 0.1 07 = 01 06 £ 01 06 = 02
Glucose (mg/dL) 114 = 3 122 = 11 127 = 10 118 = 18
Total cholesterol (mg/dL) 49 + 13 44 = 6 42 = 4 41 = 12
Triglyceride (mg/dL) 20 10 2 = 5 28 = 19 36 = 15
ALP (UL) 102 + 43 84 + 10 9% = 17 87+ 60
ALT (U/L) 39 = 9 35 + 3 33 = 5 40 = 8
AST (U/L) 76 21 69 = 7 64 = 7 88 =+ 32
v -GTP (U/L) 2 % 1 3+ 1 2z 1 2 % 1
Total bilirubin (mg/dL) 007 = 0.04 005 = 0.03 0.04 = 0.01 0.04 = 001
Inorganic phosphorus (mg/dL) 73 = 05 72 £ 06 73 £ 07 71 £+ 1.0
Calcium (mg/dL) 98 £ 0.2 100 = 02 9.7 £ 02 96 = 11
Na (mEg/L) 1405 =+ 14 1410 =+ 11 1416 = 08 140.7 = 24
K (mEg/L) 425 £ 0.18 423 + 035 416 + 0.18 408 = 044
Cl(mEq/L) 1067 + 1.3 106.8 =+ 12 1064 = 20 1055 = 23

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
Values represent meantS.D.

? vehicle control, 0.5% CMC Na solution (5 mL/kg)
* significantly different from control, p<0.05



Table 20
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Biochemical findings of males and females at the end of recovery period

Compound TTC

Dose (mg/kg) o 250

Male
Number of animals 5 5
Total protein (g/dL) 60 £ 03 57 + 02
Albumin (g/dL) 3.7 £ 02 37 £+ 03
AIG 1.62 = 0.09 1.85 =+ 0.27
Blood urea nitrogen (mg/dL) 18 = 3 15 + 2
Creatinine (mg/dL) 09 = 0.1 07 £ 0.1 *
Glucose (mg/dL) 180 = 35 158 = 20
Total cholesterol (mg/dL) 43 = 9 46 = 7
Triglyceride (mg/dL) 32 = 16 35 % 15
ALP (UL) 177 = 22 230 * 81
ALT (U/L) 31 + 8 40 = 17
AST (U/L) 71 = 14 81 £+ 22
v-GTP (UIL) 1+ 0 1+ 0
Total bilirubin (mg/dL) 0.03 = 0.02 0.03 = 0.02
Inorganic phosphorus (mg/dL) 67 = 07 65 + 08
Calcium (mg/dL) 94 £ 03 93 £ 0.1
Na (mEg/L) 143.0 = 13 1434 £ 07
K (mEq/L) 412 £ 037 4.00 = 0.30
Cl (mEq/L) 1050 £ 20 105.2 = 2.0

Female, satellite group
Number of animals 5 5
Total protein (g/dL) 61 £ 03 65 =z 0.5
Albumin (g/dL) 40 = 0.2 44 = 05
AIG 195 £ 0.23 210 = 0.23
Blood urea nitrogen (mg/dL) 21 + 3 18 + 3
Creatinine (mg/dL) 09 = 01 08 £ 01 ™
Glucose (mg/dL) 130 + 31 148 = 25
Total cholesterol (mg/dL) 49 = 6 60 = 16
Triglyceride (mg/dL) 16 = 6 37 = 12 **
ALP (UL) 85 £ 14 91 = 18
ALT (UL) 27 = 7 28 = 6
AST (UL) 78 + 15 69 = 15
v -GTP (U/L) 1 £ 1 1 = 0
Total bilirubin (mg/dL) 0.04 = 0.03 0.03 = 001
Inorganic phosphorus (mg/dL) 43 = 05 47 £ 0.7
Calcium (mg/dL) 94 £ 02 99 £ 04
Na (mEq/L) 1413 = 038 1418 = 038
K (mEq/L) 3.96 £ 034 3.64 = 029
Cl (mEq/L) 106.5 = 1.1 1057 = 1.0

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
Values represent mean+S.D.

# vehicle control, 0.5% CMC Na solution (5 mL/kg)
* significantly different from control, p<0.05

ik significantly different from control, p<0.01



Table 21

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Absolute and relative organ weight of males and females at the end of dosing period

Compound TTC
Dose (mg/kg) 0? 62.5 125 250
Male
Number of animals 5 5 5 5
Terminal body weight (g) 486.1 = 316 4754 + 256 466.7 = 176 4112 + 422 **
Brain (2 207 = 0.06 207 £ 007 204 = 0.08 2.05 = 0.10
(g%) 043 = 0.03 044 = 0.02 044 = 0.02 0.51 = 0.05 **
Thymus (mg) 3284 = 411 3003 = 955 2857 = 11311 2736 = 463
(mg%) 676 = 72 629 + 189 612 £ 242 67.0 = 11.7
Heart (2 142 = 0.13 130 = 0.07 131 = 0.12 138 = 0.10
(%) 029 £ 002 027 + 0.00 028 £ 0.02 034 + 002 **
Liver @ 13.77 = 239 1301 + 147 12.80 = 1.23 13,10 = 2,04
(g%) 282 = 034 273 £ 0.24 275 £ 024 317 £ 0.18
Kidneys @ 323 = 038 328 + 0.18 3.02 = 0.18 340 = 042
(g%) 0.66 = 0.08 069 + 0.05 0.65 + 0.05 0.83 = 0.08 **
Spleen (® 085 = 0.16 076 = 007 076 = 0.12 0.86 + 014
(%) 0.17 = 0.02 0.16 + 0.02 0.16 £ 0.02 021 = 0.04
Adrenal glands (mg) 562 = 5.1 539 =+ 43 544 = 119 69.0 = 11.0
(mg%) 11.6 = 1.0 113 + 0.6 11.7 £ 25 169 = 35 *
Testes (g) 341 = 031 339 £ 046 3.19 = 041 332 + 039
(g%) 071 + 0.09 072 = 0.10 069 + 0.11 0.82 + 0.15
Epididymides () 1.22 £+ 0.06 1.19 + 0.08 1.18 = 0.11 120 + 0.12
(g%) 025 = 0.02 025 + 0.01 0.26 = -0.03 030 = 0.05
Female, dam
Number of animals 5 5 5 5
Terminal body weight (g) 2956 = 9.1 3023 = 227 3055 £ 17.8 2804 = 29.6
Brain ) 190 £ 0.09 187 = 0.06 190 + 006 1.89 = 0.03
(&%) 064 £ 0.03 062 = 0.05 062 = 0.02 0.68 = 0.08
Thymus (mg) 2674 = 615 2439 £ 290 2309 = 61.0 217.7 + 1268
(mg%) 904 + 228 815 + 15.1 755 £ 190 748 + 377
Heart ® 097 = 0.10 099 + 0.11 095 + 0.12 092 £ 0.12
(%) 033 + 0.03 033 £+ 002 031 £ 0.03 033 + 0.03
Liver (g) 10.17 + 0.59 1053 £ 0.79 10.11 = 0.67 10,71 =+ 099
(g%) 344 = 0.12 349 + 0.26 331 £ 021 3.86 = 0.62
Kidneys () 205 =+ 022 220 =+ 0.10 216 £+ 024 212 + 021
(g%) 0.70 =+ 0.06 073 + 0.07 071 = 007 076 £ 0.13
Spleen (8) 079 = 0.13 083 = 0.15 073 £ 0.13 079 £ 026
(g%) 027 + 0.05 028 + 0.05 024 + 0.05 028 = 0.08
Adrenal glands (mg) 782 = 16.6 788 + 11.1 736 = 54 87.1 £+ 142
(mg%) 265 + 5.6 260 = 26 242 + 1.9 315 =+ 6.5

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
Values represent mean+S.D,

vehicle control, 0.5% CMC Na solution (5 mL/kg)
* significantly different from control, p<0.05

** significantly different from control, p<0.01



Table 22
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Absolute and relative organ weight of males and females at the end of recovery period

Compound TTC
Dose (mg/kg) o? 250
Male
Number of animals 5 5
Terminal body weight (g) 5290 + 215 4142 £ 18.0 **
Brain (® 208 =+ 0.07 199 =+ 0.12
(g%) 039 = 0.03 048 + 0.04 **
Thymus (mg) 269.7 + 234 2579 = 776
(mg%) 509 + 35 61.8 + 16.0
Heart (&) 144 + 009 135 = 0.10
(g%) 027 + 0.02 032 £ 0.02 **
Liver (2 13.66 =+ 142 1129 + 047 *
(g%) 258 £ 026 273 = 004
Kidneys 2 324 £ 023 288 + 023 *
(g%) 061 + 0.06 069 + 003 *
Spleen (2 070 = 0.11 075 + 0.10
(g%) 0.13 =+ 003 0.18 + 002 *
Adrenal glands (mg) 543 £+ 98 612 + 10.0
(mg%) 103 + 16 147 =+ 19 **
Testes (g) 360 + 023 337 + 023
(g%) 068 + 0.06 081 + 005 **
Epididymides ® 132 £ 0.14 125 £ 0.12
(%) 025 + 0.03 030 + 002 *
Female, satellite group
Number of animals 5 5
Terminal body weight (®) 2906 + 21.1 2563 + 247 *
Brain ®) 1.90 = 0.06 195 + 0,08
(8%) 065 + 0,04 077 + 0,08 *
Thymus (mg) 2946 + 16.0 2074 £ 552 *
(mg%) 1019 = 109 814 = 229
Heart (3] 088 + 0.06 090 + 0.08
(g%) 030 = 0.01 035 + 002 **
Liver (=) 740 + 041 738 + 041
(g%) 255 = 0.12 289 = 027 *
Kidneys (g) 199 = 0.12 1.85 £ 0.19
(%) 0.69 £ 0.07 073 + 0.11
Spleen (3] 051 = 0.08 049 £ 0.07
(8%) 0.18 = 0.03 0.19 £ 0.03
Adrenal glands (mg) 764 = 104 761 £ 55
(mg%) 266 £+ 52 208 = 2.7

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
Values represent mean+8.D.

# vehicle control, 0.5% CMC Na solution (5 mL/kg)
*, significantly different from control, p<0.05
**_significantly different from control, p<0.01



Table 23

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Macroscopic findings of males at the end of dosing period

Dose (Group) 0° mg/kg (MX01-) 62.5 mg/kg (MX02-) 125 mg/kg (MX03-) 250 mg/kg (MX04-)

Grade - + - + - + - +
(Epididymis) [7] [12] [12] [6]

Abscess, cauda, unilateral 7 0 12 0 12 0 5 1

Adhesion, with the scrotum,

cauda, bilateral/unilateral 7 0 12 0 12 0 4

Area, yellow, unilateral 7 0 12 0 12 0 5 1
(Kidney) [7] (12} [12] [6]

Enlargement 7 0 11 1 12 0 4

Rough surface, right side 7 0 12 12 0 5 1
(Liver) (7] [12] [12] [6]

Spot, white 7 0 11 1 12 0 6 0
(Spleen) [7] [12] [12] [6]

Small 7 0 12 0 12 0 5 1
(Tail) [7] [12] [12] [6]

Nodule 7 0 12 0 12 0 4 2

Area, dark red, distal site, skin 7 0 12 0 12 0 4 2

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

* vehicle control, 0.5% CMC Na solution (5 mL/kg)

-, Negative; +, Positive

[ ], Number of animals examined



Table 24

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Macroscopic findings of females at the end of dosing period

Dose (Group) 0 mg/kg (FBO1-) 62.5 mg/kg (FB02-) 125 mg/kg (FB03-) 250 mg/kg (FB04-)

Grade - + - + - + - +
(Kidney) [12] [12] [12] [11]

Cyst, left side 12 0 12 0 11 1 11 0
(Liver) [12] [12] [12] [11]

Spot, white 12 0 12 0 11 1 11 0
(Spleen) [12] [12] [12] [11]

Nodule, white 11 1 12 0 12 0 11

Small 12 0 12 0 12 0 10 1
(Stomach) [12] [12] [12] [11]

Spot, black, mucosa,

glandular stomach 12 0 12 0 11 1 10 1
Recessed area, mucosa,
glandular stomach 12 0 12 0 12 0 10 1

(Auricle) [12] [12] [12] [11]

Nodule 12 0 12 0 12 0 9 2

Spot, black, skin 12 0 12 0 12 0 9 2
(Skin)

Alopecia, peritoneum 11 1 12 0 12 0 11 0
(Subcutis) [12] [12] [12] [11]

Mass, around the vulva 12 0 12 0 11 1 11 0
(Thymus) [12] [12] [12] [11]

Small 12 0 12 0 12 0 10 1

TTC, 1,3, 5-triazine-2,4,6(1H,3H, 5H)-trithione
* vehicle control, 0.5% CMC Na solution (5 mL/kg)

-, Negative; +, Positive

[ ], Number of animals examined



Table 25
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Macroscopic findings of males at the end of recovery period

Dose (Group) 0" mg/kg (MXO01-) 250 mg/kg (MX04-)
Grade - + - +
(Epididymis) [5] [5]
Nodule, cauda, bilateral 5 0 4 1
Adhesion, with the scrotum,
cauda, bilateral 5 0 4 1
_ (Auricle) [5] [5]
Spot, black, skin 5 0 4 1
(Scrotum)
Nodule, skin 5 0 4 1

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

# vehicle control, 0.5% CMC Na solution (5 mL/kg)
-, Negative; +, Positive

[ ], Number of animals examined



Table 26

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Macroscopic findings of females at the end of recovery period

Dose (Group) 0° mg/kg (FBOS5-) 250 mg/kg (FB06-)

Grade - + - +
(Skin) [5] [5]

Alopecia, in the clavicular area 5 0 4 1

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione

* vehicle control, 0.5% CMC Na solution (5 mL/kg)
-, Negative; +, Positive

[ 1, Number of animals examined



Table 27

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Histopathological findings of males at the end of dosing period

Dose (Group) 0? mg/kg (MX01-) 62.5 mg/kg (MX02-) 125 mg/kg (MX03-) 250 mg/kg (MX04-)
Grade I e Pos. B o s Pos. - o+ 4 A Pos. -+ + et Pos.
(Testis) (7] [12] [12] [6]
Atrophy, seminiferous tubule, focal 6 1 0 0 O 1 9 21 0 O 3 1 ¢ 1 0 ¢ 1 4 11 0 0 2
(Epididyrmis) [7] [12] [12] [6]
Cell debris, lumen 70 0 0 O 0 9 210 0 3 210 0 2 40 0 0 4 #
Spermatic granuloma 700 0 0 0 12 0 0 0 0 1 1 0 0 1 4 1 01 0 2
Cellular infiltration, lymphocyte,
& macrophage, interstitium 70 0 0 O 0 12 0 0 0 ¢ 0 1 1 0 0 0 1 2310 0 4 #
Fibrosis, tunica albuginea, focal,
with proliferation of capillary 700 0 0 0 12 6 0 0 O 0 1 1 0 0 0 1 2130 0 4 #
Attachment, sperm/cell debris/ fibrin/ macrophage,
on tunica albuginea 70 0 0 O 0 12 0 0 0 O 0 12 0 0 0 O 0 2310 0 4 #
(Kidney) (5] [5] [5] [5]
Eosinophilic body 13 01 0 4 5000 O 0# 3110 0 2 5000 o0 0 #
Basophilic tubule, cortex 1 4 0 0 0 4 1 400 0 4 1 4 00 0 4 23 00 0 3
Cellular infiltration, interstitium, cortex s 0 0 0 O 0 4 1 0 0 0 1 4 01 0 ¢ 1 4 1 0 0 O 1
Deposit, pigment, brown,
proximal tubule, cortex 5000 O 0 0 0 1 4 0% 5i## 0 0 1 4 0* 5i## 0 1 4 0 0* 5#i
Mineralization, focal, cortex 50 00 O 0 41 00 O 1 3200 O 2 500 0 O 0
Cast, hyaline, cortex 500 0 O 0 4100 O 1 5000 O 0 50 0 0 0 0
Necrosis, papilla s 0 0 0 O 0 5 00 0 O 0 5 000 O 0 4 0 01 0 1
Edema, papilla 5000 O 0 1 400 0 4 # 0 5 0 0 0* 5¢# 0 4 0 1 0¥ J5##
Basophilic tubule, papilla 50 0 0 0 0 5000 O ¢ 5000 0 0 3101 O 2
Mineralization, focal, papilla 4100 0 1 1 400 O 4 1 310 0 4 3101 0 2
Cellular infiltration, neutrophil, papilla 5000 O 0 5000 O 0 41090 0 1 4 0 01 0 1
Cyst, focal, cortico-medullary junction 4 1 0 0 O 1 50 00 0 0 50 00 0 0 5 0 0 0 0 0
Cellular infiltration, neutrophil & lymphocyte,
renal pelvis & transitional epithelium 5000 O 0 4100 0 1 4100 0 1 50 0 0 0 0
Hyperplasia, transitional epithelium,
focal, renal pelvis 56 0 06 O 1] 5 00 0 0 0 4 1 0 0 O 1 5 00 0 0 0
(Adrena] gland) [5] [5] [5] [5]
Hypertrophy, fascicular cell, diffuse 5 000 O 0 4100 O 1 0 4 1 0 0* 544 0 0 4 1 0* 5i##
(Liver) [5] [5] [5] [5]
Fatty change, hepatocyte, periportal ¢ 410 0 5 0410 0 5 0410 0 5 05 00 O 5
Microgranuloma 1 400 0 4 0410 0 5 03 20 0 01 40 0* 5
Single cell necrosis, centrilobular 5 00 0 O 0 S 00 0 O 0 4 1 0 0 0 1 4 1 0 0 0 1
Fibrosis, focal, with mineralization,
caudal lobule 500 0 0 0 4 0 01 0 1 5 000 0 0 500 0 0 0
(continued)

TTC, 1,3,5-triazine-2,4,6(1H,3H, 5H)-trithione
# vehicle control, 0.5% CMC Na solution (5 mL/kg)

-, Negative; +, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined

* ¥*, Significantly different from control p<0.01, p<0.05 (Two-tailed Mann-Whitney U test)

#, ##, Significantly different from control p<0.01, p<0.05 (One-tailed Fisher exact test)



Table 27 (Continued-1)

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Histopathological findings of males at the end of dosing period

Dose (Group)
Grade

0° mg/kg (MX01-)

+ + ++ Pos.

62.5 mg/ke (MX02-)
x4+

Pos.

125 mg/kg (MX03-)
+ + ++ 4+

Pos.

250 mg/kg (MX04-)

+

+ ++ +4++

Pos.

(Brain)

No remarkable change
(Spinal cord)

No remarkable change
(Pituitary gland)

No remarkable change
(Heart)

Degeneration/fibrosis,

myocardium, focal

(Lung & Bronchus)

Accumulation, foam cell,

focal, alveolus

Mineralization, arterial wall, lung

Metaplasia, osseous, focal, alveolus

Fibrosis, artery, pulmonary, focal
(Trachea)

No remarkable change
(Thyroid gland)

No remarkable change
(Thymus)

No remarkable change
(Mandibular lymph node)

No remarkable change
(Stomach)

No remarkable change
(Duodenum)

No remarkable change
(Jejunum)

No remarkable change
(Ileuny)

No remarkable change
(Cecum)

No remarkable change
(Colon)

No remarkable change
(Rectum)

No remarkable change
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TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
# vehicle control, 0.5% CMC Na solution (5 mL/kg)
-, Negative; %, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined

(continued)



Table 27 (Continued-2)
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Histopathological findings of males at the end of dosing period

Dose (Group) 0" mg/kg (MX01-) 62.5 mg/kg (MX02-) 125 mg/kg (MX03-) 250 mg/kg (MX04-)
Grade - & + -+t Pos. - £ 4+ A+t Pos. -+ 4 At Pos. -k A+ Pos.

(Mesenteric lymph node) [51] [0] [0] [51]
No remarkable change
(Spleen) [5] [0] (0] [5]
Hematopoiesis, extramedullary 5 0023 0 5
Deposit, pigment, brown
(Urinary bladder) [5] [0] [0] [5]
No remarkable change
(Prostate) (51 [0] (o] [5]
Cellular infiltration, lymphocyte &
neutrophil, epithelium/interstitium 0221 0 5 2
(Seminal vesicle & Coagulating gland) [5] [01 [0] [51]
No remarkable change
(Sciatic nerve) [51 ) [0] [0] [51]
No remarkable change .
(Bone marrow of Femur) [5] [0] [0] [5]
No remarkable change
(Scrotum) [0] [0] [0] [2]
Granulation tissue, subcutis
with multinucleated giant cell
Cellular infiltration, neutrophil & macrophage,
subcutis
Cellular infiltration, neutrophil & macrophage,
muscular layer & tunica vaginalis
(Tail at the proximal site) [0] [0] [0] [2]
Granulation tissue, subcutis,
with multinucleated giant cell 1 010 O 1
Cellular infiltration, neutrophil & macrophage,
& lymphocyte, corfium
Thrombus, artery, subcutis 11
(Tail at the distal site) [0] 101 (01 (21
Granulation tissue, subcutis,
with muliinucleated giant cell 0 0 2
Cellular infiltration, neutrophil & macrophage,
& lymphocyte, subcutis 00 0 0 2 2
Hemorrhage, with deposit of brown pigment,
corjum/subcutis 001 0 1 2
Cellular infiltration, neutrophil & macrophage,
& lymphocyte, corium 0
Attachment, crust 0 0 0 0 2 2
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TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
* vehicle control, 0.5% CMC Na solution (5 mL/kg)
-, Negative; %, Very slight; +, Slight;, ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined



Table 28

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral adiinistration in rats
Histopathological findings of females at the end of dosing period

Dose (Group)
Grade

0° mg/kg (FBOI1-)
+ 4

Pos.

62.5 mg/kg (FB02-)

x + ++ 4+

Pos.

125 mg/kg (FBO3-)
* + ++

Pos.

250 mg/kg (FBO4-)
+ + ++ -+

Pos.

(Ovary)
No remarkable change
(Kidney)
Basophilic tubule, cortex
Mineralization, focal, papilla
Necrosis, proximal tubule, cortex
Vacuolization, proximal tubule, cortex
Cast, hyaline, cortex/medulla
Deposit, pigment, brown,
proximal tubule, cortex
Cyst, focal, cortex
Edema, papilla
Cellular infiltration, interstitium, papilla
Dilatation, lumien, distal tubule, cortex
Hyperplasia, transitional epithelium,
focal, renal pelvis
(Adrenal gland)
Hypertrophy, fascicular cell, diffuse
(Liver)
Fatty change, hepatocyte, periportal
Microgranuloma
Hyperplasia, bile duct
Hematopoiesis, extramedullary
Hyperplasia, Kupffer cell, diffuse
Vacuolization, hepatocyte, midlobular
Necrosis/fibrosis, focal, subcapsule
(Brain)
No remarkable change
(Spinal cord)
No remarkable change
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TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

* vehicle control, 0.5% CMC Na solution (5 mL/kg)

-, Negative; +, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined

**, Significantly different from control p<0.05 (Two-tailed Mann-Whitney U test)

#, ##, Significantly different from conirol p<0.01, p<0.05 (One-tailed Fisher exact test)

(continued)



Table 28 (Continued-1)

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral adiiinistration in rats
Histopathological findings of females at the end of dosing period

Dose (Group)
Grade -

0° mg/kg (FBO1-)

+ + +H -+

Pos.

62.5 mg/kg (FB02-)
+ + +H ++

Pos.

125 mg/kg (FBO03-)

-+ 4

Pos.

250 mg/kg (FB04-)

+ + 4+

Pos.

(Pituitary gland) [5]
Dilatation, Rathke's cleft 4

(Heart) (51
No remarkable change

(Lung & Bronchus) [5]
Accumulation, foam cell,

focal, alveolus 3

Mineralization, arterial wall, lung
Congestion 5

(Trachea) [5]
No remarkable change

(Thyroid gland) [5]
No remarkable change

(Thymus) [5]
Atrophy 5

(Mandibular lymph node) [5]
No remarkable change

(Stomach) [5]
Erosion, mucosa, glandular stomach 5
Edema, lamina propria, glandular stomach 5
Cellular infiltration, neutrophil & macrophage,

lamina propria, glandular stomach 5

(Duodenum) [5]
No remarkable change

(Jejunum) [5]
No remarkable change

(lleum) [51
No remarkable change

(Cecum) [5]1
No remarkable change

(Colon) [5]
No remarkable change

(Rectum) [51

No remarkable change
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TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
? vehicle control, 0.5% CMC Na solution (5 mL/kg)

-, Negative; +, Very slight; +, Slight; ++, Moderate; ++, Severe; Pos., Total of positive grade; [ ], Number of animals examined

(continued)



Table 28 (Continued-2)

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral adiinistration in rats
Histopathological findings of females at the end of dosing period

Dose (Group)
Grade

0 mg/kg (FBO1-)
+ <+ ++ +H+

Pos.

62.5 mg/kg (FB02-)
+ 4+ A+

Pos.

125 mg/kg (FBO3-)
- 4+ 4

Pos.

250 mg/kg (FB04-)

E e s

Pos.

(Mesenteric lymph node)
No remarkable change
(Spleen)
Hematopoiesis, extramedullary
Deposit, pigment, brown
Decrease, area, red pulp
Necrosis, focal, with hemorrhage &
cellular infiltration of neutrophil
(Urinary bladder)
No remarkable change
(Uterus)
No remarkable change
(Vagina)
No remarkable change
(Sciatic nerve)
No remarkable change
(Bone marrow of Femur)
No remarkable change
(Auricle)
Granulation tissue, subcutis,
with multinucleated giant cell
Degeneration, muscular layer,
focal, subcutis

51
(5]

(=]

[51]
(51
(3]
(5]
[51]
(o]

Cellular infiltration, neutrophil & macrophage,

& lymphocyte, corium & subcutis

Cellular infiltration, neutrophil & lymphocyte,

epidermis
Attachment, crust, epidermis
(Subcutis of vulva)
Adenoma, mammary gland
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TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
? vehicle control, 0.5% CMC Na solution (5 mL/kg)
-, Negative; =+, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined



Table 29
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats
Histopathological findings of males at the end of recovery period

Dose (Group) 0" mg/kg (MX01-) 250 mg/kg (MX04-)
Grade - &+ 4 Pos. -+ Pos.
(Testis) [5] [5]
Atrophy, seminiferous tubule, focal 5 0 0 0 O 0 4 1 0 0 o0 1
(Epididymis) [5] [5]
Cell debris, lumen 4 1 0 0 0 1 3 1 1 0 0 2
Spermatic granuloma b) 0o o0 o0 o0 0 4 0 0 1 0 1
Cellular infiltration, lymphocyte,
& macrophage, interstitium 5 0 0 0 0 0 4 0 0 1 0 1
Fibrosis, tunica albuginea, focal,
with proliferation of capillary 5 0o o0 o0 O 0 2 2 0 1 0 3
Attachment, sperm/cell debris/ fibrine/ macrophage,
on tunica albuginea 5 0 0 0 0 0 2 2 0 1 0 3
(Kidney) (5] [5]
Eosinophilic body 3 1 1 0 0 2 5 0 0 0 0 0
Basophilic tubule, cortex 2 3 0o o0 o0 3 0 4 1 0 o 5
Deposit, pigment, brown,
proximal tubule, cortex 5 0 0 0 O 0 0 0 2 3 0% 5 ##
Fibrosts, focal, subcapsule 5 [1] 0 0 0 0 4 1 0 0 0 1
Necrosis, papilla 5 0 0o 0 0 0 2 1 2 0 0 3
Edema, papilla 5 0 0 0 0 0 2 1 2 0 0 3
Mineralization, focal, papilla 4 1 0 0 0 1 5 0 0 o0 O 0
(Adrenal gland) (5] [5]
Hypertrophy, fascicular cell, diffuse s 0 0 0 O 0 0 4 1 0 0=* 5 ##
(Liver) [5] [5]
Fatty change, hepatocyte, periportal 3 0 0 5 o 5 0 o0 ©0 5
Microgranuloma 0 4 1 0 0 S 0 2 3 0 0 5
Single cell necrosis, centrilobular 3 2 0 0 ¢ 2 3 2 0 0 0 2
(Scrotum) [01 [1]
Granulation tissue, subcutis
with multinucleated giant cell 0 o0 1 0o 0 1
Cellular infiltration, neutrophil & macrophage,
subcutis 0 1 0 0 0 1
Cellular infiltration, neutrophil & macrophage,
muscular layer & tunica vaginalis 0 1 0 0 0 1
(Auricle) [0] [1]
Granulation tissue, subcutis 0 1 0 0 0 1
Cellular infiltration, neutrophil & macrophage,
& lymphocyte, subcutis epidermis 0o 0 1 0 o 1
Aftachment, crust 0 0 1 0 0 1

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
? vehicle control, 0.5% CMC Na solution (5 mL/kg)
-, Negative; +, Very slight, +, Slight; ++, Moderate, +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined

**_Significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)
##, Significantly different from control p<0.01 (One-tailed Fisher exact test)



Table 30

Combined repeat dose and reproductive/developmental toxicity screenirig test of TTC by oral administration in rats

Histological findings of females at the end of recovery period

Dose (Group) 0* mg/kg (FBO5-) 250 mg/kg (FB06-)

Grade - £ 4+ H+H Pos. - £ 4+ H+H Pos.
(Ovary) [5] [5]

Decrease, corpus luteum 5 0 0 0 O 0 4 0 0 1
(Kidney) [5] [5]

Basophilic tubule, cortex 4 1 0 0 O 1 0 5 0 5#

Deposit, pigment, brown,

proximal tubule, cortex 5 0 0 0 O 0 0 3 0 ** 5

Edema, papilla 5 0 0 O O 0 0 5 0 ** 5 ##
(Adrenal gland) [5] [5]

No remarkable change
(Liver) [5] [5]

Fatty change, hepatocyte, periportal 0 5 0 0 O 5 0 5 0 5

Microgranuloma 2 3 0 0 O 3 1 4 0 4

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
% vehicle control, 0.5% CMC Na solution (5 mL/kg)

-, Negative; =, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade; [ ], Number of animals examined

% Significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)
#, ##, Significantly different from control p<0.01, p<0.05 (One-tailed Fisher exact test)



Table 31

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Estrous cycle of dams

Compound TTC
Dose (mg/kg) 0* 62.5 125 250
Number of dams examined 12 12 12 12
Pre-treatment period
Number of animals showing type of cycle
4-day cycle 12 12 12 12
Treatment period
Number of animals showing each type of cycle
4-day cycle 12 12 11 10
4/5-day cycle 0 0 1 1
long cycle 0 0 0 1
Frequency of animals of which type of estrus cycle
was changed after the treatment 0 / 12 0o / 12 1 /7 12 1 /12
Mean times of vaginal estrus during meating period; mean®S.D. (N) 1.0 £ 00 AD 10 = 00 (12) 1.0 = 00 (12) 1.0 * 0.0 (12)

TTC, 1,3,5-Triazine-2,4,6(1H,3H,5H)-trithione
# vehicle control, 0.5% CMC Na solution (5 mL/kg)



Table 32
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Reproductive performance of animals

Compound TTC

Dose (mg/kg) 02 62.5 125 250
Number of pairs examined 12 12 12 12
Number of pairs copulated 12 12 12 12
Copulation index 100.0 100.0 100.0 100.0
Number of pregnant females 12 12 12 9
Fertility index 100.0 100.0 100.0 75.0
Pairing days until copulation; mean+S.D, 24 = 1.1 24 £ 12 20 £ 10 23 £ 13

TTC, 1,3,5-Triazine-2,4,6(1H,3H, SH)-trithione
* vehicle control, 0.5% CMC Na solution (5 mL/kg)

Copulation index = (number of pairs copulated / number of pairs examined) X 100, %
Fertility index = (number of pregnant females / number of pairs copulated) X 100, %



Table 33

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Development of pups up to day 4 of lactation

Compound TTC
Dose (mg/kg) o? 62.5 125 250
Number of pregnant females 12 12 12 9
Number of pregnant females
with live newborns 12 12 12 9
Gestation index 100 100 100 100
Gestation length in days 222 + 04 (1)) 23 = 05  (12) 225 £ 05 (12) 227 £ 05 ©
Number of corpora lutea 159 + 16 (12) 151 = 22 (12) 157 + 13 (12) 137 = 23 * (9
Number of implantations 154 =+ 19 (12) 142 = 20 (12) 153 £ 1.2 (12) 128 £+ 3.6 ®
Implantation index 96.7 £ 52 (12) 942 = 51 (12) 975 + 53 (12) 92.0 £ 19.7 ®
Day 0 of |actation (at birth)
Number of newborns 141 + 20 (12) 135 + 18 (12) 138 + 16 (12) 120 = 34 ©)
Delivery index 915 + 77 (12) 956 = 51 (12) 903 + 92 (12) 945 + 57 ©)
Number of live newborns 139 £ 19 (12) 133 £ 19 (12) 135 £ 22 (12) 119 = 33 ®
Males 78 = 20 (12) 68 + 27 (12) 68 = 2.1 (12) 48 = 17 ** 9
Females 61 = 25 (12) 65 = 27 (12) 68 = 24 (12) 71 £ 30 &)
Birth index 904 = 73 (12) 943 = 47 (12) 887 £134 (12) 93.7 £ 53 ®
Live birth index 989 = 26 (12) 988 £ 29 (12) 977 + 719 (12) 992 £ 24 ®
Sex ratioon day 0 568 +149 (12) 512 £183 (12) 505 =142 (12) 444 + 232 ©
Day 4 of lactation
Number of live pups 138 + 19 (12) 133 £ 19 (12) 135 + 22 (12 115 £ 33 ®)
Males 77 £ 21 (12) 68 = 27 (12 68 = 21 (12) 50 £+ 12 ®)
Females 61 = 25 (12) 65 = 27 (12 68 £ 24 (12 65 + 28 ®)
Viability index 989 = 27 (12) 1000 =+ 00 (12) 1000 += 00 (12) 983 + 4.7 ®
Sex ratio on day 4 562 +151 (12) 512 £183 (12) 505 +142 (12) 48.1 £ 220 ®)

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione

Values represent mean+S.D. (N)

® vehicle control, 0.5% CMC Na solution (5 mL/kg)
* significantly different from control, p<0.05
** significantly different from control, p<0.01

Gestation index = (number of pregnant females with live newborns / number of pregnant females) X 100, %
Implantation index = (number of implantations / number of corpora lutea) X 100, %
Delivery index = (number of newborns / number of implantations) X 100, %

Birth index = (number of live newborns / number of implantations) X 100, %
Live birth index = (number of live newborns / number of newborns) X 100, %
Sex ratio on day 0 = (number of male live newborns / number of live newborns) X 100, %
Viability index = (number of live pups on day 4 of lactation / number of live newborns) X 100, %
Sex ratio on day 4 = (number of male live pups on day 4 of lactation / number of live pups on day 4 of lactation) X 100, %



Table 34

Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administation in rats

Mean body weight of pups up to day 4 of lactation

Compound TTC
Dose (mg/kg) 0 62.5 125 250
Day 0 of lactation
Number of live newborns
Male 7.8 £ 20 (12) 68 £ 27 12) 68 + 2.1 (12) 48 =+ 1.7 ** (9)
Female 6.1 = 25 (12) 65 + 27 12) 68 = 24 (12) 71 £ 30 )]
Mean body weight (g)
Male 67 = 03 (12) 7.1 = 08 12) 71 £ 05 12) 73 £ 07 6)]
Female 63 = 03 (12) 67 = 0.7 (12) 6.7 £ 0.5 12) 68 £ 06 ®)
Day 4 of lactation
Number of live newborns
Male 77 = 21 (12) 68 £ 2.7 (12) 6.8 + 2.1 12) 50 = 12 ®)
Female 61 £ 25 (12) 65 = 2.7 (12) 68 = 2.4 12) 65 £ 28 8)
Mean body weight (g)
Male 1.0 £ 09 (12) 11.7 = 1.3 12 112 £ 1.1 12) 121 £ 24 ®)
Female 104 £ 0.7 (12) 11.0 + 1.2 12) 106 + 1.0 12) 112 £ 20 )

TTC, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
Values represent mean+S.D. (N)

® vehicle control, 0.5% CMC Na solution (5 mL/kg)
** significantly different from control, p<0.01



Table 35
Combined repeat dose and reproductive/developmental toxicity screening test of TTC by oral administration in rats

Morphological observations of pups

Compound TTC
Dose (mg/kg) 0? 62.5 125 250
Dead pups
b
Number of dead pups 4 2 3 3
Number of missing pups 1 0 0 2
Number of dead pups examined 3 2 3 1
No. of dead pups with external changes 0 0 0 0
No. of dead pups with visceral changes 0 0 0 0
Live pups
Number of newborns examined (Day 0 of lactation; at birth) 167 160 162 107
No. of newborns with external changes 0 0 0 0
Number of pups examined (Day 4 of lactation; at necropsy) 165 160 162 92
No. of pups with external changes 0 0 0 0
No. of pups with visceral changes 0 0 0 0

T1C, 1,3,5-triazine-2,4,6(1H,3H,5H)-trithione
# vehicle control, 0.5% CMC Na solution (5 mL/kg)
b including missing pups
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