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WS 2. G 6d, BREBSZ 1K, HLL26 A, FARENE 4 F; 4 7dRE 1R, RIEEREREZ
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Study on Long-term Toxicity of Fei Xin Qing Capsule in Rats

JIAO Jian —lin", LIBo", LV Lu-yan?, LI Jin—tao”, CHEN Han - bai®, LI Qing?

(1) Dept. of Laboratory Zoology, Kunming Medical University, Kunming Yunnan 650500; 2) Dept. of
Integrated Chinese-western Medicine, The 2nd Affiliated Hospital of Kunming Medical University, Kunming
Yunnan 650101; 3) Dept. of Foreign Language, Kunming Medical University, Kunming Yunnan 650500,

China)

[ Abstract] Objective To study the toxicity of Fei Xin Qing capsule given repeatedly, in the hope of
providing experiental proof for further study. Methods SD rats were randomly divided into four groups according to
their weights and gender: Control group and three doses Fei Xin Qing groups (2.0, 4.0, 8.0 gkg) , 40 rats in
each group, 20 females and 20 males. Fei Xin Qing capsule was given by intragastric administration once a day for
6 days every week. These administrations lasted for 26 weeks, then withdrawed for 4 weeks for observation. The
rats were weighed once every 7 days, and dosage was regulated according to their weights. During the experiment,
the rats' external appearances, behaviors and faeces discharge were all observed daily. Several females and males in
each group were randomly chosen for hematology test, blood biochemistry test, weighing organ and histopathology
test in both metaphase (13 th week ) and telephase (26 th week). The rest of the rats were also given the tests
mentioned before, four weeks after drug withdrawal. Results In both metaphase and telephase, and four weeks

after drug withdrawal, rats in each dosed groups acted normally and freely, with good fur and well general

(BEWE] mia DARHOHRITEIH (2009NS065)
[MEERIT] fdhk (1966~), 5, mRUIMIA, BEELR, S, FEMNFIYILE T
[Eifl{EE] Z2%. E-mail:LiQing.88@hoimail.com
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conditions. Female rats in the highly dosed group put up some weight slowly in the middle of the experiment, but
recovered later. There were some significant differences in some of the indicators of the hematology test,
hemabiochemics test among the control group and dosed groups. However, no obvious dose-response and
time—response, and the fluctuation was within the normal range. The liver indicators of the three dosed group in the
metaphase, epididymis indicators and kidney indicators in the mediumly and highly dosed groups increased
significantly, yet recovered in the telephase, while other biochemical indicators remained normal. After drug
withdrawal, the liver indicators and weights of testis of rats in highly dosed group increased significantly. No
drug-related morphology change was found in the histopathology test. Conclusions SD rais were given intragasiric

administration with Fei Xin Qing capsule at 2.0, 4.0, 8.0 g/kg, respectively (20, 40, 80 times of clinic dosage)

for 26 weeks, 4.0 g/kg is an avirulent dosage. Within 40 times of its clinic dosage is a safe dose.

[Key words] Fei xin qing capsule; Rats; Intragastric administration; Long—term toxicity test
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IS HAE], BRI SIS PfE2h 25 R E
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R
2.3 FETH

IR IR 3, SR 3 R 2H A% R R A
K5 5 A B TG 24 s MR
R0 2 4% JR R B AR o 50 BR A LB JE G2
(P>0.05) , T2 252y 2 J8 5 (RS 1S K B i
gefg, Hp3, 6. 7.8, 9. 11, 14, 15 HMiAE
B BT XA (P<0.05 5 0.01) , {HZ25)5
R, (E)5 SRR FAR—F O IR
FEHLEUY) AT SD A B2 25 1181358 40 R v A4
GRS, Wk 1

F1 BERFHEE [g,(xx9)]
Tab. 1 The average weight of male rats [g,(X=5) ]

R (4.0 gkg) R4 (8.0 gky)

116.15+9.25

240.30 £ 17.00
332.05 £ 23.00
355.45+£22.26
369.15+22.35
384.70 £ 29.17
399.75 + 28.56
443.31 +32.08
446.13 +33.70

489.67 £ 31.76
492.33 +30.99
493.50 +28.17
495.17 £ 27.69

115.75 £9.65

228.73 £21.29
318.45 +25.36"
326.55 +35.03"
350.15 + 32.56™
367.20 + 33.57"
387.16 + 39.52"
417.93 +34.43"
425.57 £32.22"

504.67 £1.53
505.67 £ 3.06
506.67 +2.89
508.67 £ 1.15

i JAR XTI () &R (2.0 gkg)
25 2510
0 116.95+9.25 116.00 £9.11
3 24455 +17.23 241.70 £ 12.33
6 339.30 + 31.47 342.84 +19.44
7 364.45 +33.04 358.37 £ 21.73
8 385.35 + 33.82 380.06 +21.73
9 392.60 + 34.68 405.22 +29.14
11 420.05 +37.14 414.11 +£32.42
14 452.38 +43.37 45771 +33.55
15 459.25 +45.26 465.21 +34.85
PRSI
27 501.33 +2.07 478.50 +39.82
28 504.67 +3.93 483.75 + 42.70
29 500.50 + 16.11 478.25 +35.76
30 501.50 + 12.66 482.50 + 34.28
Syt EA L, "P<0.05, "P<0.01.
2.5
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2.4 MEFKRELER

x4, Agihi (13 5), 3 5ad
i) MCHC B B %k (P <0.05) ; AZ5 KM (26
J&4), 3 44l PCT. PLT iy, {54240 WBC.
LYMPH BB F155 (P<0.05 5 P<0.01), &I
PDW. P-LCR, MPV W5 (P<0.05), 3 FliE
ZH PT. INR R4 APTT. TT BEHML (P<
0.05 8 P<0.0D) ; EM, . {KFE4] RBC.
HGB J A S 4] HCT B2 & T X AL (P<0.05),
W 2.

ST A AR, 2 IGRI R 4 CK
Urea . Creat, AST., K B @ F&{% (P <0.05 &5
0.01) , 1 GLU & F+ i (P<0.05), |4
Creat W BFRE (P<0.05); 252K, 3 5|4l
TG BB FEE (P<0.05 8 P<0.01) . CHO £ A
PR (hFIE P<0.05), k. H5&H4 GLU
HEFR (P<0.01), mfl&E AST F1 ALT B 2 [
it (P<0.05) . HCO; BT+ (P<0.05), K
= Ca BT E (P<0.05); IKEW, dhFlEH
CK. AST, K BHER#IK (P<0.05 3¢ P<0.01), &
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g K W B (P<0.05), Zrhh, &5
50 4 E A R S FRD I 2 A 350 43 ML 38 A Ak 48 s 1 5 %t

®2 MEFHRELER (Xx9)

MRLAH LA W 28 5, (HHZS AR 2 0 ) A 79 4 -
BBt Ia] — FORi AR, SRR 3.

Tab. 2 Blood examination results (X +5)

I [E] Y= X IR (-) SR (2.0 g/kg) PR A(4.0 gkg) FFEZH (8.0 g/kg)
25 MCHC (g/L) 376.25 +22.70 332.63 +29.47" 345.50 + 8.69" 347.87 + 13.44"
A5k WBC (10%L) 6.62+1.75 8.54 + 1.44 9.50 +2.99™ 7.94 +£2.55

LYMPH (10%7L)  4.17 +1.08 6.08 + 1.335™ 6.14 +1.80™ 497 +1.32
PLT (L) 347.47 + 84.59 626.45 + 105.60™ 522.27 + 134.14" 526.33 + 153.46™
MPV (%) 7.28 +0.65 7.65 £ 0.56" 7.11+0.45 7.12+0.23
PDW (%) 8.71+1.10 10.10 = 1.27* 8.70 £0.98 8.80 £0.78
PCT (%) 0.24 +0.07 0.48+0.11" 0.37 £0.12" 0.37 +0.12"
P-LCR (%) 5.44 +5.69 9.79 + 428" 477 +3.96 5.27 +3.01
PT (s) 24.85+2.63 21.3 +£2.84™ 21.20+222" 2273 £2.17"
INR 1.98 +0.22 1.69 + 0.24" 1.68 +0.19™ 1.81+.18°
APTT (s) 19.71 +£2.60 20.99 + 4.87 21.39+7.56 17.17 £2.10™
FIB (g/L) 230 +0.58 2.05+0.54 227 £0.32 239 +0.57
TT (s) 34.01+5.26 31.88+5.34 32.66 + 6.41 28.86 + 4.89"
PR RBC(10"/L) 6.98 +0.79 8.48 + 0.66™ 8.01 = 0.85" 7.62 +0.82
HGB (g/L) 132.67 + 14.41 159.63 + 12.24* 150.66 + 18.42" 1438 +15.27
HCT (%) 40.23 £ 8.01 46.45 +3.81" 4341572 4154 +526

SRR IERA A, "P<0.05, “P<0.01.

®3 MEBEEURBBEREESLR (X9

Tab. 3 Serum biochemical and electrolyte examination results (X +s)

I [E] iH WSRO KHIEH Qogky HhiHlEH 4.0 gke EFEH (8.0 gkg)

25l AST (U/L) 197.25 + 17.01 137.88 +19.01* 209.88 + 76.08 178.0 +23.57

CK (U/L) 4136.63 + 763.76 221038+ 1287.6°  3781.0% 25433 3909.14+797.6

GLU (mmol/L) 5.16 +0.36 6.32 097 5.57+0.58 518+ 1.17

Urea (mmol/L) 7.91 £0.76 6.08 + 1.04° 6.85+0.94 733+ 1.10

Creat (mmol/L)  47.38 £7.07 37.87 £ 4.45™ 38.5+7.07° 40.85 +3.24

K (mmol/L) 6.14+0.20 5.51+0.30° 5.79 £ 0.76 5.90 +0.53
AR ALT (U/L) 71.15 +40.32 61.74 + 13.66 62.06 + 15.36 51.11 + 13.69"

AST (U/L) 291.45 + 139.96 273.58 + 65.75 267.69 + 82.62 197.78 £ 69.79"

CHO (mmol/L) 1.74+0.28 1.64 + 0.26 1.50 £ 0.29" 1.50 + 0.42

TG (mmol/) 0.78 £ 0.19 0.61+0.14™ 0.63+0.15° 0.66 + 0.09°

GLU (mmol/L) 5.86+1.29 7.03 +0.60™ 6.900.82" 5.78 + 0.96

Ca (mmol/L) 239 +£0.14 247+ 045 2.46+0.09 238+ 0.09

HCO; (mmol/L)  18.76 £3.13 18.74 +4.96 19.61 +2.68 21.34 +3.38"
WEH  AST (U/L) 265.91 + 61.68 240.88 +73.52 194.00 + 30.70" 234.33 + 103.21

CK (U/L) 6837.75£1213.24  6431.75+£2251.89  3607.78+1671.26 471633 £2292.52

Creat (mmol/L)  47.17 +3.48 47.63 + 10.32 42.11 +2.80° 43.00 +5.02

K (mmol/L) 6.81 +0.48 6.59 + 0.60 5.88+0.39" 6.19+0.22°

SRR IEA A, "P<0.05, “P<0.01.
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(P<0.01 ¢ P<0.05), RIIA K, S5XFHE4
A LB EEZER (P>0.05), B525 4 HEH
WA RAB B (P<0.05); 3FIEHAZ
HO T S2 R R RO B S X RRA (P<0.05)

®4 BEREE (9 REH )

YA (BRI P<0.05) , IREHHA
IR SRR BT BT 22 5 . Rl
S5 PN R B S TR (P<0.05), R
WA 5 IR 4 25 R S A 50U R AT X RR A
e 0 B 2 PR S0 ) S OIS o IR 2 P S
% (P<0.05). Hriky, IFREL MR B
AL TOI E] - RO G A, il R B A2 G
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YRS v ) i A RO S LB R A 5 25 )
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Tab. 4 Organ weight and coefficient (X +s)

i BgE| XTI (- FEH 2.0gke)  HFIRELH (4.0 gke) Rl (8.0 gke)
g it (2 8.49+2.17 9.68 +3.22 9.62+2.43 9.13 +£2.08
(%) 2.56+0.22 287 +£0.17" 2.86 +0.13" 2.90 + 0.30"
B (o) 222 +0.68 222+083 2.56+0.78 2.41+0.78
(%) 0.66 + 0.03 0.65 +0.06 0.75 £ 0.06™ 0.75 £ 0.05™
2 (o) 0.93+0.16 1.83 +0.30° 1.73 +0.40° 1.61 +0.48°
(%) 0.22 +0.04 0.42 £ 0.08" 0.41+0.11" 0.39 + 0.09"
2R fiti () 1.81 +0.47 1.69 + 0.44 1.66 + 0.41 1.71 £ 0.38
(%) 0.49 +0.07 0.45 +0.09 0.43 +0.09" 0.44 +0.07
ffts2 (o) 1.75 £0.27 1.44 £0.31 1.25 £0.46° 1.66 £ 0.52
(%) 0.37 +0.08 0.29 +0.07 0.26 +0.10° 0.35+0.10
PRI it (2 1021 +0.98 10.23 +3.53 11.33£2.62 11.28 +2.97
(%) 2.58+0.20 277+0.19 271+0.24 2.86 +0.18"
2 (9 3.38 £0.25 3.32+£0.24 3.52+£0.25 3.86 £ 0.26"
(%) 0.68 +0.03 0.70 £0.11 0.71 £ 0.04 0.76 +0.05

SystEn L i, *P<0.05, “P<0.01.
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