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Fertility and Early Embryonic Developmental Toxicity Study of Neohesperidin in Rats
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(1.College of Pharmaceutical Science, Zhejiang University, Hangzhou 310058, China,2.Center for Drug Safety Evaluation and
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ABSTRACT: OBJECTIVE To evaluate fertility and early embryonic developmental toxicity of neohesperidin in rats.
METHODS According to sex and bodyweight, 200 rats(100 males and 100 females) were stratified randomly assigned to 5
groups, as control group (0.5% sodium carboxymethyl cellulose solution), cyclophosphamide group (20 mg-kg™"), neohesperidin
low, middle and high dose group (0.45, 0.9 and 1.8 mg-kg™"). Male rats were administrated since 4 weeks before mating period to
the end of mating period. Female rats were administrated since 2 weeks before mating period to 6th gestation period. At
termination, sperm from the epididymides cauda was collected for examination. At 15th gestation period, uterine contents were
examined as corpora luteum, implantation site, viable fetuses, deaths fetuses, absorptive fetus and placenta. RESULTS
During administration, no abnormal behavior was observed for each group. No significant difference was found between control
group and other groups for male rats on premating bodyweight, organ weight, enumeration of sperm reserves and sperm motility
(P>0.05). Rate of total deformation was under 2% for control group and neohesperidin groups. No significant difference found
between control group and neohesperidin groups for female rats on bodyweight, organ weight, corpora luteum, implantation site,
viable fetuses, deaths fetuses, absorptive fetus (P>0.05). The result of histopathology examination showed that there was no
pathological change related to dose noted for testis, epididymis, prostate and seminal vesicle; obvious pregnancy changes were
found on uterus and vagina for control group and neohesperidin group. CONCLUSION There is no toxicity found for the
fertility and early embryonic developmental toxicity of neohesperidin in rats.
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Tab.1 bodyweight of female during gestation period g
47 GDO GD3 GD6 GDS8 GD10 GDI12 GD14 GDI5 L
Xt AL 238+12 251=14 26315 272+16 282416 293+16 30115 308+17  53.549.6
FBEIERE 20 mg-kg ™ 41 23849 250+14 257+15 262+14 268120 276+13V  281+12" 282413 43.5+7.8"
W 045 gkg' AL 237£16 248+17 259+18 270+18 28018 290421 30022 308423 54.2+11.3
W TF 0.9 g-kg ' 4 236+12 25012 261+13 27015 280+13 293+15 300+16 305+17 53.7+12.8
W 1.8 gkg AL 236+10 248+11 258+12 267+11 27811 291+12 300+14 309+14 55.7+8.7

E: SXALLLE:, VP<0.05.
Note: Compared with control group, "P<0.05.
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Fig.1 Histopathology examination of uterus and vagina

A-uterus in control group, normal; B—vagina in control group, normal; C—uterus in neohesperidin 1.8 mg-kg™" group, normal; D—-vagina in neohesperidin

1.8 mg-kg™" group, normal; E—uterus in cyclophosphamide 20 mg-kg™ group, necrotic tissue and inflammatory cells were noted (as arrow showed);

F—Vagina in cyclophosphamide 20 mg-kg™" group, no corneum was noted (as arrow showed).
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Tab. 2 Examination of uterine contents g
4 B IR TE R WU ia R RIERR%L MESERRE MR s afrdsg At /g
o HEZH 14.743.1 12.9£1.5 12.2+1.8 0.7+1.5 0.0£0.0 0.0+£0.0 0 0.29+0.05  0.27+0.03

REIEZ 20 mgkg ' 16.43.6 13.143.7 0.0£0.0"  13.1£3.7"  0.0+0.0 0.0+0.0 19 - -
WA R 1F 0.45 gkg ' 41 13.7+1.9 12.6+1.8 12.1+1.4 0.5+0.6 0.0£0.0 0.1£0.2 8 0.30+0.04  0.27+0.03
PR AF 0.9 gkg ™ A 13.9+1.2 12.3+2.8 11.742.7 0.7+0.7 0.0£0.0 0.0+0.0 10 0.29+0.02  0.27+0.04
PRI 1.8 kg A 14.6+2.1 13.2+1.6 12.4+1.9 0.8+1.1 0.0£0.0 0.1£0.2 9 0.32+0.12  0.27+0.04

e SRR, VP<0.05,
Note: Compared with control group, "P<0.05.
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