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Abstract: Objective To evaluate the toxicological safety of Isaria cicadae synnemata (ICS). Methods The acute toxicity test,
genotoxicity test (chromosome aberration of Chinese hamster lung fibroblast cells, micronucleus test of bone marrow cell in mice
and Ames test) and teratogenicity test were employed for toxicological research and evaluation of ICS. Results Acute toxicity test
showed that the acute oral maximum tolerateddoses (MTD) of ICS to male and female rats were both more than 10 g/kg,indicating
that ICS was non-toxicity. The results of genotoxicity tests,including chromosome aberration of Chinese hamster lung fibroblast
cells, bone marrow cell micronucleus test,and Ames test, were all negative without mutations. In addition, no obvious adverse effect
was observed on the weight, stillbirth rate, fetus rate, weight of fetal rats, the length of the fetus, the width of the anterior tibia, the
appearance, visceral development and skeletal development of the fetuses. Conclusion ICS is a non-toxic substance without acute
toxicity, genetic toxicity and teratogenic effect on pregnant rats .
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Tablel Results of Isaria cicadae synnemata on chromosomal aberrations of CHL cells cultured for 24 hours in vitro(+S9)
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Table 2 Results of Isaria cicadae synnemata on chromosomal aberrations of CHL cells cultured for 24 hours in vitro(-S9)
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Table 3 Results of Isaria cicadae synnemata on chromosomal aberrations of CHL cells cultured for 48 hours in vitro(+S9)
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Table 4 Results of Isaria cicadae synnemata on chromosomal aberrations of CHL cells cultured for 48 hours in vitro(-S9)
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Table 5 Results of micronucleus test of Isaria cicadae synnemata on mammalian bone marrow smear
e ZAW) Mg/ (gkg™D  AWEUAR A PCEHUA PCE/NCE WREUA I %
1 EBTIK — 5 il 10 458 1.00£0.01 17 1.63+0.30
— 5 i3 10315 1.00+0.01 10 0.97+0.35
2 WELAE, fH R R 1.5 5 i3 10 551 1.000.01 22 2.12+1.07
5 i3 10 338 1.00+0.01 15 1.45+0.49
3 WAL SR BN 3 5 Tk 10 294 1.00+0.01 14 1.36+0.72
5 M 10 374 0.99+0.01 13 1.25+0.99
4 WE A T B 6 5 i3 10271 1.00+0.01 16 1.56+0.54
5 i3 10 262 0.99+0.00 14 1.36+0.22
5 PRIk i 0.04 5 i3 10375 1.00:£0.02 170 16.39+1.63"
5 i3 10 382 1.00+0.01 149 14.36+0.89"
53 1 4L H " P<0.01
“P<0.01 vs group 1
Fo6 MIEAERWZRBHAKRENF M
Table 6 Effect of Isaria cicadae synnemata on pregnant rats' body weight
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0d 7d 12d
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giE R A 12 0.013 276.2+14.7 306.8+13.9 311.9+21.8
ICS 12 0.85 270.6+15.0 296.0£13.0 322.0+14.8
14 1.70 274.1£14.0 314.3+37.0 332.4+16.0
12 3.40 277.8+15.8 304.7+16.7 327.2421.5
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ICS 12 0.85 347.6+17.9 411.0+18.9 140.5+22.1
14 1.70 364.7+19.3 431.1431.4 157.0+28.5
12 3.40 353.7+22.2 421.1425.1 143.3+26.3

HPIEX IR LA " P<<0.05 "P<C0.01
“P<0.05 "P<0.01 vs negative control group
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Table 7 Effect of Isaria cicadae synnemata on conception
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Table 8 Effect of Isaria cicadae synnemata on reproductive ability of female mice

il %ﬂ“:f\ﬁ/ ?i’aﬁﬂéi&/ {%Ef\iﬂz/ . %Hf\é&/ ﬂ&ﬂ&ciﬁiﬁz/ I A%
IH 1 5 R 191 15.543.5 186 15.943.1 0 5 0.00 2.62
gelEERA 152" 12.743.6" 133" 11.143.9" 4 15" 2.63" 9.87"

ICS 144' 11.3+4.9° 135" 12.0+5.0° 0 9 0.00 6.25

216 15.4+5.3 204 14.6+5.1 0 12 0.00 5.56
178 14.8+3.4 166 13.843.5 1 11 0.56 6.18

HPIEX IR L "P<<0.05 *P<<0.01
*P<0.05 P <0.01 vs negative control group
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