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%0 (M), 250, 500, 10005 }2000 ng/keDHEBTIEEOKREL, TORMRHD
ENBER UL D offIXDWTHRIHL, UTORKREEL.

1. ZETCid, M#EEBH1000 mg/kell OB THREZANS 6 HRICA SN/, LDsofElL,
#T933 mg/kg (95 %EHEMRA : 583~1494 me/kg), METI1231 me/ke (5B {EWEER :
838~1808 mg/kg) ThH -7,

2. —IRRETE, REB(1BA) 25 BREEBOETAL50 ng/kelh LD O#E K U500
ng/kglh L OB DRI, X ADEHITAN000 me/kgbA L OB OMEREIT, BRI, BEE
Az, BABAGL, RERCHELA1000 ng/kelh L OB QMK 500 me/kgbh £ DB ORI
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. BB, REEREORBK OB ST
ABRHEERETRIIR L,

MR BEE BREHREE|RSEE (NN | ERIME &S
(mg/kg) (%) (ml/ke)

g 5 51~ 55

5 B 0 0 10
2 5 151~155
& 5 56~ 60

izl 9250 2.5 10
2 5 156~ 160
7 5 61~ 65

hRAE1 500 5 10
2 5 161~165
3 5 66~ 70

PREIA=Z?2 1000 10 10
Q 5 166~170
4 5 T1~ 175

EHHE 2000 20 10
? 5 171~175

BEEIL, KICERLZTHEAR GBRES 2973 ORRMPSRELL. Tabb,
EHEHRME D100, 500, 1000%TF2000 mg/keZ 5> v MICHEEROKRE LR, TR
1000 mg/keR O MEHES 1/3013E TKIC 2000 me/kelf OHES/ SR OBEL/SHIc B Bk, L
o T, FEBOBREERECHLETSLETFEEIND2000 ng/kezEHEEL, U
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BB, EHTELICEYEIEEREEZRD,

1. HEOREEREKOL Dol
- DFAERREVL Dsoff 2Table 1I2RL 72,
1000 me/keRE DR 3 Hi K O 1 FIAE TN 2000 me ke OB 3 HI K OV 4 FI2 2 B A,
56 HEIKEE L. LDsoEid, #TI33 mg/ke(95% 5 M A : 583~1494 ng/ke),
I T1231 me/ke (95% 1S MRS « 838~ 1808 mg/ke) TH - 7z,

2. —iRIReE

—REBOBERER #Table 2, 3 KEUAppendix 1, 2L 7,

250 me/keBETIY, M 1HITHREE1BEISAREHOE TS NN, 2HE
WZi3EE L 72, METIEIE/EA SNl Tz,

500 mg/kgBt Til, BEBLEHDSMBEOLFATHREDOET, LRATEISDE
BFNRD SN, £z, WTRBRITR, EOL, MM, RRXIKEDREIN
2. 2 HRIIZERG, BB, RERVCEEIEELLY, SEEOBEN, BEEO
FNXIZEBRAROEMIPIER EINE, BB, TS OERIIHT2HE, HT3IHE
T RTEEL .

1000 me/kebl LOBTIE, MEHTREHISHZVLINH S EEEHOET RUER
IEALHICH SN, BEHIFTNLLANSIIE B0 X BT, BEL, ML, &
RUIRENZESFIcAONE, 2HEM S, BETINS OERICMATEEHE
DEN, BEABEOEN, BEGROERXIRICLS FEEOBENNHREIN, B2
AE256 ABRIEETCHALRD 5N, EEHATIE, Lk LAzERIZ1000 ng/kekt o
HTI2ABEIC, MT7 BB, 2000 mg/kefr oM TISABICTRTHEL /-,
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3. KE
REDHH £Fig. 1, Table 4 kUlAppendix 3, 4Rl 7z,
250 mg/ke# TIE, MEMTHEMMBEIAA SN, 4BRICEEL .
500 mg/kglA L OB T, MERE THA T MMFN S SN2, 500 mg/kedt DMk
T4 RBBIZ, 1000 ng/kgBEDOMEHETIZIO672WWL 8 HEIZ, 2000 mg/keFt D MM TIX11
BWLISHBIZEE L 2,
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Bk O#ERZTable 5, 6 % TAppendix 5, 6ITRL 7=,

FECHITIE, BiEMEOIEEL2000 ng/keBE DM 1 £, BEREICEBRZRAREE1000
ng/Ke# D #E 3 FINE TN 2000 me/keFE D #HE 2 4 J OV 3 B, RRAEOZEREAY1000 me/ ket
DU 1 FINENT2000 ng/keBf DR 2 Hl R THE 1 41, BIRROHE/AT1000 ne/kef D
H 1 BIR U000 me/keB DMEMES 1 H, MIRDOZEHED2000 ne/keBE DK 1 A1, WIROE
REBRAI000 mg/ke#f OHE 2 FiCH 5 Nz,

AEFATIE, MBREOBERD2000 ng/ke OlE 1 FlicH SNz,

5. MEHBFERE

WHEABAREDORK R ZTable 7TIIRL T,

AT, SRTORMBREEORIEIIHIGL THIBMETHEBOFZE Photo. 1) 28
ROSN, SIBRTOMRBOZERIHEL THEBOZER, IRTOEROZHRKR VB AL
XS LU THROZEHENRD SN, BRICITHEBEOLELIRZD SN,

AHFHITIE, SR TORBHEEOBARICHELTHBICRELEOBERAED 5
7= (Photo. 2).

= E==3
OECDEEFILFMEREHRBREADLIEHRAEO-REL T, Crj:CDEDR) IS v b
AW, 2, 4-P732)—-6—-—7JxZ)-s—bMNITPCOROVEICLDBEEREE

MEHREEBLZ. 2b, 52130 48, 260, 500, 1000%Tf2000 me/ke& Lz,
LI, 1000 mg/kgbA LOBROMETREZH (2BE) 256 BEETIKRD 5N/,
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L DsofEil%, #TI33 ng/kg (95% FHERSY « 583~1494 mg/kg), METI1231 me/kg (95% 18
RS : 838~1808 mg/kg) TH - =,

—RIRE T, BREFHOETA250 ng/kell LOBER V500 mg/ke A EDFOMEIZ, &
AHEHFTN00 ng/kell L OB OMEREIT, RIRIFR, RR, HEXIREBROTEMA
1000 mg/kgbA L OB DR T500 mg/kgbA L OB OMICH SNz, £HFHTIE, ThE5D
SERIZ 2GS 1I5HBE £ TIZ250 mg/keBEMSIEREIE Lz, 728, 1000 mg/kebh E DB D
HRUH00 me/keP A EOBOMTIE, Wi, MEXBZBREAROHMBICEEL TEFEEA,
IREBXIEFTEROBENSAS N, 50X RER DK T OIS IR
PRENFHRLAEZ EICED2HE DL AWNTEIOMBNZE->ZEEEZ LN,

EKETIE, TNTOHRYERSHOMRE TEMNE SUIEDSNHE S N, 250k
500 mg/kgBETIZ4 HHE, 1000 me/kgBETIZ6/2WWL 8HE, 2000 mg/kgB# TiX1172WWL
I5SHBICE®L .

REEREIZBWT, ELATIR, 10OHTIEHS5VRBENICHBERREDIRENSS
N, EEFHOICRATHRETHROBZESRD SN/ L5, RERMBEIITE VR
ZHETHBDEELASNE, £z, BMBERURRTRABRIASNEZR, INS0HA%
RUZFITIE3RAWL 6 HEDRTERES X TOM, BRPEE, MG EOERIER
LTRDHN, GEBHSMICEHP L TWE I ENS, BRI AELTHIDIEEX
SNz, BIZ, B TREREARDOITENA SN, HBEMEOREY O R P HHIZ L
2HDEEZSN, BERICHBZNRELEIRD Nk, TOER, HTHTIXE
BORFRBENBSNEZN, FEMEIFECHATIEILIILIEASNEELTH D, FEEMIC
ECREEEEZ N, —H, EFEHTIE, 2000 ng/keB THRMICHIBERBEOB AR
NAHLN, MBFHCEMBIRELEOBERNED SN, SEMIZ Tk OEERY
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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 LDso values in rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine

Sex Group Number Number of dead animals on day Total number LDso (mg/kg)
and of of [95% confidence limits]
dose animals 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15  40ad animals

Male Control 5 0 ¢ o o o0 © 0o 0 O O O O O o0 o0 0
250 mg/kg 5 0 ¢ o o o0 o© o o0 O O 0 O O 0 o 0 933%
500 mg/kg 5 0 ¢ 0 o ¢ o o o0 o0 O© O O O o0 o0 0 [583~1494]
1000 mg/kg S 0 2 0 1 6o 0 o o0 O O O o0 0 o0 oO 3
2000 mg/kg 5 0 0 1 1 0 1 6o o0 0 O O 0 o0 o0 o 3

Female Control 5 0 o ¢ o o o 0 0 O O O O o0 o0 o 0
250 mg/kg 5 0 o 0 o o o0 o0 o0 O O o O o0 o0 o0 0 12312
500 mg/kg 5 0 o o0 o o o o0 O O O O O o0 o0 O 0 [838~1808]
1000 mg/kg 5 0 0 $1 o0 o0 o0 o0 o0 o0 o0 O O o0 o0 o0 1
2000 mg/kg 5 0 3 1 6 ¢ o0 0 O O O O O 0 o0 O 4

a): Van der Waerden method.
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Table 2  Clinical signs in male rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine
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Table 3  Clinical signs in female rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine
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Table 4 Body weights in rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine
Sex Grgup Body weight (g) on day
an
dose 1 2 4 6 8 11 15
Male Control n 5 5 5 5 5 5 5
Mean 172.0 199.1 2169 2359 249.3 2753 296.2
S.D. 54 +6.6 8.0 7.1 9.2 +8.5 +7.6
250 mg/kg n 5 5 5 5 5 5 5
Mean 172.7 181.5 204.2 223.6 238.5 265.0 290.5
S.D. 16.1 +5.2 +6.4 +9.5 9.2 9.6 +10.7
500 mg/kg n 5 5 5 5 5 5 5
. Mean 1719 174.8 190.5 209.3 226.2 251.8 278.0
S.D. 2.3 6.3 +5.6 5.2 9.5 +13.8 *+15.3
1000 mg/kg n 5 5 2 2 2 2 2
Mean 172.4 162.7 150.2 143.8 163.7 196.1 2352
S.D. 58 5.0
2000 mg/kg n 5 5 3 2 2 2 2
Mean 173.9 161.7 150.7 1520 142.1 143.6 187.6
S.D. 5.7 35 79
Female Control n -5 5 5 5 5 5 5
Mean 131.0 1499 158.8 168.7 177.2 191.7 203.2
S.D. 44 +5.6 93 +7.3 9.2 8.2 +11.1
250 mg/kg n 5 5 5 5 5 5 5
Mean 1313 138.8 160.3 169.5 177.9 191.6 205.1
S.D. 1.8 3.0 3.2 +4.8 5.3 +10.9 +11.8
500 mg/kg n 5 5 5 5 5 5 5
Mean 131.9 127.2 1424 161.8 174.3 1934 203.2
S.D. 3.3 +5.6 +5.1 15.7 9.7 +18.4 +14.2
1000 mg/kg n 5 5 4 . 4 4 4 4
Mean 131.6 1294 130.3 142.1 156.2 177.3 194.5
SD. 25 +6.5 +13.1 6.6 5.0 +43 713
2000 mg/kg n 5 4 1 1 1 1 1
Mean 131.6 121.8 123.7 118.8 121.4 1434 162.2
S.D. +2.6 3.1

Study No. 19724
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Study No. 19724

Table S Necropsy findings in male rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine
Control 250 mg/kg 500 mg/kg 1000 mg’kg
Group and dose Scheduled Scheduled Scheduled Scheduled Found
e . . t
Organs and findings sacrificed Total sacrificed Total sacrificed Total sacrificed dead Total
No. of animals 5 5 5 5 5 5 2 3 5
Hematopoietic system
Thymus
Spot, black red 0 0 0 0 0 0 0
Coloration, white 0 0 0 0 0 0 0 1 1
Atrophy 0 0 0 0 0 0 0
Spleen
Atrophy 0 0 0 0 0 0 0 1 1
Urinary system
Urinary bladder
Retention, dark green urine 0 0 0 0 0 0 0 3 3

No appreciable changes in all other organs and tissues.
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Table 5 - continued Necropsy findings in male rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine

Study No. 19724

2000 mg/kg
Group and dose Scheduled Found Total
Organs and findings sacrificed dead
No. of animals 2 3 5
Hematopoietic system
Thymus
Spot, black red 0 0 0
Coloration, white 0 1 1
Atrophy 0 1 1
Spleen
Atrophy 0 2 2
Urinary system
Urinary bladder
Retention, dark green urine 0 2 2

No appreciable changes in all other organs and tissues.
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Table 6 Necropsy findings in female rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine

Study No. 19724

Control 250 mg/kg 500 mg/kg 1000 mg/kg
Group and dose Scheduled Scheduled Scheduled Scheduled Found
Organs and findings sacrificed Total sacrificed Total sacrificed Total sacrificed dead Total
No. of animals 5 5 5 5 5 5 4 1 5
Digestive system
Stomach
Spots, white, mucosa, forestomach 0 0 0 0 0 0 0 0 0
Thickening, mucosa, forestomach 0 0 0 0 0 0 0 0 0
Hematopoietic system
Thymus
Coloration, white 0 0 0 0 0 0 0 0 0
Spleen
Atrophy 0 0 0 0 0 0 0 1 1
Urinary system
Urinary bladder
Retention, dark green urine 0 0 0 0 0 0 0 0 0

No appreciable changes in all other organs and tissues.
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Table 6 - continued Necropsy findings in female rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine

Study No. 19724

2000 mg/kg
Group and dose Scheduled Found Total
Organs and findings sacrificed dead
No. of animals 1 4 5
Digestive system
Stomach
Spots, white, mucosa, forestomach 1 1
Thickening, mucosa, forestomach 0 1 1
Hematopoietic system
Thymus
Coloration, white 0 1 1
Spleen
Atrophy 0 1 1
Urinary system
Urinary bladder
Retention, dark green urine 0 3 3

No appreciable changes in all other organs and tissues.
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Table 7 Histopathological findings in rats after a single oral administration of 2,4-diamino-6-phenyl-s-triazine

Study No. 19724

Sex Male Female
Group and dose 2000 mg/kg 2000 mg/kg
Organ and findings Animal No. 71° 73¢ 171 174°
Digestive system
Stomach * *
Hyperplasia, squamous cell, forestomach + -
Edema, submucosa, forestomach - +
Hematopoietic system
Thymus *
Atrophy + ++ +
Spleen * *
Atrophy + +
Urinary system
Urinary bladder NR * * NR

Grade sign: -, none; +, mild; ++, moderate; +++, marked.
NR: no remarkabie change.

d: animal found dead after the administration.

*: not examined.
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