-8¢¢-
0

L¥0-66 ‘oN Apnis

Table 3

the combined repeat dose and reproductive/developmental toxicity screening test

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

Clinical sign Dose (ng/ke) 0 10 40 150 600
Fate TK (Total) TK FP (Total) TK UC (Total) TK (Total) TK (Total)
No. of animals 10 (0 g8 2 A g 1 a» 10 a» 10 ao
Reddish urine 0o ® 00 ©® 00 @ 0 ©® 9 (@
Chromodacryorrhea ¢ O ¢ 0 1 0 @ 1 @ 0
Ptosis 0 (O 0 0 W 0. 0 1 @ 0
Alopecia o ® o0 ©® 00 ©® 1 ® 0 O
Loss of upper incisors 0 0 0 W 1 0 @ 0 (i)

TK
IC -
FP :

Xk

: 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 Incidence of clinical signs of femalé rats treated orally with isocyanuric acid in

the combined repeat dose and reproductive/developmental toxicity screening test

Clinical sign Dose (mg/kg) 0 ’ 10 40 150 600
Fate TK (Total) TK NP (Total) TK UC KL (Total) TK KL (Total) TK (Total)
No. of animals 10 (10) 8 2 O 8 1 1 Qo g 1 a4 10 Ao
Emaciation : 0 O 0 ¢ W 6 0 0 O 6 0 O 4 @*
Reddish urine ()] 0 0 6 0 0 O 00 © 3 @
Decrease in locomotor activity/ , ' A
piloerection/hypothermia 0 0 0 O 0 0 0 W 0 0 O 1
Soiled fur V(1)) ¢ 0 6 ¢ ¢ W 0O 0 W 2 @
Alopecia/scabbing o @ 00 ® 000 ® 10 O 1 O
TK : Terminal kill
NP : Non-pregnant, killed on 26 days after copulation
UC : Animal with unsuccessful copulation
KL : Killed because all pups died after delivery
% : Significantly different from control at 5 % level of probability
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Body weights of male rats treated orally with isocyanuric acid in the

Table 5 combined
repeat dose and reproductive/developmental toxicity screening test
(.g
" Dose Days of treatment
(mg/kgd - e -
4 ’ Gain
1 8 15 22 28 - 36 43 44 1~44
0 343 376 408 435 463 480 503 505 163
+ 13 * 21 + 28 += 30 + 35 + 40 + 45 + 44 *= 33
ao aow ao 1o ao (10 1o (10> (1o
10 343 380 431 458 4380 511 525 528 185
+ 13 + 15 x 14 + 15 + 16 + 15 + 22 + 22 + 20
1o ao aom am (10 aom (1o 1o am
40 343 383 420 449 478 502 511 514 171
12 + 21 + 26 + 26 + 27 + 28 + 36 + 36 + 27
ao 10> (@R1)) aom 1o ao (1o o (10
150 343 385 ° 422 443 475 488 514 518 174
+ 11 11 * 19 + 26 + 27 + 36 + 40 * 42 + 34
(10) aom 1o (10 (102 o ao aom (10
600 344 358 391 402% 425%%x 453% 461 464% 120%%
£ 12 + 30 * 25 + 20 . + 18 + 25 + 30 + 33 += 27
(10> ao aom (10 1o (10 10 (1o (10

Each value

is expressed as meantS.D.
*® : Significantly different from control at 5%

and (number of animals examined).
level of probability

K : Significantly different from control at 1% level of probability
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Body weights of female rats treated orally with isocyanuric acid in the

Table 6
combined repeat dose and reproductive/developmental toxicity screening test
(g >
Dose Days of premating Days of pregnancy vDays of lactation
(mg kg - -—- - -
Gain Gain Gain .
1 8 15 1~15 0 7 14 20 0~20 0 4 0~4
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
(o (o (10) (1o (100 aom (10 (o aow (10) 1§ t)) (10
10 223 240 . 258 36 265 302 344 436 171 316 336 21
= 5 + 10 + 11 + 10 + 16 + 13 + 15 + 18 + 12 + 24 += 17 + 17
aom (10) (10) 10 ( 8) ¢ 8 (8 ( 8 « 8 < 8) ¢ 8) ¢ 8)
40 222 247 263 41 273 314 358 456 ig2 338 359 i6
+ 5B + 9 + 11 += 8 + 7 £ 6 = 8 + 13 + 16 + 28 = 14 + 20
ao 10 (1o (1o Q=) C 9 (D D ) ( 8 ¢ 8)
150 223 245 262 39 274 308 346 432 157 343 350 4
+ 4 += 7 = 9 = 6 £ 13 + 10 + 15 + 34 + 31 + 18 + 16 + 10
(o Qo (1o 10) (10) €10 ao (10 1o aom ( 9 D
600 — 222 227 252 30 261 291 337 429 v 168 308 307 -2
+ 5 + 28 = 19 += 17 + 17 + 23 *+ 19 + 26 + 18 + 27 + 38 + 25
(10> (1o, (1o (1o (1o (ao ao am (1o (@41)) C10) ao

Each value is expressed as mean®S.D. and (number of animals available ).



-I[_

-282-

L¥0-G6 "ON Apnig

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)
1 8 22 28 36 43
0 24 27 28 28 29 27
+= 2 + 4 = 3 = 3 += 3 + 2
QYD) (1 (10 (@ 3¢D) QD) ao
10 25 30 27 28 27 26
+ 2 + 2 =1 += 3 + 3 + 2
aom ao (o Qo aao 10>
40 25 28 27 27 24 26
= 3 + 3 + 2 + 2 += 8 + 4
(10> (1o « & {10 (1o (10
150 24 28 28 28 27 28
+ 2 x4 + 2 + 4 + 3 + 4
aaom 10) (aom 10 @Yt aom
600 18 24 24 24 28 27
+10 + 6 += 7 + 5 4+ 3. + 5
(10 $41)) (1o (1o (1o (1,

Each value is expressed as mean®tS.D. and C(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) . - ———
1 8 0 7 14 20 0 3
0 18 20 20 25 28 23 14 52
+= 3 =3 + 3 + 3 += 3 + 3 +=10 + 8
1o (1o aom (10> a1 10 aom 1o
10 17 20 19 25 25 23 17 49
+ 3 += 3 += 2 += 3 + 3 + 4 +11 = 3
10 (10 ( 8 ¢ 8 C 8 « 8 ( 8 ( 8
40 17 21 20 26 : 27 25 15 49
+ 3 + 3 + 4 +'3 + 3 + 4 x=10 + 6
10 aaom « D « 9 (D « 8 « 9 ¢ 8
150 18 20 20 24 - 26 25 11 42
+ 3 + 4 = 2 * 3 =2 + 3 + 7 +12
(10 (1o aao 1o aom 1o ¢ D ¢ 9D
600 16 19 15 | 23 27 22 12 37
* 5 + 6 * 4 += 7 + 4 += 7 +11 22
aom 10) (1o (1o ao aao 10> 10

Each value is expressed

as meanktS.D.

‘and C(number of animals available).



A3111qRq0ad JO [9A8] %1 3® 105 "00 WOJ] JUSISIITP A[IUROTITUSBIS : xx
A3111qeqoad JO 9Ad] %G 3® 104,400 WOJI JULJSI]IP ATUROIJIUSIS : x
(payaem)+++ ‘(91BJIIPOW)+4 ‘(1q21[s)+ ‘(219191188u) — : uwIqUAIIIg
Ip/31un ya11ayg : uagour11q0.d(

(poyaem)+++4 ‘(aqe.:epom)++ (qqzns; ‘(aov.u) ! a{qtfn Bau)— pooiq 11139
(w/ﬂmosgm ‘(1p/8nQy)++ *(1p/8ugl)+ (Ip/BmggI (amtslrﬁatx)— : £poq auojay

1)+++ glp/ﬁg 0)++ “(1P/35270) + glp/ 0)F ‘(e1q131(30U) — : 8509MY

(1P/8W000T)++++ ‘(Ip/5m002)+++ ‘(1p/5m001)++ “(1P/3W0E) + “(1P/ m08~91)$ f(elarsiiEen) = ¢ uiedodq
ApnoYd) 4 ‘(81q1d1183u)—~ : Apnojy)

(umoaq eyed)gd ‘(moyr84)} ‘(mone& ared)id ‘(ssapoma)g P J070)

‘gF RO : (®

01 01 1 1 1 L ¥y 9 01 01 009
01 01 1 6. T L ¢ 01 01 061
01 01 ¢ 8 g ¢ 01 01 09
01 01 T 6 g 9 1 ' 01 01 01
01 | 01 g L T 1 % 9 01 01 0
R I T A T T A T N T T A T T N N UL R CEVED)
UIqnaijig U950U1] 1004 Po0Tq 31099) Apoq auoqa){ 3soon[y JO ‘o) 9so(
| 210°0 F
6 1 E 1T ¥ 1 1 £E0°1 ¥ 1 1 6 01 009
810°0 + ‘
g g € ¢ £ T 960°1 *x01 ¢ ¢ S 1 07 0g71
' 610°0 F
01 s ¥ i @ - 180°1 L € T 6 ¥ 01 0%
160°0 F | ‘
T % 9, S ¥ 1 880°1 § S ¢ S ¢ 01 01
120°0 + '
2 9 7z s ¢ 1 1 1 (®050°1 £ L £ € ¥ 01 0
tH4d 4ttt — 6’8 0°86°L (0°L G90°9 0°C 4Ajiaedd + - d4d A Ad J siemluR (dY/4m)
W193044 gd : 013109dg “Xpnoi) 30709 JO 'Oy @sog

1391 3uTusaJgos £1T121X0] [BIUSWJO]3A8D/8ATIONpOIdss puUB 8S0P 1eodad PAUTIQWOD 3Y} UI
PIo® OTJINUBAIOST Y314 L[BJO Pe3Eal) SJBL BB JO ssulpuu £Laeurag 1 -6 81qe]

Study No. 95-047

_13-

-234-



667"

_.?'[_

L¥0-66 "ON 4pmg

Table 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+ — + ++ +++ -+ tt ttt = 4+ = 4+ = 4+t i
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 13 5 1 10 10 5 3 2xx
600 10 7 1 i 1% 5 1 4%x 4 3 3 10 10 2 5 2 1%x%
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
{mg/kg) animals — + ++ +++ — + ++ — + ++ - + - + = 4 + 44
0 10 1 8 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 i0 i0 10 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) Sq(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 ur1ne)
* : Significantly different from control at 5% level of probability

Xk

Significantly different from control at 1% level of probability



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%/pl) (g/dl) (%) (f1) (pg) (%) (%.) (10%/p1) (10*/u1) (sec)  (sec)
0 10 805 14.9 43.7 55 18.5 34.0 26 69 133 13.0 19.4
* 47 * 0.4 * 0.9 * 3 + 0.8 £ 0.4 £ 10 + 14 + 18 * 0.3 £ 1.5
10 10 806 14.9 43.9 54 18.5 33.9 26 71 131 13.3 18.5
+* 20 £ 0.8 %+ 1.3 + 2 + 0.9 * 0.5 + 7 + 16 * 15 * 0.4 * 0.8
40 10 821 15.0 44 .2 54 18.3 33.9 23 79 137 13.3 19.6
£ 29 + 0.5 % 1.4 2 £ 0.7 * 0.5 + 7 i 34 * 9 £ 0.3 % 0.6
150 10 804 15.0 44.0 55 18.6 34.0 21 59 136 13.2 19.4
I, + 28 + 0.4 * 1.0 + 1 +* 0.3 % 0.4 + 5 + 12 + 9 * 0,9 % 1.0
N , ,
(F6) 600 10 T52%*% 13.6%% 40 .5%%* 54 18.1 33.7 32 72 147 13.3 18.9
‘:I.’ t 32 * 0.5 £ 1.4 + 1 + 0.4 T 0.5 + 18 + 20 *+ 10 *x 0.2 * 0.8
Each v?lue is expressed as meant$S.D.
**¥ : Significantly different from control at 1% level of probability

Ly0-S6 "oN 4pnmig




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 ¥ -GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (IU/1) (1U/1) (1U/1) (1U/1) (g/dl) (gs/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 * 18 + 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 +£0.16 * 0.08 + 10 + 34
150 10 53 28% 262 0.50 6.35 3.25 1.06 76 88
I + 10 + 5 + 57 + 0.43 +0.23 + 0.10 + 0.07 + 14 + 37
N ‘
o 600 10 55 27%* 254 0.68% 6.21 3.18 1.05 85 69
‘-ll\i * 7 + 5 + 38 £90.21 *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/1l) (mEgq/l) {(mEaq/1l)
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
=t
=
=2 40 10 151 0.28 12.0 0.57 10.3 7.5 143.0 4,13 101
= + 9 +0.02 + 1.0 -£x0.05 % 0.2 % 0.8 * 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 x0.05 * 0.3 * 0.7 £ 0.9 *0.31 *= 1
-
= 600 10 140 0.29 38.2%%  1.08%%  10.4 8.5 141.6% 4.46 100
+ 6 +0.04 *12.8 #£0.37 * 0.2 * 1.4 * 1.8 +0.44 * 1
Each value is expressed as mean*S.D.

* : Significantly different from control at 5% level of probability
#% . Significantly different from control at 1% level of probability
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Table 13 Incidence of necropsy findings of female rats treated orally with isoeyanuric acid in the combined
repeat dose and reproductive/developmental toxicity screening test

_ﬁﬁz;
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Dose(mg/kg) 0 " 10 40 150 600
' Fate TK (D TK NP () TK UC XL (T) TK KL (D Tk (T
Organ : Findings Degree No. of animals 10 (10) 8 2 (10) 8 1 1 (10) g 1(10) 10 (10)
Stomach : Distention - 10 (10) 8 2 (10) 8 1 0 (9) 9 1(0) 10 (10)
+ 0 0 o0 0 (0 00 1t W 0 0 W o W
Kidney : Enlargement - 10 (10) 8 2 (10) § 1 1 (Q0) 9 10 o (0)
+ 0 ) ¢ 0 ) ¢ 0 0_) ¢ 0 ) 4] .
+ 070 0 070 o0 0 040 0 0 0) 6(10)**
Decoloration - 10 (10) 8 2(0) 8 1 t1(0) 9 1{(10)0 1 (1)
J 3km ) gkm 0 0 8km 0 gkm g}m"
rh 0 0 07 0 0 0 00 1
Adrenal : Decoloration - 10 (10) 8 2 (10 § 1 0 (9) 9 0 (9) 5 (5)
+ 0 ) 0 0 ) 0 0 1 ) 0 1 ) 2 )
+ 0700 0 0 40) 0 0 071y 0 0 1) 3 X5
Thymus : Atrophy - g (9) T 2 (® 38 1 0 (9) 9 1 (10 6 (6)
+ 1 @ 1 0 () 0 0 1 (1) 0 0 (0) 4 (4)
Skin  : Alopecia | - 0(10) 8 2(0) 8 1 1(10) 8 110 9 (@
+ 0 (0) 0 0 (0 0 0 0 (0 0 0 (0) 1 )

- 1 Negative; + : Slight: ++ : Moderate; +++ : Marked: TK : Terminal kill; NP : Non-pregnant; UC : Animal with unsuccessful
copulation; KL : Xilled because all pups died after delivery; T : Total

¥ : Significantly different from control at §% level of probability

%% . Significantly different from control at 1% level of probability



