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Table 1-1
~ 1-4
Table 2
Table 3
Table 4-1
~ 4-2
Table 5§
Table 6
Table 7

Attachment, Table, Fig. B K tFAppendix® £ ¥

General signs of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5~tris
(2-hydroxyethyl)- by oral administration R 30~ 33
Body weight of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6{1H,3H,5H)-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration L 34
Food consumption of male rats (P) in combined repeat

dose and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(1H,3H,5)-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration - --.-. 35
Urinary examination of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris
{2-hydroxyethyl)- by oral administration = +«-+--.. 36~ 37
Hematological examination of male rats (P) in combined

repeat dose and reproductive/developmental toxicity

screening test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,
1,3,5-tris{2-hydroxyethyl)- by oral administration ~------c-- 38
Blood chemical examination of male rats (P) in combined

repeat dose and reproductive/developmental toxicity

screening test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,
1,3,5-tris(2-hydroxyethyl)- by oral administration -+-------. 39
Necropsy findings of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test of
1,3,5-triazine-2,4,6(1H,3H,50)-trione,1,3,5-tris
(2-hydroxyethyl)- by oral administration — --eveneen 40
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Table

Table

Table 10-1
~10-2

Table 11-1
~11-2

Table

Table

Table

Table

8

)

12

13

14

15

Organ weight of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test of
1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3,5-tris
(2-hydroxyethyl)- by oral administration = «-cvvee.. 41
Histopathological findings of male rats (P) in combined

repeat dose and reproductive/developmental toxicity screening
test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris
(2-hydroxyethyl)- by oral administration @ = «+ceveee- 42
General signs of female rats (P) in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(1H,3H,5)-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration -+-::v--- 43~ 44
General signs of dams (P) during pregnancy period in

combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)-trione,1,3,5-tris{2-hydroxyethyl}-

by oral administration  ae.eeeenn 45~ 46
General signs of dams (P) during lactation period in

combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)-

by oral administration ~ eeee.ean 47
Body weight of female rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test of
1,3,5-triazine-2,4,6(1H,3H,5H)~trione, 1,3,5-tris
(2-hydroxyethyl)- by oral administration  «++eeeno-n 48
Body weight of dams (P) during pregnancy period in

combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)-trione,1,3,5-tris{2-hydroxyethyl}-

by oral administration  eeeeeaenn 49
Body weight of dams (P) during lactation period in

combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)-trione,1,3,5-tris{2-hydroxyethyl)-

by oral administration —  eeeeeeenn 50




Table 16

Table 17

Table 18

Table 19

Table 20

Table 21

Table 22

Table 23

Food consumption of female rats (P) in combined repeat

dose and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(1H,3H,5H)~trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration  -«-:vevn 51
Food consumption of dams (P) during pregnancy period in
combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)-

by oral! administration  eeeeeenn 52
Food consumption of dams {(P) during lactation period in
combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)~-trione,,3,5-tris(2-hydroxyethyl}-

by oral administration ~ eeeeeen.n 53
Necropsy findings of female rats (P) in combined repeat

dose and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-
tris(2-hydroxyethyl)~ by oral administration = ««veco.n. 54
Organ weight of dams (P} in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(1H, 3H,5H)-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration = «:evvvcen. 55
Histopathological findings of female rats (P) in

combined repeat dose and'reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6

(1H, 3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)-

by oral administration R 56
Number of estrous cases and reproductive performance of
male and female rats (P) in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5~triazine-2,4,6{(1H,3H,5H0)-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration ~  -----0n.o 57
Observation of pups (Fl) in combined repeat dose
and reproductive/developmental toxicity screening
test of 1,3,5-triazine-2,4,6(1H,3H,5H)~trione,1,3,5~
tris(2-hydroxyethyl)- by oral administration = +--+e-0e. 58



Table 24
Table 25
Fig. 1
Fig. 2
Fig. 3
Fig. 4
Fig. 5
Fig. 6

Body weight of pups (F1) on days 0 and 4 of lactation

in combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)-triohe,1,3,5—tris(2~hydroxyethyl)~

by oral administration —  eeeeaaann 29
Necropsy findings of pups (F1) on day 4 of lactation in

combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6
(1H,3H,5H)-trione,1,3,5-tris{2-hydroxyethyl)-

by oral administration  eeeseeen. 60

Chemical structure of 1,3,5-triazine-2,4,6(1H,3H,5H)-
trione,1,3,5-tris(2-hydroxyethyl)- e 61
Body weight of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(18,3H,5H})-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration = «:eevvenn 62
Food consumption of male rats (P} in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration  «---r---. 63
Body weight of female rats (P} in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-
tris(2-hydroxyethyl)- by oral administration  -----vr-- 64
Body weight of dams (P) during pregnancy and lactation

periods in combined repeat dose and reproductive/

developmental toxicity screening test of 1,3,3-
triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris

(2-hydroxyethyl)- by ora! administration  ---ver--- 65
Food consumption of female rats (P} in combined repeat dose

and reproductive/developmental toxicity screening

test of 1,3,5~triazine-2,4,6(1H,3H,5H)-trione,1,3,5-
tris(2-hydroxyethyl}- by oral administration  «-c-v:--- 66




Fig.

Fig.

Food consumption of dams (P) during pregnancy and lactation
periods in combined repeat dose and reproductive/

developmental toxicity screening test of 1,3,5~
triazine-2,4,6(1H,3H,5H)~trione, 1,3,5-tris

(2-hydroxyethyl)- by oral administration ~  +c--eneen 67
Body weight of pups (F1) on days 0 and 4 of lactation in
combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6

(1H, 3H,5H)~trione,1,3,5-tris(2-hydroxyethyl)-

by oral administration eeeeooonn 68
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b8 3

L,3,-F U R(2-E FOFY T F)-1,3,5-M) 7Y >-2,4,6(14,30,5H)-+ VA DZ
v hRAWDREORSICL D MEIRS BN - LM E SRR E TV, Mg S
THMEEEERN T 2L Ly, b, KRR, BB I TMMR Y OEMTH
CRIETREIODWTHE Uiz, S5@ik, 1000 mg/kgZ @ Mat e L, UFALM3IC X

D300, 1004 L0130 mg/kgk L. WM UCHMKRUERAKIRSHERT L. 4B, &
WD fE B MO e S 120 & L7

1RE(PIC RIT T 22
—BRRE : WIT OB EIHTBLCELFATZD AR oL, Wiho#fLd, —
lREBICREIAGNR>P o2, _
KhE : ZEHIERT 2 ELEAS R >R,
RERE  BHESCEET 2 ELEAGR AL ok,
RRE : BECEET 2 EbiEashkrok.
MBEFERE : REICBET2Eizashabok.
MFEMFRE BRECEERT2E8LEAShARD 2.
Bl x5 ICRES 2 EbiEashizr ok,
HEEE  RSUERT2EMEASh AN o=,
REEMERE  RECEERTELLEA SR o2,

2.ME(PYIZ RIFTRE

—RIRE : WIThORLIETHELITHEAARRZD ooz, WTholfLd, —
G EICEBEXA SR D=,

FE: HS5CERT2EMEAShRD 5.

HEE  BRECBETIEMEASh ARk,

o BRECREETAEEAS NP .

HEHS  BRECERTIENMEANRDL 0.

AL F WA PR 30 T 1000 mg/kegBECRIME A 20 & 5 H - .

IT. AR £ a5t
LRGP DEMBEL RIET Y
FALAAR SR - KL, RSB LR, FO%, AISZOR, DA, FE, BB L ULRICKRSK

KRETZEMEHON BN S,
FERGEE, RER, XEMELQH HE5CEBET I bEAashabo .

__12-




SRR, ARURIIRT, A MIRTE, R R GICRNT 2 AR o .
ZIR - HEGICRET S ELEASRRI L.

DCURAMARE, ERE, HRE KSCEBETLEEAL NP 2.

WIER . G ERY 2 L4tbEdAaonabho.

2HER(FOC KRIET Y

W PERY, JEEVRE, WEIBOHFERK, WEIHOME, 2M%=K, RoEHR, W
AR KRSCERTIEMEAESNRD o).

—fRIRRE RS ICERT 2 EEAES N R 0.

MELIBDOEFERE, MEIH DML, MEIDOEES  HFHSCERT 3 Eiza s i
Moz,

ARMBE  XSLCERTIEREAON Ao,

RE HFZREFIIEETZEMETAESLARD 2.

Ak . s EETZEEASARD o=,

Moz, 1,3,5-PVR(2-E FO ¥ xF)L)-1,3,5-F y 7P -2,4,6(1H,3H,
SHY-hUA o —BMFHREESE, HTEI000 ng/keE5 LTLBHENREELR
ookl & 51000 ng/kg/dayF 2 ohh 3. £, MTE1000 ng/kgfE 52 &
hIFICEEA SR SN & 5300 ng/kg/dayeEA 0N 2. EHEBESHENR
MW EE, 1000 ng/kgik 5 LCHMERBY, RHML b ELERDL A>T L
P oS WEFERE 1000 mg/kg/dayEX 5 h 3.
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35

1,3,5-F U A(2- FoF*>oF W)-1,3,5-F U 72 -2,4,6(1H,3H,50)- ) A > DSk
BRI AR E N =250~ WEHE ST 27812, 0ECD Guideline for
Testing of Chemicals for Combined Repeat Dose and Reproductive/Developmental
Toxictty Screening Testic#t—-7I1,3,5-F VU Z(2-E FOF L T FI)-1,3,5-+ ) 7V
-2,4,6(IH,3H,5H)-F VA &2 /S v MiZIA1E, 9HMBLUMS v MCIE 1R, 40~
HEEOKRS LeRERSEYS - R EsUealResy, iEpWioN o558
REEBRF T eI, MIRMEE, XETY, ZBEBLIURREOERITIHIC RIEFET

EMICOWTHE L.

7

LBRWHEHP X FEEK

HERWHED1,3,5-b U2 (2-E FOoF 2z F)-1,3,5-MY 7P -2,4,6(1H,3H,50)- b
A 2 (CAS No.839-90-7)ik, Fig LR ILFEMEL2A L, 2 Fur: 261.24, s : 135
CThHhbh, Al EO®EE(180 °C, 3 nmHg) THM L, BRICES W . 2 AREEIX296
CTeHb, £z, K(120 g/100 g, 25 C), 7L b (1.9 g/100 g, 25 C)Z L TRAHY ./
= (20 g/100 g, 25 CHCHEM T 2FERMECHEMARTH 5. HilRIZIE, 19984
WAIHCELEEEEWRERLEN £FELEFRLNEEroRUThEIOEH VLR
b STV Lot No. BOEE 0 99.0 %, EEL, THML
LT, AV 7XNVEEET]. AFRE, AREROKBRYEREZECOREEIZER - &
HEHTTRELE. 28, RSB TRIYABRERTCORES EHRVWERRERY
Hix KWRHL, TO—8IED2WTHLERR, FHBEMPORE
DR E h k.

PR LT, dHEAKERVE., EHAXKGKXIALRBERKTHE, Lot No.JATS, AF
B : 19994888, FEAHMER : 204FE1/7)E, AF&, BBRERXOBRBYEREEZEICZR

ZHFTRELLE.

2.BERMEB L UBERD

1,3,5- PV X(2-L FOF Tz FN)-1,3,5-b ) 7S -2,4,6(1H,30,50)-F U A v ik,
BREIJLCENMAATEBRLUTCHRLE. 28, 2, 2085 L 200 ng/mloFAREIE, =
B ENRETTTHRREELTCORERCHEORWI LRI N T WD Y
(Attachment 1), BBE O MM ITRAME, I1AGTLIThFT L, B - BEHXEMHET TE
BL, ARBTHURICHEALE. RSEORARSBRERERELE. 28, ARIZKLT,
WRWEOMBEICI L 2MBEEER LRIk,

REREHICHA L EERESMREATOUBRYHEBELZHRIERATEEREK IO BT
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TZEMNGTME Lz, TR, SRWIITEBEENRARREDIN.2~102.8 % Tdhh, ¥
KE A [ R i 7 b - Jz (Attachment 2).

J.ERAMYE X UTRE RN

1) BMEHS & CREK

HERICIE, HmMHMRC I AI N T W 3 Sprague-Daviley R MEES » b [{SPF), Crj: CD
(SD)IGS] 2 A W/=. T, 1999FES8 12HICHAF v —Ib 2 - U -k &1 (B TEH
oy =)D oA THMESRTICEWMALE. AFERIB0EEMEIL, HH258~288 g,
HEH5201~229 gTH o 1=
2) HEB L UHIML, BEo ikl o UM | R

AFLEDYE, SHEOREHER IV ZTORTEMONLINMERIT L. 2o HEIZ,
Mo GRENEBLTE0—BRECBREE, HCHMEYCHREICTO KO MBI
o, " BREBLIVHREHBIEEXALOAT, S-SEANBETCEENEDLN
ol EEFITLTHRIIAWE. _

BTG, 32— 492AWTHRERBRICAT R, BFEAMBRECLDBHD
EHARBEB LUV DEBIZEEF L R2LS5CBEHEEHICT - =, BATROHBERYD
5L, BE - ESOEWEICHEZF 2 RBY, AEHEKRTRICIMEDE =S ) ¥
BEICRAWOE., %@ﬂﬁ@%%ﬁb%&i,.E—‘f—ﬁﬁﬁ‘aﬁ6:1—7—-)b}ﬁE%&T'c‘HEk§JJHJRfJ>BJ§5Uﬁ1§‘SI
EREBICBEELS L.

By @ EEm L, ME - B ATFRIC M A S VICLDRBAERLIUTAEE
e, BoUBREBEEBRAEBLIVEN LV FEEHBALTCT >R, 512, BE - 5
P&y —VICEHRES, AFEHRH, MABLUTRE - StEBWESELALL
SRIVE, BOUDBROEF—VICRHARES, K58, 5, BYWES B L URXRERIZE
(MOH)VETAL, BILIEMTLES<VERD 177, |
3) BEEMHBLUVHEATER

ik, EiR20~26 C(EPIE : 20~23 °C), WE40~T70 % (EH & : 48~67 %), B
B %% 1205 B0 (BE 00 : P AT6HE ~F %60 ), IMAEBIA /B (7 4 by —IC & DIRE L 7= 57 it
ERICHBFINTWEIRAETE(EH4ETE, AL, REEIEH2EE)TCHE L =.

W - YRR T L RREER S — (W 240xD: 380%xH: 200 mm)EAWT
1 r—o Yo TcoMiEMBEREBEE L, Bo2URIIRF VLV ARAES—D(W: 755X
D:210xH: 170 mm)Z AW CTHEMABTULUE. =EL, REIEFAF L 2EBRELr— VR
Tir-ofk. B, TRIBUBEAI M L—-T7UEB LEERE(V 21—, BEF ¥
— R YN —HRAER)EANE TSR Ty S BT — (¥ 310xD: 360xH: 175 nm) T
FEREASTL, BRASTHRPBLUEEIYE. F—YVoRJMH, BAKRABLUY TSI 2AFv I8
ry_voxii@RC2ZEUE, AFULAREEX T -V, AIFUVVARAES VB
LRSS ORMEZARCIMU LT, 48, WPFREECER(KOREFR)BL
U0.02 YU TEIHBBEL T MU D LKBERTORDE Y 7HECLA2HEHBEEHT >, AF
WK TRHICENMLEZEE=2 ) VB oMERELBVWT, BEEZRBETI2LO> RS
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dEHashahosi-.

RO EGME L LRI oIS, ZE6HA T LICMHMEEABRARER SN £
YH—TEMULHEMEBAF »—IVZ - YN—HAEHLEPS AT LE. ZOAHERIL,
SRERMER T O L IEM OMIRNTH > 1= .

4) il B &k Otk ok

ML, ANFEIDHLIA DGR E K (CRF-1, AV x> & 5T SN &1L % H M8
AN, HRICERZ 2. THLUEMHNoRERE, WHIEAHBLARRSF 24—
Bz oy VBGLESRESLEIPOAFLE.

sk, KEKEHKRKEEANTEHMICERX . REKOKEAMAERRIE, XX
AR EICMEIEAEBBARGEREE Y- TCEBELERBEAFLE.

fE B R KOMBERZRE, WIhOHKRBRTED EHLEBOHBEATH > 2.

4.1 5L, REF%, HER, REEBILURSHH

1) Z#RESBEB LTRSS HE

L,3,5-r )R- FOFP T FI)U)-1,3,5-F Y 72 2-2,4,6(1H,30,5H)- b U A v iX,
fEfE L CROMICACERENZTEMEDIZIONZ 20, REERLLTEORS 28
RU*=.

B"ECBLTE, SREEOFYV U FERIMTZR)ZOEL DR/ F 4 XF—-Y 7T
EHEEANT, BHKOKRESLE. REWEBLR, BTEHRS5HHH2VWEERFEBCRGE
WHZEHOKREREHEL L, Sol/keTHELE. MTE, KBS X UOXEREREZERS
BEH2WEHEESBERLEVWAEBEOKRE:., IERMAM PR, 7, 4B X V2IH 0K
BE, BAERAEIWHEOBOKREEZAEEL L, 5 nL/kgTHEWE L. BEBLILF 588
I ~11R302OET, REEHIIFIEE L.

BREBRBOOEMIZHME L SI0EEKRTH D, KEBBEXENII5~364 g, MH233~263
ETH o=,

2) BB LUBSER

BHEE, MTERLELSKHERYESREH L LTARHZHREL, TOMICANBELR
Tl IBOCBYEE, MiEThThI12lRE Uk,
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et Al Bk I5¢ 43 it HECTh W &5 ) (Db 4 3 55 )
(1)

BB M (A k) 0 mg/ke 12(001~012)} 12(051~062)
{ 0 mg/mL)

g2 ¥ ],3,S—WZ(Z%I“‘U#’/I_flb)—l,3,5~ 30 mg/ke 12(101~112) 12(151~162)
M7yt y-2,4,6(1H,34,50)-2y (& mg/nL)

E3 1,3,5-MA(2-bF ndyIN)-1,3,5- 100 meg/kg 12(201~212) 12(251~262)
MFyTy-2,4,6(1H,3H,5H)-tuty  ( 20 mg/mL)

Bant 1,3,5-MA(2-b T o¥yIfN)-1,3,5- 300 mg/kg 12(301~312) 12(351~362)
M7y y-2,4,6(1H,3H,5H)-+2y  ( 60 mg/ml)

58 1,3,5-MUA(2-tb D¥YIFh)-1,3,5- 1000 mg/kg 12{401~412) 12(451~462)
M7y ¥-2,4,6(1H,3H,5H)-t94y (200 mg/mL)}

BERBIE, By PERWEZHAMRBORSC LS PR (5B 0, 125, 250,
5008 L TF1000 mg/kg)DFERIC KD BRELE. Tabb, BELEVWThoRics#vsh
T, —MRE, hE, BEEFLIVIRCIOEEIAOhRP o=, 2T, SHRTHE,
QECDH A K54 v TCRAAELEIN TV B 1000 mg/kge REHAEE L, LUTOLBIICLD
300, 1008 L *30 mg/kge Lz, i, MBLLTHEFEENAEKIOAZRAEEERET 3
Brkldr.

3) 5™
- 2 5 MARAIL, OECD Guideline for Testing of Chemicals for Combined Repeat Dose
and Reproductive/Developmental Toxicity Screening TestiZf€ -7, HETIZRBAI148
M 2% HMoAs498ME L, MTExREml4BE, XEMAEP(REI4EMR), &
RBPB L UMEIDE TOEEH40~46HME L. 2B, S5HEEHE2RSIBE L.

S.HEBLURAERE

1) #(P)

(1) —AgRTE

—MREB IR COANE, BER - Bold2B(E% L, SO RE10E )EBRE L
. '

(2) IKE &

HEE, A 2OmE LGl w451, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36,
39, 43, 46, YA B L THREL).

(3) e85

BTG, scEBsh M 14F RT3 K AR T8I DEEIC 282 U2 GRaEfEld
%53, 6, 10, 13, 31, 34, 38, 41, 458 X F4811). 2y, MEGTH O H4ARE D & &
Mifre Uik,

»]7*




(4) IR

FeGWME TRIICHRR T = B AWTHE - AT CRGMTHRINL =R (3R R ) &35
EREVTHM - BKT T2 TIRM L 2R QCUEHIR) RS I Eh 5 2 &5 L =R (241
MERMWCDWT, MTORBEERMLE. 2P, MEEZOREEEL-.

IR - ik, AR EL L. i, BHEE, O, FhoK, EUMEY, B
o, movy /=", RREKBRE(T oD x—5—11 K 7, Kbk )
REMTFTHRICRBEI S FHEEUS-2100, RTEEAXEH)ZAVWTHRELE. Rk,
WHEEPREBEROE TREARICEMBTCHRELE., &8, BRI, YHOMKKESELC
iTo=. ’

2IREMIR : LEE(S.GHZ BT BIC LD AT MERLEER () <~y F-1D, &4t =2
VIBERWTHELE.

24MFMIR c RBUV)ZLLELBEEPHH LE.

(5) Mm%z

BEBEOBHICARY PALESY —UF ) T LADKEIERRS (40 ng/ke)ic & B BEEET
CEKRBRP SN =2 L —Ya ik Ml ERRL, MTFOMBEREERBLE. 2
B, NEEOBRNMWIEEREL =.

FRMMEKRE(RBC), ~EZ DY E(HGB), ~~¥ 2 Uy FMEHCT), m/DKRE(PLT)H L ¥
B ERB(WBC) &, EDTA-2K2 —F 4 > & L /= Sysmext > 7w ZIZIEER LM IZ D W
T, SHEHHBH MG EB (Sysnex K-4500, 2 A v 7 2%RASH )2 Tl L=,
50T, FHRMIRARKMCY), FHYFRMERMEEE(MCH) B L O FHWRMERID & REE
(MCHC)Z B U %=

R AR ER L 2. (RET) 1L, EDTA-2KALER U /=LK # BrecheriBZiC L W BEKXKREL TS 4
RAHS RICBHKE, GlensalR@IBA £ S U T IS F T 7% 3R 1000 = o #8177 B8 &
P8 L, EHLUA.

HMERE 2 %id, EDTA-2KMLEE L AMME RS 4 KU S5 RIZEER L, May-GiemsalR BREE
EEEHUTHEME T TAMmMIKINE 2488 L ~.

Z7OboYECREPT), BHELS2 PO RIS XFUBEMAAPT)BLTEZ 7Y )
— i BE(FIB)LX, 3.13 2 BT MU DL TUNEE, BOSE (K4 °C, 3000 rpm,
I5AM)LTHELRIC>VT, HAXAREFRC LIV OAWBREIFBE(I 75X 45—
I, ZHE#AEMIEHAVTHMEL =,

(6) M Mt
MAEFRAR O MK & BRI RN, SR L = b 6338053 3 (de °C, 3000
rpm, 152U CHEMBEBCDODWT, LWFofl@#E{ERBAEEMBLE. HEHOmFR
WERE TR BER(-80 C)RICRFL, REAMBEIBREMEERMBEETHEM
(-80 CIWIZHELE.

ASTILMDH-UVi%, ALTIZLDH-UVEE, ALPIEp-= bO 7 z =)V U BE® K, ¥ -GTPiXL-y -
TN IN-3-HNKFL-4-=boF7 =) FERE, REH(TP)EBiurett®, LU LVE
S(T-Bil)ix &y 77 =9 LR, E’m?é‘%érf(UN)ci'bL’7’——1?'-G1DH‘??§, DVFF
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(CREYIX 2 L7 F =+ —+ - F-DAOSIL, 7 Ko (Glu)id Ax v &4 —+ - G-6-PDHi, #£2
L' A7 08— (T-Cho) ik COD-HDAOSIL, ™Y & U7 F(TG)EGPO-HDAOSIL, Caldo-CPCik,
BUBg U (IP)ILPNP - XDHiE, Na, KB L UCLIZ A A L BIRBMmBEIC LD, WihdEbEHE
Thor#r it (AU 400, ) oz TEARIL)EHVTHREZ L=,

THTI U RAID)EEEORBICEO UM [ R, BBk (AES
310, AV NRAEETHEMELSM) ]IS, A/(TZALTIL /7070 )EBEomiad
HEHUE.

(7) BB LU BHEEZHE

FROG)BLTE)TRMLEZBY eI o CHIMBIEI B EHICER LA R, b
fg, E6), FTHMEK, BRI, IR, Ok, AFHE, MR, B, 8%, HRBIUHELE
FERFNELE. B, FHRTERERRARETHRLCHEHNESESAEHLE. 2E L,
TEABLIUCERBESE, 20 M EHT L) U CIRBEEERNELE. Thoni
Bk, f, [E, R, BHR(STR-HTR), 848, 8§, +2k, =k, @k, §
B, #B%, BB, UL /3@ (T - BRI, B, B3, sistR, ER/NE, B, 25
WEE, IRK, "—FV—IRBLTEMW(EE - RKEE)L & HI220 hEEHRL~) »CH
FBLE. 2FL, BEBLIUHEELAREZ 77 VB THMKRBIBEEZI 7o —vicBE
EFL, BREINLY—LFZLTER TN CUREEE2 YhHEEHHRL Y I
HEZEULE.

(8) MEHEMFERE

HHLULEUTORE - HBICSDVWTERIIK > TR 74 > EAEEREZERLE, B,
Wb LEDEE - ARG, 10 %REET LT L TRELE. |

AEEEEE L TVI000 mg/kgBElc o0 T, WE, i, [RE, A, MR, WEE(S TR -2
THR), RE, B, +215K, =k, BB, 5B, BB, EB, WIR, BE, V> E(T
- BEE), BIE, B, B, BR, BREEK, BE, WidR, TEEK, PRR, LK
A (RETEE R OH), WO - DR - ERE), F8, LEME, KX, h—F—IR
BLUBHM(WAE - KIBBI)C DLW THERSHEMRAEFRL, FHEEHBEREEZERLE.
1000 mg/kgl¥ DM DA TMIIC§EABE MR & TKIZ 1000 ng/keB¥ O i O & TR IR IC 8854
EmARDHSRELD, 30, 1008 L0300 mg/keHE 0BRSS L UFRIC DWW T b BEIHRIC KR
BLE. 28, BEIZIDWVWTI, PAS-AT MF2 ) VI @EEMEALERLED, Zhs
DERIZIODOVWTHEROLERA Do 2D, MAICH W R 5.

2) ME(P)

(1) —fRmE

—RRERIUHTOFEE, %56 - &ZolB2E(AE L, HBOE B IE)ESEL
=.

(2) t£EHA

HRME, 5B reoEMRBEcEHIRBE L. 28, BIEESEHKIZHHE
ChE->THEINESAEIEE UCRBRHE R LS.
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(3) KHD A

REE, 2EMCBHAG DT IARI IS & O Al W e ik T i 2l (e 1 - 51, 4, 8, 11,
15, 18, 22, 255 K °298), MRIME b IR0, 7, 14B K21 |z, nlE W R b iy
OB LBz T hFhllz L.

(4) 500 5 3

B, RREPHEATI4ERM E cE LA Cc2BERMER - £53, 6, 10B L ¥138),
MR WA R i AF R 2, 9, 16B L U218, MiE WM EmE48 s MEL =,

(5) 227 B Lt

AR M, ZEMHEE TRICT —F VBT CIEKXIIRD & BB & ¢ =&
ML, FROEMEMR UL, HEROAS RV, O, W, [T, T, K,
M IR (E TR - AT M), 8RE, &, T2, 2=, DE, Sk, &5, Bk, iR,
MRRE, VoNE(FSE - BRRMR), B, B, BB, R, FE, E, THEE, PRIE,
LR, TECKEE - i - EHE), B, LEMHME, R, N—F—Ig, BH(BE - KR
BB XU E20 BpHBERLY Y CEELE. EEL, RREI VY —-DT LT
ERRLT)OTIMBEER2 %PHUELiHRL~) D ICHBRELE.

(6) FMREDOBR

XEMEIEBRAKRES Y, PRRBEOCORFOFYE, SBERTOMBEMEIKR2IE D 5 EIR25
HOFail0ETCHEET o7, FAICISHEIERTLTWEZES, TOHBEWEIL L L

T

(7) RSB DOFFIOBETICH B L >

YEIR25EH ORI E Tt Lo =Mk, = —F )V T CIEXEIRD S MmN
T RICERL, BEROFEBICIDVAEROM G RMERL . THEMIE, B, K,
ERE), TEA&K, BRIR, MR, O, FE, BB, SR, 88, WE, W, [, K§,
@M%Oﬁ?ﬁ‘%?%%:ﬁﬁ,%,+:E%,§%,@%,§%,%%,E%,Uyﬂ
BT - BB, Bit, 72, B, EE/NK, 28, LEHE, BRX, "—¥—-K, B
fii(lgE - RIBE)BLUCAME20 Y PUEBHELTVOTEELE. ZEL, BREI v
=) T7NTFEF  RATY L CIGEE®20 X PHEHRELVICHEEEL = .

(8) WERKEDHR

BEE, MEREL2WES4HETCHBEER L.

(9) BB LUREESENE

MEARIC = —F VBT TR, S BMBIEZ R AZRICHAB/L, SERUB LTEIR
WA e A =, BORM, M, IES), TEK, BRIER, WR, O, TR, BK, B
g, BIBBLICHRIEFZEAELE. 2B, BSREEEBECEMKUETRLTHEAERD
HHUE. L, TEABIUERIRES L, 20 YHEH RV ) L THREEER
ELE. ChoDBRBERE, M, [BF, MM, MYER(ETR -ETR), &8, 8, +2i5
%, ZeN%, B, S5, &, EI5, Voo & (FeE - BEB), Bk, 75, 1B, EEN
R, &, LEWME, B, N"—F—IR, FH(EE - RIEF)BLUHLRE L HIT20 %
BV ) > TCERELE. EEL, RREIZNVI—=LTFLFER R ) Y TIGE
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20 %R SiRL T ) SRR E L.

(10) 575 TE KA 2 W 2

MU TOME - M 2N TEBRCH T/ 24 VEMBEARRELE. 1B,
PIhil LD RE - M, 10 ¥dMElsr~y yeREFLE.

AR K U1000 mg/kgltic > W T, ik, M, SR, FRE, BENE, MEMIR(E TR - SR
TR, &, W, +ZHENE, 2B, T, EIE, SR, BB, Mk, M, U oNmF
S IBROMRE), BN, S0, BEME, 3, TE, B, TEEA, PRW, LR R(BETTEE
BRI O&A), WE(KRME - Sl - mEHE), B, LEME, RK, h—FV—K, gli(lazs -
KB )BXCARC OV CHER @M A LR L, MHEHMEREEZEMLZ. 1000
mg/kgfF O MA TS EMDE Do h 28, 30, 1008 L 300 ng/kegBf DT I D
WTHEHICHRE L.

3) Wi (P)oERRECRIET Y

UEMBES L2 A - #ATINICHEASbE CRABERE LE. XEHEIZ148 %
REL LT, XERMRAT2ETCoEREEXRE L L.

RKRBRMRITHBHIZE-ZRAITY, BIFERCEFEEBER2EE L2 ZRRIL
e LT, TOBEHEEIBE LTERELE

4) HER(F1)

(1) HEROBE

HWERICHMEERKLY, HEERE, FEREBLUTAXRREORELHEL L. LE
B, 20 Y eMEErL<) VICEEL, BRELE.

(2) FFERDBE

FERE,  MMREBIURCOFEZ2EHIBRE L. ECRIE, HHHEE20 %P
EBEHmALT)ICBEEL, RELE.

(3) RERZE

REEX, WEIH(EER)BLU4BICHEL L.

(4) &

EERE, WEIARIK T —FIOVHE T THRRXBIRD S MBI L € 2RICHBL L.

6. % &8y

EREMERUTRRLELDIE, IBHELEESHOBTITY, BREERS %L L,

5 %k (p<0.05) X1 %k (p0. 0Ll AT TERLE. FEROKRBE B FEIYE
EHEOLELR LR, 2B, TEHMEBOLZERZO —MKE, RERSLICHEHMHERES D>
BRANL 2.

(HRE B3R

RE (Y, HAER), BE&, R, RIEE, MagFEhd, WREbFERE, BEO
e ERE L CHMNES, BEOL, CEMBEOL, TIEVH (280 (MER) - 2B
BE], MIREEE, BHEB, BRE ((FRE/HREEZ) < 100] , BHERKGTAE
WEHIEERE), MERK, FERE, 20% [((BHERK /EEKHE)X 100] , RoE
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B[O O op 7 4 A/ TR B % 1007, t Az [ (0¥ 0 o 7 2 V2487 # UH pE L
) x 100] , WiWAE QEFERY, MEAAOEER [((ME4B0EERB /M ER O H
B X 1007, ML (/M) BLTARBEO MR [(AERERB/ HERE) X
100) B, &AM TEHMB XCHBHEEEZITML LE. T0®, BartlettikiiC X2 F 2 WM D
MEZTV, FHABOGEICE - clEECX228aIE5 0, HiE5 EDunnettikic
EhiFo. —A, FaWEADsN =R, BEAZMALE—TEHEBE®XRICL?
A4t (Kruskal-Valliso @) 21T, AEZSEMMA 2R AU Dunnett B oM EEIC LD
Tok=.

RER (R BWME/FESWH)X 100] , 2R [((ZHEME/2RZE LY
B)X 100] BROHER [((FERBEMB/ZHRMH) X 100] &, xMRELCLDT-
.

BB, FHHEMERACE T, 1000 ng/keH THUEENRENRRINBOBEEHC
DWTHIRBEEML ZMIC BT 2FBoMWAZBMICOVWTE, HBEHEOFMILRE £
HOMEAEMMA L ZDunnettBE O MEREM N CITo =,

R
1. RERSESBY

LRI RIETRE

1} —A%IX & (Table 1-1~1-4, Appendix i1-1~1-5)

FETHBLTHEFEAE, WThoHETsRBOshadbof.
—BREBRBIIBVNT, WThoBL RELAohRdok.

2) {KZE(Table 2, Fig.2, Appendix 2-1~2-5)

ERERLY, FEBLEXTLWINOMEEIOKREC O AREIASNARD > .
3) {#E & (Table 3, Fig.3, Appendixz 3-1~3-5) |

E/REHEY, MBHLUEARTVWTINWOREEBOREEBCIVARBEZALONL R - /.
4) Rz (Table 4-138 X 194-2, Appendix 4-1~4-5)

ZRE5HLY, NEBLUEARTREBIVEBEISRZXA SN Do,

@@, pH, EB8EH, 7 FoME, ¥ b E, EVEY, #l, DY) -HrBLUT
Wi, EERSHEIABREEEEREE T 2.

5)fn k% (Table 5, Appendix 5-1~5-5)

HREHEL, HREBLENTOWTFNLOMCHEHBIZLEREIAS N D o/,

6) ik b5 R 2 (Table 6, Appendix 6-1~6-5)

BRGHELY, AEEBEIEXRTWIhOMNEHHCOEREL &SR~

7) #i#R(Table 7, Appendix 7-1~7-5)

MBRC, L LIKEBICHAEEESIH(No.008)& 5 h . 30, 100, 3008 & &
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1000 mg/kgfF ik, WPhiZsREEA S NED o1,

8) #EHift(Table 8, Appendix 8—lv~8-5)

HIMRB DB BT, BREBLINBHLIEXTHERSEEALNRD 5.

MELEHRICELT, SRSTEIABREEXTHWTIhOHEB L THAMERIC S H74
ixAashad ok,

9) MAMIBEES M A (Table 9, Appendix %-1~9-5)

JRE - AT, BEGEAs Aok, 30 ng/kelfClIA BT DIBMALN, THhS
DEREEWING TKEETH - 100 mg/kelf THIME MM A DN, THhHDORE
BEWIFNs TLEETH o>/, 300 meg/kgBf CHiHNBMDIFIASH, THhEOBEEENT
N I<KTEETH o=, 1000 mg/kelEclifEmMoALh, ThoODBRELTWTIHE T
CEETCH -,

ZoMoEE LTUTRRLEFARDES .

Do i MBS DS BB BB £ 71000 mg/keBE TRABIA S N .

fifi 0 HH1AT1000 mg/kgBE TIBIA 5N /.

BN : RS ORFMIGIEE S BB T 16, #hAFEREDHBETI0H, 30 ng/kglET7
i, 100 mg/kgB¥ T6M%), 300 mg/kgBF T8H B L1000 meg/kgBE TTHIH & N =,

B RME LEREFHERASSEER X000 ng/keBETE&4BlH & h /=,

BISMAR : VU BRI ESED A EBEEE L U000 ng/keBE T EEFIA D M=,

N—F =5 DR ERFARE TR SN .

BEH, CheoZbid, TBETLAFBENZIEMLTHD, ThoOREL IL<E
E~BETHI s, BEMNELEHEENS.

ZOMICE, HEEBLUI000 mg/keBE b, [F, BE, FTR, SETIR, A&, §,
+ZiER, =B, BB, B, BB, EE, MR, TS U VEH, BEEK 88, Bk,
R, BREMA, BE, TEE, 318, BRIR, LE/NGE, OB, MK, E8), &5,
LEHEME, RERBLIUEBEHMEE, RBRFICRBEEAa LR

2.HEMPICRIETHE

1) —A%4R %€ (Table 10-1~10-2, 11-1~11-2B L 1¥12, Appendix 10-1~10-5, t1-1~11
-58 L 12-1~12-5)

FECBLUBEIEAL, WwiholftesRoohaboik.

—BRREBERICIBVWT, WFholHeIREBEIAGWEL k.

2) fKE(Table 13~15, Fig.4¥ & U85, Appendix 13-1~13-5, 14-1~14-5F L ~15-1~
15-5)

KEBER, HRHEEABITMBHABICENT, ¥BSFHELNBEELEXTVWTIID
NEBOREBEIL S AREZELASNRD .

3) & (Table 16~18, Fig.63 L U*7, Appendix 16-1~16-5, 17-1~17-53F L ¥18-1
~18~5)

REHET S K CEERAMIBVT, BREBLINBHEEATOWThOHEEE DE
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i o HiREEHFshRr» o> .

AR iz B v, 30, 1008 £ X300 mg/kglh T ik AR NE & Mo~ TS0 B (247 A 22
&S5 had o, 1000 mg/kglf T, WWBLLEATHEIBICEBEROFEREMIA S
hi-. '

4) =& (Table 19, Appendix 19-1~19-5)

WTFholfdREEHOhah oz,

5) PREE & (Table 20, Appensix 20-1~20-5)

BB OKEIIBNWT, SB/EWH LI NBREERTEREZEEALNGRD 5 /2.

BEERIIBVT, SRSBLINBEREEXTOWTINOHBNBLITHSERIC & HX
EBEsbhiabroiz,

6) 5 IR AL ML (Table 21, Appendix 21-1~21-5)

BB : 1000 mg/keB¥ T #i4h& M (Photo 1)M2BI AN, ThoDBEEVWTINRE I
BThok. 8, FBCHBTF28MEME, 1000 mg/kegB T HBHEELERTHFRERZE
SHoENhEboilz,

ZTOMOEME LTUTIERLUETRBEGE W=,

AF I - AT AN IS GE LR JE A2 30 me/keBE ¢ 14, RBUE OMMISEIE M A BEE, 308 L
100 mg/kg®f T & 161 & 300 mg/kgBf T26, M/NAFED 100, 3008 L 1000 ng/kegBETH
& 6 h . ‘

IR BEAN & As ot BB EE T 1245 & 1000 mg/kgBE T 10l & 5 i

BIR : R A 2 MG S A BREE T 10, U L SARSDN SR P A5 R B EE T 1) & 1000 mg/keBE T
ZHFH B NIz,

B BB, H#BEEEBICBI 3OS I UCHREBREBICBITAD »ARMBERES S
HMBETRIFIHG N,

RE, ChoDZEkE, TRBTCLEEOREINZELTHIZ L, HDINEHBEET

BROLNTVWAERTHZZL, bLLETNSOBEEIHBELLERTERZNW
Lhs, BEMELEHEHINS. .

Z oz, SEBERS X I000 ng/kedl b, O, IF, KE, BB, ETR, B£TIR,
g, B, +2i5hkm, =, BB, 5k, B, B, WE, THY S 0H, BEREY
JNER, BRE, FE, I, TEME, BT, LEAMK, BOKE, M, TE), FHE, L5
FE, BRI, n—F -, F(aE, KBF)BIUCLRICREFZALNA L.

TE
I. £RBLESH
LBEBYP)OLEMBLELRIETESE

1} JetHE £ (Tahle 22, Appendix 22-1~22-5)
AHFTOHRS B (4EM)oBEAaRE, SRSE L NBELIETHEEZEIA SN

A o W
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2) BT WO B, e, SIS LU % (Table 22, Appendix 22-1~22-5)
HREFMERBE, #xSHL Bl HEEEAONRD o,
REROMAEGEDEE, HRHETHEA A, L L, RERICKERS N & B
DRfICHREEHSNED o=,

FAZWiEIE, 30 mg/kgftcIpAShE. UL, IR ESRSE L fBE Y o
HEBEaohmdo k.

3) IEIRIAM 35 & U sr i 4k AE (Table 23, Appendix 23-1~23-5)

HRWEE, SRS ONBREERTEREEASNWRP 5=, BUY O S HIRE
KBWT, WFholfbRHBEEAShRD o=,

4) UEURIE(AM, FIKEB K UK $(Table 23, Appendix 23-1~23-5)

HHREHEY, ARFEHERTHEERERY, ERBBLITERBICARZEA LR
o=,

5) WERE L UHEIKE(Table 23, Appendix 23-1~23-5)

RERL, WIFhoB L3100 % Thom. MERBIIBVWT, WTFholt: b BER
HONBED .

2HERMFDICRIFTESE

1) MEERK, EXERY, WEIDOFERY, BWEIHOME, 28R, ROEHES
F U £ (Table 23, Appendix 23-1~23-5)

EHRE5HEY, NBHLERTREERK, MERY, WEIDOFERY, WEIBOD
I, A%, ROEHEBLUHERCHRERAS LA oL,

2) ERO—BRE, MEIHOEERHE, WHEIBOMLL, WEIBOEFERB LU X
R % (Table 23, Appendix 23-1~23-5)

BEREHEL, NBEBEIEXTHEIHOEERSY, WEIHOMEBLUWEFLIHOLERF
FLAREEAOWRDL - =,

FEROARBETHE, WIholriBEEIaeohklok., BERIBEBWTE,
300 mg/kgBE CRBED 1B (No.362) A 6N, TOMOBEHIIBLWTEADshZD
Sk s, BEMLEIONS.

HERO—BRETE, WIFhoBrdREFTALLRZL o .

3) HEROKE (Table 24, Fig.8, Appendix 24-1~24-5)

EREHLY, ABELEXTHEIBL 4D OMBENES, BEEIBIXTEEGTHOHK
BIiARETIA WA o k.

4) HER DL (Table 25, Appendix 25-1~25-5)

Wihofs sy, BFEANERPoE.

5) MER D& R

Wiholftsdy, BEEsachado k.
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# I

1L,3,5-dyz(2-e kO F>TFN)-1,3,5- Y 72 -2,4,6(I1L,30,50)-F VT > DS
whbEHOWAEORSICLDRELS BN - EMIEEHBUENHGHBREIT Y, MEYIZH
TEOHMURERRNTI LI, MG, ZRBITH, 2IGB X0k X 0 ERT 0
RIETERBICOWTIHREF L. 5, 1000 mg/kg @M@ L, MTAILHNIIC X
H 300, 1008 L300 mg/kgk Lz, wiBE L CHERERNBAKIZSEHEERIT .

HIZBELTE, BB LUEEMETZWThoBIILEDN ok, £/, BIRHRH
#oli LT —aRIR7AE, MKEEa‘a’&Zﬁiﬁ.ﬁﬁﬁcc&“%nt:cté%@tihB;ht;:f»o:*:. BEHMEKRT
BEORIRE, MHFERES XCMRELEFRBICBWTY, REL L2 EEAD Rk
Mok, £, OMFARBIVCBEERCOLBRSICLIZEREIRD S W2k, H
MEEMBEICB W T, RIS E I A0 ng/kglE T3B!, 100 mg/kghE T4, 300 mg/kgl¥
T3, 1000 mg/ksBECoHFIA S Ni=d, TheoDBERWINGIKEETSHD, £E5E
COBENHEETERNW L, BHMIFEAMELECERDsh2WZ &, RREHE, MK

BERHLsh22Z ks, @RERALEZSN, 1,3,5-bPUR(2-LFOF>F)-1,3,5-F
7P w-2,4,6(IH,30,5H) - A LICL2EECEREVWEREEIND.

ML T, MEBLUHEREAMEIWTNWORIEZILED bk, £z, BB
ERLUT—MREBLCRELHSICL2EBEAOh R0k, 2B, 1000 mg/kelt ¢
WMERCEEEO —BEOFEI AN ED, REHBICREORDshRWVWELTH Y,
1,3,5-F Y R(2- FOXF>FI)-1,3,5-b ) TP -2,4,6(1H,3H,5H)-b VA iz kB
BRELFEZIBRARW., X, UBRMEPLIUREERBCIESCLZ2EERITHLNR
Pol. FEAMEREICIBWT, 1000 ng/keBE Tt BicHAELmRE2HALNE. L2 L,
OB E - HEBFmBEHESEELEED LW &, MAEDEZHITIIBEEIZIRD S
ChTW20ATHIZERS, BMRELLEZLSNS.

L7d->T, YHREMGTICHIFA1,3,5-M YR (2-E FOF 2 FN)-1,3,5-b D7
v -2,4,6(1H,3H,5H)- P U A v o — R BHFOEEE ST, KDH1000 ng/ke/day, HEH300
mg/kg/daytE X o5h 3.

B OERABEIINL T, BIR UELSIZ1000 ng/keBETd, KHE, BE LK, B
3, BIAAR, IR, FE, BBLUARCHFEEMELELEIZ Do, 2, %
BEE, RRR, REMEQH, SMBE, EIREEH, SHRE, BRK, HER, FIRY
M, PBRIKESIUHETRETE, RSCERT 2 Bbh2Ebidsashiadbok.

R Lk, SHERS, MERH, WEIDOHFERHY, WHIDOML, 2%
B, RoEWE, HER, WEHIHOEFERY, WHIHOMIL B X UMEIH O EERITE
HIZERETAEERBRbhagbiZsaohiadok. HIEROARBEIBWT, HEICREE
THRBEAON AL, RUMOKRETIE, SREHLIABHELOBMIEIETZASN
B o, RHMOSRTE, WINORELBEEALNARD /.

LadoT, HYMREGTICBIF21,3,5- )2 (2- ROz F))-1,3,5-h 7Y
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Y=2,4, 801 31, 1) = b ) A L o e R A T 0 AR R I, SR, Wi &
1000 mg/kg/daye # 2 b5 h 3.

REoX>i2, 1,3,5-FYR(Q2-E ¥ FN)-1,3,5-F V7T v-2,4,6(1H,3H,
SH) - b U O — BRGNS M R Rk, M TE1000 mg/kedR 5 LT BN YA
DHENEP 2 51000 mg/kg/day FA5h 3. £/, MTIEI000 ng/kgit 512 &
DA ICHi AL Sl DD s N2 L5300 mg/kg/dayd % 2 5 5. A58 4 #5100 72
Mg ¥arix, 1000 mg/ke 5 LT HMMRLY, R LB EDShhokl b
D5 WTN 1000 mg/kg/daye EZ 60 3.

3R

1) :1,3,5-b U R(2-E FOF¥LzF)-1,3,5-b Y 72 -2,4,6(1H,3H,
SH)-F A oo T EMEMEFKRGURES : 401118P) (kXN B A /s A )
—FErv— BBUEA)

2) :1,3,5-b Y 2(2-e FOF > FN)-1,3,5-F ) 7Y -2,4,6(1H,3H,

SHY-PU A DS b 2ZRAVWEZREORSICLIRERSEN - EHALESUHERARD
Tl (RBRES  500618P)(MkRXEHBAXNSNSI AT VY —F L F— PEIHER)
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Table 1-1

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris{2-hydroxyethyl)- by oral administration

General signs of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Number of males Days of administration
(mg/kg) and general signs 7 8 9 10 11 12 13 14 15
Be AT Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af
Control 0 Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 Nuwber of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 {2 12 i2 12 {2 12 12
1,3,5-triazine- 100 Number of males |12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12
2,4,6(1H,3H,5H)-trione, Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 {2 12 (2 12
[,3,5-tris 300 Number of males 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 2 12 12 12
(2-hydroxyethyl )- Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 1
1000 Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 {2 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12

Be: before administration, Af: after administration.




Table 1-2

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3,5-tris(2-hydroxyethyl)~ by oral administration

General signs of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Number of males Days of administration
(wg/kg) and general signs 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af
Control 0 Number of males 2 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 <12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {12 i2 12 12 (2 12 12 12
Normal 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1,3,5-triazine- 100 Number of males 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 {2 12 2 12 {2 12 12 12 12 12 2 12 {2 12 12
2,4,6(1H,3H,51)-trione, Normal 12 12 12 12 12 12 12 12 12 12 1212 12 12 {2 12 12 12 12 12 t2 t2 (2 12 12 12 12 12 i2 12
1,3,5-tris 300 Number of males 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12
(2-hydroxyethyl}- Normal 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 {2 12 12 12 12 12 12 12 12 2 12 12 {2 {2 12 12
1000 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 t2 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2

Be: before adminisiration, Af: after admtnistration.



Table 1-3

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

General signs of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Number of males Days of administratjon
{mg/kg) and general siens| 3! 32 33 34 35 36 37 38 39 40 41 42 43 44 45
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af
Control 0 Number of males 12 12 12 12 12 12 12 12 (2 i2 12 12 12 12 12 12 12 12 iZ2 :2 12 12 12 {2 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 t2 12 {2 12 {2 12 12 12 12 12 12 1|2
30 Number of males 12 t2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 (2 12 12 2 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
i,3,5-triazine- 100 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 | 12 12 12 12 12 12 12 12 12 12
2,4,6(1H,3H,5H)-trione, Normal 12 12 12 12 12 12 12 2 12 12 12 12 12 12 {2 12 {2 t2 {2 12 {2 12 12 12 12 12 12 12 12 12
1,3,5-tris 300 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 2 12 12 12 12 12 12 12
(2-hydroxyethyl)- Normal 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 2 {2 {2 12 12 12 12 12 12 12 12 12 12 12
1000 Number of males [2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 {2 12 12 {2 {2 1212 12 12 12 12 12 12
Be: before administration, Af: after administration.



Table 1-4 General signs of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

of 1,3,5-triazine-2,4,6(1H,34,5H)-trione, 1,3, 5-tris{2-hydroxyethyl)- by oral administration

_Eg_

Group Number of males Days of administration
{me/kg) and general signs 46 47 48 49 80
Be Af Be Af Be AT Be Al Be
Control 0 Number of males 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12
30 Number of nales 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12
£,3,9-triazine- 100 Number of males 12 12 12 {2 12 12 12 12 12
2,4,6(1H,3H,5H)-trione, Normal 12 12 12 12 12 12 12 12 12
1,3,5-tris 200 Number of males 12 12 12 12 12 12 12 12 12
(2-hydroxyethyl )~ Normal 12 12 12 12 12 12 12 12 12
' 1000 Number of males 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12

Be: before administration, Af: after administration.




Table 2

Body weight of male rats (P)

in combined repeat dose and reproductive/developmental toxicity screening test

of 1,3,%-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H, 3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)-

(mg/kg) 0 30 100 300 1000

Number of males 12 12 12 12 12

Days of admin-

istration 1 349.0 = 8.0 348.9 % 8.1 348.7 =+ 3.6 348.% = 3.1 348.4 = 3.5
] 362.8 £ 8.9 362.4 * 9.7 361.9 = 12.4 362.0 = 8.8 361.7 = V2.2
8 376.1 £ 10.2 376.0 £ 13,4 376.7 = 17.2 374,10 £ 12,2 374.7 = 14,2
i 382.7 %= 1.7 383.5 % 17.3 384.8 * 19.1 379.4 x 13,0 384.2 £ 18,4
15 394.3 &+ 15.2 393.8 £ 19.9 397.4 X 19.3 392.8 = 17.5 394.5 £ 19,0
18 394.8 +  14.3 398.3 £ 16.6 396.7 £ 16.5 393.2 * 15.2 391.3 = 17.8
22 413.3 £ 20.8 413.6 % 19.1 412.2 * 20.4 409.4 = 20.2 409.0 = i18.7%
25 425.8 £ 21.7 423.9 = 20.5 420.8 £ 2i.0 420.5 =+ 20.9 418.9 £ 20.%
29 443.1 + 22,6 435.5 £ 22,0 433.7 = 22.4 436.7 x  24.4 433.3 £ 22.5%
32 467.1 £ 23,7 439.5 £ 22.7 441,3 = 22,0 443, 6 x  24.0 441.8 = 23,4
34 457.4 £ 25,0 451.5 = 23.2 449.7 £ 26,2 455.6 *  24.4 456.2 = 23,4
39 461.8 * 24,4 459.5 £ 24.2 440.1 x* 27,9 462,88 = 241 4482.3 = 24,0
43 466.5 & 25. 46 466,7 249 467.3 = 28.0 473.4 = 25,7 468.9 £ 241
4b 4671 271 473.8 = 24,6 471.5 =  24.9 476,9 x 241 470.6 = ¢.3

. 49 479.1V £ 28.% 479.9 £ 25.9 482.2 = 29.5 489,88 £ 24,2 485.7 28,4
fach value shows mean (g) = S.D.

[N



Tabte 3 Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

of 1,3,5-triazine-2,4,6(IH,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H,3H S5H)~-trinne,1,3,5-tris(2-hydroxyethyt)-
‘ (mg/kg) 0 30 100 300
\ Humber of males 12 12 12 12
Days of admin-
3 istration 3 25.3 % 1.5 26.3 * 1.2 25.6 % 1.9 25.5 * 1.5 25.5 * 1.4
’ & 25.7 * 1.4 24,3 * 1.7 26.1 = 2.8 25.7 % 1.2 24.8 £ z.Q
‘ 10 25.1 % 1.7 25.8 * 2.4 25.3 % 1.8 24.8 * 2.1 26.3 = 2.4
‘ 13 25.1 %= 1.9 24,2 % 2.4 24,9 % 1.9 264.7 % 1.6 25.8 = 2.4
31 25.7 ® 2.5 26,1 = 1.7 25.8 X 2.5 2.2 =+ 1.9 26. 4 * 5.0
ﬁ 34 26.5 % 2.4 26.3 % 1.7 26,4 % 2.6 27.0 = 2.4 27.3 = I
38 25.8 & 1.8 26,6 £ 2.4 26,2 % 2.5 26.2 =x 2.2 26.8 = I
1 41 25.4 * 2.0 25.7 % 2.1 26.0 % 2.5 26.3 x 2.0 26,5 = 3.6
45 2607 * 2.7 27.3 * 1.7 27.% % 3.0 27.8 * 2.3 27.9 = z.7
34 26.5 £ 2.5 26.8 * 1.4 27.6 % 3.0 28.5 =+ 2.1 28.% * 2.7
) Each value shows mean (g/day) * S.0
! 1
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Table 4-1 Urinary examination of

male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6C K, 3K, 5)-trione,!,3,5-tris{(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine~2,4,4{1H,3H,5H)-trione,},3,5-tris{2-hydraxyethyi)-
{mg/ka) 0 30 100 300 1006
Humber of males i2 12 12 12 12
Volume (mL): Hean = S,0. 14.69 = 6,20 19.23 % 5.21 18.92 *= 3.65 15.20 = 3.55 14.39 % b.74
Specific gravity: Mean * S5.D. 1.0525 * 0.0175 1.0495 = 0.0120 1.0471 £ 0.0084 1.0568 *= 0.0097 1.05%8 = 0.2127
Color
Light yellow 12 12 12 12 12
pH
7.0 1} 0 0 0 |
7.5 1 0 1 1 2
8.0 1 1 4 i §
B.5 7 8 5 4 7
7.0 3 3 2 $ 3
Protein
Hegative 0 1 2 ] 0
10~ 20 mg/dL 2 5 4 ) b
30 mo/dL 5 4 3 2 7
100 mg/dL 5 2 3 7 5
Glucose
Hegative 12 i2 12 12 12
Ketone body
Hegative 7 Pt ] 5 Z
Slight 5 ! 1 7 10
Bilirubin
Hegative 12 12 12 12 iz
Occult blood
Hegative i 10 11 12 il
Jrace 0 2 0 0 !
SLight 0 1] 1 Q ]
Marked I 0 0 0 ]
Urobilinogen
Hormal 12 12 12 12 12
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Table 4-2

Urinary examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3K,5H)-trione, 1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,86(1H, 3H,5H)-trione, 1,3,5-tris(2~-hydroxyethyl)~
(mag/kg) 0 30 100 300 1000
Humber of males 12 12 12 12 12
Yrinary sediments

Epithetial cells

0~20 cells/100 fields 10 12 10 9 ]

21~100 celtls/100 fietlds 2 0 2 3 1
Erythrocytes

0~20 cells/100 fields i t 12 12 12z

21~ 100 cells/100 fields 0 1 0 0 0

201~500 celis/100 fields ¥ 0 0 0 Q
Leukocytes

0~20 cells/100 fields 12 12 12 12 12
Casts

Hot observed 12 12 12 12 i2
Crystals

Hot observed é 5 7 4 5

Observed 4 7 5 |4 7

{
\‘/)
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Table 5 Hematological examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3, 5-triazine-2,4,8(1H,3H,%H)~trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Contral 1,3,5-triazine-2,4,6(\H,3H, 5H)-triopne, 1,3, 5-tris(2-hydroxyethyl)-
(mg/kg) 0 30 100 300 1000
Humber of males 12 12 12 12 i2
RBC (In° ~/ nt ) 848.3 =+ 47.3 849.1 * 43.7 843.3 =+ 35.9 835.7 * 32.0 834, 7 = 53. 8
HGB (g /dL) 15.46 % 0.48 15.67 % 0.77 15.54 * 0,66 15.39 %= 0.58 15. 3% % 0.4%
HCT (%) 46,00 % 1.72 46,90 £ 2.62 46.36 * 2.2¢9 45.56 * 1.84 45.82 % 2,54
ey (L) 56,30 + 1.42 55.27 * t.44 55.00 % 1.95 54,54 % 1.77 54.81 * 1.5%
HCH (re) 18.25 =+ 0.469 18,45 * 0.59 18,44 %= 0. 41 18.37 = 0.69 18.43 * Q.62
HCHC (g /dL) 33.61 % 0.53 33,41 0.40 33.55 % 0.42 33.70 = 0.48 J.42 % 0.54
PLT (0" / L) 101,75 = 11.94 99.74 9.39 100.69 = 6.93 95.00 * 65.38 106. 54 = 2.74
RET (%) 27.0 % 4.4 28.0 * 4.8 26.5 % 5.8 27.1 * 4.8 25.4 % 3.2
PT (sec.) 20.98 = 6.17 19.96 % 3.97 20,94 * 4.79 20.33 = 3. 10 20,80 = 4,87
APTY (sec.) 32.61 % 4.55 30.71 2.17 31.57 % 3.51 31.62 % 2.70 32.49 = §.50
FI8 (mg / dL) 227.5 =, 22.7 228,0 + 15.4 226.5 = 17.4 228.3 7.1 217.2 = 15.¢
HeC (10 / pL) 70.8 % 18.4 8.2 % 15. 6 2.9 % 15.4 67.% % 18.3 6.8 % 15.4
Differential leukocyte (%)

Lymphocyte M.4 * 4.4 1.5 =+ 3.8 91.0 * 4.9 90.7 % 4.1 90.83 = 5.2

Heutrophil 7.4 % 4.0 7.5 * 4.0 8.4 £ 4.7 8.4 % 3.6 8.4 = 4.9

Eosinophil 0.8 =+ 0.8 0.5 * 0.7 0.3 % 0.5 0.6 £ 1.2 0.3 = (O

Basophil 0.0 * 0.0 0.0 % 0.0 0.0 * 0.0 0.0 % Q0.0 6.0 % 0.0

Monocyte 0.4 * 0.5 0.5 * 0.8 0.3 * 0.5 0.3 + 9.7 9.5 =+ 0,3

Each value shows mean * S.0.



Table & Blood chemical examination of male rats (P} in combined repeat dose and reproductive/developmental toxicity screening test

of 1,3,5-triazine-2,4,4(1H,3H,5H)~trione, 1,3,5-tris(2-hydroxyethyl)- by oral administration
Group Coantrot 1,3,5-triazine~2,4,6(1H, 3H,5H)~trione, 1,3, 5-tris(2-hydroxyethyl)-
(mg/kg) 0 30 100 300 10490
Humber of males 12 12 12 12 12
AST (le7 L) 96.47 £ 16,03 93.92 * 14,12 98.22 = 16.70 $0.08 * 15.70 $0.05 £ 12.32
ALT (lu/ L) 30.65 £ 5.19 32.22 = 6.1 33.33 = 6.61 30.48 = 2.54 30.33 = 5.37
ALP (lu/ L) 346.93 £ 70.40 316.90 = 46.91 312,46 £ 46,92 346,17 £ 49,79 303.48 £ 44,28
Y -GTP (7 L) 1,133 £ 0,217 1.256 *  0.166 1,179 = 0.163 1,106 = 0,174 1,106 £ 0,110
TP (g /d) 5.34 % 0.17 5.35 = 0.17 5.33 x> 0.19 5.38 = 0.13 5.28 % 0,24
Alb (g /7dl) 2.718 £ 0.135 2.711 £ 0.083 2.718 £ 0.082 2.738 * 0.086 2.4%8 = 0,105
A/G ratio 1.038 £ 0,074 1.031 = 0.048 1.044 = 0,044 1.037 = 0.05] 1.04% = 8,057
T-BitL {mg /dL} 0.127 = 0.023 0.119 = 0.018 0.124 * 0.019 G.119 £ 0.02Z5 Q.128 % C.024
UH {mg/dL) 17.43 % 1.63 18.13 = 1.06 17.59 = 1.67 17.07 = 1.21 19.24 = 2.86
CRE (mg /dL) 0.275 x  0.02% 0.270 £ 0.029 0.264 x  0.024 0,263 = 0.023 0.2%% £ 0,024
Glu (mg /dL) 114.468 =+ 11.91 114.03 = 9.2¢%9 112.98 = 8.28 114,37 = 8.69 112,81 = A
T-Cho (mg / dt) 51.42 = 10.80 56.73 % 11.56 49.73 15,49 56.21 1.9 49.32 = 3.
TG (mg ./ dl) 32.33 = 15,48 32.94 £ 12,43 : 31,446 = 12,99 4111 = 8. 44 38,40 % 7.
Ha { mEqg/ L) 146.53 % .11 146.23 = 9.90 1486.34 % .25 145.98 % 1.15 144,20 = 1.
K ( mEq /L) 4,453 £ 0,163 4,550 % 0.180Q 4.572 = 0.217 4,532 = D.129 4,327 %
cL ( nkg/ L) 107.946 % Q.88 107.52 =+ 0.87 107.72 =« 1.50 107.57 = 1.04 107,585 %
Ca (mg /7 dt) 9.16 % 0.27 ‘ 9.14 % 0.21 9.18 =+ 0.29 ¢.18 * 0,21 g.14 =
1r (mg / db) 7.36 * 0,546 7.41 * .48 7.61 * 0.55 7.53 + 0. 81 .37 =
Each value shows mean * S.0.

(s ()
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- Table 7

Necropsy findings of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H,3H,50)-trione,1,3,5-tris(2-hydroxyethyl)-
(mg/kg) 0 30 100 300 1000
Number of males 12 12 i2 12 12
Findings
Normal 11 12 12 12 12
Epididynis(left)
Yellow white nodule{cauda) l 0 0 0 0




Lo -

Table 8 Organ weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5«triazine-2,4,6(1H, 3H,58)-trione, 1,3,5~tris(2-hydroxyethyl)- by oral administration

Group Cantral 1,3,5-triazine-2,4,&6(1H,3H,5H)-trione, 1,3, 5~tris(2-hydroxyethyl)-
(ng/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Body weight (g) 455.8 % 27.1 455.3 =+ 24.8 453.8 = 25.3 563.8 * 25.3 4861.3 =
Brain (a) 2.072 £ 0.087 2.121 £ (.086 2.068 & 0.070 2.0%4 = 0,076 2.082 %=
(aZ) 0.456 * 0.033 0.468 £ 0.9028 0.457 * G.02¢ 0.453 = 0,025 0,453 %
Pituitary (mg}) 14,12 = 1.96 14.63 % 1.25 13.98 = 117 t4.28 = 1.57 13.81 =
(mgZ) 3.09 0.40 3.22 % 0.23 3.09 = 0.23 3.08 % 0.30 2.9 =
Thyroids (mg) i9.40 %= 3.82 19.34 % 3.89 18.60 * 1.93 20,57 = 3.74 18.25% =
(mg’%) 4,26 %= 0.83 4,23 % 0.67 4,12 = 0.53 4,43 x 0.79 3.9 *
Thymus (mg) 310.96 = 78.25 317.95 £ 91,18 248.24 &£ 47.59 336,78 45,34 287.72 *
(mgZ) 67.98 = 16.47 69.88 = 19.846 59.38 * 11.74 72.55 % 13.18 42,48
Heart (9) 1.367 = 0.128 1.480 £ 0.127 1.435 = 0.198 1.451 £ 0,111 1,440 =
\ (g%) 0.298 0,031 0.324 * 0.022 0.315 = 0.0632 0.314 = 0.032 0,313 *
= Liver (9) 10.939 = 0,947 11.758 £ 1.310 11.51% = 1,316 11,658 = 0.94 11,925 %
(9%) 2.399 = 0.069%¢& 2.580 = 0.184 2.533 £ 0.174 2.515 % 0. 151 2.578 %
]

Spleen (9) 0.736 £ 0.099 0.798 £ 0.111 0.821 = 0.138 0.767 = 0.096 0.792 *
(g%) 0.161 = 0,021 0.175 = 0.020 0.182 = 0.02¢6 0.146 % 06.037 0.172 %
Kidneys (3) 2.%944 = 0,226 3.003 = 0.229 - 3.062 % 0,247 3.063 = 0,198 3.077 %
(g%) 0.849 = G.053 0.6460 + 0.035 0.673 * 0.048 0.662 = 0.040 0.4468 %
Adrenals (mg) 54.02 * 7.21 57.48 8.79 57.93 % 5,82 55.82 % 5.3 54.40 %
(mgZ) 11.90 * 1.76 12.66 % 1.484 12.78 %= 1.590 12.05 & §.32 11.83 =
Testes (9) 3.304 = 0.252 3.296 £  0.259 3.395 £ 0.29¢9 3.276 = 0.214 3.345 %
(g¥) 0.728 * 0.075 0.726 £ 0.072 0.751 * 0,074 0.708 * 0.050 0.727 =
Epididymides (a) 0.683 = 0.207 0.704 * 0.182 0.650 £ 0.137 0.598 + 0.13¢0 0.683 *=
(gi) 0.151 *  0.04¢ 0.155 + 9.04¢0 0.143 =+ 0.031 0.129 + 0.0238 0.148 +

Each value shous mean * S.0.




-Zb_

Tabte 9 Histopathological findings of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3,5-tris(2-hydroxyethyl)-
(mg/kg) 0 30 100 300 1000
Incidence & Grade NoAjx 4+ 2+ 3| N + 4+ 2+ M| N Alx + 2t MH|N A}Xx + 2¢ 34| N + + 2+ 3t
Findings
Heart {12] [12]
Cellular infiltration, histiocyte g 4344 0 0 0 8 4 0 0 0
Lung (12) (12]
Hemorrhage 12 0 i1 t 0 0 0
Liver (12} [12] [12} [12] (12]
Necrosis, focal, hepatocyte 1 111 0 0 01412 2 0 12 0 12
Microgranuloma 2 10 5 0 0|5 4 3 0 0|6 6|5 1 0 0f{4 87 1 0 015 3 4 0 4
Spleen (12] (12] (12] f12] f12]
Hematopoiesis, extrameduilary 12 0 9 J 0 0 0|8 44 0 0 O0f(9 3|3 0 0 0f7 5 0 0 ¢
Kidney (12] {12]
Hyaline droplet, tubular epithelium{ 8 4714 0 0 0 8 4 0 0 0
Prostate [12] (12]
Cellular infiltration, tymphoidcell { 6 6 | 4 2 0 0 6 4 2 0 9
Harderian gland [12] {12]
Cellular infiltration, lymphoideelt | 10 2 [ 2 0 0 0 12

Grade of histopathological findings: *: slight, +: mild, 2+: moderate, 3+: marked.

N: No abnormality detected.
A: Abnormality detected.
[ ]:Number of males examined.

No remarkable changes were seen in trachea, pancreas, salivary gland(sublingual and submandibular), esophagus, stomach, duedenum,
jejunum, ileum, cecum, colon, rectum, thymus, lymph node(submandibular and meseateric), urinary bladder, testis, epididymis, seminal vesicle,

pituitary, adrenal, thyroid, parathyroid, brain{cerebrum, cerebellum and medulla oblongata), spinal cord, sciatic nerve, eyeball and bone marrow(sternum and femur).
Examined only liver and spleen in the 30, 100 and 300 mg/kg group. '



| Table 10-1 General signs of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

of 1,3,5-triazine-2,4,6(1},34,5H}-trione, 1,3, 5-tris(2-hydroxyethyl)- by oral administration

Group Number of females Days of administration
(mg/ke) and general signs 1 2 3 4 5 6 7 g - 9 10 11 12 13
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af AT
i Control 0 Number of females] 12 12 12 12 {2 12 12 {2 12 12 12 12 12 12 12 12 (2 12 12 12 {2 12 12 12 12 12 12
| : Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 2 12 12 2 12 12 12 12
30 Number of females | 12 12 12 12 {2 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1,3,5-triazine* 100 Number of females{ 12 {2 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,4,6(1H,3H4,5H)-trione, Normal 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 2 12 12 12 12 12
1,3,5-tris 300 Number of females | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12
L (2-hydroxyethyl)- Normal 12 12 12 12 12 12 12 12 12 t2 12 12 12 12 12 tg 12 12 12 t2 12 12 12 12 12 12 12
1000 Number of females| 12 12 12 12 12 12 12 12 {2 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1i2 i2
J Normal 12 12 12 12 12 12 12 12 12 2 12 12 (2 12 12 {2 12 12 12 12 12 12 12 2 12 12 12
& Be: before administration, Af: after administration.
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Table 10-2

of 1,3,5-triazine-2,4,6{1H,3H,5H)-trione, 1,3,5-tris{2-hydroxyethyl)- by oral administration

General signs of female rats {P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Number of females Days of administration
(ng/kg) and general signs 15% 16 17 18 19 20 21 22 23 24 25 26 27 28 24
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af B¢
Control 0 Number of females| $2 11 11 9 9 4 4 1 1 1 ¢ 1 1 t 1 1 1 1 It | SRS WD I S S SR S !
Normal 2 11 119 9 4 4 1 A R | I N (I 11 A N | 11 I
30 Number of females|[ 12 8 8 6 6 4 4 | 11 1 ¢ 0 0 ¢ 0 0 0 0 O o 0 0 0 0 0 0 0 O
Normal 12 8 8 6 6 4 4 1 4 | } - - - - - - - - - - - - - - - - - -
1,3,5-triazine- 100 Number of females{ 12 12 12 10 0 6 6 ¢ 0 O O 0 O O O O 0 O O O O O O 0O 0 0 0 @ €
2,4,6(1H,3H,5H)-trione, Normal , 12 12 12 10 106 6 - - - - - - - - - - - - - - - - - - - - -
1,3,5-tris 300 Number of females| 12 {0 10 6 6 3 3 ¢ 0 0 O 0 O ¢ 0 O O 0 0 0 0 0 0 0 0 0 0 O 0
(2-hydroxyethyl)- Normal 12 16 10 6 6 3 3 - - - - - - - - - - - - - - - - - - - - -
1000 Number of females} 12 9 9 5 5 2 2 0.0 0 ©0 O © O O 0 O O O O © 0 O 0 0 0 0o 0 ¢
Normal 12 9 9 5 5 2 z - - - - - - - - - - - - - - - - - - - - - -
Be: before administration, Af: after administration.

#: commencement of pairing.



Tabie 11-1

General signs of dams (P) during pregnancy period in combined repeat dose and reproductive/deveiopmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,58)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Number of dans Days of pregnancy
{ng/kg) and general signs B 7 10 11 12 13
Be Af Be Af Be AT Be Al Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be AF Be af
Control 0 Number of dams /6 D 1 D O N A O A ' (N 5 D [ 1 1 1 A 5 A N S 5 SNS 5 SN  SD & SN & SRS & S & NS S U S S O U § B O
Normal S S L S O S S Y S N S O S A S O S S N S R R L L L L O L O L O L T L 0!
- 30 Number of dams )8 A N 1 S R (1 A N T T 1 A T S O S 1 SN 6 S S N TS SRS 1 AN S N O N O A B U B B §
ﬁ Normal | AR R S A 1 N O H T T N A S & S & B B S S T S A R O S O S e S I R Y R I O L T 8!
1,3,5—triazine-_ 100 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 {2 {2 12 12 1z 12 12 12 2 12 12 12 12
o 2,4,6(1H,3H,5H)-trione, Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 {2 12 12 2 12 12 12 12 12 12 12 12
1,3,5-tris 300 Number of dams 12 12 12 12 12 12 12 t2 12 2 2 12 12 12 12 tz2 12 2 12 {2 12 12 12 12 2 12 12 12
= (2-hydroxyethyl }- Normal 12 12 12 12 12 12 12 {2 12 2 12 12 2 12 12 12 2 12 12 {2 12 12 12 12 12 12 12 12
: : 1000 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12
! Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 12 12 12 12 12 12 12 12
\ e Be: before administration, Af: after administration.
' 1
i
.,
|




Table 11-2

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

General signs of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity screening test

Group Number of dams Days of pregnancy
(mg/kg) and general signs 14 15 16 17 18 19 20 21 22
Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af Be Af
Contro!l 0 Number of dams )15 S I S O T 1 A S N N A 1 N 5 A 1 (D U § NS 3 SN T
Normal i1 1oty o1 o111 o1t 15 05
30 Number of dams [ S N 1 O 1 1 1 (Y A (1 A 1 A O (N (D 1 O QO SR
Noraal R S S T L O T O A S T O S 0 O % O T O 1 O O O
1,3,5-triazine- 100 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3
2,4,6(1H,3H,5H)-trione, Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3
1,3,5-tris 300 Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 1
(2-hydroxyethyl)- ' Normal 12 12 12 12 12 12 12 12 12 2 12 12 112 12 12 12 1 1
1000 Number of dams 12 12 12 (2 12 12 12 12 12 12 12 12 2 12 12 12 3 13
| Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 3 3
= Be: before administration, Af: after administration. ’
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Table 12

General signs of dams (P) during lactation period in combined repeal dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,,3,5-tris(2-hydroxyethyl)- by oral administration

Group Number of dams Days of lactation
(mg/ke) and general signs 1 2 3 4
Be Af Be Af Be Af Be Af Be
Control 0 Number of dams I S R DU D O B B A D D S S §
Normal |5 O 0 A S A O S O S O S B R B
20 Number of dams IS D U S S S S D D U G N U U B |
Normal | U U O N S O S O U B N O
1,3,5-triazine- 100 Number of dams 12 12 12 12 12 12 12 12 12
2,4,6(1H,34,5H)-trione, Normal 12 12 12 12 12 12 12 12 12
1,3,5-tris 300 Number of dams 12 12 12 12 12 12 12 12 12
{2-hydroxyethyl)- Normal 12 12 12 12 12 12 12 12 12
1000 Number of dams 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12

Be: before administration, Af; after administration.

S
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Table 13

Body weight of temale rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)trione,1,3.5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H,3H,5H)~-tricne, 1,3,5-tris{2-hydroxyethyt)-
(mg/kg) 0 30 100 300 1009
Humber of females 12 12 12 12 12
Days of admin-
istration 1 249.3 % ¢.1 249.3 % 9.2 249.5 * 9.1 249.2 * 8.4 24%.1 % e. 0
4 252.3 = 11.¢ 254,464 £ 12.2 254.9 x 10,4 251.7 %= 7.5 252.5 = T.é
8 25B.4 % 13,4 258.3 = 14,5 261.3 = 12.0 258.3 % 2.0 252.1 % 6.8
i1 261,10 * 134 265.8 £ 17.1% 262.9 = 15.7 262.8 £ 121 256,46 % 7.5
15 268.3 = 15.9 270.6 %= 14.1 267.0 £ 17.0 2568.3 £ 12,6 271.8 =+ 10. 4
18 281.3 = 16.1 ( 4} 268.0 9.1 ( 6) 278.5 * 16.3 &) 270.0 = 16.6 3) 271.5
22 287.0 [GRD
25 29%.0 (1
29 304.0 [GRD)]
Each value shows mean (g) * S.0.

Figures in parentheses indicate number of females.
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Table 14 Body uweight of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)~trione,t,3,5-tris(2-hydroxyethyl)- by oral administration
Group Contrel 1,3,5-triazine-2,4,6(1H,3H,58)-trione,1,3,5-tris(2-hydroxyethyl)-
(mg/kg) Q 30 100 300 1600
Number of dams 11 11 12 12 12
Days of pregnancy
0 278.4 *  12.4 280.5 £ 11,1 278.0 * 14.0 275.1 % ¢.7 278.7 = .0
7 312.9 % 18.¢% 317.6 £ 13,6 317.8 £ 17.5 312.9 ® 19,9 313.9 z.0
14 344.3 £ 19,1 350.5 £ 20.6 355.3 *  22.7 349.7 = 12,6 347.8 £ 14,9
24 435.3 + 25.2 447.5 + 28.4 446.1 £ 311 446.5 +  20.0 443.7 £ 234
Each value shous mean (g) £ 5.0,
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Table 15

of 1,3,5-triazine-2,4,&8(1H,3H,5H)~trione,1,3,5-tris{2-hydroxyethyl)- by oral administration

Body ueight of dams (P) during lactation period in combined repeat dose and reproductive/developmental toxicity screening

w
w
s

Group Control 1,3,5-triazine~-2,4,6(14,3H,5H)-trione, 1,3,5-tris(2-hydroxyethyl)-

(mg/kg) 0 30 100 300 1000

Number ot dams 1 11 12 12 12

Days of

factation 0 310.8 = 28.0 335.9 = 323.6 * 32 326.2 = 1 * 17,0
4 338.5 + 18.1 347.5 * 355.6 &  20. 351.6 £ 14 + 15.0

Each value shows mean (g) = S.D
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Table 14

of {,3,5-triazine-2,4,86( H,3H,5H)Y-trione, 1,3,5-tris{2-hydroxyethyl)- by oral administration

Food consumption of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Control 1,3,5-triazine-2,4,6(1H,3H, 5H)-trione, 1,3,5-tris(2-hydroxyethyl)-~
(mg/kg) 0 30 100 300 1900
Humber of females 12 12 12 12 12
Days of admin- :
istration 3 17.9 = 2.0 18,9 % 2.3 18.3 * 1.7 18.1 % 2.6 17.7 = 2.5
[} 18,1 % 2,46 19.2 = 2.1 19.3 % 2.4 18,2 % 2.2 18,6 =+ 2.4
10 192.1 = z.% 19.3 % 2.8 19.3 %= 2.5 18.9 =+ 2.3 9.7 % 2.9
13 20.3 * 1.9 19.3 =+ 2.0 18.9 =% 2.7 18,7 = 2.9 19.3 * 2.2
Each value shows mean (g9/day) = S.D.
fooN L
ﬂ\// -
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Table 17

of 1,3,5-triazine-2,4,4(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration

Food consumption of dams {(P) during pregnancy period in comhbined repeat dose and reproductive/developmental toxicity scresning tast

Group Control 1,3,5~triazine-2,4,6(1H,3H,5H)~trione, 1,3,5-tris(2-hydroxyethyi)-
(mg/ka) 9 30 100 300 1000
Humber of dams 11 i1 12 12 12
Days of pregnancy
2 22.0 % 3.7 23.1 % 2.9 24.1 % 2.3 22.8 * 3.0 21.5 = 2.9
9 25.4 £ 3.7 26.2 %= 3.8 27.1 % 3.5 26.8 % 3.0 2602 % 2.8
16 25.0 * 1.3 26,1 % 2.0 26.3 * 2.9 25.9 * 2.7 26.3 % 2.3
21 2.7 £ 2.6 22.6 % 2.5 23.6 = 3.3 24.0 * 2.8 23.3 * 2.5
Each value shows mean (g/day) = S.
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Table 18

Food consumption of dams (P) during lLactation period in combined repeat dose and repraductive developmental toxicity scresning f=s3t
of 1,3,5-triazine-2,4,4(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)~ by oral administration

Group Control 1,3,5-triazine-2,4,6(1H,3H,5K)-trione, 1,3,5-tris(2-hydroxyethyl)~
(mg/kg) 0 30 100 300

Humber of dams 11 11 12 12

Days of

lactation 4 + 5.7 37.0 + 3.7 36.3 4. 4,

Each value shows mean (g/day) * S.0.

Significantly different from control (xx: P<0,01).
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Table 19 Necropsy findings of female rats (P) in cosmbined repeat dose and reproductive/develcpmental foxicity screening test

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H, 31,5H)-trione, 1,3,5-tris(2-hydroxyethyl )-
{mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 12
Findings

Normal 12 12 12 12 12
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Table 20

of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris{2-hydroxyethyl)- by orat administration

Brgan weight of dams (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Control 1,3,5-triazine-2,4,6(1H, 34, 5H)-trione, 1,3,5-tris(2-hydroxyethyl}-
(mg/kg) [} 30 100 300 T 1009
Humber of dams 11 11 12 12 12
Body weight (g9) 338.5 % 18.1 347.5 ® 18.1 355.46 % 20.9 351.86 % 14.8 349.3 % 15.0
Brain (g) 1.951 x* 0.060 1.935 = 0,043 1.953 = 0,051 1.942 *  0.060 1.944 £ D, 074
(g%) 0.577 * 0.024 0.559 * 0.034 0.551 * 0.027 0.553 = 0.628 0.556 = 0,035
Pituitary (ma) 22.21 = 3.15 22.18 *® 2.42 23.19 = 3.27 24,33 % 2.77 22,7V % 2043
(ma?%) 6.55 =% 0.72 6.3% * 0.45 6.55 = 0.98 6.91 x 8.7¢0 65.51 % 0.74
Thyroids (mg) 19.29 =+ 3,97 19.05 = 2.17 21.77 = 3.78 18.00 = 2.5 {8.20 = 2.30
(mgZ) 5.68 * 1.08 5.50 £ 0.70 6.15 = 1.05 5.14 = G6.8% 5.21 %= 5.78
Thynus (mg) 204.46 £ 54.14 236.73 £ 467.93 249.35 £ 49,40 253.42 % >54A08 229.23 = 74,10
(mgi) 60.08 = 15,52 67,53 *+ 19.22 70.53 = 15.46% 72.08 = 15,28 55,40 % 200179
Heart (a) 1.044 =  0.103 1.066 + 0.081 1119 = 0,076 1,088 = 0.0%9 1.04% £ 00058
(a%) 0.308 £ 0,026 0.306 + 0.014 0.314 * 0.014 0.309 = 0.03 0.301 = 0,423
Liver (9) 13.284 £ 1.104 13.268 = 1.437 13.570 £ 2,264 13.538 £ 1.284 13.304 = 7,207
(gZ%) 3.931 £ 0.349 3.817 = 0.340 3.824 0,625 3.85%2 * 0.323 3.815 = 0,347
Spleen (g) 0.693 =  0.116 0.732 = 0.092 0.710 x 0.0%0 0.767 £ 0,110 0.727 £ 0,144
(g%) 0.205 = 9,029 0.21t = 0.024 0.198 = 0,020 $,218 = 0,034 0.208 = G338
Kidneys (9) 2.003 £ 0,159 1.978 = 0.136 2.013 = 0,133 2.003 = 0,208 2.048 = 0,211
(g%) 0.593 % 0.044_ 0.571 £ 0,044 0.566 = 0.034 0.571 * 0.€55 0.588 = 0,042
Adrenals (mg) 75.463 % 7.99 83.82 =+ 9.39% 83.48 x 14.43 79.03 % 8.28 78.52 = 12.25
(mg%) 22.41 % 2.80 24.12 % 2.23 23.63 x 4,61 22.52 = 2.57 22.54 = 3.73
OQvaries (mg) 108.93 £ 11.30 107.25 £ 14.7¢ 106.13 £ 11,32 106.07 = 11.27 103,23 = 108
(mg%) 32.25 £ 3.59 30.94 * 4,63 29.8% =+ 3.20 30.23 * 3.56 27.46% % .84
Each value shows mean * S.0.
r
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Table 21

of 1,3,5-triazine-2,4,6(1H,3H,5H)-1rione, 1,3,5-tris(2-hydroxyethyl)- by oral administration

Histopathological findings of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Control 1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3,5-tris(2-hydroxyethyl)-
(mg/kg) 0 30 100 300 1000
Incidence & Grade N AlE + 2¢ 34| N A+ + 2¢ 34| N A+ + 2+ 3| N Al £ 4+ 2¢ 3|8 A+ + 2+ 3¢
Findings
Liver (12] [12] [12} [12] [12]
Necrosis, massive, hepatocyte 12 0 it 1{0 t 0 o012 0 12 0 120
Necrosis, focal, hepalocyte (1t 0 0 ottt tyt o0 0 oftr 1ty 0 0 O0f10 2y2 0 0 012 O
Microgranuloma 12 0 12 0 motrytr0 ¢ o1 1ft o0 0 ojtr t|1t 0o 0 0
Hematopoiesis, extramedullary 12 0 12 0 12 0 iz 0 0w 212 0o 0 0
Spleen (12] (12]
Hematopoiesis, extramedullary ¢ 1213 8 1 0 2 1011 5 4 0
Kidney [12] (12]
Vacuolization, urinary tubule 1 tf{tr o0 ¢ 0 12 0
Cellular infiltration, lymphoid cell i rfi a0 0 0 10 212 06 0 0
Urinary bladder [12] (12]
Ulcer i 11t ¢ 0 0 12 0
Hemorrhage, propria i 1f{tr o 9 0 12 0
Cellular infiltration, lymphoid cell, proprial 11 [ [ 1 0 0 0 12 Ol

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

N: No abnormality detected.
A: Abnormality detected.
[ ]:Number of females examined.

No remarkabrle changes were seen in heart, lung, trachea, pancreas, salivary gland(sublingual and submandibular), esophagus, stomach, duodenum,
£ 2, Y g ptiag
Jejunum, ileum, cecum, colon, rectum, thymus, lymph node(submandibular and mesenteric), ovary, uterus, vagina, pituitary, adrenal, thyroid,

parathyroid, brain(cerebrum, cerebellum and medulla oblongata), spinal cord, sciatic nerve, eyeball, Harderian gland, bone marrow(sternum and femur) and mammary gland.
Examined only liver in the 30, 100 and 300 mg/kg group.
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Table 22 Number of estrous cases and reproductive performance of male and female rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,!,3,5-tris{2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris{2-hydroxyethyl)-
(mg/kg) Q0 30 100 300 1000
Humber of females 12 12 12 12 12
Number of estrous cases before mating (14 days) _
MeanS.D. 3.6 £ 0.5 3.1 £ 0.9 3.4+ 0.7 3.4+ 0.5 3.3+ 0.9
Number of pairs 12 12 12 12 12
Number of pairs with successful copulation 11 12 12 12 12
Copulation index (%) 91.7 100.0 100.0 100.0 100.0
Number of conceiving days
Mean=®35.D. 2.9+0.9 2.7 1.8 3.3+ 0.8 2.6 + 1.1 2.3x 1.1
Conceiving days 1-5 11 11 12 12 12
Conceiving days =6 0 1 0 0 0
Number of pregnant females 11 It 12 12 12
Fertility index (%) ™ 100.0 91.7 100.0 100.0 100.0
Number of pregnant females with live pups 11 11 12 12 12

a): (NHumber of pairs with successful copulation / number of pairs)x100.

b): (Number of pregnant {emales / number of pairs with successful copulation)x 100,

e
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Table 23 Observation of pups (F1) in combined repeat dose and reproductive/developrmentai toxicity screening test
of 1,3,5-triazine-2,4,6(14,3H,50)-trione,1,3,5-tris{2-hydroxyethyl)- by oral administration

g): (Number of live pups on day 4 / number of live pups born)x100. h): (Number of pups with external anomalies / number of live pups)x100.

Group Control 1,3,5-triazine-2,4,6(1H, 3H,5H)-trione, 1,3, 5-tris(2-hydroxye thyl)-
i (mg/kg) 0 30 100 300 1000
! Number of dams 11 i1 12 12 12
Length of gestation {days) 22.45 +0.52 22.27 £ 0.47 22.25 * (.45 22.08 £ 0.29 22.25 £ 0.45
Pregnancy days = 21 0 0 0 0 0
Pregnancy days = 22 6 8 9 11 9
Pregnancy days = 23 5 3 3 1 3
Corpora lutea 18.2 £ 2.5 18.3 + 3.2 17.0 £ 2.0 i7.0 + 2.6 18.4 * 3.4
Implantation scars 1.6 + 2.5 16.8 + 3.2 15.6 + 1.6 15.7 + 1.9 16.2 + 1.6
Implantation index (%) a) 86.5 + 12.9 92.2 + 9.4 2.0 £ 7.3 32.8 £ 6.9 89.4 *+ 11.0
Gestation index (%) Y 100.0 100.0 100.0 100.0 100.0
Pups born 14.7 £ 3.0 19.9 + 3.3 4.8 + 1.6 14.8 + 1.7 15.8 + 1.3
Stillbirths 0.3 + 0.6 0.1 £0.3 0.4 1.2 0.3 £ 0.5 0.2 £0.4
) Live pups born 14.5 + 2.8 15.8 £ 3.2 14.3 + 2.1 4.4 £ 1.7 15.6 £ 1.2
e Sex ratio at bhirth © 1.15 + 0.68 1.25 £ 0.67 1.08 = 0.50 0.9 £0.37 1.28 + 1.06
i ' (Total mate/total female) 79 /80 89 /85 84 / 88 79 /% 94 /93
i Delivery index (%) 4) 93.5 + 7.8 94.5 + 6.6 84.8 +4.5 94.3 £ 5.1 99.71 £ 2.9
1 Birth index (%) 92.1 + 8.1 9.1 +7.0 92.2 £ 10.2 92.3 + 5.6 96.6 + 3.8
% Live birth index (%) " 98.5 + 3.8 99.5 + 1.5 97.1 + 8.4 97.8 3.3 98.9 + 2.5
; Live pups on day 4 of lactation 14.4 + 2.9 15.6 + 3.1 14.3 + 2.1 14.3 + 1.8 15.3 + 1.2
Sex ratio on day 4 of lactation e} 1.14 * 0.68 1.31 +0.76 1.06 + 0.49 0.90 £ 0.36 1.28 £ 1.05
(Total male/total female) 78 /80 89 /83 83 /88 78 /93 93 /91
X Viability index (%) 8 99.3 + 2.4 98.9 + 2.4 99.4 £ 2.0 98.8 + 2.9 93.5 + 3.7
‘ External anomalies (%) h) 0.0 = 0.0 0.0 0.0 0.0 +£0.0 0.0 0.0 0.0 +0.0
Each value shows mean * S.D. per dam.
a): (Number of tmplanlation scars / number of corpora lutea)x100. b): (Number of dams with live pups / number of pregnant dams)x100.
‘ c): Number of male pups / number of female pups. d): (Number of pups borm / number of implantation scars)x100.
! e): (Number of live pups born / number of implantation scars)x100. f): (Number of live pups born / number of pups born)x 100.
!
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Table 24 Body weight of pups (Fi) on days O and 4 of lactation in combined repeai dose and reproductive/developmental toxicity

screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3,5-tris(2-hydroxyethyl)- by oral administration

Group Control 1,3,5-triazine-2,4,6(1H,3H,5H)-trione, 1,3, 2-tris(2-hydroxyethy! )-
(mg/kg) 0 30 » 100 300 1000
Number of dams 11 11 12 12 12
Male weight
Days of lactation ‘
0 6.87 £ 0. 6.69 + 0.42 6.74 + 0.58 6.73 = 0.38 6.87 + 0.38
4 10.93 £ 1.50 10.74 £ 1.20 11.14 £ 1.38 10.99 £ 1.04 10.92 £ 0.86
Female weight
Days of lactation
0 6.54 = 0.70 6.28 & 0.41 6.48 + 0.52 6.35 = 0.33 - 6.42 + 0.34
4 10.39 = 1.68 10.08 £ 1.07 10.63 + 1.37 10.43 + 1.09 10.45 + 0.65
Mean pups weight
Days of lactation
0 6.70 = 0.63 6.50 £ (.42 6.59 + 0.53 6.94 £ 0.32 6.64 = 0.41
4 10.66 + 1.5 10.43 £ {.14 10.87 £ 1.37 10.73 £ 1.01 10.68 £ 0.77
Litter weight
Days of lactation
0 99.53 + 13.54 162.09 + 17.06 94.08 £ 11,63 94.04 + 11.97 103.92 £ 10.80
4 149.24 *+ 15.47 160.23 + 20.21 152.62 *+ 12.75 151.77 £16.97 163.77 £ 16.75
Each value shows mean (g) *+ S5.0. per dam.
/,~\> \;/)
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Table 25

Necropsy findings of pups (F1) on day 4 of lactation in combined repeat dose and reproductive/developmental toxicity

screening test of 1,3,5-triazine-2,4,6(1H,3H,5M)-trione,1,3,5-tris{2-hydroxyethyl )~ by oral administration

Group B Control 1,3,5-triazine-2,4,6(1H,3H,5H)~trione,1,3,5-tris(2-hydroxyethyl )-
(mg/kg) 4] 30 100 300 1000
Number of males 78 89 83 78 93
Findings

Normal 78 89 83 78 93
Number of females 80 83 88 93 91
Findings

Normali 80 83 88 93 9]
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Fig. 1 Chemical structure of 1,3,5-triazine-2,4;6(1H,3H,5H)-trione,1,3,5-
tris(2-hydroxyethyl)-
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Fig. 2

&———————<¢ (ONTROL

o——————@ 1,3,5-TRIAZINE~2,4,6(1H,3H.5H)-TRIBNE. 1,3.5-TRIS{2-HYDROGXTETHYL) - 30 MG/KG

A—————4 1.3 _5-TRIAZINE-2,4,.6(1H,3H.5H] -TRIONE. 1.3.5-TRIS(2-HYBRGXYETHYLY - 100 MG/KG
ZF~——X% 1,3 ,5-TRIAZINE-2.4,6(1H.3H,5H) -TRIONE. 1.3,5-TRIS(2-HYDROXTYETHYL) - 300 MG/KG
w—X

1.3,5-TRIAZINE-2.4.6(1H.3H,5H)~-TRIONE, 1,3,5-TRIS(2-HYDROXYETHTL) - 1300 MG/KG
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ODAYS OF ADMINISTRATION

Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
ol 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration
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Fig. 3

&—— > CONTROL.

@ 1,3,5-TRIAZINE-2,4.6(1H,3H.5H)-TRIOGNE. 1,3,.5-TRISI2-HYBRAXYETHTLY - 30 MG/KG
1,3,5-TRIARZINE-2.4,611H, 3H. SH)~-TRIBMNE, 1,2, 5-TRIS(2-HYDROXTYETHYLY - 100 MG/KG

_ =—— ——X 1,3,5-TRIAZINE-2.4,.6(1H.3H,5H) -TRIGNE, 1,3,5-TRIS(2-HYDRAXYETHYLY - 3080 MG/KG

’é ¥—————X 1.3.5-TRIAZINE-2.4,B(1H, 3H,.5HI-TRIANE, 1.3,5-TRIS{2-HYORAXYETHYL) - 1000 KG/KG
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DAYS OF ADMINISTRATION

Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration




————¢ CONTROL

G—— 0 1,3,5-TRIAZINE-2,4.6(1H, 3H,5H)-TRIONE, 1,3,.5-TRIS(2-HYDRAXYETHYLY - 30 MG/KG

A——————a 1,3, 5-TRIAZINE-2,4,6(1H,.3H.5H) -TRIONE, 1,3,5-TRIS{2-HYDROXTETHYL) - 100 MG/KG
F———%X% 1,3,5-TRIARZINE-2,4,8(1H.3H,5H) -TRIONE, 1.3, 5-TRIS(2-HYBRAXYETHYL) - 300 HG/KG
¥———x 1,3,5-TRIAZINE~2,4,6(1H,3H.5H) -TRIBNE, 1,3,5-TRIS(2-HYDRAXTETHTYLY - 1000 HMG/KG
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Fig. 4 Body weight of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration ’
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Fig. 5

S————& CONTROL

g———m 1.3,5-TRIRZINE-2,4,8(1H.3H,SHI-TRIGNE, 1.3, 5-TRIS(2-HYQRBXYETHYL) - 39 MG/KG
1.3,5~TRIRZINE-2,4,8(1H,3H,5H)-TRIONE, 1.3,5-TRIS{2-HYDROXYETHYL) - 100 HMG/KG
F———X% 1,3.5-TRIRZINE-2,4,6(1H,.3H,5H)-TRIONE, 1.3.5-TRIS(2-HYDRAXYETHYL) ~ 300 MG/KG
¥———xX 1.3.5-TRIRZINE-2,4,8(1H,3H,.5HI-TRIONE, 1,3.5-TRIS(2-HYBRBXYETHYL) -~ 1000 MG/KG
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Body weight of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration
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Fig. 6

e————& CONTROAL

G———& 1,3.5~-TRIAZINE-2,4.8(1H.3H,.5H)-TRIORE,1,3.5-TRIS{2-HYOROXYETHYL) - 30 HG/KG
A— 4 1,3 5-TRIAZINE-2.4.6(1M,3H,5H)-TRIONE.1,3.5-TRIS(2-HYORAXTYETHYL) - 100 MG/KG
E———% 1,3.5-TRIAZINE-2,4.6(1H,.3H,5H)-TRIONE,1,3,5-TRIS(2-HYDRAXYETHYL]- 303 HG/KG
¥—————x 1,3.5-TRIAZINE-2.4,6(1H.3H,5H]-TRIBNE,1,3.5-TRIS{2-HYARAXYETHYL) - 1008 KG/KG
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Food consumption of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration
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$———¢ COANTROL

B 1,3.5-TRIAZINE-2,4.6(1H.3H,5H)~TRIGNE.1,3,5-TRIS(2-HYDRAXYETHYL) - 30 MG/KG
A————4 [ ,3,5-TRIRZINE-2,4,8(1H,3H.SH)-TRIGNE.1,3,5-TRIS(2-HYORABXYETHYL)- 100 MG/KG
FFX

1.3.5-TRIRZINE-2.4,611H.3H,5H) -TRIBNE, 1.3, 5~-TRIS(2-HYORGXYETHTL) - 300 MG/KG

_ ¥————% 1.3,5-TRIAZINE-2,4.6(1H.3H, SH)-TRIANE.1,3,5-TRIS({2-HYDRAXYETHYL) - 1000 MG/KG
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Fig. 7 Food consumption of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental

toxicity screening test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration
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Fig. 8

———¢ CONTROL

- 1,3,5-TRIAZINE-2.4.B(1H,3H.SH)-TRIGNE, 1.3.5-TRIS(2-HYORGXYETHYL) - 30 HG/KS

A———4 1,3,5-TRIAZINE-2,4,B8(1H.3H, 58] -TRIGNE, 1,3.5-TRIS(2-HYDRGXYETHYL)}~ 100 MG/KG
F———X% 1.3.5-TRIAZINE-2.4,B(1H.3H,5H)-TRIGNE, 1,3,5-TRIS(2-HYDRAXYETHYL) - 390 MG/KG
¥——x 1,3,5-TRIAZINE-2,4,6(1H,3H,5H) -TRIONE. 1, 3,5-TRIS(2-HYORIXYETHYL) - 1000 HG/KG
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Body weight of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental toxicity
screening test of 1,3,5-triazine-2,4,6(1H,3H,5H)-trione,1,3,5-tris(2-hydroxyethyl)- by oral administration
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