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Preliminary Study on the Nephrotoxicity and its Mechanism

of Chuanhuning Injection
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(1. Institute of Pharmacology, Zhejiang Chinese Medical University, Hangzhou 310053, China;
2. Pharmacy Department, Hangzhou Traditional Chinese Medical Hospital, Hangzhou 310007, China)

[ Abstract ] Objective; To observe Chuanhuning injection ( CHN) -induced renal toxicity on mice and
the cytotoxicity on HK-2 cells. Method: Fifty ICR mice were randomly divided into normal control, positive
control group (treated with Gentamycin) , CHN 150, 1 000, 2 000 mg kg ' groups, with 10 mice in each group.
Mice in CHN groups were i given CHN 150, 1 000, 2 000 mg -kg "' by tail vein, once daily, for 7 d. The body
weight, renal index, serum urea nitrogen and creatinine were assessed, and histopathological changes in renal
tissues were detected. The proliferation inhibition of HK-2 cells was determined by MTT assay after different
concentration of CHN treatment. The morphological changes of apoptotic cells were observed by the Acridine orange
fluorescent staining. Annexin V/PI double staining was utilized to detect the cell apoptosis produced by CHN.

Result: Compared with normal control group, serum creatinine in positive control group increased significantly
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(P <0.05). Compared with positive control group, renal index, serum creatinine and urea nitrogen concentrations
in CHN 2 000 mg kg ' group increased with significantly statistical difference (P <0.05). Meanwhile, in this
group exhibited cloudy swelling even necrosis in proximal convoluted tubules, some minerals deposition in some
tubules and extension in section of tubules. CHN suppressed HK-2 cells growth and proliferation within the
concentration ranging from 0.9-3.5 mmol + L™'. Fluorescence staining test manifestation series of cell shape
changes of apoptosis such as nuclear chromatin condensation. AnnexinV/PI double staining analysis showed that

CHN-induced cell apoptosis had significant difference compared with the positive group (P <0.05). Conclusion:
CHN may exert toxic actions on kidneys of mice which maybe the outcome of the CHN-induced HK-2 cells

apoptosis.
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AR EEZ5 W (CHN 0.9,1.8,2.6,3.5 mmol-L™"),
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HaNEAL, o alfEH 8,16,24,48 h J5, &AL
MTT 20 pL(5 g-L™")  4kE5 3% 4 h, SR )5 W% 5 3% 5%
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XPRCE R HK-2 2000, A8, R 3 & 2
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binding buffer, 5258 2], B F vk Lo R 7 X 402
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AT,

2.6 ittt SR AL SPSS 15. 0 Bk 47 B A
B EN IR R R ® £, L P<0.05 HEF
A EN.

3 &R

3.1 S/NRBEEEU L BALE¥NEN 5
25 UG R AR B, PR K B R B AR & T R, oM v
BUN,Scr B8 hr B % JF 5. CHN 2 000 mg-
ke '4525 7 d /N E I BRRAL, B E OB MR
B 5 3 4, 5] B a3 BUN, SCr 5% 7 &, & B
CHN 2 000 mg-kg ™" Xf /I 5B I K H: oy fiE 7 A WA (g
K E B0 ;CHN 150,1 000 mg-kg ' 4425 )5 /NI
WG bR 5 OE F AT AL A b, R LB ok gL, I
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®1 CHN/NRAE.EHERH.MFENEFRREZENIBM(2£s5,0=10)

21 5 FH/mg-kg ™! /g FE/g B R E/ mg-g ! SCr/pmol - L ™! BUN/mmol-L ™"
25 U 0 23.6 +1.2 0.40 +0. 03 16.8 £1.2 132 £19 12.9+1.6
KA E 200 22.2£1.1" 0.37 +0. 05 16.9 £2.2 146 £27" 13.5£2.5
CHN 2 000 21.9+0.6" 0.44 0. 06" 20.2 £2.9" 198 +46" 21.0 £6.5"
1 000 24.2+1.5 0.38 +0.03 15.8 1.1 130 + 16 10.6 £1.8
150 23.8+1.0 0.38 +0.03 15.8 £1.0 120 +10 9.9+1.8
S AR P<0.05,
HIRH A RY, S X AT A/NRE HEHEWREZO R,
JEZH AU R DL S, DR R R R A, b B 400 0 i fik A2 3.2 X} HK-2 4 j /716 R 245 7 A R vk i

P, DBUNEY K, {H CHN 2 000 mg-kg ™' 41 4 {7
PR I AR L 22 SR B B /N B R 20 e K AR
B R T Bt /N K N ER B D E Y Bt
BN AR PSR BE £ A R R UORL, S N E
7K ;CHN 1 000 mg-kg ™ "2HA4 3 1 305 1 Be v /N
20 i e Bk A P TRD B A /D i R A 0 ) kiR
i, 28 AR B ) 8 A s CHIN 150 mg- kg ™" 4L A 1
1) 10 B0 Je kb /NS b g 2 e P A e D BN
Pk (B 1) BRI bR ek AR 8 CHN B B #1,

) CHN fEHF HK-2 411 8, 16, 24, 48 h J5 ,ffi &
25 BE T A R B R, S E A
A, YE 48 h f5,0.9 mmol-L ™" CHN 41 41 Jfi 77 5%
FH94.97% ,F o EMEERF (P <0.05);1.8,2.6,
3.5 mmol-L™" CHN £ 4il fi 77 1% % 43 5 1% ] F& 1% &=
85.19% ,75.40% ,48.68% , H B A W ¥ ¥ % 7
(P<0.058 P<0.01),fi8F 8, 16, 24 h {EFmt
], ML AA IS R TR (R 2) .
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A 25 6 B2 5B KK % 200 mg-kg ™' 41;C,D. CHN
2 000 mg-kg " '# ;E. CHN 1 000 mg-kg ™' 41 ;F. CHN 150 mg-kg ™' 41

1 CHN/MREBHRAREBETHHNZM(HE, x100)
CHN fE 7 HK-2 i1 48 h J& , 40 i %0 2 sl /b
ME SN (B 2) J7s , 25 1O B 20 20 MR 28 J0 0,
A YL 34 5] 51 CHN 20 240 i 5 20 400 i T2 25 R ]
20 M i, A2 B, S0 Fd v , 20 A M A A% Gt b B
e e 1 B o {0 S AN ML U T B4 53,5 mmol - L™ CHN
B, 240 30 0 5 o 0, AT A R R A5 O T AR
3.4 CHNXI HK-2 40 g8 TR a2 ma LA ] ik
J& CHN 4B HK-2 4fi i 48 h J5 , it =X 240 L ASCAS: I 240
L T AL R R B CHN MR B2 i T, 2% 4 40
i B Y40 T 45 A e S0 O T AR B

CHN 2.6 mmol - L™" i} 40 g 8 1= F 4 19.91% ,3.5
mmol - L™ B 40 i A T2 By 22.95% (£ 2) ., £ W
CHN fEH )5 , 155 HK-2 40 0d 1=
4 itig

20 % N B R FHAE W) 5 0 3 [ Andrographis
paniculata( Burm. F. ) Nees | (Y- F B M, 35 0
ZEOIENTR . B S0 TR B A K A A
KEPERTAEYIE F WM IR T RIET B RV &
WA R T2 B o 33 DU o 3 S5 9 1) R A% 38 Ry 2 0
RN, RG] AEKIEBIANTE FE G RIS
PR AR EA 0 3A T S A B i s
R FEE T . CHN S 5800 3 P I -5 3 3A R 15T
KBRS R ER T B O K 2E O 35 DY TR B A R 2 TR
PAERER Al A FR R 14-E -1, 12- T B A E L
PENTR-3,19- ZBF FATR 1 R S 40 1, b7 02 CoHys
KO, o ABFFEL T/ B AR iR 150 mg-kg ™', ]
1T PR A RGR 4, A5 8800 DR 7] 42 2 5 X /)N Bl ™
AR EE A T B 5 RN 2 000 mg-kg ' A Y
Tl IR 45 A0 & 1Y 13 £, AR 5T 45 2R B, CHN
1000, 2 000 mg-kg ™" 7 & £H o] i /)N FL A 1 0A 8 [
i, B e &R A B 4% K, Cr, BUN 5 DI RE 45 b 53¢ o T
f B /NS R A I K AR R IR AR )
JEAT 48 P AN IR 5 2 B CHN b/ U 0E HoA B
#HPE, CHN 150,1 000 mg- kg '2H 5 B K75 % [H 1
XTHRZHAH LY, B E R B AR Ak B RS it 2
AT g S ol TR KB R A B U PR A
HolE E AR —EBE R0k, 27T
CHN |5 7€ 1 000 ~2 000 mg-kg ™' 275 %t /N U i
A B ARSI I R SR, i T — 2B 5T .

VAR, A 50 YE N TR R 94T A= W) 175 5 4 i
P T BRI ST 20 4 vh e T R A R Dy T R
T HUE Bk B A0 A0 LT A e HRGE A
K HK-2 4f Jf A5 R0 ¢ vk & 3 CHN Rl LA i 41 Jifd
K5, I HL 9 Yo & S AN AR H B0 R A AN A

2 AEKECHN ¥t HK2 FEZERATEMNFM(x £5,n=10) %
Fl 4 2 Jit0 A7 3 2% 2 Jif I T 2R
20 5
/mmol-L ! 8 h 16 h 24 h 48 h 48 h
2 - 100.00 =0.00 100.00 £0. 00 100.00 =0.00 100. 00 +0.00 6.51
CHN 0.9 97.19 £2.174" 96.71 +2.411" 95.25 £6.243" 94.97 +10.41 8.75
1.8 89.85 +2.340% 86.08 +1.169% 85.52 +1.884% 85.19 +2.026% 13.29"
2.6 80.99 +4.592% 76.96 +1.432% 75.57 £3.346% 75.40 =1.588% 19.91"
3.5 77.54 £3.261% 71.90 £1.169% 71.49 £1.652% 48.68 =1.497% 22.95"

W5 AA LK"Y P <0.05,2P<0.01,
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