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Fig. 2 Body weight changes of dams administered T-2588 orally
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Fig.3 Food intake of dams administered T-2588 orally
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Fig.4 Water intake of dams administered T-2588 orally
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Table 1 Organ weight of dams administered T-2588 orally (dissected on day 21 of gestation)

Dose (mg/kg) Control 250 500 1000
No. of dams examined 20 20 20 20
Body weight (g) 424+4.5% 422+5.9 401+7.3" 380+7.1*°
Organ weight (g)
Heart 0.96+0.027 0.98+0.015 0.91+£0.018 0.88+0.021*
Lung 1.20+0.020 1.25+0.030 1.19+£0.022 1.16+0.023
Liver 13.69+0.239 14.14+0.276 13.93+0.29% 12.95+0.379
Kidney Left 0.93+0.021 0.96+0.016 0.95+0.019 0.97+0.048
Right 0.96+0.020 0.98+0.014 0.99+0.021 1.02+0.053
Spleen 0.70+0.021 0.7310.022 0.72+0.022 0.69+0.033
Adrenals 0.06+0.003 0.06+0.002 0.06+0.002 0.06+0.003
Thymus 0.27+£0.014 0.25+0.014 0.24+0.013 0.16+0.013°**
Salivary glands 0.51+£0.012 0.53+0.018 0.50+£0.010 0.46+0.017*
Ovaries 0.13+0.006 0.12+0.006 0.12+0.005 0.12+0.006
», Mean+SE.

Significantly different from control
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Table 2 Absolute and relative organ weight of dams administered T-2588 orally (dissected after weaning)
Dose (mg/kg) Control 250 500 l{{‘{”

No. of dams examined 14 15 16 15

Body weight (g) 318+5.09 323%4.6 331x2.6 330+4.0

Absolute organ weight (g)
Heart 1.01£0.028 1.02+0.026 1.03£0.030 1.08+0.033
Lung 1.27£0.029 1.29£0.030 1.2740.021 1.2540.021
Liver 13.09£0.271 14.36+0.455* 14.49+0.292°° 14.95+0.360
Kidney Left 1.12+0.041 1.14£0.028 1.164£0.024 1.16£0.018

Right 1.16£0.039 1.20+£0.031 1.21+0.023 1.23£0.022

Spleen 0.61£0.014 0.61+0.017 0.67+0.046 0.60+0.027
Adrenals 0.07+0.003 0.06+0.003° 0.06+0.002°° 0.06+0.003*
Thymus 0.16+0.010 0.17+0.013 0.18+0.015 0.19+0.017
Salivary glands 0.57+0.020 0.581+0.012 0.58+0.014 0.57+0.014
Ovaries 0.10+0.005 0.10+£0.003 0.10£0.003 0.10+0.004

Relative organ weight (%)
Heart 0.319+0.0082 0.317+0.0064 0.31210.0082 0.3291+0.0095
Lung 0.398+0.0063 0.399+0.0093 0.384+0.0067 0.380+0.0081
Liver 4.115+0.0588 4.447+0.1225° 4.382+0.0843° 4.23940.1101
Kidney Left 0.351+£0.0114 0.35210.0072 0.350+ 0.0069 0.354+0.0075

Right 0.363+0.0090 0.370+0.0076 0.367+0.0074 0.3751+0.0079
Spleen 0.191+0.0048 0.190+0.0053 0.201+0.0140 0.181+0.0078
Adrenals 0.021+£0.0008 0.018+0.0009* 0.018+0.0007"** 0.02010.0010
Thymus 0.05110.0027 0.051+0.0033 0.055+0.0045 0.058+0.0047
Salivary glands 0.179+£0.0047 0.181+£0.0030 0.177£0.0048 0.173+0.0040
Ovaries 0.032+0.0015 0.031+0.0012 0.030+0.0010 0.029+0.0014
3. Mean+S.E.
Significantly different from control * p<0.05, ** p<0.01

Table 3 Cesarean section data of dams administered T-2588 orally (dissected on day 21 of gestation)

Dose (mg/kg) Control 250 500 1000

No. of dams 20 20 20 20
No. of corpora lutea (Mean+SE.) 330(16.5+0.40) | 326(16.3+0.49) | 319(16.0+0.61) | 311(15.6+0.48)
No. of implantations (Mean+S.E.) 312(15.6+0.31) | 298(14.9+0.70) | 280(14.0+0.88) | 282(14.1+0.62)*
No. of dead fetuses (%) 16(5.1) 10(3.4) 11(3.9) 9(3.2)
No. of live fetuses (Mean+S.E.) 296(14.8+0.30) | 288(14.4+0.72) | 269(13.5+0.88) | 273(13.7+0.65)
Sex ratio (Male/Female) 0.96(145/151) 1.06(148/140) 1.42(158/111)° | 0.90(129/144)
Body weight of live fetuses Male 5.20£0.069 5.194+0.068 5.15+0.089 4.99+0.158

(g: MeantSE.) Female 4.93+0.063 4.97+0.083 4.96+0.097 4.70+0.143
No. of fetuses with external abnormality (%)

Anal atresia and Anury 1(0.3) 0 0 0
Significantly different from control * p<0.05, ** p<0.01
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Table 4 Skeletal observation on fetuses obtained from dams administered T-2588 orally

(dissected on day 21 of gestation)

Dose (mg/kg) Control 250 500 1000
No. of fetuses observed 150 149 139 143
No. of fetuses with abnormality (%)
Wavy ribs 0 0 0 5 (3.5)*
No. of fetuses with variation (%) 7 (4.7) 4 (2.7) 3 (2.2) 9 (6.3)
Cervical ribs 0 0 1(0.7) 0
Asymmetry of sternebrae 0 0 1(0.7) 1(0.7)
Splitting of sternebrae 2 (1.3) 1 (0.7) 0 0
14th rib 0 2(1.3) 1(0.7) 3(2.1)
Splitting of vertebral bodies 2 (1.3) 0 0 6 (4.2)
Variation of number of presacral vertebrae 3 (2.0) 2 (1.3) 0 0
Degree of ossification (Mean+S.E.)
No. of ossified sternebrae 5.9+0.03 6.0%£0.02 6.0+0.01 5.8+0.08
No. of ossified sacral and caudal' vertebrae 10.1+0.15 10.4+0.17 10.2+0.14 10.3+0.24
No. of ossified phalanges in fore limbs® 7.1+0.19 7.2+0.22 7.5+0.14 7.24+0.42
No. of ossified phalanges in hind limbs® 2.0+£0.42 2.8+0.51 2.9+0.51 2.9+0.41

) Proximal and middle phalanges

Significantly different from control * p<0.05
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Table 5 Visceral observation on fetuses obtained from dams administered T-2588 orally
(dissected on day 21 of gestation)

Dose (mg/kg) Control 250 500 1000
No. of fetuses observed 146 139 130 130
No. of fetuses with abnormality (%) 16 (11.0) 14 (10.1) 23 (17.7) 27 (20.8)°
Thymic remnant in the neck 5(3.4) 4 (29 3(2.3 4 (3.1)
Dislocation of esophagus 0 0 1(0.8) 0
Ventricular septal defect 4 (2.7 3(2.2) 4 (3.1) 4(3.1)
Supernumerary right coronary artery orifice 3(2.1) 3(2.2) 7(5.4) 6 ( 4.6)
Accessory lobe of liver 1 (0.7) 3(2.2) 1(0.8) 5(3.8)
Hypoplasia of kidney 1(0.7) 0 0 0
Dilatation of ureter 3(2.1) 0 5 ( 3.8) 5(3.8)
Umbilical artery positioned
to left of urinary bladder’ 0 1(0.7) 1(0.8) 7 (5.4)
Hypoplasia of testis 0 0 2(1.5) 0
Significantly different from control * p<0.05, ** p<0.01

*. The umbilical artery passes to the right of the urinary bladder in most cases. In a few instances it passes to the

left of the urinary bladder.

Table 6 Observation of delivery and viability of pups obtained from dams administered T-2588 orally

Dose (mg/kg) Control 250 500 1000
No. of dams pregnant 14 15 16 17
No. of dams delivered (%) 14 (100) 15 (100) 16 (100) 17 (100)
Gestation period (day : Mean+S.E.) 22.4+0.13 22.3£0.13 22.2+0.10 22.4+0.12
No. of implantations (Mean+S.E.) 214 (15.3£0.61) | 231 (15.4£0.98) | 231 (14.4+1.04) | 260 (15.3+0.62)
No. of pups born Live (Mean+S.E.) 196 (14.0+0.76) | 209 (13.9+0.81) | 211 (13.2+0.96) | 229 (13.5+0.62)
Dead (?0) 4 (2.0) 5 (2.3) 5 (2.3) 1(0.4)

Birth rate (%)* 91.6 90.5 91.3 88.1
Sex ratio (Male/Female) 1.13 (104/92) 0.83 (95/114) 1.22 (116/95) 0.96 (112/117)
No. of pups with external abnormality 0 0 0 0
Viability (%)

4th day” 193/196 ( 98.5) 206/209 (98.6) 208/211 (98.6) 203/229 (88.6)

3rd week® 110/110 (100 ) 114/116 (98.3) 122/124 (98.4) 104/127 (81.9)**

6th week® 110/110 (100 ) | 114/116 (98.3) | 122/124 (98.4) | 104/127 (81.9)**

2. (No. of pups born alive/No. of implantations) X100
»_ No. of 4 days old pups before culling/No. of pups born alive
<. No. of pups at 3rd week/No. of 4 days old pups after culling
4. No. of pups at 6th week/No. of 4 days old pups after culling

Significantly different from control

* p<0.05,

** p<o0.01
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Table 7 Body weight changes of F, (Male) obtained from dams administered T-2588 orally
Dose (mg/kg) Control 250 500 1000
At birth 104 6.22+0.135" | 95 6.45+0.181 116 6.49+0.148 112 6.51+0.066
4th day Before culling 102 9.56+0.235 94  9.94+0.445 113 10.11+0.386 | 100 9.66+0.354
After culling 56 9.67+0.219 59 10.10+0.436 60 10.22+0.373 62 9.81+0.339

1st week 56 16.31+0.373 58 16.75+0.540 60 16.7810.434 56 15.87+0.572
2nd week 56 34.04+0.672 57 35.00+0.677 59 34.69+0.731 51 35.65+0.623
3rd week 56 55.7+1.21 57 57.0t1.16 58 56.9+1.34 50 59.2+0.88°
4th week 56 93£1.5 57 96+1.6 58 95+1.7 50 95+2.2
5th week 56  145%2.1 57 147+2.4 58 149+2.9 50  149+3.1
6th week 56 195+2.3 57 198+3.1 58 201+4.0 50 200+3.2
7th week 20 2451+4.8 20 253+2.9 20 248+4.5 20 261+4.8*
8th week 20 301+£5.0 20 306+3.7 20 302+5.5 20 318+5.8°
9th week 20 344+5.2 20 345+4.1 20 34416.6 20 3631+6.7°
10th week 20 377+5.2 20 376+4.5 20 377+£7.7 20 394+7.3
11th week 20 406+5.2 20 403+4.9 20 406+8.5 20 427+8.9°*
12th week 20 427+5.4 20 424+4.9 20 425+9.1 20 451+9.7°
¥ No. of F,

Y g: Mean+S.E.

Significantly different from control * p<0.05

Table 8 Body weight changes of F, (Female) obtained from dams administered T-2588 orally
Dose (mg/kg) Control 250 500 1000
At birth 92" 5.91+0.171% 114 5.9110.093 95 6.11+£0.150 117  6.13+£0.051
4th day Before culling 91 9.231+0.248 112 9.20+0.119 95 9.6910.410 103  9.21+0.341
After culling 54 9.30%0.247 57 9.36%0.125 64 9.79+0.392 65 9.431+0.314

1st week 54 15.89+0.413 57 15.66+0.303 64 16.0610.460 59 14.85+0.789
2nd week 54 33.20%0.743 57 33.46+0.328 64 34.04%+0.889 54 34.93+0.640
3rd week 54 54.3+1.22 57 55.4%+0.68 64 55.211.46 54 57.1+£0.95
4th week 54 87t1.4 57 89+1.0 64 88+1.7 54 91+0.8*
5th week 54 128+2.0 57 129+1.5 64 130+2.3 54 133+1.0*
6th week 54 160+2.5 57 160+1.7 64 162+2.7 54 165+1.2
7th week 20 185+3.9 20 186+2.6 20 182+2.8 20 187+2.1
8th week 20 207+4.5 20 206+3.1 20 205%3.1 20 210+1.9
9th week 20 222+4.8 20 221+3.6 20 221+3.5 20 223+2.6
10th week 20 235+5.1 20 235+3.7 20 233+4.5 20 238+3.0
11th week 20 244+5.6 20 246+4.2 20 244+5.1 20 249+3.1
12th week 20 252+5.7 20 255+4.5 20 254+5.3 20 258+3.7

. No. of F,

Y g: Mean+S.E.

Significantly different from control * p<0.05
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Table 9 Postnatal development of F, observed from dams administered T-2588 orally
Dose (mg/kg) Control 250 500 1000
Development
Separation of auricle on 4th day 193/193(100 ) | 206/206 (100 ) | 208/208 (100 ) | 203/203 (100 )
Appearance of abdominal hair on 1st week | 110/110 (100 ) | 115/115 (100 ) | 124/124 (100 ) | 115/115 (100 )
Appearance of nipples on 1st week 54/ 54 (100 )| 57/ 57 (100 )| 64/ 64 (100 ) | 59/ 59 (100 )
Eruption of incisors on 2nd week 110/110 (100 ) | 114/114 (100 ) | 123/123 (100 ) | 105/105 (100 )
Separation of eyelids on 2nd week 105/110 ( 95.5) | 110/114 ( 96.5) | 119/123 ( 96.7) | 105/105 (100 )
Descent of testis on 4th week 56/ 56 (100 )| 57/ 57 (100 )| 58/ 58 (100 ) | 50/ 50 (100 )
Opening of vagina on 5th week 48/ 54 ( 88.9) | 53/ 57 ( 93.0) | 52/ 64 ( 81.3) | 50/ 54 ( 92.6)
Function
Visual placing response 110/110 (100 ) | 114/114 (100 ) | 122/122 (100 ) | 104/104 (100 )
Auricular startle response 110/110 (100 ) | 114/114 (100 ) | 122/122 (100 ) | 104/104 (100 )
Pain response 110/110 (100 ) | 114/114 (100 ) | 122/122 (100 ) | 104/104 (100 )
Righting reflex 110/110 (100 ) | 114/114 (100 ) | 122/122 (100 ) | 104/104 (100 )
Pinna reflex 110/110 (100 ) | 114/114 (100 ) | 122/122 (100 ) | 104/104 (100 )
Corneal reflex 110/110 (100 ) | 114/114 (100 ) | 122/122 (100 ) | 104/104 (100 )

®.  No. of rats positive/observed (%)

Photo. 2 Nodulated ribs
(T-2588 1, 000 mg/kg, Neonate)
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_ _Table 10 Skeletal observation on pups obtained from dams administered T-2588 orally (culled at 4 days old)

Dose (mg/kg) Control 250 500 1000
No. of pups observed 83 90 84 76
No. of pups with abnormality (%)
Nodulated ribs 1(1.2) 0 0 3 (3.9
No. of pups with variation (%) 8 (9.6) 12 (13.3) 1(1.2) 1(1.3)°
Accessary sternebra 1(1.2) 1(1.1) (] 0
14th rib 3 (3.6) 8 ( 8.9) 0 0
Variation of number of presacral vertebrae 6 (7.2) 9 (10.0) 1(1.2) 1(1.3)*
Degree of ossification (Mean+S.E.)
No« of ossified sternebrae 6.0£0.00 6.0+0.01 6.0+0.00 6.0£0.00
No: of ossified sacral and caudal vertebrae 25.110.40 25.2+0.32 25.0£0.39 25.31£0.36
No. of ossified phalanges in fore limbs® 16.0+0.02 16.0%£0.00 16.0+0.00 16.0£0.00
No.. 6f ossified phalanges in hind limbs” 17.9+0.10 17.9+0.04 17.8+0.11 17.8+0.14

) Proximal and middle phalanges
Significantly different from control

* p<0.05

' Table I1 Absolute and relative organ weight of F, (Male) obtained from dams administered T-2588 orally

(dissected at 6 weeks old)

Dose (mg/kg) Control 250 500 1000
‘No..of rats examined 36 37 38 30
Body weight (g) 194+2.79 197+3.1 202+3.6 203+2.3*
"Absolute organ weight (g)
Heart 0.76 +0.014 0.76 £0.015 0.77 £0.012 0.77 £0.012
Lung 1.03 £0.021 1.02 +£0.018 1.05 £0.021 1.02 £0.018
Liver 8.94 +0.209 9.04 +0.283 9.41 +0.239 9.49 £0.235
Kidney Left 0.83 +0.014 0.85 +0.013 0.87 +0.011* 0.91 £0.015**
Right 0.85 +0.014 0.88 £0.015 0.89 £0.013* 0.94 +0.014°*
Spleen 0.57 +0.023 0.57 £0.019 0.64 £0.024 0.61 +0.024
Adrenals 0.03 +0.001 0.03 £0.002 0.03 £0.001 0.03 £0.001
Thymus 0.56 +0.020 0.59 +0.021 0.60 +0.016 0.58 +0.021
Salivary glands 0.41 £0.006 0.39 +0.009 0.41 £0.007 0.41 +0.009
"Testis Left 1.00 +0.014 1.00 £0.015 1.01 £0.018 1.02 £0.020
Right 1.00 +£0.012 0.99 +0.014 1.01 +£0.024 1.01 £0.020
Relative organ weight (%)
Heart 0.39410.0084 0.387+0.0058 0.380+0.0052 0.378+0.0049
Lung 0.530%0.0134 0.518+0.0062 0.520£0.0075 0.506£0.0085
Liver 4.6121+0.0686 4.5781+0.1066 4.6711+0.0757 4.68210.0956
Kidney Left 0.429+0.0040 0.432£0.0037 0.434+0.0049 0.447+0.0057*
Right 0.43940.0050 0.444+0.0040 0.443+0.0041 0.464+0.0068**
Spleen 0.294+0.0112 0.286+0.0077 0.314£0.0087 0.300+0.0102
Adrenals 0.015%0.0005 0.015+0.0007 0.015+0.0007 0.015+0.0007
Thymus 0.289+0.0105 0.298+0.0089 0.296+0.0074 0.287+0.0108
‘Salivary glands 0.210+0.0042 0.199+0.0042 0.205+0.0044 0.202+0.0044
Testis Left 0.517+0.0103 0.508+0.0091 0.502+0.0104 0.502+0.0111
Right 0.515+0.0094 0.504£0.0090 0.502+0.0135 0.499+0.0100
v, Mean+SE.

Significantly different from control

* p<0.05, ** p<0.01
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Table 12 Absolute and relative organ weight of F; (Female) obtained from dams administered T-2588 orally
(dissected at 6 weeks old)

Dose (mg/kg) Control 250 500 1000
No. of rats examined 34 37 44 34
Body weight (g) 158+2.3 159+2.3 160+2.9 165+2.0*
Absolute organ weight (g)
Heart 0.62 £0.015 0.62 £0.017 0.64 £0.011 0.69 £0.025°*
Lung 0.86 £0.015 0.87 £0.011 0.87 +£0.013 0.86 +£0.013
Liver 7.07 £0.215 7.16 £0.207 7.37 £0.219 7.51 £0.218
Kidney Left 0.65 £0.017 0.66 £0.013 0.67 +0.012 0.72 £0.013**
Right 0.67 £0.016 0.68 £0.014 0.70 £0.011 0.74 10.013°**
Spleen 0.44 £0.017 0.43 £0.012 0.46 +0.015 0.49 £0.02
Adrenals 0.04 £0.002 0.04 £0.001 0.04 +0.001 0.04 £0.003
Thymus 0.51 £0.020 0.50 £0.012 0.50 +£0.013 0.51 +£0.019
Salivary glands 0.34 £0.005 0.34 £0.004 0.34 £0.006 0.35 £0.008
Ovaries 0.06 £0.002 0.07 £0.003 0.07 £0.003 0.06 +0.003
Relative organ weight (%)
Heart 0.394£0.0056 0.38810.0088 0.402+0.0065 0.416+0.0126
Lung 0.545+0.0086 0.550+0.0075 0.542+0.0086 0.524+0.0091
Liver 4.467 £0.0847 4.49810.0786 4.58210.0862 4.535+0.0892
Kidney Left 0.409+0.0064 0.415%0.0068 0.416+0.0052 0.433+0.0068°
Right 0.421+0.0060 0.42910.0058 0.4341+0.0059 0.446+0.0061°°
Spleen 0.27910.0098 0.271+£0.0069 0.28610.0080 0.29410.0116
Adrenals 0.021£0.0009. 0.02110.0008 0.02210.0008 0.022+0.0012
Thymus 0.322+0.0124 0.312+0.0073 0.3131+0.0069 0.307+0.0105
Salivary glands 0.2131+0.0030 0.215+0.0028 0.213+0.0036 0.214+0.0041
Ovaries 0.038+0.0016 0.041£0.0017 0.043+0.0023 0.0381+0.0015
» Mean+SE.
Significantly different from control * p<0.05, ** p<0.01
Table 13 Open field test of F, (Male) obtained from dams administered T-2588 orally
Dose (mg/kg) Control 250 500 1000
No. of rats observed 10 10 10 10
Latency (Sec.) 1st?® 54.0£21.45" 54.6+22.27 16.5+ 5.13 17.0+ 6.20
2nd 56.8:!:26.90 32.3%£17.30 23.2+17.53 23.5117.44
3rd 47.4£23.91 . 8.3% 5.11 20.0+17.78 20:41_’.17.74
Defecation 1st 12.0% 0.54 {3.4% 0.79 3.3+ 0.63 3.0% 0.86
2nd 2.1% 0.80 1.7 0.76 1.8+ 0.74 1.6t 0.82
3rd 1.5+ 0.82 1.2+ 0.63 2.8+ 0.68 1.8+ 0.79
Urination Ist 0.8+ 0.39 0.7+ 0.33 1.2+ 0.20 l.5':f: 0.31
2nd 03i 0.15 0.5+ 0.22 1.0+ 0.33 0.7+ 0.21
3rd 0.6+ 0.22 0.4+ 0.16 0.6+ 0.22 0.7+ 0.21
Rearing 1st 4.3t 1.70 5.1t 1.48 5.3+ 1.35 5.5+ 1.15
2nd 1.4+ 0.93 2.8+ 1.10 3.3+ 0.93 3.0+ 0.88
3rd 2.2+ 1.24 2.0+ 1.18 3.7+ 1.31 2.9% 0.71
Grooming 1st 1.1+ 0.23 2.9+ 0.71* 1.8+ 0.39 2.4+ 0.70
2nd 1.9+ 0.69 2.7+ 0.40 2.2+ 0.42 2.6+ 0.60
3rd 1.2+ 0.42 2.7+ 0.52* 1.7+ 0.37 2.7+ 0.63
Ambulation 1st 13.8+ 5.28 12.3+ 3.76 21.6x 6.39 20.6+ 4.51. . -
2nd 11.1+ 6.00 8.3+ 2.10 17.4%+ 6.86 20.5%+ 7.19
3rd 16.5+ 8.37 12.5+ 5.71 21.7% 6.53 26.8+ 7.13
9. Day
M, MeantS.E.
Significantly different from control * p<0.05
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Table 14 Open field test of F, (Female) obtained from dams administered T-2588 orally
Dose (mg/kg) Control 250 500 1000
No. of rats observed 10 10 10 10
Latency (Sec.) 1st* 12.7+2.88Y 10.1%+ 1.73 13.3£ 3.09 7.0 1.29
2nd 7.7£2.09 3.6 0.75 23.0£17.55 3.5+ 0.86
3rd 3.141.22 1.2+ 0.13 19.3+17.86 1.6+ 0.50
Defecation 1st 1.2+0.49 0.9t 0.60 0.4t 0.27 0.5% 0.22
2nd 1.9+0.80 1.4+ 0.73 0.7+ 0.42 0.5+ 0.40
3rd 1.6£0.81 0.8+ 0.47 1.4+ 0.83 0.9+ 0.60
Urination 1st 1.610.22 1.5+ 0.56 O.Gi‘ 0.22*° 1.0+ 0.26
2nd 0.940.28 0.5+ 0.22 0.2+ 0.13* 0.5+ 0.22
3rd 0.6+0.22 0.3+ 0.15 0.4+ 0.22 0.4+ 0.22
Rearing 1st 6.91+1.68 9.2+ 1.29 6.3+ 1.29 11.4+ 1.86
A 2nd 2.0£0.45 2.8+ 0.68 3.8+ 1.28 7.9+ 1.81°*
3rd 1.74£0.56 4.6+ 1.66 4.8+ 1.53 6.6+ 1.12**
Grooming 1st 1.7+£0.33 1.8+ 0.33 2.2+ 0.33 1.5+ 0.48
2nd 1.5+0.34 1.4% 0.45 3.3 1.19 2.2+ 0.44
3rd 1.540.31 1.3+ 0.50 2.6+ 0.86 1.7+ 0.58
Ambulation 1st 26.5+6.37 34.3+ 4.70 30.6+ 7.09 46.0t 4.94°
2nd 9.3+2.65 28.9+ 7.31°* 26.2+ 7.83 43.4+10.39*°
3rd 19.3+7.06 46.7+11.49 41.2+10.91 49.1+ 7.69°
¥ Day
» Mean+SE.
Significantly different from control * p<0.05, ** p<0.01
Table 15 Reproductive performance of F, obtained from dams administered T-2588 orally
(dissected on day 20 of gestation)
Dose (mg/kg) Control 250 500 1000
Mating and fertility data
No. of pairs 20 20 20 20
Male
No. of copulated (%)% 17 (85.0) 20 (100) 18 ( 90.0) 20 (100 )
No. of impregnated (%)¥ 16 (94.1) 20 (100) 17 ( 94.4) 18 ( 90.0)
Female
No. of copulated (%) 19 (95.0) 20 (100) 20 (100 ) 20 (100 )
No. of pregnant (25)° 18 (94.7) 20 (100) 19 ( 95.0) 18 ( 90.0)
Cesarean section data
No. of dams examined 18 20 19 18

No.

. of corpola lutea (Mean+SE.)
. of implantations (Mean+SE.)
. of dead fetuses (%)

of live fetuses (Mean+SE.)

Sex ratio (Male/Female)
Body weight of live fetuses Male

No. of fetuses with external abnormality( %)

(g:MeantSE.) Female

Omphalocele

308 (17.1£0.82)
263 (14.6%0.66)
24 (9.1)
239 (13.3+0.99)
0.88 (112/127)
3.60+0.079
3.3140.077

322 (16.1+0.42)
309 (15.5+0.34)
15 (4.9)
294 (14.7+0.33)
0.96 (144/150)
3.61+0.036
3.4240.040

300 (15.8+0.54)
284 (14.9+0.52)
14 (4.9)
270 (14.240.50)
1.00 (135/135)
3.7240.049
3.48+0.053

298 (16.6+0.68)
252 (14.0£1.07)
15 (6.0)
237 (13.2+1.14)
0.90 (112°125)
3.5440.062
3.40+0.065

1 (0.4)

», () :(No. of copulated/No. of pairs)x100
Y () :(No. of impregnated/No. of copulated)x100
2 ( ):(No. of pregnant/No. of copulated) X100
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Fig.5 Water multiple T-maze test of F, obtained from dams administered
T-2588 orally (No. of errors)
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Fig.6 Water multiple T-maze test of F, obtained from dams administered

T-2588 orally (Swimming time)
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TERATOLOGICAL STUDY OF T-2588 IN RATS

Noririsa Komae, Hiroko Nakapa, Suozo Nakamura and Tovoak: Yonepa
Research Laboratory, Toyama Chemical Co., Ltd.

Teratological study on T-2588 was carried out in Sprague-Dawly strain rats. T-2588 was admini-
stered orally to pregnant rats from day 7 to 17 of gestation at the daily doses of 250, 500 and
1000 mg/kg as a suspension in 0.5%CMC and 0.1%HPC-L solution. Of 34 to 37 pregnant rats
in each group, 20 pregnant rats were sacrificed on day 21 of gestation and remaining rats were
allowed to deliver naturally. Dams, fetuses and offspring were examined.

Following results were obtained.

1. After administration of T-2588, in pregnant rats, soft feces and transient decrease in food
intake at all doses of T-2588, increase in water intake at the doses of 500 and 1000 mg/kg and
depression of body weight gain at the dose of 1000 mg/kg were observed.

2. In the examination of fetuses, there were no significant differences in number and bedy
weight of live fetuses, number of dead fetuses and sex ratio between the T-2588 treated groups
and the control group. No external abnormality was observed in the T-2588 treated groups. In
1000 mg/kg treated group, however, significant increase of the prevalence of skeletal and visceral
abnormality (wavy ribs, left umbilical artery) were observed.

3. In the postnatal examination, there were no significant differences in duration of gestation,
number and body weight of newborn offspring, external development, function of sensory, reflex,
learning ability and reproductive performance between the T-2588 treated groups and the control
group. In 1000 mg/kg treated group, however, decrease in weaning rate and increase in number
of rearing and ambulation. of female in open field test were observed.

4. From these results, the maximum non-effective dose of T-2588 on dam, fetus and offspring is

estimated to be 500 mg/kg.



