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Subchronic Toxicity Test of Shenjin Oral Liquid in Rat
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Abstract: To evaluate the safety of Shenjin oral liquid (SJ) in animal model, we performed the subchronic
toxicity test using Sprague Dawley rats. A total of 120 rats were randomly divided into 4 groups ( experimental
groups: high, medium, low dose groups, and control group). For experimental groups the SJ was administrated
once daily by oral gavage at doses of 16, 32 and 64 g/kg, while distilled water was given to rats in the control
group. Administration was consecutive for 28 d. The main outcome measures including reversibility, persistence,
or delayed occurrence of toxic effects were observed during the period of administration and within 14 d after
withdrawal. Compared with the control group, ALT was significant increased ( P<0.05) in the high dose group,
while other parameters were normal. The effect of toxicity would recover after drug withdrawal. Our results
indicated that administration of SJ was safe in SD rats, suggesting potential safe use in clinic.
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Tab 1 Effects of the Shenjin liquid on body weights of rats (g)

Ay ] el =S ilE L abrilFr R = EYEpoRi
Time Gender High dose Medium dose Low dose Control
BT i 100.2+3.7 100.6+3.2 101.6+2.6 101.2+3.5
0d W F 91.0£2.5 90.5+2.2 90.6+1.3 91.5+2.7
w257 d M 132.5+8.1 133.7+8.2 131.8+7.6 134.2+9.6
Treatment 7 d W F 108.5+6.3 107.7+5.4 106.6+5.9 110.4+4.7
w2 14 d M 167.3£10.4 170.1£16.5 168.4+15.3 171.6+14.2
Treatment 14 d W F 127.3+9.3 128.5+8.6 135.3+8.8 138.6+7.6
%77521d M 202.1+14.3 208.5+17.5 211.3+15.4 213.8+16.3
Treatment 21 d W F 149.5+12.5 150.5+11.2 153.4x11.6 164.3£10.6
2528 d M 234.8+17.6 245.1x17.7 242.8+16.8 252.7+15.4
Treatment 28 d W F 188.2+13.3 196.2+12.4 202.6+14.8 205.7+12.2
(255 14 d M 346.6+18.5 354.8+18.9 351.7+17.4 362.8+17.3
Recovery 14 d I F 248.1+15.1 242.8+14.5 249.7+15.8 241.4+14.2

£2 SEOMRKEXS AR ME MR
Tab 2 Effects of the Shenjin liquid on the haematological of rats

bR (B07) H ] e 71 HhR {[iSilEs 25 [ %) R
Indexes Time High dose Medium dose Low dose Control
%24 28 d Treatment 28 d 12.05+0.63 10.83+1.41 11.87x1.67 10.57+2.17
WBC/(x10° « L") )
152 14 d Recovery 14 d 12.11+0.54 11.31+0.72 13.19+0.74 12.46+1.38
%57 28 d Treatment 28 d 7.32+£0.43 7.01+0.38 7.39+0.47 7.63+0.41
RBC/(x10'2 - L) _
{52 14 d Recovery 14 d 6.83+0.23 7.56+0.62 7.07+0.69 7.12+0.59
2524 28 d Treatment 28 d 135.86+4.84 132.31+2.96 138.78+5.60 133.89+8.67
HGB/(g- L") *
1524 14 d Recovery 14 d 139.51+5.16 141.34+7.62 149.78+6.43 148.03+5.31
%2 28 d Treatment 28 d 45.14+6.28 48.84+8.30 48.78+7.42 45.98+5.12
HCT/ %
152 14 d Recovery 14 d 47.94£5.02 47.56+6.35 46.41+4.68 48.02+£5.43
257528 d Treatment 28 d  824.33+129.06 929.87+87.57 716.76+78.05 625.21+138.64
PLT/(x10° - L") _
5245 14 d Recovery 14 d 712.6£121.36 641.62+77.68 571.61+103.34 781.07+129.87
%24 28 d Treatment 28 d 3.92+2.51 3.76+2.15 3.89+3.13 4.02+3.35

PT/min .
{525 14 d Recovery 14 d 4.06+£2.99 3.92+2.65 4.16+3.32 4.92+3.14
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Tab 3 Effects of Shenjin liquid on blood biochemical index of rats

RIS (BAL) IF Ji) 1o 77 2 rh R R 23 [0 IR
Indexes Time High dose Medium dose Low dose Control
4724 28 d Treatment 28 d 2.63+0.76 2.89+0.18 2.71+0.29 3.35+0.28
Glu/(m + mol - L") N
5245 14 d Recovery 14 d 5.03+0.88 5.84+0.23 6.31+0.40 6.08+0.34
1 #5228 d Treatment 28 d 203.87+56.58 206.59+91.81 208.98+129.95 190.82+87.21
ALP/(u-L7")
{525 14 d Recovery 14 d 105.24£17.79 112.32+14.41 108.31+10.98 115.21£13.54
%57 28 d Treatment 28 d 2.54+0.78 1.98+0.74 1.87+0.65 2.88+0.43
T-Bil/(w + mol + L") N
%24 14 d Recovery 14 d 2.78+0.53 2.41+0.81 2.53+0.51 2.63+0.62
. %2 28 d Treatment 28 d 38.74+5.81 37.89+3.01 40.72+2.98 39.67+8.41
TP/(g- L") n
1524 14 d Recovery 14 d 43.55+£9.26 42.98+8.55 48.51+6.23 45.87+8.21
] %2} 28 d Treatment 28 d 211.42+24.08 227.21+19.87 193.98+23.61 207.35+18.73
AST/(u-L7") N
1525 14 d Recovery 14 d 206.53+32.85 196.67+27.76 202.12+22.14 198.76+27.32
47528 d Treatment 28 d  61.57+4.23* 50.25+2.56 51.24+6.04 47.32+5.21
ALT/(u - L") N
524 14 d Recovery 14 d 36.52+6.37 35.19+4.71 37.55£7.26 34.95+7.33
#5228 d Treatment 28 d 28.91+2.08 27.64+1.91 29.89+1.94 28.65+5.65
Crea/(w * mol - L") »
{525 14 d Recovery 14 d 28.07+2.42 28.85+3.12 28.67+3.23 27.98+6.31
%72} 28 d Treatment 28 d 1.32+0.78 1.49+0.86 1.31+0.64 1.51+0.08
TG/(m « mol + L") N
524 14 d Recovery 14 d 1.66+0.57 1.52+0.59 1.64+0.65 1.43+£0.42
4724 28 d Treatment 28 d 5.89+0.41 6.87+0.61 6.82+0.48 6.98+0.74
BUN/(m + mol - L") _
524 14 d Recovery 14 d 7.67+£0.45 7.23+0.43 7.76+0.41 7.78+0.89
%2} 28 d Treatment 28 d 1.67+£0.32 1.72+0.16 1.83+0.21 1.38+0.28
TC/(m - mol - L) -
1525 14 d Recovery 14 d 1.43+0.42 1.76£0.13 1.65+0.28 1.45+0.36
1 257 28 d Treatment 28 d 2927.6+598.3 2909.6+379.3 2591.0+618.8 3129.6+691.3
CK/(uL™)
224 14 d Recovery 14 d 2728.4+539.5 2067.6+£556.3 2543.5+665.2 2654.5+457.4
257 28 d Treatment 28 d 6.49+0.31 6.01£0.27 6.01+£0.34 6.07+0.53
K*/(m+mol - L") -
1524 14 d Recovery 14 d 6.34+0.26 6.34+0.26 6.21+0.38 6.32+0.38
%72} 28 d Treatment 28 d 138.86+2.08 141.31+1.09 139.54+1.21 136.87+5.24
Na*/(m + mol - L") N
1525 14 d Recovery 14 d 138.50+3.24 139.14+1.68 139.04+1.54 138.64+3.56
4724 28 d Treatment 28 d 100.87+1.67 101.68+3.07 103.49+2.02 100.68+3.84
ClI™/(m + mol - L") N
5245 14 d Recovery 14 d 102.33+1.59 103.38+1.76 102.94+1.56 102.35+2.23

5%t R4 e . * P<0.05
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Tab 4 Effects of Shenjin liquid on the main organ indexes of rats

FhR (L) P i) iei 77 £ rh ) I 25 %R

Indexes Time High dose Medium dose Low dose Control
o #4245 28 d Treatment 28 d 0.358+0.056 0.369+0.049 0.392+0.041 0.402+0.043
Heart %25 14 d Recovery 14 d 0.378+0.061 0.465+0.072 0.399:+0.054 0.427£0.063
g 2524 28 d Treatment 28 d 3.921£0.101 3.789+0.197 3.762+0.147 3.945+0.207
Liver 1525 14 d Recovery 14 d 3.527+0.182 3.878+0.243 3.689+0.174 3.475+0.203
it #4245 28 d Treatment 28 d 0.202+0.089 0.202£0.075 0.185+0.021 0.198+0.039
Spleen 12} 14 d Recovery 14 d 0.190+0.101 0.200+0.093 0.216+0.032 0.241+0.078
Titi 2525 28 d Treatment 28 d 0.678+0.051 0.601+0.084 0.574£0.062 0.602+0.102
Lung %25 14 d Recovery 14 d 0.778+0.041 0.753+0.035 0.688+0.052 0.693+0.084
B #5245 28 d Treatment 28 d 0.740+0.024 0.642+0.058 0.669+0.074 0.663£0.087
Kidney 1525 14 d Recovery 14 d 0.694+0.082 0.675+0.066 0.740£0.072 0.708+0.086
i #4245 28 d Treatment 28 d 0.693+0.058 0.674£0.057 0.716+0.092 0.654+0.048
Brain 12} 14 d Recovery 14 d 0.713+0.088 0.723+0.103 0.708+0.114 0.711+0.087
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