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Single Dose Oral Toxicity Test
of 1,3,5-Tris (2-hydroxyethyl) -1,3,5-triazine-2,4,6- (1 H,3H,5H) -trione in Rats
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1,35-F) A (- FOF xFN)-135- by 7o
24,6-(1H3HS5H)- MV 4 > 2T v MC1BEOHRS
L, TOEHIIOVWTRE LA, %5 8132000 mg/kg
TEAELL, LIT10008 X 05500 mg/kg & L7-. &
B L CHREGEHAAREEZET:. EROEHS
YRR B L.
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24,6-(1H3H5H)- V) F » D LDgEIX, & b 2000
mg/kgbl L& ZEZ N 5.
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1. #HEWHES L CRE

HEME D135 M) 2(2-e FOoF L xzFN)-1,35 F
VT Y r-24,6-(1H3H5H) - MY+ i, FERMAE
&K THh B[Lot No.00915-1, #EEE : 99.0 %, HEL
FTEMER ] AFHEI, Z8 - EXE4TORYE
1.7z

WY, EHBAKCERLCRELL. 28, 2,
208 X 07200 mg/mL OFRBIL, FiR - EXEETTT
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5. RHIERLASTRSBREPORBRYHBRE X HIE
LR, BBRYERE I CHERI Lo 7.

2. FHEME L URETRMA
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(SDYIGS]IZ# BEF ¥ — L X - UN—HISHBAL .
AFLI-BWE, SHEOREBMBL U ZOH%28R
DELHR % &, —REBLUERERBICRENR
DoNLo7-BMERST L. BESVIE, o
— I EHCTHELRBIIIST -5, BEAHBE
INEHOPEHREBIUFSEAFITE L 25 L5
58147 7.

Bix, =iH20~26 C, 8/E40~70 %, HITK 128
i (BBBH © FHT6BF ~FHR60F), HMRMmME12E /8512
FIRTWwWrMBZETHE L. BIE - LS B &
UESTHIORERBTIIAT L ARr — P2 H0nT
17 —=UH-N5RE TOMBNEATE L, BoUre
BAT VL AB Yy -5 AWCENESE L. Sk,

BERIFHE (CRF-1, #Y x> ¥ VEEBTEW) ¥ 8hIcE
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BAFBHICEBRS . 2750, BS0E»SES%
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135-F) A2-v Fudx Tz FN)-135- by 7P
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135t (2 Foxsxzs1)-135 k) 7 ¥ r246-(1H3H5H) -V ) 4 > o
7y MRV REROKRSHM - Al EENH SRR

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

E:3 ]

L35 M) AQ2- FOFSLFN)-1,35-FYT V-
24.6-(1H3H5H)-F VA > D5 9 b % AV 5 KEECHE
FEN - ERMRESHESRBET, BESW I+
SHEUEEBERHAT L L 010, BEBBYOETRESN
BIURBWORE BECRIZTEBIIOWTRI L
o BG5EIR, 1000 mg/kg ¥ BSARE L, PLF 300,
1008 L U300 mg/kg & L7z, #ERE LT (EEHEA)
RGEXRT 7. SHOGRDWHITHES 126 & L
7z,

1. RE#RSSM

BIZBCTHE, WIhoBE 5B L ORI E
DOENLNo T —fRiREE
MRFRERAE, MEECERERS, WRTE =g
EEBJURBHBYREARSETIE, H510L 55 kI
Ao hor-.

HIZBWTiE, WTFhoOBEE BB L UHAFEBIL R
WHNLdo . —fpIREE, KE, HES HBRFREE
SUREEETIE, B L AT LIZAL A 4o /-
WEMABFRE T, 1000 mg/kg BETHFIE - 3541 2 0
LS Al

2. ERWRESM

WEABARE T, B, WELE BE M,

IR, FE, BBIUABRCKRSIC A2 TiAL R,
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RGO, XEE, KEHEAN, SHREN S5
B, o8eikEE, MEkeE,
BFREBIUHERTIY, #5101 280140 hiep
o7z,
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FRELEEE, HTIZ1000 mg/kg#k5 L Th HHE
HEEIBOONEh ol b % 1000 mg/kg/day &
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HEPER L. RSRGEIER LS5 Hd ok
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2. FAEEBMS S URETRE
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(SD)IGSIZEHAF v — L 2 - YN—@Ar SEAL .
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3. ISR, BEHE, BEEH L UHRSIMN
BERERIE, BOHKSFBERLL. HFEBELTUL,
EEBEEOAFGV CTERYHIALEK) oL S 8T 4
AR-FTVEREEACT, BHEOKRS L. )
MER, BTIES5E A VIEBEERIIELEVEIEA
DEELHEEL L, 5mL/kg TEH L7z, MTIX, XK
A8 L UXESBFIRESAS 2 VIIRE AR AV
BlEBDHEZ, FRABSIZERO, 7, 148 L U521
BokhE?L, BAMBPIMETOROKEL L L,
5mL/kg TEI L /2.
#5%%B®@ﬁuﬁmtﬁmﬁ&féb hE&#
BHIXHEAT335~364 g, MEHT233~263gTdH -7z,
BREEX, ESy PRV EBEORSCLATF
WABRD (x5 BB : 0, 125, 250, 5008 & 11000
mg/kg) DRI VEELL. T4bb, BERWT
C MOBRICLBOOLNY, —MERE, #E, EHEB IV
HRICLBERALh b o/, 22T, LREBTIH,
1000 mg/kg ¥ JEAEL L, LTFARF3IC XY 300,
100BXU30 mg/kg & L7z, F7-, »1BE LTH&E&GE
FHEK)OAEMBEERSTABXRY . 1BEOBHY
¥, gEZAZT261E L. n
BRE5IEE, BECEXENI4BRE Z0#358/M0
AEt498BM & L, MCIIZCEST14 B, cRMMBT (&

Fl14B/@), #iEMMeBIUMEIAT TCOLE
40~46HEA L L7z, 4B, ZS5HBAZHS18LL
AN

4. HRHLURHRA
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(1) —REiRes

—EREB L CREOAEE, H5H - %01A26
EREZ L 7-.

(2) #EHE

&I, LEMI2ERE L.

(3) fRERERIE

S, TERABTI4AMB L UKEBRERTH
AR 2EPIE L.
(4) RRE

BREHMBRTHCRR -V AVWTHEE - BATT
SEFRICIRELL 7R (3BERIR) L 51 2V TSR - 8K
FTCABETRRLAZRCIBER) 26010 s %
GE LR CABRER) 20w, LUFOBREERKL
7.

3BFRIR | BRI, SEHiEE Lo pH, &AYE, 7
FofE, Fhok EULEy, #M, vyavy -4
viE, RRERBH (T o~R—n—1 H/F 7. ¥t
FENIREZBTRICRBEHITEE (US-2100, L
FW)EFHVTRELZ., RLER, tE*RitELReE
BTRBRICHEMET CRELL:. 28, #RIT, 44
OREHZEHITTo 72,

21BRRIR - HEX BRI L BITRIR L ESH (Y
Ry }-ID, W= )% BTHEL .

UBHR REZHRELEENSEH L.
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(5) MAEFIRE

BEBESORBIZNRY PAVESY—LF P T LADR
BEARSIC L AR T CRABRILOI =2 b—2 3y
KM EHEML, UTomEHERELEBL .

FRMMEHB(RBC), ~Eryav &, ~<hrsYv b
i, m/hiREs X AR (WBC) &, EDTA-2KMLHE
LMz 2w, £IEHE QMR 52 E (Sysmex
K-4500, YA A v 7 A EABVWTHELL. 25612,
FRHARMEFEH/RMCY), FHRiluzxkmeFEE(MCH) B
& MR IR & FRE (MCHC) ¢ i L7,

WMIRAMEREERIT, EDTA2KRBLAMEZ
Brecher#: i & W BEAEE L TRAT M4 FH 7 AIZ8®K
#, Giemsa B ER % /R L THEMEE T THRIMER 1000
B O@RFRB LKL .

BHmMRES®EIL, EDTA2KRBLAMEER T4 F
7A@k L, May-Giemsa R EiEAR T ER L THM
T CHMIRI00E % S L /.

7ubu ¥R (PT), EHEs tor K77
AFCEBEBAPTT)BI U747 /7~ 5 VigER,
313 %7 = BEF U A TEE, R L0BE(H4 T,
3000 rpm, 154#) L THmEIconT, BELLKES
FRIZE ) MEREAS T EE(I T /v Ay -0, =
) FAVTEE L.

(6) MEEALFERE )

M AR R O M & BRI 1 BE ABDAR 2> H FREX L 7=
ML & 5058 (94 T, 3000 rpm, 1553F) L TH7:
MFI>nT, LFomEEfbFERELERL-.

ASTIIMDH-UVi#E, ALTIZLDH-UVEE, ALPidp-=
Fa7 =) YEBREEE, yGTPELy7 V8 I V-3-
ANRFTA4-Z b 7o) FEEH, #£%&0 3 Biuret
&, BEYNVECREELTT Vo0 Lk, REER
o L7 —¥-GIDHiE, 7L 7F =3 2L7F=F
—¥ - F-DAOS¥, 7 Fo#iE~dxV ¥+ —+¥ - G6-
PDH, #2250 —n{iCOD-HDAQSE, bU S
)t 5 4 FIZGPO-HDAOS#, Calto-CPCiE, HEHY
Y IXPNP - XDHi%, Na, KB X UCHEA 4 v BIRERE
EILX Y, wInbA&tFEABIITES (AU 400, #Y
YINANFTHER) t HVTHIE L.

TV RBUREAES L UEASEE[ERKE
i, HEIESRXEEE(AES 310, ) U NAKEILE
EIr S, A/G(ZATI v /rar) ) i&a5EE
roEH L.

(7) SRBSLUBESEBAUT

WML L -8 % & ST s/ &IicEHiR L.
B (B, /NBE, HERE), TEME, FIRE, MR G
Frie, Refw, B, &I, #%%:b.,tm%%iﬁ:tiiiz%
BELAE., 7L, TEARBLIUBRKIREEIL, 20 %
BHRE L) CCIBEEZRRELL. ThoDdk
B, B, /%, MR, mER(ETR - TR, AE
B, TZiER, =B, Ok, 8, &5, &k, U
(T - BRI, BERt, #WE, AR, EEME #F
B, BEME BER N—V-BBIUEHIE - X
BBE) L & HI220 %rPMRERL <Y Y CRELL.

’



e g

1,35-FUR(2-E FOAF T FIV)-1,3,5-b VTP 2-2,4,6-(1HIHSH) - b YA

L, BEBIUVHBELKRI 77 1 TH2AMEBEE
%90 %7 Na-NICEEEL, BRIV T
TN k<Y »TCIRBEERZR20 %PHERE RV~
Y UKBEEL.
(8) RIPBRFIRE

FEBEE X U000 mg/kgBEICDWVWT, §8BE - A&
DOHERBHBERY YL, HEAGFEREXERL
7z, 1000 mg/kg 8 DO R A TR HEIEDR 2 6 U
121000 mg/kg BE D it DIRE CHBICESN S M AR 0 5
N7z7:%, 30, 1008 X U300 mg/kg ORI S L OFF
BizowTH Rz HREL 7.

2)

(1) —fiReE

—RREB LURCOFEL, K56 - Ho1820
B

(2) #AM

HEBIE, R5HEEPORKERZEG I THEE 1IN
BLL B, BEHA ER2EMCbL - THE SR
7o AIT IR E L CSERB FET L 2.

(3) #EHE

PREY, TEBMERT14 OB X OSBRI 18R
[Z2m, HFIREBRIPIEENRO, 7, MBLU21HIC,
FHEPIIMFOB X U4 I FhFAIE L.

(4) EHERT

WMESIY, XERMGART14 88T 1 B/IIC2E, 4
IREAMI PRI EGR2, 9, 16 B L U218, WFHMEP X
WE4RCEEL .

(5) KRAHLILME

REAB ML, MR TR T VREET T
2 AEAR > & BUMFRFE S & 72 s L 7.

(6) SIEIKEEDEIER

TR AR S, TRIREOREDFE, 7%
BTOWEAHE2 A2 5 F K258 0F6 100 T
BiTo7:. FRIIOBIZHBASET L TGS, €O
A*MEOR & L7,

(7) RSB ETICHB LG D - 180

R258 F CIo i L 2o 211X, ©— T IVERER
T THRABIR D O BUMEKIE S &= HICHR L7-.

(8) WEREOHMZ

BEmit, WERELHEE4B I TEARELL.
9) HBESUBETERAT

WE4B T — 7 IVEREE T CRE KB 6 Bl B3 &
BB L, EREB L UCHIREGEY B /- B
(KB, /Mha, ESE), TEE, FIRER, MR, OB M

B BRE TR BEBIUHEIESIAELE. -

22U, TEABIUHFIKBRESIE, 20 $PHE&RE RV
v CTIMBAEHHEL:. ThoDBER, i, &
&, M, R (ETR - TR, B4, 8§, T
Fe, 2285, 083, S8, &8, &, U B (T -
PR, BBt, F&, B, LER/ME, HEE, LEME,
fRER, N—F—I%, BH(WE - ARE)BIUHRE &
D220 %M E ALY Y TRELL. 2L, B

RIFZLS— LT AFE F - k=) > clREER20
%HHEE RN VIZHEE L.
(10) RIPHEFHRE

FEBEES L OF1000 mg/kg Bz oW T, SHE - A%
DOHE #EHBER R L, RBMAGERTSERL
7o, 1000 mg/kgBEDRE THEIZMAMNEMFED LN
7-7-%, 30, 1008 X U300 mg/kgBHENFRIZDVWT L
I IRA L /-,

3) PH#MOLRREEICRIZTE
14 BRE%RS L BEL R —BFATIHIKEASDYE
TRBXELL:. XEMBRI4B2EELLT, KB
AR T HETOEKRIBRAE L L.
RERZIIEHITIT—ERNITY, BERICHETFE
it it ALy TRRVELE LT, £T0R%
FROB & LCREL:.

4) REhth
(1) HEMOBRE
HERICBHERKE Y, FBEER FERHBLY
NEREOFETEZELL.
(2) R#HoER=R
BEIE, —REBIURCOFEYER ] DRE
L7,
(3) #kF|RE
hElE, HEORB(HAER)BLU4HICHEL .
(4) &z
H£HFBIY, WE4H I — FIVEKE T CEXERS S
FRILEE S - ICH R L 7.

5. HEEHREAN

BEHRMEILUTIOR LA E D10, HBELERSED
BICiTv, fBREEL5%E L.

*HE, BHEE, RE, RUE, LEFHRE, oAt
FRE, BEORMNEEL I UHNER, REBIH, K
EREANK, HIRME, HREEK, BRE BKE,
BHERY, BERE FERY, SHFE ROEHSE,
HMEE, WHEAAOEFRE, HEROIBDEFE,
HHB X UNEREOHBIERE, SHTPYHEL LIUR
HEREZEYES L. F0%, Bartlett#ick 2508
OREFITV, E/MOBEIIL—TREREIC L 5581
S EAT, BEL S Dunnett 2 L D470 72, — 7,
SR BOLNLH o IIGEE, MLEFALZ-T
BB E & B 54 (Kruskal-Wallis D#5E) 21T, AF
% S I EHERL % FIF L7z Dunnett IOBREEIZ L DT o
7=

RRE, THREBIUHERIT, PREICL VT
VAR :
LB, HFEMEFBREICBVT, 1000 mg/kg B THE
HHEHEBIFTR ENBOAEE IOV T REEZER
U712 BT B AR O BESEIIZ DWW T, MREEL O
BERILLE % EEOMER: % FIA L7z Dunnett DR E L %
HWTiTo 7.
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RERSSMH - AMRESHHAER

&R

1. RERS5SEMH
1) BRIV

(1) —frikeE
BB X UL, WTFROBETOLTIOLN Do
7=,

—RERBEHEILBWT, WTFhoBE bR IIAbN
Ao/,

(2) thEHB(Fig. 1)

BEHREGBLL, HBELEXTOWThOPEROKE
KOEEERAGNH o7
(3) #HMHE (Fig. 2)

EHREHLL, HBELETOThOBER DEM
BV EEZERAOCK -7,

(4) R#RZE(Table 1)

EHRERLL, HBHIESTREBIUVRECAE
ZlIAROhLhol:.

&R, pH, BEBHE, 7F9#, &k, vyre
v, M, vuvy -4 Broitisit, SRS
AT L IZIIFBETCH - 7.

(5) MAFHE (Table 2)

FREREL, HBELIEXTOWTROBEEDIC)
HEZZRON 257,

(6) IMAELFRE (Table 3)

BIGHED, HBELENTOFROBEEDICS
HEEEIROh o,

(7) =

MEEEETIX, KRR ARSI EAE
M7z, 30, 100, 3008 £ 051000 mg/kg Cit,
bEBEEIAON o7
(8) ZREEE (Table 4)

HABRHDOEEICBWT, ZFIRGEL LBEL BT
FEIAGN G2 o1,

FEEEICBWT, ERGHL OMBRLETHT
hd)ﬁ'ﬁh‘z‘siU*Eﬁigkb?ﬁ‘%‘?éli&%h&#of
(9) RIBHRFRE (Table 5)

B : B84 25 A30 mg/kg BET 361, 100 mg/kegBET
4%, 300 mg/kgB T34, 1000 mg/kgBETSH AL N
2h, ERNOORBRVWTRDICEETHY, B5E
&@B&ﬁﬁ;vﬁ‘z'é’LbHEﬁfti&Vut 41L& 1 4 448
BHTOEEIDOONDLIENS, BRIFRLELSR
5.

ZOpizid,
Hi i A%,
FHED, BRICBWCREE ERFHBS, B
WKBWTY 7R RS, N——BRIZBWTY »
NEHBREEAS NN, ChLOEITVTRLE
LN [ ] i (R

EEIATI B A S
AN BF ('

LRI B THEZRBENS, icBnT

2) MICRIZTHE
(1) —mRE
LT B L UERFNL, WThoBETHRBOONL o
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FFIC B CIRB O FFFAEIE B X U/NE

7=,

—fERBEHEICB VT,
g AN
(2) w%&EKEZ(Fig.3)

ZECBILEET, MCIRMAR S L UMESBIC BV T, &£
5HOMHBHEESTOThOMEAOREIZLEE
EiFLAohhhoi.

(3) #BEEE (Fig. 4)

RECHEHT S L CFRBEICBWT, SR5HL b
EELERTOUTNOHER0BEHEICOFEEZEIIAS
Nixdroi-.

WHEPEFICBWT, 30, 1008 L 07300 mg/kg#HT
BRI ERTBEBIFEERAC R 2o /.
1000 mg/kg 8 T3, HEHELHETHEFL4BICEBEED
BFELBHESALNT:.

(4) E&

WIhOFEL LREITALR o7,
(5) 2BEEE (Table 6)

HRBOHEEBEIIBWT, SIR5HL HBRE LT
HEERAGN o T,

BEERICBWVT, FRSHL OMBHELETVT
NOBHBICHNEEBCOATEZIAOR RS /0.
(6) RIZHRFFRRE (Table 7)

PR, . BESLE AT 1000 mg/kgBET2BA L.

Fofbicid, FRIC BV CITRILE#EE, REMHD
FFAREERE B & ORU/NASIESDS, MIRIC3B\VCRisEn
A, FRICBV TRBEERS LUV v LR E
A, BRICBWUEE, MEEABICBT A HMB LU
HEEFBICIB A U HREBEREEALNA, O
NODEIINBHETCORAFTEEZINLIELTHAH
L, HIVRHBETOAREDLRTWVWIETHSH T
L, LR FNSORBEIIBEL - XTEN 2V
L, BREMAENLEHEINS.

WINDEL L REFIRIALR

2. EWREHM
1) EHYOEBRECRIITHE
(1) ZEY, TREHLUDHAE (Table 8)

KB ORS AN (14 BE) nRERZE, SF5H
EbIBEE L THEERIA N LD o7,

TRAFEANL, SH5HEOMBRLOMICEES
FEN S R Y TS
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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- (1H,3H,5H)-trione by oral
administration
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3 Body weight 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- (1H,3H,5H) -trione by oral administration
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Fig. 4 Food consumption 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
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Table 1 Urinary examination of male rats in combined repeat dose and reproductive/developmental togigity )
screening test of 1,3,5-tris (2-hydroxyethyl) -1,3,5-triazine-2,4,6- (1H,3H,5H) -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+5.21 18.92 £3.65 15.20 % 3.55 1459 +6.74
Specific gravity:Mean+S.D. 1.0525 £ 0.0175 1.0495 + 0.0120 1.0471 £ 0.0084 1.0568 £ 0.0097 1.0598 + 0.0129
Color »
Light yellow 12 ' 12 12 12 12
pH
70 0 0 0 0 1
75 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 . 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 1 1 7 10
Bilirubin
Negative 12 12 12 12 12
Occult blood ’
Negative 11 10 11 12 11
Trace 0 2 0 0 1
Slight 0 0 0
Marked 1 0 0 0 0
Urobilinogen
Normal 12 12 12 12 12
Urinary sediments
Epithelial cells
0~20 cells/100 fields 10 12 10 9 11
21~100 cells/100 fields 2 0 2 i 3 1
Erythrocytes
0~-20 cells/100 fields 11 11 12 12 12
21~100 cells/100 fields 0 1 0 0 0.
201~500 cells/100 fields 1 0 0 0 Y
Leukocytes )
0~20 cells/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
850
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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-2 4,6- (1 H,3H,5H) -trione by oral administration

Dose (mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
RBC (10*/xL) 848.3 +47.3 849.1 + 43.7 8133 + 359 835.7 £ 32.0 836.7 + 53.8
Hemoglobin {g/dL) 15.46 + 0.48 15.67 + 0.77 1554 + 0.66 15.35 + 0.58 15.39 + 0.69
Hematocrit (%) 46.00 + 1.72 46.90 + 2.62 16.36 + 2.29 45.56 + 1.84 45.82 + 2.66
MCV (emd) 54.30 + 1.42 55.27 + 1.44 55.00 + 1.95 54.54 + 1.77 54.81 + 1.55
MCH pg) 18.25 + 0.69 1845 + 0.59 1844 + 0.61 18.37 + 0.69 1843 + 0.62
MCHC (g/dL) 3361 +0.53 3341 + 0.40 33.55 + 0.42 33.70 + 0.48 33.62 + 0.56
Platelet (10*/L) 101.75 + 11.94 99.74 + 9.39 100.69 + 6.93 95.00 + 6.38 106.54 + 8.76
Reticulocyte (%) 270+ 4.6 280+ 4.8 265+58 27.1+418 254 + 38
PT (sec.) 20.98 + 4.17 19.96 + 3.97 20.94 + 4.79 20.33 + 3.10 20.80 +4.97
APTT (sec.) 3261 £ 4.55 30.71 + 2.17 3157 £ 351 3162 +2.70 3249 £4.50 .
Fibrinogen (mg/dL) 2275+ 22.7 228.0 + 164 2265+ 176 2283 + 9.1 2172 £ 158
WBC (10%/pL) 70.8 + 184 682+ 156 629 + 156 67.1 £18.3 66.8 + 19.4
Differential leukocyte (%)
Lymphocyte 914 * 44 915+ 3.8 91.0 + 4.9 90.7 + 4.1 90.8 +5.2
Neutrophil 74 +40 7.5+ 4.0 8447 84+36 84+4.9
Eosinophil 0.8 £ 08 0.5+ 0.7 03+05 0612 03+ 0.7
Basophil 0.0+ 00 0.0+00 0.0 +0.0 0.0 £ 0.0 0.0 + 0.0
Monocyte 04 +05 05+ 08 03+05 03+07 0.5+ 0.5

Each value shows mean+S.D.

Table 3 Blood chemical 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,5H) -trione by oral administration ‘

Dose (mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
AST (Tu/L) 90.47+16.03 93.92+14.12 98.22+16.70 90.08+15.70 90.06+12.32
ALT (Tu/L) 30.65+5.19 3222+%6.11 33.33+6.61 3048+2.51 30.33+5.39
ALP (Iu/L) 316.93+70.40 316.90+46.91 312.46+£16.92 346.17+69.79 30348+16.26
v-GTP (Tu/L) 1.133+0.217 1.251+0.166 1.179+0.163 1.104+0.176 1.106+0.110
T-protein (g/dL) 5.34+0.17 5.35+0.17 5.33+0.19 5.38+0.13 5.28+0.24
Albumin (g/dL) 2.718%0.135 2.711%0.083 2.718+0.082 2.738+0.086 2.698+0.105
A/G ratio 1.038:+0.074 1.031+0.068 1.014+0.044 1.037+0.051 1.049+0.067
T-bilirubin (mg/dL) 0.127+0.023 0.119+0.018 0.124+0.019 0.119:+0.025 0.128.*:0.02/1
BUN (mg/dL) 1743+1.63 18.13+1.06 17.59+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 0.263+0.023 0.25940.024
Glucose (mg/dL) 114.68+11.91 114.03+9.29 112.98+8.28 114.37+8.60 113.814+9.29
T-Cholesterol (mg/dL) 51.62+10.80 56.73+11.50 49.73+:15.49 56.21+£11.91 49.324+8.92
Triglyceride (mg/dL) 32.33+15.68 329411243 31.44+12.99 411.11+844 38.60+17.56
Na (mEq/L) 14653+ 1.11 146.23+0.90 146.34+1.25 145.98+1.15 146.20+1.76
K (mEq/L) 4145310.163 4.550+0.180 4.572+0.217 4.532+0.189 4.527+0.203
Ci (mEq/L) 107.96+0.88 107.52+0.87 107.72+1.50 107.57+1.04 107.53+1.40
Ca ' (mg/dL) 9.16+0.27 9.144+0.21 9.18+0.29 9.18+0.21 9.14+0.19
Inorganic-p (mg/dL) 7.34£0.56 741+046 7.41%0.55 7.53+0.51 7.77+£0.79

Each value shows mean+S.D.
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Table4 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,5H) -trione by oral administration

Dose (mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Body weight & 455.8+27.1 455.3+24.8 453.8+253 463.8+25.3 461.3+286
Brain @® 2.072+0.087 2.121+0.086 2.068-+0.070 2.094 +0.076 2.082+0.073
(%) 0.456+0.033 0.468+0.028 0.457+0.026 0.453+0.025 0453+0.031
Pituitary (mg) 14.12+1.96 14.63+1.25 13.98+1.17  1428+167 13.81%2.06
(mg%) 3.09+040 3.22:£0.23 3.09+0.23 3.08+0.30 2.99+0.50
Thyroids (mg) 19.40+3.82 19.34+3.89 18.60+1.93 20.57+3.74 18.25+3,97
(mg%) 4.26+0.83 4.2340.67 4.12+0.53 443+0.79 3.99+0.94
Thymus (mg) 310.96+78.25 317.95+91.18 268.24 +47.59 336.78+65.34 287.72+63.50
{mg%) 67.98+16.47 69.88+19.86 59.38+11.74 72.55+13.18 - 62.48+14.06
Heart ® 1.367+0.128 1.48040.127 1.435+0.198 1.451+0.111 1.440+0.143
&%) 0.298+0.031 0.324+0.022 0.315+0.032 0.314+0.032 0.313:£0.026
Liver ® 10.939:+0.947 11.758+1.310 1151941316 11.658+0.949 11.926+1.672
(&%) 2.399+0.096 2.580+0.184 2.533+0.174 2.515+0.151 2.578+0.248
Spleen @ 0.736+0.099 0.798+0.111 0.821+0.138 0.767+0.096 0.792+0.121
(&%) 0.161:+0.021 0.175+0.020 0.182+0.026 0.1660.017 0.172%0.022
Kidneys (g 2.944+0.226 3.003%0.229 3.062+0.247 3.063£0.198 3.079+0.304
(&%) 0.649+0.053 0.660+0.035 0.673+0.048 0.662+0.040 0.668+0.058
Adrenals (mg) 54.02+7.21 57.68+8.79 57.93+6.62 55.82+6.31 54.40£6.61
(mg%) 11.90+1.76 12.66+1.64 12.78+1.50 12.0541.32 11.83+1.65
Testes ® 3.301+0.252 3.296+0.259 3.39540.299 3.276 0214 3.345+0.203
(g%) 0.728+0.075 0.726+0.072 0.751 +0.074 0.708 +£0.050 0.727+0.053
Epididymides @ 0.683+0.207 0.704 £0.182 0.6500.137 0.598+0.130 0.683+0.242
(&%) 0.151+0.046 0.155+0.040 0.143+0.031 0.129+0.028 0.148£0.053

Each value shows mean+S.D.
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Table 5 Histopathological findings 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

Dose (mg/kg) 0 30 100 300 1000
Incidence and grade NA" £ + 243+ N A £ + 2+ 3+ N A £ + 243+ N A & + 2¢3+ N A = + 2+ 3+
Findings

Heart {12)¢ 121

Cellular infiltration, histiocyte 8 44000 844000
Lung (12} {12]

Hemorrhage 12 0 1111000
Liver [12] [12} [12] [12] (12

Necrosis, focal, hepatocyte 1111000120 12 0 12 0 12 0

Microgranuloma 21055 005743006 6510048710057 3 400
Spleen {12} {12} - {12) [12] (12}

Hematopoiesis, extramedullary 12 0 9 330008 4 40009 3300027552000
Kidney {12] [12

Hyaline droplet, tubular epitheliuom 8 4 4 0 0 0 844 000
Prostate [12] (12]

Cellular infiltration, lymphoidcell 6 6 4 2 0 0 6 6 4 200
Harderian gland [12} ’ [12]

,‘J Cellular infiltration, lymphoidcell 10 2 2 0 0 0 12 0

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

a) No abnormality detected.

b) Abnormality detected.

¢) Number of males examined.

No remarkable changes were seen in the trachea, pancreas, salivary gland (sublingual and submandibular), esophagus, stomach, duodenum,
jejunum, ileum, cecum, colon, rectum, thymus, lymph node (submandibular and mesenteric), urinary bladder, testis, epididymis, seminal
vesicle, pituitary, adrenal, thyroid, parathyroid, brain {cerebrum, cerebellum or medulla oblongata), spinal cord, sciatic nerve, eyeball, or
bone marrow (sternum or femur). :

Examined only for the liver and spleen in the 30, 100 and 300 mg/kg groups.

ol
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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 otal administration

Dose (mg/kg) 0 30 100 300 1000
Number of dams 11 11 12 12 12
Body weight ® 3385+18.1 3475+18.1 355.6420.9 3516%14.8 349.3+16.0
Brain ® 1.951+0.060 1.935+0.043 1.953+0.051 1.942+0.060 1.946 +0.094
(&%) 0.577+0.024 0.559+0.034 0.55140.027 0.553+0.026 0.556 +£0.036
Pituitary (mg) 22214315 22.18+242 23.19+3.27 24.33%2.77 22.71+263
(mg%) 6.55+£0.72 6.39+0.65 6.55+0.98 6.91+0.70 6.5140.74
Thyroids (mg) 19.29+3.97 19.05+2.17 21.77+3.78 18.00%2.57 18.20+2.80
(mg%) " 568+1.08 5.5040.70 6.15+1.05 5141085 5.21+0.78
Thymus (mg) 204.46+56.14 234.73+67.93 249.35+49.40 25342+54.08 229.23+74.10
(mg%) 60.084+15.52 67.53:+19.22 - 7053+1569 72.08+15.26 65.40%20.19
Heart @ 1.044+0.103 1.0660.081 1.11940.076 1.088+0.099 1.049+0.058
&%) 0.308+0.026 0.30640.016 0.314+0.016 0.309-0.030 0.301 +£0.023
Liver @ 13.284+1.104 13.268+1.437 13.570+2.264 13.538+1.284 13.304+1.209
&%) 3.931+0.369 3.817+0.340 3.824 +0,625 3.852::0.323 3.815+0.369
Spleen @ 0.693+0.116 0.732+0.092 0.710+0.090 0.767+0.110 0.727+0.146
(&%) 0.20540.029 0.21140.024 0.198+0.,020 0.218+0.034 0.20840.038
Kidpeys @ 2.003+0.159 1.978+0.136 2.013+0.133 2.003:0.208 2.048%0211
&%) 0.593+0.044 0.57140.044 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 21.12+2.23 23.63+4.61 22524259 2254+3.73
Ovaries (mg) 108.93+11.30 107.25+14.76 106.13+11.32 106.07+11.27 103.23+11.14
(mg%) 32.25+3.59 30.94+4.63 29.89+3.20 30.23+3.50 29.65+3.66

Each value shows mean+S.D.
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Table 7 Histopathqlogical findings 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

Cellular infiltration, lymphoid cell, propria 11 1 1 0 0 O

Dose (mg/kg) 0 30 300 1000
Incidence and grade N-AY+ +2+3+ N A £ + 2+3+ N A + 2+3+ N A + 2+3+ N A £ + 2+ 3+
Findings

Liver (121¢ (12] [12] [12]

Necrosis, massive, hepatocyte 12 0 111 01 00120 12 0

Necrosis, focal, hepatocyte 111100011110 00111 0 00102 2 0 00120

Microgranuloma 12 0 12 0 111 0001111000111 0

Hematopoiesis, extramedullary 12 0 12 0 12 0 10 2 2 0
Spleen [12] (12}

Hematopoiesis, extramedullary 0123810 210154140
Kidney [12] [12]

Vacuolization, urinary tubule 1111000 120

Cellular infiltration, lymphoidcell 11 ! 1 0 0 022000
Urinary bladder [12] {12}

Ulcer 111000 12 0

Hemorrhage, propria 1111000 12 0

12 0

- Grade of histopathological findings; 3-:slight, +:mild, 2+ moderate, 3+ marked.
a) No abnormality detected.
b) Abnormality detected.
¢) Number of females examined.
No remarkable changes were seen in the heart, lung, frachea, pancreas, salivary gland (sublingual and submandibular), esophagus, stomach,
duodenum, jejunum, ileurmn, cecum, colon, rectum, thymus, lymph node {(submandibular and mesenteric), ovary, uterus, vagina, pituitary,
adrenal, thyroid, parathyroid, brain (cerebrum, cerebellum, or medulla oblongata), spinal cord, sciatic nerve, eyeball, Harderian gland,
bone marrow (sternum or femur), or mammary gland.
Examined only for thediver in the 30, 100, and 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 screening test of 1,3,5-tris (2-hydroxyethyl)-1,3,5-triazine-2,4,6- (1H3H,
5H)-trione by oral administration

Dose (mg/kg) 0 30 100 300 1000

Number of females 12 12 12 12 12

Number of estrous cases before mating (14 days)
Mean+S.D. 3.6£0.5 3.1+09 34107 3.4+0.5 3.3+09
- 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+S.D. 2.9+09 2716 33+0.8 26+1.1 23%1.1
Conceiving days 1-5 1 11 12 12 12
Conceiving days 26 0 1 0 0 0
Number of pregnant females ' 11 11 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) (Number of pairs with successful copulation/number of pairs)X100.
b) (Number of pregnant females/number of pairs with successful copulation) X100.
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Table 9 Observation 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- (1H,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) 22451052 22.27+047 22.25+045 22.08+0.29 22254045
Corpora lutea ) 18.2+25 183+3.2 17.0+2.0 170£26 184+34
Implantation scars 15625 16.8+3.2 156%1.6 15.7+1.9 16.2£1.6
Implantation index (%) ¥ 86.5+129 922194 92.0%7.3 92.8+6.9 894+11.0
Gestation index (%) *> 100.0 100.0 100.0 100.0 100.0
Pups born 14.7+£3.0 159433 148%16 148+1.7 158+1.3
Stillbirths 0.3%0.6 0.1£03 04+1.2 03%05 0.2+04
Live pups born 14.5+28 158+3.2 14.3+2.1 144117 15.6+12
Sex ratio ¢ 1.1530.68 1.25+0.67 1.08+0.50 0.91+0.37 1.28+1.06
Delivery index (%) * 935478 945+6.6 94.8+4.5 943151 97.7+£29
Birth index (%) ¢ 92.1+8.1 94.1+7.0 92.2+10.2 92356 96.6+3.8
Live birth index (%) * 98.5+3.8 99.5+1.5 97.1+84 97.8+33 98.9+25
Live pups on day 4 of lactation 144+29 156+3.1 143121 14.3+1.8 153+1.2
Viability index (%) ¢ 99.3+24 98.9+24 99.432.0 98.8%+2.9 98.5+3.7
External anomalies (%)s. - 0.0+00 - -0.0+£0.0 0.0+0.0 00100 0.0+0.0
Body weight of pups (g)

Male Day 0 6.87+0.55 6.69+042 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 10.93+0.86
Female Day 0 6.54+0.70 6.28+041 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

Each value shows mean®S.D. per dam.
a) (Number of implantation scars/number of corpora lutea)x100.  b) (Number of dams with live pups/number of pregnant dams)}100.

¢) Number of male pups born/number of female pups born. d) (Number of pups born/number of implantation scars)X100.
) (Number of live pups born/number of implantation scars<100. f) (Number of live pups born/number of pups born)x100.
£) (Number of live pups on day 4/number of live pups born)X100.  h) (Number of pups with external anomalies/number of live pups)<100.
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