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Preliminary Reproduction Toxicity Screening Test of
5-Ethylidene-2-norbornene by Oral Administration in Rats
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Fig. 1 Body weight changes of male rats treated orally with 5-Ethylidene-2-norbornene in the preliminaly

reproduction toxicity screening test
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Fig. 2 Body weight changes of female rats treated orally with 5-Ethylidene-2-norbornene in the preliminaly

reproduction toxicity screening test
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Table 1l Absolute and relative organ weights in rats treated orally with 5-Ethylidene-2-norbornene in the

preliminary reproduction toxicity screening test

Dose {mg/kg) 0 4 20 100
Male
Number of animals 12 12 12 10
Body weight (g) 488.3 304 497.1 & 34.1 475.4 4: 26.0 4250 & 19.7%*
Absolute organ weight
Liver {g) 15,795 £ 2.200 16.378 42 1.850 16.213 + 1.993 15.487 + 1.583
Testes () 3401 4 0.202 3.238 +0.265 3277 £ 0.284 2,918 £ 0.331%
Epididymides {g) 1.260 1 0,053 1.238 40,082 1.220 £ 0.068 1.158 £ 0.054%*
Relative organ weight
Liver (g%) 3.223 £ 0.265 3.296 £ 0.296 3.399 1+ 0.283 3.640 £ 0.261*
Testes (%) 0.698 - 0.053 0.655 + 0.074 0.683 - 0.069 0.685 +0.066
Epididymides (g%) 0.259 3 0.018 0.252 £ 0.027 0.258 £ 0018 0.273 £ 0.017
Female
Number of animals 12 12 8 10
Body weight (g 323.21:238 323.9+224 30954 18.8 290.2 £ 19.3*
Absolute organ weight
Liver () 14437+ 1,342 14.214 +: 1.382 14.648  1.838 13427 = 1.603
Relative organ weight
Liver (g%) 4467 % (.233 4,386 + 0,233 4,721 £0.382 4.620 £ 0.386

Values are expressed as Mean+5.D.
Significantly different from control;**:p<<0.01.
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Table 2 Summary of histopathological findings in rats treated orally with 5-Ethylidene-2-norbornene in the
preliminary reproduction toxicity screening test

Sex Male Female

I?)rg'an Fate Scheduled sacrifice Death Scheduled sacrifice
Findings
Dose (mg/kg) 0 4 20 100 100 0 4 20 100.
Number of animals 12 12 12 10 2 12 12 12 12
Heart
Degeneration, myocardium, diffuse + # # # e # # # # 1/1
Thymus
Edema + # # # 1/1 # # # # 1/1
Hemorrhage, diffuse + # # # 1/1 0/1 # # # o/1
++ # # # 0/1 1/1 # # # 0/1
Lung
Accumulation, macrophage IS # # # 1/1 # # # ¥ 1/1
Congestion - # # # # 2/2 # # # #
Edema + # # # # 1/2 # it # #
- # # # # 1/2 # # # #
Necrosis, focal + # # # 0/1 # # # # /1
Thrombus + # # # 0/1 # # # # 1/1
Liver
Capsulitis, fibrinous + 0 0 0 2 # 0 ¥ # 0
Fatty change, hepatocyte, diffuse + 0 1 0 1 # ] # # 0
Fatty change, hepatocyte, periportal + 1 2 0 1 1/2 1 # # 1
-+ 1 0 0 0 0/2 0 # # 0
Hypertrophy, hepatocyte, centrilobular + Q 0 0 Gk # 0 # # 0
-+ 0 0 0 3 # ¢ # # 0
Inflammatory cell infiltration, focal + 0 0 2 0 # 1 # # 2
Microgranuloma + 0 0 0 0 # 2 # # 1
Necrosis, centrilobutar ++ 0 0 0 1 # 0 # # 0
Necrosis, focal + 0 0 1 0 # 1 # ¥ 0
Vacuolation, hepatocyte + 0 0 0 2% 1/2 ] # # 0
—+ 0 0 0 2 0/2 0 # # 0
Testis
Atraphy, seminiferous tubule, diffuse + O # i 1 0/2
Atraphy, seminiferous tubule, focal + 1 # # 0/2
Hemorrhage, focal + 1 # # 0 0/2
Epididymis
Cell debris, lamen + 0 # # 1 0/2
Inflammatory cell infiltration, focal + 1 # # 0 0/2
Ovary # # ND/2 ND/1
+:5light, ++:Moderate, #:Not examined, ND:Ne abnormalities were detected.
Significantly different from control; *:p<0.05, **:p<0.0L.
$:Number of animnals showing lesion/number of animals examined.
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Table3 Fertility and pregnancy data in rats treated orally with 5-Ethylidene-2-norbornene in the preliminary

reproduction toxicity screening test

Dose(mg/kg) Q 4 20 ino
Number of pairs examined 12 12 - 12 12
Nurnber of pairs with successful mating 12 12 12 12

Mating index {%)* T 100.0 100.0 100.0 100.0
Number of pregnant fernales 12 12 10 11

Fertility index (%) *’ 100.0 100.0 83.3 91.7

. Pairing days untii mating 26x10° 28+1.2 1.8+1.0 23+12
Number of estrous stages without mating 0.0+£00 00400 0.0+00 0.0+£0.0

a}Mating index (%) = (Number of pairs with successful mating/number of pairs examined) X100
b) Fertility index (%) ={Number of pregnant animals/number of pairs with successful mating) X100
¢)Values are expressed as MeantS.D,

Table4 Delivery and litter data in rats treated orally with 5-Ethylidene-2-norbornene in the preliminary

reproduction toxicity screening test

Dose (mg/kg) 0 4 20 100
Number of females examined 12 12 8 11
Number of fernales with live pups 12 i2 9 i0

Gestation index (%) *' 100.0 100.0 100.0 90.9

Gestation length (days) 223+05" . 22.5 0.5 22.7+0.7 23.1 4 0.3*
Number of corpora tutea 163+ 1.3 16516 159%26 152+28
Number of implantation sites 153+14 156+22 14.7£338 114 +45

Implantation index (%) 94,49 & 6.35 94.57 & 10.22 50.67 £ 15.92 72.79 - 20.86%*

Delivery index (%) G3.15*6.11 92,08 £ 12.40 84.69 £25.13 53.11 &= 26.72%*
Number of pups delivered 143%£13 145+ 3.1 132449 7.1 & 3.6%
Number of live pups on day 0 143413 145+3.1 132149 7.1 £3.5%

Live birth index (%) 100.00 % 0.00 160.00 = 0.00 100.00 £0.00 100.00 = 0,00

Sex ratio{male/female) 1.14(91/30) 0.93(84/90) 0.86(55/64) 0.87(33/38)
Number of live pups on day 4 142+13 143+ 3.0 129 +5.0 6.8 + 3.7

Viability index on day 4 {%) ©' 99.44 +1.93 08.958 + 24} 87.58 £33.07 90,76 = 17.76

Body weight of pups ()
onday (0 male 6.7+04 67+ 1.1 6.6-:06 7206

female 6.4 +05 64+09 62406 69+09
onday4 male 103 £0.7 11124 06+14 12.8 4 1.1**
fernale 10210 106 £2.0 10.3+14 11,716

Body weight gain of pups {(g)
day 0 to 4 male 41£05 43+15 41+1.0 5.6 £ 0.7%*

female 3907 42+14 4209 48+11

a ) Gestation index {%)={Number of fernales with live pups/number of pregnant females) X100
b ) Implantation index (%)={(Number of implantation sites/number of corpora lutea) X100

¢ ) Delivery index {%)=(Number of pups delivered/number of implantation sites} X100

d ) Live birth index (%) = (Number of live pups on day 0/number of pups delivered) <100

e ) Viahility index (%) ={MNumber of live pups on day 4/number of live pups on day 0) X100

f )Values are expressed as Mean=-S.D.
Significantly different from control; **:p<C0.01.
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