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[ Abstract | Objective: To observe the long-term toxicity of compound Lingzhi Jiangtang capsule after the
six-month administration and the accumulative toxicity after the drug discontinuance. Method: Totally 120 clean-
grade Wistar rats were randomly divided into four groups: the normal group (equal volume of distilled water) and
compound Lingzhi Jiangtang capsule high, medium and low doses groups (4.14, 2.07, 0.69 g -kg™'), with 30
rats in each group. Each group was intragastrically administered with drugs once every day for consecutively 180
days and then stopped giving drugs for one month for observation. The general status, haematological indexes:
reticulocyte, erythrocyte total (RBC), blood platelet count ( PLT), total hemoglobin ( Hb) , total white blood
cells (WBC) and blood clotting time, blood biochemical indexes: alanine aminotransferase ( ALT), aspartate
amino transferase ( AST), alkaline phosphatase ( ALP), urea nitrogen (BUN), creatinine (Cr), blood glucose
(GLU ), total bilrubin ( T-BIL ), total protein ( TP ), total cholesterol ( T-CHO ), triglyceride (TG ),
v-glutamyliransferase (y-GGT) and creatine phosphokinase ( CK), were measured, and heart, liver, spleen,
lung, kidney, adrenal gland, thyroid gland, testis, uterus, brain, prostate, ovarian, thymus and epididymis were

weighed, in order to calculate organ coefficients. Subsequently, 25 organ tissues: pancreas, stomach, duodenum,

[WFEEHI] 20141210(011)
[E€TB] MEBILAHAFTHH (11511366)

[E— 1’E%] WA L BIAFST 5L, T rh 2 25 30 2 5 35 3 22 B 5T, Tel :0451-87266836 , E-mail ; zsxiangl 010@ 163. com
ERMEE]T " BB, IR B, g b B A 43 W I PR B 5, Tel :0451-82111401 , E-mail ; tianwei4479@ 163. com

-1

N

6 -



521 5 17 RELEATFZERE Vol.21,No. 17
201549 H Chinese Journal of Experimental Traditional Medical Formulae Sep. ,2015

ileum, colon, pituitary, spinal cord, sternum ( bone and bone marrow) , lymph nodes, bladder and optic nerve,
were collected for a histopathologic examination, in order to evaluate the safety of long-term administration of
compound Lingzhi Jiangtang capsule. Result: According to the result in the mid-stage of the experiment (90 days
after the administration) , the late stage of the experiment (180 days after the administration) and the recovery
period (30 days of after the discontinuation), compared with the normal group, compound Lingzhi Jiangtang
capsule groups showed no significant effect on the development, general situation, hematological indexes, blood
biochemical indexes, organ coefficients and organ pathological morphology of rats. Conclusion; The long-term

administration with high dose of compound Lingzhi Jiangtang capsule shows a very low toxicity, with no cumulative

toxicity reaction after the discontinuation, and can be taken safe.
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Table 1 Effects of compound Lingzhi Jiangtang capsule on haematological indexes rat (x +s,n =10)

I ik WEBC RBC Hb PLT MBI B
0 5 4 a1 , \ . l \
/g-kg” / x10°/L / x10°/L /gL~ / x10°/L /% /s
Hme EH - 14.91 £4.19  8.47 +0.68 153.50 £9.29 563.13 +98.21 0.25 £0.07 28.34 +7.59

31MA B R 4.14 15.93 £5.72  8.53 +0.73 157.42 +6.62 552.20 +94.18 0.26 £0.08 27.86 +7.04
2.07 13.86 +4.27  8.32 +0.61 154.39 +10.73 525.51 +£106.32  0.22 +0.05 25.49 £10.15

0.69 14.58 +3.68  8.67 +0.44 156.85 +12.74  534.67 £113.64  0.24 +0.03 28.75 +8.37

4hey IR - 15.23 £3.06  8.57 £0.94 153.63 +12.45 517.20 +£159.38  0.24 +0.05 26.50 +8.58

6 1™H 55 R 4.14 14.64 £4.24  8.13 +£0.90 152.95 +13.67 576.41 +140.55 0.26 £0.06 26.22 +7.71
2.07 14.77 £3.20  8.40 +£1.00 152.47 +14.05 501.02 +157.26  0.25 +0.08 27.83 £9.26

0.69 14.12 £3.79  8.29 +£0.90 148.73 £10.49 545.93 +63.76 0.23 £0.06 25.86 +10.10

I
\L&t
A
FE
I
IS

.58 +£3.35  8.56 +£0.61 139.41 £16.60 504.31 £96.48 0.26 £0.07 26.61 +8.47
1A B R b 4.14 12.83 +3.68  8.59 +0.57 142.53 +13.28 412.94 £211.74  0.24 +0.10 25.13 +6.12
2.07 12.37 +2.81 8.63 +0.42 139.85 +15.35 525.35+105.07 0.22 +£0.09 24.64 +5.13

0.69 12.40 £3.50  8.45+0.83 139.73 +17.67 494.07 £112.41  0.27 £0.08 28.02 +9.02

3.3 MW AEIEAREI R W Sk P SR R ALP,BUN, Cr, GLU, T-BIL, TP, T-CHO, TG, y-GGT,
Y KSR 2 R R 5 IE R A L, ALT, AST, CK ¥y 25, W2,

®2 EAFRZREREXNARENIERNOIZI (v 5,0 =10)

Table 2 Effect of compound Lingzhi Jiangtang capsule on biochemical indexes in rats (x +s,n =10)

i ) 4 ALT AST y-GGT ALP CK BUN
I 72 B ] 2531
/g-kg ! /U-L7! /U-L7! /U-L7! /U-L7! /U-L7! /mmol - L ™!
%2y IEH - 95.64 +6.55 184.60£9.59  9.43£1.65 144.67 £19.50 2 233.65£349.48  4.56 +0.95

34H B RN s 4.14 91.71 £7.44 181.50 £10.77 10.64 +1.78  148.46 +9.19 2 240.20 +370.42 4.63 £0.98
2.07 92.05 £10.23 179.82 £14.87 8.26 +2.56  150.65 +30.14 2 251.65 +472.83 4.76 £0.82

0.69 96.57 £13.46 182.93 £17.44 10.01 £3.64  153.58 +26.98 2 306.58 +421.74 4.68 £0.71

%Y IEE - 93.72 £16.72 160.54 +35.51 11.35+£6.05 169.81 £26.73 1 513.94 +334.37 7.27 +0.96

6 ™A B R RN s 4.14 86.24 +8.35 147.05+13.45 12.71 = 7.86 181.44 +£29.37 1 349.74 +454.67 6.56 £0.98
2.07 89.17 £11.37 154.53 +20.37 11.06 = 5.92 184.08 +34.15 1 647.70 £593.91 6.48 £0.94

0.69 85.54 +18.70 154.15 +38.24 10.77 £5.97 174.03 £28.20 1 408.84 +476.34 6.88 +0.80

/3~ - 106.14 +23.64 157.12 +64.04

oo

.14 £10.30 182.34 £46.69 2 965.50 £1 605.43 7.07 +1.82

(=)}

1A 5 R i 4.14 94.42 £25.95 170.03 £56.33 25 +8.20 165.93 +42.87 2 653.64 +1 066.37 6.77 £0.82

2.07 97.17 £28.41 175.06 +63.28

[)}

07 £6.41 189.51 £41.59 2812.10+1240.82 7.30+1.36

0.69 105.08 +24.87 157.91 £62.34

oo

.14 £6.77  168.27 £37.80 2704.07 £1 546.96 7.00 =1.52
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gk 2
Fl Cr GLU TP T-BIL TG T-CHO
W7 B[] 2853
/ekg™ /umol-L7! /mmol - L~ /g L7 /wmol -+ L, 7! /mmol - L~ /mmol+L !
whey W - 37.81 £3.01 3.80 £0.21 74.70 £2.77 0.91 +0.18 1.34 +£0.23 1.74 £0. 19
3AH  ENRTWMIREE 414 38.24+2.45  3.83+0.68 73.74+1.88  0.87 +0.35 1.29 +0.31 1.77 £0.21
2.07 35.64 +4.16 4.12 +0.68 73.26 +4.58 0.82+0.17 1.54 +0.52 1.68 +0.37
0.69 37.66 +6.84 4.06 +0.73 71.83 +6.79 0.87 +0.58 1.46 +0.37 1.65 +0.48
4he kit - 25.03 £3.58 5.56 +1.06 72.43 +4.96 0.75 +0.37 2.45+0.32 1.52 +0.13
6 1~H T R R I e 4.14 25.27 +4.48 4.96 +0.72 70.35 +4.18 0.60 +£0.32 2.53+0.35 1.52 +0.20
2.07 24.80 £3.91 5.23 £1.09 69.27 +6.28 0.52 +0.32 2.33£0.25 1.45 +0.16
0.69 24.65 +3.79 5.37 £0.90 72.51 +6.42 0.71 £0.40 2.49 +0.32 1.55 +0.12
WE EE - 39.71£10.71  5.71£1.64  77.61£8.05  0.90=0.15 2.45 £1.06 2.28 £0.86
141 H 2T R I 4.14 34.54 +7.57 4.83 +1.89 77.54 +5.56 0.90 0. 14 2.13 +£0.77 2.64 +1.82
2.07 37.97 +7.93 4.71 +1.86 75.28 +6.92 0.84 +0.12 2.24 +0.86 2.41 +1.81
0.69 37.93 £9.68 5.46 +1.73 75.35 +£7.32 0.74 £0.20 2.67 +£1.03 2.43 £0.92

3.4 XPRBUMER R B M LR SEOR AR 14 DRSS R Y O] B 2 ) 25 S N
W SIS RECT AR BoR 0 F R S B R 3 -5

®3 EFREZBRBERERAINAMNARBERZHMOZM(x£5,n=5)

Table 3 Effects of compound Lingzhi Jiangtang capsule for 3 months on organ coefficient in rats (x +s,n =35)

Lt 5 it £ T L/ %
1 R :
/geke & I e W ¥ 1t N
IEH - 5 0.46 0. 09 3.74 0. 34 0.27 +0. 08 0.90 0. 06 0.77 £0.09 0.021 £0.004 0.019 £0.003

ifE 0.47 +0. 08 3.81 +0.51 0.28 +0. 05 0.89 0. 10 0.79 £0.09 0.023 £0.006 0.021 +0.004

HHERYE 4.14 i3 0.48 +0. 07 3.82+0.32 0.27 +0. 05 0.91 +0. 09 0.78 +£0.10 0.021 £0.004 0.019 £0.003
[ s M 0.48 £0.09 3.88 +0.26 0.29 +0.04 0.91 0. 06 0.78 £0.11 0.022 £0.005 0.021 £0. 004
it W 8 5 o T /%
413 R A
/g-ke H FH i i 91 B B 5 ot b 2
IEw - I 1.09 £0.23 - 0.54 +0. 15 0.35+0.08 - 0.15 +0.04 0.09 £0.01
i3 - 0.26 +0. 05 0.56 +0. 18 - 0.02 +£0.01 0.16 0. 04 -
EhHRZ 414 i3 1.15 0. 18 = 0.53 +0.16 0.37 +0. 10 N 0.16 +0. 04 0.08 +0.02
o8 A e M - 0.27 +0. 08 0.55+0.17 - 0.02 +0. 00 0.17 £0.05 -

x4 EFRZRERERG 6 ANAXNKRERRBMZM (v 5,0 =5)

Table 4 Effect of compound Lingzhi Jiangtang capsule for 6 months on the organ coefficient in rats (x +s,n=5)

il JUE 28 5 it 5 1R T LG/ %
21 3 1 51
/g kg™ T i i Jiti =g R FIR A
EH - i3 0.46 £0. 10 3.79 £0. 15 0.25 +£0.07 0.92 £0.07 0.76 £0.06 0.020 £0.003 0.019 £0.004
e 0.48 £0. 04 3.70 £0. 21 0.26 £0.05 0.95 +£0.08 0.77 £0.10 0.021 £0.005 0.020 £0.005
BhR% 4. 14 T 0.46 £0.09 3.74 £0.37 0.26 £0.08 0.94 £0.05 0.76 £0.09 0.020 £0.004 0.019 £0.005
550 T I 0.47 £0.08 3.80 £0.52 0.27 +0.03 0.95 +0.10 0.77 £0.09 0.021 £0.005 0.020 +0.005
2.07 T 0.46 £0.09 3.72 £0.47 0.25 +0.05 0.96 £0.09 0.77 £0.10 0.021 £0.004 0.018 £0.003
HfE 0.47 £0.09 3.88 £0. 36 0.27 £0.03 0.97 £0.05 0.78 £0.10 0.022 £0.005 0.019 £0.004
0. 69 pii3 0.46 £0.07 3.65 £0.24 0.27 £0.05 0.95 +£0.07 0.76 £0.08 0.022 £0.004 0.017 £0.005
i3 0.48 £0.09 3.82 £0.26 0.28 £0.04 0.96 £0.05 0.78 £0.08 0.023 £0.005 0.019 £0.006
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Yk 4
7 JUE 25 BT i AR T L %
4153 el
/gkg ™! 2 TH i Hi 51 fi IR Lop Wi o2
IEH - T 1.03 £0.23 - 0.50 +0.11 0.35+0.10 - 0.13+0.04 0.085+0.014
i - 0.27 £0.07 0.53 +0.04 - 0.02 £0.01 0.14 +0.03 -
EhHRZ  4.14 i 1.05+0.22 - 0.51 £0.12 0.37 £0.12 - 0.13+0.04 0.086 +0.018
¥4 W G I - 0.26 +0.06 0.52+0.13 - 0.02 +£0.01 0.14 £0.04 -
2.07 T 1.03 £0.24 - 0.51 £0.11 0.36 +0.06 - 0.12+£0.03 0.084 +0.012
M - 0.25+0.08 0.53 +0.10 - 0.02 +0.00 0.13 +0.04 -
0.69 i 1.06 £0.19 - 0.52 +0.09 0.37 £0.07 - 0.13+0.03 0.081 £0.012
i - 0.27 £0.07 0.53 +£0.09 - 0.02 £0.01 0.14 £0.02 -

RS EARZEBRECHIANRARERZABNEL (x5,n=5)

Table 5 Change of the compound Ganoderma Jiangtang capsule stopping drug 1 months rat organ coefficient (x +s,n =5)

it W58 5 B 5 1A /%
415 R
/g-ke & I [ I i ¥ L AR
IR - it 0.45 0. 10 3.64 +0.76 0.27 +0. 08 0.94 +0. 08 0.76 £0.08 0.022 £0.003 0.019 £0. 004

it 0.46 +0.09 3.77 +0. 81 0.28 +0. 05 0.95 +£0.09 0.78 £0.16  0.023 +0.006 0.020 0. 005

EhHHEHRE 4.14 i 0.45 +0.07 3.78 +0.72 0.25 +0.07 0.96 +0. 10 0.76 £0.18 0.021 £0.005 0.017 =0.004
[¥8 M fis I 0.47 0. 08 3.84+0.74  0.26 £0.07 0.97 +0. 09 0.79 £0.14 0.022 £0.005 0.019 £0. 005
2.07 Jil3 0.46 £0. 10 3.70 £0. 53 0.26 +0.08 0.95 +0. 10 0.76 £0.13  0.021 £0.004 0.018 +0.003

Jiii3 0.48 +0.09 3.83 +0.49 0.27 £0.10  0.97 +0. 08 0.79 £0.07 0.022 £0.005 0.019 =0.005
0.69 T 0.46 £0.09 3.81 +0.49 0.27 +0. 09 0.96 £0. 11 0.75 +0.07 0.020 £0.004 0.017 £0. 003

i 0.47 £0.09 3.86 +0.44  0.28 £0.09 0.98 £0. 11 0.78 £0.11 0.022 £0.006 0.019 +0.004

7ol 4 U i J5 ek o8 AT L/ %
451 P51
/gkg™! L THE i i 871 it b it Wi 22
EH® - HE 1.05£0.23 - 0.50£0.12  0.37 %0.10 - 0.120.03  0.09 +0.01
e - 0.25+0.08  0.51 +0.12 - 0.03+0.01  0.13+0.04 -
BHHRE 414 e 1.07 £0.21 - 0.50 £0.10  0.36 £0.13 - 0.13+0.03  0.08 +0.01
e 0 Je 2 i3 - 0.27 £0.07  0.52+0. 14 - 0.030.01  0.14£0.03 -
2.07 Mg 1.08 £0.24 - 0.51£0.11  0.36 £0.10 - 0.12+0.03  0.08 +0.02
i - 0.28+0.07 0.53+0.13 - 0.02+0.01  0.13+0.02 -
0. 69 e 1.06£0.19 - 0.530.11  0.35=0.09 - 0.120.02  0.08 +0.02
i - 0.26£0.06  0.54 +0.11 - 0.02+0.01  0.13 £0.04 -

3.5 XPRBUFBIHLUE S EREm SiEhi e 4 Wig

BRI WK B SUR S E K Ay R - S8 T 7 1k U0 R 4 2 9 B R U Y B
TEF AL B LR AT UL B R AL 32 15 S RS, RS R R A W R iSRRI, B R
RO 1 GURR A SURT AT I SE PO T B RORAR IRRE M M RN A A R 2 R
JRy BT UL B # RCAR 0 s WRS A, R B A IR BERIRYT 2 RURE IR B RO D R, O b R A
445 1 I U ol WAT SRR B i A sk Ay sk B B A A R A LSRN R . B EY B AT
G HBUN R TR AT WA R R B 0 B AN MU R, SR, REZHE MR TR 2 KA 2
HAAW A 4] 224 0 F Frali sk i 25 A AERE B RIFM R mUREE AT, BLJC W B ro & Rl fE
KAV B2 RV 2SO NUUR o ) € S TN L O RS S U I S0 45 R R W1, 5 05 3R 2 Wl I 48 o 4R
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Fig.1 Compound Lingzhi Jiangtang Capsule in rats by intragastric
administration for 6 month and 1 month recovery period of main

visceral organs pathological organize picture( HE, x400)
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