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Study on the Experiment of Acute and Subacute-toxicity of Tangzhi Pill

LI Xixiang!, DOU Jinyan!, QIU Lianli!, SHI Xiaowei', HAN Shengnan’(/.Gansu Provincial Hospital of TCM,
Lanzhou 730050, China; 2.College of Pharmacy, Gansu University of Chinese Medicine, Lanzhou 730000, China)

ABSTRACT: OBJECTIVE To provide evidence for the safety of clinical medication through the test on the acute toxicity,
maximum tolerance and subacute toxicity of Tangzhi pill. METHODS In the acute toxicity experiment, three dose groups were
set up, once for the first administration, the effects of Tangzhi pill on body weight and food intake of mice were observed
continuously for 7 d. In the maximum tolerance test of mice, Tangzhi pill was prepared at a concentration of 225 mg-mL™!
according to its maximum solubility. The drug was administered by gavage at 40 mL-kg™!, toxic symptoms and deaths were
observed and recorded after administration. In the subacute toxicity test, Tangzhi pill were prepared into high, medium and low
dose group solutions at 2.25, 1.50 and 1.00 g-kg™!, respectively, and 10 mL-kg™! were administered by gavage to observe the
subacute toxicity reaction of rats. RESULTS No death of mice was observed in the acute toxicity test of Tangzhi pill for 7 d
after administration for once, and LDso could not be measured. According to the toxicological evaluation standard, the substance
with LDso>1 g-kg™! had no toxicity. However, no toxicity was found when the dose was increased to 9 g-kg™' in maximum
tolerance test, indicating that Tangzhi pill was safe and had no toxicity to mice. In the subacute toxicity experiment, there was no
significant difference in signs and physiological indexes between the blank control group and the high, medium and low doses
groups which were continuously administered for 30 d. CONCLUSION Tangzhi pill has good safety and can be further
prepared into the preparation for the development of new drugs for the treatment of diabetes.

KEYWORDS: Tangzhi pill; acute toxicity; subacute toxicity
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Tab. 1 Changes of mice’s body weight in acute toxicity
test(x s, n=10)
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Tab. 2 Changes of rats’ body weight in subacute toxicity test( X s, n=20)

4151 il /g k! AN BUK T
1d 7d 14d 21d 28d
25 X HR AL - 202.27+13.09 218.88+10.78 239.53+8.92 262.71£9.18 283.94+9.20
W1 e 7 2 225 207.12+12.13 225.15+12.72 244.11+13.36 261.78+13.61 282.72+12.96
LA S e s 1.50 208.10+8.63 223.96+9.81 240.55+9.88 259.91+10.06 279.27£11.93
Wl 1E FUA ) 12 1.00 207.0149.79 224.56+11.6 243.22+11.94 263.81+12.16 283.95+11.70
F=3 TAKEFERRTBELANARESE RENZH(XLs, n=20)
Tab. 3 Effects of Tangzhi pill on rats’ organ coefficient in subacute toxicity test( X s, n=20)
2051 FMik/gkg™! O EFE 8% JFNEFEEL % JELE 6 £/ % Jili BIE 46 25/ % B HERE U %
25 A IR AL - 0.30+0.01 2.3340.11 0.17+0.02 0.5140.03 0.5240.03
i 1E AL e 7 2.25 0.30+0.01 2.27+0.11 0.17+0.01 0.5140.02 0.5140.02
Bl 1AL H ) 1.50 0.30+0.02 2.29+0.11 0.17+0.01 0.52+0.02 0.53+0.03
BE IR UG 12 1.00 0.31+0.02 2.27+0.09 0.16+0.01 0.50+0.02 0.510.02

=4

TaEFERBREEANARDE AN E(XLs, n=20)

Tab. 4 Effects of Tangzhi pill on rats’ blood routine in subacute toxicity test( x s , n=20)

4151 il /g-kg™! 40 /% 10°- L ZL4AJif/x10'2- L1 14T & H/x10°-L! I /N/> 10°-L7!

25 AR IR - 9.97+0.73 9.25+0.69 156.30+8.03 1 508.00+£83.28

W IR HU R ) 1 2 225 9.87+0.84 9.64+0.68 159.29+5.00 1 529.82457.00
BEIE U 2 1.50 9.74+0.92 9.62+0.69 160.55+5.75 1 531.25+79.08
BE IR FUAR T 12 1.00 9.89+0.73 9.67+0.68 159.40+6.59 1551.80+77.32
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RS TAMFHABRFTEILASARMDAALEFHRZH(XLs, n=20)

Tab. 5 Effects of Tangzhi pill on rats’ blood biochemical indexes in subacute toxicity test( X s, n=20)

2051 /g kg™ ALT/U-L™! AST/U-L! ALP/U-L™! TP/g-L™! ALB/g-L™!
25 IR - 29.67+0.85 43.48+1.74 94.611.72 46.71£0.83 24.42+1.52
W 1E L 7 2 225 30.20+0.70 44.40+1.66 93.46+1.38 47.32+0.78 23.97+0.75
M LE AL 5 e 2 1.50 29.30+0.90 43.81+1.53 94.70+1.83 45.08+0.86 23.50£0.92
M LE LA ek 2H 1.00 30.01%1.10 43.60+1.73 95.45+1.35 45.81+0.79 24.29+1.04
2051 Flit/g kg™ BUN/mmol-L! CR/mol-L! T-CH/mg-dL"! T-Bil/mol-L!
ESpoplie - 5.1240.21 38.71x1.00 19.19+0.84 0.66+0.06
LA =T b 2.25 5.12+0.13 36.40+1.16 18.72+0.58 0.6120.07
W1 FLrh 2 1.50 5.2240.25 35.14£1.52 18.61+0.94 0.67+0.08
W 1E FUAG ) B2 1.00 5.14+0.20 35.94+1.01 18.87+0.80 0.64+0.05

TE: ALT-NERRF AN AST-RA GRS E M ALP-IIEBERES; TP-SME M ALB-HE; BUN-JREZA; CR-JLAF; T-CH-JIHNE
Es; T-Bil-HiM —Fg.

Note: ALT-alanine aminotransferase; AST—aspartate aminotransferase; ALP-alkaline phosphatase; TP—the total protein; ALB-albumin;
BUN-urea nitrogen; CR—creatinine; T-CH—cholesterol; T-Bil-triglycerides.
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Fig. 1 Effects of Tangzhi pill on rats’ cardiac histopathology in subacute toxicity test(HE dyeing, 40x)
A-blank control group; B-high dose group of Tangzhi pill; C—middle dose group of Tangzhi pill; D-low dose group of Tangzhi pill.
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Fig. 2 Effects of Tangzhi pill on rats’ liver histopathology in subacute toxicity test(tHE dyeing, 40x)

A-blank control group; B-high dose group of Tangzhi pill; C-middle dose group of Tangzhi pill; D-low dose group of Tangzhi pill.

2L L

SUREF W EHE €, 40%)
A-ZS XA B IR ALR R 4] s CWE kAL i 2 s DM R ALIR T B 2
Fig. 3 Effects of Tangzhi pill on rats’ splenic histopathology in subacute toxicity test(HE dyeing, 40x)
A-blank control group; B-high dose group of Tangzhi pill; C-middle dose group of Tangzhi pill; D-low dose group of Tangzhi pill.

-1701 -

R E AR T2 2022 48 7 F 45 39 545 13 1 Chin J Mod Appl Pharm, 2022 July, Vol.39 No.13



E4 L&

réarélt?ﬂtfﬂﬁitmfkmﬁﬂiéﬂ,/\fﬁﬁ E’J?ﬁﬂm(HEﬁéﬁ 40x)
A-ZE FUHRAL; B-BIAELRG AR CBIIE L PRI s DR ALAIGH)

i

Fig. 4 Effects of Tangzhi pill on rats’ pulmonary histopathology in subacute toxicity test(HE dyeing, 40x)
A-blank control group; B—high dose group of Tangzhi pill; C—middle dose group of Tangzhi pill; D-low dose group of Tangzhi pill.
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Fig. 5 Effects of Tangzhi pill on rats’ renal histopathology in subacute toxicity test(HE dyeing, 40x)
A-blank control group; B-high dose group of Tangzhi pill; C—middle dose group of Tangzhi pill; D-low dose group of Tangzhi pill.
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