BFCLFHEONERZEICET DIFH

Eﬁgg? CASNo. WEA 28H Reprotox it 5 A Ames Getafk H
T A T R N N
5-1028 91-76-9 52, 4= T3 )=6-Tz=h—s— )TV O O O 27
3-206 99-88-7 E4—(1—x%/w7’w) 720y O O O 51
4-15 5707-44-8 54—17/”/Vt°71:/v O O O O 97
2-243 | 77-85-0 {1, 1, I-MACER wk AR 3 O O O 117
3-1307 | 110-06-2 i V7 745} e O o 137
3-2011 121-03-9 Ez—fv’“w—5—:bn«“‘/’z“‘/wﬁ‘/ﬁfé O O O 159
3-204 93-68-5 Eo—T‘t’l*T‘t’H*M“f‘/ O O O 185
3-675 591-27-5 53—73/71/~/V O O O 209
4-122 599-64-4 54—(1—){7’“/%1—71:/%7/‘/”71/~/V O O O 233
7-903 1333-16-0 Eﬁm“u/w O O O 259
4-498 842-18-2 é?—tl“‘n?/—l,3—7L7§’l/‘/“/°7\/m‘/@§71'}r7lx @) O O 283
9-899 2416-94-6 52, 3, 6= AFWT )=l O O O 303
3-2006 | 127-68-4 {3-=hon v MR/ H Ok O O O 325
4-492 130-13-2 54—73/—1—7L75’I/VX/VHL\VE{£7L|")7A O O O 345
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135-MJAQR-e Fax 3y FV)-135 YTV ¥-24,6-(1H3HSH)-M U A VD
7 v b &M s EEEORSHEHER

Single Dose Oral Toxicity Test
of 1,3,5-Tris (2-hydroxyethyl) -1,3,5-triazine-2 4,6- (1 H,3H,5 H) -trione in Rats

B

L35 FYR(2-8 FOELYZFA)-1,35- Y TP
24,6-(VH3HSH)-F ) 4 287 v b 1EROHS
L, Zo&EMIOWTHRE L. #58132000 mg/kg
EHAEL L, LT10005 X U500 mg/kg & L7z, 3
L L TRAEEHBA RS EL R, SHEOFEHE
WSS L L. '

FECHIE, WIhoEIcbEDLNE ol —fRK
B, FESICHRFEICSVT, ML LHESICLS
A TN (R

L35 b A(2- FRFYIFN)-135- P U TP
2,4,6-(1H3HSH) -+ U+ v O LD fEIE, HEH#EE b 2000
mg/kgl Ll EZ LN,

Bk

1. #HEMHE S IUHE
WEEE D 1,3,5-F VA (2-€ FuF ¥ FA)-1,3,5 b
V7Y r24,6-(1HIESH)- M 4 ik, EERMEAR

FERBEETH A[Lot No.00915-1, #EF: 99.0 %, BEL

SFTEE(RRT ] AFHER, S8 EXsafTRE
L7

HEWH G, HHBAKCERLTRELLE. 28, 2,
206 L U200 mg/mL DF BRI, FiR - EXLEHEFETTT
BHEFLCHEERICHMBEOL W AL T
. BEHCHER L AERSHREPOESRDRIREL HIE
L3R, HEBEIRECREE 2o .

2. {FHBYE SRR

418i§s D Sprague-Dawley R 7 » MSPF, Crj:CD
(SDMGS]x#HAF ¥ —NA - Y- 6EEA L.
AFLc8ipi, SHEOHENMB L Z0H2/H
DEMEE % &, —BRRESLUVREHREBICREE O
SN B ERSTL. BSURE, o Ea
— ¥ ERBVWTHEXBINC G5, EESRIHEIC
L DEFEOTFHEEB L THINIRE L 25 L2
BEA T2 4.

B, Z|iR20~26 C, BE40~70 %, BHIEE 126
P (ERED . FRIGHY ~FiR6R), MAMEI12M/Frioi
HENTWLIAFTETHEL:. BRE - LM TS &
DB OMBEREEPIIA Ty L ARy =S HWT
17— VRN ETHOMBUEAT L L, BESUE
AT LAE Y - Tk HWCENET L2, 8,

BE R (CRF-1, #Y.L> ¥ VEEBLER ¥ 8iiciE
WEgh #2L,; BEFNBOSAP SRS T THY
08K LIS HH6EME Cag s, bk, K
EAEFEHICERSES-, 0L, ENTREILESE
FIGEEM F Tk S

3 BE5EE, BEHESLURSE

BREFREEORSEERLL. RFCELTE, £
EBREOEY Yy FERVFGLFE) Tud L 857 1 X
F—F7VERNEZHAVT, BhEORS L. RER
B, BHEERCEE LRERERE L TI0 mL/kg
TEM LA, HEEFIIME L, &5 00865
BETH 0, FEHEIIES104~113 g, HATH~101g
T&Hholz, '

1,35- P X (2-k FOF Lz FN)-1,35- DT T -
24,6-(1H3HSH)-F U A v®F v HENHREEO LD,
#1310000 mg/kg LA E & OENH B, T T, LR
BT, 2000 me/kgZEAELL, BFAR2ICXD
10003 X 07500 mg/keBER AR LA, T/, WS LT
BEGERER) oL F ABERSTHELE 2. 18
DEE, WEHEZ M ERER & Lk

4 BESSUBRERE
1) HEE
FSHRM4AME L.

2) —#IREE _

EES AUBSH B L USRS HE08E T,
#5152, 4B X UGHER) T, BEBEALOHEN
M1 H 1, —R8Es L 0REOEELBEL .

3) {FERE
BEABLUEEEL, 3, 7, 02T UHEIHEIE
L7

4) s
BRI T Bl = — 7 VERER T CREARBIIR 20 & Bl

E3 C1 AR At LA WA

5. #EHRAT :
LABTE, BEAFBZOLA L oI ERS,
LDy fi FASERE OB % HesE L 7.

FEIZDOWT, BartlettiFic X ASTHEOBEERT
W, $AHEOBEIE—TEBEIC L AHHMTEITY,
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BEEORS SRR

HEL S Dunnett BRI X VT 7. —A, E5EEHE
D LN oA, B FFEL-—TREEILL
% 747 (Kruskal-Wallis D#5€) 217V, FEL 5 IR
EFB L2 Dunnett IOBEEIZ L W7o 1

SR
1, FEURRS LU —plkeE
WIERDEOHEICBWT Y, BrfliEZs o hidy
o7z,
—fEREOHZIZEWT, WTPhoBoOlEiE: b BE
Fabni o,

2. EHE
FRGHOMBE L b, HEELEXTWTFhOBER
DHBERLEEZRZAL N2 o1,

3. EgFRR
WTROBOBEIIEWTL, BERALRL 2D
FAN

EE
1,35-FYAQ2-E FOF I nF0)-135 ) 7T
24,6-(1H3H5H)- F U4 132000 meg/ke w5 LTH,
MEREE DS AIIERO 6 R, LD EEMEE D
2000 mg/kgbl b EZ LA, ‘
Ik
1) RELZELE, FHEFE.
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L35 MU AR FOd i n)-135- U TV r246-(1H3HSH)-Y U4+ VD
7y AL RERORSEN - EEELERHF R

Corhbin_ed Repeat Dose and Reproductive/ Developmental Toxicity Screening Test
of 1,3,5-Tris (2-hydroxyethyl)-1,3,5-triazine-2,4,6- (1 H,3H,5H) -trione
by Oral Administration in Rats

B=H

L35 FIRA (2 FOFSTFA)-135 T V-
24,6-(1H3HSH)-FNU A D5y b AVS RELEOR
S ERREZUHFSREB T, st
HEMEEIRIET AL 2012, R OERET
BIUREHORE BEERIZTEECOVWTREL
fz. SR, 1000 mg/kg R BEBARL L, LT300,
1005 L UF30 mg/kg & L7, 3FRE L L OB GEITAA)
BB, SROERABDRITEEE 2L L
Fal

1. REESSE

BIZBWTHE, wWihol L dBTE & UHEMIRE
Dbhipol, —iZIRE #E, HEE RETEE
MRS, M LERERRE, HRFE, B8
BEED LUVRBHEFRERETE, 50X 25k
A Lol
REIZBWTH, WIFhoBE L TS X UEERM LR
Vool —iIREE, KRE, BHE, WRFRB
FUBREEETE, RHCIZEREIALREDP o,
WEHASERE I, 1000 meg/ke B8 TIFIR I Gt 10
HSH B i,

2. HERESY

FHEABERECH, WS, MELE B8R TR,
JP%E, FE, EBLUHRCRSICIAEIEAGR L
hofs, :

RiEl, XBEE, RENEDY, S, TRy
B, S0IREE, MEIREE, SRR, SREAR, R,
ERFEBLUHESRTE, BFCLsBiissnsd
WA .

BHERY, TEREYE, @WEOHOHERE, #i,
SHRE, WOEBE, WS, BELBOEFRE, K
£ROIBDEFE, FEROHNE, —RIKE, fEs
L OEIET R T, B LB A o do 7,

BEOLIE, 1,35-PNRA2-v FuE Yy Fn)-
135- M7V »24,6-(0H3HSH)- + ) F v O~ fEEH#:
SAEREEY, BTIEI000 mg/kg RS LT ERSE

CWEEHRD LN h ol k5 1000 mg/ke/day &

FxoNb. T, HETIZI000 mg/keik54o X Y BFEE
ZEEYLER AR b 2 kA5 300 meg/kg/day EE R
LB, AMBEFELFNLESEEL, 1000 meg/ke
&S LTHIEESE, e bEBRED S Ly

oz bbb 1000 mg/kg/day L EZ HNB.

FHiE
1. #EMES LUEE

EBRYWADL35 PIX (2 FEF I ZFN)-135 b
)7V r-246-(1H3HSH) -t U+ ¥ 1Y, EERELOE
SR TH a[Lot No.00915-1, #UEE : 99.0 %, AEIL
FTHWEEFR)]. AFHRIZ, =R - EXEHTTRE
Liz. Zods, SRR TH, RAGRDEE, For
L, ERAMAGoEske A LL.

HEER L, EARKRCERL IR L. RELER
LT, HEBEOMEICL 2RERERLE . &
B, R, =R EXEGTCTAMBEFLTLE
EMICHED RN LR EN TV, FEED
FILEIIE RS, =8 EXRHETCREL, #HRHET
AP L, RSRAE IR LAREET 0%
EMEBRELAE L-HE, ¥R EERICEET 2y

=7,

2. SRS & UREREE '

8 Bk Sprague-Dawley i 7 v F[SPF, Crj:CD
(SDYIGSIE HAF v — A - Us—Er HEALL.
AFLLBHE, SBMOBRFEAMBLIULORTIER
OBI{LEAR = &V, —IRES L UREERBIIEEFS
LY, IAEFHRETEEFED LR, o LEY
BRI L. B, or¥a— 3 EHWTHEY
BRI -, EEAREEIC X ) SHOTIOEE
BLUGHEHMFEIE L 25 X 5 H5HBE TS
Pl .
i, EiB20~26 C, RE40~70 %, BEE 126
M (RREA © FEToME~FH60), EREHIZO/FHIzHE
BERTWAABTETHE Lo B1E - BEHEHIE
FUUABRS—VERWTL - PS5 E ol
HRBAE L L, BAURIEXT Y VAR — VRV
TEREH LA, S, £IRI8 BLEA—F7
— THB LSRR v —7, BRFY VA Y
N EART-TF ATy 78y -V THENEETL,
BSOS X OHE sS4, FHEEHHS(CRF-I,
ATy VTR F HANCERS e AL,
BEHRTTE OFHR4ARE D OEE L. SfKIZARE
KEEHEICER S S, '
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RE#RSEN - ERREFUHIHR

3. HB5#IR R5FE K588 L URSHE

SRR, BORSFERLL. BEZRLTHE,
SBRREOFT VY FEMYFIFLFY 7oL H/H7 A
AR VEREHERWT, BHEDEsLE:. &5
e, BTHESEHAVEEESRUUELEVHER
DHREFEEL L, SmL/kg TEHB LA, TR, &R
B L URRAFFESEAH A VISR IR LAY
s ADFEEY, ERBAP LR, 7, 148 L U2]
BDEY, %‘LJ@FWM@“&OB@&E%%@&L
SmL/kg TEM L /.

#E5HGEHOBRISIEEL b 10;!5@1:@ b, HhE®R
B3 EAT335~364 ¢, MEHT233~263gTH o7z,

BEER, BS5y bERWAZEBEORSIZEISTF
fskERy (FR5ERRE ¢ 0, 125, 250, 5004 & 051000
mg/kg) DFERICL WRELE. ThbL, BERwY

OB LROLAT, KT, G, EEES LU

Higc b BEEA LA d ol FIC, HRETIL,
1000 mg/kg FREARE L, LTAKS3 LY 300,
1008 X 030 mg/kg & L7z, $/, dBEE UCEEAGE
AKX OAFRAEERSTHERRTL. 1BOBY
ik, HEIRFRIZEE L m

WEMEIL, ETERERMI4amMeE E0%RISHED
SET49ABI L L, METITCEET14 O, TEHIMG (&
E4EH), SRBFETBLIUWEIB LI TOEE
40~46HEE LA, 2B, BSRKEAEHESIBELL
FAl

4. HEH S UREER
1)

(1) —fiRE

APRES L URCOFER, H5H - RO1AZE
EREEL 7=,

(2) HEME

HEE, LERIC2EHE L.

(3) FBEABRE

EESE, TEEANI4AANS L UCRBRET R
WA ZERIE L.
(4) RIFE

BSMRE TR, - V2 v TEE - AT T
SRR TR L 722 R (3RFRIR) & 51 2 v TR - 467K
FTO21ER TR L R QIEBHR) 2 5 Icthbx
LE LR CABBR) oW, DTOBRETERL
7.

IBFEIR ¢ B, AEHEs L. o, RBHE, 7
Folg b BNy, @i, vny) /S~
vit, BREFBE(7o~—-10 87, ¥iFE

) TR % T TR A B HTEEE (US-2100, HEHE

S FAVTHRE LA, RitEl, tEsRITERE
ETRERICEMETCRELL. 48, BRI, &8
DBERGET 72,

1B HEZBIREIC L Y BIREREES (Y
~y b-TD, BW=a>¥)&HwTHELL.

AR  BETLELIESICEH LA

844

(5) MEHERE
BHBEOBAICAY AL ES = F P T LADIE
fERE 510 L BREEY T TREABIRNO A =2 b—2a”
X mAEERERL, DTomiEEREsEELL.
FIMEKE(RBC), ~EFo¥yE, ~IFsUv b
&, AVEZE £ OTE MR (WBC) 1, EDTA-ZKAE
L=z owT, $EAB8MREEEE (Sysmex

"K-4500, YA Ay 2 AW EAVTRHELL. 515,

T HRAIREE (MCV), FHRMmIKMERE MCH) B
X USRIk & R (MCHC) 2 Eih L 7=,

Mk RMIRIEEY, EDTA-2KRBLAZMEE
BrecheriEto & O BEMREE LTRSS 4 FH T RIDEIK
%, GiemsafufaiEh % (bE L THEET TREK1000
B DFRFRBE LA,

HMERE S, EDTAZKRELC-OEEATAF
75 24tk L, May-GiemsaZx&i84 % 15 U TR
BT CHMIKI00EF FEar L.

o by ¥ UENET), EREEs >RSI
A VIERAPTT) B LT 4 7Y/ =4 Vi,
313 %7 =B b U T ATHERE, ELO8E T,
3000 rpm, 154°F8) LT M Izon T, BELEHRIT
FRIDE ) LEEEMTEE(2 7 /v Ay -0, =&
@)z A THELL.

(6) MEEILFHRE

iR RO Mk & BEFEC Eikﬁi}ﬂh‘ivb\ HEELZ
ML B A EE (94 °C, 3000 rpm, 15408 LTHEL
Mo, BTolmEE{kFEpEesERmLAE.

AST I MDH-UViE, ALTIELDH-UVEE, ALPHp=

O 7oy EEERE, yGTPE Ly V8 -3
HAEFLA-Z T =) FEEE, #%FHEBiuret
H, B YL VRERILY T V= Mk, RREEE
L7 —¥-GIDHEE, L7 Fovid s v TF=T
— ¥ - B-DAOSH:, 7 FoiidA®y XS —H - Gb-
PDH#, #31 X 59— idCOD-HDAOSHE, +J 7
.z 5 4 FIZGPO-HDAOSH:, Calto-CPCEE, MR
VIAPNP - XDH#E, Na, KB XUClid A 4 ¥ ERER
FICE D, wEnRbAERESITER (AU 400, #Y
YN ARETHE) BV THE L.

FATICEIASEEE L UEASEEEREKE
W HEERikEEE (AES 310, 4V YNARFELR
BN b, A/G(TL T v/ a7 Y) i BASHE
PrHERH L.

(7) s LUBEEENE

LYy é%kﬁi{]ﬁlﬁ?‘ﬁ‘é%t@ékﬁﬁlﬁ
B GG, AR, JERE), TE4, T, MR, AR
Frig, Mehs B, BIE, #ESL EF%%%J:WL;&E%%
WE L. 7270, TEESLCRIKREER, 20 %
S E R T Y Y TIREEREL . Sho0dk
i, 0, S, PElE MR GE TR - ST, &E,
B, t=#&B, =B, BB, =k 8k 8 Y oA
#(TE - BEE), Bk, B8, &R LEME F
BE, LEWE, BR O N—Y—EBX CEHME - K
BE) & & h 1020 BAMREE RV »TEELA. 2



L e e, ALY b i A I8 (FULUTU R B i s

?uNH%M_W_P%W“,

1,3,5-h YR (2-£ FOF P TFH)-1,3,5-F VT

v-2.4,6-(1H3HSH) -t F >

2L, BEBIUHEEFRETT S ETHABEREE
#90 BT - LICEREL, REREINVS LTI
FeF-kAey »CIREEE20 %PERERLT
Y IEREL:.

(8) FEHRERFEE

FIEBEB X 071000 meg/kgBEIZDWT, SHEH - MM
OHERGRBERZERL, HEHEFREYERL
7=, 1000 mg/kg & O RO A TR ESEL & T
kmwmymﬁmﬁmﬁﬁfﬁﬁkiﬂLMﬁﬂbe
httb.m,MMﬁleOmyQKW%ﬁblUﬁ
BizowT bEICEE L.

2) i
(1) —#xiiE

—REER X U oA, REW - #o1R2H
HEL
(2) 1EEH .

BEE, RSEGES O XREED E TEDIRR
s 4B, %ﬁ%ﬁﬁﬁ2ﬁﬁhbﬁofﬁ?éﬂ
FHEAI1IEE LCRIEmE R AT L.

(3) HEME

YEEIL, AEBHAAT 14 BB X eRE il 18R
W2, ERBEYOIERC, 7, UB X T2LEI, W
SHER TR L U4 A L2 hFNRE L.

(4) HEEEME

S, ARG e R T TEIBMIC2E, T
HREAR R RS, O, 168 U215, WEMMEdR
WE4HCHEL .

(5) FREAHICHE

ARARIIHG, STEMEATRICT - T VHETT
g ABh AR 2 © B PE & Ao IR L7z,

(6) MMEREOEHE

LRI HATH S Y, DIRREOREORE, Tk
%Tmﬁ&%&ﬁmawe&&&am?ﬁmﬁifﬁ
HAT o 7=. %?Mﬁkﬁﬁﬁ#TLrwf%
H®WEFOR&E LA, .

(7) RIS AETIAML AL - 84 .

HIR25 B £ T L no i, T— 7 VEREE
FTEEABIR S S ROBIE S8 cdR L.

(8) WHEREHEE '

BEE, WEREZWE4E T CERRELL
(9) #BHIUBEESRUE '

WHE 4 [T = — 7 OV EEEL T CRAEIRR 2 & BUlL BT S
BICER L, BRES L EREARTRA. B
(Foi, /DB, IERE), TEG, BRIR, WER, (OB B

B, PR, S, RSB LUEEERTHMELL. &

ZL, FTEESITRRREEE, 20 %HERE RV
7y Yy TIRABEDE L. ThbORER, M, R
&, B, RS (ETHR - TR, £, B,
B, Zig, BB, B, &5, dle )Y ETH
BRIE), BB, P, kB RR/ME FE, REHE
WER, - iR, BRHE - ARE)BIUARE S
bi220 %ALY yCEELL. 2AL, B

BTN T—NT AT e Feo ALy v T HBREER20
o iR R LY ) v IZHEEE L.

(10) HEHBFRE

AEREED L 01000 mg/kg B ic 0V T, BRE - #lEk
OHE Rt SEAR % /R L, WIEHEBEREEZEEL
7-. 1000 mg/kgBEOBE THRICHILELFED b
Fo7=@, 30, 1008 & F300 mg/kg FEOHRIZDWT N
FRCHRELL.

3) WEMOEERECRIETRE :
MHEBES L ERER-BATIHICRAELE
CREXBRL:. TRPMIM4EEZRELLT, TR
A WAT I TOERAELRE L.
RREZEIIIE-ERIIITY, BENCHET X
iR AR LAEEEREBRELT, TOEE

CHHEOR & LTRELL.

4) R&

(1) HENOBZR

BT IR L, TR, FERBBLY
NEREOEEETRELL. .
(2) REHOERE

HEIY, HRES LURTOREEZER 1 HEREE
L.
(3) fREME

REIX, ﬁﬁﬁ@ﬁ(&iﬂ)ﬁirﬁiai:iﬂﬂﬁbt.
(4) s

&R, uﬁﬁ‘ialrbl-“‘j'}l/[ﬁiﬁfr(‘_'(ﬁgkg]ﬂﬁﬁ‘

FRORUERTE & & AR AT B L 72,

6. HEiAEAT
RN TICARLA B (o, HBHEERFED

BT, fEBRREs %L L.

wE, EES, RE, RIE, MEFRE, mﬁié{ k
SR BEOWEMERS LUHENESR, BEEEK,
EFREAN, RN, MERER, BRE ERE,
SR, TR, HERN, SR, ROBLE,
AR, WELDOEFRE, WHEB O 4B DEFE,
WSk UNRBEOWBRE, ERCPHED LUE
HEEEFE S L7 FOM, Bartletti®BICL BEOE
OREFITY, EAHOBAITH—TRERC LS5
ﬁﬁ§ﬁw,€ﬁ&$@Dmmuﬁﬂl&ﬁot.ﬂj,
sENE LIS b o T EE ., MEh AL AT
BB L 594 (Kruskal-Wallis oEIEfTw, FE
7 & IENELL % FIH L 72 Dunnett O REEIC & UETE=
#.

i%$ %Biﬁﬁ%mﬁ=fﬁﬁﬂlbﬁo
-

nd, HEMSFEREICBWT, 1000 mg/kgf‘#'(%
MR B ssRE X b0 BER IOV T A RE TR
L7l BT 2 BB O BBz 0TI, SEEL O
i J:;B@ME{_L FFRIAL 7‘~ Dunnetti@%?mﬂi%
W T T2 7=,
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REHRSSY  CEREBUHLER

EEES

1. FHiEkSHEE
1) HCRIFTEE
(1) —fEiREe

FET I L R, WThoBETHEDLNL Do
7z,

—RBHEZCBVT, WThoBELEFEIALN
rdnpois,

(2) HFEHIB (Fig. 1)

HEhrEELL, HBREEE<TWThoMEDOFE
O EEEEA O 2 ho 7o,
(3) {EERE(Fig. 2)

HREH LS, HRELEATHWTROHIER OEE
BItbFEERACR 2 o7,
(4) FRiEE (Table 1)

BHREHEHLY, WEBLETREBIUVHRECLSS
Eixab o i,

&8, pH, ERE, 7 F9E, Ly E ¥yry
P, W, vaYY - B XN, S5
bATREEE L IIZEBETH - /.

(6) MiAZEAE (Table 2)

HRERE S, WEELETWFhoflEER I
HFEZEROAL o7 ‘
(8) MAFE{LHHE (Table 3)

ERERL S, WBRELETWFROFERFIZY
HEZER AL,

(7 s

WEEFE T,
iz, 30, 100, 3008 & 1000 mg/kg Tl
LEEUALNLE D
(8) #HEER(Table 4)

HEBEBOERILBNT, £G5S LB L BT
BESTALBRL oL,

HEERICBVT, SR OHBHLERTWT
ﬂ@ﬁﬁklﬂﬁﬁiﬁk%ﬁ%#ﬁ&%ﬂ&#oﬁ
(9) FIEAARARRE (Table 5)

TEHE © B4k AT30 mg/kg BET3H, 100 me/kgBET
4, 300 mg/kgBETIH, 1000 me/kgBETo AL R
2, FRNHOBERVWTRAS{BETHY, B5E
EOBGENYTLOEETIIZ VI L, Sl i34 83
BETLEEZHOLMLAILYIG, BEHREZ AR
5.

L O, LRI B TRIETREEN, MicsnT
A, RSB TREBEOFMEEEES X bR
FEN, FRICB N TRE LETE I, kg
BV ¥ ISR, NS BwTY
NERREESA LN, ZheOEEVTRLE
S R )i ¥ (o

ERELRESC RO IR
WIS

2) MCRIFTEE
(1) —fpikeg .
B X UHESAL, WFhoBTiEobhilrs

846

7=,

—fEREEECRWT, WFhoRELEE
hai:,

(2) #EHEE(Fig 3)

RERETT, FHEERE LUBTHEICBVWT, &8
SEEOMBHEERTVWThOMNEROFEILEE
EdAabhhdor,

(3) EHEE(Fg.4)

LEREH B & CIHRERICBVT, £REHEELY
WBHEEEATOTHOWNERDRERICDETERALL
nadot.

HEBMRIcBWT, 30, 1008 507300 mg/kg BET
HaEEEE ERTEEIFEETAL R o 7,
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Fig.1 Body weight of male rats in combined repeat dose and reproductive/developmental toxicity screening
test of 1,3,5-tris (2-hydroxyethyl) -1,3,5-triazine-2,4,6- (1 H,3H,5H) -trione by oral administration
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Fig. 2 Food consumption of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 1,3,5-tris (2-hydroxyethyl) -1,3,5-triazine-2,4,6- (1 H,3H,5H) -trione by oral
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Table 1 Urinary examination of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 1,3,5-tris (2-hydroxyethyl) -1,3,5-triazine-2,4,6- (1 H.3H 5 H) -trione by oral administration

Dose{mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Volume (ml) : Mean*S.D. 14.69+ 6.20 19.23 521 18.92 = 3.65 15.20 £ 3.55 1459 +6.71
Specific gravity:Mean+S5.D. 1.0525 £ 0.0175 1.0495 = 0,0120 1.0471 +£0,0084 1.0568 + 0.0097 1.0598 4 0.0129
Color ‘
Light yellow 12 12 12 12 12
pH
7.0 v} 4] 0 0 1
7.5 1 0 1 1 0
8.0 1 1 4 1 1
85 7 8 5 4 7
9.0 3 3 2 6 3
Protein
Negative 0 1 2 0 ]
10~20 mg/dL 2 5 4 3 0
30 mg/dL 5 4 3 2 7
100 mg/dL 5 2 3 7 5
Glucose -
Negative 12 12 12 12 12
Ketone body .
Negative 7 11 11 5 2
Slight 5 i 1 7 i0
Bilirubin
Negative 12 12 12 12 12
Occult biood
Negative I3 10 11 12 11
Trace Q 2 0 i} 1
Slight 0 0 1 0 0
Marked 1 ] 0 0 Q
Urobilinogen
Normal 12 12 12 12 12
Urinary sedinients
Epithelial cells
020 ceills/100 fields 10 12 10 9 11
21~100 cells/100 fields 2 ¢] 2 3 1
Erythrocytes
020 cells/100 fields 11 11 12 12 12
21~-100 cells/100 fields 0 1 0 4] o
201~500 cells/100 fields 1 0 0 0 .
Leukacytes
0~20 célls/100 fields 12 12 12 12 12
Casts )
Not observed 12 12 12 12 12
Crystals
Not observed 6 5 7 4
Observed 6 7 5 8
850
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1,35-h X (2-E FOx> > IFN)-135-HY T -2,4,6-(1H3HSH) - b UF 2

Table 2 Hematological examination of male rats in combined repeat dose and reproductive/developmental toxicity
screening test of 1,3,5-tris (2-hydroxyethyl) -1,3,5-triazine-24,6- (1H,3H5H)-trione by oral administration

i o

Dose (me/ke) 9 30 100 200 1000
Number of males 12 12 12 12 12
RBC (0YeL) ©  B483 473 8491 = 43.7 8433 = 359 835.7 + 320 #36.7 = 538
Hemoglobin {g/dL) 15.46 + 0.43 1567 £ 077 1554 - 0.66 15.35 £ 058 1539 £0.69
Hematocrit (%) 4600 £ 172 46.90 £ 262 4636 +2.29 4556 £ L84 4582+ 266
MCV (e 54.30 & 1.42 5527 £ 144 5500 % 1.95 5454 £ L.77 54.81 £ 1.55
MCH (e 18.25 - 0.69 18.45 = 0.59 1844 =+ 0.61 18.37 £ 0.69 1843 4 0.62
MCHC (g/dL) 3361 £ 0,53 3341 £ 040 3355+ 042 33.70 £ 048 33.62 £0.56
Flatelet (10Y/ul) 10075 £ 1184 99,74 + 9.39 100.69 + 6.93 95.00 £ 6.33 106.54 £ 8.76
Reticulocyte (%) 270+ 46 2804 4.8 26,5 +538 27.1 4.8 954 3.8
PT {sec.) 20,98 + 4.17 19.96 + 3.97 2094 £ 4.79 2033 +3.10 2050 £4.97
APTT {sec) 32.61 £ 455 30.71 £ 2,17 3157 351 3162270 3240 £ 450 .
Fibrinogen {mg/dL) 2275+ 221 2780 + 164 2265+ 176 2283+0.1 2172 £ 158
WBC (10°/) 708t 184 68.2 + 156 629+ 156 67.1 £ 183 © 66.8 4 194
Differential leukocyte (%) .
Lymphocyte 914 £ 44 915+ 3.8 910+ 49 90.7 4.1 90.8 + 5.2
Neutrophil 74 £4.0 7540 84447 84+36 84 +49
Eosinophil 0.8+08 05+07 0305 06+12 03+07
Basophil 0.0+ 00 00+00 0.0 £00 0.0 £ 0.0 0.0 £ 0.0
Momnocyte 0.4 £05 0508 03+05 0307 0505
Each value shows mean®S5.D.

Tabie3 Blood chemical examination of male rats in combined rep
screening test of 1,3,5-tris(2-hydroxyethyl)-1,3,5-triazine-

eat dose and reproductive/developmental toxicity
2.4 6-(1H3H,5H)-trione by oral administration

11

Dose (mg/kg) 0 30 100 300 1000
Number of males 1Z 12 12 12 12

AST (IU/L} 0A47£16.03 93.92+14.12 98,22+ 16.70 90.084:15.70 9006+12.32
ALT {u/L) 30.65+5.19 32224611 33.33%6.61 30.48%2.51 30.33253%
ALP (u/L) 316.93+70.40 316.90+46.91 312.46::46.92 316.17+69.79 30348+46.26
vGTP (IU/L) 1.133+0.217 1.254 +0.166 1.179x(.163 1.104+0.176 1.106+0.110
T-protein {g/dL) 5344017 535017 5.33+£0.19 538013 5.281+0.24 -
Alburin {g/al) 271810135 2.711:20.083 2,718+£0.082 2.73810.086 26980105
"A/G ratio 1.038+0.074 10310068 1044 10,044 10370051 10490067
T-bilirubin (mg/dL) 0.127+0.023 0.119+£0018 0.124 +0.019 0.119:+:0025 0.128:':0.024
BUN {mg/dL} 1743+1.63 18.13+1.06 17.50+1.67 17.07£1.21 19.24+2.80
Creatinine (mg/dL) 0.275+0.025 0.270%0.029 0.264+0.024 0.26340.023 .259+0.024
Glucase (mg/dL) 114.68+11.91 114.03::9.29 112.98+8.28 114.374:8.60 113.811+9.29
T-Cholesterol (mg/dL) 5L.62410.80 56.73:£11.50 49,73+15.49 56.21+11.91 419324892
Triglyceride {mg/dL) 32.33£15.68 320441243 31.44£12.99 4111844 38.60x17.56
Na {mEq/L) 146,53 £1.11 146.23 £0.90 146,34 +1.25 145.981+1.15 14620176
K (mEaq/L) 4.453+0.163 4.550::0.180 45720217 45320.188 4.527+0.203
Cl (mEq/L) 107.46+0.88 107.52-£0.87 107.72£1.50¢ 107.57+104 10753+ 140
Ca ' (mg/dL) 9.16+0.27 9.14:+0.21 9.18+0.29 918+0.21 9.14£0.19
Inorganic-p {(mg/dL) 7.34+0.56 741046 741£0.55 7.53+0.51 7.77£0.79
Each value shows meand:5.D,
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Tabled Organ weight of male rats in combined repeat dose and reproductive/developmental toxicity screening test
of 1,3,5-tris (2-hydroxyethyl) -1,3,5-triazine-2,4,6-(1 H,3H 5 H) -trione by oral administration

PRRAAY

Dose (mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Body weight ® 455.8+27.1 455.3£24.8 453.84+25.3 463.8+25.3 461.3::286
Brain {g} 2.072::0.087 2.12140.086 2.068::0.070 2.094 +0.076 208240073
(g%) 04560033 0.4684-0.028 0457:0.026 0.453 0025 0453+0.031
Pituitary (mg) 14.12+£1.96 14.63£1.25 13.981.17 | 14284167 13.81£2.06
{mg%) 3.09+040 3224023 3.00+0.23 3084030 2.99::0.50
Thyroids {mg) 19.40+3.82 19.34£3.89 1860193 20.57+3.74 18.25+3.97
(me%} 4.26£0.83 423067 4124053 443+0.79 3.99:£0.94
Thymus {mg) 310.96+78.25 317.95£91.18 268.244750 - 336.78+65.34 287.72463.50
(mg%} 67.98+16.47 69.88+-19.86 59.38+11.74 7255+13.18 . 6248::14.06
Heart ] 1.367+0.128 - 148040.127 1.435%0.198 1.45140.111 1440-+0.143
(g%} 0.298+0.031 0.324+0.022 0.315+0.032 0.314-£0.032 0.3130.026
Liver 1] 10.938+0.947 11.758+£1.310 11.519+1.316 11.658::0,949 119261672
(2%) 2.359+0.096 2.580+0.184 2.533%0.174 2515+0.151 2.5730.248
Spleen {g) 0.736 £0.099 0.798%0.111 0.8210.138 0.767%0.098 0.792+0.121
(£%) 0.161::0.021 © 017540020 0.182+0.026 0.166+0.017 0.1720.022
Kidneys (g) 2.944£0.226 3.003+0.229 3.062+0.247 3.063+0.193 3.07903M
&%) 0.649+0.053 0.66040.035 0.673::0.048 0.662=+0.040 0.668£0.058
Adrenals {mg) 54.024£7.21 57.68+8.79 57.93+6.62 55824631 54404661
{mg%) 11.90£1.76 12.66:: 164 12.78+£150 12.05:4:1.32 11834165
Testes 163] 330440252 3.206+0.259 3.3954:0.299 32760214 3.345£0.203
(%) 0.728+0.075 0.726:0.072 0.751 £0.074 0.708:0.050 0.727+0.053
Epididymides  (g) 0.683+0.207 0.704£0.182 0.65040.137 0.598-+0.130 0.683::0,212
(g%) 0.1514-0.046 0.15540.040 (.143+0.031 0.12920,028 0.148+0.053

Each value shows mean+5.D.
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1,3,5- b X (2- FAX Y TFIN)-1,3,5- b U T -246-(1H3IHSH) - MU AL

Table 5 Histopathological findings of male rats in combined repeat dose and reproductive/ developmenj:al toxicity
screening test of 1,3,5-tris (2-hydroxyethyl}-1,3,5-triazine-2,4,6- (1 #.3H,5H) -trione by oral administration

Dose {mg/kg) 0 30 100 300 1000
Incidence and grade NEA - + 243+ N A+ + 243+ N A+ + 243+ NAE +2+3NAX+ 2+3+
Findings
Heart [21® f1z]
i Cellular infiltration, histiocyte 8 4 4 0 0 0 844000
Lung {123 [12] .
Hemorrhage 12 0 1111000
‘ Liver [12] (12) {12} [12) (2]
Necrosis, focal, hepatocyte 111 10900120 iz 0 1z ¢ iz o
Microgranuloma 21055 000574300665 100 4871000573400
Spleen {121 {123 [12 [12] {12]
Hematopoiesis, extramedullary 12 0 9330008 44000933000 7552000
Kidney [12) [12}
Hyaline droplet, tubular epitheliom 8 4 4 0 0 0 844000
Frostate [12] 12]
Cellular infiltration, iymphoidcell 6 6 4 2 0 0 6 6 4 200
Harderian gland [12] ' (12
Cellular infiltration, lymphoidcell 10 2 2 0 ¢ 0 12 ¢

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

a) No abnormality detected.

b} Abnormality detected.

¢) Number of males examined.

Na remarkable changes were seen in the trachea, pancreas, salivary gland (sublingual and submandibular), esephagus, stomach, duodenum,
jejunum, iteum, cecum, colan, rectum, thymus, lymph node (submandibular and mesenteric), urinary bladder, testis, epididymis, seminal
vesicle, pituitary, adrenal, thyroid, parathyroid, brain {cerebrum, cerebeﬂum or medulla oblongata), spinal cord, sciatic nerve, eyeball, or
hone marrow (sternum or fernur).

Examined only for the liver and spleen in the 30, 100 and 300 mg/kg groups.
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i Table 6 Organ weight of dams in combined repeat dose and reproductive/developmental toxicity screening test of
1,3,5-tris (2-hydroxyethyl)-1,3,5-triazine-2,4,6- (1 H.3H,5 H) -trione by oral administration

; Dose (mg/kg) 0 30 100 300 1000
& Number of dams : 1 i 12 12 12
I Bodyweight  {g) 3385+18.1 34752181 355.6:+20.9 351.6+14.8 3493+16.0
!
[ Brain @ 1.951+0.060 1.935+0.043 1.953:£0,051 1.942+0.060 1.946+0.094
{g%) 0577 :0024 0.559:£.0.034 055140027 05530026 0.556::0.036
&
g
Pituitary {mg) 22214315 22184242 23194327 24.33+2.77 22714263
| (gl 6.55:0.72 6.390.65 6.554:0.98 6.91£0.70 851074
vE
1 ‘
g Thyroids (mg) 19.29+3.97 19.05+2.17 21771378 1800257 18.20+2.80
i (g%) 563108 5.50:£:0.70 616+105  514%085 5.21::0.78
i
T
£ Thymus {g) 204 46+56.14 234.73+67.93 249.35:+48.40 25342£54.08 2292347410
; {mg%) 60.08+15.52 67531022 . 70531568 72.08%1526 654042019
: Heart ® 1.04440.103 1.0664:0.081 1.119+0.076 1.088::0.099 1.049::0.058
i &%) 0.308+0.026 0.306£0.016 0.314:0.016 0.309:£0.030 0.301£0.023
k .
i§ Liver @ 132844 1.104 13.268::1.437 13.570+2.264 13.538::1.284 13.304:1.209
i &%) 3.931:£0.369 3.817:+0.340 3.824:£0.625 3.852:40.323 3.815+0.369
fa
¢
Spleen ® 0.693+0.116 0.7324:0.092 0.710£0.0%0 0.767:0.110 0.727:0.146
L (%) 0.205+0.029 0211+0.024 0.198::0.020 0.218:0.034 0.208+0.038
Kidneys @ 2003£0.159 1.978:£0.136 2.013:+0.133 2.003£0.208 2.048%0.211
(g%) 0.563+0044 0.571+0.044 0.566 0,034 0.571+0.055 0.588+0.062
; Adrenals {mg} 75.63:£7.99 83.82+9.39 83.48::14.63 79.03+8.28 78.52£12.25
(mg%) 2241+2.80 24.12+2.23 2363+4.61 2252+2.59 22.54+3.73
Ovaries {mg) 108.93+11.30 107.25+14.76 106.13+11.32 106.07£11.27 103231114
(mg%) 32.25%3.59 30.94+4.63 20.89+3.20 30.23:£3.50 29.65%3.66

Each value shows mean+5.D.
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Table 7 H1stopathologlcai fmdmgs of female rats in combined repeat dose and reproductive/developmental toxicity
screening test of 1,3,5-tris (2-hydroxyethyl}-1,3,5-triazine-2,4,6- (1 H,3H,5H) -trione by oral administration

Dose (mg/kg) ' 0 30 160 300 1000
Incidence and grade NepAb 2 4+ 243+ N A £ + 243+ NA £ + 2453+ N A £ + 2-'%3+ N A & + 2+ 3+
Findings

Liver n2* AP 117 123 A

Necrosis, massive, hepatocyte 12 0 111 01 00 120 12 0 120

Necrosis, focal, hepatocyte 1111000611110 0011110001022 0900012C¢

Microgranuloma 120 12 0 1110001100011 1000

Hematopoiesis, extramedullary 120 12 ¢ 120 12 0 10220900
Spleen [12] _ f12]

Hematopoiesis, extramedullary 0123810 2101540
Kidney [12] [12]

Vacuolization, urinary tubule nmi1iro0oo00 120

Cellular infiltration, lymphmdce[l 111100080 022000
Urinary bladder f12] [12]

Ulcer iiit.1000 1240

Hemorrhage, propria H1troo00 12 0

12 0

Cellular infiltvation, lymphoid cell, propria 11 1 1 0 ¢ @

Grade of histopathological findings; = :slight, +.mild, 2+ moderate, 3+ marked.
a) Mo abnormality detected.

b) Abnormality detected.

¢) Number of females examined.

No remarkable changes were seen in the heart, lung, frachea, pancreas, salivary gIand (sublingual and submandibutar), esophagus, stomach,
duedenum, jefunum, ileum, cecurn, colon, rectum, thymus, lymph nede {(submandibular and mesenteric), ovary, uterus, vagina, pituitary,
adrenal, thyroid, parathyroid, brain {cerebrum, cerebellum, or medulla oblongata), spinal cord, sciatic nerve, eyehall, Harderian gland,

bone marrow (sternum or femur}, or mammary gland.
Examined only for theJiver in the 30, 100, 2nd 300 mg/kg groups.

Table 8 Number of estrous cases and reproductive performance of male and female rats in combined repeat dose and .
reproductive/developmental toxicity screemng test of 1,3,5-tris{2-hydroxyethyl) -1,3,5-triazine-2,4,6- (1H3H,

S5H)-trione by oral administration

Dose (mg/k) : 0 30 100 300 1000
Number of fernales 12 12 12 12 12
Number of estrouis cases before mating (14 days)
MeantS.D. 3.6£05 3.1+09 3407 3.41+05 33+£08
Numhgr of pairs 12 12 12 12 12
-Number of pairs with successful copulation 11 12 12 12 12
Copulation index (%) * aL? 100.0 100,0 100.0 0.0
Number of conceiving days .
MeantS.D. ) 291448 2718 33408 A6E1.1 23%L1
Conceiving days 1-5 -1 11 12 12 12
Conceiving days =6 it 1 0 0 a
Number of pregnant females . 11 11 12 12 12
Fertility index (%) * 100.0 91.7 100.0 100.0 100.0
Nummber of pregnant females with live pups 1 11 12 12 12

a} (Number of pairs with successful copulation/number of pairs)><100.
b) (Number of pregnant females/ number of pairs with successtul copulation) X100,
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Table 9 Ohservation of pups in combined repeat dose and reproductive/developmental toxicity screening test of 1,3,5-
tris{2-hydroxyethyl)-1,3,5-triazine-2,4,6- (1 H,3H,5H}-trione by oral administration

Dose (mg/kg) 0 30 100 300 1000
Number of dams 12 12 12 12 12
Length of gestation (days} 22454052 22274047 22.25+0.45 22.0840.29 22.25+£045
Corpora lutea 182425 183432 17020 170+26 184434
Implantation scars 156+25 168+3.2 15.6%1.6 15.7+1.9 16.2£186
" Implantation index {9%) ¥ 36.5+129 922+8.4 92.0+7.3 92.8+6.9 8494+110
Gestation index (%)~ 100.0 1000 100.0 | H0.0 100.0
Pups born 14.7+3.0 159+3.3 14.8*16 A 148+17 168113
Stillbirths 03046 0,103 04+12 0.3+05 0.2504
Live pups barn 145428 158132 14.3%21 144%1.7 15612
Sex ratio © 115068 1.25+0.67 1.08+0.50 0.91+0.37 1.28+1.06
Delivery index (%) * 93.5+738 94.5::6.6 948445 94,3%5.1 97.7£29
Birth index (%) ¢ 92.11+8.1 944.1+7.0 92.2+10.2 §23+56 06.643.8
Live birth index (%) " 98.5+38 995+15 97.1+84 97.8+3.3 98.91+2.5
Live pups on day 4 of lactation 144429 156+3.1 14.3£2.1 143+£18 15.3+1.2
Viability index (%) 993424 989424 904420 988129 098.5+37
External anomalies (%)« 00+0.0 - 0000 0.0+00 0.0+0.0 0.0+0.0
Body weight of pups ()
Male Day ¢ 6.87iQ.55 6.691+0.42 6,74 +£0.58 6.73%0.38 65.87+0.38
4 10.93£1.50 1074 +1,20 11.14%£1.38 10.99+1.04 10.93£0.86
female Day 0 8.54+0.70 6.28+041 648+052 6.35+0.33 642£0.34
4 10.39+1.68 1.08+1.67 10.63%1.37 1043£1.09 10.45+0.65

Each value shows mean:tS8.D. per dam.

a) (Number of implantation scars/number of corpora lutea)?100.
<) Number of male pups born/number of female pups born.

&) {(Number of live pups born/number of implantation scars)}100.
g} (Number of live pups on day 4/number of tive pups born)x100.

866

16

bh) (Number of dams with live pups/number of pregnant dams}<X100.

d} (Number of pups born/number of implantation scars)><100.
£){Number of live pups horn/number of pups born}<100.

h) (Number of pups with external anomalies/number of live pups)><100.



