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E B

Sprague-Dawley % SPF ff##7 + + [(Crj:CDESDYIGS]) #HW T, 1,3,5- kY A(3,5--tert-
TFN-4-v Faxi oA Yo7 IVBOREREIC X D2EEECICZOBEE 2R
L7, #E5EIZ0 (05wh%t FaXxi 7 rF o — AR X EE) | 100, 300
KU 1000 mg/kg/day & U, 28 HREIRE®HIROKE L, 1 HOBMMEIIREE. 300 RV

1000 mg/kg & 5-8% THEMES 12 PL, 100 mg/kg HEFETHIHES 6LE Lz, 2055, SHHRE.
300 KU} 1000 mg/kg & 5B DOMEHES 6 Fllc oW Tk, 28 AR 5% 2 WERE X,

—RREE, RE, FHE, RRE (BKEZS0) . MRERE. MEEERERURHES
RETIE., #BMEREOEEIBO LN R o1,

Lo | BEAREEED 1000meg/keg B 5HEIZBWOTHHELNRBEMEELEED bR -
Too LTS T, ARBREMTICBITS 1,3,5- MU A(3,5-T-tert- 7 FI-4-E KX D))
A VT INEBEOEREERIT 1000 mg/kg/day & HEE S LT,
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BEFBEEERELETHER (CFPYERTLMAREOCEEICLD, 1,35- 1Y R(3,5-V-tert-
TFNA-E PR A YT XNVEERE FBERLUESEEORESHETHSENT,
WBRHEE 7 v MC28 ARIRERDEG L, TOFBFHALNICTI L L bic, 2 BEMKEL,
EEOREHELZBENT-OTEDOEMEBRET 5. 2B, FRRII, UTOREZETFROTA
oA ML TER LU,
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1. HERYMHERUERE
1) #BWE
1,3,5- U R(3,5-V-tert- 7 FN-4-& Ru xRy PN VT XVEET, BENBEE
EKREEFER (C¥WERESMRZNOREENT, FRALZEBHEO Oy FEER
R EZ LTI R LT,

& &

% R : 1,35- 8V R(3,5-F-tert- T FN-4-X Fuxi_o DA Y UT R
VB (CASEE : 27676-62-6)

BER L RER
CsHeoN;0;

=

ol B : 100wt%

P b/ . BRBmKR, #R

5 F OB . 784.10

L 2} : 1.08

il =l ;. 221°C

"7k D EEEFCEALCRE L (RESHIPOERIRE : 2~8T) ,

® E % ; RABOERMEOSTREREN S, BIPRABRBMPLETHoZ
L FERR S LT,

&7 %P D HEBBWRT SRDEATFERCE 1 IEEERDERRE

BB, BESNIERMED S L bg HRFL. BRBRE TROBRAEBRYEIIEES
BUEEIRA LT,

2) #E
A —H — D EEYEFETEKRSH
% R . b RaFirutAiFirein—3R
oy bEF ¢ 709017
RS E ;IR
"7 % D HEBSBHIRRT 8B 1 SRR E AN E
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2. WERHORHE
1) HREORMROMRESIE
£ BDERDOSwI%E FaF 7R AF Ao —RERERAM L, KT,
VERBOWRMEZHEM L, BAICEE L TR L, #ARUIRK T BRE /LTI,
1 BT 68T 7 Ak GEXE AN THE GRE 4°C. EHE : 2~6°C) TREL.
2) WBREROREME
FEBRME D 5 K} 200 mg/mL BBIE (BHE, 0.5 wi%btk Fedxi 7oL AF1&
Noa—REER) X, B (B 4°C) T8 HM. TDOREFRT4FHELETH D Z L%
SRV —F L F—THERINTVS (Attached Data 1) .
3) WRIROBE -H—MmER
BEFE1IRC4ED 2E, 5 HER LEBFREOHRIRIZ DWW T HPLC iz &L W #ksU
KRSV —F ¥ —CHIE L, TORE, HRDEREIIRFMECH LT 99.0~
101.0 %, BH—1 (C.V.fE) i1 0.3~24 %TH Y, WTNHLHEFHEN (BE : ZREL
10 %, ¥ : CV10 %LAN) TEIETHo7- (Attached Data 2, 3) .

3. HEHY

Sprague-Dawley % SPF 5 v I (Crj : CD(SD)IGS., BAF v —/L 2 « Y \—fRE, B
REAEE ) OMEREE 5TIEE 2 5 HETAF L, 9 ARRE - BHLEEE L=, EHN
DIEF C—RRIBIZRE O S W RS 42 IL2RO, 6 BE CRRICHE L, BE
BAsh A DIEEFRIT, T 215~240g (F¥E : 226g) | ##T 161~194¢g (FHE : 175g)
ThO. WThOBOERE S FHEL20%UNTH -7,

B, BE - BIEEIR P OEERMEIC X 0 RAI%, B0 %A (B5BKEETR) okE
KESHWTEIMEL, SROEHERENTEARLTHE LR I H>EHEER L, 8HOE
WifFitarva—2 2 ANnTT oy JEBERCEEARILEOMEY (T oy JREET
VELZELERL, RREAOHENOBEEES L EERICHVYTE) KXV ERBLE, B
THOKREYIIRRZL VRS L, BOT BIC—T VRN X O RER S,

B REBRETEEICHE, ESCICEUIMERES 55 ICTH o708, ERRICITMEMES 57 ILASRA

I,

4, fFABEH
s, IBE 22~26°C, FERNRE 46~62%, HARIBIEL 1 BER] 10~151al, FREA 1 A 12 R
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(07 : 00~19 : 00) OFAEE (101 B=E) THBE L. 8L, 777y FMReEREE —

(W250X D 350X H200mm : HAZ—U¥kEr) R - BRI 1~2 L, #H%ek
B 1EPOUAE L, EREAE CRF-1 () = ¥ VEER TEKASH. Lot No.020603) K
UBREIK (HBSETTE AKEAK « HABER) 2 ERICBRSEHE Lz, @ATORAMEIC
LT EALZ Y MEOWTHEEABRRRSTE F—THatfi LT -2 2 AF L,
Flo, BEBKICOWTI, AKEEICER L AKEORE L MEEAREBREENEREE V¥
—ZEHR (4 E) IEEL, BoETF— S EAFLTENTNREEORWI L 2REEL
THRF L,

5. HBEHK. K#EEYK. REMERVEERR S 2 ORRES

FEBRBIIBEUHRRIEON A FTA4 VCEL, BOZ@R L, RENFEUREIEHRIL 28
AMRO2EM (14 AR & L, BEEHMTEIARES YL, £, RERERRERSERT
—RANZITOA TS 1 H 1E (TEME) &Lk,

6. REAZRUZOEIRESR

BeEFELT > EEOR OB S ICE L T BRBICIThA TS Hikd L, Tbb, 1H1
[ (08:14~11:59 D) . BY »FEHAWTHRIES 10 mL/kg FEOFRSFR THAEORK
B L, aBEICITEAR (05 wh%b Fuixi a2 F/Le)in—A8K) #RECRS
Lz, ARk OB BRER, BEFOKREXEEICEB LR,

1. B5ERUVZTORTER. HERNS<BHHHK

BEBIITHARYD ORBEE2SBICLTRELE, T72bbH, 1,35- Y R(3,5-V-tert-7F
4 RaF s _UPWNA YT INEBED 0 (0.5 wivkht FadFr7a A A Flero—2
W) . 125, '250\ 500 & U* 1000 mg/kg/day % 1 BHMEHES SED T v MT 14 HEIKEZED
5 LR, 1000 mg/kg B EHOHETHIFORM R CHAMEREDEEIRD ONILOATEH
of, LEzd-oT, ARRICEBITAHREREIT 1000 mgkg #FAEE L, LAUTAKH 3 TRL
T, 300 X100 mgrkg 3 AREREL., ZNICHBREMA 3 4 B2 EH L,

1BES72 0 OFDEIE. 28 BRI SZICHIRT S8 (1) MRS 6 Lz Ay, Fio, xt
B, PHEHROCESARETIL 28 BRlREGH% 2 BEKRE L -RICHRT 58 (EEH) T84
B 6 L& AV o, BERREZREICTTS
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wEm | B5E " E | BREEER|% EE 2 B # B
(mg/kg) | (mg/mL) | (mL/kg) Bk & e Ehid Bk S
*HEREE ] 0 10 H 8 1001~10086 6 1007~1012
ik 6 1101~1106 6 1107~1112
EAER 100 10 10 # 6 2001~2006 - —
i3 6 2101~2106 - -
T B 300 30 10 HE 6 3001~3006 8 3007~3012
i 3 6 3101~3106 6 3107~3112
=mAERE| 1000 100 10 i3 6 4001~4006 8 4007~4012
i3 6 4101~4106 6 4107~4112

8. BYMDEAIRVT—I~DRT

BIIARRH B A EREE ST TREERN 21T/, S#RF/—ViCi3, AR 8 =
CICBZT LIy —U 7~ E 0, ARES, BE5ER, R5E,. &, WES. BEES
RUOBRTERZHRL L,

9. BESZX
1) —IREBOBE
BE5HMTIIED 3E, BREAMERGERRVOES 2 BH#E (7L, DRRURBIX
BEMLEESEEZO 2E) | BEHFFIRER 1B Faih) | #R, KERE T8
TEROHRED L & D—RRIREEL BlEE LT,
7B, UTREHBEAERE 10, 5 1~7TREREFE 1A, /-, EEKTHORR
EME1H, BE 1~TB2HEF 1BAEER L TRRLE,
(1) FEM2—eRIBEDEIE
SEEIZOWT, BERBANC 1 B, REHHTRCEEAMPEIEERE 1 BEE L,
BB, BEERUREIERSOEREZHIBL., 825 FLARBELERE (751~
R} TiTo7,
O F—br—VHNEER (Xa7Z oW Tt Attached Data 4 2H)
RE, K, RETH
@ FizF-oTOBE (Ra T2 Tit Attached Data 5 &)
R—AT—IhbOBRYVHELEE, A" FYVFIETERE (N R TR
DREHBEEEL) | WE - EEOWRE GEE0ER, HE, /ME. REOARE) |
IRER (ARERZEH, IREGOME ES) | IR - 050, rIGEE, BEMHEEE
R, W, B, ML, FRR)
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@ F—Fr 74— FABE (X3 TIZoWTIE Attached Data 6 28)
BT, EE. HERIRE, R, R, 325 B30 [k, Beittn (HEER. HERR) |
FRITE (FEEW, EERY) | RETE (AW, #H58EERY)
(2) HEERE
EEEIZONWT, BEFE4BERVEESE 2 BIZUTOREEZ 754 FTiTok (R
I TIZ 2V T it Attached Data 7 218)
BERAUS . BERRUG., HAEUS. BRMG. BILRS, EPEMRE. &HbHHE
(3) EAHAE ,
EEEEERE IS X, AR UREORARIE (CPU 4 —Y MODEL-9502A,
TAa—xr =7 V7S 27710 FTTo0
(4) BREFEOAIE
LEBHRAEICS &, BEE 4 BROEEE 2 BCEREBEOATE EREY
HEREHE Y —NS-AS0L, X Sttma—vH Az R) 27 T4 FTfTo7,
BIER 1TV, 10 REEA T 60 SR OEBEZEFH L7,

2) HEAE
ZEEICOVT, #BE 1, 4, 7, 11, 14, 18, 21, 25 RU* 28 A OF®ERNIZ, [EEHMH
FHEER 1 3, 7. 11 ROt 14 RICHIE LT, BIEE 07 : 53~11: 20 O (RREDK
W, REREEEIZRIT S AERERR 08 : 00~12: 30 ;t D OTMICERB L) 12T 7,
i BEHMKE TRECEEYME TROSIRBICHEMBETEREH O D% (AT
A 5K 16 Bil]) OEEZRE LT,

3) BHEEAE
2EFCOVT, BEHFFEES 1 4. 7, 11, 14, 18, 21, 25 R1f 28 B OELRT
. EESMRIEES 3, 7. 11 RO 14 BICHEIE L7, BIEE 08 : 12~11:35 DREICIT-
Teo 2B, BEHMPORE 1 BIFRTA»LD 1 BE, #NLIEIL 3~4 BMOREE. H
EHHFORE 3 BiZEE 1 B260 2 HRORHE, TR 3~4 HRDORHEESR
BEL, 11 BEICHBERF LK,

4) RRE BERKEAEZIE)
REH 4 BROEES 2 BifTo 7,
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BEHE AR (5 25~27 B) IIREY B ORERIZLEEMIIOWT, EES 2E (EH
%11 BRU12 B) REEREOZEMICONT, EMICEES2 Y b LEFr—JIINE
L. #f& - BRBATT 4 FEREABEBRLE, ROT, BEARR - BRHBKTCZO%D
20 BFFHIR 2R L7, REAERNLUTO®Y TH 5, 28, BERLEEHO 4 BERRIZO
WTpHUTIHEE TORELRER, Z0&ICH LN 20 R EZ AV TEEER VYR
BEOREZITV, REIZ4FMORER V20 REOREBELZSFH L TEH L=, BARER,
BRBEEY PLESF—VIIRAELLRETHE2S0 1| BOBREYR, HAKEEHANT
HE Lz,

HEE B E FH Ik Hir
pH A-vavai{y)A-TEA BB [7—27 LA BREH] »
ABE t—v3vA7 499 2-TEA BB [7— 7 LA BRREH] ©)
btk A-va/254994-TEA BB [T LA a]

TN R -vavai 4y A-TEA BB [7— 7 LA BRREH] )

=il r-vas27 19 A-TEA R [7— 7 LA BRREH] )

() =327 19 A-TEA BREAE [7T—7 LA a4l »
vrey -4y T-av27 19 A-TEA BBE [7— 7 LA BRA &) ©

& RIRBIE

YR ERE

RE (24 FRE&) BEAIE mlL
REE AT mOsm/kg
BAE (24 B5EE) BEE mL
= RRIERESR

a) : AUTION MINI™ AM-4290 (7 —2 LA BR&H)

b) : BENRBEEHEEE A — b7 FXZv} OM-6030

(7T —2 VA &)
I R F AR A
B R CEE SRS T OE B OFREFIC, ATR»5H—TK (8 16~19 FFi]) MRS ¥

leefitkEy, —7 VBB TICBE L. JEXBIRA 5 EDTA-2K /MR (SB-41: 2
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Ay 7 ARt ICmigERIRL, UTFOERIZOWTRELRE, 72720, 7abrr
CUEE, RS ey RTTAFURREVT 4 TY =T URIZOV TR, 3.8%
7B MY U ARBENRRE (K 9 Zicx L 1 A0EE) CBER LM 2800
BE (3000 rpm, #91,600Xg, 105/ LTHOLN-0EEEFWTRE L,

EEA B E F ¥k B fr
FRfLE# (RBC) EXEHE LR EHE 10%uL
~EZubrE (Hb) T URAMNES O ES g/dL,
~<v b7 )y ME (Ht) HROREKERCESROKERE»OEH %
FHRMERERE (MCV) ERIERE{bkBE fL,
Rk akE (MCH)

FRMEREE P~ a e & 6E pg

LRl AFEE (MCHC)
~NEFuEBRUANT R y MENDEH %

#MARIMERE (Reticulocyte) Brecher i% %
M/MEE (Platelet) EREREEREES 10%/uL
HiEkE (WBC) ERERELREE 10%/uL
B B E 4 R May-Giemsa 81 & D8RR L %
7u brrEUERH (PT) 7oy MEY s
EHEET S b RTT RFURFHE (APTT)
oy hEd s
747V ) —4& (Fibrinogen)
oV RF 7 RF ke mg/dL
ER R ERS
¢ : A—AF—2AHSEEMKTF I ¥ — T890
(Rys=r - a—A7—HREH)
d) : MmKEBBHAEEE ACL 100 (Instrumentation Laboratory)
Mk A

MEFREO IO OFRM & FIFIZ. BEABIARD SHRE LI ik 2 SRR ERA » RBRE
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(R Pz FIA— by 7 TARBERAEH) 2BV, BL5H (3000 rpm. 9 1,600
Xg, 10457/ LTHLNZLBEEZRAWTUTORBICOWTHMELRE, 72/ L, ASAT,
ALAT, LDH B W'y -GTP {20\ Tik, ~ %) HRBRE (iR 1 mL %472 9 # 20 BALo
~ARY V) IR LT- MR A E OB (3000 rpm, #9 1,600Xg, 1043 LTHLAE
8% % AV CRIE L,

HER B E _FH ik B
ASAT (GOT) UV-rate ik’ I0/L
ALAT (GPT) UV-rate #£°’ TU/L
LDH UV-rate {&°’ IU/L
v -GTP SRV 7 A B § i R W N = DA ) IU/L
AlP Bessey-Lowry i’ IU/L
=L X7 a—, (T.cho) CEH-COD-POD #:*’ mg/dL.

Y ZVESA K (TG) LPL-GK-GPO-POD #*’ mg/dL
Y IEE (PL) ' PLD-ChOD-POD £°’ mg/dL
weUanrv (T.bilirubin) A F v F—-Pike) mg/dL
Za—2Z (Glucose) Ina—AR57 e Fayr—~Eike’ mg/dL
REZER (BUN) Urease-LEDH ¢ mg/dL
2 V7 F=> (Creatinine)  Creatininase-creatinase-sarcosine oxidase-POD ¢’ mg/dL
T rU A (Na) A A BRIRERE mmol/L
AV s (K A A RIREREE mmol/L
HE (CD A A BRERR L ) mmol/L
B b (Ca) OCPC ¢! mg/dL
E®gY - P) T TTUEES mg/dL
wi-ABE (TP Biuret #° g/dL
77 v (Albumin) BCG ik g/dL
A/G b (A/G) BIEAMABROGTATIVBER
eSS

e) : HRRILFHBMTEE TBA-120FRE (RARHRZ)
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T FHEERE
(1) HREVCETEEANE
SEEIZONT, BMEERBIRGINTIZ L 0 RS, (kohk, B, WHEV
B2 202 ORE - BRIC OV CHEMICEE - T/ L=, ROT, LTI RTHE -
MBI OWTHREER (BHER) ZRETIL LI, BHERLIRROEEND,
AE 100 g 47- D DM ERLEL Lz, 2B, *HEZ 20 -@mltEOBTIZ oW TiEE
BRI 2 CRIE Lieds, ZEOAFHE CRIE L 7=,
i, TEMS, FRIR (ER/MEZET) *, BWR, OB, i (KREXZST) | IFE.
PR, B, BB, BEREr BRLEKr BE, IR FE
(2) WEARFRE
EEWCOWVWT, ROBE - H8kE J VBESE 10 volkd <) MRTEE. REFEL
Fo (ef2L. RER, N—F—BRERUEMARILY VEEEER TR LI SwN% IV E LT
T B F285wh%d/+ Y RT, R URREFRIT 7 AR CEE L% Y VERE
B 10vol% FN< ) ARTREFELE) o RWT, FTHRERLZET - i >V T
T4 ABL, 05 hbEROMBRECHERAERICOVWTHURE L A RFV Y -
ATV (H-E) BaETV, SR L1, TORR, HBRDERSICLIEENRD L
Npolicd, FHOPHARREKVRERIIRE L 2> o7,
KAk, D (EEETe) . HREEER). LEMHE. REK, B, ~—F ], TEE
FRER (ER/MEZEETe) | BIR. IR, PRIB. BET Y o, BREEY o, L
. BXEk. [E. i (REXE2ET) (& A, . T -8B, =B BB O
Az riRzgEde) BB &5, BB BTR. FTR. T, R B8 B,
R, BREAE HVR, BE. PR, F£=. B AR BE (EHEzE) . KiE
B (Bfizade) . KBBEEHEG., & (BEMW) | WeEH, @EREE (B
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10, BERARAT Y

D) HEF—F (F—77 1 FRRRORRHIEH . MIEREITE 5 ERIOEH
N, BREME. KE BHE FAR RRECTEOER. MEFRE, LK
EERERVBEER) B FEOMARICRTHECH > TRELR,

FROTIE+ FERE

Bartlett BRE
AR E

p20.01, T4 p<0.01, FH%EH
ForHit

Dunnett & Dunnett #!

mean rank test

p<0.05,0.01 p<0.05,0.01
FRIRE mRIRE
WEHT

2) ROEMNT —F ROREBAERTFRAERKR
Mann-Whiteny @ UREZ B = (FEAH#0.06 R*0.01, FHD .
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1. —hRRE
F%#& % Table 1-1~1-3 KX Appendix 1~11 iR L 7=,
WTHOEMIZB W TH, REFHHEORIENMZE CREEA ORI T,
1) S —RROBE
1) F—bTr—VNEE
FiAE % Table 2-1~2-6 & T* Appendix 12~33 X8 L7z,
EEEIZONT, £, RERUCRETHOBEKRLER 1 HfTo7,
WTROEMIZHBE IS LR T,
(2) FiF-oToRE
& % Table 2-7~2-12 R T* Appendix 34~55 127 L7z,
2BEFEIZONT, R—ATr—=UPoDORBLE S, A" FY TR TIRE (Y
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Motor activity of rats administered orally with 1, 3, 5-Tris (3, 5-di-tert-butyl-4-hydroxybenzyl)
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Fig.1-2 Motor activity of rats administered orally with 1, 3,5-Tris (3, 5-di-tert-butyl-4- hydroxybenzyl)
isocyanuric acid for 28 days
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Table 1-1 Clinical signs of rats administered orally with 1,3,5-Tris(3,5~di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

Day of administration

Sex Dose Findings
mg/Kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 100 No. of animals ] 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 [¢] 6 6 6 6 6 6 6 6 6 6 6 6
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Q No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 100 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 No. of animals 12 12 12 i2 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 iz 12 12 12 12 12 12 12 12 12 12
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‘ Table 1-2 Clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl}isocyanuric acid for 28 days

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 i2 12 12 12 12 12 12 12 12 12 12
Male 100 No. of animals 6 6 [§] 6 6 6 6 6 6 6 6 6 6 6
No abnormality & 6 [ 6 6 6 6 6 6 6 6 6 6 6
300 No. of animals 12 12 12 12 i2 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 i2 12
1000 No. of animals 12 12 12 12 - 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 100 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 51 6 6 6 6 6 6
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-3 Clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

Day of recovery

Sex Dose Findings
mg/kg . 1 2 3 4 5 6 7 8 9 10 11 12 13 14
o No. of animals 6 6 6 [} 8 6 6 6 6 6 6 6 6 6
No abnormality 8 6 6 6 6 6 6 6 6 6 6 6 6 6
Male 300 No. of animals 6 8 6 6 6 6 6 6 6 6 6 6 6 8
No abnormality [5) 6 6 6 6 6 6 6 6 6 6 [ 8 6
1000 No. of animals 6 8 6 6 6 6 6 6 6 6 8 6 6 6
No abnormality 6 3] 6 6 6 6 6 6 6 6 6 [ 6 51
0 No. of animals [] 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Female 300 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 [} 6 6 6 6 6 8
1000 No. of animals [ 6 6 6 (] 6 6 6 6 6 6 6 6 [
No abnormality 6 3] 6 [ 6 8 8 8 6 6 6 8 [ 8
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Table 2-1 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-fert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
Home-cage observations (1 week)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 5] 12 12 12 6 12 12
Posture
Normal 12 6 12 12 12 6 12 12
Convulsion
None 12 1 12 12 12 6 12 12

Abnormal behavior

None

12 B 12 12 12 6 12 12
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Detailed clinical signs of rats administered orally with 1,3,5-Tris{3,5-di-tert-butyl-4-hydroxybenzyl})isocyanuric acid for 28 days

Table 2-2
Home-cage observations (2 weeks)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter - No. of animals 12 6 12 12 12 6 12 12 .
Posture
Normal 12 6 12 12 12 6 12 12
Convulsion
None 12 & 12 12 12 6 12 12
Abnormal behavior
None 12 6 i2 12 12 6 12 12
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Table 2-3 peteiled clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
Home-cage observations (3 weeks)
Sex Male Female
Dose {(mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 12 12 12 [¢] 12 12
Posture
Normal 12 6 12 12 12 6 12 12
Convulsion
None 12 6 12 12 12 [] 12 12
Abnormal behavior
None 12 6 12 12 12 6 12 12
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Table 2-4 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-@1-ter¢-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
Home-cage observations (4 weeks)
Sex Male - Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 12 12 12 6 12 12
Posture
Normal 12 6 12 12 12 6 12 12
Convulsion
None 12 8 12 12 12 6 12 12
Abnormal behavior
None 12 6 12 12 12 6 12 12
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Table 2-5 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocysnuric acid for 28 days
Home-cage observations (Recovery 1 week)
Sex Male : Female
Dose (mg/kg) 0 300 1000 0 300 1000
Parameter No. of animals 6 6 6 6 6 6
Posture
Normal 6 6 6 6 6 6
Convulsion
None <] 6 6 6 6 6

Abnormal behavior

None
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Table 2-6 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Home-cage observatlons (Recovery 2 weeks)
Sex Male Female
Dose (mg/kg) -0 300 1000 0 300 1000
Parameter No. of animals 6 8 8 8 6 <]
Posture
Normal 6 6 (3] 8 6 [
Convulsion
None 6 6 <] 6 6 [}

Abnormal behavior

None
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Table 2-7 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-¢tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

In-the-hand observations (1 week)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter  No. of animals 12 6 12 12 12 6 12 12

Removal from cage

Easy 6 1 ki 5 2 1 1 3

Some resistance/avoldance 6 5 5 7 10 5 11 9
Vocalization

None 11 8 10 9 8 5 11 9

Soft 1 0 2 3 4 1 1 3
Reactivity to handling

Easy 6 2 6 6 1 3 2 1

Slightly awkward 6 4 6 6 11 3 10 11
Fur condition

Normal 12 6 12 12 12 6 12 12
Skin .

Normal 12 6 12 12 12 6 12 12
Piloerection

Absent 12 6 12 12 12 6 12 12
Mucosal membranes

Normal 12 6 12 12 12 <] 12 12
Secretions-Eye, Nose

Absent 12 6 12 12 12 8 12 12
Palpebral closure

Normal 12 6 12 12 12 8 12 12
Exophthalmos

Absent 12 6 12 12 12 6 12 12
Pupil size

Normal 12 6 12 12 12 6 12 12
Lacrimation

Normal 12 6 12 12 12 6 12 12
Salivation ' :

None 12 6 12 12 12 6 12 12

Abnormal respiration
Absent 12 6 12 12 12 6 12 12
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Table 2-8 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

In-the-hand observations (2 weeks)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 12 12 12 6 12 12

Removal from cage

Easy 3 2 3 6 0 1 4 0

Some resistance/avoidance 9 4 9 6 12 5 8 12
Vocelization

None 11 5 10 12 10 4 9 8

Soft 1 1 2 0 2 2 3 4
Reactivity to handling

Easy 2 1 5 4 S 2 4 4

Slightly awkward 10 5 7 8 7 4 8 8
Fur condition

Normal 12 6 12 12 12 6 12 12
Skin .

Normel 12 6 12 12 12 ] 12 12
Pilgerection

Absent 12 6 12 12 12 6 12 12
Mucosal membranes

Normal 12 6 12 12 12 6 12 12
Secretions-Eye, Nose

Absent 12 6 12 12 12 ] 12 12
Palpebral closure

Normal 12 6 12 12 12 6 12 12
Exophthalmos

Absent 12 6 12 12 12 6 12 12
Pupil size

Normal 12 6 12 12 12 6 12 12
Lacrimation

Normal 12 8 12 12 12 6 12 12
Salivation

None 12 6 12 12 12 6 12 12

Abnormal respiration
Absent 12 6 12 12 12 6 12 12
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Table 2-9 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

In-the-hand observations (3 weeks)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 12 12 12 6 12 12
Removal from cage
Easy 1 1 1 3 0 i 1 1
Some resistance/avoldance 11 5 11 9 12 5 11 11
Vocalizatlion
None 11 6 11 12 11 6 10 10
Soft 1 0 1 0 1 0 2 2
Reactivity to handling
asy : 1 3 4 5 3 1 4 3
Slightly awkward 11 3 8 7 9 5 8 9
Fur condition
Normal 12 6 12 12 12 6 12 12
Skin
Normal 12 6 12 12 12 6 12 12
Piloerection
Absent 12 6 12 12 12 6 12 12
Mucosal membranes
Normal 12 6 12 12 12 6 12 12
Secretions-Eye, Nose
Absent i2 6 12 12 12 6 12 12
Palpebral closure
Normal 12 6 12 12 12 6 12 12
Exophthalmos
Absent 12 6 12 12 12 6 12 12
Pupil size
Normal 12 6 12 12 12 6 12 12
Lacrimation
Normal 12 6 12 12 12 6 12 12
Salivation
None 12 ] 12 12 12 6 12 12

Abnormal respiration
Absent 12 6 12 12 12 6 12 12
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Table 2-10 Detailed clinical signs of rats administered orally with t.3,5-Tris(3,5-di~tert-butyl~4~hydroxybenzyl)isocyanuric acid for 28 days

In-the-hand observations (4 weeks)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 ' 0 100 300 1000

Parameter No. of animals 12 6 12 12 12 6 12 12
Removal from cage

Easy 2 3 1 6 1 . 3 1 2

Some resistance/avoidance 10 3 11 6 11 3 11 10
Vocalization

None 11 6 12 12 12 6 12 11

Soft 1 0 0 0 0 0 0 1
Reactivity to handling

Easy 3 3 4 5 1 3 1 1

Slightly awkward 9 3 8 7 11 3 11 11
Fur condition

Normal 12 3] 12 12 12 [ 12 12
Skin

Normal 12 6 12 12 12 6 12 12
Piloerection

Absent 12 6 12 12 12 6 12 12
Mucosal membranes

Normal 12 6 12 12 12 6 12 12
Secretions-Eye, Nose

Absent 12 6 12 12 12 6 12 12
Palpebral closure

Normal 12 6 12 12 12 6 12 12
Exophthalmos

Absent 12 6 12 12 12 6 12 12
Pupil size

Normal 12 8 12 12 12 6 12 12
Lacrimation

Normal 12 [} 12 12 12 [} 12 12
Salivation

None 12 6 12 12 12 6 12 12

Abnormal respiration
Absent 12 6 12 12 12 6 12 12
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Table 2-11 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-d1-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

In-the-hand observations (Recovery 1 week)

Sex Male Female
Dose (mg/kg) 0 300 1000 o 300 1000
Parameter No. of animals 6 6 6 6 6 6

Removal from cage

Easy 1 2 0 1] 0 0

Some resistance/avoidance 5 4 6 (3] 6 6
Vocalization

None 6 6 8 6 6 5

Soft 0 0 (o] 4] 0 1
Reactivity to handling

Easy 1 1 0 0 1 0

Slightly awkward 5 5 6 6 5 6
Fur condition .

Normal 6 6 [§] 6 6 6
Skin

Normal 6 6 6 3] 6 6
Piloerection

Absent 6 [ [ 6 6 6
Mucosal membranes

Normal 6 6 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6 6 6
Palpebral closure

Normal 6 6 8 6 6 6
Exophthalmos

Absent 6 6 6 6 6 6
Pupil size

Normal 6 6 6 [} 6 6
Lacrimation

Normal 6 6 6 6 6 6
Salivation

None 6 3] 6 6 [ 6

Abnormal respiration
Absent 6 6 68 6 6 6




Table 2-12 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-¢tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

and followed by a recovery period for 14 days

In-the~hand observations (Recovery 2 .weeks)

B-4922

Sex Male Female
Dose (mg/kg) 300 1000 300 1000

Parameter No. of animals ] 6 6 6
Removal from cage

Easy 0 1 1 0

Some resistance/avoidance 3 5 5 6
Vocallzation

None [ 6 6 6
Reactivity to handling

Easy 1 Q 0 0

Slightly awkward 5 6 6 6
Fur condition

Normal 3 6 6 6
Skin

Normal 6 6 6 6
Piloerection

Absent 6 6 4] 6
Mucosal membranes

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Pupil slze

Normal 6 6 6 6
Lacrimation

Normal 6 [¢] 6 6
Salivation

None 6 6 6 6
Abnormal respiration

Absent [ 6 3] 6
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Table 2-13 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl}isocyanuric acid for 28 days
Open field observation (1 week)
Sex Male Female
Dose (mg/ke) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 8 12 12 12 6 12 12
Posture

Normal 12 6 12 12 12 6 12 12
Gait

No/minimal location 1] 0 0 1 0 0 0 0

Normal 12 [ 12 11 212 6 12 12
Arousal

Normal 12 [ 12 12 12 6 12 12
Tremor

None 12 6 12 12 12 [ 12 12
Convulsion

None 12 6 12 12 12 6 12 12
Abnormal behavior

None 12 6 12 12 12 6 12 12
Grooming

None 12 6 i2 12 12 6 12 12
Rearing 2+ 2 2+ 1 3+ 3 2+ 2 5+ 2 5+ 2 5+ 2 5+ 2
Urination

None 7 8 8 6 12 5 1 12

Small amount 3 0 3 2 0 1 1 0

Moderate amount 2 0 i 4 0 0 0 0
Defication count 0+ 1 0+ 0 0+ 0 1+ 1 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.



Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-d1-fert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
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Table 2-14
Open field observation (2 weeks)}
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 ] 12 12 12 6 12 12
Posture

Normal 12 6 12 12 12 6 12 12
Galt

No/minimal location 0 0 2 2 0 0 0 0

Normal 12 6 10 10 12 6 12 12
Arousal

Normal 12 6 12 12 12 6 12 12
Tremor

None 12 6 12 12 12 8 12 12
Convulsion

None 12 [ 12 12 12 6 12 12
Abnoreal behavior

None 12 6 12 12 12 8 12 12
Grooming

None 12 6 12 11 12 6 12 12

Occasional bouts (up to four) 0 0 0 1 0 0 0 0
Rearing 1+ 2 2+ 3 2+ 2 2+ 2 8+ 2 6+ 2 6+ 2 T+ 3
Urination

None 8 6 10 9 12 [} 11 12

Small amount 2 0 1 2 (1] 0 1 0

Moderate amount 2 0 1 1 0 0 0 0
Defication count 0+ 1 1+ 2 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated

groups from

control group.



Table 2-15

Open field observation (3 weeks)

Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

B-4922

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 12 12 12 6 12 12
Posture

Normal 12 6 12 12 12 6 12 12
Gait

No/minimal location 2 1] 1 1 0 0 0 0

Normal 10 6 11 11 12 6 12 12
Arousal

Normal 12 6 12 12 12 6 12 12
Tremor

None 12 6 12 12 12 ] 12 12
Convulsion

None 12 6 12 12 12 6 12 12
Abnormal behavior

None 12 6 12 12 12 6 12 12
Grooming

None 12 8 12 12 12 6 12 12
Rearing 2+ 2 3+ 3 3+ 3 3+ 3 T+ 4 9+ 2 8+ 2 8+ 3
Urination

None 6 5 11 10 12 6 12 12

51811 amount 5 1 1 1 0 0 0 0

Moderate amount 1 0 0 1 0 0 0 0
Defication count 1+ 1 0+ 1 0+ 1 0+ 0 0+ 0 0+ G 0+ 0 0+ 0

No significant difference in any treated groups from control group.
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Table 2-16 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl~4-hydroxybenzyl)isocyanuric acid for 28 days
Open field observation (4 weeks)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 [4] 100 300 1000

Parameter No. of animals 12. 6 12 12 12 6 12 12
Posture

Normal 12 6 12 12 12 [ 12 12
Gait

No/minimal location 1 0 1 2 1] 0 0 0

Normal 11 ] 11 10 12 6 12 12
Arousal

Normal 12 6 12 12 12 8 12 12
Tremor

None 12 [ 12 12 12 6 12 12
Convulsion

None 12 6 12 12 12 6 12 12
Abnormal behavior

None 12 8 12 12 12 6 12 12
Grooning

None 12 6 12 12 12 6 12 12
Rearing 2+ 2 2+ 4 2+ 2 3+ 3 T+ 4 8+ 3 T+ 2 7+ 3
Urination

None 10 6 8 10 12 6 11 11

Spall amount 1 0 2 1 0 0 1 1

Moderate amount 1 0 2 1 0 0 0 0
Defication count 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated

groups from control group.



Detalled clinical signs of rats administered orélly with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acld for 28 days
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Table 2-17 !
and followed by a recovery perlod for 14 days
Open field observation (Recovery 1 week)
Sex Male Female
Dose (mg/kg) 0 300 1000 0 300 1000

Parameter No. of animals 6 6 6 6 6 6
Posture

Normal 6 6 6 6 6 6
Gait

Normal 6 6 6 6 6 6
Arousal

Normal 6 6 6 6 6 6
Tremor

None 8 6 6 6 6 8
Convulsion .

None 6 6 (] 6 6 8
Abnormal behavior

None 6 6 6 8 6 6
Grooming

None 68 6 5] 6 (1 6
Rearing 5+ 2 S+ 3 5+ 2 9+ 3 9+ 3 8+ 1
Urination

None 3 4 5 6 6 5

Small amount 1 1 1 0 0 1

Moderate amount 2 1 0 0 0 0
Defication count 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.



Table 2-18 Detailed clinical signs of rats administered orally with 1,3,5-Tris(3,5-d1-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

Open field observation (Recovery 2 weeks)
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Sex Male Female
Dose (mg/kg) 0 300 1000 0 300 1000

Parameter No. of animals 6 6 6 6 [} 6
Posture

Normal 8 6 6 6 6 6
Gait

Normal 6 6 6 6 6 6
Arousal

Normal 6 6 (1 6 6 8
Tremor

None 8 6 6 6 6 6
Convulsion

None 8 6 6 [ 6 6
Abnormal behavior

None 8 6 6 6 8 1
Grooming

None 6 6 6 8 6 6
Rearing 3+ 5+ 2 4+ 2 T+ 2 7+ 1 T+ 2
Urination

None 4 2 4 5 8 6

Small amount 1 2 1 1 0 0

Moderate amount 1 2 1 0 0 0
Defication count 0+ 0+ 0 0+ 0O 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.
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Table 2-19 Manipulative test of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyapuric acid for 28 days

Sex Male Female

Dose (mg/kg) 0 . 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 12 12 12 6 12 12

Approach response

Normal 12 6 12 12 12 6 12 12
Touch response

Normal 12 6 12 12 12 6 12 12
Auditory response

Weak 2 1 2 1 0 2 1 2

Normal 10 5 10 11 12 4 11 10
Tail pinch response

Weak 1 0 1 0 0 0 0 0

Normal 11 6 11 12 12 6 12 12
Pupillary reflex

Pass, both 12 3] 12 12 12 6 12 12
Aerial righting reflex

Normal (landing on 4 1imbs) 12 6 12 12 12 6 12 12
Landing foot splay (mm) 87+18 93+16 92+17 92+15 T79+14 53+12as T6+11 72417

Significantly different from control group (##:p<0.01)



Table 2-20¢ Manipulative test of rats adninistéred orally with 1,3,5-Tris(3,5~d1-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
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Sex Male Female
Dose (mg/kg) 0 300 1000 0 300 1000
Parameter No. of animals 6 6 6 6 6 6

Approach response

Normal 6 [§] 6 6 6 6
Touch response

Normal 6 6 6 6 6 6
Auditory response

Weak (4] 1 1 o 1 0

Normal 6 5 5 6 5 6
Tall pinch response

Normal 6 [§] 6 6 6 6
Pupillary reflex

Pass, both 6 6 6 6 6 6
Aerial righting reflex

Normal (landing on 4 1imbs) 6 6 6 6 6 6
Landing foot splay (mm) 82+26 88+13 82420 69+12 70+16 T4+11

No significant difference in any treated groups from control group.
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Table 2-21 Grip strength of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
Sex Dose : Fore limb Hind 1limb
mg/kg g | 3
0 No. 12 12
Mean 1240 504
S.D. 147 60
Male 100 No. 6 6
Mean 1162 477
S.D. 118 67
300 No. 12 12
Mean 1278 533
S.D. 145 115
1000 No. 12 12
Mean 1167 439
S.D. 183 90
0 No. 12 12
Mean 1160 547
S.D. 153 87
Female 100 No. 6 6
Mean 1036 482
S.D. 143 110
300 No. 12 12
Mean 1167 524
S.D. 136 80
1000 No. 12 12
Mean 1140 517
S.D. 98 52

No significant difference in any treated groups from control group.
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Table 2-22 Grip strength of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4- hydroxybenzyl)isocyanurlc acid for 28 dQays
and followed by a recovery perlod for 14 days
Sex Dose Fore limb Hind 1imb
mg/kg € E
0 No. 6 6
Mean 1666 578
S.D. 110 107
Male 300 No. 6 6
Mean 1725 629
§.D. 274 105
1000 No. 8 6
Mean 1668 554
S.D. 154 84
0 No. 6 6
Mean 1424 636
$.D. 148 54
Female 300 No. 6 6
Mean 1427 550
s.b. 28 126
1000 No. 6 8
Mean 1264 601
s.D. i1 110

No significant difference

in any treated groups from contrcl group.-
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Table 2-23 Motor activity of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
Interval (minutes)
Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
4] No. 12 12 12 12 12 12 12
Mean 432 383 322 260 106 T0 1572
S.D. 32 b4 112 132 123 128 403
Male 100 No. 6 6 6 [¢] [¢] 6 6
Mean 429 401 408 246 172 91 1747
S.D. 40 31 38 118 156 78 371
300 No. 12 12 12 12 12 12 12
Mean 424 371 292 249 155 86 1575
S.D. 24 85 117 176 142 121 525
1000 No. 12 12 12 12 12 12 12
Mean 417 355 246 153 113 58 1341
S.D. 44 42 155 134 135 100 471
I¢] No. 12 12 12 12 12 12 12
Mean 435 356 281 163 148 134 1517
S.D. 46 57 94 160 125 131 381
Female 100 No. 6 6 6 6 6 6 6
Mean 421 361 277 183 198 162 1602
S.D. 47 30 129 170 101 167 426
300 No. 12 12 12 12 12 12 12
Mean 444 344 227 207 166 167 1554
S.D. 40 69 136 129 154 152 471
1000 No. 12 12 12 12 12 12 12
Mean 422 335 249 135 116 179 1435
S.D. 36 49 131 134 164 153 498

No significent difference in any treated groups from control group.
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Table 2-24 Motor activity of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery perlod for 14 days
Interval (minutes)
Sex Dose
mg/kg 0-10 10-20 20-30 30~-40 40-50 50-60 Total(0-60)
0 No. 6 6 6 6 6 6 6
Mean 453 398 383 359 333 286 2211
S.D. 38 50 76 49 96 168 428
Male 300 No. 6 6 6 6 6 6 6
Mean 386+« 385 363 271 282 337 2023
S.D. 52 26 57 100 134 58 275
1000 No. 6 6 6 6 6 6 6
Mean 420 398 367 277 234 96+ 1792
s.D. 25 40 89 147 135 132 450
] No. 6 6 6 6 6 6 6
Mean 410 339 310 216 112 110 1497
S.D. 24 59 118 134 160 121 518
Female 300 No. 6 6 6 6 6 & 6
Mean . 403 378 363 317 217 116 1793
S.D. a8 18 29 34 165 114 ase
1000 No. 6 6 6 6 6 6 6
Mean 395 341 224 54 52 130 1195
S.D. 36 54 124 42 68 125 244

Significantly different from control group (#:p<0.05)



Table 3-1 Body welght of rats administered orally with 1,3,5-Tris(3.5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
Day of administration
Sex Dose Gain
mg/kg 1 4 T 11 14 18 21 25 28 1-28
(1] No. 12 12 12 12 12 12 12 12 12 12
Mean 225 252 281 311 330 361 378 406 415 190
S.D. 8 9 12 18 23 29 30 34 36 31
Male 100 No. 6 6 6 6 6 6 6 6 6 6
Mean 227 254 284 318 335 366 383 406 412 186
S$.D. 8 8 11 13 17 21 26 29 30 27
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 226 253 281 315 335 365 380 408 413 188
S.D. 8 8 9 11 13 15 19 19 21 18
1000 No. 12 12 12 12 12 12 12 12 12 12
Mean 226 253 280 311 329 357 374 401 409 184
S.D. 6 7 8 12 13 17 17 20 23 24
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 173 187 200 214 224 240 249 265 270 97
S.D. 6 7 12 15 11 15 18 21 20 18
Female 100 No. 6 6 6 6 6 6 6 6 6 6
Mean 175 187 196 212 227 243 253 272 271 96
S.D. 8 9 11 14 18 22 21 24 22 15
300 No. 12 12 12 12 12 12 12 12 12 12
Mean 176 188 200 216 229 246 256 274 275 100
S.D. 10 8 10 13 15 16 21 23 22 18
1000 No. 12 12 12 12 12 12 12 12 12 12
Mean 175 187 202 218 227 242 252 269 270 95
5.D. 6 9 11 14 17 19 18 22 23 19
Unit : g

No significant difference in any treated groups from control group.
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Table 3-2 Body weight of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Day of recovery
Sex Dose Galn
mneg/ke 1 3 7 11 14 1-14
0 No. 6 1 6 6 6 6
Mean 425 432 453 471 481 57
S.D. 46 44 49 48 54 11
Male 300 No. 6 6 6 6 6 6
Mean 418 425 444 464 469 51
S.D. 22 19 24 29 30 11
1000 No. 6 6 6 6 <] 6
Mean 422 427 453 471 478 56
S.D. 24 26 30 29 30 7
0 No. ] 6 6 6 6 6
Mean 276 282 291 303 304 29
S.D. 17 18 22 24 22 8
Female 300 No. 6 : 6 6 6 6 6
Mean 286 291 297 310 313 27
S.D. 17 23 24 24 20 6
1000 No. 51 <] 6 6 8 6
Mean 277 283 292 299 301 24
5.D. 17 20 20 21 21 7
Unit

No siénificant difference

in any tfeated groups from control group.
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Table 4-1 Food consumption of rats administered orally with 1,3.5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isccyanuric acid for 28 days

Day of administration

Sex Dose
ng/kg 1 4 7 11 14 18 21 25 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 22 24 25 26 26 27 26 27 28
S.D. 5 2 2 3 3 3 3 3 3
Male 100 No. 6 6 6 6 6 6 6 6 &
Mean 21 24 25 26 27 27 27 26 25
S.D. 1 1 2 2 2 3 2 2 2
300 No. 12 12 12 12 12 12 12 12 12
Mean 21 24 25 26 26 27 26 27 25
S.D. 2 1 2 2 2 3 3 2 2
1000 No. 12 12 12 12 12 12 . 12 12 12
Mean 21 25 25 26 26 27 26 26 27
S.D. 2 1 2 3 2 3 2 3 5
0 No. 12 12 12 12 12 12 12 12 12
Mean 14 18 17 19 19 20 19 20 19
S.D. 2 1 1 2 1 2 3 2 3
Female 100 No. 6 6 6 8 8 6 6 6 6
Mean 15 17 17 18 20 20 19 21 18
S.D. 1 1 1 1 3 2 2 3 2
300  No. 12 12 12 12 12 12 12 12 12
Mean 15 17 18 19 20 20 20 21 18
S.D. 2 1 1 1 2 2 3 2 3
1000 No. 12 12 12 12 12 12 12 12 12
Mean 15 17 18 19 19 19 19 20 18
S.D. 2 1- 2 2 2 2 2 2 2

Unit : g/rat/day
No significant difference in any treated groups from control group.



Table 4-2 Food consumption of rats administered orally with 1,3,5-Tris(3,5-di-fert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

and followed by a recovery period for 14 days

B-4922

Day of recovery

Sex Dose
mg/kg 3 7 11 14
0 No. 6 6 6 6
Mean 29 28 28 28
S.D. 3 3 4 4
Male 300 No. 6 6 6 8
Mean 27 27 27 27
S.D. 2 2 2 3
1000 No. 6 6 [ 8
Mean 28 29 29 28
S.D. 3 3 3 2
0 No. 6 6 6 6
Mean 22 20 21 17
S.D. 3 3 2 4
Female 300 No. 6 6 6 6
Mean 22 20 22 21
S.D. 3 1 2 4
1000 No. 6 6 [] 6
Mean 21 19 20 21
S.D. 2 2 2 4

Unit : g/rat/day
No significant difference

in any treated groups from control group.
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Table 5-1 Urinalysis of rats admlnistered orally with 1,3,5-Tris(3,5-d1-tert-butyl-4-hydroxybenzyl}isocyanuric acid for 28 days
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/keg 5.0 5.5 6.0 6.57.07.5 8.0 8.5 9.0 - 4= 4 e bt ket - 4= 4 4k et aeks - 4= 4 At At bt
0 12 0 0 (¢] 0 0 0 7 5 0 7T 4 1 0 0 4] 11 1 0 0 O ] 12 0 0 O O 0
Male 100 6 0 0 0 0 0 0 4 2 0 5 1 0 0 0 0 6 0 0 0 0 0 6 0 0 0 O 0
300 12 0 0 0 0 0 2 1 9 0 6 5 1 0 0 0 12 0 0 0 0O 0 12 0 0 0o O 0
1000 12 0 0 0 0 0 1 2 9 0 5 6 1 0 0 0 10 2 0 0 0O 0 12 0 0 0 ¢ 0
0 12 0 0 0 0 3 1 3 5 [} 11 1 0 0 O 0 11 1 0 0 o 0 12 0 0 0 O 0
Female 100 [ 0 0 3] 0 1 1 3 1 0 5 1 0 0 O 0 5 1 0 0 ©0 0 6 0 0 0 O 0
300 12 0 0 0 1 1 Q 4 5 1 11 1 0 0 O 0 12 0 0 0 O ] 12 0 0 0 O 0
1000 12 0 0 o] 0 h] 1 5 6 0 11 1 0 0 O 0 12 0 ¢ 0 O 0 12 0 0 0 O 0
1) - : <10 mg/dL += 1 10 - 25 mg/dL + : 26 - B5 mg/dL +4 86 - 250 meg/dL o+ 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL += : 5§ « 7.5 mg/dL + : 7.6 = 30 mg/dL +4 31 - 70 mg/dL +++ 1 71 ~ 125 mg/dL ++++ : >125 mg/dL
3) - 1 <30 mg/dL += : 30 - 60 mg/dL + ¢ 61 - 125 mg/dL ++ 126 - 250 mg/dL +++ : 251 - 750 mg/dL +++4 : >750 mg/dL

No significant difference in any treated groups from control group.
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Table 5-2 Urinalysis of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl})isocyanuric acid for 28 days
4) 5) 6) T)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. —_—
mg/kg B e A A - 4t AbE ke = ke et 4 LY Y DY
0 12 11 0 1 0 0 12 0 0 O 0 12 0 0 O 0 012 0
Male 100 6 6 0 0 0 0 6 0 0 O 0 6 0 0 ¢ 0 0 6 0
300 12 11 1 0 0 © 12 0 0 O 0 i2 0 0 O o] 012 0
1000 12 12 0 0 0 O 12 0 ¢ 0 0 12 0 0 O 0 012 0
0 12 12 0 0 0 0 12 0 0 0 0 12 "0 0 O 0 012 O
Female 100 6 6 ¢ 0 0 O 6 0 0 O 0 6 0 0 O 0 0 8 0
300 12 11 0 0 1 ¢ 12 0 0 O 0 12 0 0 O 0 012 0
1000 12 12 0 0 0 O 12 0 0 0 0 12 0 0 O 0 012 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 ng/dL + :0.5-1.5mg/dL. ++ : 1.6 -~ 5.0 mg/dL +++ : 5.1 ~ 10.0 mg/dL ++++ : >10.0 mg/dL
8) +- : <2.0 mg/dL + : 2.0 - 3.5mg/dLL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL

T) LY : Light yellow Y : Yellow DY : Dark yellow
No significant difference in any treated groups from control group.
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Table 5-3 Urinalysis of rats administered orally with 1,3,5-Tris{3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No. -
mg/kg - - - 44+ 4 - - LS I T L 4+ 44 4 - - + 4+ 4+ - - + - - + ++ +++ - +- + ++ ++
0 12 12 0 0 0 O 12 0 0 ¢ ¢ 012 0 0 o 12 0 0 0 0 12 0 O 11 1 0 0 © 12 0 0 0 O
Male 100 6 6 0 0 0 O 6 0 0 0 © 0 6 0 ¢ O 5 1 0 0 0 6 0 0 3 3 0 0 0 6 0 0 0 0
300 12 12 0 0 0 O 12 0 0 0 0 1 1 0 0 12 0 0 0 O 12 0 0 10 2 0 0 O 12 0 0 0 O
1000 12 12 0 0 0 O 12 0 0 0 0 012 ¢ ¢ 0O 12 0 0 0 O 12 0 0 11 1. 0 0 O 12 0 0 0 O
0 12 12 0 0 0 O 12 0 0 0 0O 012 0 ¢ 0 12 0 0 0 0 12 0 0 6 6 0 0 O 12 0 0 0 O
Female 100 6 6 0 0 0 O 6 0 0 0 0 0 6 0 0 0 8 0 0 0 O 6 0 0 3 3 0 0 O 6 0 0 0 O
300 12 12 0 0 0 O 12 0 0 0 0 012 0 0 O 12 0 0 0 O 12 0 0 4 8 0 0 O 12 0 0 0 0
1000 12 12 0 0 0 © 12 0 0 0 0 012 0 0 O 12 0 0 0 0 12 0 O 6 6 0 0 O 12 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate
+++ . Severe

No significant difference in any treated groups from control group.
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Table 5-4 Urinalysis of rats administered orally with 1,3,5-Tris(3,5-d1i-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

Water Urine Osmolality

Sex Dose No. intake volume
mg/kg mL/24h  mL/24h mOsm/kg
0 12 Mean 48 14.3 1907
S.D. 14 3.2 441
Male 100 6 Mean 53 17.0 1761
S.D. 22 3.4 437
300 12 Mean 47 15.5 1723
S.D. 9 6.1 545
1000 12 Mean 45 13.8 1850
S.D. 9 5.3 459
0 12 Mean 35 8.7 2018
S.D. 10 2.5 395
Female 100 6 Mean 33 9.8 1751
S.D. 5 4.7 481
300 12 Mean 40 8.0 1835
S.D. 9 4.1 315
1000 12 Mean 34 8.7 1945
5.D. 7 4.0 547

No significant difference 1n any treated groups from control group.
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Table 5-5 Urinalysis of rats administered orally with 1,3,5-Tris{(3,5-di-¢ert-butyl-4-hydroxybenzyl}isocyanuric acid for 28 days
and followed by & recovery period for 14 days

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.57.07.58.08.5 9.0 - ke A b Akt khrh — 4= 4 4+ +++ 4+ — 4= 4 4t 4+t S+
0 6 0 0 0 0 0 0 2 4 0 1 1 4 0 0 0 5 1 0 0 ¢ 0 6 0 0 0 O 0
Male 300 6 0 0 0 0 1 1 3 1 0» 1 4 1 0 0 [} 5 1 0 ¢ 0 0 6 0 0 0 O 0
1000 6 0 0 0 0 0 1 3 2 0 0 2 3 1 0O 0 1 2 3 ¢ ¢ Q0= 6 0 0 0 O 0
0 6 0 0 0 0 0 1 2 3 0 5 1 0 0 0 0 6 ¢ 0 0 O 0 6 0 0 0 O 0
Female 300 6 0 0 0 2 0 1 2 1 0 4 1 1 0 0 0 5 1 0 0 ¢ 0 -6 0 0 0 0 0
1000 6 0 0 0 0 )] 2 2 2 0 4 2 0 0 O 0 5§ 0 1 0 ¢ 0 ‘6 0 0 0 O 0
1) - : <10 mg/dL += 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++4++ 1 >125 mg/dL
3) : <30 mg/dL +- 1 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 1 126 ~ 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >750 mg/dL
Significantly different from control group (#:p<0.05)
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Table 5-6 Urinalysis of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
4) 5) 6) T)
Occult blood . Bilirubin Urobllinogen Color
Sex Dose No.
mg/kg‘ - - + 4+ - T R N s - + 4+ bk At LY Y DY
0 6 6 0 0 0 O 6 0 0 0 0 6§ 0 o} 4] 0 6
Male 300 6 6 0 '0 0 0 6 0 0 O 0 6 0 o} 0 0 6
1000 6 6 0 0 0 O 6 0 0 O [} 5 1 0 0 0 6
4] 6 6 0 0 0 O 6 0 0 O 1] 6 0 0 4] 0 6
Female 300 6 6 0 0 @ O 6 0 0 0 ) 6 0 0 [4] 0 6
1000 6 6 0 0 0 O 6 0 0 O [} 6 0 0 0 0 6
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 ~ 0.15 mg/dL ++ : 0.16 -~ 0.75 mg/dL +++ : >0.75 mg/dL
5) - ! <0.5 mg/dL + : 0.5 -1.5mg/dL ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5meg/dL,. ++ : 3.8 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : »>12.0 mg/dL
7) LY Light yellow Y : Yellow DY : Dark yellow

No significant difference in any treated groups from control group.
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Table 5-7 Urinalysis of rats administered orally with 1,3.5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
meg/kg - - + 4 - - + 44 e - - + 4 4e - - + 44 444 - - + - 3= + 44+ 44 - - + 44 4+
0 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 O 5 1 0 0 O 6 0 0 ¢ 0O
Male 300 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 © 6 0 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 O
1000 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 5 1 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 0
0 6 6 0 0 0 O 5 1 0 0 O 0O 8 0 0 ¢ 5 1 0 0 0 6 0 0 1 4 1 0 0 6 0 0 0 O
Female 300 6 6 0 0 O O 6 0 0 0 O 0O 6 0 0 ¢ 6 0 0 0 O 6 0 O 3 3 0 0 O 6 0 0 0 O
1000 6 6 0 0 0 O 6 0 0 0 O 0 8 0 0 O 6 0 0 0 O 6 0 0 3 3 0 0 0 6 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + s Milad
Cco : Calcium Oxalate ++ : Moderate
+++ ! Severe

No significant difference in any treated groups from control group;



B-4922

Table 5-8 Urinalysls of rats administered orally with 1,3,5-Tris(3,5-di-fert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mosm/kg
0 6 Mean 41 12.7 2035
S.D. 13 5.6 470
Male 300 6 Mean 46 17.0 1797
S.D. 7 6.3 429
1000 6 Mean 45 11.3 1947
S.D. [ 5.2 406
0 6 Mean 40 11.6 1647
S.D. 3 2.5 315
Female 300 6 Mean 41 9.3 1923
S.D. 20 5.9 516
1000 6 Mean 32 10.4 1987
s.D. 8 4.1 449

No significant difference in any treated groups from control group.



B-4922

Table 6-1 " Hematological findings of rats adpinistered orally with 1,3,5-Tris{3,5-di-fert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Sex Dose No. locyte let nogen
mg/kKg X10*/ 1L g/dL % fL PE % % X10*/ 1L ] ] mg/dL
Q 6 Mean 788 15.8 47 59.7 20.1 33.6 2.2 104.4 14.6 18.8 319
S.D. . 23 0.5 1 1.1 0.4 0.4 0.2 5.7 1.2 1.9 19
Male 100 6 Mean 788 16.9 48 60.6 20.2 33.3 2.1 101.7 14.7 18.2 341
S.D. 22 0.8 1 2.0 0.7 0.6 0.3 5.7 1.7 1.4 28
300 6 Mean 778 15.9 a7 80.4 20.3 33.6 1.9 100.7 13.5 17.9 303
S.D. 18 0.5 2 1.5 0.4 0.2 0.2 12.7 0.6 1.3 15
1000 6 Mean 797 15.9 47 59.3 20.0 33.7 2.0 105.5 15.0 18.7 326
S.D. 31 0.4 1 1.9 0.8 0.4 0.3 9.6 1.1 0.6 38
0 6 Mean 767 15.6 46 59.5 20.4 34.3 1.7 99.9 12.3 14.5 243
S.D. 32 0.5 2 1.2 0.6 0.5 0.5 5.3 0.4 g.8 25
Female 100 6 Mean 755 15.2 45 59.3 20.1 33.9 1.8 107.5 12.5 14.6 247
S.D. 31 0.3 2 1.8 0.5 0.7 0.8 7.0 0.3 0.9 27
300 <] Mean 768 15.86 46 59.5 20.4 34.2 1.7 110.4 12.6 15.5 235
S.D. 27 0.4 2 1.7 0.5 0.6 0.3 12.6 0.6 1.4 17
1000 8 Mean 774 15.5 45 58.4 20.0 34.2 1.9 113.0+» 12.4 14.7 271
$.D. 29 0.7 2 2.5 0.7 0.4 0.2 7.8 0.3 0.5 43

Significantly different from control group (#:p<0.05)



B-4922

Table 6-2 Hematologlcal findings of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
WBC Differential leukocyte counts (%) Erythroblast
Sex Dose No. counts
mg/keg X107/#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 6 Mean 81 82.3 0.5 16.3 0.8 0.0 0.3 0.0 0
8.D. 20 5.7 0.6 5.4 0.8 0.0 0.3 0.0 0
Male 100 8 Mean 102 78.7 0.5 20.2 0.4 0.0 0.3 0.0 0
$.D. 23 6.7 0.4 6.5 0.5 0.0 0.3 0.0 0
300 6 Mean 91 88.3 0.3 10.8 0.4 0.0 0.2 0.0 0
5.D. 15 4.4 0.4 4.0 0.7 0.0 0.3 0.0 0
1000. 6 Mean 85 84.4 0.8 14.1 0.7 0.0 0.1 0.0 0
S.D. 16 5.4 0.9 6.0 0.8 0.0 0.2 0.0 0
0 6 Mean 58 83.5 0.3 14.8 1.3 0.0 0.2 0.0 0
S.D. 11 10.7 0.4 10.3 0.9 0.0 0.3 0.0 0
Female 100 6 Mean 68 86.8 1.0 11.0 1.0 0.0 0.3 0.0 0
S.D. 20 9.9 0.8 9.7 0.6 0.0 0.4 0.0 1]
300 6 Mean 68 88.5 0.4 10.4 0.5 0.0 0.2 0.0 0
S.D. 18 5.3 0.5 5.5 0.3 0.0 0.3 0.0 0
1000 6 Mean 66 84.8 0.4 13.5 0.9 0.0 0.3 0.0 0
5.D. 20 4.5 0.8 3.9 0.2 0.0 0.4 0.0 )]

No significant difference in any treated groups from control group.



B-4922

Table 6-3 Hematological findings of rats administered orally with 1,3,5-Tris{3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

RBC Hb Ht MCv MCH MCHC Reticu- Plate- PT APTT  Fibri-

Sex Dose No. locyte let nogen
ng/kg X10*/ 1L g/dL % fL PE % %  X10*/xL ] s mg/dL

o 6 Mean 800 15.6 47 58.2 19.6 33.6 1.9 107.3 14.7 18.4 295

S.D. 39 0.5 2 2.0 0.6 0.4 0.3 8.2 1.3 1.8 31

Male 300 6 Mean 814 15.7 47 57.8 19.3 33.5 1.8 98.6 14.5 18.4 308
S.D. 32 0.5 2 1.9 0.8 0.5 0.2 9.3 1.2 0.7 18

1000 6 Mean 821 15.6 a7 57.0 19.0 33.3 1.5e 106.6 14.5 18.0 295

S.D. 29 0.5 1 0.5 0.2 0.3 0.2 7.8 1.5 1.5 30

0 6 Mean 793 15.5 46 57.8 19.6 a3.9 1.6 106.4 12.2 14.7 231

5.D. 32 0.3 1 1.5 0.7 0.5 0.2 4.6 0.4 0.7 31

Female 300 6 Mean 787 15.5 45 57.4 19.6 34.2 1.8 108.3 12.0 14.4 243
S.D. 46 0.8 2 1.5 0.6 0.7 0.4 13.3 0.4 0.4 27

1000 6 Mean 787 15.3 45 57.6 19.4 33.7 1.4 106.6 12.4 15.4 231

S.D. 34 0.5 2 1.7 0.5 0.5 0.4 8.7 0.3 0.7 17

Significantly different from control group (#:p<0.05)



B-4922

Table 6-4 HBematological findings of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl}isocyanuric acid for 28 days
and followed by & recovery period for 14 days

WBC Differential leukocyte counts (%) Erythroblast
Sex Dose No. : counts
mg/Kg X10*/#L. Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
[H] 6 Mean 93 89.2 0.3 9.6 0.6 0.0 0.4 0.0 [}
S.D. 3 3.4 0.3 3.8 0.7 0.0 0.2 0.0 0
Male 300 6 Mean 89 89.8 0.2 9.6 0.3 0.0 0.1= 0.0 0
S.D. 13 4.4 0.4 4.7 0.6 0.0 0.2 0.0 o]
1000 6 Mean 81 88.2 0.3 10.3 0.9 0.0 0.3 0.0 0
S.D. 11 4.9 0.4 4.0 0.7 0.0 0.3 0.0 0
(4} 6 Mean 89 87.9 0.4 11.0 g.4 0.0 0.3 0.0 0
S.D. 22 4.8 0.7 4.5 0.6 0.0 0.4 0.0 0
Female 300 3] Mean 73 84.7 0.4 14.3 0.5 0.0 0.2 0.0 o]
$.D. 20 6.8 0.5 6.4 0.4 0.0 0.3 0.0 0
1000 6 Mean 62« 85.3 0.4 12.7 1.3« 0.0 0.4 0.0 0
S.D. 11 5.3 0.6 4.9 0.6 0.0 0.4 0.0 0

Significantly different from control group (=:p<0.05)



B-4922

Table 7-1 Blood chemical findings of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
ASAT ALAT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Sex Dose No. (GOT) (GPT) rubin
ng/keg 1U/L IU/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 69 30 57 1.0 689 43 34 78 0.06 124
S.D. S 4 19 0.3 66 14 19 20 0.01 12
Male 100 6 Mean 70 31 46 1.0 756 45 37 79 0.06 119
S.D. ' 5 4 12 0.2 130 12 11 16 0.01 11
300 6 Mean 67 30 43 1.1 586 53 34 89 0.086 132
S.D. 6 4 10 0.2 160 4 8 5 0.01 11
1000 6 Mean 70 31 44 0.9 666 49 32 82 0.06 124
S.D. 10 8 5 0.2 142 8 17 13 0.01 13
0 6 Mean 71 26 49 1.2 408 50 18 92 0.06 114
S.D. 14 3 13 0.2 81 10 T 14 0.01 5
Female 100 6 Mean 60 20 44 1.0 431 66 20 111 0.06 115
S.D. [ 5 11 0.3 89 13 10 18 0.01 11
300 6 Mean 71 23 40 1.2 408 56 14 98 0.06 107
S.D. 5 4 5 0.1 B9 12 i 16 0.00 14
1000 6 Mean 70 24 46 1.3 445 63 13 107 0.06 120
5.D. 8 3 9 0.4 168 18 3 21 0.01 16

No significant difference in any treated groups from control group.



B-4922

Table 7-2 Blood chemical findings of rats administered orally with 1,3,5-Tris{3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
BUN Crea- Na K Cl Ca P TP Albumin A/G
Sex Dose No. tinine
ng/kg mg/dL mg/dL. mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 12 0.27 143 4.4 109 9.9 7.4 6.0 2.8 0.90
S.D. 1 0.02 1 0.2 1 0.3 0.3 0.3 0.1 0.05
Male 100 6 Mean 12 0.27 143 4.5 109 10.1 7.3 5.8 2.8 0.91
S.D. il 0.01 1 0.3 1 0.3 0.6 0.1 0.1 0.05
300 6 Mean 15= 0.27 143 4.5 108 10.1 7.5 6.1 2.8 0.88
S.D. 1 0.03 1 0.2 2 0.3 0.5 0.1 0.1 0.086
1000 6 Mean 14 0.28 142 4.6 109 9.9 7.2 5.8 2.7 0.89
S.D. 2 0.01 1 0.3 1 0.3 0.4 0.2 0.1 0.04
0 8 Mean 16 0.33 142 4.5 110 10.2 7.6 6.1 2.9 0.92
S.D. 2 0.04 2 0.4 2 0.2 0.6 0.4 0.2 0.03
Female 100 8 Mean 15 0.31 140 4.7 110 10.1 7.2 6.1 2.9 0.92
S.D. 2 0.03 1 0.2 2 0.2 0.8 0.3 0.2 0.04
300 6 Mean 15 0.33 141 4.6 110 10.1 7.3 6.2 2.9 0.87
5.D. 2 0.04 1 0.1 1 0.4 0.5 0.3 0.2 0.04
1000 6 Mean 14 0.30 140 4.8 110 10.1 7.0 8.2 2.9 0.87
S.D. 3 0.04 2 0.2 1 0.2 0.4 0.2 0.1 0.04

Significantly different from control group (=:p<0.05)



B-4922

Table 7-3 Blood chemical findings of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

ASAT ALAT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Sex Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1U/L 1U/L 1U/L meg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 69 33 55 0.9 493 58 46 90 0.06 146
S.D. 9 6 10 0.2 98 13 10 9 0.01 5
Male 300 6 Mean 68 33 49 0.9 471 53 41 83 0.06 143
S.D. 10 6 11 0.4 68 10 15 14 0.01 8
1000 6 Mean 686 30 50 0.9 487 47 41 81 0.06 152
S.D. 8 5 12 0.2 112 9 15 9 0.01 14
0 6 Mean 65 25 42 1.2 299 75 16 124 0.07 114
S.D. 12 5 10 0.3 T1 6 3 7 0.02 13
Female 300 6 Mean 64 25 40 1.3 300 78 20 134 0.06 133
5.D. 11 5] ] 0.2 81 17 10 19 0.02 19
1000 8 Mean 61 26 38 1.3 259 60 18 107 0.07 122
S.D. 7 4 53 0.2 37 14 4 24 0.01 9

No significant difference in any treated groups from control group.



B-4922

Table 7-4 Blood chemical findings of rats administered orally with 1,3,5-Trls(3,5-di-¢tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

BUN Crea~ Na K C1 Ca P TP Albumin A/G
Sex Dose No. tinine
ng/kg mg/dL mg/dL mmol/L. mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
1) 6 Mean 14 0.29 143 4.5 107 10.1 7.1 5.9 2.7 0.87
S.D. 1 0.03 2 0.2 1 0.2 0.4 0.3 0.1 0.02
Male 300 6 Mean 15 0.30 144 4.6 108 10.2 7.0 5.9 2.8 0.89
S.D. 2 0.03 1 0.3 0 0.2 0.2 0.3 0.1 0.02
1000 6 Mean 16 0.31 143 4.6 108#+ 10.2 6.6 5.9 2.8 0.90s
S.D. 2 0.04 1 0.3 0 0.3 0.3 0.2 0.1 0.02
o] 6 Mean 18 0.39 141 4.6 109 10.4 6.6 6.5 3.1 0.89
S.D. * 2 0.03 1 0.3 1 a.2 0.4 0.2 0.2 0.05
Female 300 6 Mean i8 0.38 141 4.6. 110 10.4 6.6 6.6 3.1 0.88
S.D. 2 0.04 1 0.3 i 0.2 0.8 0.2 0.1 0.05
1000 6 Mean 17 0.37 142 4.5 109 10.3 6.5 6.5 3.0 0.88
S.D. 2 0.04 1 0.2 (1] 0.3 0.7 0.4 0.2 0.04

Significantly different from control group (»:p<0.05, s#:p<0.01)



B-4922

Table 8-1 Absolute and relative organ weights of male rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)
isocyanuric acid for 28 days

Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver

Dose (R+L)
ng/kg g g(g/100g BY) ng(mg/100g B¥) mg(mg/100g B¥) mg{mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. 6 6 [ 9 6 6 6 6
Mean 379 2.05 11.8 17.2 464 1.17 1.24 10.43
S.D. 26 0.07 2.2 2.8 T2 0.09 0.11 1.46
Absolute 100 No. 6 6 6 6 6 6 6 [
Mean 381 2.07 12.2 24.0 523 1.28 1.28 10.57
S.D. 29 0.06 2.5 6.5 79 0.09 0.08 1.35
300 No. &) 6 6 6 6 6 6 6
Mean 381 2.10 11.3 20.5 498 1.18 1.31 10.47
S.D. 19 0.07 1.7 2.8 138 0.03 0.05 0.88
1000 No. 6 6 8 6 6 6 6 6
Mean 3638 2.00 10.9 17.9 481 1.15 1.31 9.79
S.D. 15 0.08 0.6 5.2 99 0.12 0.08 0.73
0 No. i} [ 5 6 6 [ 6
Mean 0.54 3.1 4.6 122 0.31 0.33 2.74
5.D. 0.02 0.5 0.8 17 0.01 0.02 0.22
Relative 100 No. 8 6 6 6 6 6 6
Mean 0.55 3.2 6.3 137 0.34 0.34 2.77
S.D. 0.03 0.7 1.6 18 0.03 0.02 0.23
300 No. 6 6 i} [ 6 6 6
Mean 0.55 3.0 5.4 133 0.31 0.35 2.75
5.D. 0.03 0.4 0.8 43 0.02 0.01 0.13
1000 No. 6 6 [ 6 6 6 6
Mean 0.55 3.0 4.8 131 .31 0.36es» 2.66
§.D. 0.02 0.1 1.3 25 0.02 0.01 0.13

Significantly different from control group (==:p<0.01)



B-4922

Table 8-2 Absolute and relative organ weights of male rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)
isocyanuric acid for 28 days

Spleen Kidney Adrenal Testis Epldidymis Seminal

Dose (R+L) (R+L) (R+L) (R+L) vesicle
og/kg g(g/100g BW) g(g/100g B¥) mg(mg/100g BW) g(g/100g B¥) mg(mg/100g BW) g(g/100g BW)
0 No. 6 [ 6 6 6 6
Mean 0.75 2.80 64 3.11 806 0.98

S.D. 0.12 0.25 S 0.36 84 0.21

Absolute 100 No. 6 6 6 6 6 6
Mean 0.78 2.84 61 3.12 830 1.11

S.D. 0.13 0.31 8 0.23 99 0.17

300 No. 6 6 6 6 8 6
Mean 0.73 2.73 60 3.01 870 1.11

S.D. 0.09 0.20 3 0.28 105 0.10

1000 No. 6 6 6 6 6 6
Mean 0.69 2.63 bhe 2.92 837 1.11

S.D. 0.07 0.19 3 0.28 44 0.13

0 No. 6 [4 6 6 6 6
Mean 0.20 0.74 17 0.83 213 0.26

$.D. 0.02 0.05 2 0.09 16 0.06

Relative 100 No. 6 6 6 6 6 6
Mean 0.21 0.74 16 0.82 219 0.29

S.D. 0.02 0.05 2 0.08 28 0.04

300 No. 6 6 6 ] 6 6
Mean 0.19 0.72 16 0.79 230 0.29

S.D. 0.03 0.05 1 0.10 38 0.03

1000 No. 6 6 6 8 6 6
Mean 0.19 0.72 15 0.79 228 0.30

S.D. 0.02 0.03 1 0.07 18 0.05

Significantly different from control group (=:p<0.05)



B-4922

Table 8-3 Absolute and relative organ weights of female rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)
isocyanuric acid for 28 days

Body weight Brain Pituitary Thyrold Thymus Heart Lung Liver

Dose {R+L)
ng/kg g ¢(g/100g BY) mg(mg/100g B¥) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. 8 6 6 8 6 6 6 6
Mean 246 1.88 14.3 16.5 471 0.32 1.05 6.82
5.D. 22 0.06 2.1 2.9 132 0.07 0.12 0.97
Absolute 100 No. 6 6 6 6 6 6 6 6
Mean 252 1.91 13.7 17.1 412 0.83 1.05 6.79
S.D. 22 0.06 3.9 3.8 136 0.08 0.05 0.67
300 No. 6 6 6 8 ] 6 6 6
Mean 250 1.94 15.5 19.4 445 0.83 1.09 6.76
5.D. 27 0.11 2.0 4.1 85 0.07 0.11 - 0.75
1000 No. [ 8 6 [ 6 6 8 6
Mean 253 1.95 15.5 14.9 519 0.83 1.02 6.83
S.D. 25 0.09 2.5 3.3 48 0.08 0.10 0.75
0 No. 6 6 6 3 8 8 6
Mean 0.77 5.9 8.7 190 0.34 0.43 2,76
S.D. 0.05 1.0 1.0 44 .03 ¢.02 0.20
Relative 100 No. 6 6 6 6 6 8 6
Mean 0.76 5.4 6.7 162 0.33 0.42 2.69
$.D. 0.086 1.4 1.0 45 0.02 0.02 0.09
300 No. 6 6 6 6 6 6 6
Mean 0.78 6.2 7.9 179 0.34 0.44 2.71
S.D. 0.04 0.7 1.9 36 0.02 0.01 0.10
1000 No. 6 6 6 6 6 6 6
Mean 0.78 6.2 5.9 208 0.33 0.40 2.1
§.D. 0.07 1.1 1.0 30 0.01 0.02 0.16

No significant difference in any treated groups from control group.



B-4922

Table 8-4 Absolute and relative organ weights of female rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)
isocyanuric acid for 28 days

Spleen Kidney Adrenal Ovary Uterus

Dose (R+L) {R+L) (R+L)
ng/kg g(g/100g BW) g{g/100g BW) mg({mg/100g B¥) mg{mg/100g BY¥) mg{mg/100g BW)
0 No. 8 8 6 6 6
Mean 0.49 1.83 3 94.8 458
S.D. 0.06 0.21 14 15.2 122
Absolute 100 No. 6 6 6 6 6
Mean 0.56 1.90 66 82.2 463
S.D. 0.09 0.11 8 6.4 99
300 No. 6 6 6 6 6
Mean 0.54 1.84 68 89.4 439
S.D. 0.08 0.20 9 10.9 87
1000 No. [} 6 6 6 6
Mean 0.55 1.87 69 86.0 425
S.D. 0.08 0.17 6 19.3 84
0 No. 6 ] [ 6 6
Mean 0.20 0.74 30 38.8 188
S5.D. 0.01 0.04 6 7.3 53
Relative 100 No. [ [ (] [:] [}
Mean 0.22» 0.76 26 32.8 184
S.D. 0.02 0.07 5 3.8 34
300 No. 6 6 6 6 €
Mean 0.22+ 0.74 27 35.9 177
S8.D. 0.02 0.03 3 4.2 as
1000 No. 6 6 6 8 [
Mean 0.22+ 0.74 27 33.8 169
S.D. 0.01 0.05 2 4.8 35

Significantly different from control group (e:p<0.05}
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Table 8-5 Absolute and relative organ weights of male rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)
isocyanuric acid for 28 days and followed by a recovery period for 14 days

Body weight Brain Pitultary Thyroid Thynus Heart Lung Liver

Dose (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) wg{mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. 6 [ 6 6 6 6 6 ]
Mean 451 2.07 12.3 21.5 448 1.40 1.42 12.22
S.Db. 49 0.10 1.9 3.5 81 0.18 0.14 1.70
Absolute 300 No. 5 6 6 6 6 6 6 6
Mean 440 2.09 13.2 20.1 481 1.30 1.45 11.96
S.D. 28 0.09 1.0 3.1 103 0.09 0.06 1.73
1000 No. [} 6 6 6 6 6 6 6
Mean 443 2.11 13.8 21.2 401 1.33 1.43 12.05
S.D. 29 0.10 2.2 2.7 55 0.12 0.12 1.44
0 No. 6 8 6 (] [} 6 6
Mean 0.47 2.8 4.8 100 0.31 0.32 2.70
S.D. 0.04 0.5 0.8 20 0.04 ' 0.02 0.11
Relative 300 No. 6 6 6 [ ] [ [
Mean 0.48 3.0 4.6 108 0.30 0.33 2.71
S.D. 0.03 0.4 0.6 17 0.02 0.02 0.30
1000 No. 6 6 6 6 8 6 6
Mean 0.48 3.1 4.8 91 0.30 0.32 2.7
5.0. 0.02 0.5 0.5 15 0.01 0.02 0.18

No significant difference in any treated groups from control group.
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Table 8-6 Absolute and relative orgam weights of male rats administered orally with 1,3,5-Tris{3,5-di-tert-butyl-4-hydroxybenzyl)
isocyanuric acid for 28 days and followed by a recovery period for 14 days
Spleen Kidney Adrenal Testis Epididymis Serinal
Dose (R+L) (R+L) {R+L) (R+L) vesicle
mg/kg £(g/100g BW) £(g/100g BW) mg(mg/100g BW) g(g/100g B¥) ng(mg/100g BW)} g(g/100g BW)
0 No. 6 [ 6 6 6 6
Mean 0.76 3.07 65 3.12 1076 1.36
S.D. 0.06 0.35 14 0.18 79 0.20
Absolute 300 No. 6 6 6 8 [} 6
Mean 0.73 3.11 57 3.15 1062 1.34
S.D. 0.14 0.28 6 0.16 46 0.07
1000 No. 8 6 8 6 6 6
Mean 0.80 3.14 58 3.21 1079 1.38
S.D. 0.08 0.22 13 0.27 74 0.31
0 No. 6 8 6 6 6 6
Mean 0.17 0.68 14 0.70 240 0.30
s.D. 0.02 0.05 1 0.08 23 0.02
Relative 300 No. [ 6 6 6 6 ]
Mean .17 0.71 13 0.72 242 0.30
S.D. 0.04 0.05 1 0.06 18 0.03
1000 No. 6 6 6 6 6 6
Mean 0.18 0.71 13 0.72 244 0.32
S.D. 0.01 0.03 3 0.03 20 0.07

No significant difference in

any treated groups

from control group.



Absolute and relative organ welghts of female rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)

B-4922

Table 8-7
isocyanuric acid for 28 days and followed by a recovery period for 14 days

Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver

Dose (R+L)
ng/kg g glg/100g BY) mg(mg/100g BY) mng(mg/100g BY) mpg{mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. [ 6 6 8 6 6 6 6
Mean 282 1.98 16.9 15.3 435 0.90 1.16 T.28
S.D. 20 0.05 2.9 2.9 81 0.07 0.09 0.45
Absolute 300 No. 6 6 B 6 6 6 8 8
Mean 291 2.01 17.0 15.4 404 0.87 1.12 7.61
S.D. 19 0.09 4.1 4.5 60 0.06 0.12 0.78
1000 No. 6 6 [} [ 6 6 8 6
Mean 276 1.94 15.9 18.7 428 0.87 1.10 7.18
S.D. 22 0.10 1.9 3.5 71 0.08 0.10 0.52
0 No. 6 6 6 6 6 3 8
Mean 0.70 6.0 5.5 153 0.32 0.41 2.58
S.D. 0.04 1.0 1.2 20 0.01 0.02 0.14
Relative 300 No. 6 8 6 6 6 6 6
Mean 0.69 5.8 5.3 140 0.30 0.39 2.62
S8.D. 0.05 1.2 1.4 24 0.01 0.02 0.18
1000 No. 6 6 6 6 6 6 6
Mean 0.71 5.8 4.9 156 0.31 0.40 2.59
§.D. 0.03 0.8 1.1 28 0.02 0.04 0.08

No significant difference

in any treated groups from control group.
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Table 8-8 Absolute and relative organ weights of female rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)
Isocyanuric acid for 28 days and followed by a recovery perlod for 14 days
Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L}
ng/kg g(g/100g BW) g(g/100g BY¥) mg{mg/100g B¥) wmg(mg/100g B¥) ng(me/100g BW)
0 No. 6 6 6 6 6
Mean 0.59 1.90 75 83.2 478
S.D. 0.05 0.09 g 6.4 105
Absolute 300 No. 6 6 6 6 6
Mean 0.53 1.91 T8 83.8 488
S.D. 0.09 0.19 13 8.5 160
1000 No. 6 6 6 6 6
Mean 0.54 1.96 T3 85.7 473
S§.D. 0.09 0.21 10 7.4 98
0 No. 6 6 6 6 6
Mean 0.21 0.68 27 29.7 170
S.D. 0.02 0.05 4 3.8 21
Relative 300 No. 6 6 6 6 6
Mean 0.18 0.66 26 28.9 168
S.D. 0.02 0.06 4 2.9 54
1000 No. 6 6 6 6 6
Mean 0.20 0.71 26 31.3 172
5.D. 0.02 0.04 5 4.4 40

No slgnificant difference in

any treated groups from control group.
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Table § Gross pathological findings of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days
Organs Sex: M F
Dose(mg/kg): 4} 100 300 10G0 Q 100 300 1000
Findings Number: 6 [}
Thyroid{Parathyroid)
Small (left) 0 0 0 0 1 0 0 0
Aplasia (left) 1 0 0 0 4] 4] 0 4]

No lesion were noted in recovery groups.



Table 10

B-4922

Histopathological findings of rats administered orally with 1,3,5-Tris(3,5-di-tert-butyl-4-hydroxybenzyl)isocyanuric acid for 28 days

Organs Sex:
Dose(mg/kg) :
Findings Number:

mo=
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[
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6
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o

F
1000
6

Kidney
Number examined
Basophilia, tubular
slight
Eosinophilic body, tubular cell
slight
Large Intestine, cecum
Number examined
Cell infiltration, lamina propria
slight
Lung(bronchus)
Number examined
Cell infiltration
slight
Prostate
Number examined
Cell infiltration, interstitial
slight
Small intestine, jejunum
Number examined
Ectopic large intestine mucosa
present
Stomach
Number examined
Ectopic pancreas
present
Testis
Number examined
Atrophy, seminiferous tubular

slight
Thyroid(Parathyroid)
Number examined
Ectopic thymus
present
Hypoplasia
severe
Aplasia, unilateral
present
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No significant difference in any treated groups from control group.
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