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BH

T NVETORBABRROREME LVTECAHLON TV I BAERRFILFENEA Y V7
ANVBIZDOOT, REZOREHNE - EMREBHEBARBRESIR (Crj:CD(SD)) S5 v +2A
Ve 0, 10, 40, 1504 K TF600mg/kg/day B THRH U7co B¥id 1 BEIEMER 10 & L. #8Y
HRXEAKI4BNSMEZ4480, BEISREEE I A (41~488 /M) & THRE Lo

1. REaks %S

RO BB E b, 600ng/keB THUBBLEISNBEANBHSNI, HBITDWL T,
FEROHMS L CAERMONMHBZD Shi, RRET. RORE. WRWE L EH UL
RROHEMEOH Y, FORSLICEALROBRBROBMABED Shic, MBERET. &
MK, MERBESIEAT 27Uy MEORY ., MBELFRET. REEESLITI LT
FLUDEMBSTIF Y T LAOBI PR SN, REABRERET. BRICEME O

B RME LR OMES & B R. FEEREMEOHM, FHROBE, SHLE. BE

s EDEie. BRICHELROBER, ABICKERREHMIBO ZMLrBHON, BHO
EHBLICHANERTSCCBFOAMERIIMM L Ic, —F. BRI LT, B EERO
FREROPFHSICER. BRI CHTORBENELIBZDSNiEd), RO EHA D
Bmas@H S5hic,

ULDERNOG. AV YT IIVBDOT v bAOREBECISELNHFUREBEIER S LU
piiRboh, BIBEJURRICHTIEROEDONT, WLEBERIT., i & L 150ne/ke
/day& R I iz,

2. EMRLERTH

BHYOXRERE, ZHKE., HIEMMH. HAER. FERHE. FEKEB, BER, 20K, bk
UMERBICELARRDo L7, REMICHLTH. Bl R HARK. . B
AR, RE, BBRSIUHELAHBAEAFRIC., HRVHEOREICER T AELIBDONLD -
72,

Licho T, BB OLETERES LIV RBNORECHT IBELBERE. LT H600
ng/kg/dayE R E i,
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AV YT INBIZ. TV ETREOHN TRV SNIEEOREME LTI < i bR
CEENETH S, AMER LT ANBEIEEREGOBFICSH D . L+ 2 BEE Mo
KoTAVYTIVE (X M) L 97V () —LE) $50RTNENEET 5. B
WELCBMBREE T TEA Y VT VMM, EEBRU T CHEYT RN ERE LS
COEIUNETHB7cD. LEFELTRAV VT IVBEBIIV7IARE SFHINT
W3,

AV YT RANVBOFEEIIDOT, Canelli® &, S v MiHiF 32 OILDs o HH5000ng/ kg
UET. 5y bBLTELEY Dby FRREEORS KL VB HEERBD SNl EHE L
Tb, Hammond 5 P ICK BV T RNVEMF P YV LDF5 w AR OB RERBRL L O RS
EHERBRTE. REBECEMS LURECRIZTHEREH SN T, Inokuchi s
B 2y PCEOBE LAY UYTINVBEECLE. FRSLICERICHH L. 20E—2
BRE%305 T, B5 LIc99%Bl EASKREAL E LT2UBMM MRS S . RERS5C L
STHMB. MIBEERINTOIEEMEL TS, £ MeBTH. RELEE LTED
DRSNS C EANBEI TS,

IORBRE. DB I REEREF L FWEORLBEAR T OS5 AD—BE LT, 4
VYT INBMOREEABRRT 50, EMLESDTH 5,

HEREM
AV VT RIVE T v PICREZEORE L., #S5PHAPICKR., BIRS L CA BRI H,
FYHOREBEREHEULT SN ICEMBEHRUEZRITT S,

HERM B LV HE
1. #%5YW™E (Appendices 1~4)

427 )V (CAS No. 108-80-5) . 2FE129.08, RE&330°C, AN INWIAF LT 3
Y TVAFNERFYA FRUBE, K. T/ THI-VREBELTOROBKTH S, KRR
A7 DHD (Dy M EF
FEE 99.8%) ZAF L. M (4°C) TERREUMEA L. WE D M3 Appendix 1iZ
AUlco Ao EBRYERERBHNYRETH > E2ME L (Appendix 2) , HEBYE
BEEELTRAI M (BBEREASH. oy FES KI5 Z2HOCTHEORSERAEICA
S3EOUREOBBBRICAK L TREBEEL, 1HOEREILIX/NGY L, FREE THE ‘,
i (4°C) THERRBRE L/, REBRBDIUCELTHRRRETHI I EVERINL
(Appendix DO T, W1 EFH L. HAEETHUNICER Ulc, /2, MIEERBICHYU L
HDIZDWTHH L, IERETHRINTOLAI EZEREL K (Appendix 4), Wb, HKERY
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BooaHmo 5L REED ST IWEFELUTEB LU 72,

2. B L L UM ESH (Appendices 5~8)

B IESDHE (Cri:CD(SD)) DSPFT v hE Mo T v MNIBEF v — LR - U N—KREH
(RSB BRI T RTI5) A S Eid 8 EMh. Hix 7 BB TMA (570, H57) L. 6 H
BMRBREIECH S ¢, TOMICREZF. REIVEHE T— RERRED B IF 75 #1550 1T
A OEB. HiE S ERTRBRICH Ui, REMBBOTFLEE (REGE) (. 1343
(327~378)g. H 223 (212~230)g TH » #o

5y M. BE 22£3°C, BE 55+ 10 % CEE - BEOHEL S : Appendix 5) . BAH
HIOEB L/B( A= AT Ly v ax7—HR). EU 12 WM (FH 6 WS, 5% 6 W)
RBELEAYT -V 27 AHME (1F) T, WEIICAF L LARE®Yr — J (276¥ X
426D x 200H(mo)) KINEF L. CHhERFVVAMEBROS v 7IKR UL THE Lk, L. X
RRBEOME. BAEDHE (AXFv—VR - ) S—BREH., KT T =2 (Dy b
F57.10.11) . S EO IR : Appendix 6) 2ANZR Y A—FKR— by -

(265¥ X 426D X 200H(mm)) IIXE Lico MM (ARBETZHRALH . BREAHS FURZ by 7.
oy PES 95.11.57. 95.01.62. 5 HEDOHITH R : Appendix T )&k (MENIREKEK
EFlunh—bF) vy D7 40 —RBEEN BB UTHEA. BRNEOSHEEE : Appendix
. THENREESIVADRKER T LRBBRKE (B A—Fi2— 1 Ur—Y0Ba)
KD BHERS . DURORE - REMTER. 5K - K - BEDHBOE RS &
e, BWORMBMMABLT. RRREOEEBCEBEREITERDNIRMBERO AL
B - 1o b D & B S hte, |

3. B U EEKEN

EHODYBEBHERSIIEE L, SHNOFHVOH Y FIRIKREHEE (REH) OKEIC
ESCBACERERMBEEZROTIT» 1o

HAUROUVMOBEEBENIF NN FECIDIFTO, Sy /8L r—JIKEBERALZM T
Lo

4. BEBORE (UHEAMC) | RRBOMERIIUCHEHk

BEEREFABRELT, v b2 —HER4CE L, 0, 30, 100, 300, 10003 & f2000mg
/kg/dayfi R EZV4HBRERORE Lic, BRETHOY M OXBPERILT 5 £ Tl I3
RE S, 300ng/kelE T, HECOREEVEICROPM S IVUBRMOE R, HITHE
Rogeitt . hEHMOME ., BHBORVME ., MBRFERLIT I VT F = L OHMNE
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» 5, 1000ng/keBE Tl 300ng/kgB TRV S BV BBICED O Nico X5, MM
KHREHOET. LB, THERETORKIZBALEO—RRBOEL. BHMERO MM,
MR EROBD . HICIFy -CTP. BALRFO—VH L TERY oM. EEORD .
MO, WRTHEREOREE0RY S hi, 2000ng/ke®E Tid. 1000ng/kgli T
BHOoNTMBECEHELS L CHEBEOZ N CEDSNiEh. EHICHES O
TY U OMMICEBEBDNSA/CHOETHEE. BB EROHM., BITHKE o boLE
VEBOEENED SN, RREMTOV T, 10003 & U82000ng/kgd & 1341 T3 B AL
Ligdh» 7z,

BEDBERENG . ARRICEY ZRERIOVTE. HEKREREBEORENTH SN
%600mg/kg/day % B @ AR E Uy LUF150, 4036 X U8 10ng/kg/dayd 4 B A E Ui,

RBRBORRZ. OBERSHGUT. SR, @4V Y7 X Vhi0ng/kg/dayit 58 (10
vg/kegBt) . [ 40 wg/kg/day 53 (40 ng/kg¥t) . @R 150 mg/kg/day 585 (150 mg/kg #).
® R 600 ng/kg/dayi# 58 (600 mg/keg#t) OS5 EE L,

WEHKZ, RERBEFERE LkgMh5nlE L. F7OVME Y UFEEF UEHE4
BULTA Y *‘/7}2)1/&0)0.2 w/ v (10 mg/kgBE) . 0.8 w/v%# (40 mg/kegBE). 3 w/ve# (150
ng/kgBE)H BN E 12 w/vEH(600 mg/kgB) %, MRS bR MBB 4B IO S HIZ44E . i
ABBOWE S H (41~488M) T, 1A LE(FWREORS Uk, SEEOREHER.
EEHOMEREICESOTEM Uic, SEBIKE. HRVHEOBERE LTAVIRF T <M
RIS L,

5. BEBLURE

1) BBYIcET 5 EA

(1) — Rk BRE

RSB P EE. BWOLTE. A, THECLTHE LK,

() RES & CEHRHNE

WEOMZR. BT ECREREE (RERBEINSLCEORETHHBTH L. &5
CRARSEEBREICHE U, 722 BOEE®RIE. EIRO0. 7. 14 HX 200 &
HOBBET 4 BIRME L, BHER. GEHEA ALY TEE E TO MO FH MR
BAERE L, EEEORKAEE. BER540 . BEWH 3 B -/. XEMETEE
WEAME LD 7o CHOEDMER R, BFLIRFACA b5 — B, PLI000)Z L e,
(3) ZEH & U5 Bk BB

WEISADFERIC. HO Yy —VKA—BAOBEANTIN L OMSEbEEAED . 140 M
AREE LTRRIMREANGE CREFAES €, XROERETY— A (9:3056)
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KT BRERSZ2CEBEPIEFURBSINCBZEROB L Ui, 2BKBOBEDS
RUBACITO., 120N ENBRINAZMEOBE L, REB LU BOBIES
AN, ERHICOVWTHEREIORERRILETOME. XBE ( (REBRNBVE/RAEDHY
H) x100) |\ Zha® [ (RESH/RKEBEMEY) x100) biommER ( (LR BEEN/E
IREER) X100) LoV R ABOMBBIALAIKODOTEHENR (EEH»SFRVER SN
HBHETOMMA) 2HELR,

4) BEKRBRBERE
HIE2OT, LUTOKREEEK L.

a. REE: RE5BEIIVCBUBICHHEREZER L. ABEE (402 - ZBEA K4,
TNTFA4RTF4y 7 R®) iICkBpH, i, # %7 WLy bk EYLEVBLKU YD
B =7 DR NREEFT 70 $70. Ty b ERBY - VIORE (2~3H) LTHE
FRIEOOLT, ABOBE., LEOHE (Vo bFHRADE. BHH) TS5 KRTKEOHK
# (URI-CELL®O ¥, r 7TV v VX I AT 0SS bik) 247 - o

b. MAEFHRE  HAMBEOERRNIBEPME TR ARG 45 B)OBHEIIZIT - 72,
BMIFEOMWEHOFBROISBIOREL, KOAERS L, BB —F VKRBT THBELT
BREBEREDITTO, UTOHBIROOLTHRELR, . FL/-MAHEII3FEHL. 20—
B8/ VBT MY LB THEBHMIEAR LU THEA®.,. oo EVHRBLUER
2 b0 RS 2F EEOREI.. —5iE. EDTA-2KAH U TZ ofbo skt Ui,

HE (%) e W E B
@ # i ¥k % (RBC) - BRI L K
@i & 5% & (Hb) A2 &l W RN
ANESoE Uik
@2 b7 Uy MEACHD AV R i
@ 35 7% I 3K 725 % (MCV) ErRc A LHHBH MK
® F ¥ 7 i 3K it £ 5% & (MCH) EL A #E (E-4000 %@
® ¥ 7k i K i £ 5% 3% B (MCHC) e E EHETF (%))
@ B M EK# (¥BC) BEREMRBHAR
®m /MM (Plat.) BEREHKH AR
®@ 4R ok o Bk ¥ (Re t. ) Brilliant cresyl blue
’ RELCBREERXDOER
@7 o bortE ERPD Quick— B ik oA & E B8 e
OFEEAES oy RKTSAFy 59V VBEHRILE = E (KC-10A : X
b5 R CAPTT) T ANV TH)

fiis\ BM¥XELPREERICMBBREEZRZERLULCE, AMEKRBIZEAIBDS NI 5
feledh. BIBEBEB LU - 120 .
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c. MBMAEAFRE FMUALOBEO—BAroMmiEZLML. ROHBZWMEL 2,

HE (B&S) o 8 B Bl 52 B 25
@ &y 7 (1.P.) Biuret # b
® 77 I (Alb.) BCG #:
® A/GH (A/G) HEE
@ 1mHE (Glu.) 3 373
(GK'’ -G6PDH®’ -UV %)
® rYTYESTAF (1.G.) BRE
(LPL®> -GPO*’ -POD®> %)
® #alLAFo—) (T-Cho.) BERE
(CES® -COD™ -POD %)
@ w®wEYLEYr (T-Bil.) Jendrassik ik HieF BB 4T
RFEFR (BUND Urease-UV ik i@ (JCA-VX-
® /s7VL7F=r (Crea.) Jafféik 1000 B2 Y 5
@ GOT (GO0T) SSCC* & SAH¥—: BX
@ GPT (GPT) SSCC # B HR)]
® v-GTP (7-GTP) SSCC &
® ALP (ALP) GSCC®’
® ANy L (Ca) 0CPC #:
® EEY > (P) %’ﬁ“”-XOD”’—POD;’é)
® +bVUvns (Na) A A v B \ EREEH A
® #YvL K 44 v BRI 3@ (NAKL-1:
® #EF CD 44 v BRIE ) REBHRITEMG)

1) FYradxr—+€, 2) Sa—2R6 ) VEBRKERE. 3) VRToFq1
Y)— g, 4) FY kDY UBBIEEE, 5) LAY S—¥, 6) TLRT
D VIRFF—€. T) AVAFO—LAFV¥—¥, 8) AAHVIFETH
EALZL. 9) FAVEEEES, IDFYVYRILAY ERRT 205 — ¥,
1) ¥4 vFrvAFvy—+
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(5) RE¥RE

HOHERREVE LURERARLBMIBMCHE VT, HOFEBRBMIIHE 4L B0
BRTHRIC, RERARIOMIIREHELRT 8%, 2BFEEH2BETHIHRBBEDL NI
ot OVWTHGBRTFED4 HR I, HEHMP2RPRECLABRIARCHER s L
Hic, WFhbz—FABBRTTROBRL. ROBEEEREL 2.

a. HR:2EHEEBREEHNRNICEE LA, aoic, itoWTiR, HHROHAEMBLUTE
OERMEFA~N, BRE ( (BRR/HEEHR x100) 2HEL o

b REEBAE : BFLEMRF (2 F5—%. AT 2002 HAWT, M OB, TEE, HRRK.
L. . B, BB, BIE. MRSSUREORRE. MR LEZNE (BMYEBR) L. W&
Bl (HMEE)2BEH L, BR. I8, BEBIUBRLARELGE LT, TEEAB L
CHRRBEERICHEL 7o

c. REHB¥RE  ROBEEHEML. 105y vBEGF v ) YIRBERBLUTHEHEL
hod 77 ) TEEL o

R TEAE, BER, ~— 75—, FRE(ERMEEE), BER. R, KF. i ([REX
2E50). OB, &, BE. §. B. TR, BEB. BB, I8, BB, B, R, B8 L&,
RIAR. B . B, FE. B, X#Kk MK, B4 AN, BERAX) . LEHE. & -
B (Mg, KBE). VY cmHGERY vocof. BEEY v oof) . BEHB(TRZEB) .. K8
(B FLBRER) . ARG ERFEBMA

FEASYRER. SBES X U0Mmg/keBHO2R. RSV RBOBORE S L UiElk DK
MLl BLOHENMb2EMRT LA oM. TEA. FRR. EE/Mk, KR,
O B . B, 318, BE. 8. M3 (288 - =B - BB . KB (58 - %8
-EB) . BB, B, B, Vv om. RBMRERAM. S5, ETIRER. B LG,
BIZBR. K . METIRIE, TE. B, LRIV TIT-> 7o 10, 408 L U150ng/keEf O H IR
DRI Led Tk, 600mg/keBTHEMBELEA L L {LoBL SN DO BR. B,
BE. Mok, FRBLUVNBNETRMEREL 72, MBEAOEH . HAL&LHKR
ZEHATEHABERTRR2THSLI-1) CRALTEEL, FECW < 57 4 YVIR%E
ERIL. H-E RpBEB LA, £/, WBEVEEET D, —HOMOBRIc >V CTIRIEHE
B (XFYI) 2T - 1,

2) FmERICHYT2HEE

(1) ER¥EBLUOHEOHER
RBETORDRHEEOERY (FREECROAE) 28X, 9BE ( (RHERK &
RE) x100) 2BEE LR, . WAZIMMLEMRECRBOREICLVHFEL. B0
HHEEHL o
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(2) AXREB LU —FRENE
SRETHE. FERCODVWTOENEEUCAROREEBE L, $4h. BH—MBREB X
UHETEERHRL. AR ( (HERIHERK RHUERK) x100) BXUHEREER
((HE4AHERY HEERIBLERK x100) 2RH 1,
(3) LEHIE
FERCODVWTHEOHBIVAHIKHENCRBECLOBBEEZRAEL, 1 EYpoOF
MEEEEHL o
(1) REERE
RCARZOBE. EEFREHORIR (ME4H) Kx—FV - Juopi VATHBRRES
¥, MEBcBI2TERIELNBRNCBERL 7o

6. Mt

BoWhYHES S VWRHEEIC Y VWT, MBERLOMOFEE (BARES BLLT) 2ROA
ETREL .

HhE, BEE. OEFESLUVMBEELET—7. SEER., #HEX. FRE. TRUEBE. B
REIZED/F A FY » 72 F—4513, Bartlett ONBMBREEIT > 1o HEHF—BLBBEEZ—T
EBEONHSFT 2TV, TOERERELEDLEE. Dunnett ¥ 7o idSchefféik (BHOK S
SHRTHBE) RO HBECNT 3BBOUBRELT > o PRSI —RTRVIBERS
CIBERE, AR, iR, FEREGR, RREOEUNT s R ED/ ve53 4 F )y
7 #— % tkruskal -Wal lisOIERREEGT V. ZORBEEREL RO IS, DunnettiE 2
Schefféik (HOKEZIWERZES) CLoMBRCHII8HOLBRELZT - 7o BHEM
OEER, REE, ZHE, HER, HERO#HL, —MKEBEOELLB LIUVRBEAREMND
HEREZEDOHFTYVALT— ik, x* REET- ko BH. FEEZHEESHEEC 2
HoH, WBMEOXESZILOBEOZL LTHASHRC VTR, F—s2#EHEL
TI2DAFTY—LL, REL o

HEBHER

1. REEEEH®

1) T (Tables 1,2, Appendices 9,10)
REURBSHOMME L I DAL - 1o

2) —R¥IKEE (Tables 3,4, Appendices 11,12)

FRERILSERBEICBWT., REROBEHA600ng/kgBED 10T 9 LB H S, Sk
LHEELIETFCH > ic BT H600ng/kgBE T, FRBIROPEMMIOE D IRic@B o
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DPYIB B4, HEOEFEBRB2RMIEAD SN, ChSPA I OMREICE/LNED S h iz b8,
RERBEL. ABREFENRTILTHE P o0 100 0B X UF150mg/ ke TR D SRR
RIULEZSUCHERAKRILOWG 2 VWIHERSRECOBICE., BERED SO M - 1o

3) {kHE (Figures 1,2, Tables 5,6, Appendices 13,14)

HicBWT, 600mg/keBFOREVHUBOGBERMBR LI~ THERE@EEZRL., #5H
HMhroEEEMBRERICEDL o

o Tik, RBRHFRLIEMRZBED Shigh > o5, 600ne/keBE THEH MG kB
FLABDT2RBBH SN,

4) BHE (Figures 3,4, Tables 7,8, Appendices 15, 16)
600mg/kgB¥ <. WHRIEE5 90T T, HRIIES51H, BRIDBLXUVHEBIHOBERS Y REZ
THEEGICSH » e, FREEALTRIED » 1o

5) WDRMEAE (Table 9, Appendix 17)

1508 X UF600ng/keB¥F T, ROBEB T 2P BERICHM U £/, 600mg/keBE T, WA DR
MKBLXCHMROFELRHNPBED SNl E5IC, 40,1508 X U600ng/kgBF OB P IC X
ZCREREZETIHEEVENZ Do, TOBBRKPTHEBLAHBYALIELMLLZ D
TH» T

6) oMM FAr R (Table 10, Appendix 18, &/ ¥ — % : Appendix 30)

600mg/keBf T, RMERK. MBEREBIT~A<,2 Y » FMEOEERROBBEH St F
HMAMRER. PHANRODERBES XCEHAMKRMNBERBECIELEZD Shd., BK
RMBRBIYMER IS - edd. BEBEITRA L » %,

7) oMK AEIZEFRR (Table 11, Appendix 19, H® 5 — % : Appendix 30)

§00mg/kgBE T, REEZBIUVIVPF=voOBEBRREMRSVICF PV Y ADERERD
BEHONT, BB, T, - CIPBLU VI -2 R ERESBD NN, WFhbHE
WEARELTEL, $LERF- B AEREHANOER TS - 7,

8) &R E (Tables 12, 13, Appendices 20, 21)

HIRERILEEALHEICB VT, 600ng/ kg CILFERBOBLA BEMTIL, BIBDOREIE6
PCicaan o, D LEELETFE -tV TH, 600mg/kgH IR B K,/
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BEBL2f, BIB0RBENELEDON, 5. WROBEHFRIMNBHEHEZSU150ng/keA T
ODETI~ILcRBOonlcDicxd L, 600mg/kgBF CRRAIL &N 2 HBICH » 120 BRI
EEUHRARIOMICEWTI, HEE SERBDOSNLED 70 40B LU 150ng/kgBE D
BB oD BREBELERECOIcEVWTR., BIB0BEAHEBEL TRD OO Ed,
g/ ke ORI THEBLIERHYORR LBELDOI2BBONEYICL280RE L VABOE
fEBZvoti, DUEOMRUAROEMNARBOSh D, BERKRENTR(REARLE, -
o

9) BEER (Tables 14, 15, Appendices 22~25)

600mg/keB¥ CHEEICER BN B LUVHENER., BIBOMHNER. icHBOoHEMNER. I
KHROEMERBOFRRHMBRD bk, £/, BOTEME 150/ keBt T B L UMM
EER. 600ng/kgBH CHNEROFRUIMMB B O, BB, HOFE. HOoFRBB LU
TEACOEERZNBED SO, ABRKRENRENLTRED -1,

10) WHEHKFMRA (Tables 16, 17, Appendices 20, 21, Photos 1~14)
WRYHEORSERNT 2EEX5n 322, 600ne/keBE THEME O B, BEIE. BT B &
VDK IcZ® S i,
EiRERIZESERBERBVWT, BRICBIOEPL2P I, 2 70 YEETUOEBRORME LR
BED SN, RMBEOHBRREMRME. RBEEBLIUVAHABCRD oh, EMRMBE bIL
BT AR ~Teo ZLORTRUELROBRBLIUBIER. BEGEELSLIFIER
BREEOHMM. BEOBMEL, HECHPROBEBEEHE->TH0, HRLLRAE IR
B L7 PERMECBEEBOSRIAD o, $/. REPORBERBIcHIT T, SLE
HEBBONBP bH -7 BRICIBBEOBEESIRCED Sh, TOHD IO T
KRFPHROBEPBD S, BIETREERKTHEBOZERLY., MBI LT
EHWMUT. A LEBFGERA TS - lfics VT d, BRI EBROZ(LH 10T 2P
Bovohtcizdh, EMREE LROZBERMSCIKES S $7. BRI RIEOBER.
BB iciEREHEoZReSVWTFh st BD ok, S5, MRCRIRKEOERIMH
BiIcbltB o/ 5600mg/keTRICICEDON, BEROHMEABIBNED Sz, 600
ng/kgBE DS TDO (L iz, WHRBOF TR THEdD > oo RERKIL D 40ng/kgBE D 1% Tt
Hicibir@s oh g, HicIMicnEM > RERBRRBERIBD Sh i, BIRARILO
10mg/kgBE D2 ic B VTR, MOILICHAAKESRD SN BT BEREILT. Zofto -
MECBRERBD o bofo HBBRLRFET OB L U150neg/kgBFOHER 1L TR, BIE
FEERSHMEOERSEBLTERD SN E,. 0ng/keBE OB T ® & OB AR
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- ——————t—

MELRORBWHEE REKBOUSA MBRKEDOEMAE, 150ng/keBF ORI THIBRTE LK D
BERBRBD NI MEOTENR, LHMBARBE. HOALRCREFRBHLSh X, - 7
DEomBUA R SEALRBBD S hicds, ARKEHIBD SNad - oo

2. EMBEEKE »

1) BB icRIiZTHE (Table 18, Appendix 26)

(1) RERBLUZHER

TR 40ng/keBOIXMERVTEHORAMICHILL, RUCET 2 HMc dbHRIEMLZR
Do o>Tco ZRHERH10ng/keBE X805 TH - oM, HBEESCHOBHRLTINT S » 1o

(2) HAEH. BERBBLIUERR

BEYHBRSEHILEVT, HEN, ERBBLUVBERERIWNBH IBEMULEEZRL. &
BREABZZED SHILd - T,

(3) HERPB L U RYRM

HERR, WEESIUVERMERERHEL 1005TH > 7o B, 150mg/keBF D 10L I35 4
BERKICZEBETLTWAY, TOXEL0AORRREMTLI bERICIAKRESZD 5
el e, ZLRBERRTSIVEEREIWAL O EHM L, BIRMMIOFERRE
LRED SN D > oo

(1) DEBLUHERE

SBREIC>VWTR, EBEOVWTFLOBYMICORERBO oL e BEREIKOWT
b, FIRDOBBRERCKLEEFPATSIVRBREN L LEDLDN S 150ng/keBED 1L B X UHH?
HETREBWET Lcdng/keBF 01 BB Shich, ARKENBEILTRZL HEBRY
BoRBOREEZRBRIIRERIRBD SN, o

2) FARCRETHE

(1) EFEMH B X UEE (Table 19, Appendix 27)
BRYERSEHOIESL Y ORMERY,. HAERY, HESR, ik, HEIHOFERS
VICHEIHOAFRBIUEFELR, WIFhbHBBLERTHEFRLEE(LSED SN, FE
RO—MREBIOSBFREDONE D - 70
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(2) J2HE (Tables 20, 21, Appendices 28, 29)

ARRF IO VWT, BBV BEL X U150ng/keBORIUTICED SN, HBRMEOK
BrRBETILZION2RERBOON Ao WEEERVWTHORGMicED S h
R otie NBERICOWT S, MBEOHMER, EHHRERS 2 VBRI ESKBHM
BEETHEG IR LEBRYERSEBETI~6E (1. 1~4. 2% 0HEEAT, H8EELRED S
DN o feo

ERBLUER

1. REREHH

HBEOCHRHME . BRBIUVBER NI 2 FUHLER SV oMERSEI LN S
ZAbAe00mg/kgBticBw ol 150mg/kgA TOH TR, BV HEHOR S L L 2EHBEEE
ZAoh 3R, BHohlidboste FHLABRBRYHEHLEDLDLIRTOEEMERLB LU
150mg/kgBic RO SN WB, ChoDHBTRAEARKIKEELELNIELEE > TV Ho
7o

THRbLBL, 600mg/keBET. BRICBEVWTR, HIRCTEA, BEBLXUVEROHNLERL S H
Too HIBEMICR, REELEOEE., BMEBIUV T LIROEEERB T 2REBE O
REHBMET BENATH - o
BRBIUVBHROHMBEATCIERVEOELERHBRETE N>, RicRiFH L2
BYBELEDLDNIERYEANED Srlc, CascierioP R 7ANVBF LYY 4DF 5 bEX
V29205l HETIEREI. BRTHHELAA VYT VROBRICX2E
HREBBILEZ I EA2HELTVE, ARBRCBVWTRAD LW EBRBB L UEROZ(LL. R
BENTKSOBRICH - TIHHBLAKBYEOERSERME L LTERALTRALLS
DEWEEINE, FUULLEARI V778, 2 F v v RETOHESHLTVEY,

T, BRRicbBOTH, BT 2 RIGHEMBEZEA SO IMBLROBERBED 51
oS, ZAERBRBICLRTEFELLDOTH » o

MigEoBEHMTRD S REROHM., EHOREBETCEY S AREENFRMEKL L UH
mMERoOKMN. MBERZEEBLTILVTF=voliM. 7tV Y208 R, WFhtE B
BOZL(LLBETERREEIA OGNS, £, HBOBMAR G, BB LCHRBICEMER
WNE2HEBLRMBBEEAEERB T IE/ABEDONLr el eh s, BESNABES
(BRE»oOHMicksbDLEEINS,

HiEOBEHWE b, BEORELUVHANBEROHNSRY o, HRERRFARICELD
BinERR T2 LB EBY¥NcBEINT . . BETRMREEOEHR I 200N
FAHEMBIICH » 1o BIBBLUVRBOTILR. AV TANBOBUHEE KT IR L RLE

- 12
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B U 7 = k80 A & MM & 1 B

CHSOEMIEMAT, RETREEMNOMSIH. HBICEWT b AEOTHETRER
BEARBOD SN - bDOHET 20BN,

RE, BREERSEEBLILERT/NE D >7:600mg/kgBE T BRI TEE B X OB, 2K
OLUFH LM ERSHML, FEAEROE(LIR150ne/keBOM I B SN, Chb
DEECHEMRENLLRED SN b oo LEMsT, FEE, BESLUHKOBRE
CRECHGEOTICHES FRT, SEEELFRY 5L THRL & HIF & hi,

BEDEBDS. AV v TIVBOS » b ~OREREIC L 2 ERNERFBIBRE X OB
BricBooh, BIBB L UVMRIc T 2 ELRO O, BEERIIMIME S & 150mg/ke/day
EHFE SN,

2. EMRAFH

EHBIUOBBoLMEE LT 2BRMEORS c LB icowT, BELAKEEL D
WHEEEUEREERENIBOO OB h T, . REBMORACHT 2B LTS,
BHEBRBDOLNIEM T
REBLUVRIROLKIL O, FBREBRPECT L AR SRER & I MBRICTHIZE L 745,
W GAEMEORE L RR I 2RBEFNTRERBZOo T, BRERARELEZL ST,
ULo#ER» o, HEHSMOLMES XCRHYORAE T 28 12600ng/ke/dayiR 5
CE-TbBHOLIYT, BHREBIZVWTH b600mg/keg/dayEHF I Nl

% ik

1) Canelli, Amer.j.Public Health, 64, 155(1974).

Z) N.Inokuchi, R.Sawamura, A.Hasegawa and G.Urakubo, FEisei Kagaku, 24(1),49(1978).

3) B.G.Hammond, S.J.Barbee, T.Inoue, N.Ishida, G.J.Levinskas, M.W.stevens,
A.G.Wheeler and T.Cascieri, Eaviron.Health Persect., 69,287(1986).

4) L.M.Allen, T.V.Briggle and C.D.Pfaffenberger, Drug Metab. Reviews,
13(8),499(1982).

8) T.Cascieri, S.Barbee, B.Hammond, T.lnoue, N.Ishida and A.Wheeler, Toxicologist,
5,58(1985).

6) 2 HF, " BUHHBEE -FSUHREE", Il BE, K B8E€ & HASHN,
HH, 1991, pp.267-293.
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Body weight (g)

Fig.1
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Body weight change in male rats treated orally with isocyanuric acid in the combined

T T ' T T T 1

8 15 22 29 36 43 44

Days of treatment

repeat dose and reproductive/developmental toxicity screening test

Significantly different from control (*: p<0.05, **:p<0.01)
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Fig. 2 Body weight change in female rats treated orally with isocyanuric acid in the
combined repeat dose and reproductive/developmental toxicity screening test
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Fig.3 Food consumption of male rats treated orally isocyanuric acid in the combined

repeat dose and reproductive/developmental toxicity screening test
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Fig. 4 Food consumption of female rats treated orally with isocyanuric acid in the

combined repeat dose and reproductive/developmental toxicity screening test
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Table 1 Mortality rate of male rats treated orally with isocyanuric acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg) » 0 10 40 150 600
No. of animals 10 10 10 10 10
No. of animals that died 0 0 0 0 0
Mortality (%) 0 0 ’0 0 0
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Table 2 Mortality rate of female rats treated orally with isocyanuric acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 10 40 150 600
No. of animals 10 10 10 10 10
No. of animals that died 0 0 0 0 0
Mortality (9 0 0 0 0 0
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Table 3

Incidence of clinical signs of male rats treated orally

the combined repeat dose and reproductive/developmental

with isocyanuric acid in

toxicity screening test

Clinical sign Dose (mg/kg) 0 10 40 150

Fate TK (Total) TK FP (Total) TK UC (Total) TK (Total) TK (Total)

No. of animals 10 (10 g8 2 b 9 1 a®» 10 a0 10 Ao
Reddish urine 0 O 0 0 (O 0 0 W (1)) 9 @©@*
Chromodacryorrhea 0 O 0 0 W 1 0 @ 1 @ 0 (@
Ptosis 0 0 0 W 0. 0 O 1 @ 0 O
ilopecia 0 (O 0 0 W 0 0 W 1 D 0
Loss of upper incisors 0 W 0 0 W 1 0 @ 0 (O 0

TX -
e -
FP :

*%k

Terminal kill
Animal with unsuccessful copulation

Failed to cause pregnancy, killed at the termination

: Significantly different from control at 1 % level of probability
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Table 4

the combined repeat dose and reproductive/developmental toxicity screening test

Incidence of clinical signs of female rats treated orally with isocyanuric acid in

Clinical sign Dose (mg/kg) 0 10 150
Fate TK (Total) TK NP (Total) UC KL (Total) TK KL (Total) TK (Total)
No. of animals -10 a0 g 2 0 1 1 10 9 1 Ao 10 ao
Emaciation 0 (O 0 0 W 0 0 (O 0 0 O 4 @*
Reddish urine 0 (@ ()] 0 0 O 0 0 3 @
Decrease in locomotor activity/
piloerection/hypothermia V(1) 0 0 0 0 0 0 W 1 @
Soiled fur | 0 ©® 0 0 00 ® 00 ©® 2 @
Alopecia/scabbing 0 O 0 ¢ O 0 0 O 1 0 @ 1 O
TK : Terminal kill
NP : Non-pregnant, killed on 26 days after copulation
UC : Animal with unsuccessful copulation

KL

* 2

A

: Killed because all pups died after delivery
Significantly different from control at 5 % level of probability
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Table § Body weights of male rats treated orally with isocyanuric acid in the combined
repeat dose and reproductive/developmental toxicity screening test

C.g >
Dose "Days of treatment
(mg/ kg e e e e e e e e e e e e e e e e e e e e e e e

Gain
1 8 15 22 23 36 43 44 1~44
0] 343 376 408 435 463 480 503 505 163
+= 13 += 21 + 28 + 30 + 35 + 40 + 45 + 44 += 33
(10 (10 (10 (10 (10> aao 1o (10 (1o
10 343 390 431 458 4380 511 525 528 185
+ 13 + 15 + 14 + 15 + 16 + 15 + 22 + 22 + 20
aom ao (1o (10 (10 (1o 10 (10 (aaom
40 343 383 420 449 478 502 511 514 171
+ 12 + 21 + 26 += 26 += 27 = 28 + 36 + 36 + 27
(1o aao (1o (1o (1o aom (1o 10 (10
150 343 385 422 443 475 4889 514 518 174
+ 11 + 11 +* 18 + 26 + 27 = 36 + 40 + 42 + 34
ao (1o 10) (1o (1o aao (10 (1o (1o

600 344 358 391 402% 425%% 453% 46 1% 464 120%%
+= 12 + 30 + 25 + 20 + 18 + 25 + 30 + 33 = 27
(1o ao ao (1o ao (10 (10 aom a1

Each value is expressed as meantS.D. and (number of animals examined).
% : Significantly different from control at 5% level of probability
¥k : Significantly different from control at 1% level of probability




Table 6 Body weights of female rats treated orally with isocyanuric acid in the
combined repeat dose and reproductive/developmental toxicity screening test
(g
Dose Days of premating Days of pregnancy Days of lactation
(mg/kg) - - - e T T T T e e e S e - ———
Gain Gain Gain
1 8 15 1~15 0 7 14 20 0~20 0 4 o~4
0 223 246 265 43 271 311 353 451 180 330 345 15
+= 5 += 10 + 13 += 11 + 11 £ 11 + 12 + 16 + 10 + 22 + 16 + 16
(10 aom ao (10) (10 aaom (o 10 aao (10 (1o (10
10 223 240 258 36 265 302 344 436 171 316 336 21
i += 5 + 10 + 11 += 10 + 16 + 13 + 15 + 18 += 12 + 24 + 17 += 17
%3 aaom (10) (10) (10 ( 8 C 8 ( 8 ( 8 ¢ 8 ( 8 C 8) 8
40 222 247 263 41 273 314 358 456 182 338 358 16
= 5 + 9 + 11 += 9 + 7 += 6 * 8 =13 + 16 + 28 += 14 + 20
(1o Ao aom (10> ( B « « 9 (Q°)) « D « D ( 8 ¢ 8
150 223 245 262 38 274 308 346 432 157 343 350 4
+= 4 += 7 + g = 6 + 13 + 10 + 15 + 34 + 31 + 18 + 16 + 10
(1o (10 (1m (1o (10) (10 (1o (1o 1o (1o ( 9 « O
600 222 227 252 30 261 231 337 4293 168 309 307 -2
+= 5 + 28 + 19 = 17 +* 17 += 23 += 19 + 26 + 18 += 27 + 38 + 25
(o (10) (10 (1o (10> (10 (aao 10> ao QY1) (1o 1o

Each value

L¥0-G6 °ON Apmg

is expressed as meanxzS.D.

and (number of animals available ).
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Table 7

Food consumption of male rats treated orally with

isocyanuric acid

in the combined repeat dose and

reproductive/developmental toxicity screening test

(g/rat/day)
Dose Days of treatment
(mg/kg) -————————————————e - ————— e e ——— -
1 8 22 29 36 43
¢ 24 27 28 28 29 27
+= 2 + 4 + 3 += 3 + 3 += 2
aoe (10 (100 (Ao 10> (10>
10 25 30 27 28 27 26
+ 2 + 2 + 1 + 3 += 3 = 2
(10 (1o (10 ao, (10 (10>
40 25 28 27 27 24 26
= 3 + 3 + 2 += 2 += 8 + 4
(1o (1o, ¢ 9 ao (1o, 1o
150 24 28 28 28 27 28
= 2 + 4 + 2 + 4 + 3 + 4
(1o (1o ao aom (1o @YD)
600 18 24 24 24 28 27
+10 = 6 =7 + 5 += 3 + 5
(ao (1o (10> aom (10d (1o

Each value is expressed as meantS.D.

and (number of animals

examined).
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Table 8 Food consumption of female rats treated orally with isocyanuric acid in the
combined repeat dose and reproductive/developmental toxicity screening test

(g/rat/day)
Dose Days of premating Days of pregnancy Days of lactation

(mg/kg) - - e e e e e e e e e . e ——————— e

1 8 0] 7 14 20 0 3

o 19 20 20 25 28 23 14 52

+ 3 + 3 + 3 + 3 += 3 + 3 +10 + 8

(10) o ao aom aom aao aaom (1o

10 17 20 19 25 25 23 17 49

+ 3 + 3 + 2 += 3 + 3 + 4 +11 + 3

(o a1 « 8 « 8 « 8 ( 8 « 8 « 8

40 17 21 20 26 27 25 15 49

= 3 + 3 + 4 + 3 + 3 + 4 +10 + 6

aom (1o Q)] « 9 Q")) « C B « 8

150 18 20 20 24 26 25 11 42

+ 3 + 4 + 2 + 3 + 2 + 3 + 7 +12

(1 (10D (1o aom aom aom « B ( 3

600 16 18 15 23 27 22 12 37

=5 += 6 + 4 = 7 + 4 + 7 +11 +22

ao aom (10) (100 ao (10 (10 1o

Each value is expressed as mean*S.D. and (number of animals available).
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9 -1

Urinary findings of male rats treated orally with isocyanuric acid

Table
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose No. of Color Cloudy Specific . pH Protein
(mg/kg) animals C PY Y PB -+ gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — 4+ttt i+t
0 10 4 3 3 7 3 1.050 a) 1 t 1t 2 5 2 6 2
+ 0.021
10 10 3 5 2 5 5 1.06 1 4 5 5 4 1
+ 0.031
40 10 4 5 1 3 7 1.051 2 2 4 2 10
+ 0.019
150 10 1 5 2 2 10%x 1.056 2 3 2 3 5 5
+ 0.018
600 10 9 1 1 9% 1.033 1 1 4 1 3 1 9
+ 0.012
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(ng/kg) animals — + + ++ +++ —  F+ "+ 4+ +++  — + 4+ 4+ +++ 0.1 1 2 4 — 4+ "+ +++
0 10 10 4 4 1 7 3 10 10
10 10 10 1 6 9 1 10 10
40 10 10 5 5 8 2 10 10
150 10 10 2 1 9 1 10 10
600 10 10 6 4 7 1 1 1 10 10

a) : Mean*S.D.

Color :
Cloudy :
Protein :
Glucose :

Ketone body : g1b
Occult blood : —(negligible), *(trace), +(slight),
Ehrlich unit/dl

Urobilinogen : 1ch
—(negligible), +(slight), ++(moderate),

— (negligible), +(cloudy)
—(negligible), *(15~30mg/dl), +(30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
— (negligible), *(0.1g/dl), +(0.25g/dl), ++(0.5g/dl), +++(1lg/dl)

Bilirubin :

¥ : Significantly different from cor*rol at 5% level
xx : Significantly different from co.

2ol at 1% level

C(colorless), PY(pale yellow), Y(yellow), PB(pale brown)

+++(marked)
of probability
of probability

—(negligible), *(5mg/dl), +(15mg/dl), ++(40mg/dl), +++(80mg/dl)
t++(moderate), +++(marked)
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TabIe 9 -2 Urinary findings of male rats treated orally with isocyanuric acid

in the combined repeat dose and reproductive/developmental toxicity screening test

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams Others
(mg/kg) animals — + +t+ +++ -+t t+t - + ++ +t+ = 4+ = 4+ = 4+ 4+ ++4
0 10 10 10 1 4 4 1 10 10 10
10 10 10 9 1 2 2 5 1 10 10 10
40 10 10 10 4 4 2 10 10 6 3 1
150 10 10 10 1 3 5 1 10 10 5 3 2xx
600 10 7 1 1 1% 5 1  4dxx 4 3 3 10 10 2 5 2 1xx
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(ng/kg) animals — + ++ +4+ — + ++ — + ++ -+ - + - + — + tt
0 10 1 38 1 10 10 10 10 10 10
10 10 1 4 5 10 10 10 10 10 10
40 10 1 9 , 10 10 10 10 10 10
150 10 9 1 10 10 10 10 10 10
600 10 10 10 i0 i0 10 10 10
— : Not observed; + : A few in some fields; ++ : A few in all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sa(squamous) G(granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ans(amorphous) S(spindle) W(waxy)

Others(crystals considered to be the test substance precipitated from urine)
x : Significantly different from control at 5% level of probability
*% : Significantly different from control at 1% level of probability
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Table 10 Hematological findings of male rats treated orally with isocyanuric acid
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose No: of RBC Hb Ht MCV MCH MCHC Ret. WBC Plat. PT APTT
(mg/kg) animals (10*/px1) (g/dl) (%) (f1) (pg) (%) (%) (10%/p1) (10°/41) (sec)  (sec)
0 10 805 14.9 43.7 55 18.5 34.0 26 69 133 13.0 19.4
t 47 * 0.4 = 0.9 * 3 + 0.8 * 0.4 *+ 10 * i4 * 18 * 0.3 £ 1.5
10 10 806 14.9 43.9 54 18.5 33.9 26 71 131 13.3 18.5
+ 29 + 0.6 * 1.3 + 2 + 0.9 % 0.5 + 7 + 16 * 15 * 0.4 * 0.6
40 10 821 15.0 44 .2 54 18.3 33.9 23 79 137 13.3 19.86
£ 29 * 0.5 £ 1.4 * 2 + 0.7 £ 0.5 + 7 + 34 + 9 £ 0.3 * 0.8
150 10 804 15.0 44 .0 55 18.6 34.0 21 59 1386 13.2 19.4
* 28 * 0.4 * 1.0 * 1 + 0.3 * 0.4 + 5 + 12 + 9 * 0.9 £ 1.0
600 10 TH2%*%  13.6%*% 40.5%% 54 18.1 33.7 32 72 147 13.3 18.9
* 32 * 0.5 £ 1.4 +* 1 + 0.4 * 0.5 + 18 +* 20 + 10 * 0.2 + 0.8
Each value is expressed as meant$.D.
*¥* : Significantly different from control at 1% level of probability
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Table 11 Blood biochemical findings of male rats treated orally with isocyanuric acid
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of GOT GPT ALP ¥y ~GTP T.P. Alb. A/G T-Cho . T.G.
(mg/kg) animals (IU/1) (1U/1) (I1U/1) (1U/1) (g/dl) (g/dl) (mg/dl) (mg/dl)

0 10 57 33 257 0.34 6.21 3.14 1.03 70 73

* 5 + 5 + 68 + 0.14 +0.15 +0.12 + 0.10 + 16 + 31

10 10 52 27%% 261 0.25 6.27 3.20 1.04 83 83

+ 4 + 3 + 47 + 0.20 + 0.24 +0.21 +0.12 + 17 +* 40

40 10 50 27 %% 240 0.70 6.33 3.26 1.07 71 83

+ 4 + 3 + 50 + 0.78 +0.17 +0.186 + 0.08 + 10 + 34

150 10 53 28% 262 0.50 6.35 3.25 1.06 76 88

+ 10 + 5 + 57 * 0.43 + 0.23 £ 0.10 + 0.07 + 14 + 37

600 10 55 27 %% 254 0.68% 6.21 3.18 1.05 85 69

+ 7 + 5 + 38 +o0.21 +0.26 +0.14 + 0.10 + 11 + 30

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEq/l) (mEq/l) (mEq/1)

0 10 141 0.30 14.2 0.57 10.1 7.3 142.9 4.20 101

+ 14 + 0.02 + 2.8 £ 0.05 + 0.3 + 0.4 * 0.9 + 0.25 + 1

10 10 156% 0.28 13.8 0.57  10.2 7.2 142 .4 4.38 101

+ 11 + 0.03 + 1.4 + 0.05 + 0.3 + 0.6 * 0.8 + 0.22 + 1

40 10 151 0.28 12.0 0.57 10.3 7.5 143.0 4.13 101

t 9 + 0.02 + 1.0 + 0.05 + 0.2 + 0.6 * 1.1 + 0.19 + 1

150 10 155 0.31 13.3 0.58 10.3 7.3 143.2 4.22 101

+ 17 + 0.03 + 1.1 + 0.05 + 0.3 + 0.7 * 0.9 + 0.31 + 1

600 10 140 0.29 38.2%% 1.08%x% 10.4 8.5 141.6% 4.46 100

+ 6 + 0.04 +12.8 + 0.37 + 0.2 + 1.4 1.6 + 0.44 + 1

Each value is expressed as mean*S.D.
* : Significantly different from control at 5% level of probability
*x* : Significantly different from control at 1% level of probability



Table 12 Incidence of necropsy findings of male rats treated orally with isocyanuric acid in the combined
repeat dose and reproductive/developmental toxicity screening test

40

600

K UC (T

1 (10)

(D
(10)

_LI_

Dose(mg/kg) 0
Fate K ()
Organ : Findings Degree No. of animals 10 (10)
Liver : Diaphragmatic nodule - 10 (10)
0 (0)
Kidney : Enlargement - 18 (10)

+

++ 0 )(0)
Decoloration - 10 (10)

+ 0)
++ 0 “(0)
Adrenal : Decoloration - 10 (10)
0 (0)
Skin : Alopecia - 10 (10)
+ 0 (0)
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- : Negative; + : Slight; ++ : Moderate; TK : Terminal kill; FP : Failed to cause pregnancy, killed at the termination;

UC : Animal with unsuccessful copulation, killed at the termination; T : Total
¥% : Significantly different from control at 1% level of probability




_8[..

ON 4pmig

LV0-66

Table 13 Incidence of necropsy findings of female rats treated orally with isocyanuric acid in the combined
repeat dose and reproductive/developmental toxicity screening test
Dose(mg/kg) 0 10 40 150 600
Fate TK (T) TK NP (T) TK UC KL (T) TK KL () Tk (T)
Organ : Findings Degree No. of animals 10 (10) 8 2 (10) 8 1 1 Q0 9 1 (10) 10 (10)
Stomach : Distention - 10 (10) 8 2 (10) 8 1 0 (9) 9 1 (10) 10 (10)
++ 0 (0) 0 0 (0) 0 0 1 (I 0 0 (0) 0 (0)
Kidney : Enlargement - 10 (10) 3 2 (10) § 1 1 Q0 9 1 (10) 0 (0)
+ 0 ) 0 0 ) 0 0 0 ) 0 ¢ ) 4] _
++ 0 “(0) 0 0 “0) 0 0 0 “0) 0 0 “0) 6 /(10)**
Decoloration - 10 (10) 8 2 (10) 8§ 1 1 (10) 9 1 (10) 1 (1
+ | 0 o 0 0 "0 0 90 6
o 0 ](o) 0 oJo 0 0 0Jo o o Joo 2 Joe
+++ 0 6 0 0 0 o 0 0 1
Adrenal : Decoloration - 10 (10) 8 2 (10) 8§ 1 0 (9) 9 0 (9 5 (5
+ 0 ) 0 0 ) 0 0 1 ) 0 1 ) yA )
+ 0 “(0) 0 0 “(0) 0 0 0 “1) 0 0 (1) 3 5)**
Thymus : Atrophy 9 (9) T2 (9) 8 1 0 (9 9 1 (10) 6 (6)
1 (1) 1 0 (O 0 ¢ 1 (1) 6 0 (0) 4 (4)
Skin : Alopecia 10 (10) 8 2 Qo) 8 1 1 Q10 9 1 (10 9 (9)
0 (0) 0 0 (0 ¢ 0 0 (0 0 0 (0) 1 )
- : Negative; + : Slight; ++ : Moderate; +++ : Marked; TK : Terminal kill; NP : Non-pregnant; UC : Animal with unsuccessful
copulation; KL : Killed because all pups died after delivery; T : Total )

% . Significantly different from control at 5% level of probability
¥% . Significantly different from control at 1% level of probability
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Table 14 Absolute and relative organ weights of male rats treated orally with isocyanuric acid
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of B. W. Brain Liver Kidney Spleen Heart Thymus Thyr. Pitui. Adrenal Testis Epidid.
(mg/kg) animals (g (g g €9 (g> €9 g (mg) (mg> (mg) (gl (g

Absolute 0] 10 483 2. 14 13.68 3.01 0. 74 1. 49 0. 35 30. 3 15.6 63.8 @ 3.60 1. 45

+ 41 +0.08 = 2,089 =*0.34 £0.09 *£0.08 =*0.06 * 7.9 =+ 2.2 =+ 8.9 £0.26 *0.17

10 10 508 2.10 15. 71x% - 3. 36 0.79 1.48 0. 33 34. 2 16. 6 63.2 3.47 1. 37

+ 19 +0.07 £ 1.33 =*0.37 =£0.08 =+£0.06 =*0.07 * 5.0 * 2.0 =% 6.2 =+£=0.24 =#£0.11

40 10 492 2.07 14. 35 3. 06 0.81 1.58 0. 34 36. 3 16. 3 63. 2 3. 40 1. 36

+ 32 +0.06 = 1.47 =£0.28 #0.11 +0.15 *0.08 * 4.9 # 0.8 £ 7.5 £0.14 #*=0.09

150 10 495 2. 06 14. 76 3.12 0.78 1.48 0. 31 38. 2 19. 8%k 66.4 3.41 1.41

+ 38 +0.07 £ 1.48 *£0.15 =+£0.06 =+£0.12 £0.08 =* 6.3 =+ 2.8 =£=14.5 *0.27 #£0.13

600 10 V 444% 2.08 12. 08 4. 62%x Q.83 1. 38 0. 28 - 33.6 17.4 72.1 3. 32 1.32

+ 31 +0.08 = 1.862 =#*0.96 =+0.10 #£0.11 +0.07 * 6.4 =+ 2.7 =#10.8 =*x0.24 *0.10

Relative® 0 10 483 C. 45 2.82 0.62 0. 16 0. 31 0. 07 6. 32 3.23 13.18 0.75 0. 30

+ 41 +0.03 £0.26 #*£0.03 +£0.01 +0.02 =£0.02 £ 1.71 % 0.42 = 1.18 *0.06 =*0.04

10 10 508 0.41 3. 09% 0. 66 0. 16 0. 29 0. 07 6.75 3. 29 12. 46 0. 68 0. 27

+ 19 +0.02 +£0.22 =*£0.08 £0.02 =+=0.02 *£0.01 * 1.01 %= 0.49 =% 1.27 £0.04 *=0.02

40 10 492 0.42 2.92 0.62 0.16 0. 32 0. 07 7.38 3. 33 12. 88 0.69 0.28

+ 32 +0.03 =%£0.18 #*£0.05 =£0.01 +0.02 +£0.02 * 0.98 + 0.22 =% 1.55 =0.03 £0.02

150 10 485 0.42 2. 98 0.63 0.16 0. 30 0. 06 7. 80 4. 02% 13. 39 0.69 0. 28

+ 38 +0.04 *£0.17 *0.05 *0.02 *£0.02 £0.01 * 1.71 * 0.61 * 2.64 *0.07 =#£0.03

600 10 444 0.47 2.71 1.04%x 0. 19xx 0,31 0. 07 7.61 3. 95% 16.23%x 0. 75 0. 30

- *x 31 +0.03 =*=0.21 +0.21 *0.02 =*0.02 =£0.02 £ 1.62 * 0.68 * 2.14 *0.07 £0.03

Each value is expressed as mean=®S.D.

@ : Relative organ weight per 100g body weight

% : Significantly different from control at 5% level of probability
% : Significantly diffecent from control at 1% level of probability
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Table 15 Absolute and relative organ weights of female rats treated orally with isocyanuric acid
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose No. of B. w. Brain Liver Kidney Spleen Heart Thymus Thyr. Pitui. Adrenal
(mg/kg) animals (g) (g) (g) (g) (€9 (g) (g (mg) (mg) (mg)
Absolute 0 10 345 1.88 13. 93 1. 89 0. 64 1. 04 0. 20 25. 4 18. 6 73. 8
+ 16 +0.06 £ 1.19 £0.13 +£0.06 =x£0.06 =*=0.06 * 3.5 =+ 2.0 * 10.1
10 8. . 336 1. 90 14. 20 1.89 0. 64 1. 01 0.22 28.1 21.6 77.2
+ 17 +#0.06 * 1.22 #*£0.13 #+£0.09 +£0.06 =+£0.08 + 3.8 =+ 3.5 *+ 13.3
40 8 359 1. 84 14. 55 1. 83 0.71 1.07 0. 26 30. 7Tx 19. 5 76. 5
+ 14 +0.05 % 1.10 +£0.11 #*£0.10 =*0.09 +£0.06 =* 3.2 * 1.7 + 6.6
150 ] 350 1.91 13. 87 1. 93 0. 66 1. 07 0. 25 26. 2 22. Ox 74. 0
+ 16 +0.08 *+ 1.46 *=0.10 +#0.07 =*=0.10 =#*£0.08 =* 3.7 %= 2.0 =+ 10.0
600 10 307 1.88 12. 33 2. 97 0.63 0. 98 0.15 24, 4 17. 7 80. 9
+ 38 +0.09 £ 2.00 £0.41 =£0.13 *0.17 =*+=0.08 *+ 3.9 =+ 3.0 * 10.3
Relative® 0 10 345 Q.55 4. 04 0. 55 g.18 0.30 - 0.06 7. 36 5.42 21.47
+ 16 +0.02 £0.32 +*0.04 =£0.02 +£0.02 *0.02 = 0.80 £ 0.64 * 3.29
10 8 336 0. 57 4. 22 0. 56 0.18 0. 30 0. 06 8.37 6. 39% 23. 02
+ 17 +0.03 +0.28 +£0.04 =£0.02 =£0.01 +0.02 £ 1.09 £ 0.78 = 4.17
40 8 359 0. 54 4. 06 0. 51 0. 20 g. 30 0.07 8. 58 5. 46 21.36
+ 14 +0.03 *0.35 £0.03 =£0.03 =£0.03 =*=0.02 * 0,96 *+ 0.61 £ 2.17
150 g 350 0. 55 3. 96 0. 55 0.19 g. 31 0.07 7.50 6.31% 21.23
+ 16 +0.03 #£0.44 *£0.03 £0.03 #£0.03 #*0.02 * 1.28 * 0.69 =+ 3.45
600 i0 307 0. 62 4. 02 0.99%x (.20 0. 32 C. oS 7. 94 5.76 26. 69%
+ 38 +0.06 =*£0.44 #£0.22 +£0.03 +£0.02 =£0.02 #* 0.81 * 0.53 * 4.65

Each value is expressed as mean *S.D.

@ : Relative organ weight per 100g body weight

¥ : Significantly different from control at 5% level of probability
*% : Significantly different from control at 1% level of probability
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Table 16 - 1 1Incidence of histopathological findings of male rats treated orally with isocyanuric acid in the combined

repeat dose and reproductive/developmental toxicity screening test

ki
*
-k

Dose (mg/kg) 0 10 40 150 6500
gate . Tk (T) TK FP (T) TK UC (T) TK (1) TK (T)
0. ©
Organ : Findings Degree animals 10 (10) 8 2 (10) 9 1 (10) 10 (10) 10 (10)
Kidney : Necrosis, tubular epithelium - 10 (10) 8 2 (10) 9 1 (10) 10 (10) 2 (2)
+ 0 (0) 0 0 (0) 0 0 (0) 0 (0) 8 (8)"*
Mineralization, cortex/cortico-medullary junction - 10 (10) 8 2 (10) 9 1 (10) 10 (10) 6 (6)
+ 0 (0) 0 0 (0) 0 0 (0) 0 (0) 4 (4)°
Cellular infiltration, lymphocyte, cortex - 5 (9) 8 2 (10) 9 1 (10) 10 (10) 10 (10)
: ++ 1 () 0 0 (0) 0 0 (o) 0 (0) 0 (0)
Cellular infiltration, neutrophile, medulla - 16 (10) 8 2 (10) 9 1 (10) 10 (10) o (0)
+4+ 0 “(0) 0 0 ‘(0) 0 0 (o) 0 (0) 3 X10)°*
Eosinophilic body, proximal tubular epitheliunm - 8 (8) 4 1 (5) 7 1 (8) 8 (8) 10 (10)
++ 1 /(2) 2 1 X(5) 1 0 X(2) 1 (2) 0 /(0)
Dilatation, distal/collecting tubules, focal - 16 (10) 6 2 (8) 9 1 (10) ] (9) 10 (10)
+ 0 (0) 2 0 (2) 0 0 (0) 1 (1) o (0)
Dilatation, renal tubule, diffuse - 10 (10) 8 2 (10) 9 1 (10) 10 (10) 0 (0)
o i Jo b 0 Jco) > 0 Jo i ) @ ; Jaoy =
T4 0 0 0 0 0 0 3
B hilic tubul - 5 2 1 § 1 5 0
Asophilic tubules . s )day 5 1 ko 3 0 dum 3 dam 1 v
4 0 X0) 0 6 A1) [i] 9 X0) 0 (0) 2 X9)*"*
Hyperplasia, tubular epithelium - 10 (10) 8 2 (10) 9 1 (10) 10 (10) 2 (2)
+ 0 (0) 0 0 (0) 0 0 (0) 0 (0) 8 (8)"*
Fibrosis - 3 (9) 7 2 (9) g 1 (10) 9 (9) 3 (3)
+4+ 1 A1) 0 0 (1) 0 0 0) 0 (1) 0 X7)°*
Cyst - 8 8 8 2 (10 9 1 (10) 8 8 10 (10
ys N s J() H 2 g ) H 3 g 4 ) (8) H g )
++ 1 X2) 0 0 /(0) 0 0 #0) 0 (2) 8 (0)
Heart : Myocardial degeneration/fibrosis, focal - 5 (9) — 2 (2) — 1 (1) - — 10 (10)
+ 1 (1) — ¢ (0) — 0 (0) — — 6 (0)
: Not examined: - : Negative; + : Slight; ++ : Moderate; +++ : Marked; TK : Terminal kill; FP : Failed to cause pregnancy,
lled at the termination; UC : Animal with unsuccessful copulation, killed at the termination; T : Total

: Significantly different from control at 5% level of probability
: Significantly different froa control at 1X level of probability
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Table 16 - 2 Incidence of histopathological findings of male rats treated orally with isocyanuric acid in the combined
repeat dose and reproductive/developmental toxicity screening test
Dose(mg/kg) 0 10 40 150 500
gate £ TK (T) K FP (T) TK UC (T) TK (T) Tk (T)
0. 0
Organ Findings Degree animals 10 (10) 8 2 (10) 9 1 (10) 10 (10) 10 (10)
i i i - 8 8 — 1 1 — 1 1 — — 10 (10
Lung Mineralization, artery N s éz; - I fl; - 20; — — g (0;
Metaplasia, seous - 8 8 — 2 2 - 1 1 — - 7 7
etaplasia, osseou N ; 22; - z 50; -1 §0§ - — ! 53;
y i 11 - 9 9 - 2 2 - 1 1 — - 8 8
Accumulation, foam ce N ! 213 - L 20{ =} 50; — — 8 {2;
: < Mi i - 6 6 i+ 2 3 - 1 1 - — 6 B
Liver Microgranuloma X § 24; ; ; 50; - 50; - — ; {4{
Fi : - 10 (10 0 2 2 - 1 1 — -— 10 (10
Fibrosis, capsule N g (0; 0. % 21; - {0; - = g ((0;
i i duct - 16 (10 1] 2 2 — 1 1 — — 10 [}
Hyperplasia, bile duc : g (Ug 9. ¢ 51; -1 20; - - g (%0;
- 10 (10 0 2 2 - 1 1 — — 10 (10
Hemorrhage N g (0; % 2 21; =1 fn; — — 0 (0;
Pancreas: Proliferation, ductule N !23 8; = { 8; = (1} {!]ig - - S{ 8;
Stomach : Hyperplasia, squamous, limiting ridge N ? 8; - 6 f(?i; — 6 {6; - - 13 (1(83
Urinary bl : lasia, mu 1 epitheli - 10 (10) 8 2 (19 9 1 (10 10 (10 8 8)
ina bladder Hyperplasia, mucosal epitheliunm N 5 Gy 8 2 (0; 3 i (0} g (0; 5 22)
infi i ile, b - 10 (10 8 2 (190 9 1.(10 10 (10 9 3
Cellular infiltration, neutrophile, submucosa N g ((0; 5 2 ((0; H ) (0; g (0; ] }1;
Testis Atrophy, seminiferous tubule, focal N g gg; = 5 é%; - & {{1}; - - lg (l(g;
Prostate: Cellular infiltration, lymphocyte, interstitium % 83 - % 5[2’3 = 6 &; - = g 8;
Pituitary : Cyst, Rathke’ s pouch, anterior lobe N 18 (1(8; - (2) %; - [1) Sé; - = !l) H;
Adrenal Vacuolization, zona fasciculata - ? (9) g % (10) !1! [1) (9) g (9) % (4)
+
. 0 X1 0 0 o 000k 0 Y 1 e
— : Not examined; - : Negative: + : Slight; ++ : Moderate; TK : Terminal kill; FP : Failed to cause pregnancy, killed at the
termination; : Animal with unsuccessful cogulatlon, killed at the termination; T : Total
* Significantly different from control at 5% level of probability i . . . X .
The organs of the heart, lung, liver, pancreas, stomach, intestine, kidney, urinary bladder, testis, epididymis, seminal vesicle, prostate,
ituitar thyroid arathyroid, adrenal, thymus, spleen, bone marrow, lymph node and brain were examined from animals of the control and 6§00
pituitary, y . . . : b I 0 ! 0 .
mg/kg groups, and Ug and FP animals. The skin from an animal of the 150 mg/kg group, which had a macroscopic skin lesion, was also examined.
® : The liver with diaphragmatic nodule from one animal was examined.
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Table 17 - 1 Incidence of histopathological findings of female rats treated orally with isocyanuric acid in the combined

repeat dose and reproductive/developmental toxicity screening test

Dose(mg/kg) O 10 40 150 600
ﬁate " Tk (T) TK NP (T) TK ©C KL (T) TK KL «(T) X (D)
0. ©
Organ : Findings Degree animals 10 (10) 8 2 (10) 8 1 1 (10) 9 1 (10) 10 (10)
Kidney : Degeneration, fatty, proximal tubular epithelium .l 18 (%g; 3 % (%8; g 6 g 2%; 3 6 (%8; 13 (%gg
Degeneration, vacuolar, proximal tubular epithelium - 10 (10) 8 2 (10) 8 1 1 (10) 9 1 (10) 2 (2)
+ ] ) 0 0 ) 0 0 0 ) 0 0 ) 3 )
++ 0 /(0) 6 0 X0) 0 0 0 Xo0) 0 0 Xo) 5 8)**
Necrosis, tubular epithelium - 10 (10) 8 2 (10) 8 1 1 (10) 9 (10) 5 (5)
+ 0 Yrnn U 0 PPN g Q Q b N 0 Y, 4 by
++ 8 A0) 0 & “A0) 1] 0 g (0) 0 0) 1 X5)**
Hineraiization, cortex - 10 (16) 8 2 (10) 8 1 1 (10) 9 (10) 8 (8)
+ ] ) 0 0 ) 0 0 0 ) 0 ) 1
. 0 o) 0 0 oo o o 0 Xoy o o 1 2
Cellular infiltration, neutrophile, medulla - 10 (10) 8 2 (10) 8 1 1 (10) 9 (10) 5 (5)
++ 0 o) 0 0 0) 6 0 0 X0) 0 (0) 3 XN5)°**
Dilatation, distal tubule, focal/multifocal - 9 9 8 2 (10 8 1 0 ] 8 1 9 10 (10
+ 1 &13 0 0 (0; 0 0 1 il} 1 0 il; 0 ((0;
Dilatation renal tubule, diffuse - 10 (10) 8 2 (10) 8 1 1 (10) 9 1 (10) 0 (0) -
o 0 o 30 D)o b o 3 Juw-
es 0 J 0 6 0 0 J 00 2
Basophilic tubules " g (%) z 5 (9) Z & ? (8) g 6 (7) ? () ]
e 0 Joo 00 Joo 6 0 8 0t Ja 8 Jaoy =+
Hyperplasia, tubular epithelium : 18 (%83 g 5 ({g{ g & 5 (}3} 3 & (%g; g z;;._
Fibrosis - 10 (10 8 2 (10 8 1 1 (10 9 1 (10 7 1
r . AR T T 11 ST B S () S S NS ¢ ) S A
Cast hyaline/proteinous/granula - 10 (10 7 2 9 8 1 0 9 9 0 9 10 (10
i ; NI T 1 S S S N 3 ST SO S 1 SR S 1)
Heart : Myocardial degeneration/fibrosis, focal - 9 9 — 2 2 — 1 1 2 -_ 0 0 10 (10
ye , R RS A S 1 B B TN {1 S S ST S {1
Lun : Inflammato 11 infiltration, focal - 10 (10 —_ 2 2 —_ 0 1 1 - 1 1 10 (10
ung nfla ry ce infiltration ca : g (Dg - 2 EU; - g i {l; - 4 gO; g ((Og
Edema, alveolar - 10 (10 - 1 1 —_ 1 1 2 - 1 1 10 (10
; S ] S W £ SN BT N (N B T S S 1!
Hemorrhage - 10 (19 - 2 2 — 0 1 1 — 1 1 10 (10
| ; (R S S A S T ¢} S T AN (3
il th

— : Not examined; - r M
unsuccessful co uiat;on; KL : Killed because all pups died after delivery; T :
* o Significantly different from contro] at 5% level of probability
++ . Significantly different from control at 1% level of probability

: Negative; + : Slight; ++ : Moderate; +++ : Marked; TK % {e{ninal ki
ota

NP : Non-pregnant;

UC : Animal wi
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Table 17 - 2 Incidence of histopathological findings of female rats treated orally with isocyanuric acid in the combined
repeat dose and reproductive/developmental toxicity screening test
Dose (mg/kg) 0 10 490 150 600
ggteof Tk (T) Tk NP (T) TK UC KL (T) TK KL (T) TK (T)
Organ Findings Degree animals 10 (10) 8 2 (1D 8 1t 1 (10) 3 1 (10) 10 (10)
Lun : Mineralization, arter - 9 g ~ 2 2 — 1 1 2 — 1 1 10 (190
8 Y R R Ct JS S {1 S ST B () R BT S 1
Metaplasia, osseous - 10 (10 - 2 2 — 1 1 2 — 1 1 8 8
; (1 AU N T S S 1 B B U B B 1
Accumulation, foam cell - 8 fﬂ; - 2 52; — 1 0 21} - 0 20; 8 28;
+ 2 2 0 0 — 0 1 1 — 1 1 2 2
Liver Degeneration, fatty, hepatocyte, periporlal - 10 (10) 8 2 (10) 7 1 0 (8) 9 1 (10) 8 (8)
++ 0 “(0) 0 0 “0) 0 0 1 X2) 0 0 “0) 0 A2)
Necrosis, focal - 10 (10 7 2 9 7 1 1 9 9 1 (10 9 g
+ 0 (0; 1 0 él; 1 0 0 il; 0 0 (ﬂ} 1 {1}
Mi 1 - 10 (10 7 1 8 8 1 1 (10 6 1 7 1
icrogranuloma : 0 (0; T %2; - I ((03 e 1 53; 8 ({g;
Pancreas: Proliferation, ductule N g igg - g 25; — 5 & i%; — % gé; % §g;
H t hic foci, inar cell - 10 (190 - 2 2 - 1 1 2 — 1 1 9 9
ypertrophic foci, acinar N 8 (0{ - 2 ?0; -3 l fo; = ! 20; ! {1;
Stomach : Hyperplasia, squamous, forestoamach - 10 (10 - 2 2 — 1 1 2 — 0 0 10 (10
+ 0 (ﬂ{ — 0 EU; — 0 0 éﬂg - 1 51; 0 (0;
Erosion, glandular stomach - 10 (10 - 2 2 — 1 0 1 — 1 1 10 (10
4+ 0 (0; — 0 iﬂg — 8 1 glg — 0 20; ] (0;
Dilatation, tri landular lumen - g9 9 - 2 2 — 1 1 2 —_ 1 1 10 (10
praration. gastric sia ‘ S U T S S B 1 R B 1 S R 1)
Urinary bladd : H rplasia, cosal epitheliunm - 10 (10 8 2 (10 8 1 1 (10 9 1 (10 (i} ]
er : fyperplasia. mu N GRE L1 SR T2 A SR S B (1S ST B (1 B 1
Pituitary : Cyst, Rathke's pouch, anterior lobe - ] [ - 2 2 — 1 1 2 — 1 1 10 (10
Y ‘ OSSR N ) S S N1 R B 1 I B )
Adrenal : Vacuolization, zona fasciculata - 10 (10) 8 2 (10) 8 1 0 (9) 9 0 (9 6 (6)
++ 0 4(0) 0 0 “(0) 0 0 0 A1) 0 0 (1) 1 X4)*
Hyperplasia, nodular, cortical cell - 10 (10 8 2 (10) 8 1 0 (9) 9 1 (19) 10 (10)
r ¢ ‘e LI T T (1R T T S £V T Y (1 S S {1
Th : Atrophy, tical - 8 (8) 6 2 (8) 8 1 0 (9) 9 1 {(10) 5 5
ymus roply. cortt . 2 ) 20, 000, 00 3)()
+4+ 0 (2) 0 6 X2) 0 0 1 1) 0 ¢ X0) 2 A9
Hem hage - 10 (10 7 2 9 8 1 1 (10 9 1 (10 10 (10
emorrhag ‘ h (g; 1 0 €1; 0 0 0 (0 0 1] (0; 0 ((0;
Skin : Cellular infiltration, neutrophile, focal - - - - - = - - - = - - - g. igg
— : Not examined; - : Negative; + : Slight; ++ : Moderate; TK : Terminal kill; NP : Non-pregnant; UC : Animal with unsuccessful
copulation; Killed because all pups died after delivery; T : Total
The organs of the heart, lung, liver, pancreas, stomach, intestine, kidney, uripgary bladder, overy, uterus, vagina, mammary gland, pituitary,

thyroid, parathyroid, adrenal, thymus, spleen, bone marrow, lymph node and brain were examined from animals o

groups, and

NP, UC and KL animals.

* : Animal with macroscopic skin lisions

the control and 600 mg/kg
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Table 1 8 Reproduction results of rats treated orally with isocyanuric acid in the combined
repeat dose and reproductive/developmental toxicity screening test

Dose (mg/ke) 0 10 40 150 600
No. of pairs mated 10 10 10 10 10
No. of pairs with successful copulation 10 10 9 10 10
Copulation index (%) 100 100 90 100 100
Pairing days until copulation(days, Mean*S.D.) 2.0+0.9 2.2%€1.2 2.7+0.9 3.0%1.9 2.3+0.9
No. of pregnant females 10 8 9 10 10
Fertility index (%) 100 80 100 100 100
No. of corpora lutea (Mean+S.D.) 18.4%1.4 18.5+2.7 18.4£1.8 17.7+1.8 18.5*1.9 1
No. of implantation sites (Mean*S.D.) 17.8£1.8 17.4+1.3 17.1+1.2 16.2+3.6 16.8+1.2
Implantation index (%, Mean®S.D.) 96.7+4.8 94.8+8.5 93.2+7.4 90.6+17.3  91.6£10.1
No. of pregnant females with parturition 10 8 9 10 10
Gestation length (days, Mean*S.D.) 22.5%0.5 22.9%0.4 22.9+0.6 22.4%0.5 22.7%+0.5
No. of pregnant females with live pups 10 8 9 10 10
Gestation index (%) 100 100 100 100 100
No. of pregnants killed® 0 0 1 1 0
No. of pregnant females with live pups on day 4 10 8 8 9 10

(No. of pairs with successful copulation/No. of pairs mated) X100
Fertility index (No. of pregnant animals/No. of pairs with successful copulation) X100
Gestation index (No, of females with live pups/No. of living pregnant females) X100
a) : All pups died after delivery, killed during the study for pathological examination

Copulation index

o




Table 19 Litter results of female rats treated orally with isocyanuric acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg> 0 10 40 150 600
No. of pups born 16.8+ 2.3 15.4% 1.2 16.1+ 1.3 14. 1% 5.2 15. 4+ 2.2
Delivery index % g4. 1+ 6.8 89.0x10. 2 94. 3% 6.2 88.1=25. 4 891.6=10. 2
No. of pups alive on day 0 of lactation
Total 16.6+ 2.2 14.8= 1.8 15.0%+ 2.3 11.9= 6.4 15. 1+ 2.0
Male 8.6 2.8 6.6 2.4 3.0 2.8 5.8* 3.8 7.2+ 2.4
Female 8.0+ 2.8 8.1+ 2.6 6.0+ 1.7 6.1 4.3 7.9= 2.6
Live birth index %) 898.89%= 2.4 85. 7 7.5 92.9+=10. 7 86.9=30. 9 88.2= 4.1
‘ Sex ratio (Male/Female) 1.10 0. 81 1.46 - 1.04 0. 85
o
(2]
' No. of pups alive on day 4 of lactation
: Total 16.5+ 2.2 14.8+ 1.8 12.8+ 5.2 13.1%= 5.1 14. 0% 1.7
] Male 8.5+ 2.9 6.6 2.4 7.8% 3.7 6.4+ 3.5 7.0+ 2.2
1 Female 8.0+ 2.8 8.1 2.6 5.0 2.7 6.7= 3.8 7.0= 1.8
; Viability index % 99.44+ 1.9 100 £ 0 86.2+32. 8 99.4+= 1.9 93.3x 9.4
| Body weight of live pups (g
on day 0O
o Male 7.0+ 0.4 7.6+ 0.7 7.1+ 0.6 7.3+ 0.9 6.8+ 0.8
= Female 6.8+ 0.6 7.0+& 0.7 6.7+ 0.4 6.8+ 0.8 6.6 0.7
= on day 4 :
= Male 11. 1+ 1.8 11.9% 2.3 11.5% 1.7 12. 0% 2.5 10.0= 2.3
e Female 10. 7+ 1.8 11.3% 2.2 11.2% 1.6 11.3% 2.4 g.8% 2.1
(=]
Z Delivery index = (No. of pups born / No. of implantation sites)x100
A Live birth index = (No. of live pups on day 0 /- No. of pups borndx100

Viability index (No. of live pups on day 4 / No. of live pups on day 0)x100
Sex ratiec = Total No. of male pups / Total No. of female pups
Each value is expressed as Mean = SD.,except sex ratio
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Table 20 Incidence of external findings of rats treated orally with isocyanuric acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Findings Dose (mg/kg) 0 10 40 150 600
External No. of pups examined 168 123 145 124 154
No. of pups with 1 0 0 1 0
external anomalies?® 0.6+1.9 (0) (0) 0.7£2.1) (0)

External anomalies?
Vestigial tail 1 0 0 1 0
0.6x1.9 (0) (0) 0.7£2.1D (0)

a : No. of pups (Mean * S.D. of individual litter percentages)
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Table 21 Incidence of visceral findings of rats treated orally with isocyanux_‘ic acid in the
combined repeat dose and reproductive/developmental toxicity screening test
Findings Dose (mg/kg) 0 10 40 150 600
Visceral No. of pups examined 167 123 142 123 151
No. of pups with 0 0 0 0 0
visceral anomalies?® 0) (0) (0) (0) (0)
No. of pups with 5 2 3 6 4
visceral variations?® (8.1x4.5 1.7£3.2 (2.2%6.7 (4.2%8.3) (2.8+4.8)
Visceral variations?
Thymic remnant in neck 1 2 3 6 4
0.6%£1.8) 1.7£3.2 2.2%6.7 (4.2%8.3 (2.8+4.8)
Persistent left umbilical 3 0 0 0 0
artery (2.0£4.4) (0) (0) (0) (0)
Dilatation of renal 1 0 0 0 0
pelvis 0.6x1.8) (0) (0) (07) (0)

a

: No. of pups (Mean * S.D. of individual litter percentages)
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