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Long term toxicity of Huangqi Guizhi Wuwu Decoction on rats
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Abstract: Objective To observe the toxic reaction of Huangqi Guizhi Wuwu Decoction on rats by long-term drug toxicity. Methods
During the experiment, certain index of appearance, behavior, weight, and food intake were detected after successive administration for
13 weeks, and then, the hematology, blood-biochemics, and pathohistology in end administration period and recovery period were
examined, respectively. Results Huangqi Guizhi Wuwu Decoction has no toxicological abnormal changes of weight, food intake,
hematology, blood-biochemics, and pathohistology during administration end administration, and convalescent periods. Conclusion
In the situation of this experiment, 24.0 g/(kg-d) (109 times dosage as much as that of clinical daily dose) of Huangqi Guizhi Wuwu
Decoction is the non-toxic reaction dosage, which indicates that the drug has a sizable margin of safety.
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Table 1 Effect of Huangqi Guizhi Wuwu Decoction on food intake of rats (x =+ s)
R H/g
vl FlEgkg Wdy A O G214 %224 ) HA3INT WE 1A
(n=40) (n=40) (n=40) (n=40) (n=20)
oyt — 25554251 31.66+1.28 31.63+£2.35 2920+2.52  29.67+1.03
WORHER LY 1.5 27.74+1.13 30.55+1.07 30.57+1.64 28.59+2.72  29.67+1.03
6.0 29.1440.91 31.24+0.78 31.54+0.60 3240+£122  32.95+0.55
24.0 26.2240.58 32.58+2.52 31.81£1.52 3135+1.78  32.64+0.71
x2 BEHENAYMZIHARKREEMW (xts)
Table 2 Effect of Huangqi Guizhi Wuwu Decoction on body weight of rats ( X+ s)
AR /g
iRl MiAgkedD) THEBOAT  BEIAA BF2AH HBHIAH BEIANA
(n=40) (n=40) (n=40) (n=40) (n=20)
pagiit — 151.47+6.45 251.77+21.58 344.93+19.83 411.66+27.96 450.87+19.31
R L% 1.5 155.72+4.73  251.174+20.71 334.86+29.11 425.66+37.39 460.91+24.85
6.0 154.03£4.51 262.02+15.08 340.03+£21.07 4025512431 454.54134.63
24.0 14947583 267.54+2847 352201741 4102242355 4454311553
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*3 ARERAMHHLH 13 ASRIKRMAFHEN (x+5,n=10 )
Table 3 Effect of Huangqi Guizhi Wuwu Decoction on hematology of rats after 13week administration (x + s, n =10 )

41 5 FEgkgd)  WBC/(10°-LT)  RBC/(10%L7 Hb/(g'L ™" HCT/% PLT/(10°L™")
i e, — 8.49+2.89 821126 166.60=11.47  47.83%+3.04  1120.40%114.59
R HE AR 1.5 8.21+3.63 9.21+0.58" 167.00+ 691  47.89+991 1035.40+216.11

Bik/t 6.0 8.99+1.72 9.30+0.41" 16770+ 727  5025+1.71 1027.30+186.45

24.0 8.58+3.57 8.18+0.47 154.50+£48.68  50.30%1.91 1020.70+109.33

AH FlE/gkg -d MCV/fL MCH/pg MCHC/(g'L™h NE/% LY/%
pagict — 52.00+1.23 17.86+0.56 343.90£5.38 11244355  81.56% 4.29
R HE A 1.5 53.07+1.82 18.49+0.71 339.20+2.35 14.74+8.57  75.51+13.72

HW% 6.0 52.98+1.92 18.10+0.64 338.10+8.27 13.46+4.86  81.48% 482

24.0 53.8241.84 18.5440.68 340.30+6.15 12.64+5.18  73.45425.96

45 FlE/gkg -d MO/% EO/% BA/% RET/% PT/s
i e, — 4.69+1.63 0.7320.70 0.0420.00 0.3720.24 24.804+2.26
R 1.5 4.53+2.24 0.68+1.35 0.04+0.00 0.34%0.19 23.03+0.81

Bik/t 6.0 4.16%1.19 0.55+0.47 0.040.00 0.35+0.15 21.51+1.27

24.0 2.16%1.30 0.69+0.36 0.0420.00 0.33+0.13 24.75+1.24
x4 BEESAYFAEREHNARLEZENEW (x+5,n=10 )

Table 4 Effect of Huangqi Guizhi Wuwu Decoction on hematology of rats in convalescent period ( x + s,n=10 )
) Fit/(gkgd)  WBC/(10°L™)  RBC/(10"L7h Hb/(g'L ™) HCT/% PLT/(10°L™")
pagict — 8.1441.41 8.8040.38 152.10+5.82 43.724+1.58 1328.60+£198.89
R 1.5 8.7613.44" 8.02+2.85 136.00+48.16  38.26%+13.55 1261.10+465.93

HW% 6.0 8.88+4.55" 8.81+£0.27 154.5045.80 44.114+1.87 1402.40+37.26

24.0 8.75+0.82" 8.89+0.33 156.80+£3.43 45.124+1.86 1 189.40+390.95

il FE/(gkg -d MCV/fL MCH/pg MCHC/(g'L ™ NE/% LY/%

i e, — 51.08%+1.67 17.7240.59 346.00=3.30 20.364+9.70 72.01%8.70
BT 1.5 43.46+15.50 15.374+5.43 314.90+110.81 19.26+7.81 74.22432.89
Bik/t 6.0 50.8241.34 17.77+0.66 346.30+4.81 17.56+4.33 79.3416.62

24.0 51.5541.88 17.70£0.54 339.30£6.02 18.53+6.65 79.244+8.28

) FlE(gkg d MO/% EO/% BA/% RET/% PT/s
pagict — 3.1241.86 1.67+0.77 0.04%0.00 0.43£0.52 20.8442.58
PR R 1.5 2.8142.09 1.55+0.67 0.0410.01 0.4611.31 17.65+2.23

HW% 6.0 2.62+1.92 1.5240.30 0.04=0.00 0.41+£0.45 20.53+1.25

24.0 3.24+3.57 1.9340.21 0.0420.00 0.52+0.26 19.84+3.28
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R5 BERERAYARH 13 AERARMBELFHEE (x+an=10 )

Table 5 Effect of Huangqi Guizhi Wuwu Decoction on blood-biochemics of rats after 13week administration (x + s, n=10 )

4B FEAgkgd")  T-BIL/(umol-L™) ALB/(g'L™) ALT/(U-L™" AST/(U-L™) ALP/(U-L™)
o B2 — 0.23+0.14 28.56+1.37 84.40+33.80  206.10% 49.65 92.60+12.14
BRCFER 1.5 0.2740.21 30.70+1.48 102.30£2546"  279.90% 3649  121.10£25.54°
HW% 6.0 0.35+0.18 30.5141.00 80.70+11.32  186.30%100.95 90.70+15.54
24.0 0.25+0.14 30.5941.00 84901127 17290+ 37.42 101.00= 4.69
41 5 e ke CK/AU-L™ Crea/(umol'L™")  GLU/(mmol'L™")  K*(mmol-L™") Na'/(mmol-L™")
Xof HELAH - 163220+1113.03  40.79%+6.72 9.67+0.66 7.48+0.60 141.90+0.99
TRCHERL L5 144710+ 223.58 35.60+3.35 9.25+3.06 8.57+1.83 141.50+1.35
HW% 6.0 1549.30+ 239.10 31.48+4.18 8.48+1.02 7.55+0.71 142.20+£1.32
24.0 1536.20+ 267.73 36.871+4.09 9.81£3.33 7.65+£1.20 141.80£0.92
A5 i (gkg'd)  ClI/(mmol-L™) TG/(mmol-L™")  CHO/(mmol'L™") BUN/(mmol-L™") TP/(gL™")
o B2 — 101.80+1.32 0.54+0.17 1.50%0.29 6.15+0.46 55.3543.14
BRCFER 1.5 100.20+1.75 0.66+0.27 1.31+0.07 5.1940.80 58.74+4.00
HW% 6.0 100.60=1.35 0.510.09 1.41£0.19 6.21+0.61 60.494431
24.0 100.70+1.89 0.4940.24 12140.14 5.99+0.69 58.9543.33

LaRALLLE: "P<0.05
"P<0.05 vs control group

*o6 BRERAYANRERXRMBELFHIZM (x+5n=10 )

Table 4 Effect of Huangqi Guizhi Wuwu Decoction on blood-biochemics of rats in convalescent period (; +s5,n=10)

Al FE/(gkg'd")  T-BIL/(umolL™")  ALB/(gL™) ALT/(U-L™Y AST/(U-L™) ALP/(U-L™)
o} A — 0.23+0.13 30.17£1.70 41.90+15.95 142.90£29.71  110.50%15.62
WO R 1.5 0.3040.19 30.29+1.56 42.60+21.33 143.20+41.11 117.80+30.31
HW% 6.0 0.27+0.18 31.4840.97 39.70+24.53 139.20+£26.67  101.50%14.99
24.0 0.360.29 30.4241.01 39.10429.75 153.40+84.63  117.50%=15.58
41 ) A/ (gkg -d ) CK/(U-L™) Crea/(umol'L™") GLU/(mmol-L™") K'/(mmol'L™")  Na'/(mmol-L™")
Xof HELAH — 872.60+167.26  36.37+7.14 8.13+3.57 7.31+0.98 141.40% 0.97
PO FE A 1.5 937.80+170.69  31.08+3.84 8.64+2.43 6.70-0.64 141.60% 0.97
HW% 6.0 917.80+142.74  34.79+3.63 7.83+1.70 6.65+1.84 134.20422.22
24.0 898.30+176.30  31.31+1.22 7.98+1.73 7.394+0.97 141.10+ 0.88
41 5 FlE/(gkg dh Cl/(mmol'L™")  TG/(mmolL™") CHO/(mmolL™") BUN/mmolL")  TP/(gL™)
o} A — 102.5040.53 0.31+0.19 1.77+0.31 5.59+1.22 58.4345.63
WO R 1.5 101.60+0.97 0.42+0.16 1.734+0.32 6.01+1.05 57.10+2.58
HW% 6.0 96.30416.64 0.3540.07 1.6940.19 5.1540.82 62.11£2.47
24.0 101.60-0.84 0.330.22 1.76+0.14 4.9040.56 58.8043.34
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R ERERAARY 13 AERAREEME[ALHENE (xxan=10)

Table 7 Effect of Huangqi Guizhi Wuwu Decoction on organ index of rats after 13week administration (x + 5,1 =10 )

878 (gke )

= [ L -1, 41
A AR T w B BEOR MR BANRE TRARE
hagia - 44403 29403 26716 1701 32£03 62403 02£00 08+£02  109%12 30208
B AL 15 46+05 31403 256%16 17402 33£03 65405 02£00 08+02  109+09 69409
B/ 6.0 41415 3011 230481 14£05 28%10 63%£22 01200 07£03  95+34 39420
240 46103 31204 262420  16+£02 31£02 66108 02200 08202 10810 32%14

x8 HRERAMANRERARREZRERFALFMW (x+5n=10 )

Table 8 Effect of Huangqi Guizhi Wuwu Decoction on organ index of rats in convalescent period ( x + s,n=10)

2SR (kg ")

A5 HE(gkgd )

i L JHF B Jili BOBEERR MR SRR FERRE

i Hi — 43403 30402 255421 15203 30103 59+09 014+00 07401 99+09  3.7+20
E YR 1.5 44405 31403 248%17 15202 29202 63204 01400 06202 98E10  29+10
s 6.0 44405 29406 242431 14103 28204 62+10 0.1+00 07202 99%15  36%17
24.0 43404 30+03 249415 14101 30204 63+£04 01400 0601 95+14  33+%17
R EBERERAYIAAT 13 LR EEESHRTIERA 25 13 FERF)E4 ALT. AST. ALP S5X/ M4 L

2 (x+s,n=10 )
Table 9 Effect of Huangqi Guizhi Wuwu Decoction
on pathological changes of organs after 13week

administration (x +s,n =10 )
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Table 10 Effect of Huangqi Guizhi Wuwu Decoction
on pathological changes of organs

in convalescent period (x +s,n =10 )
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