¥QZ0

: . i
/R
& BOZOS e &

=R B & F

1,3,5- b U R@2-F 0= VT IABRDS v &AW
2 BFEIEIENBEL S 28 BRIRER OB ESHRR

B-4924

2003410 A 10 8

ST IY-FtE3-

B oml & # T151-0065 H EZ M % AKX K WHE 36 — 7
Ak - BEMEAN T156-0042 HEHHHAIX PR AL -—3-11
BB AT T412-0039 B E B HEIBH L F L1284
B8 ™ BF 3T FT T419-0101 #MRH 5 AR ERT £ E = A $41308-125



B X

H
B R R 1
g ,!g(] .................................................................. 10
= R R R R L L L L L E TP 11

BB R O ik
1. R R UMEAR < e e e e eee et i 12
1) HEBRMEL v vvrernrre ittt e e 12
AR X N R R R R 12
4 = ) 13
1) HRIEOTIBIBR OMFIFEFTIE rrvevrerrerate et aaiiiiiiiaiieaae, 13
2) HEBRUKDLZITEME < cvvvveverr et ettt 13
3) HEBRUE DYRPE H—ERESE v vvverretretanratttiiiati ettt 13
. ) B 13
- 1~ 13
5. BEEK. BEEK. BEHMEOEEHRNL 2 ORIFEE oot 14
6. BEFIERZTOERINTEE «--crectrerresatrorsarsssotatsottossastosnss 14
7. BREBRUCZORTERA, FERITOIEBYE - rrrrerrerieeenn 14
8. ENMIDERBILTINT — A ODFETR cvrvrceessrasessasannonctresntoseaasanes 15
Q. BB GIE covevvrtrernettttt ittt iaenas 15
TN 1D - = S 15
(1) FEABR—AIRBEODBIER « v v v e vereermmnnenntecnceeeee e, 15
(2) BERERREE - ovverrrr et e 16

B-4924



R

(3) BBAUTE + v vvvrecrmnesettiietiittttnenetatttnteronnosasaiionones 16

(4) BEIBTEBNELOMITE «cvvvrerensssaumiatiatetmiisiitroaaaaiaaaaan. 16

2) KT v creer ettt et e ettt aaae e 16

3) FEBEERITE +vvvveeronnnneeroantnneeaaitae ety 16

4) FRE (BKBEITEASTE) rcecrcrrreraeareaeenatneanreanennas 16

B)  HLIRZERRES »ocvveeronrecnnereenaeetuoseettocuoetoiieenaaeeenonres 17

6) HLIELEFARZT v erenreernersenuatetoaerteteroeeeiieetaanenanias 18

T JRERIERRT v v v v e vttt ettt 19

(1) BRROBRE BRI «ccrvvrrerrerrcnroctarseaaronnnereaaisennans 19

(2) TREBHBEE IR » oo vvvvrrrrnroonree et 20

10, GEEHERHT v vrrennsneranesnnsenenastareoeearnsssesnansenassamannens 21
AR R

1. —BBRBE v vevrrrera ettt aea e 29

1) SRR —ARIREEDEIEL - o 29,

NI i A -1 - P 29

(2) FFATHF o TODBIER v oo v v e ettt ettt 29

L I e A A e U < S 29

Q) HBEBEBAET v vttt ta ettt 29

8) HBAHITE + v et ettt e et ea e 23

4) BEREEBIEODRIE ++ooccvvvrerrerrernantratetnatteioteiottraeecnns 23

I SRR 23

1) FEEHARE] <cc v cvrr ettt 23

Q) [EIFEHARE vttt ar e e 23

B, FEAEER ««vvrererererntatnittatata ettt ettt 24

1) FEHAME c vt rr e et aa e eees 24

S 1 -1 12 R 24

4, FRIEE (BB B ZDTD) rreverrrnrarararararetieneatieeeneeanaennen 24

1) 5 ATARE v ccvrrerrrrrrae e iie et riea e, 24

2) (B QFBARA <o r ettt ittt eaes 24

B-4924



=1

B,  HIJRPREET v wrrerromr et etterna et e a e aaraa e 24
1) BEGHIREE TEE « v o rrenrn st sttt it 24
Q) EIATHARTHE TR v eeremnnestoetantsettoiotternaietioioierecnanss 24
6. IMHEALEART v v v reorreoarnoreaaeenaseaaetaaetteaaetaeeenaraneas 25
1) BEEHAREE TS ~v v e e e oottt 25
2) [EIHIHARTHE T v rvrrmnssoenettittit ittt 25

T = O 25
1) BRI THE <o s e eremermmmr et 25
) IEEHARTHE THE o cvevnvrnnnnre e st 25

8. TARRIITEL o vvoerrrennsenaesonseaseeaeecnasasrossaressossnsessasenns 26
1) HEEHARRE TEE < v eerereremmnmonetteettiiiiiitteittiianees 26

9) [EIEHARETIE THE o v v vvvmmnmnenssomeeteiii ettt aaananas 26
0. S BESARLIERRTS v v e et e ettt e 26
1) B HARIIR THE <o o cvemereerernmne ettt iiitas ety 26
) [EIEHARIIR THE « v cvvnnnnnre et i 27
P 29
7 31

B-4924



Figures and Tables
Fig. 1-1~1-4
Fig. 2
Fig. 3
Table 1-1~1-3
Table 2-1~2-6
Table 2-7~2-12
Table 2-13~2-18
Table 2-19, 2-20
Table 2-21, 2-22
Table 2-23, 2-24
Table 3-1, 3-2
Table 4-1, 4-2
Table 5-1~5-8
Table 6-1~6-4
Table 7-1~7-4
Table 8-1~8-8
Table 9
Table 10-1, 10-2

Motor activity

Body weight

Food consumption

Clinical signs

Detailed clinical signs (Home-cage observations)
Detailed clinical signs (In-the-hand observations)
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Urinalysis (including water intake)
Hematological findings

Blood chemical findings

Absolute and relative organ weights

Gross pathological findings

Histopathological findings

B-4924



B-4924

E B

Sprague-Dawley % SPF #ff7 ~ b (Crj:CD(SD)IGS] ZHWT, 1,3,5- Y X@2-Fr~=

MNA YT INVBOREREIC L AERY I ZOEEREZRE L BEBIZOCH) 7 -
XTEREE) . 5. 15 R 50 mgkg/day & L. 28 BREIREHEGIRAKRE L=, 1 BHoOsmEi.
STARRE. 156 MU' 50 mglkg 3 5B CHEMES 12 T, 5 mg/kg REFHECTHBEL GIEE L, 2D b5,
AR, 15 XU 50 mglkg B HHOMBES 6 Bz oW\ T, 28 BEHKE# 2 BRRE I ¥,

I T

—HCREE T, R ERSOEEIIRD Ohieh T,

RETIE, EMOMEID 50 mg/kg ¥ SHEDOMEMEIZERD bk,

BEERETIE, BfED 50 mg/kg HEHOMETIRE 21~28 BIZ@RH bhrz,

RiE BAEAEZEt) Tit., R pH OB 50 mgkg B 5HOBICFED b,
MEERE T, HRYERSORBIIRD b leh o7,

MEALSERE Tid, ASAT, ALAT R O'LDH O &E{E, W TNIEREY o OEED 50 mgkg
BEEORE, AIP OEED 50 mgkg BHEHOM, B VAT o—AEUY VIFEOSEED
50 mg/kg # EHE OMEREIZED bz,

REERE T, IFREEOEES 50 mg/kg 5 FOMR, BRELD 50 mg/kg H 5
DHEIZFEO b, M FRICH MR O/NEROHEERD 5 RO 15 mgkg BEHOBRW
50 mg/kg S REOHEMICBRE SN, o, MO BEMIEFED 50 mg/kg B EHE O
W2, ARG/ NERLMEZERED 5 BT 50 mekg BGEEOHE, IEH#2EOHREBBHR R
50 mglkg H 5 RBEOMEME, BEMIROIEXRS 50 mg/kg BEHOHIIRD b,
EEHEE T, KRB, BHE. RRE. LEEFRE. Sk, ITERo Mg &)
ER O EZEREORTTRITIER Lic, 70, BEEER. FHlRO/NER IR, BH.
FEERER R CIREMROIEROHREEREOBREIIER L, §F0BEBLELD
D ATAERR P A B R BT AR R O/ AU SERED N EER M I BB S iz Z b, EEMERN

RN,

INHLORERNSL, ARBRIZEIT S 1,3,5- ) 2@Q-7 =) A VT INVBOELER T

HET 5 mg/kg/day Rif, T 15 mg/kg/day & HEE Xz,
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REEFHEEXREETER (LF¥VETENREOKEICLY, 1,35- MY X@2-T =
INA YT INVEEEE RBABERLCBEDORELHETIEN T, KBWEELZ v M2 28 B
MREZAORE L, TOEEZALMITE L L bIZ, 2 BREREL, BEOEEEZF-
DTEDRBEEBRET 2, B, FARBIL, UTORRELBEFROTA KT VICHERLTE
BEL 7,
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REBEHHRUHE

1,3,5- F U X(2- 7RV VU T IAVERL, BETBAERRERATER L¥EYE
ZERRENGRBEIN, FRALEZERDED o v MEERUHERRZEZLUTIIR L,

B OE #H
% 3

1,3,5- F U R@Q-Fa =) VT X)VEE (CAS 5 : 1025-15-6)

BEAE 7 iRt

g v & 0
a3t N
St ¥ %
WOk B omE SE & an

"%
i
=3

{8 7 5 5

C 12H15N303

99.12wt%

B AR Y I 1 B (B

249.27

1.156

25.3C

AR (R O ZHNEE : 2~8C)

B DERDEDOSHERED S, BRBIHAFRETH o
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RIYEF SRR LT,
2) K
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kR F 5 Ik
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2. WERBOMH
1) #WRBROFBEERESE
VEEOWBRME BB L, #ECEEL AN L, RMEEERT B2 —ELTT
W, 1 B4 32BET T AR GEXH) ICARTER (GEEHE : 16~26C) TREFL,
2) HWRIROEEM
FHEBME DAY 7 MREBIR Z IR ES TRF L2EHE. 1 K200 mg/mL T8 H
. 0.5 mg/mL T7 BEZEETH D Z L BHASEARY )V —F L 4 —THRIL TN
% (Attached Data 1-1, 1-2) ,
3) HBUROBE - B—HERER
BEF 1RV 4ED 2 EH, FE5IER LS REOFHBRIKIZ OV T HPLC HEIC & 0 #K
SRV —F v F—TRE LT, TORKER., HRYEREIIRTRMEIIH LT 94.8~
101.3%. #—4# (C.VH) i 0~04 % THV . WTHbHFEHEAN (RBE R ET10 %.
¥)—# . CV10 %LIN) THEIETHo7- (Attached Data 2, 3)

3. HEHWY

Sprague-Dawley & SPF ¥ v I (Crj : CDSD)IGS. BAF ¥ —/ R « VA A—EAt, B
AT & —) OMERES 57 L% % 5 BECAFE L, 9 BRRE - BHLAE Lk, EESEM
DER T—ARRBICREE OH b ER2 MRS 42 TR, 6 BETRERICH L, &5
BR%A B DIREEEFHIT. BT 213~234 g (EfE : 223¢g) . T 149~174 g (FIHfH : 162 g)
THO, WTHOBYOKE S EHHEL20%UR TH o7,

Bix. B - BICERMPOEERMEIC L VRINE, #OTNUE (BE5HANTH) OFE
WESHWTEBIHEL, EHOEHRENRTEIRITHE LD X588 EHER L, B80R
DTk Pa—F 2 AnTT ey s EBERCEFEAMBECHEY (Tuy /BREET
LERBEERR L. ARBRUOEANOEEES 2 EFEB RV Y TE) ICKVEELE, By
FROKFEMITRRAL VBRI L, =—F VEREHZ L 0 BRESE T,

1 REGTEEICRY, BSUCEUIMERES 55 I Th o 7oy, EBITITMERES 57 LA

Sz,

4. WMEEH
Eiid, IRE 21~25°C, MHXHEE 47~75%, MX[aEk 1 BFE 10~15[E], BB 1 B 12 B¥iE

(07 : 00~19 : 00) DFEBE=E (102 5=) THE L, 8L, 777 v M E&BEEr—
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(W250X D 350X H 200 mm : BA—IHRASH) (CHRE - BHEHIRM T 1~2 T, B8
R 1IEPOINE L, EFREE CRF-1 (4 = ¥ VB T EENSH, Lot No.020603,
020802) RUEKEIK (HBSETEAEK : FABER) 2BHICERILHET L, FATo
BAMBIZELTE, HHLES2 Yy MW THAEARERRR ST 4 —Coti LT
—HEAFL, T, SBKIZOWTRL, KEEICHER U772 KE ORE % M E AT R AT
HERER LV Z—ICEHN (E4E) IWEEL, BohET—F2AFLTETNETRREE DR
WZ EEHERLTREFELE,

5. KEHK. BSEHM. RSHERUVESELHMEE € ORIREH

BERBIIEMRBEON A R4 VU, BOEBRR Lz, RSWIMECEESR 28
AFERO 2HEM (14 BRE) & LU, EEHAPIIRESEE, i, R5EERIIRERERRT
—BEIZ T TWAd 18 18 (7E/AR) &Lk,

6. BEFERUVTORRER

BEFEIT>EEOROBRSICE L T—RUITbhTWE kL L, /bbb 101
| (08:00~12:30 D) . BY v 7 E#RAVWTHREE 10 mL/kg FEOHR SR & THMHIFR D
5 LTz, WBBICITEE Y 7)) 2EBICRE L, BEEZL0REREE, REFOKE
R EBECEELE,

1. BEERUTOXREERH., BEAETICEHHH

BEEIITHEARY OEL2EBICLTRE LE. T7hbb, 1,3,5- MV RQ-Fut=)A
YT IABDO (AU 7MW . 17, 50, 150 K (¥ 450 mg/kg/day & 1 BEMEHES 5 LD T v b
214 BEIRERORE LEE. 150mg/kg B 58 CHE 2/5 i, 450mg/kg # 51 CHEMESH
PIET LTz, 50mgkg #SHOHR CIXFHERORME, FEICHET ASAT, ALAT KUM= L
AT a—NDEfE, T~ 7Y v MEDEE, ALAT RUR I VR T B — A OEESRD
b, ZRHDZ ML, ARRICBIT 55 EIT 50 mgkg ZEHREE L. LUTALK 3
TBRLT, 15 RO 5 mgkg ® 3 AEZRIT, JIUCHBBEEZMZ i 4 BE2RELRE, 1HY
o) OB, 28 BTG RICHRT DR () (CHS 6 LAV, Eio, #BEE,
HEBROEARFTIL 28 AE&RE% 2 BEAE L-RICHRT 28 (DM [CHES 6
Lz vz, #EmEREUTIORT,
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B ®
HEE | REE B E |#Rs5ER | % = ¥ B H OB
(mg/kg) | (mg/ml) [ (mL/kg) Ehinik BES B BinE =
paiickicd 0 0 10 T 6 1001~1006 6 1007~1012
i 6 1101~1106 6 1107~1112
A 88 5 0.5 10 b3 6 2001~2006 - —
v 6 2101~2106 — —
hHER i5 1.5 10 % 6 3001~3006 6 3007~3012
i 6 3101~3106 6 3107~3112
B R 50 5.0 10 pid 6 4001~4006 6 4007~4012
13 6 4101~4106 6 4107~4112

8. BMOEARUITr—O~DRT

BT AGER/ N A BEE OF TRERB 21T o7z, S#FF S —JI0E, AR B) Z
CICBHZT LIy =Y 7 e DT, RRES, REEK, RER, % 8WES. HEES
RUSBRTERZHL LT,

9. BEAE
1) —MKEOBIE
BREHEPIIER 3E, BREMEBRGEZRVERE 2 % (720, LBRUYKRBEIX
BEREREE#ZO2E) | BEHETIIER 1R (FIF) | EAAER, XTRRE. €%,
ITBR OS2 & ok 2 B8 L,
BB, UTHESHBEPZBE5 10, BE1~THZ2BREE 1R, -, BEXTEOEA
FEIE 1R, BE 1I~7THZEEE 1 BEEELTRFRLL,
(1) 72—k
EfEEICOVT, RERLKANC 1, HEHRTROCEESFFIIEE 1 BIBE L,
2B, BERURATIRSOEREMBL, 827 FACEEBELICRE (771
R) TiTo7=,
O F—sFr—THNEE (RaTIZ2WWTiX Attached Data 4 ZfR)
RE Kg, RETEH
® FizE->TOEE (RaT7IZ2>W\WTiT Attached Data 5 2 8)
FR—BLr—UnbOBMOH LB S, A RYVTIERHTHRE (N RY U THRO
REEET) | HE - EEORE EOHEN, BE, IME, EEOGARY) | B
(ARERZH,. BBOBEXAS) | R So4Wy, FIHRER, BE8REE (R,
TR¥E, ST, REFLER. FRIR)
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@ A= T74— )V FREE (R2712251TiT Attached Data 6 Z/8)
AT, EH, REERER, BE g Sth BNy [EE. HEtt BRER. HER) .
HEITE (W, EERE) | BETH (HK. BHEERLY)
(2) HWRERE
2EEIZONT, BEFE4BARUEES 2 BIILLTOREERZ 774 FTiTo7 (R
2 T2 W T Attached Data 7 2/R)
BRELS, BRI, BARG, BERIG, BILRS. ZEPIERRSN. EHBHEIE
(3) BAHHE
FREMEERE ICE &, AR UEBEDERS (CPU 7'—Y MODEL-9502A, 7
a—x =7 VU FHEREH) OBRIEERT T A R TiTok,
4) BRESHEOAE
FEBEHREICE EHE, REE4BRCEEE 2RACERESE (EREBVAAR
EBE P —NS-AS0L, HREt=z—uP AT R) OREEZT T2 FTITo7,
BIZET 1TV, 10 HFARR T 60 SR OES R & &5 L7,
2) HEAE

SEEIZOWT, BE 1, 4, 7. 11, 14, 18, 21, 25 R} 28 AoHFEANC, EEHIME
FEERE 1, 3, 7. 11 RU 14 BIZRIE L7z, RIEIZ 08 : 09~11: 10 OIC{To 7, F
7o, BEHMBETRERVEESBRETHOSRECOEAGEEERREHOLOERE GBI
BH 5o 16 ) OFEEZHIE L,

3) BEEERNE

2EEIZ VT, BEHMPIEERE 1. 4, 7. 11, 14, 18, 21, 25 R1* 28 B OB 5l
iz, BEIESRPIIEE 3, 7. 11 R 14 BICHIE L7, BIEIZL 08 : 24~12:04 DRI T -
2o 2B, BEHPMGTOHRE 1 BIZATEALD 1 HE, FhiEiE 3~4 BEMOREE, |
EYRTOEE 3 RIZEE 1 Anb0 2 AMORKEE, ThUREE 3~4 BRORFEESR
BiEL, 11 ARICKBERR LT,

4) KBRE EKEAELET)

B’E5E 4ERCEES 2 BiZiTo 7,

BREE 48 (85 25~27 B) IIREYHOREZIZLEHIOWVT, EEE2E (|
#H 11 AEUN12 B) BEEEEOSBWICOVT, BEIERELZ Yy b Ly — VA
L, & - BRBAKTC 4 KEREER L, ®WT, BEMER - BHEBAT TEO®%D
20 BEERZEREL L7e, BMEAEHILUTORY Thd, 28, BR LR 4 BHRERICS
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WCpHUTUWEE TORELREL, £ORICHEONZ 20 HHRRERAWV TRBEER TR
BEOREZITV. REIT 4 RFRIORER O 20 BOKRELZ S5 L THE M Ui, KRR,

RRBEEY PLIEr—VIORELDRETITENGO 1 B OEREER, BAKREZHNT
B LTz, 728, BMES 1107 iTRRBOMCEMBHER Lo H, BERERL, BRE

Z{To7,

AHIEH B E K &
pH T-V3vAT19IA-TEA BB [7— 7 LA R &#]
EABE T-7aVa7 199 2-TRA BRERAE [7—2 LA Bkt
4 bk A=23a/27 49 A-TEARBE [7— 727 V1 B &4t]
TN a—R F-Va/271 9 A-TEA R [T — 7 VAR S4E]
& =7a/374993-TEA BRBAHE [7— 7 VA R &1t]
Yy T=v3/2749)A-TEA BB [7— 27 VA KRR EHE]
Trbey ) —H r=VaviT iy A-TEA BB [7—7 LA & i]
&, PIRR#EIZE
¥ Sk
RE (24 HHEE) EEAE
REE KA TEY
BAE (24 RKHEE) HEE
5 I E 2R

a) : AUTION MINI™ AM-4290 (7 —2 LA #e4h)

b) : BEEBEREERHEEE A—FTUFRX¥y b OM-6030

(7—7 vA %X EH)

MR FHRE

a)

a)

a)

a)

a)

mL
mQOsm/kg
mL

BREHF R OEE SRS T OB B OHREFC, ATH 25 —& (8 16~19 Bff) RS
fe2f@sz, =—7 VEREETCRE L. EXEAR 5 EDTA-2K IHRMmE (SB-41: &
Ao AEASH) CMEEAERL, UTOEBIZSOWTRHIE L, =L, r iy
B, ERERS e R TAFURRRGT 4 7Y ) —FURIZOVN T, 3.8%
I T MY U ABEBENERE (K 9 FIZXL 1 BOBS) ICER Lg% E 05
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B (3000 rpm. #71,600Xg, 10 /7F) LTHE LN =migEEAVWTHIE L,

BEEA Al & F & B_{r
FRiLER# (RBC) BERIEREbREES 10%uL
~EZ v & (Hb) ST URA MBSO EY g/dL.
~< ;s Uy ME (Ht) FRiERERCEHRMERERE D EH %
FHROLFAE MCV) BRIERTLHAMES fL,
EHiRmEkmaEE (MCH)

FABRERP~NETu e ENHEH pg

EHyFR mER M 23R BE (MCHC)
~NESREVERUAST MYy MEDLOET %
HRMEKZE (Reticulocyte)

Brecher {& %
m/hik$k (Platelet) BERERE{REES 10%/uL
HiEkEk (WBC) ERERERHES 10%/uL
BBk 5 5 May-Giemsa 212 X B8R %
Zu b rEE PT) 2oy MEY s
EELES b e v R 7 RF HH (APTT)

7y MEY s
747V /—4% & (Fibrinogen)

FarR7 T AF kY mg/dL
& R E#35
¢) : FI—AZ—2ABS8HAMKTFTAY— T890
(Ry 7wy a—nd—FEXaH)
d) - miFREEEEEEREE ACL 100 (Instrumentation Laboratory)
M LFRE

MERFEREO-DOFRM & FEFZ, BEXERD DR Lo &% EEEERIA Y ARE

(R Vzg FILA— by 7 FAEKRREHE) C]RY . B4 8E (3000 rpm., 9 1,600
Xg, 1040) LTHAONMELZHCTUTOEBIZOWTHRIE L, 72721, ASAT,
ALAT, LDH % Uty -GTP {22\ Tk, ~/%Y VIS (i 1 mL % 0 #) 20 Biz o~
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2RY V) TR U7 MR O4EE (3000 rpm., # 1,600X g, 10 4f) LTELRIM

FAaRNTRIE LT,

EHH
ASAT (GOT)
ALAT (GPT)
LDH
v -GTP
AlP
a1 A7 a—, (T.cho)
MU ZUEZA4F (TG
U ReE (PL)
MWE VL EY (Tbilirubin)
N a—2R (Glucose)
RFE=ZZ (BUN)
7 L 7F =" (Creatinine)
T YA (Na)
B YA (K)
#HF#E (C)
SNy i (Ca)
Y o (P)
#WizAaHE (TP)
FTN7 X (Albumin)
A/G it (A/G)

I ESES

W E K i

UV-rate #°’

UV-rate 3¢’

UV-rate 3¢’

L-y 27 M h-8-10E" ¥-4-bu7=) b k)

Bessey-Lowry ik’
CEH-COD-POD %*
LPL-GK-GPO-POD ¢’
PLD-ChOD-POD #’

B AR U A )
Fha—R7e Rar—=Lge
Urease-LEDH ¢

B
TU/L
TU/L
TU/L
IU/L
TU/L

mg/dL

mg/dL
mg/dL
mg/dL
mg/dL
mg/dL

I=<F

Creatininase-creatinase-sarcosine oxidase-POD #5¢) mg/dL

A A BIRERIE

A F v BRIRERIE)

A A RIRERIES

OCPC

) 7T RIS

Biuret #*’

BCG ik’

RI-AVBAERBT VT I UnbEE

e) : HBKLFEEDITEE TBA-120FRFE (KRXSHHKE)

T RETERE
(1) HREVHBEEENE

mmol/L
mmol/L
mmol/L
mg/dL
mg/dL
g/dL
g/dL,

EEEIZONT, BMEEREIRTIENIC L 0 O BFE s, AR, THE. BEEAT
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BEHZ2E02EOBE - HBIC OV THIZEE - SRE LT, ROT, UTICRTHRE -
MBIZOWTHEER (EXER) 2RIETHL L i, EERLIBRIGFOFENS,
fAE 100g 4V OMMEELZBEHLE, 28, *Hi o0 -fAdoBEIC>VWTiE
BRI 2 CRIE LA, ZOAFHETHME L,
Bi. TEMAE, PR (LRAMEZED) * BR. LB W (REXE2ET) | iFE.
R, BHEr. BIRY. RERY. RBEEAY BE. Y. 7E
(2) REMEBTRE
EEMDIZONT, ROBE - k%2 Y VBEEE 10 vol%FhA <Y VETEE, REFL
7o (772U, Rk, N—F —REUOHMRILY VEBEEEFR CHRE L Swi%h /v F L7
NT e R-28wh%EA<Y) VRT, BERROBEEFEZT 7 VB CEE LK. ) VB
R 10 vol%A< U R TIRIF L) . RNT, THREELLHE - o onTos
74 -BBL, 2O LEHOMNBELEARERICOVWTHREL . ~T P Y .
AV (H-E) R&EE2TV, SR, ZOFE. ERWEREICL3EENEDN
T MEHED TR CRBIBICOW T EHO PR UERERHIZ W THRE L, BEEHX
HEBEROHAERH TERICBWTHRYER S L 2EER RO EEOIFBE O
BIE%Z, TRAEBM CHOMEAHRE L, £/, HEMROBD oNIHFE -Hkic>»
TIHARCBFHACRELE, X, EFRVREFROARBAICONVTEREZRE L
7
KB, /DI (ExEde) . BN, LEHE. BEK. Hg, ~—F—lR, TEK,
RRER (Ep/MEZSTe) | BIE. KR, B, 38T Y %8, IBRKEY 28, L
& MEXEMR, JE. B (REXEEL)  F. RE. B, F2HB. =B, BB (3
AxVREEL) . BB, BB, BB, STR. TR, IHE. B SR, B,
R, BREAE AR, BE. R, TE. B, 1R, W8 (BHEat) | K
B (BEHEEde) \ KEBSEHES. KE (B2 . WE. BERNN8 (ED)
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10. #EEthRsT 2~
1) HEF—% (774 FRABEOTEMRR, HEREICRBITIEENTEE, &
B, HEESHE, FE, EEE #HAE RREOCFEEMNEHE., MkFRE. hiki?
BRERUVCHEEER) I TROBRXRIIFTHELE>TRELE,

BEHOFYELRERE

%
)

Bartlett 8
IR E

p=0.01, B p<0.01, FEESE
Sttt

Dunnett ¥ Dunnett &%
mean rank test

p<0.05,0.01 p<0.05,0.01
mRE R E

ST

2) ROEMHT —% ROREERFRERE
Mann-Whiteny ® U REZ AWz (FEKH# 0.05 XU 0.01, ) .
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HRER

1. —fiKag
A& % Table 1-1~1-3 X U* Appendix 1~11 {Z/R L 7=,
WThOEMICBWTH, BRESFMRVEENMZE CRETH ool
1) FEMRR—RREOBE
() F—sir—VHNEE

Rk#& % Table 2-1~2-6 & U Appendix 12~33 iz~ L7z,

2FEICONT, BB, RERUCRETHOERELER 1 T,

WTROBZ L REIXHONR 0T,

(2) FiTF-oTOBE

FAE % Table 2-7~2-12 R U Appendix 34~55 (TR L7z,

ZEEIZONT, AT —VnRbOBRHLES, "V FI Y TRATIRN (N~
FUITROREFELSE) | KL - KEOKRE, fHEAEK. R - 205w, B (R
KEH, RgOBE ES) . BEMEEE (BEAE, YE. HE, MERVFER) Of
S24H8 1681177,

WTROBMIZ O RE R H bR o7,

B A= 74—V FHREE

A& % Table 2-13~2-18 & U Appendix 56~77 IZ R L7z,

2fEEIZoONT, A= 7 4— NV FHRTOEE, BT, BERE, R, B8 B
B1T8., &, YH LV ER, SERERUHEELREOBHELZERE 1 E{To 7,

A5 EYEETIE, b mgkg BREHOHTREE 2 RV4ABIIFEREENED LN
7ehi, AEL OBEEITR»o7, PHERTIE. FERYERSH L RBE L OMICH
BEIRDONR DT, EOMOBREEE Tk, WThoEHIZ bEFEIZH N2
27,

2) BEERE
FiA&E % Table 2-19, 2-20 %" Appendix 78~84 {Z/R L7,
Z2EEICOVWT, REFEABERVEES 2 BicEir (RE) G, SRS, BRI,
RS, B, EFREMREERVCERRHEORELT 1,
EHFEEE T, SERDERGHLABHEL OMICFEEIRD bR dhofe, £D
HORERE T, WTRLOBBICLREIA GNP T
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3) EAHRE
4R % Table 2-21. 2-22 XU} Appendix 85~91 {Z/R L7z,
EEEIZONT, BEF 4 BARUERE 2 BICAiRRCEBECRB A ZHIE L,
BE5E 4 BT, SHBRDERSHOMREL LICH B OMICEFEEIRD o)
27,
BIEE 2 @ T, 15 mgkg HEHOM TRIERDEBEHICHEEREKESTFD NN, HE
L OEEMEIX 2D o T,
4) BHREEHEOAE
FK# % Fig. 1-1~1-4, Table 2-23, 2-24 %" Appendix 92~98 {Z;R L7z,
2FEFEIZONT, BEFE4BRVOEESE 28I 1 BEicbizoTERESELAIE L.
1037 2L DfEL 60 SRIDEEER L,
BEE 4R TIE, 15 mgkg BEHOHET 000 10 DICEEREENRD bR, £
DROUEBAEET 2L, ARLOEEE LR o,
BIESE 2 BT, SEHRDERSHOMEREL bICHBRL OMICEEEIRD i

27T,

*E
AR % Fig. 2. Table 3-1, 3-2 & 1" Appendix 99~105 2R L7z,
1) ®5HIE
50 mg/kg WS TIL, HTEHEERMOMBIIRE 4 ALIEAOh, #5525 K128 B
CHEBEERRD oz, AEOH THHREEMOMBINESE 14 BLUEAR LN =8, HBRE
LORMICHEEZEEIRED o7,
15 mg/kg AT ORGSR TIL, ML ICHRE L OMICEERERZD ok,
2) [EEHR
50 mg/kg BT, ML bICKTRES EES EEMMAA O, EHEHAMFOKE
HENECHEELHENED LN,
15 mg/kg B EHETIE, ML LICHBRE L OBICEEERR Do,
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3. {E#EE
R % Fig. 3. Table 4-1, 4-2 R TF Appendix 106~112 [IZR L7z,
1) FHE5HR
50 mg/kg |EHTIL, HETHRSE 21, 25 R 28 HICEESRDHOh, £525 BIAR
ENRD LN, M ERRAIEFRD oo Tz,
15 mg/kg HEHTIL, BETHRE 25 BICHFEREMEIRBD N0, —RHURELTSH
D, M EREREROONRWI LD, HRYERE L OBEEIIRVWEEZ LN,
5 mg/kg B ERHFTIT, MEL ITHREL OMICEEREIIROD b Rho 7,
2) [E{EHIE
BHBRYEREHOMEL LICHBE L OMICEREZIRBO bhiho T,

4. RBE BEKEZEEL)

F¥%#% % Table 5-1~5-8 & (} Appendix 113~133 IZ/R L7z,

1) #®EE4ERE
R pH OEEME(LD 50 mglkg R EHOBEICED bhic, A BEBHEFOFE RN
15 mg/kg IR SHOHEICED D=2, HEICFRIELIIAbNT, AR L OBEE S 21T,
FOMOBEEH Tk, SHRMEREHOMEL HIOHTERLOBICEREZEIRD bR
7o,

2) [EHEE 2 \ARE
BHBDER ST OMRE L bICHBR L OMICEEZIIR D bk oTs,

5 MAPRE

piAE % Table 6-1~6-4 % (X Appendix 134~ 147 IR L7z,

1) FEHIRHETER
MCHC OHFE2R&ED 5 mgkg WEHDOMICFED b, AR E OBEMEZ LRI o7,
ZOMOKREER TiX, FERDERSHOMREL HICHRELOMICEFEZIRD LN
o,

2) MM TR
TR AR EHOMREL bICHBE L OMICEERIRD b ho T,
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M#&{LARE

FRA#& % Table 7-1~7-4 V' Appendix 148~161 {2~ Lz,

1)

2)

1.

B 5 BRI TR

ASAT. ALAT, LDH, #a L A7 —A R VIEEOFEEXIIFERSE. EHY
Y ORERIEMEN 50 mg/kg H5HOHE, AP, BaLXTo— VRO VIEEDOEERE
fEA 50 mg/kg | HHOMIZFEO b, F, F M) YV LAOFEREMED 15 mg/kg Bl E
DREFHOEIIRDLNE, TOM, P FVETA FOFERSMED 5 mgkeg 5D
HIZRED NN, RELOBEERR ok, T, ZJVTFVOFEREMED 5
mgkg UL EDBREFHEORIT, RE VALY OFEREMEDN 156 mgke REFHOME R 50
mgfkg # 5RO bR, BHERFTHMEOEL TR & HBEENRE
RIIBWEB X BT,

B8 HARI#E 1Ry

REVALEOFEREMED 50 mgkg B EHOMEICRD DN IR EHMMR T L 1T
WOELTHY, TORERERBTHHZ b, ABMNETBHANOELEEZZ N,

#BEEE

F%Af % Table 8-1~8-8 & (¥ Appendix 162~203 {28 L7z,

1Y)

2)

B 5 TR

HBRWE RS ORER IS b,

Ff g : MEXEROCHFELGMED 50 mgke R5HOHE, B EUHMEROEERE
72 fEDS 50 mg/kg R GHEDOHEIZRD LT,

O, UTDOEEHRD L), FRFOEFECIIEEEZ LN,

Jicd D ABHEEOAEELEMES 50 mgke B SEHEOMBEIIFRD bR,

MR EEROFEREMES 50 mgke BHEFHOMIZRD b,

Mg EREEOFEREMES 50 mgkg B ERHOHRICED LT,

T R O HIEEOCFELEMED 50 mgke HE5HOBICED b,

BEEE: HXEEOFEREED 50 mgke EHFHIZED LN,

B8 #ARI & T BF

F B . ESFRUCHEYEREOSENIIFE2EED 50 mgkg REFHOHIZFEED L
iz, iz, #Ext R OCHAMERORBEREMED 15 mgkg HREHOHEIZR
onen, AEL OBEMEIZRI-T,
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8. ElRFTR

FX#& % Table 9 %! Appendix 204~287 {ZR L 7-,

1) BEHRE®ETR
BF BB REREES 50 mg/ke BEBORE 1 BB i,
DM, UTOFRRSRBD LN, REBEFHERRURERENCBERAELLEZLD

iz,
FF g KBEUED 15 mg/ke EGBEOH 1 FlIZERD vk,
BREEE . /EUE (FAWE) 25 mgkg /EHD 1 HlicAbLAT,
B OB O O35 (FAME) 250 mgkeg BEFHOME 1 flicA LR,
B o /BEUE (RRME) 235 mgkg |EHO LHlICH LT,
BRI (ER/IME)
B () AxIREEOH 1 Flichbhi,

2) [EEHARRE TR

WThOBE IRV TH, BEEIAONE» T,

9. FEEMERE
B % Table 10-1, 10-2 % (! Appendix 204~287 2, 7. FFR O FH % Photo. 1~10
IR L7,
HEBRME R OREN 5 mgkg UL O EHOBIZED bk,
1) BREHRMETRE
g . BH6PEERFMEO/NEROHIER (Photo. 2) 755 mgkg & 58
DEE 3B, 15 mg/kg I HGHEDOHE 6 FIR T 50 meg/kg T GHDHE 6 HI LS
BlicHh bz, 2B, FHROBEKIZEARIZZ DI, £ OEIH/)
ERLP/DEPEFHE TR L, £, EXLUZFHaOMaE L2
JADERERITIER VT AR TH o1, BHMUIRERFFMED/NES
LMEZERR(E (Photo. 2) 73 5 mg/kg &S5 H#EOHE 2 Hl XU 50 mg/kg & 58
OHE 5 Fl, AR/ EHEEED 50 mgkg B5HEOH 1 . &%
X2 B4 (Photo. 4) RUHBMARRML L T 2BERAMA
(Photo. 4) #% 50 mg/kg e HBEDHE 5 il & 1 4], SRGEUTIREE /2 RS
faDBK (Photo. 4) 3 50 mg/kg ¥ 58O 3 Plic A b iz, EEE{kD
5h, REEOFERENDS 15 mgke HSHOHER O 50 mgkg B 5D
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R CHT MR O/ N FEHRLOMERE R, 50 mg/kg R G- B O HE TR D/NEEF L
HZERE, iR CIEERBRICED b,

ZOM, UTFOBTRAZ L), WEEERE CEREE»OBBRHELEEXD

i,
i

R b

A SLAR

REBER B4

W OB

R B IRNEE N B R 50 me/kg REROBES 1§l BMABIA
SEREDS KT RRBE DM 2 B KR U5 mg/kg I 5FEOME 1 5], B CBHEDOIHA
RaBRBA{LDS 156 mg/kg 5B O 1 flicH bz,
FENCBT2REREFOHEEL (RIEOIT/NMERZ LR 1) B 5
mg/kg }5BO 1 FlicH BT,

Dok (WIEMICO S EBA LN 16]) 2% 50 meke B5FOM 1 F,
BRI RANE OIFE RN IBEEOLE 2 41 & 1 H1 % U 50 mgkeg B 5
O 2 HlicHh e,

MEICI T DM Y BRI AT REED 3 HIK T 50 mg/kg &%
B0 16], ERLRBEDIREARRBERSHEED 1 FlIch b,

BRI AR ARAEIRSE DS X FRIE D 1 FIC A D iLT,
BELBAEERE (WIRAI/NUERS O 1 6]) A 15 mgke BREH
D1 HLNT,

FOMOBE BB EERA N T,
EEMMA T

i

B rMR O/ ESROMEIER (Photo. 6) | /NERABEIZIIT HBMHR
REE IR D JER K OREE BB (Photo. 10) 7% 50 mg/kg 5B OHE 3 1,
B UTEE 2B (Photo. 10) #% 50 mg/kg 5B DM 5 FlicA b
Teo Eio, BHCUIBERITABRAGEES AM (Photo. 8) 4% 15 mg/kg
BEHOLE 2 HIR T 50 mgkg REFEOHE 4 . BHOUIBERBUINAZF
f& (Photo. 7. 8) #%15 XU 50 mg/kg B E5FHDME 3 HlloW T h /N EF
OHEICH DT, 28, TR ERMEE A BRI TR EM R D MF R B4
EREZEUDHLOBBR ENT, TOMIC, B HM/NASEENS X REE O 1
Bl bH b, BREMICFEER LRI E0E, HRYEREED
NERLEIZRRE L TWAH/NRZFE L SRR 2BENELEEZ X O,
ERERDD b, BREEOFERBMN 50 mg/kg ¥ 5O TN
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GFERMER AR R UMEHRRICERD birT,
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x B

Sprague-Dawley & SPF #ff## = ~ b (Crj:CDSD)IGS] 2. 1,3,5- b V) X(2-Fa2=)L)1 V
T XNVEEE 0 (Y 7 xEREE) | 5. 156 R (¥ 50mg/kg/day O BT 28 BB E®REIREO
BEL, TOFEHERETE L L HIC, HREE, 15 RO 50 mekg BEFIZOWTIEZEDH 2
BRRE S, BIORBIEMEIC OV TRET LT,

—ARETIL, HRPERSORBIIFED b ehol,

RE Tid, ENOMHA 50 mgrkg B SREOMMBEICFED SR, EEHR T IEEE LE
LEEEMA A LR, EEEOHLIELTH T,

BEHE TiX, KMEDS 50 me/kg BEHOBETRE 21~28 AIZFRH b/, BIEHMPITR
REELIZERSOBEESA LN, BEMEOHIELTH o,

RIRETIZ. pH OEEME(LD 50 me/kg EBOBIIRD LN, TN EBELT, fMmoEs
Y L DA EREERSED b, SOBERPOHAL Y MECEERR L . RIECE
TRB ) VEBEEOREES bRV L6, REET v F—U ADAREENE X bhi,
BIEE 2 BREICIIFERRZALNT, BIE®ROHLELTH -,

MBRFHRETIE, ERYEREOEZEIRD ORI o7,

MR FRE Tk, B 5HIME TR T ASAT, ALAT %X LDH @& A4S 50 mg/kg #EE O
HEZFED b, ARFHIC B IFRRO BMRBIERBR I, HRVEOFAR~OEEINR
W hic, EIEHMERTETL MRNISEEOCEHILESCHEOERRLEZEX DN D ITHR
PAFERMEEI AR, RUNTHERR DS - BIEDEE R L B 2 b 2 MU ESFIED 15 BT 50 mglkg
BEHOBEINERFLHEICALN, FEEZRETIANMROELLLHEELEZZ B, Lk
ROFEEEOEMITIIEEESBD vz, £72, AP OFE 50 mg/kg WEHOM, Ko
VAT a—A RO CIREOEED 50 mg/kg TS BEOMEIZTRD b, FFHIRO/NER LE2Ze
fafbs 5 RO 50 mg/kg REHDHE, B 5 oWICE I —EDOELEZE L DN IBHEED
ABE RIBE R A% 50 mg/kg G FEOHERE, BEMRRDIERA 50 mg/kg R 5ROMEICBEINT:,
INbDZEnb, HBEMEOKRERBRVIFILER~DEEINRE i, EEHEKETR
Tid, FFARE /N EROEZERAILIZIR R U, B2, REE BB R OB BRI AE K2 50 mg/kg
REFOBEIIRD NN, TTROBRME R ORES KSR T L 0BT 2 Em 84
b, P OMBEFREEOEMNHEELE L LME, FFEOELLTH -7,

DM, 7 FU Y AOFEREED 15 mghkg UL EOBEHOHEICRD bh s, FORE R
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BWTh., P ofIRLOBETRL, FRT—FW (141~144 mmol/L) THBHI LMmb,
BEMELEEZ BN,

WEFHRAETIE. LROMMROHMMEE, B, BERERL, BEMRROIBRRKR U
MR D/NERLMEZER I 2 T, IFIRERDOEED 50 mg/kg &5 OMERE, RO REL
2% 50 mg/kg B EBEOHEIZERD b, MEFAICITARO/NESRLHEIERR 5 BT 15 mg/kg ¥
B ORER X 50 mg/kg 5 R ORI Shiz, IBX LR OMRE X R OER % bR
TIERYTT 2R TH Y, B 2BROFEHEINEFLMETHDZ &, £, RESHEIZHL
HHENTNBZ Ehb, BYRBOTTERICAR LD BE/NREOBAEI X SHEEMNEIS 5
Z b, EEMEKTIECRR. EROFBICRT AHRARITHEE L, BEEERUFTHIE
DNEFIMEERORBEEEITRESER L2 00, FFHRIEXICIIEEESRD G
iz,

INHDOFERNG, ARBICBT A 1,3,5- ) RAQ-7uX= A VU T XNVEBOEREET
T 5 mg/kg/day £, HET 15 mg/kg/day &H#EE I,



D
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3)

4)
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X ®
AHEE 135 FIR @-Fusz=l) AYUTIABOT y hERAVWE 14 BRRERDO
BRESHRR (FERR) GLELERYVYy—FE 44— HEBES : C-B054, 2002

)

Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In
Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp. 221-274,
Raven Press, Ltd., New York.

e AREE (1981) - FEZhGFAH — il & A#4T — 1T, pp.23-27, R ARFHES, HR.

VEARIEE (1981) : FEShEVEME —5HE & ABHT— I, pp.387-389, M REHIRS, M.
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Fig.1-1 Motor activity of rats administered orally with 1, 3, 5-Tris (2-propenyl) isocyanuric acid for 28 days
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A~ — A 5 mg/kg
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Interval (minute)

Fig.1-2 Motor activity of rats administered orally with 1, 3, 5-Tris (2-propenyl) isocyanuric acid for 28 days
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Fig.1-3 Motor activity of rats administered orally with 1, 3, 5-Tris (2-propenyl) isocyanuric acid for 28 days
and followed by a recovery period for 14 days
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o——o 0 mg/kg
O— —m 15 mg/kg
&——<¢ 50 mg/kg
O 1 | | I | ]
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.1-4 Motor activity of rats administered orally with 1, 3, 5-Tris (2-propenyl) isocyanuric acid for 28 days
and followed by a recovery period for 14 days
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o——-o 0 mg/kg
A~ — A 5 mg/kg
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Fig.2 Body weight of rats administered orally with 1, 3, 5-Tris (2-propenyl) isocyanuric acid for 28 days
and followed by a recovery period for 14 days
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40
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Fi1g.3 Food consumption of rats administered orally with 1, 3, 5-Tris (2-propenyl) isocyanuric acid for 28 days
and followed by a recovery period for 14 days
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Table 1-1 Clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)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 5 No. of animals 6 [$) 8 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 [$) (51 6 (51 6 6 6 6 6 6 6 6
15 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
50 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 5 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
15 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
50 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 1-2 Clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Day of administration
Sex Dose Findings

mg/keg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
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
Male S No. of animals 6 6 51 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
15 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
50 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 5 No. of animals B 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
15 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
50 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(2-propenyl)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
0 No. of animals 6 6 6 6 6 6 6. & 6 6 6 6 6 6
No abnormality 6 6 6 6 [¢] [¢] 8 6 6 (53 6 6 6 6
Male 15 No. of animals 6 6 6 6 6 6 [} 6 6 6 6 6 6 6
No abnormality 6 6 6 3] 6 6 6 6 B 6 6 6 6 6
50 No. of animals 6 6 6 6 6 6 6 6 4] 6 6 6 6 6
No abnormality 6 [ 6 4] 6 6 6 6 8 6 6 6 6 6
0 No. of animals 6 6 6 3] 6 [ 6 6 6 6 6 4] 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Female 15 No. of animals 6 6 6 6 6 6 6 6 6 ] 6 6 6 6
No abnormality 6 6 6 6 6 6 B 6 6 6 6 6 6 6
50 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 3] 6 [} 6 6
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Table 2-1 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Home-cage observations (1 week}
Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50
Parameter No. of animals 12 12 12 12 12 12
Posture
Normal 12 12 12 12 12 12
Convulsion
None 12 12 12 12 12 12
Abnormal behavior
None 12 12 12 12 12 12
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Table 2-2 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Home-cage observations (2 weeks)
Sex Male Female
Dose (mg/kg) (0] 15 50 0 15 50
Parameter No. of animals 12 12 12 12 12 12
Posture
Normal 12 12 12 12 12 12
Convulsion
None 12 12 12 12 12 12
Abnormal behavior
None 12 12 12 12 12 12
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Table 2-3 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Home-cage observations (3 weeks)
Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50
Parameter No. of animals 12 12 12 12 12 12
Posture
Normal 12 12 12 12 12 12
Convulsion
None 12 12 12 12 12 12
Abnormal behavior
None 12 12 12 12 12 12
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Table 2-4 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Home-cage observations (4 weeks}
Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50
Parameter No. of animals 12 12 12 12 12 12
Posture
Normal 12 12 12 12 12 12
Convulsion
None 12 12 12 12 12 12
Abnormal behavior
None 12 12 12 12 12 12
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Table 2-5 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Home-cage observations (Recovery 1 week)
Sex Male Female
Dose (mg/kg) 15 50 15 50
Parameter No. of animals 6 B 6 6
Posture
Normal 6 6 6 6
Canvulsion
None 6 6 6 6
Abnormal behavior
None 6 6 6 6
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Table 2-6 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

Home-cage observations (Recovery 2 weeks)

Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50
Parameter No. of animals 6 6 6 6 [ 6
Posture
Normal 6 6 6 6 6 6
Convulsion
None 6 6 6 6 6 6

Abnormal behavior
None 6 6 6 6 6 6
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Table 2-7 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days

In-the-hand observations (1 week)

Sex Male Female
Dose (mg/kg) 0 5 15 50 0 5 15 50
Parameter No. of animals 12 6 12 12 12 6 12 12

Removal from cage

Easy 5 1 4 3 3 0 0 1

Some resistance/avoidance 7 5 8 9 9 [ 12 11
Vocalization

None 11 5 12 10 11 6 10 12

Soft 1 1 0 2 1 ¢ 2 0
Reactivity to handling

Easy 3 2 1 2 6 2 4 5

Slightly awkward 9 4 11 10 6 4 8 7
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 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 6 12 12 12 6 12 12
Lacrimation

Normail 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




B-4924

Table 2-8 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days

In-the-hand observations (2 weeks)

Sex Male Female
Dose (mg/kg) 0 5 15 50 0 5 15 50
Parameter No. of animals 12 6 12 12 12 6 12 12

Removal from cage

Easy 3 2 5 4 1 4] 0 Q

Some resistance/avoidance 9 4 7 8 11 6 12 12
Vocalization

None 11 5 11 11 10 6 11 9

Soft 1 1 1 1 2 0 1 3

Reactivity to handling

asy 4 3 3 2 6 1 2 3

Slightly awkward 8 3 9 10 6 5 10 g
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 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 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 2-9 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days

In-the-hand observations (3 weeks)

Sex Male Female
Dose (mg/kg) 0 5 15 50 0 5 15 50
Parameter No. of animals 12 6 12 12 12 6 12 12

Removal from cage

Easy 2 T 4q 0 0 0 0

Some resistance/avoidance 10 3 5 8 12 6 12 12

Difficult 0 1 0 0 0 0 0
Vocalization

None 8 3 9 7 12 6 12 11

Soft 2 1 2 5 0 0 0 1

Moderate 2 2 1 0 0 0 0 0
Reactivity to handling

Easy 3 3 7 3 3 0 3 2

Slightly awkward 9 3 5] g 9 6 9 10
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 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 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 5] 12 12 12 6 12 12
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Table 2-10 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days

In-the-hand observations (4 weeks)

Sex Male Female
Dose (mg/kg) 0 5 15 50 0 5 15 50
Parameter No. of animals 12 6 12 12 12 6 12 12

Removal from cage

Easy 2 2 3 3 0 0 Q 0

Some resistance/avoidance 10 4 9 9 12 6 12 12
Vocalization

None 11 5 12 11 12 6 12 12

Soft 1 1 8] 1 0 0 0 0
Reactivity to handling

Easy 3 3 4 3 6 ¢ 1 1

Slightly awkward 9 3 8 9 6 6 11 11
Fur condition

Normal 12 6 12 12 12 6 12 12
Skin

Normal iz 6 12 12 12 6 12 12
Piloerection

Absent i2 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 B 12 12
Palpebral closure

Normal 12 6 12 12 12 B 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 3] 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(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

In-the-hand observations (Recovery 1 week)

Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50
Parameter No. of animals 6 6 6 6 6 6

Removal from cage

Easy 6 0 4 1 1 1

Some resistance/avoidance 0 6 2 5 5 5
Vocalization

None 5 4 5] 6 6 5

Soft 1 2 1 0 0 1
Reactivity to handling

asy 6 3 4 1 2 0

Slightly awkward 0 3 2 5 4 6
Fur condition

Normal 6 6 6 6 6 6
Skin

Normal 6 6 6 6 6 6
Pilloerection

Absent 6 6 6 6 [¢] 6
Mucosal membranes

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

Absent 6 6 6 6 6 6
Palpebral clasure

Normal 6 6 6 6 6 6
Exophthalmos

Absent 6 6 6 6 6 6
Pupil size

Normal 6 6 6 6 6 6
Lacrimation

Normal 6 6 6 6 6 6
Salivation

None 6 6 6 6 6 6

Abnormal respiration
Absent 6 6 6 6 6 6
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Table 2-12 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

In-the-hand observations (Recovery 2 weeks)

Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50
Parameter No. of animals 6 6 6 6 6 6

Removal from cage

Easy 2 1 1 0 0 0

Some resistance/avoidance 4 5 5 6 6 6
Vocalization

None 6 4 5 6 6 6

Soft 0 2 1 0 0 0
Reactivity to handling

Easy 2 1 0 4] 0 0

Slightly awkward 4 53 6 6 6 6
Fur condition

Normal 6 6 6 6 6 6
Skin

Normal 6 6 6 6 6 6
Piloerection

Absent 3] 6 6 6 6 <]
Mucosal membranes

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

Absent 6 6 6 &1 6 6
Palpebral closure

Normal 6 6 6 6 6 6
Exophthalmos

Absent 6 6 6 3] 6 6
Pupil size

Normal 6 6 6 6 6 6
Lacrimation

Normal 6 6 6 6 6 6
Salivation

None 6 6 6 6 6 6

Abnormal respiration
Absent 6 3] 6 6 6 6




B-4924

Table 2-13 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Open field observation (1 week)
Sex Male Female
Dose (mg/kg) 0 5 15 50 0 15 50

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

Normal 12 6 12 12 12 12 12
Gait

Normal 12 6 12 12 12 12 12
Arousal

Normal 12 6 12 12 12 12 12
Tremor

None 12 6 12 12 12 12 12
Convulsion

None 12 6 12 12 12 12 12
Abnormal behavior

None 12 6 12 12 12 12 12
Grooming

None 12 6 12 12 12 12 12
Rearing 3+ 2 4+ 2 2+ 2 4+ 2 4+ 2 4+ 3 5+ 2
Urination

None 11 5 10 9 11 10 12

Small amount 1 1 1 3 1 2 0

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

No significant difference in any treated groups from control group.
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Table 2-14 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Open field observation (2 weeks)
Sex Male Female
Dose (mg/kg) 0 5 15 50 0 15 50

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

Normal 12 6 12 12 12 12 12
Gait

No/minimal location 1 0 2 0 0 0 0

Normal 11 6 10 12 12 12 12
Arousal

Normal 12 6 12 12 12 12 12
Tremor

None 12 6 12 12 12 12 12
Convulsion

None 12 6 12 12 12 12 12
Abnormal behavior

None 12 6 12 12 12 12 12
Grooming

None 12 6 12 12 12 12 12
Rearing 1+ 1 4+ 2uw 1+ 1 2+ 2 5+ 6+ 3 7+ 3
Urlnation

None 9 5 11 19 11 12 12

Small amount 3 1 1 2 1 0 0
Defication count 0+ 0 0+ 0 0+ 1 0+ 1 0+ O 0+ 0 0+ 0

Significantly different from control group (##:p<0.01)
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Table 2-15 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Open field observation (3 weeks)
Sex Male Female
Dose (mg/kg) 0 5 15 50 0 5 15 50

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

Normal 12 6 12 12 12 6 12 12
Gait

Normal 12 6 12 12 12 6 12 12
Arousal

Normal 12 6 12 12 12 6 12 12
Tremor

None 12 6 12 12 12 3] 12 12
Convulsion

None 12 6 12 12 12 ] i2 12
Abnormal behavior

None 12 [ 12 12 12 ] 12 12
Grooming

Nope 12 6 12 12 12 6 12 12
Rearing 2+ 2 4+ 2 3+ 2 3+ 2 6+ 3 6+ 3 T+ 2 T+ 2
Urination

None 11 3 7 9 12 6 11 12

Small amount 1 2 5 3 0 0 1 0

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

No significant difference in any treated groups from control group.
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Table 2-186 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Open field observation (4 weeks)
Sex Male Female
Dose (mg/kg) 0 5 15 50 0 15 50

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

Normal 12 6 12 12 12 12 12
Galt

No/minimal location 3 0 2 0 0 0 0

Normal 9 6 10 12 12 12 12
Arousal

Normal 12 6 12 12 12 12 12
Tremor

None 12 6 12 12 12 12 12
Convulsion

None 12 6 12 12 12 12 12
Abnormal behavior

None 12 [} 12 12 12 12 12
Grooming

None 12 6 12 12 12 12 12
Rearing 1+ 2 5+ 1w 3+ 2 3+ 5+ 3 7+ 3 T+ 2
Urination

None 10 3 9 8 12 12 12

Swall amount 2 2 2 2 0 0 0

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

Significantly different from control group (#:p<0.05)
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Table 2-17 Detailed clinical signs of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

Open field observation (Recovery 1 week)

Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50

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

Normal 6 6 6 6 6 ]
Gait

No/minimal location 0 1 0 0 0 0

Normal [+ 5 6 6 6 6
Arousal

Normal 6 6 6 6 6 B
Tremor

None 6 6 6 6 [§] 6
Convulsion

None 8 6 6 [ 6 6
Abnormal behavior

None 5] 6 6 [{] 6 6
Grooming

None 6 6 6 6 6 6
Rearing 4+ 2 3+ 2 5+ 2 9+ 2 8+ 2 T+ 2
Urination

None 5 3 3 5 3] S

Small amount 0 2 3 0 0 1

Moderate amount 1 1 0 1 0 0

Defication count 0+ 0 0+ 0 0o+ O 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.
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Table 2-18 Detailed clinical signs of rats administered orelly with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Open field observation (Recovery 2 weeks)
Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50

Parameter No. of animals 3 6 6 6 6 6
Posture

Normal 6 6 6 6 6 3]
Gait

Normal 6 6 [} 6 6 B
Arousal

Normal 6 6 6 6 6 6
Tremor

None 6 6 6 6 6 6
Convulsion

None 6 6 6 6 6 6
Abnormal behavior

None 6 6 [¢] 6 6 6
Grooming

None 6 6 6 8 6 6
Rearing 4+ 2 3+ 1 4+ 2 8+ 3 10+ 3 10+ 3
Urination

None 4 5 51 5 6 6

Small amount 1 0 1 1 o] 0

Moderate amount 1 1 0 0 0 0
Defication count 0+ 0O 0+ 0 0+ 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(2-propenyl)isocyanuric acid for 28 days

Sex Male Female

Dose (mg/kg) 0 5 15 50 0 5 15 50
Parameter No. of animals 12 6 12 12 12 6 12 12

Approach response

Normal 12 8 12 12 12 6 12 12
Touch response

Normal 12 6 12 12 12 6 12 12
Auditory response

Weak 1 1 (1} 1 2 1 0 1

Normal 11 5 12 11 10 5 12 i1
Tail pinch response

Normal 12 6 12 12 12 6 12 12
Pupillary reflex

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

Normal (landing on 4 limbs) 12 6 12 12 12 6 12 12
Landing foot splay (mm) 84+18 68+16 T72+19 80417 73+14 63+17 §7+16 64+19

No significant difference in any treated groups from control group.
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Table 2-20 Manipulative test of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery periocd for 14 days
Sex Male Female
Dose (mg/kg) 0 15 50 0 15 50

Parameter No. of animals 6 6 6 6 6 6
Approach response

Normal 6 3] 6 6 6 6
Touch response

Normal 6 6 6 6 6 6
Auditory response

Weak 1 0 1 1 0 0

Normal 5] 6 5 S 6 6
Tail pinch response

Weak 0 0 1 0 1 0

Normal 6 6 5 6 5] 6
Pupillary reflex

Pass, both 6 6 6 6 6 6
Aerilal righting reflex

Normal (landing on 4 1limbs) 6 6 6 6 6 6
Landing foot splay (mm) 78+13 87+17 70421 64+16 58+22 T0+15

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{2-propenyl)isocyanuric acid for 28 days
Sex Dose Fore limb Hind 1imb
ng/kg g g
0 No. 12 12
Mean 1287 534
S.D. 159 73
Male 5 No. 6 6
Mean 1380 519
S.D. 115 60
15 No. 12 12
Mean 1278 537
S.D. 115 89
50 No. 12 12
Mean 1304 544
S.D. 124 83
] No. 12 12
Mean 1129 532
S.D. 110 78
Female 5 No. 6 6
Mean 1169 498
5.D. 96 80
15 No. 12 12
Mean 1036 477
5.D. 122 67
S0 No. 12 12
Mean 1124 492
S5.D. 123 49

No significant difference

from control group in any treated groups
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Table 2-22 Grip strength of rats administered orally with 1,3,5-Tris{2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Sex Dose Fore limb Hind 1imb
ng/kg 4 g
1) No. 6 6
Mean 1711 760
S.D. 135 107
Male 15 No. 6 6
Mean 1662 683
S.D. 178 78
50 No. 6 6
Mean 1746 679
S.D. 149 65
0 No. 6 6
Mean 1474 808
S.D. 110 106
Female 15 No. 6 6
Mean 1474 656+
§.D. 209 115
50 No. 6 6
Mean 1411 723
S.D. 145 91

Sipgnificantly different

from control group (e:p<0.05)
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Table 2-23 Motor activity of rats administered orally with 1,3,5-Tris(2-propenyl)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)
] No. 12 12 12 12 12 12 12
Mean 383 377 289 181 a8 82 1400
S.D. 71 50 109 121 106 88 355
Male S No. 6 6 6 6 6 6 6
Mean 418 393 277 255 244 185 1772
S.D. 30 72 182 167 181 171 684
15 No. 12 12 12 12 12 12 12
Mean 394 375 293 181 162 121 1527
S.D. 37 62 122 150 151 114 481
50 No. 12 12 12 12 12 12 12
Mean 402 390 351 210 127 96 1576
S.D. 38 45 53 116 131 101 349
0 No. 12 12 12 12 12 12 12
Mean 401 355 257 225 200 173 1612
S.D. 40 46 126 130 147 150 434
Female 5 No. 6 6 6 6 6 6 6
Mean 422 383 326 305 243 193 1871
§.D. 18 37 102 144 123 132 460
156 No. 12 12 12 12 12 12 12
Mean 442w 366 319 211 184 155 1677
S.D. 38 86 105 127 134 133 329
50 No. 12 12 12 12 12 12 12
Mean 414 365 323 323 273 197 1895
S.D. 26 37 87 35 126 120 322

Significantly different from control group (s:p<0.03)
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Table 2-24 Motor activity of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period 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 8 6 6 6 6 6
Mean 435 380 359 337 352 271 2133
S.D. 34 55 54 97 45 124 356
Male 15 No. 6 6 6 6 6 6 6
Mean 407 377 358 321 272 280 2014
S.D. 26 58 35 104 105 127 383
50 No. 6 6 6 6 6 6 6
Mean 448 405 337 369 330 277 2165
S.D. 40 39 93 41 46 116 301
0 No. 6 6 6 6 6 6 6
Mean 4086 344 264 262 193 172 1640
S.D. 42 33 110 119 171 162 233
Female 15 No. 6 6 6 6 6 6 6
Mean 4186 316 275 227 137 210 1581
S.D. 40 117 119 154 135 125 812
50 No. [ 6 6 6 6 6 6
Mean 401 373 297 261 173 200 17058
5.D. 42 39 58 128 146 159 486

No significant difference in any treated groups from control group.
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Table 3-1 Body weight of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days

Day of administration

Sex Dose Gain
ng/kg 1 4 7 11 14 18 21 25 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 224 253 277 314 333 365 385 414 423 199
S.D. 6 7 10 11 15 19 20 26 27 22
Male 5 No. 6 6 6 6 6 6 6 6 6 6
Mean 223 252 281 320 339 370 388 415 421 198
S.D. 6 10 9 12 15 17 18 23 26 20
15 No. 12 12 12 12 12 12 12 12 12 12
Mean 224 252 279 318 336 369 386 409 418 194
S.D. 6 9 10 16 20 25 28 34 34 31
50 No. 12 12 12 12 12 12 12 12 12 12
Mean 222 249 273 306 323 350 365 384+ 386+« 164+«
S.D. 6 6 9 13 18 21 25 29 31 29
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 163 177 189 205 215 234 244 256 259 96
S.D. 5 5 5 5 8 8 9 11 12 12
Female 5 No. 6 6 6 6 6 6 6 6 6 6
Mean 162 177 188 208 216 240 249 260 265 103
S.D. 8 6 6 8 13 17 19 18 21 15
15 No. 12 12 12 12 12 12 12 12 12 12
Mean 161 178 188 202 211 230 238 252 255 93
S.D. 7 7 9 12 13 15 20 21 22 17
50 No. 12 12 12 12 12 12 12 12 12 12
Mean 163 175 185 201 208 224 232 244 244 82
S.D. 7 [ 8 9 11 13 14 17 18 15
Unit

Significantly different from control group (#:p<0.05, #»:p<Q(.01)
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Table 3-2 Body weight of rats administered orally with 1,3,5-Tris{2-propenyl)isocyanuric acid for 28 days
and followed by a recovery periecd for 14 days
Day of recovery

Sex Dose Gain
mg/kg 1 3 7 11 14 1-14
0 No. [+] 6 [ 6 [ 6
Mean 442 454 464 488 487 44
S.D. 29 31 37 35 36 9
Male 15 No. 6 6 6 6 6 6
Mean 413 424 437 457 461 48
$.D. 44 45 46 46 49 8
50 No. 6 6 6 6 6 6

Mean 405 423 441 466 470 12 2
§.D. 27 28 29 33 36 12
0 No. 3] 6 6 6 6 6
Mean 265 270 274 287 289 24
S.D. 8 11 12 13 8 5
Female 15 No. 6 5] 5] 6 6 6
Mean 263 268 274 281 290 27
S$.D. 22 22 22 25 26 8
50 No. 6 6 [ 6 6 6

Mean 249 260 271 288 287 38es
S.D. 18 22 22 25 21 6

Unit : g

Significantly different

from control group (#*#:p<0.01)
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Table 4-1 Food consumption of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days

Day of administration

Sex Dose
mg/ kg 1 4 7 11 14 18 21 25 28
Q No. 12 12 12 12 12 12 12 12 12
Mean 21 20 19 20 19 20 20 21 17
S.D. 3 1 2 2 2 2 2 2 3
Male 5 No. 6 6 6 6 6 6 6 6 6
Mean 21 20 21 21 19 20 20 20 17
S.D. 2 1 1 2 1 1 3 3 2
15 No. 12 12 12 12 12 12 12 12 12
Mean 20 20 20 20 20 20 19 18+« 18
S.D. 1 1 2 2 2 2 2 2 4
50 No. 12 12 12 12 12 12 12 12 12
Mean 22 20 19 20 19 19 18 18« 15
S.D. 2 1 2 2 3 2 3 2 1
Q No. 12 12 12 12 12 12 12 12 12
Mean 16 15 14 14 13 14 14 14 12
S.D. 2 1 1 1 1 1 2 2 1
Female 5 No. 6 6 6 6 6 6 6 6 6
Mean 18 15 14 15 13 15 14 14 13
S.D. 3 1 1 2 2 2 2 2 2
15 No. 12 12 12 12 12 12 12 12 12
Mean 15 15 13 14 13 14 14 14 12
S.D. 2 1 1 1 1 2 2 1 2
50 No. 12 12 12 12 12 12 12 12 12
Mean 16 14 14 14 14 14 13 14 13
S.D. 2 1 2 2 2 2 2 2 2

Unit : g/rat/day
Significantly different from control group (#:p<0.05)
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Table 4-2 Food consumption of rats administered orally with 1,3,5-Tris{2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Day of recovery
Sex Dose
mg/kg 3 7 11 14
0 No. 6 6 6 6
Mean 26 27 29 25
S.D. 3 3 2 3
Male 15 No. 6 6 6 6
Mean 23 24 26 25
S.D. 3 3 3 3
50 No. 6 6 6 6
Mean 27 29 30 28
S.D. 2 2 2 3
0 No. 6 6 6 6
Mean 17 19 20 19
S.D. 1 1 1 1
Female 15 No. 6 6 6 6
Mean 18 19 19 20
S.D. 3 1 3 3
50 No. 6 6 6 6
Mean 21 22 22 20
S5.D. 4 3 2 1

Unit : g/rat/day

No significant difference

in any treated groups from control group.
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Table 5-1 Urinalysis of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
1) 2) 3)
pH Proteln Ketone body Glucose
Sex Dose No.
ng/kg 5.0 5.5 6.0 6.5 7.07.58.08.5 9.0 - = 4+ 4+ t+d b4t PR T I ' ST A AT TaY — =+ 4+ 4+ A+
0 12 0 o o 0 1 0 1 10 0 3 4 5 0 o )] 6 3 3 0 0 (4] 12 0 0 0 O 0
Male 5 [+] 0 o] 0 0 0 0 0 4 2 0 3 2 1 0 ¢ 3 2 1 0 0 0 6 0 0 0 O 0
15 12 0 0 0 0 0 0 1 11 0 12 7 1 1 Qe 6 4 2 0 0 0 111 0 0 O 0
50 12 0 C 0 1 1 1 5 4 O« 2 3 4 2 1 1] 6 2 4 0 0 Q 12 0 0 0 O 0
1] 12 0 o] 1 1 1 1 5 3 0 7 2 3 0 O Q 11 1 0 0 0 0 11 1 0 0 O 0
Female 5 6 0 0 0 0 1 1 1 3 0 6 0 0 0 O 0 6 0 0 0 0 0 6 0 0 0 O 0
15 12 0 0 o] 2 1 3 3 3 0 6 5 1 0 0 0 12 0 0 0 0 0 12 0 0 0 0O 0
50 12 0 0 o} 1 5 3 0 3 0 6 4 2 0 0 0 11 1 0 90 O 0 12 ¢ 0 0 O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ 1 868 - 250 mg/dL +++ @ 251 - 600 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL +- : 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 +- : 30 - 60 mg/dL + t 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ 1 251 - 750 mg/dL ++++ @ >750 mg/dL

Significantly different from control group (s:p<0.05)
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Table 5-2 Urinalysis of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/keg - 4=+ ++ 4 - + 44 4 e+ A A T T T LY Y DY
0 12 12 0 0 0 O 12 0 0 © 0 11 1 0 0 0 012 0
Male 5 6 6 0 0 O 0 6 0 0 O [} 6 0 0 O 0 0 6 O
15 12 12 0 0 ¢ ¢ 12 0 0 0O 0 11 1 0 0 0 012 o0
50 12 12 0 0 0 0 12 0 0 © 0 7T 3 2 0 0 012 O
0 12 12 0 0 0 0 12 0 0 0O 8] 12 0 0 O 0 012 0
Female 5 6 6 0 0 0 0O 6 0 0 0 0 6 0 0 O 0 0 6 ¢
15 12 11 0 1 0 ¢ 12 ¢ 0 0 0 12 0 0 O 0 012 0
50 12 12 0 0 0 O 12 0 0 ¢ 0 12 0 0 0 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 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 -3.5mg/dL ++ : 3.6 - 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 1n any treated groups from control group.
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Table 5-3 Urinalysis of rats administered orally with 1,3,5-Tris{2-propenyl)isocyanuric acid for 28 days

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - +- + 4+ 4+ - - + 4 44 - 4= + 4+ 4+ - 4= 4+ 4+ 4+ - +- o+ - +- + 4 4+ — = 4+ e+ e+
0 12 12 0 0 0 0 12 0 0 0 O 012 0 0 0 12 ¢ 0 0 O 12 0 0 11 1 0 0 O 12 0 0 0 O
Male 5 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 6 0 0 0 O 6 0 O § 0 0 0 O 6 0 0 0 O
15 12 12 0 0 0 0O 12 0 ¢ 0 O 012 0 0 0 12 0 ¢ 0 O 12 0 O 10 2 0 0 0 12 0 0 0 O
50 12 12 0 0 0 O 12 0 0 0 O 012 0 0 O 12 0 0 0 0 12 0 O 75 0 0 0 12 0 0 0 0
0 12 11 1 0 0 0 12 0 0 0 0 012 0 0 O 12 0 0 0 O 12 0 © 9 3 0 0 O 12 0 0 0 O
Female 5 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 2 4 0 0 O 6 0 0 0 O
15 12 11 1 0 0 0 11 1 0 0 0 012 0 0 O 12 0 0 0 0 12 0 © 9 3 0 0 0 12 0 0 0 O
50 12 12 0 0 0 O 12 0 0 0 0 012 0 ¢ O 12 0 0 0 0@ 12 0 0 6 6 0 0 0 10 1 1 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.



B-4924

Table 5-4 Urinalysis of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
4] 12 Mean 47 8.6 1704
S.D. 15 4.9 589
Male 5 6 Mean 45 7.1 1658
5.D. 16 2.0 504
15 12 Mean 37 6.7 1873
S.D. 6 3.3 542
50 12 Mean 38 5.7 1984
5.D. 7 1.9 561
0 12 Mean a7 4.4 1917
S.D. 19 1.7 494
Female 5 6 Mean as 5.2 1752
S.D. 12 2.0 505
15 12 Mean 33 5.9 1667
S.D. g 4.4 672
50 12 Mean 39 6.4 1474
S.D. 13 4.3 403

No significant difference in any treated groups from control group.



B-4924

Table 5-5 Urinalysis of rats administered orally with 1,3,5-Tris{(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.57.07.5 8.0 8.5 9.0 - 4= + 4+ HtE b+ - +- + ++ +++ 4+ - +- + 4+ A+
0 6 0 (0] 0 0 0 0 0 3 3 0 3 3 0 O 0 3 3 0 0 O Q 6 0 0 0 0 0
Male 15 6 0 0 0 0 0 0 0 3 3 0O 3 3 0 O 0 5 1 0 0 O 0 6 0 0 0 O 0
50 6 0 0 0 0 0 0 1 3 2 0 4 2 0 O 0 5 0 1 0 O 0 6 0 0 0 0O 0
0 6 0 0 0 1 1 0 0 3 1 5 1 0 0 0 0 6 0 0 0 O 0 5 1 0 0 O 0
Female 15 6 0 0 0 2 2 1 0 0 1 4 1 1 0 O 0 5 1 0 0 0 0 5 1 0 0 0 0
50 6 [ 0 0 0 0 2 1 2 1 4 2 0 0 O 0 6 0 0 0 O 0 6 0 0 0 0 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : B6 - 250 mg/dL +++ @ 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - : <5 mg/dL +- 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ @ 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ : >125 mg/dL
3) ~ : <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ 1 251 - 750 mg/dL ++++ : >T750 mg/dL

No significant difference in any treated groups from control group.



B-4924

Table 5-6 Urinalysis of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - +- + ++ +++ - + +4+ FHE e+t +- 4+ ++ 4+ -+ LY Y DY
0 6 6 0 0 0 O 6 0 0 O 0 6 0 0 0O o] 0 6 0
Male 15 6 5 1 0 0 O 6 0 0 0 0 6 0 o 0 0 0 6 0
50 6 6 0 0 0 O 6 0 0O 0 1) 6 0 0 ¢ 0 0 6 0
0 6 6 0 0 0 O 6 0 0 0 4] 6 0 0 O 0 0 6 0
Female 15 6 5 0 0 1 O 6 0 0 O 0 6 0 0 0 0 0 6 0
50 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O Y] 0 6 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 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 + 1 2,0 - 3.5 mg/dL  ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7T} LY : Light yellow Y : Yellow DY : bark yellow

No significant difference in any treated groups from control group.



B-4924

Table 5-7 Urinalysis of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - 4= + dd - - * b bkt - - + e - - + Ak b - - + - - + +4 F++ - +- + +4+ +++
4] 6 6 0 0 0 O 6 0 0 O O 0 6 0 0 0 6 0 0 0 O 6 0 0 4 2 0 0 o0 6 0 0 0 ©
Male 15 6 6 0 0 0 O 6 0 0 0 O g 6 0 0 0 8 0 ¢ 0 O 6 0 0 6 0 0 0 O 6 0 0 0 O
50 6 6 0 0 O O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 O 4 2 0 0 o 6 0 ¢ 0 ©
0 6 6 0 0 0 O 6 0 0 0O O 0 6 0 0 O 5 1 0 0 0 6 0 O 4 2 0 0 O 6 0 0 0 0
Female 15 6 5 1 0 0 ¢ 6 0 0 ¢ O 0 6 0 0 0 6 0 0 0 0O 6 0 0 5 1 0 0 0 6 0 0 0 0
50 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 0 0 O
SEC : Sguamous 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.



B-4524

Table 5-8 Urinalysis of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery peried for 14 days
Water Urine Osmolality
Sex Dese No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
4] 6 Mean o4 11.6 1847
S.D. 21 4.4 430
Male 15 6 Mean 42 10.0 2027
S.D. 8 2.6 477
50 6 Mean 46 10.4 2202
S.D. 6 2.5 309
0 6 Mean 39 6.5 2170
S.D. 12 2.1 545
Female 15 6 Mean 43 7.0 18886
S.D. 12 2.3 394
50 6 Mean 35 10.6 1975
S.D. 12 6.8 647

No significant difference in any treated

groups from control group.



B-4924

Table 6-1 Hematological findings of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 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 e % % X10*/ 1L s s mg/dL
0 6 Mean 764 15.2 45 59.4 19.9 33.6 2.1 99.6 13.2 18.1 293
S.D. 19 0.5 2 2.5 0.8 0.3 0.3 9.0 0.8 1.0 26
Male 5 6 Mean 764 15.3 45 59.4 20.0 33.6 2.3 105.7 13.0 17.2 300
S.D. 8 0.4 1 1.3 0.6 0.6 0.3 6.9 0.6 0.8 18
15 6 Mean 743 15.2 45 61.1 20.5 33.6 2.4 111.2 13.0 17.1 301
S.D. 39 0.5 2 2.5 1.0 0.5 0.6 21.0 0.4 1.0 43
50 6 Mean 766 15.2 45 58.8 19.8 33.7 2.1 104.3 13.0 17.4 304
S.D. a8 0.3 1 1.8 0.7 0.3 0.6 8.2 0.6 1.1 41
0 6 Mean 756 15.3 46 59.9 20.2 33.7 2.1 108.5 11.7 14.6 257
S.D. 31 0.7 2 1.7 0.5 0.4 0.4 12.0 0.3 0.3 15
Female 5 6 Mean 753 15.4 44 58.7 20.5 34.9se 2.0 114.1 11.8 15.0 251
S.D. 42 0.4 1 1.5 0.7 0.7 0.3 12.4 0.2 1.0 20
15 6 Mean 760 15.1 45 58.3 19.9 34.2 2.2 113.5 11.7 14.2 280
S.D. 45 0.8 2 1.6 0.6 0.5 0.5 10.8 0.3 0.9 58
50 6 Mean 733 14.6 43 58.5 19.9 34.0 2.4 105.9 11.6 15.4 273
S.D. 24 0.5 1 0.5 0.3 0.2 0.3 9.2 0.3 1.1 10

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



B-4924

Table 6-2 Hematological findings of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
WBC bifferential leukocyte counts (%) Erythroblast
Sex Dose No. counts
mg/kg X10?/#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
1} 6 Mean 92 87.5 0.1 11.6 0.7 Q.0 0.2 0.0 0
S.D. 30 4.2 0.2 4.0 0.5 0.0 0.3 0.0 1]
Male 5 6 Mean 86 87.0 0.1 11.8 0.9 0.0 0.3 0.0 0
S.D. 28 3.8 0.2 3.8 0.5 0.0 0.3 0.0 0
15 6 Mean 97 84.9 ¢.0 14.9 0.2 0.0 0.0 0.0 [}
S.D. 14 7.8 0.0 7.8 0.3 0.0 0.0 0.0 0
50 6 Mean 90 79.7 0.0 19.2 1.1 0.0 0.1 0.0 0
S.D. 19 7.2 0.0 6.5 0.7 0.0 0.2 0.0 0
0 6 Mean 75 87.9 0.0 11.4 0.7 0.0 0.0 0.0 0
S.D. 21 4.7 0.0 4.7 0.5 0.0 0.0 0.0 0
Female 5 6 Mean 79 88.4 0.1 10.4 0.8 0.0 0.3 0.0 0
S.D. 20 3.8 0.2 3.7 0.5 0.0 0.4 0.0 0
15 6 Mean 86 82.7 0.1 16.8 0.5 0.0 0.0 0.0 ]
S.D. 15 9.7 0.2 9.7 0.6 0.0 0.0 0.0 0
50 6 Mean 67 B6.8 0.1 12.8 0.3 0.0 0.2 0.0 0
S.D. 20 5.1 0.2 4.7 0.3 0.0 0.3 6.0 0

No significant difference in any treated groups from control group.



B-4924

Table 6-3 Hematological findings of rats administered orally with 1,3,5-Tris(2-propenyl)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
mg/kg X104/ 1L g/dL % fL pE % % X10%/ ML s s mg/dL

0 6 Mean 808 15.4 46 56.5 19.1 33.9 2.7 103.7 14.4 19.1 293

S.D. 27 0.7 1 1.1 0.5 0.6 0.4 10.1 0.8 0.9 15

Male 15 6 Mean 815 15.5 47 56.9 19.0 33.5 2.2 97.6 15.3 18.8 288
S.D. 21 0.3 1 1.4 0.5 0.2 0.2 11.3 1.0 0.6 25

50 6 Mean 793 15.0 45 56.5 18.9 33.6 2.8 98.2 14.8 18.8 292

S.D. 42 0.5 2 2.3 0.8 0.3 0.6 7.8 1.3 1.1 12

0 6 Mean 775 15.2 45 57.7 19.6 34.0 2.1 102.8 12.3 14.1 226

5.D. 53 0.8 2 1.8 Q.6 0.4 0.4 8.3 0.3 0.3 18

Female 15 6 Mean 770 15.2 45 58.0 19.7 33.9 2.4 99.2 12.4 14.6 232
S.D. 41 0.4 2 1.8 6.7 0.4 0.3 9.7 0.4 0.9 18

50 6 Mean 772 15.1 45 57.5 19.6 34.1 2.8 101.8 12.6 14.5 228

S.D. 40 0.8 2 0.3 0.3 0.5 0.4 9.5 0.3 0.5 14

No significant difference in any treated groups from control group.



B-4924

Table 6-4 Hematological findings of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
WBC Differential leukocyte counts (%) Erythroblast
Sex Dose No. counts
meg/kg X10?/#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 6 Mean 109 88.9 0.0 10.0 0.9 0.0 0.2 0.0 ]
S.D. 38 8.6 G.0 8.3 0.5 0.0 0.3 0.0 0
Male 15 6 Mean 103 88.7 0.0 10.3 0.9 0.0 0.1 0.0 4}
S.D. 22 5.9 0.0 5.6 1.1 0.0 0.2 0.0 ¢
50 6 Mean 105 86.4 0.0 13.2 0.2 0.0 0.3 0.0 4]
S.D. 15 5.0 0.0 4.9 0.3 0.0 0.3 0.0 Q
0 6 Mean 50 86.3 0.0 12.9 0.7 0.0 0.1 0.0 0
5.D. 17 3.9 0.0 3.8 0.8 0.0 0.2 0.0 Q
Female 15 6 Mean 68 84.5 0.1 14.4 0.9 0.0 0.1 0.0 0
S.D. 23 5.2 0.2 4.7 0.9 0.0 0.2 0.0 Q
S50 6 Mean 51 83.5 0.1 14.5 1.7 0.0 0.3 0.0 0
S.D. 7 4.5 0.2 3.8 0.9 0.0 0.3 0.0 0

No significant difference

in any treated

groups from control group.



B-4924

Table 7-1 Blood chemical findings of rats administered orally with 1.3,5-Tris(2-propenyl)isocyanuric acid for 28 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 IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
4] 6 Mean 63 26 49 1.1 806 44 35 79 0.06 141
S.D. 6 6 15 0.3 126 4 12 6 0.01 14
Male 5 6 Mean 60 26 48 0.9 877 53 BT 95 0.04 149
S.D. 3 2 11 0.2 304 2 31 8 0.01 13
15 6 Mean b9 29 47 1.0 803 51 59 92 0.04= 147
S.D. 5 4 7 0.2 143 10 20 14 0.00 15
50 6 Mean 125+ 119a» 101 1.¢ 829 56« 34 100s= 0.07 132
S.D. 65 86 69 0.2 222 7 11 12 0.05 13
0 6 Mean 60 23 46 1.3 373 53 22 93 0.05 118
S.D. 7 2 9 0.1 96 9 4 10 0.01 19
Female 5 6 Mean 56 22 42 1.3 435 53 21 94 0.05 128
S.D. 6 2 8 0.2 92 5 11 8 0.01 16
15 6 Mean 56 22 37 1.2 412 58 18 98 0.04 117
S.D. 5 4 3 0.4 152 7 6 11 0.01 17
50 6 Mean 68 27 37 1.0 540« 65+ 21 110+ 0.02x»# 110
5.D. 15 4 5 0.2 104 8 8 9 0.00 8

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



B-4924

Table 7-2 Blood chemical findings of rats administered orally with 1,3,5-Tris{(2-propenyl)isocyanuric acid for 28 days
BUN Crea- Na K c1 Ca P TP Albumin A/G
Sex Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL g/dL g/dL
0 6 Mean 8 0.35 144 4.5 109 2.8 7.8 5.8 2.8 0.94
S.D. 1 0.05 1 0.3 2 0.3 0.5 0.5 0.2 0.06
Male ) 6 Mean 8 0.30s= 143 4.6 108 9.9 7.4 5.9 2.8 0.93
S.D. 1 0.02 1 0.3 2 0.3 0.3 0.2 0.1 0.04
15 6 Mean 9 0.30» 142+ 4.7 107 10.1 8.0 5.9 2.9 0.985
S.D. 2 0.03 1 0.1 1 0.2 0.2 0.1 0.1 0.04
50 6 Mean 8 0.29 142+« 4.7 108 9.9 6.8en 5.9 2.9 0.93
S.D. 1 0.03 1 0.2 2 0.3 0.4 0.2 0.1 0.03
0 [ Mean 11 0.32 142 4.6 109 9.9 7.3 5.9 2.9 0.93
S.D. 2 0.01 1 0.2 2 0.2 0.7 0.2 0.1 0.03
Female 5 6 Mean 10 0.31 141 4.7 108 10.1 7.3 6.2 3.0 0.96
S.D. 1 0.03 2 0.4 1 0.2 0.4 0.2 0.1 0.05
15 6 Mean 11 0.35 142 4.6 109 9.9 7.5 5.9 2.8 0.92
S.D. 1 0.04 1 0.3 1 0.3 0.5 0.3 0.1 0.06
50 6 Mean 13 0.33 142 4.4 109 9.9 7.1 6.2 3.0 0.92
5.D. 3 0.04 1 0.2 1 0.2 0.6 0.4 0.2 0.07

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



B-4924

Table 7-3 Blood chemical findings of rats administered orally with 1.3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

ASAT ALAT LDH T—GTP AlP T.cho TG PL T.bili- Glucose
Sex Dose No. (GOT) (GPT) rubin
mg/kg IU/L IU/L IU/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 63 29 59 1.4 505 55 45 89 0.05 160
S.D. 6 6 15 0.4 61 10 10 12 0.01 16
Male 15 6 Mean 64 30 48 1.3 526 60 52 96 0.05 155
S.D. 10 2 51 0.4 137 15 22 14 0.01 18
50 6 Mean B5 35 47 1.2 546 60 51 91 0.05 148
S.D. 5 6 6 0.5 82 17 16 8 0.01 9
0 6 Mean b8 21 37 1.2 289 80 21 131 0.05 133
5.D. 3 2 2 0.2 59 16 14 22 0.01 10
Female 15 6 Mean 61 23 41 1.5 287 65 18 111 0.05 128
S.D. T 5 9 0.2 68 5 14 11 0.00 17
50 51 Mean 57 24 40 1.2 305 68 18 111 0.06+ 124
S.D. 3 3 10 0.2 39 15 T 22 0.01 19

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



B-4924

Table 7-4 Blood chemical findings of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days

BUN Crea- Na K Cl Ca P TP Albumin A/G
Sex Dose No. tinine
mg/kg mg/dL mg/dL mmol /1, mmal /L mmol /L mg/dL mg/dL g/dL g/dL
0 6 Mean 12 0.29 143 4.4 106 10.0 7.0 6.1 2.8 0.87
S.D. 2 0.02 2 0.3 2 0.3 0.2 0.2 0.1 0.06
Male 15 6 Mean 14 0.30 142 4.8 107 10.0 7.4 5.9 2.8 0.88
S.D. 3 0.03 1 0.3 1 0.3 0.4 0.2 0.1 0.03
50 6 Mean 13 0.27 143 4.6 106 9.9 7.0 5.9 2.8 0.90
S.D. 1 0.02 0 0.2 1 0.3 0.5 0.3 0.2 0.03
0 6 Mean 16 0.33 143 4.5 112 10.2 6.4 6.2 3.0 0.96
S.D. 1 0.03 1 0.4 1 0.4 1.0 0.2 0.1 0.04
Female 15 6 Mean 15 0.34 143 4.5 111 10.2 7.1 6.4 3.1 0.93
S.D. 2 0.04 1 0.3 1 0.3 0.8 0.2 0.2 0.06
50 6 Mean 15 0.33 143 4.6 110 10.2 6.9 6.3 3.0 0.91
S.D. 2 0.02 1 0.3 1 0.4 0.4 0.4 0.2 0.05

No significant difference in any treated groups from control group.



B-4924

Table 8-1 Absolute and relative organ weights of male rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose (R+L)
mg/kg g g(g/100g BY) mgimg/100g B¥) mgimg/100g B¥) mg{mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. 6 6 6 6 6 6 6 6
Mean 391 2.12 11.6 16.4 446 1.27 1.38 11.70
S.D. 24 0.09 2.4 1.8 101 0.18 0.12 1.28
Absolute 5 No. 6 6 6 6 6 6 6 6
Mean 402 2.09 13.4 19.4 412 1.24 1.38 12.91
S.D. 25 0.07 2.7 4.0 34 0.09 0.13 1.63
15 No. 6 6 6 6 6 6 6 6
Mean 403 2.04 10.8 19.1 468 1.21 1.37 13.12
S.D. 22 0.07 1.5 4.5 68 0.08 0.10 1.72
50 No. 6 6 6 6 6 6 6 6
Mean 353= 2.08 12.5 16.9 342+ 1.15 1.26 12.87
S.D. 24 0.03 3.2 3.6 35 0.09 0.08 1.54
0 No. 6 6 6 6 6 6 [
Mean 0.54 2.9 4.2 114 0.33 0.36 2.98
S.D. 0.02 0.5 0.5 23 0.03 0.02 0.20
Relative 5 No. 6 6 6 6 6 6 6
Mean 0.52 3.3 4.8 103 0.31 0.34 3.21
5.D. 0.03 0.7 1.0 11 0.02 0.02 0.25
15 No. 6 6 6 6 6 6 6
Mean 0.51 2.7 4.7 116 0.30 0.34 3.24
S.D. 0.02 0.4 0.9 10 0.03 0.01 0.24
50 No. 6 6 6 6 6 6 6
Mean 0.59¢ 3.6 4.8 97 0.33 0.36 3.64%%
$.D. 0.05 1.1 0.7 9 0.01 0.02 0.26

Significantly different from control group (#:p<0.05, #=:p<0,01)



B-4924

Table 8-2 Absolute and relative organ weights of male rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Spleen Kidney Adrenal Testis Epididymis Seminal
Dose (R+L) (R+L) (R+L) (R+L) vesicle
mg/ke g(g/100g BW) g(g/100g BW) mg(mg/100g B¥) g(g/100g BY) mg(mg/100g BY) g(g/100g BW)
0 No. 6 6 6 6 6 6
Mean 0.72 2.66 55 3.16 827 1.05
S.D. 0.10 0.14 6 0.16 59 0.10
Absolute 5 No. 6 6 6 6 8 6
Mean 0.64 2.61 60 3.17 845 0.99
S.D 0.09 0.18 12 0.26 13 0.08
15 No. 6 6 6 6 6 6
Mean 0.66 2.75 55 3.04 876 1.20
S.D. 0.10 0.40 9 0.27 68 0.29
50 No. 6 6 6 6 6 6
Mean 0.54%n 2.72 48 3.12 847 1.10
S.D. 0.04 0.03 6 0.25 64 0.16
[i] No. 6 6 6 6 6 6
Mean 0.18 0.68 14 0.81 211 0.27
S.D. 0.02 0.04 1 0.05 13 0.03
Relative 5 No. 6 6 6 6 6 6
Mean 0.16 0.65 15 0.79 210 0.25
S.D. 0.02 0.03 3 0.08 14 0.02
15 No. 6 6 6 6 6 6
Mean 0.17 0.68 14 0.75 218 0.30
$.D. 0.02 0.06 2 0.05 17 0.08
50 No. 6 6 6 6 6 6
Mean 0.15 - 0.78%¢ 14 0.89 241w 0.31
S.D. 0.02 0.05 3 0.13 27 0.04

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



B-4924

Table 8-3 Absolute and relative organ weights of female rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Body weight Brain Pituitary Thyroid Thymus Heart Lung Liver
Dose (R+L}
ng/kg g g(g/100g BW) meg(mg/100g BW) mg(wg/100g B¥) mg(mg/100g BW) g(g/100g BW) gl(g/100g BW) g(g/100g BW)
0 No. 6 6 6 5 6 6 6 6
Mean 246 1.92 14.0 14.0 423 0.82 1.04 7.07
S.D. 13 0.10 1.6 2.4 67 0.09 0.07 0.56
Absolute 5 No. 6 6 6 6 6 6 6 6
Mean 253 1.93 13.1 13.5 438 0.82 1.01 7.30
S.D. 19 0.12 2.6 2.4 106 0.08 0.07 0.68
15 No. 6 6 6 6 6 6 6 6
Mean 238 1.94 13.8 13.4 377 0.80 1.00 6.96
S.D. 20 0.04 1.0 1.2 75 0.06 0.04 0.54
50 No. 6 6 6 6 6 6 6 6
Mean 227 1.96 13.2 15.9 378 0.80 1.17 8.06«
S.D. 17 0.06 1.6 1.9 82 0.09 0.31 0.81
0 No. 6 6 5 6 6 6 6
Mean 0.78 5.7 5.7 171 0.34 0.42 2.88
S.D. 0.05 0.6 0.8 19 0.02 0.02 0.10
Relative 5 No. 6 6 6 6 6 6 6
Mean 0.76 5.2 5.3 172 0.32 0.40 2.88
S.D. 0.05 1.0 0.9 29 0.01 0.04 0.12
15 No. 6 6 6 6 6 6 6
Mean 0.82 5.9 5.7 159 0.34 0.42 2.93
$.D. 0.07 0.8 0.8 29 0.02 0.03 0.07
50 No. 6 6 [ 6 6 6 6
Mean 0.87» 5.8 7.0 166 0.35 0.52 3.55%w
§.D. 0.05 0.5 0.9 31 0.01 0.16 0.15

Significantly different from control group (#:p<Q.05, ##:p<0.0l1}
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Table 8-4 Absolute and relative organ weights of female rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) {R+L) (R+L)
ng/keg g(g/100g BW) g(g/100g B¥) mgimg/100g B¥) meg{mg/100g B¥) mgl(mg/100g BW)
[ No. 6 6 6 6 6
Mean 0.54 1.78 72 85.2 409
S.D. 0.09 0.15 13 11.6 107
Absolute 5 No. 6 6 6 6 6
Mean 0.50 1.76 64 78.5 447
S.D. 0.04 0.07 8 13.9 92
15 No. B [ 6 6 6
Mean 0.47 1.71 65 79.8 436
S.D. 0.03 0.13 8 11.3 76
50 No. 6 6 6 6 6
Mean .44 1.82 67 81.0 437
S.D. 0.08 0.16 4 12,9 95
0 No. 6 6 6 6 6
Mean 0.22 0.72 29 34.7 166
S.D. 0.03 0.04 5 4.3 36
Relative 5 No. 6 6 6 6 6
Mean 0.20 0.70 25 30.9 176
$.D. 0.02 0.04 4 3.8 26
15 No. 6 [ 6 6 6
Mean 0.20 0.72 27 33.8 183
S.D. 0.02 0.05 2 5.5 26
50 No. 6 6 6 6 6
Mean 0.19 0.80 30 35.7 192
S5.D. 0.03 0.09 3 5.4 3z

Significantly different from control group (+: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(2-propenyl)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 [:4 g(g/100g BY¥) mng(mg/100g BY¥} mg(mg/100g¢ BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. 6 6 6 6 6 6 [ 6
Mean 459 2.09 11.5 18.1 386 1.29 1.41 13.16
S.D. 32 0.08 0.7 2.5 73 0.26 0.08 1.76
Absolute 15 No. 6 6 6 6 6 6 6 B
Mean 436 2.07 10.3 18.9 408 1.32 1.39 10.80=
§.D. 47 0.10 1.6 4.1 80 0.11 0.10 1.58
50 No. 6 6 6 6 6 6 6 6
Mean 443 2.08 10.9 21.3 379 1.40 1.42 12.05
S.D. 34 0.12 1.7 2.0 84 0.20 0.09 1.38
0 No. 6 6 6 6 6 6 6
Mean 0.46 2.5 4.0 85 0.28 0.31 2.86
S.D. 0.04 0.2 0.4 18 0.06 0.01 0.24
Relative 15 No. 6 6 6 6 6 6 6
Mean 0.48 2.4 4.4 93 0.31 0.32 2.49+
§5.D. 0.05 0.3 0.9 16 0.04 0.02 0.34
50 No. 6 6 6 3 6 6 6
Mean 0.47 2.5 4.8 86 0.32 0.32 2.71
S.D. 0.04 0.3 0.6 22 0.03 0.02 0.16

Significantly different from control group (#:p<0.05)
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Table 8-6 Absolute and relative organ weights of male rats administered orally with 1.3,5-Tris{2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Spleen Kidney Adrenal Testis Epididymis Seminal
Dose (R+L) (R+L} (R+L} (R+L) vesicle
mg/kg g(g/100g BW) g(g/100g BW) mnglmg/100g BW) g(g/100g BW) ug(mg/100g BW) g{g/100g BW)
0 No. 6 6 6 6 6 6
Mean 0.70 3.12 53 3.25 1062 1.35
S.D. 0.06 0.13 3 0.28 88 0.19
Absolute 15 No. 6 6 6 6 6 6
Mean 0.67 3.02 58 3.03 986 1.31
S.D. 0.13 0.33 10 0.28 53 0.16
50 No. 6 6 6 6 6 6
Mean 0.68 3.21 57 3.13 1036 1.40
S.D. 0.13 0.35 8 0.14 67 0.18
0 No. 6 6 6 6 6 6
Mean 0.15 0.68 12 0.71 232 0.29
S.D. 0.01 0.06 1 0.07 22 0.03
Relative 15 No. 6 6 6 6 6 6
Mean 0.15 0.69 13 0.70 229 0.30
§.D. 0.03 0.03 2 0.09 29 0.04
50 No. [ 6 6 ] 6 6
Mean 0.15 0.73 13 0.71 235 0.32
S.D. 0.03 0.06 3 0.05 25 0.05

No significant difference in

any treated groups

from control group.
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Table 8-7 Absolute and relative organ weights of female rats administered orally with 1,3,5-Tris(2-propenyl)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}
mg/kg g g(g/100g BW) mg(mg/100g BY) wmg(mg/100g B¥) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW}
1] No. 6 6 6 6 6 6 6 6
Mean 271 1.94 12.2 15.1 418 0.86 1.06 6.88
S.D. 11 0.06 1.2 2.7 79 0.05 0.09 0.36
Absolute 15 No. 6 6 6 6 6 6 6 6
Mean 270 1.94 14.0 14.2 361 0.82 1.02 7.00
S.D. 24 0.10 2.7 3.6 83 0.05 0.06 0.68
50 No. 6 6 6 6 6 6 6 6
Mean 272 1.92 13.7 14.2 364 0.85 1.03 7.54
S.D. 21 0.08 1.7 3.5 30 0.06 0.08 0.89
0 No. 6 6 6 6 6 6 [
Mean 0.72 4.5 5.6 154 0.32 0.39 2.55
S.D. 0.03 0.4 0.9 27 0.02 0.02 0.11
Relative 15 No. 6 6 8 6 6 6 6
Mean 0.72 5.2 5.2 133 0.31 0.38 2.59
S.D. 0.05 0.8 0.9 23 0.02 0.02 0.14
50 No. 6 6 6 6 6 6 6
Mean 0.71 5.0 5.2 134 0.31 0.38 2.7T»
S.D. 0.08 0.6 1.3 13 0.01 0.02 0.13

Significantly different from control group (e:p<0.05)
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Table 8-8 Absolute and relative organ weights of female rats administered orally with 1,3.5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by a recovery period for 14 days
Spleen Kidney Adrenal Qvary Uterus
Dose {R+L) {R+L) (R+L)
wg/kg g{g/100g BW) g(g/100g BY) mg(mg/100g BY) ng(mg/100g B¥) wng(mg/100g BYW)
0 No. 6 6 6 6 [
Mean 0.48 1.87 67 8.3 418
S.D. 0.07 0.10 4 14.1 92
Absolute 15 No. 6 6 6 6 8
Mean 0.50 1.80 67 77.6 424
S.D. 0.07 0.16 13 5.7 81
50 No. 6 6 6 6 6
Mean 0.52 1.84 66 83.8 495
S.D. 0.08 0.18 9 16.2 170
0 No. 6 6 [ 6 [
Mean 0.18 0.69 25 28.9 154
S.D. 0.02 0.02 2 4.9 33
Relative 15 No. 6 6 6 6 6
Mean 0.19 0.67 25 28.9 157
S.D. 0.02 0.04 4 2.8 26
50 No. 6 6 6 6 6
Mean 0.19 0.68 24 30.8 183
S.D. 0.02 0.04 2 5.0 63

No significant difference in

any treated groups

from control group.
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Table 9 Gross pathological findings of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Organs Sex: M M M M F F F F
Dose(mg/kg) : 0 5 15 50 0 5 15 50

Findings Number: 6 6 6 6 6 6
Epididymis

Small 4] 1 0 Q - ~ - -
Kidney

Cyst 0 0 0 0 0 0 0 1
Liver

Discoloration, dark 0 0 0 1 0 0 0 0

Large Q 0 1 ] 0 0 0 0
Testis

Small 0 1 0 0 - - - -
Thyroid{Parathyroid)

Aplasia 0 o ] o] 1 0 0 0

No abneormalities were observed in the recovery group in both sexes.
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Table 10-1 Histpathological findings of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
Organs Sex: M M M M F F F F
Dose(mg/kg): 0 5 5 50 0 5 15 50
Findings - Number: 6 6 6 6 <] 6 6 6
Epididymis

Number examined
No sperm, lumen
severe
Kidney
Number examined
Cyst
present
Basophilia, tubular
slight
Liver
Number examined
Vacuolation, hepatocyte, central

Necrosis, single cell
slight
Necrosis, focal
slight
Microgranulcma
slight .
Hypertrophy, bile ductal cell
slight

mild
Bile thrombus
slight
mild
Pericholangitis
slight
mil
Clear change, hepatocyte, diffuse
slight
Hypertrophy, hepatocyte, central
slight
milad
moderate
Prostate
Number examined
Cell infiltration, lymphocytic
slight
Hyperplasia, acinar cell, focal
slight
Skeletal muscle, femoral
Number examined
Necrosls, muscle fiber
slight
Testls
Number examined
Atrophy, seminiferous tubular
severe
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Significantly different from control group (e:p<0.05,

a8:p<D.01)
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Table 10-2 Histpathological findings of rats administered orally with 1,3,5-Tris(2-propenyl)isocyanuric acid for 28 days
and followed by & recovery period for 14 days

Organs Sex: M M F F F

Dase(mg/kg): 0 15 50 0 15 50

Findings Number: 6 6 6 6

Liver

Number examined 6 6 6 6 0 6

Eosinophilic inclusion body 0 2 4w 0 [4] 0

slig 0 2 3 0 0 0

mild 0 ) 1 0 0 0

Microgranuloma 0 3 3 1 0 0

slight 0 3 1 1 0 0

mild 0 0 2 0 0 0

Hypertrophy, bile ductal cell 0 [ 3 0 0 0

slight 0 0 3 0 0 0

Bile thrombus 0 1] Sus 0 0 0

slight D 1) 3 0 0 0

mild 0 0 2 0 0 0

Pericholangitis 0 0 3 0 0 0
slight 0 0 3 0 0 o -

Hypertrophy, hepatocyte, central 0 0 3 0 0 0

slight 0 0 3 0 0 0

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