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Single Dose Oral Toxicity Test of 2,4-Diamino-6-phenyl-s-triazine in Rats
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Fig. 1 Body weight changes in rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine
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Tablel  Mortality and LDw values in rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine
Group Number Number of dead animals on day Total number 1. Do (mg/lkg)
Sex and dose of of [95 % confidence limits]
(mg/kg) animals 1 2 3 4 5 6 7 8 9 10111213 14 15  dead animals
] 5 6 ¢00CCO0OO00OO0CO0D0O0D0D0O0 0
250 5 000000O0O0OO0CO0OCOO0OCO OO0 0 933"
Mal 0 0 0
ale 500 5 90000 0C 0 00O0O0CO0TCO0 (583~ 1494]
1000 5 02010¢000O06O0O0CCCO0OO0 3
2000 5 001101 0000CO0O0CO0CCO0O0 3
0 5 0 000O0O0O0CO0CO0O0CGDO0OO0OCD0OCO 0
250 5 0 6C000CO0C0GO0OO0O0O0CO0O0C0 0 12319
Female 500 5 ¢ ¢ 00060000 O0CO0CD0O00D00 0 (838~ 1808]
1000 5 00t 00O00CQ0GCO0D0D0O0O0O0OQ0 i
2000 b 3100606 00000000 4

a):Van der Waerden method.
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Combined Repeat Dose and Reproductive/Developmental Toxicity
Screening Test of 2,4-Diamino-6-phenyl-s-triazine by Oral Administration in Rats
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E, HEFEDIUFEROMKIZ oW TREREICL Y,
FEREHR, WAy kUM BAFFRIZ-O W Tt Wilcoxon @
EEAMEEILL Y, FEERZEC >V T Mann-
Whitney @ UifsE 2 & 0 3 BEEE & £S5 FM O LB EAT

s, WTROESLEEKELIBLUS %ELL,

218, %"ri hﬁ%'s"&ﬁﬂ%{ﬁkow“(ii—ﬁﬁﬁﬁ‘(ﬁ&ﬂ
L s

e
1. REHRSSEHE

A1) iR

BT, 100 mg/ke O 15425188 @?i".iibﬁu b
HEEBHOETB I UEETER»2 L, 521 00%
SRITIEC- L7z, 20 mg/kg DT OBTH, RO
B, ~RRBCLIEREFD O NE o7,

#CE, 100 me/ke HO IAAELIR22 B O 581058

33

L. ZoED, 100 me/kgBEOR0 1HTHE, TE
IR LHME (MF4AH) TR OR THEEIEDS
niz. 20 mag/kg LUFOBTHE, BTOEEELE L, —
BRECAEEZD o htdor:. &8, 20 mg/ke
Bo2615 L U100 mg/keBED 7RI, HFIHETloge
BT L2z, Esim L 7.

2) {RE(Fig. 1) _

BT, 20 mg/kgl Eo# TSN @ L THE
DRI F 72 E OB R SN, F B O
EMNEIAELEMEERLA.

BT, 100 mg/kg BETREMOT S M P ORT 4
BLUSHICHEMAEF RSN Fio, HIEBIT
W& 8 4 C 13 20 mg/kg PE OFF THEORIIH
7ok E OBEHERD Sl

3) EAS

HETIE, mmymuiwﬁffﬁmﬁhﬁ}#&E
N, T, BELLY, LEHBETHEOREEIC
HEERLS L.

T, 20 mg/kg D kOB THS IR AS
N, ok, BELLYF, BE40C3EERS LL.
% #3, 100 mg/kgBE TS 8~ 15 H \C M0 &
iz, TOEPAEHBOLZVWERHERELT, 4
mg/ kg B CILRE 21 USRS & vz,

4)  MEEARE (Table 1) .

100 mg/kg B CRMEBRKB LN 2 Y v MEDOH
DSHLEIIMCHE X UMCHC oIy s i, *
7z, 100 mg/kg BECHMAWRRMDERE L BML 4. & B,
20 mg/kg BB T MCHOBINARELS b L/,

5)  MGRE{LFRE (Table 2)

100 mg/kgBFC7 73 ¥, A/GH, GOT, GPT, #
aVAFU-, Y YIRES LURY Y LY ok
BT PYZYETAF, FRUDABITHTY VLD
WAPED b, ZoiEd, 20 mg/kgBTGPT, 7
WHAIETARTT - EBLUS LT F = DRPH
HHRIH, VRS EEEELERHHEANOETH

af.

6) BEEE(Table')

HETHE, 100 mg/kg BECRIROMN B L UTHAEED
B SR, RS L TRIEOEY S & U
Ei®ﬁm1fﬁﬁMMﬁﬁﬁb%ﬂt %oﬁﬁﬁf
i, 100 mg/kgﬁfﬂﬁ.ﬁ@ﬁﬁﬁﬁig@ﬁ}ﬁ, 7,020
mg/kg BT, BiR, BT, BEBIUHELGOM
MEFOHEI, 100 mg/keBE T, LR, W, B W
%b:Uﬁ%L@@ﬁﬁﬁ;@%Mﬁﬂbeﬂi

T, 100 mg/kgﬁfﬂmo)ﬁﬁggo)féimﬁ‘-”b £y
ni-. Lo
ZoEdy, BEHEO 72‘«\4%’;%9@%’!!: & L,.'C; 4
mg/kgFHOHETRE O ER O, 20 me/kgfED,
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I igl "Meap'b:édy weight (':.ha,nges‘of rats treated orally with 2,4diamino—ﬁ—phenyl—s—triaziné in the combined

repeat dose and reproductive/developrmental

B T O B F U BEEOHEAIERD b/,

7 agFmR. .. - |
BSMERTROROMRTE, BB LU EE
DEMAHEECEREN2E LU, LR
B SE SRR, 43 L0100 me/ke BT ERERI,
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toxicity screening test

1BIU2AFD LN o
HWE4HOHEQLHUBRTH, BROKHEEBIUCET
DKAEEENI0 mg/ke & IFBD R, -
CFECHI O T, 100 meglke O 1 BITIR B ERED
Rt s, B L UEB IR, WROBRS LU
b 5 CIBOEFT I A S, 100 mg/kg B
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I1ATIREEROERER, KEWCL2BE0BME X
UMgOZESEF R b,

IECOHFY S L UREFAOHRE TR, »ihi
EEEEDO Lo

8) fRIBMEMSRE (Table 4)

100 mg/kg BOHESPI B X OME 76 TANERLEDRT
MORANEZD b, Z0lEh, HETIEREE, 4
BLUFI00 mg/kgHn ], 18X UIBITHEL
FOBTAFE, SBEOFHCHEEDERNALRN,
BEOERBIEALNA D bO IFTIER EEEERD
BFORS B L Feell debris b O b7, BT,
100 mg/kg D 1P TEED L UHHEOBIT EEOEM
PHRON, AHCHBREEORME LEOFEEMEES
LUARDES FNTHE 1RO LN, B, #
THEATEREE, 208 L 100 mg/kgHE0FhEFNL, 38
L1 THRDEFEIRD bRz,

FETHITH, 100 meg/kgBEOHE1H T REGOMSEES
B 5B T REQMIIERE L L AR
B, MEOWL A, MoKE, BEOER, RIROES
BLUHMm, HIMTREOUS A, HiokE, BRED
BB L UHBOHEFEIED b,

2. HFERELSH
1) HEHEHEEE (Tabie 5)
HRAME T, SE S RIEEEDL I URBEBIC
BOTHBELOMICERTD N Ld or.
EFERNBRETIE, EHLITTORATERENAL
NAZAS, ABEEEE L UF100 me/kgE0 & 1HIBARHETH
2/, LizdtoT, ZRFEEHELL100%, =B
ST EREE, 4, 2045 X UF100 me/kg BETHFREFNIL67,
100, 1008 L U01.67 %THb, HBELEHEL OB
HEEBEO LN oM. Th, TRWEHRKIIBWTY,
MIBFEL AR OMIZEETZD SRk orz.

2) DB IUWE RS VLHERDBIEE (Table.6)

SIEOBAETIE, 100 meg/keBEo 26 CHHER O
ROMEBLFREBOTRRELR LIS SN, HIZ,
100 mg/kg B TRREFEOHMB L NI ) HERD
wAy, HEFERKEORIVED LN, ZDiED,
4 mg/kgBETIHREREOEMP A LD, 20 mg/kg B
THEBROELEED ool bt BT
fkEeEz Ond. HIRAM, HER SRR BER
o, TR, HEEBIUNEEOBETHERED
AEFEL OEICERBO bNLd ol FTERONER
FEIBwTH, SHLIBEEIZOLN Lo

HMEHOBERE T, 20 mg/kgfB 02415 L U100
mg/kgHOTHITROEE, B, #R% EOWETE
DARERALN, ZNbOBEYTRHEIEIFCL, 20
mg/kg L E DB TR AR D4 B DEFHEOFEP AR
Bz, Wi, 100 me/keBCREMEE L FEROWE
4 HOFEICEEI D 6 i,
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EE

1. RERFSEEEER

— iR e, 100 meg/keBEOBE IR RS 18E S
BRESHOETBLUBHETFERLEL, &52101I5
L ¥, RFEOMIFATHRZBICELLLE. &
12, 20 mg/kgBl E OB CIIEE X b FEQEMINH B
L OHEIRE QWA AR S,

HoOMESERETHE, 100 me/ke BTHRMFEB LT
~7 by MEOEDH A LR, MCHE L TFMCHC
oEmbFEd s R, Lo L, ~Eurmei{bid
<, RBABSHECERRE CRORDFERETH 5
ANTTF) Y OUFEFTBRO N ol RilnEREE
FUA= 7Yy MEEBEEEOHRICLVEST S Z

CELHESRTVAIZ LSS, 100 me/kgBETAHL R

LARIERES L AT k2 ) v MEOBRD X, AETH
bR B R OWS CREE LBtk L o, T,
100 mg/kg ¥ TUARMERDBA 4 5 FIBtEDEfE L
T, BREAMKEOEMAZTD LA &8, 20
mg/kgBEliz BT H MCHAOBEIMAFEH bhiz,

MM #AECERETE, 100mg/keBETT VT3,
A/GI, GOT, GPT, ¥y, B2 LAFT—
B YBEEOMNESTIC M) YT FOR
BHRASNI-Z DS, FE~OFEFRRIN. o
DED, 100 mg/kgBETH U T LABIUVD Y YL OH
LhH L NIH, BREOEE L MEIBEER T,
FRHEMBENIILEYRAORY, TOBEHFICIOY
CTEHAHTH» 7.

HREEHRE T, 100 mg/kgFEOHE THBEES OB
DN, MR CANEPCHED TR O S
KD s, —RICFRORSHBEZOFIIC L b
T ORI T 5 Z Mo R Tna2Z &
b, EHNHEBERSHES N TRENEI LR
LB, BEOMm Mt bt il EEEEDEE
EENAGOTB LUGPTo L BAA o iufads, Rk,
BEPROBERENVEEREILLEDL LR Ed o7,
100 mg/kg HDHECIFFEZOMINSE L URREEED
BAHA LR, WIh LT 2 BN Y
{, TNLDELRA P VAYEN ShBPTEES
NBLOTHY, 100 mg/kgBEOEZIFSHAEHELT
EEHMAPTHER T2 &6, RRYHKS
ELA-AMVARERL-bDEEL ORI, ZDED,

20 mg/kg TEOMETHT, B, 2, WEBIUREL

FEOMIEROWN, 100 me/kgBFORTR, O, i,
B, ORMEB L UHE oM EROBNS 5 TN
RO E RO, 100 mg/kg HOBETROMA EE
OEIMATL S NIZH, WIN LN EES L AN ES
PEHCEFLL IR, BEAEERECBNT
LEBYERSOREEIAS Aok, 20
mg/kg Bl L DF CIREEOBIMIHIS A S, wEk
BESEEERLTVWEI S, TNHOE{LHEERED
EBECER LSO LEL SR RO MEEAE
FRETE, 100 mg/kg O THLRS & UHEOBIT
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ROk, BRECRHME FEOIFEHEER, ko
B A LN, Wb REEREL, HRELE
TAHZEFHMOENTVENZ L, HEWEES L
OEER T WO EEZORA, i, 48 L1100
mg/kgBEOBETHELEDBTIHIEE, 208 X 0°100
mg/kg O CHBEOEFHI A LAY, FAROEL
HHEBEICBWTLALGLTEY, ZOEEORELH
FThokl tdb, HRPERS - OREREER VD
DEZZ LNz,

L7100 mg/kg OB LFITH, BB Ok
OMfIRES L URFORED & o hid, TORER
2w TRAETH o2, Zoiddh, MiokiE, 1S
DV A, BROER, WROEHB L THMbALN
2, AFTRECE TICHEEGOET B L UgEE
WAL CEO LA TVAE I b, FHICMED L
LEZONE, i, BELA100 meg/keBEOi16T
i, MEOUWLA, MoKkE, BRBOZEES LURED
BREEHR NN, FFAOHCESEETN CH 22 &
i, FEEROERNL AN B ER S ORE M
ol it WELAETREOE{LLEEL b,

PEokdiz, 20 mg/kgl LOBOME CAHEEOR
L L CEAEOBRIFED bR Z LG, KR
B TICB 5 RERSFHCHT 2 BERER T E
& b4 mg/kg/day EEEE SR,

2. RESEEM
BEWOEMBECHL TR, BEY, REX, &
(ZEE, CEFMEAY, B6KS X OERERICHR
WERSOREBERROONE o7 T/, IR,
WMEEIRES & U BRI B ERSOBEETD S
Nhhoiz, —7F, FTREFOQOEE T, 100 mg/kglf@
HTHREROHETTHOLARIFRAD LN, $Tz,
THEHREOBEILBWTE, 2RFECOBEYH20
mg/kgBET2H, 100 mg/kgFETTHALNR, ZhbD
Plckvhb RoRE, B, ®EL COWFTEO
RRPED LN, IRLDT LD, FEEREHEORE
MG LA RE L UIEETE~0BEFFRR S h
FASEES
HIZ, 100 mg/kg B CRFEEFTOHMB LT 2hiciE
) HAEROBANA LD, TOBIZ2WTIE, B
it LA BEosREROMETHORRICERLAS
DEEL LR F77, 20 me/ks L EOBE T, Tt
B4R OEEEORD AL LRI, ZOBE, 8
BT TR OR AL S S LRI LS btk
HLZboTah Y, ERENRZEEGBESHYOWTFTHO
FpEEZOENT. £, FEROKETIE, 100

mg/kg BT & b HAROEESE, WE4HES

WTHHEIHHAA A R Z e s, BAERE L UWHE
OBBHRRFI L LIRS L FHEBORE ICRIZ
TEENSTR SR o

BEDL 5w, RBMpoEREERICHBEMERS O
BER SN H B, 20 me/ke kOB TERETIC
:H
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AHOBRBIREFBO LN LD, FRERESHT
B AABEASECHET I EZESRBEEY I L
TiEHEETI00 mg/kg/day, #ET4 me/ke/day, B
3 LTIt 20 ma/kg/day L HEE S L7z,
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Table1  Hematological findings of male rats treated orally with 2,4-diamino-6-phenyl-s-triazine in the combmed
repeat dose and reproductive/developmental toxicity screening test

Group and dose (mg/kg) ¢ 4 20 100

No. of animals 12 12 12 127
Leukocyte{10°/uL) 79:+13 80 +16 74415 71+ 16
Erythrocyte (10'/4L) 835+ 33 882 £ 46 854 +38 816 £ 62+
Hemoglobin {g/dL) 150 0.7 152406 150+06 146+09
Hematocrit (%) 478419 48223 4742 44,8 +32¢
Platelet {10%/mL) 59.6 + 8 1027 123 976+9.9 943+ 88
MCV () 54+2 5541 56+ 1 852
MCH({pg) 169£0.7 - 172405 17.6 £ 0.5* 17.9 £ 0.6
MCHC (%) 31404 31505 31606 32.5 £ 0.5%
Reticulocyte (%) 32+4 31+3 33%3 43 9%
Prothrombin time (sec) 143420 138+21 130414 128409
APTT(sec) 248118 238441 24035 230+238
Fibrinogen (mg/dL) 2208 + 132 2235 +20.7 2145+ 16.1 2049 +15

* P<0.05, **:P<0.01(significantly different from control).

Values are mean®5.D,

Table2  Blood chemical findings of male rats treated oraily with 2,4-diamino-6-phenyl-s-triazine in the combmed
repeat dose and reproductive/developmental tOXlClty screening test

Group and dose (mg/keg ) 0 4 20 100

No. of animals 12 a2 12 12
T.protein{(g/dL) 55+0.2 55403 54+03 55203
Albumin (g/dL} 368101 36+02 36%0.1 354(2%
A/G ratio 1.87 £0.22 20002 2.06 +£0.19 2.61 = 0.52%*
GOT(IU/L) 105+ 18 93+ 20 94 + 13 (130 4= 39
GPT(IU/1) 2947 2445 2343 55 £ 4T
+GTP{IU/L) 0.0+ 0.0 00400 0.0 0.0 0.0 +0.0
ALP(IU/L} 184 £ 10 178 +34 169 & 22%* 160 -+ 29
T.cholesterol (mg/dL) 47 + 10 51+13 5449 61 & 10*
Triglycerides (mg/dL) 30411 26+ 14 2849 13 +5*
Phospholipids {mg/dL) 87+ 14 T 9119 91413 103 £13% -
Tebilirubin (mg/dL) 0.0+0.0 0.0+00 0.0£00 02401
Glucose{mg/dL) 102+ 14 105+ 19 104 %13 100 £11
BUN (mg/dL) 17644 167+16 161+£22 186+ 26
Creatinine (mg/dL} 05101 04 +0.1 0.4 +01% 04+01
1P (mg/dL) 6405 67206 6805 6705
Ca(mg/dL) 99402 100£03 10.0+04 99403
Na{mEq/L) 146809 7108 . 1465+08 455+ 16%
K{(mEq/L) ‘4304018 4324018 433021 397 £ 022+
Cl{mEq/L) 106.4 + 1.1 1059+ 14 1062+19 1054+ 1.7

* P<0.08, ¥ P<0.01 (signiﬁcantl} different from control).

Values are mean+5.D.
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Table3  Absolute and relative organ weights of rats treated orally with 2,4-diamino-6-phenyl-s-triazine in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose(mg/kg) 0 4 20 o 100
Male
No. of animals 12 12 12 11
Absolute organ weight
Final Body Weight (g} 501542384 408.5+47.1 462.1 + 29.1¥ 400.3 = 357+
Brain{g} 2.18 + 0,08 2.24+0.1 217 0,07 209 +0.11
Heart (g) 1.62£0.19 1.62+0.16 161 40,12 154 £0.16
Lungs(g) 148 +0.10 L55£0.16 151 £10.16 L41+0.13
Thymus{g) ' 0.31 £0.10 0.30£0.06 0.31£0.09 0.20 2 0.09%¢
Liver (g} 1302+ 1.76 12314174 - 12.00 + 1.16 1336+ 1.52
Spleen (g} 0.88 £0.13 0.82£0.13 L 0754011 0.70 £ 0,08
Kidneys (g) 318031 3.14 2032 3.24 £041 3.07+0.28
Adrenals (mg) 588 +7.9 632 +12.3% 648 8.1 749 + 7.9
Testes (g} 317064 344023 3514032 3.58 +0.36
Epididymides (g} T 1204018 1.35+0.13 138 £0.09 125+ 0.18
Relative organ weight
Brain (g/100g BW.) 0.44 £0.04 045 £ 0.4 047 £0.02 0.53 £ 0,05
Heart{g/100g B.W.) (.32 £0.03 0.32+0.02 0.35 £ 0.03 0.39 = 0.04**
Lungs {g/100g B.W.) 0.30 + 0.03 0.31 20,02 0.33 £ 0.02* -0.35 + 0.03%*
Thymus(g/100g B.W.) 0.06 £ 0.02 0.06 4 0.01 0.07 £ 0.02 0.05 +0.02
Liver (g/100g B.W.) 258+0.17. 246 +0.14 2.60 £0.17 3.33 +0.19%
Spleen (z/100g B.W.) 0.18 + 0.02 0.16 £0.02 0.17+0.02 0.18 = 0.02
Kidneys(g/100g B.W.) 0.64 +0.04 063 +0.04 0.70 4 0.06%* 0.77 £0.04**
Adrenals (mg/100g B.W.) 1LE+20 13.7+£22 14.1 & 1.9* 18.9 4+ 2.8+
Testes {g/100g B.W.) 063+0.13 0.69 = 0.08 0.76 & 0.08** 0.90 £ 0.11%*
Epididymides (g/100g B.W.) 0.26 = 0.03 0.27 £0.03 0.30 £ 0.02** 0.31 £ 0.04**
Female
No. of animals 11 12 10 3
Abhsolute organ weight
Final Body Weight (g} 3286 £228 328.6 £ 19.6 31264135 201.7 £ 5.6%
Brain (g} 2.11 £0.08 212008 2.14£0.14 210+015
Heart(g) 1.06 :0.05 105+ 009 0.94 £0.11** 0.97 2004
Lungs(g) LI7£005 1174008 114 +008 1.09£0.06
Thymus{g) 0.19 +0.09 0.2 +0.07 0.20+0.11 0.26 £0.15
Liver{g) 1311131 13.25 & 1.41 12.06 4 0.90 12.07 £ 1.62
Spleen (g} 0.68 £ 0.09 072012 0.61::0.08 0.60 % 0,06
Kidneys (g) . 207+020 206014 206 0.14 212+032.
Adrenals (mg) 758490 772113 773443 73763
Ovaries (mg) . 101.7:£132 1060+ 149 102.2 +16.6 109898
Relative organ weight . : ‘ ) -
Brain (g/100g B.W.) 065005 - - 0.65 - 0.04 0.68 £ 0.04 0.72 + 0:06*
Heart{g/100g B.W.} 0.33+0.02 ‘ 0.32+0.02 0.30 +0.03* 0.33 001
Lungs{g/10gBW.) . 0.36 002 . 0.36 +0.03 0.37 £0.02 : 037 4003
Thymus(g/100g BW.) . 0.06 1 0.03 0.06 +0.02 0.06 £ 0.03 0.09 £ 0.05
Liver(g/100g B.W.) ‘ 399+035 4.03+0.31 3.86+032 4,14 £0.50
Spleeri {g/100g B.W.) 021£008 0.22 £ 0.03 0.20 +0.02 021 0,02
Kidneys (g/100g B.W.) 063 £0.04 0.63 £0.04 0.66 4+ 0.04 0.73£0.12
Adrenals {mg/100g BW.) 23.1+30 235+ 2.8 48+17 253 +27
Ovaries (mg/100g BW.) 311447 323+43 327544 37.7 %41
*:P<0.05, **: P<0.01 {significantly different from control). '
Values are meantS.D, :
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Table4  Histopathological findings of male rats treated orally with 2,4-diamino-6-phenyl-s-triazine in the combined
repeat dose and reproductive/developmental toxicity screening test .

0

4

20

Terminal sacrifice

Terminal sacrifice

Terminal sacrifice

. 12 12 12
Organs and findings _ o e _ b e et _ b o e
Digestive system
Liver (12) ©) (12)
Hypertrophy, hepatocyte, centrilobular 12 6 0 0 2 0 ¢ 0
Stomach (0 ()} ()]
Erosion, glandular stomach
Small intestine {0 ()] .
Cellular infiltration, neutrophil, ileum
Granulation, ileun
Respiratory system
Lung (12 {0} (12)
Edema 12 0 0 0 2 0 ¢ 0
Hematopoietic system (12) Q)] (12)
Thymus 12 0 0 0 12 0 0 0
Atrophy 2 0 0o ¢ 12 0 0 0
Hemorrhage
Spleen (12} (0} (12)
Atrophy 2 0 0 o0 1Z 0 0 .0
Genital system
Testis (12} {0} ()]
Atrophy 10 2 4] 0
Epididymis (12) (0 o)
Granuloma, spermatic 11 1 ¢ 0 0 1 0
Decrease, sperm 11 0 0 1 1 g o 0
Cell debris lumen 11 1 0 - 0 ¢ 0

*: P<0.05(significantly different from control).
Grade sign; - none, +:mild, +:moderate, +++: marked.

There are no remarkable changes in the heart, kidney, adrenal and brain of all animals i in control and 100 mg/kg groups,

and large intestine of one animal in 100 mg/kg group.
Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 4 (continued)

100
Dose{mg/kg)
Terminal sacrifice dead Total
o 11 1 12 A
Organs and findings _ b o et N N B o
Digestive system
Liver (11) (1 12)
Hypertrophy, hepatocyte, centrilobular 6§ § 0 0 0 0 7 5 o*
Stomach (0} (1) n
Erosion, glandular stormach 1 0 0 1 4]
Small intestine ()] 48] (n
Cellular infiltration, neutrophil, ifeum 1 ¢ 0 i a
Granulation, ileum 1 -0 o -1 ¢
Respiratory system
Lung (11) (1) (12}
Edema 1 0 ¢ 0 1 0. 11 1 0
Hematopoietic system (11) )] (12)
Thymus 11 0 0 0 1 0 11 1 0
Atrophy 11 0 0 0 1 4] 11 1 0
* Hemorrhage -
Spleen A (1) (L (12)
Atrophy o 11 0 4] 0 1 ¢ 11 1 0
Genital system
Testis {11) {1) (12) -
Atrophy 11 0 0 [ 0 0 12 0 0
Epididymis (11) &Y, {12)
Granuloma, spermatic 8 3 0 0 0 0 9 3 0
Dectease, sperm ’ 1 -9 4] ¢ 0 0 12 0 0
0 0 12- 0

Cell debris lumen <11 0 0 0

*:P<0.05 (significantly different from control}.
Grade sign;-:none, +.mild, ++; moderate, +marked,

There are no remarkable changes in the heart, kidney, adrenal and brain of all ammals in comtrol and 100 mg/kg groups, L

and large intestine of one animal in 100 mg/kg group.
Figures in parentheses are number of animals with tissues exammed hlstopathologlca.l[y
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Table5  Reproductive performance of rats treated orally with 2,4-diamino-6-phenyl-s-triazine in the combined
repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 4 20 100
No. of females examined 12 12 12 12
Count of estrus” 383039 3.671£04% 358 +0.5] 317+ 1.19
Estrous cycle” 408+ 0.29 4.19£0.53 4204040 3.98+0.39
No. of mated
Male 12 12 12 12
Female 12 12 12 12
No. of copulated® :
Male 12(100) 12,0100} 12(100) 12(100)
Female 12100} 120100} 12{100) 12{100)
No. of impregnated® 119167} 12{100) 12{100} . 11{9167)
No. of pregnantd®” 11(91.67) 12(100) 12{100) 11(81.67)
Duration of mating” 367 +308 | 267+123 1835 111 325+ 1.22

Not significantly different from control.

a) Values are mean£S.D,
b)Values are mean®S.D. (day).

.c)Values in parentheses represent percentages to the number of mated. i
d) Values in parentheses represent percentages to the nu_mber of copulated.

Table 6  Findings of delivery of Fo dams treated orally with 2 4-diamino-6-phenyl-s-iriazine and observations on their
offspring in the combined repeat dose and reproductive/developmental toxicity screening test

Dose{mg/kg)

0 4 20 100
No. of dams 11, 12 12 10
Gestational days” 22.27 +0.47 22,50 + 0,52 2208 +0.29 22.3 048
No. of corpora lute”’ 190(1727 £276)  199{16.58 % 1.16) 195(16.25 + 2,01) 170(17.00 = 2.21)
Na. of implantations” 179(16.27 £2.76) 191(15.92 +1.83) 183(15.25 + 2.96) 164{16.40 -+ 2.37)
No. of litter® 170(15.45 + 3.14) 177(14.45 % 1.66) 165(13.75 £ 3.70) 152(15,20 £ 2.25)
Gestation index” 100 100 : 100 100
No. of stillharng” _ .
Male ) 1 2 23
Female 4} -3 ) 2 20
Tatal 0 4{2.26)* 4(242) 43(28.29)**
No. of live newborns® 170(15.45 4 3.14) 173(14.42 £ 1.62) 161(13.42 & 3.45) 109(10.90 £ 5.07)
Birth index? 997 9058 . 87.98 66.46™
Sex ratio of live newhorns? 0.87(79/91) 0.90(82/91) 0.96{79/82) ' ' 0.98(54/55)
Body weight of tive newborns (g)}® : - :
Male Ounday0 63+0.7 6805 6206 51 +0.6*
4 96415 106 +0.9 9.9+15 6.8+ 1.9%*
Female On day 0 60%06 6.5+ 0.4 6806 4.7+ 06
_ 4 92+16 101+08" 93410 . 58£13*
Viability index"” 99.4% 0942 75.78*% 11.93*
No, of external anomalies 0 0 0 0

FUL LA T

*1P<0.05, **: P<0.01 (significantly different from controf),

a)Values are meantS.D. {day}).’

b) Values in parentheses represent mean+SD,
¢) Gestation index=(Number of dams with live newborns/Number of pregnant females) X100
d)Values in parentheses represent percentages to the number of litter.

&) Birth index={Number of live newborns/Number of implantations) X 100.
f)Values in parentheses represent the nuraber of male/female live newborns.

g) Values are mean®S.D.

41

* 1) Viability index=(Number of live newborns on day 4 after birth/Number of live newborns) X100,
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