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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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Table 1 Mortality and LDs 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 LDs(mg/kg)
Sex and dose of of [95 % confidence limits]
0 5 0O 0 0 00 O0O0O0OO0OO0OO0OO0OTO0O0O0 0
250 5 006 0 000 0 000000 00 0 033"
Male 500 5 0O 00 0 0O0ODCOO0OOO0OO0CO0OO0OQO0 0
[583~1494]
1000 5 O 2 01 0 0O0O0O0O0O0OC0OO0OTO0O0 3
2000 5 0 011 010 0O0O0O0OO0O0O0OO0 3
0 . 5 000 00O0O0O0CO0OO0O0CO0OCO0OTO0TO0 0
250 . 5 00 000 O0O0OO0OO0CO0OO0OO0OTO0OO0 0 12317
Female 500 5 0 0 06000 O0O0OO0OCO0OOD0O0OO0CO 0
{838~1808]
1000 5 o061 00 O00O0O0OO0OO0O0O0DTO0TO0 1
2000 5 031 00O0CO0O0CO0CO0O0CO0O0OO0OO0 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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—RCIKEE T, 100 mg/kg OB 12518 H 25
BEEFBOERTBLUBEFERFZEL, 52185
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o X% (AR

HEOmM@BE AL FHRA TR, 100mg/kgBECT VT3 >,
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LUBEINVE OMMELTIZMY 7Y ETA4F, F
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27D, MES4SIEEEATIOAB THEICHEHAL
7. S HRGEOEEIIHET347.7~432.2 g; #T220.3
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20T, FREBOBHEICERSHBOERIC L ) i
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SHECHADA KRS THBEMAG4BE L. 1
BL-) 0B 1200 L, BS5TE, &5
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BRI B L BB IC oW TI320 mg/ke BE 3 Tﬂﬁth?ﬁﬁ
%ﬁof’ :



24-YF73/)6-TxZl-s-FYPT

5 HWEASMICETIER-RBRE
1) EsseE
HioowT, REMBAEEES18) 51580, BH
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HRE, ENE, hRFRE, nREFERE, B
T, HAYRE(REOK BEAY), FEEE,
IEOREAME, RS, BRI, AHERH, FAEREs
JUHEROEEIZOWTIIREE T EIESHE L ZHE R
Ex RO, WAL ERYERSER T S5O —
M % Bartlett #IC X DIEE L. SBAPB— L8561
Dunnett DZEHBRELHVTHBEL OB LT
W, ST VA, Steel DEEHBERE Y
BWTKHBR OB 7o, TAKEE, SE)B

F, HEEBLUTFEROELIZ OV T HREILL Y

FEEER, HAERPE L U4 BEFRICDOW Tk Wilcoxon D
JERAIEEIC L D, WEFEREICOWV TE Mann-
Whitney D URREIC & D3 HREE L KIS HM OB 1T
27, WThOBELEEKETIBLIUS %L L.
LB, FHEBICHETAINEEICOW T — BN TOE
L7,

RS

1. RES S
1) —RREE
BT, 100 mg/kgHED 1HIHHR5 18 A OFRGHI 2 5
AEESHOERTBIUEBHRITRZEL, £52180H%
S8 L. 20 mg/kg MTOHETE, REOEAE
7, —BRBILELEEDON o7,
#ECid, 100 mg/kg O 1PIAM TR 22 B DI 58158
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LA ZoiEdh, 100 mg/kgFHEORDO1GITIE, HiE
IHDLEMRE (WE4R) T TCHREOETEEIED L
7z, 20 mg/kg L FOBETIE, REOREET R, —
BIRECAEERED LN o7, B, 20 mg/ke
HEo28B X 100 mg/kgfEO 7L, WME3IR T CI24
BAFE L2720, SpEkL 72,

2) #&E(Fig. 1)

BT, 20 mg/kgl EOBTHRS ML EL THRE
DI INIHL F 7213 OBA A 5N, F YR B OBE
EMNMERAELBREEZRL.

HETIE, 100 mg/kg B CRER ORSHE P DIR5 4
BLUSHICHEIMPRHIREO N, T/, FikBL O
WE M A Ci3 20 mg/kg L E OB CHRE OB T
i3 FoEEBEAD ST,

3) {BHs

HETiE, 20 mg/kg L EOBETHESMMCHEL I A S
h, 20#%, BELLCHY, KEBHEETHOKSEHIC
BHERD L.

MECid, 20 meg/kgll LD TCREMEAIZEAD A S
n, Foi%, BELZY, §E4BCEBERS L.
%83, 100 mg/kgHETIHIFS5 8~ 15HIZI3ENIZD S
hi:., CoE»AEHBOLZVEBROELLELT, 4
mg/ kg BECHE21 BICHEMATEBD s h /e,

4)  MERFIRE (Table 1)

100 mg/kgBECHRMEBB L UIAT M7 ) v MEDKE
Ll 5 NICMCH B L O'MCHC o¥gmpsiRo b/, &
7o, 100 mg/kg B CidfRARmMIRE L EML. &8,
20 mg/kg BEIZ BV TH MCHOB MR O b7z,

5) MmA&E{EFRE (Table 2)

100 mg/kgBETT VT 2 >, A/GH, GOT, GPT, #
avAFoa— ), ) VREBLURY) VY OER
ST ZIETAF, FRYTABITHY LD
BADZES bRz, ZoEd, 20 mg/kgBETGPT, 7
VWAV T+ A7 78 —¥BIF I VLT F = OBLH
Bb A, Wb EBEN  EHERAOENLTH

oYAS

6) B/EEE(Table3)

T, 100 mg/kg B CHIBR OB L UTHNEED
B F 1 EAER, RS L URIB O B X UH
BEROMNE 72 AEMERF RO SN ZORPET
it, 100 mg/kg B CHBOEGEROBIY, T/, 20
mg/kg BETHY, B, BIE, WEB L OHELGOM
KEFOMI, 100 mg/kgBECRA, 0B, B, BB, S
BB L ORE FHEOMGEREORMIED S

T3, 100 mg/kg B CRIOARM B & ORISR &
7.

Coiir, BEHABOZVWERHELELT, 4
mg/kg OB TEE OB EZ O, 20 mg/kgiED
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F lgl Meap body weight changes of rats treated orally with 2,4-diamino-6-phenyl-s-triazine in the combined
repeat dose and reproductive/developrnental toxicity screening test '

T RED RN B L UMM EEORHDHRD L.

7) HHRFRR o |
BSHMMETROEOHRTHE, HWEB X URE L&
DEHHRBRTERENLSE L 16, HEEEOK
BEEHISTRE, 4BLU0100 mg/kgBTER TR,
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1BIU26IFED SRz, , :
HE4BOMOHKRTIE, FROKBEHBLIUTKET
DKAEERIT 100 mg/kgBETHIPZTD S,
FECHOHRTIX, 100 mg/kg DHE1LFI TR BRED
B8 L UEBOHER, WIROEHEE LUK
L% b TR OEGH A S, 100 mg/kgBEORE



24-SF 3 /-6-T 1 I-s- N YPI>

AP L 2E0OREE &
UBIROERHEFED SN/,

ZRFCOBEFHYE L UREFOSRTIE, Wb

EERZD N o7,

8) JRIZHEAEFIRE (Table 4)

100 mg/kgBEHEOMESF B X 7B T/ANZEd L o BT
HRBRORKIFED SN, Zoidh, HETIEABE, 4
BLUI100 mg/kgBEDOFRFNL, 1 BLUIFCTHEL
BOBTHFE, WBEO2FTHREOERIAL R,
HBEROEBFALNS ) b IFITIRBE FESEN
HTORBAB L Ucell debris b & DL, HETIL,
100 mg/kg B I1BICEERSB L UALBEHO BT L O
FHRO N, FEECERBEORAE LREOFEEE{LS
JUABROBREF FR TG IFEO SN, BT, #
T BREE, 20B L U100 mg/kgBHEDFNFNL, 38
J 1B TRBROZERE I DD S,

FETHITIE, 100 meg/kg B0 15 CRIBOKLEES
B OB O THPREOHMBEREE L UA¥ER
B, MEOUGA, MokiE, BEOES, BEOER
BIOHm, #HIBTREOUS A, MOKE, BEO
EHB I UBBOEEI T LN,

2. EWRESM

1)  AETEHEHE (Table 5)

HREIERE TIE, &FE ORIEEES L URBREYIC
BOWTHBHELOBMIIZZIRO N7,
EFEREIRETIE, EHLEL T XTOBTRREAL
N7-D5, FHEEEEB L U100 me/keBOL 1BV IETH
L7228, KREBEILRHEE 100 %, ZE) K

Y AR

FIIxTBERE, 4, 208 L U100 mg/kgBETEFR 191,67,

100, 1008 X UF91.67 % TohH v, 3EELLH L OMI

EEBOONL Dol T, RRFEARICBNTS,

ML KL OMICEERO N5 7.

SihE L UHEL S ICHERDOEZE (Table 6)
FIRBEDRAE TIX, 100 mg/kgBED2H THMBBEE D
ROEEBIUVRBORRZEREAD LN, &I,
100 mg/kg B CRREFEDHMB L E i) HERD
By, WEFRERGCEORLITBO LN, ZDiEd,
4 mg/kgFETHRELRDOB A A S N/2HY, 20 mg/kg B
THREOELEED LN -2 e h s, BRHE
fLeZEZ N7z, IR, Btk BRER, HER
¥, BERY, BERBIUHAROER TIIEEL D
WHELOMICERROONE o7, HFERONER
FIZBWTH, EHEIBRFRIEDON L o7,

HEHOKRAE T, 20 mg/keBED 2618 & F100
mg/kgBEDTHEI T OBIE, 25, RB% EOEHFITE
DARDVH LI, ZhoOBEYTCEERIFELEL, 20
mg/kg A EOBETIFHAIRDL4 B DEHFEROFHLHAD
b7z, BIZ, 100 mg/kgBETIIMRE & b A IROBE
AHDORBEIZEEIZO LN

2)
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T

1. REHSHHALR

—RZIKEE T, 100 mg/keHEOME LI BIAR 51885 5
BEEHOETHS L BRETRZEL, %521HI3E
Tl $7:, MBEOMIGINTEE22H0IZECL:. &
12, 20 mg/kg Pl EOBECIIMEE S S RE OIS B
JUBHEORIFRL Sh i,

HOMBFERE T, 100 mg/kgBE CHRILERES L O
AT 7Yy MEORELS DA LR, MCHB X I'MCHC
DEmMbBOLN. LAL, NEFXUV LRI i
<, WHHARERE CHRRB CRMEKDOBEIEETH S
NEVTY VOREBEFERO SN oL FRILERES
FUNT oYy MEREBEEOHIRICL VBT 52
EORESNRTEDI RS, 100 mg/kgBETHLN
LHRMERBEB LA 2 Uy MEOEADIE, RECH
LRI EORICERR LB EZ RS 7
100 mg/kg & TIIHRMIKDOBA 4D Ktk ok s L
T, BRAFMERFEOBM>PBOONL. B, 20
mg/kgBEIZBVTH MCHOBIA R Hh/s.

MEDO M AALFRAE T, 10mg/kgBHETT LT I >,
A/GH, GOT, GPT, #¥ YLy, OV A5 O
WBEF) CIREOHEMELTIZ M) 7R 54 FOR
BB NTZ EG, FRNOEEI RS SN,
DI, 100 mg/kgBETF P I LABIUHI Y Y ADE
LHHB G NTDS, BREOEE L BENREVER T,
FHABRFNCLRFEULASNT, FOREBFEIIOW
TIEPHTH o 7.

FREFRATIE, 100 mg/kgBOE CHEE SO
A LN, HEFE I CANERLEO IR OE
KBEDENT, RO BBEZOFHEIL D
EPLOHOFMESEAT A LMo TnaEDZ E
o, EYMRBBEZFFTESNLTHEESIEZ LN
B, AAON  MEAEFRETIZFRERBOE
LENBGOTB L UGPTO LRI A S NHS, FFHRE,
JEE R OEEFOBEUETLERO O 2o 72,
100 mg/kg HOFECHRAIBEENOHENB L URWBREZED
BWABA NI, Wb MG T 5 HBFRZELI R
{, TNLEOELIZA P L AN SN By cHEX
NBLEDTHY, 100 mg/kgBOIIHSMM4@m LT
FEBNISH SN T I L0 h, BRYERSICHE
BELU7ZZAPMLVACERL-bDEEZ N, O3,
20 mg/kgBEDHETH, T, BIE, BEBLIURBEL
O ER O, 100 mg/kgBEOBETHR, OB, B,
B, HEBITRBE KON EEOHINE 5 NI
RO BRI, 100 mg/kg O CROHN ER
DM AL NN, WIS EEL I U ES
BEBIEE L 0%, REMBFEREICBNT
LHBYWERSOEBEIALAL P o228, 20
mg/kg L EOBFCREBFEOHIIHI A A S, REKE
BEPMEEEZRLTVLI DS, Sh5OE{EREED
BECERLAZODEEZ SR, FROIIREAG
FERAETIE, 100 mg/kgBHOMTCE LB L ULLEHOBTT

-
(.
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LR o, BREEORME LEOFEEMEL, RO
BBAL LN, Wb REFERE, BREAE
TAHIEFEHONTWEDZ EhnG, HBRYWERS L
DRER VW oL EZONRE. T2, 4B X TI00
mg/kgBEOBTHE LEOREFRFME, 208 X U5100
mg/kg DR TR OER K A L N7-D, AHEEOEL
BHBEIBVWTHALNRTBY, TOLOBELE
HETHhohIhD, HEBRWERS L OMERE WD
DEEZ G,

FET- L7100 mg/kgBEOME 1B Tk, BIBDOIFPIRME

OMPIR BB L TAFOTE D A b NI2h, TORER
BizoWTIXFAHETH 72, ZDiidh, BiokiE, BRE

DU A, BIROEM, WROERHE L UMM 46 hH
72705, AFTCRET T TICHREB QKT B L UREF
WAKE L TROLNRT WA Eh 6, TG EiL
kEzons. T, FBELA100 meg/kgHOM1HIT
i3, BBOUSA, MiokE, MEOFEEL I UIFD
B A NI, REIOFTCHGREMTH o &
o, BESHOERNLAHICHEBRYERS OLEM
botZ EICEWEU-EEHOB{LEEZL LN

BEoXdiz, 20 mg/kg Bl L OBEOMEHE THRE DR
B L UCBEEOBL RO ORI Z Eh 6, AR
BAEMTICBIT A RERSENICET 5 BPEE I
& b4 mg/kg/day EHE STz

2. ERREBM
BEWOERBIEICE LTI, HEY, TBXE, 8
(BT, SRAEOHN, HHENS L BRI HER
WERSOEBIRO N o7, F1-, TIRER,
HERES L CHERICOHBWER S OREBERD S
Naehol., —F, FEEOEBE T, 100 mg/kgiD
2BITHRBEROWETBOFRIZO SN F 72,
WEHAROBEI LBV, €RECOFEYHH20
mg/kgBET26, 100 mg/kgBHETTIHA LR, ZhHD
FTEVWTRS BoEE, B, BE2 COWETHO

ABHWEOOLN. ThoDZ s, FEBRMEOE
EHRS LGB UBETTEH~OEENRE SN
7=,

W2, 100 mg/kgBH CRIEEFEOHEMEB L FZITHE
) HERDBAIA SNA, ORI OVTIE, B
RL-BEYOSGEEOHETHOARIIERLZD
DEEZOLNS, i, 20 mg/kgl EOEETIX, HiE
BoOABOEFROBILEALNID, ZoEi, &
BEMICHEITROARARSFALNERSEC L ik
BLZbnTHY, BEENL2ERIBEYOMETED
RBEEZONL., T/, ZHEROKETIE, 100
mg/kgBHCHEHEL D HAENOKENMEC, WE4BICB
WO MRS A SR Z L2 5, BREMB I UHE
MOBBRYEZSICLHBES LTHAERDODEFICRIT
THBHTR SN

PED XSz, BEYoLEBR R ERSOR
iAo rh o729, 20 mg/kg L EOB CREIPIC
WETEORBYFA OGN, 100 mg/kgBECHEIROWHE
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dHOFEIBEIBRO LR 26, REBREGFT
B EMEAENCHET A EEZEERIRBYWICHL
TidHET100 mg/kg/day, MET4 mg/kg/day, JREHWIC
L Tix 20 mg/kg/day & HEE STz
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Table 1l  Hematological 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

Group and dose (mg/kg) 0 : 4 20 100

No. of animais 12 12 12 12
Leukocyte (10°/4L) 79+ 13 80+ 16 74+ 15 , 71+ 16
Erythrocyte (10*/,L) 886 + 33 882 + 46 854 + 38 816 + 62**
Hemoglobin {g/dL) 15007 152+ 06 150 £ 0.6 146 +0.9
Hematocrit (%) 478:+19 482+23 474+ 2 448 +3.2*
Platelet (10*/mL) 99.6+8 102.7 £12.3 976 £ 9.9 94.3+88
MCV (1) 54 +2 55+ 1 56+1 55+ 2
MCH (pg) 169+0.7 - 17.2 05 17.6 £ 0.5* 17.9+ 0.6**
MCHC (%) 314104 315+0.5 316+06 325+ 0.5
Reticulocyte (%) 32+4 31+3 33+3 43 + 9**
Prothrombin time (sec) 143120 138+21 130+ 14 128+ 09
APTT (sec) 248+ 18 238 +4.1 240+35 230+ 238
Fibrinogen (mg/dL) 2208 £ 13.2 223.5+20.7 2145+ 16.1 204.9 £ 15

*:P<0.05, **:P<0.01(significantly different from control).
Values are mean+S.D.

Table2  Blood chemical 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

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

No. of animals 12 12 12 12
T.protein (g/dL) 55+02 55+03 54403 55+03
Albumin (g/dL) 36+0.1 36+02 36+01 39+0.2*
A/G ratio 1.87+0.22 2.00+0.2 2.06 +0.19 2.61 + 0.52**
GOT(IU/L) 105 + 18 98 + 20 94+ 13 139 + 39**
GPT(IU/L) 29+ 7 24+5 23+ 3* 55 & 47**
vGTP(IU/L) 0.0+00 0.0+0.0 0.0+0.0 0.0+ 00
ALP(IU/L) 184 £ 10 178 + 34 169 =+ 22** 160 + 29
T.cholesterol (mg/dL) 47 £ 10 51+ 13 54+9 61 + 10*
Triglycerides (mg/dL) 30+ 11 26 + 14 2849 13+ 5%
Phospholipids (mg/dL) 87+ 14 91+19 91+13 103 + 13*
Tbilirubin (mg/dL) 0.0 +0.0 0.0+00 0.0+0.0 0.2 +0.1*
Glucose (mg/dL) 102+ 14 105 + 19 104 + 13 100 + 11
BUN (mg/dL) 176 +4 16.7 + 1.6 16.1+22 186+26
Creatinine (mg/dL) 05101 04+0.1 0.4 +0.1* 04 +0.1
IP(mg/dL) 64+05 6.7+ 0.6 6.8+0.5 6.7+05
Ca{mg/dL) 99+02 10.0+0.3 10.0 £ 04 9.9+0.3
Na(mEq/L) 1468 +0.9 147.1+ 0.8 146.5+ 0.8 1455 + 1.6*
K (mEq/L) “4.30 +0.18 4.32+0.18 434021 3.97 +0.22%*
Cl{mEq/L) 106.4 + 1.1 1059+ 14 1062+ 1.9 1054 + 1.7

*: P<0.05, **: P<0.01 (significantly different from control).
Values are mean+S.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 ) 100
Male
No. of animals 12 12 12 11
Absolute organ weight

Final Body Weight (g) 501.5 %+ 38.4 498.5 +47.1 462.1 +£29.1* 400.3 + 35.7**
Brain(g) 2.18 + 0.08 224 +0.1 2.17 £0.07 2.09 +0.11
Heart (g) 162 +0.19 1.62 £ 0.16 1.61 +£0.12 154 £0.16
Lungs(g) 148 £0.10 1.55+ 0.16 151 +0.16 141 +0.13
Thymus (g) 0.31+0.10 0.30+0.06 0.31 £0.09 0.20 £ 0.09**
Liver(g) 13.02 + 1.76 1231+174 - 12.00 + 1.16 13.36 + 1.52
Spleen(g) 0.88 +0.13 0.82£0.13 0.79 £0.11 0.70 & 0.08**
Kidneys(g) 3.18+0.31 3.14 £0.32 3.24 £041 3.07+0.28
Adrenals (mg) 588+ 7.9 68.2+12.3* 64.8 8.1 74.9 + 7.9**
Testes (g) 3.17 £ 0.64 344023 3.51+0.32 358+ 036
Epididymides (g) 1.29£0.18 1.35+0.13 1.38 £ 0.09 1.25 £ 0.18

Relative organ weight

Brain{(g/100g B.W.) 0.44 2 0.04 0.45 £ 0.04 047 £0.02 053+0.05%* -
Heart (g/100g B.W.) 0.32 +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+0.02 0.33 + 0.02* 0.35 + 0.03**
Thymus{g/100g B.W.) 0.06 = 0.02 0.06 £0.01 0.07 £0.02 0.05+ 0.02
Liver(g/100g B.W.) 258 £0.17 246+014 260 +0.17 333+ 0.19%*
Spleen(g/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 0.63 +0.04 0.70 + 0.06** 0.77 + 0.04**
Adrenals{mg/100g BW.) 11.8+20 13.7+22 14.1+1.9* 18.9 +2.8**
Testes(g/100g B.W.) 0.63+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
Absolute organ weight
Final Body Weight (g) 3286+ 2238 328.6 +19.6 3126 +13.5 291.7 £ 5.6*
Brain(g) 2.11 +0.08 2.12+0.08 2.14+0.14 2.10+0.15
Heart(g) 1.06 £ 0.05 1.05 £ 0.09 0.94 +0.11** 0.97 +0.04
Lungs (g) 1.17 +0.05 1.17 £0.08 1.14 £0.08 1.09+0.06
Thymus (g) 0.19+0.09 0.2+ 0.07 020+ 0.11 0.26 £0.15
Liver(g) 1311+ 131 13.26 £ 1.41 12.05 + 0.90 12.07 £ 1.62
Spleen(g) 0.68 = 0.09 0.72 £ 0.12 0.61 +0.08 0.60 +0.06
Kidneys(g) 207 £0.20 2.06 +£0.14 2.06+0.14 2124032
Adrenals (mg) 758 £ 9.0 772+113 773+43 73.7+63
Ovaries(mg) - 101.7 132 106.0 + 14.9 102.2 + 16.6 109.8 +9.8

Relative organ weight . :
Brain (g/100g B.W.) : 0.65+0.05 - - 0.65+0.04 0.68 + 0.04 0.72 £ 0:06*

Heart (2/100g B.W.) 0.33+£0.02 : 0.32 + 0.02 0.30 £°0.03* 0.33 £ 0.01
Lungs(g/100g BW.) . 0.36£0.02 . 0.36 £0.03 0.3740.02 : 0.37 £0.03
Thymus (g/100g B.W.) 0.06 +-0.03 0.06  0.02 0.06 +0.03 0.09 £ 0.05
Liver(g/100g B.W.) 3994035 4.03 031 3.86+0.32 414 4050
Spleen(g/100g BW.) 0.21 +0.03 0.22 % 0.03 0.20 +0.02 021 +0.02
Kidneys (g/100g BW.) 0.63 +:0.04 0.63 +0.04 0.66 + 0.04 073+0.12
Adrenals (mg/100g B.W.) 23.1+30 235429 248417 253+2.7

Ovaries (mg/100g BW.) 311447 323+43 32.7+4.4 37.7+41

*: P<0.05, **. P<0.01 (significantly different from control).
Values are mean+S.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
Dose(mg/kg)
Terminal sacrifice Terminal sacrifice Terminal sacrifice
o 12 12 12
Organs and findings
- + 4+ - + - + 4 At
Digestive system
Liver (12) 0) (12)
Hypertrophy, hepatocyte, centrilobular 12 0 0 0 12 0 0 0
Stomach (0) 0 (0]
Erosion, glandular stomach
Small intestine 0) (0] 0)
Cellular infiltration, neutrophil, ileum
Granulation, ileum
Respiratory system
Lung (12 (0) (12)
Edema 12 0 0 0 12 0 0 0
Hematopoietic system (12) (0) (12)
Thymus 12 0 0 0 12 0 0 0
Atrophy 12 0 0 0 12 0 0 0
Hemorrhage
Spleen (12) ) (12)
Atrophy i2 0 0 0 12 0 0o 0
Genital system
Testis (12) (0) (0)
Atrophy 10 2 0 0
Epididymis (12) 1) 0
Granuloma, spermatic 11 1 0 0 0 1 0 0
Decrease, sperm 11 0 0 1 1 0 0 0
Cell debris lumen 11 1 0 0 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 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 1 1 12
Organs and findings B v ot s e a4 _ PN
Digestive sysfem
Liver an 1) (12)
Hypertrophy, hepatocyte, centrilobular 6 5 0 0 7 5 0 o*
Stomach 0) (1) (N
Erosion, glandular stomach 0 0 1 0 0
Small intestine ()] (D (1)
Cellular infiltration, neutrophil, ileum 0 0 1 0 0
Granulation, ileum 1 0 0 1 0 0
Respiratory system
Lung an (1) (12)
Edema 11 1] 0 11 1 0 0
Hematopoietic system (11) n (12)
Thymus 11 0 0 11 1 0 -0
Atrophy 11 4] 1 0 11 1 0 0
Hemorrhage
Spleen 11) (1) (12)
Atrophy 11 0 0 11 1 0 0
Genital system
Testis (11) D (12)
Atrophy 11 0 0 0 12 0 0 0
Epididymis ) o) (12)
Granuloma, spermatic 8 3 0 0 9 3 0 0
Decrease, sperm 11 0 0 0 12 0 0
Cell debris lumen 110 0 O 0 06 0

12

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

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

and large intestine of one animal in 100 mg/kg group.

F!gures in parentheses are number of animals with tissues examined hlstopathologlcally
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Table 5  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® 3.83+0.39 3.67 £ 0.49 3.58 £0.51 3.17 £ 1.19
Estrous cycle” 4.08 +0.29 4.19 £ 0.58 4.29 +0.40 3.98+0.39
No. of mated
Male 12 12 12 12
Female 12 12 12 12
No. of copulated®
Male 12(100) 12(100) 12(100) 12(100)
Female 12(100) 12(100) 12(100) 12(100)
No. of impregnated” 11(91.67) 12(100) 12(100) 11(91.67)
No. of pregnantd” 11(91.67) 12(100) 12(100) 11(91.67)
Duration of mating” 3.67 +3.08 2.67 +1.23 1.83+ 111 325+ 1.22

Not significantly different from control.

a) Values are meantS.D.
b) Values are mean+S.D.(day).

¢) Values in parentheses represent percentages to the number of mated.
d) Values in parentheses represent percentages to the number of copulated.

Table 6  Findings of delivery of Fo dams treated orally with 2,4-diamino-6-phenyl-s-triazine 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 22.08 +0.29 22.3+0.48
No. of corpora lute” 190(17.27 + 2:76) 199(16.58 + 1.16) 195(16.25 + 2.01) 170(17.00 £ 2.21)
No. 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 stillborns”

Male 0 1 2 23

Female 0 3 2 20

Total 0 4(2.26)* 4(2.42) 43(28.29)**
No. of live newborns” 1701545 + 3.14) 173(14.42 + 1.62) 161{(13.42 + 3.45) 109(10.90 + 5.07)
Birth index” 94.97 90.58 87.98 66.46**
Sex ratio of live newborns” 0.87(79/91) 0.90(82/91) 0.96(79/82) 0.98(54/55)
Body weight of live newborns (g)®

Male Onday0 6.3+0.7 6.8 0.5 6.2 +0.6 51 +0.6%*

4 96+ 15 10.6 £ 0.9 99+15 6.8 £ 1.2**
Female On day0 6.0+06 6.5+04 58406 4.7 £0.6**
4 92416 10.1 038" 93410 58+ 1.3%

Viability index” 99.41 99.42 75.78% 11.93**
No. of external anomalies 0 0 0

0

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

a)Values are mean+S.D.(day).

b) Values in parentheses represent mean+S.D.
¢) 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)><100.

f) Values in parentheses represent the number of male/female live newborns.

g) Values are mean+S.D.

h) Viability index=(Number of live newborns on day 4 after birth/Number of live newborns)X100.
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