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pre-weaning Sprague Dawley (SD) rats ( postnatal day 15; PND,;) and provide a reference for human clinical use.
Methods Five litters of female rats and their offspring were selected that met the requirements of the fostering design.
Three litters were randomly divided into solvent control,compound Yizhihao particles dosage groups (70.4, 88.0 g/kg) ,
according to the serial numbers of the female rats. A detailed observation of the rat, including examination of viscera
morphology by naked eye, was conducted until day 14 post-drug administration. Simultaneously, 20 female rats and their
offspring were selected that met the requirements of the fostering design. Each litter was randomly divided into solvent
control, lcompound Yizhihao particles dosage groups (17.6, 44.0, 70.4 g/kg) according to the serial numbers of the
female rats. At PND,5, compound Yizhihao particles was orally administered daily to the juvenile rats for 28 days, with
recovery for 28 days after cessation. Parameters were examined including general condition, development index, ophthalmic
examination, behavioral test, and histopathological examination. Results In the single dose toxicity study, three animals
died in the 88.0 g/kg dose group at day 2 while the weights of both the 70.4, 88.0 g/kg dose groups decreased
significantly. In the repetitive dose toxicity study, compared with the solvent control group, the weights of both male and
female rats in the 70. 4 g/kg dose group were significantly decreased at day 3. After 28 days of treatment, a decrease in
mean crown-rump length and tibia length were noted in the males of the 70.4 g/kg dose group. Urine bilirubin showed
increases in the 44. 0, 70. 4 g/kg dose groups. The ratio of liver and kidney weight to body weight and to brain weight in the

17.6, 44.0, 70.4 g/kg dose groups for both male and female rats were higher than those in the solvent control group.

Conclusions

The maximum tolerated dose of compound Yizhihao particles in juvenile rats was 70. 4 g/kg in a single dose

toxicity study. The no observed adverse effect level was 44. 0 g/kg in a 28 day repetitive dose toxicity study.
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Figure 1 Examples of fostering design for 5 male juvenile rats
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Note. a, Weight of male rats. b, Weight of female rats. Compared with solvent control group, ** P <0. 01.

Figure 2  Effect of compound Yizhihao particles on body weight of rats
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Table 1 Effect of compound Yizhihao particles on skeleton system of male rats

ST —HE AR

Hih5 AL AL Compound Yizhihao particles group
Indexes Solvent control group
17.6 g/kg 44.0 g/kg 70.4 g/kg
T (mm) Crown-rump length 181. 55+5. 40 182.77+4. 44 181.79+2. 16 176.61+6.06 "
fZH K (mm) Tibia length 29.03+0. 78 29.29+1. 12 28.87+0.73 28.02+0.77*
‘B % ¥ (mg/cm? ) Bone mineral density 0.15+0.01 0.15+0.02 0. 15+0.01 0. 14+0. 01
B E( ¢) Bone mineral content 139.59+9. 25 136.90+10. 94 143.87+16.22 140.78+11. 44
T SR IRALA L, * P<0. 05, ™ P<0. 05,
Note. Compared with the solvert control group, * P<0. 05, ** P<0. 05.
R2 B HUE BRI K BIRBIEARAEI (x +5,n =14)
Table 2 Effect of compound Yizhihao particles on urine of rats
. et BT —RGE Bk
Hihs 6}%& . AL AL Compounidiix:i:) tzfli(is group
Indexes Classification Solvent control group
17.6 g/kg 44.0 g/kg 70.4 ¢/kg
1 Bl Male rats
- 14/14 11/14 3/14 2/14
BIL + 0/14 3/14 11/14* 11/14™
M B, Female rats
BIL - 14/14 14/14 3/14 1/14
+ 0/14 0/14 11/14™ 11/14™
TE ST HRALMIEL, © P<0.05, ™ P<0.05,
Note. Compared with the solvert control group, * P<0.05, ** P<0. 05.
R3S BGHORON K U R B S R BN (& 25,0 =14)
Table 3 Effect of compound Yizhihao particles on organ weight and organ index of rats
. 25— ik 4
s ARG e Compouﬁitiiz:fl: i)ﬁaf‘ti(is group
Indexes Solvent control group
17.6 g/kg 44.0 g/kg 70. 4 g/kg
M FR BT Liver of male rats
Hiw (g) Weight 7.866+1. 177 8.654+0.913 8.613+0. 643 8.420+0. 837
JIEPR . Organ/body weight ratio 3.391=0. 348 3.702+0. 175 ™ 3.749=0. 141 3.953+0.202*
WER Lt Organ/brain weight ratio 4. 044+0. 595 4.539+0. 517" 4.586+0.375" 4. 649+0. 474 **
Il FR BT Liver of female rats
i (g) Weight 6. 946+0. 905 7.197+0. 771 7.454+0. 866 7.883+0.943
A L Organ/body weight ratio 3.746+0. 253 3.901+0. 245 4.121£0.195* 4.239+0.392*
JERR L Organ/brain weight ratio 3.770+0. 477 3.959+0. 418 4.174+0. 519 4.532+0. 507 **

TE: SRR R4 LE, * P<0. 05, ™ P<0. 05,
Note. Compared with the solvert control group, * P<0.05, ** P<0. 05.
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