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Developmental toxicity of Arctigenin on embryo-fetal of rats and rabbits
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Abstract: Objective To provide a reference for drug development of Arctigenin, the study is designed to evaluate the
developmental toxicities of Arctigenin on embryo-fetal of rats and rabbits. Methods Totally 100 fertilized rats were divided
randomly into vehicle control group, Arctigenin 4, 16, and 64 mg/kg groups, and 72 fertilized rabbits were divided randomly into
vehicle control group, Arctigenin 4, 10, and 25 mg/kg groups. Animals were ip administered with Arctigenin from day 6 of
pregnancy (GD6) once daily, rats were treated until GD15 and sacrificed on GD20, while rabbits were treated until GD18 and
sacrificed on GD29. The clinical manifestation of animals was observed every day during test period, feed take and bodyweight were
detected regularly. Corpora lutea number, implantation number, and living fetus number were counted. Lengths of fetus
Crown-Rump and tail were measured and the appearance, skeleton, and viscera of fetus were detected. Results With the exception
of inflammation caused by treated method, no apparent toxic reaction in pregnant animals was shown in all groups. Compared with
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vehicle control, rats and rabbits treated with Arctigenin had no abnormal change on maternal pregnancy rate, average corpora lutea

number, average implantation loss rate, and average living fetus rate, and likewise, average lengths of fetus Crown-Rump and tail

were normal. Moreover, rats and rabbits treated with Arctigenin had no malformation in fetus appearance, skeleton, and viscera

compared with vehicle control. Conclusion Arctigenin has no potential developmental toxicities on embryo-fetal of rats and rabbits.

Under the experimental conditions, the no observed adverse effect levels (NOAEL) of Arctigenin developmental toxicity on

embryo-fetal of rats and rabbits are 64 and 25 mg/kg.
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Table 1 Effect of Arctigenin on rat conception rate

ML KGN A

TR EE L
VAU R — 25 22 88.0
GRS 4 25 21 84.0

16 25 22 88.0
64 25 21 84.0
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Table 2 Effect of Arctigenin on rabbit conception rate
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Table 3 Effect of arctigenin on rat corpora lutea number, implantation loss rate, weight of uterus containing fetus and

placenta weight ( X %)
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WIS, 2R IES. 6.

4151 FE(mgkg™) L CPIEEEEUA CFRIBIKE R P EERTRG TRIR R R
TN — 22 12.243.2 11.5+2.8 62.0+18.4 0.630.23
35 H T 4 21 12.53.2 11.1#3.0 64.4+16.8 0.59+0.07

16 22 12.3+3.0 13.0+3.4 63.0+16.6 0.60+0.08
64 21 12.3+2.1 6.2+1.8 67.4+12.1 0.58+0.05
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Table 4 Effect of actigenin on rabbit corpora lutea number, implantation loss rate, weight of uterus containing fetus and

placenta weight ( X *5s)

415 FEmgkg™) AL CPEEEAREUA CPBEKRE RN PR EERT R PR TR
X IR — 14 6.57+2.38 2.93+1.10 398.3+142.2 6.83+1.11
435 IT 4 13 6.85+2.88 1.71+3.86 379.6+167.3 6.46+3.02

10 14 8.64+1.60 2.8242.11 384.8+164.2 6.93+1.49
25 13 6.92+2.22 1.96+3.47 387.5+106.9 6.85+2.19
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Table 5 Effect of arctigenin on rat fetuses living rate, dead rate, aborption rate, fetus weight, Crown-Rump length, and tail

length ( X £5)

3 Fili=vl i EENENG BWR BRI BRIRMHA BB BRI
(mg-kg™) K% K% 52%/% JRiElg EK/mm  EK/mm

TP — 22 87.5+14.1 0.0£0.0 12.5+14.4 3.85+0.49 35224261  13.10+1.05

425 T 4 21 86.9+13.8 0.0£0.0 13.1£13.8 3.7820.72 35.23+2.95  13.21+0.93

16 22 87.3t14.7 0.0£0.0 12.7+£14.7 4.00+0.38 35.63+2.41  13.17+0.82

64 21 93.2+7.4 0.0£0.0 6.87.4 3.89+0.55 3459+1.92  13.05+1.07
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Table 6 Effect of arctigenin on rabbit fetus living rate, dead rate, and aborption rate ( X £s)

. s L BRGNS wWBgEN WBWh wRietE WD S
(mgkg™) FI% FI% FI1% JF ey K fem FKlem
X IR — 14 97.1+8.1 1.9+4.9 1.0+£3.8 41.6+6.8 9.8620.66 1.40+0.14
425 T 4 13 88.3+27.9 0.0£0.0 11.7427.9 42.3+7.2 9.63%0.56 1.38+0.10
10 14 922491 0.00.0 7.849.1 39.9+6.3 9.86+0.59 1.4240.10
25 13 99.0+35 0.00.0 1.043.5 41.045.4 9.68+0.51 1.39+0.10
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Table 7 Effect of arctigenin on rat fetus apparent deformity, skeleton deformity, and viscera deformity (X £s)
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