FeR e TR R 5L RO A i DRap fF B 52
SEHE T2 RGEEAAZREREERAZT RANS EALRERE 20060)

hE 45 ES  RI65;R979.1 XERER A XEHS  1001-0408(2013)25-2318-03
DOI  10.6039/j.issn.1001-0408.2013.25.06

H E B AIRATRITARELE(EPD#H 54 A SLR S B5 69 R P VER . F ik 3805 d 8937 A 5L S Ll i
Mo Ay B 3 R4, A (1.75 pg/ml BPD) 28 A& P & 2 E (10,2030 ng/ml) £ F RIT4 A& P &R 2R E (10,2030 pg/
ml £ F & iT+ 1.75 pg/ml EPT)RA40 , A28 6 AT 4730, An2h J5 48 435 < 24 h, T &40 4m 0wl 7 76 5 SLAR L .8 (LDH) Bk
% A8 (MDA) 4 5408 ALY LB (SOD) /&M, 4R .5 Ew s AL, £ F RITH S A5 R B3gm, B Y
JB R JE 2 EAR K AL L 4 ML A5 75 Ao SOD 76 A B 54K, LDH 7% & 2 MDA 4% 9 232 m (P<0.05) , L ALA 40 pbdz 4K |
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Protective Effect of Levocarnitine on Epirubicin-induced Myocardial Cell Injury in Neonatal Rats
LI Ya-jing, GAO Ning, WANG Chen (The Affiliated Cancer Hospital of Tianjin Medical University/Tianjin Key
Laboratory of “Tumor Prevention and Therapeutics”, Tianjin 300060, China)

ABSTRACT OBJECTIVE: To study the protective effect of levocarnitine on epirubicin-induced myocardial cell injury in neonatal
rats. METHODS : Myocardial cell of 5 d neonatal rats were randomized into normal control group, model group (1.75 pug/ml EPI),
levocarnitine low-dose, medium-dose and high-dose groups (10, 20, 30 pg/ml), and low-dose, medium-dose, high-dose mixture
groups (10, 20, 30 pg/ml levocarnitine+1.75 pg/ml EPI). Each parallel bore was 6 bores, and cultured for 24 h after application of
levocarnitine. Cell viability, release amount of LDH, MDA content and SOD activity were determined in each group. RESULTS:
Compared with normal control group, levocarnitine can significantly improve the survival rate of myocardial cells, which was posi-
tively related to drug dosage; the survival rate of myocardial cells was decreased significantly in model group, while release
amount of LDH and MDA content were increased significantly (P<<0.05). Compared with model group, the survival rate of myo-
cardial cells and SOD activity were increased significantly in mixture groups, while release amount of LDH and MDA content were
decreased significantly (P<<0.05), which was positively related to drug dosage. CONCLUSIONS: Levocarnitine has the ability of
antioxidant, it can improve the activity of free radical scavenging enzymes and relieve myocardial cell injury induced by epirubicin.
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J810R 5.0 L (1 [ Eppendorf 23w )  IX70 £ 2 i ( H
ZK Olympus 23 7)) s HEPA class100 5 i 5% 7= 44 (3 [& Thermo 2y
1) ; Synergy HT BEEK i K61 (22 [# Synergy 23 ) .
1.2 RH

FHHEMEZAECGEEGLARAR,#HS .
0808116, KA : 55372 10 mg) 5 28R JETT T GHB Co M 22 gz il 245
HRA T, 5080703, HA% : 1 g: 5 ml) ; MG B £ 28 iy
(PBS) S 4 135 (32 [ Gibeo A H] ) 5 I BIHF . MTT (3£
Sigma A H]) .
1.3 zh#h

PR R F SD KR, @ BUA = 250~280 g, 3t 2
s 8 Rl TR 280~320 g, 43 H ., iy db a4 Fl4Es2 58 5
YA BR2S AR s A48 3IE5 : SCXK (5¢) 2007-0002,
FLE G FIR KT, B 1~3 d, SR 10 H.
2 A&
2.1 FROMMMAmpERAE
2.1.1 OB e . 3L T5% SRR R BT
Jog 38 e JER S 4 TR B, FE M L R A S O O, BT
PBS H1, BUSE M , B BROF i HA 4127, 3F: FH PBS T LA
FBRIRRRIME . FHIRFL PR COMEBY A2 1 mm’ AL ZIRRER, N
A 0.08% FREEH A2 2 min, W s FIEW, T 2~3 W, 7 F
THWR, [ 22 B in AR 45 TiE[0.08 [ TAEE-0.05 % 1T R Jie J5t it (1:
1)1, 37 CHFFE A2 8 min, W H I WOIIA B I A9 5 7R A1
T RS SR 55 55 5 (DMEM) H DL 1134k, 380 4% 1Y 40 4k
ARG ERk Stk . AR L e i B A I R 3~ 41K,
BAATGBINE R 1l . 2200 B 7 5 5% i A i 20 i
¥, 1000 r/min 2.0 8 min, AR ZRAE .
2.1.2  CHLANRLiAE . BRI (R DMEM+20 % s 2 It
OISO AR AN B B 045 b B AR SR, 37 SC b
7% 1 h, BRRIGRE R AT AR AN 1 20 B %4 25 5% 10" ml
TEA R P 5V SR 1 (0.1 mmol/L) , 3% 4L 100 pl
FERNE 96 FLIEFRAL, AL 1 ml3ZERNE] 6 LA, A 1% 3L (75
TR BT E)TEWR L A8 WM 1 YK, L4375 d, B0 IL2n i
JEA AN shfevE f5 , nTE riRge o .
22 RIEHHE

55 F% I R O LA R Bl AL 40 Sy I 5 X B4 AR AR
(1.75 pg/ml EPD2H % . rpr S B vk 8 (10,20 .30 pg/ml) /&R
JETT 4 A% P T B R EE (10,20, 30 pug/ml 2 K JE{T+1.75
pg/ml EPDRA AL, B4 6 1A T4Lo
2.3 IEFREE

P 22" WU 45 25 )5, 4255 9% 24 b, SRTIMTT 630
FE AN PEAEIE 2R (LA A HE AR, TG B R, A8 R )

TEZD; 20134555 24 45 25 1]

SR R G 1 X IR ARG rp s R R IR A
ZH AT 2L I AU (LHD) Bt 8 A Ak P B AL il (SOD) i
TN T (MDA ) & 5El5E
24  FITESH

F B Uix + s 2w, B 53 v B SPSS 11.5 #ff, 4%
2 [] Eb R T 8 AL TG B R & 22 0B P<<0.05 3%
INESRBEITFE Y.
3 #R
3.1 EFRREiTxHUOAABTEERNHN

AE X BB BRI AR P R AR R TT AL AR
FR LR TR R A 2 3L B UL R 9 IR 8 4 Sk (0.398 +
0.024) . (0.266 + 0.011) . (0.412 + 0.042) . (0.473 + 0.060) .
(0.500 £ 0.079) . (0.371 + 0.023) . (0.361 % 0.005) . (0.338 +
0.019) . HiEH XTI R, Z2-R BT AL0 WL A A7 35 2K B
SR, HL 5 T v S TR G, RS TRY A A A 5 I BRI
(P<<0.05). GBI LA A b | e o o v B VR 5 L A A
TR B IEIN(P<0.05) , H-5 FEH S EAHX
3.2 ZZFRITXOALLZREE R LDH . MDA .SOD 7k E &840

5B BR A b, A A 2 3L O LA Py SOD i 14 B
RIS, LDH Bl A1 MDA % 5 B B3 (P<<0.05) ; LAY
2 ERH AR L R TR A 2 3L O LA IR Y SOD 1 44
B S 340, LDH B A MDA 5 B 3] S A (P<<0.05) , H 5
Fip e SR A e S R LR 1,
#1 HAIROCAUMEAE LDHEE MDA &E SODE

4 (x¥+s,n=06)
Tab 1 Release amount of LDH, MDA content and SOD ac-
tivity in neonatal rats of 5 groups(x +s,n=06)

ﬁﬁﬁ LDH,U/L MDA ,nmol/L SOD,U/L
TEH X R 458+2.6 5.62+0.98 48.14+2.01
FEARIZH 110.1£3.9*  14.62+0.88°  20.99+3.88"
R EIRAGH  86.5+£3.5%  10.01£2.66° 29.51 +3.86"
PIREREIRAG4 63.2+2.8° 8.14 +2.08" 35.00 +3.09*
ERRERAY 5524427 7.09+3.02*  39.13+2.23"

IEH X RLE LA P<<0.05; SRIEIZE AR ' P<<0.05

vs. normal control group: *P<<0.05;vs. model group:*P<<0.05
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B E B¢ R ARAEMA(HCPT)# § % & XAH Z457 (MC) st A B IR0, 77 ik B A T B AR H22 69 /) R
oA ACH M IR ) 41 B[HCPT-Fk b X, & ) 4477 (MTD) 2842 C .D( % A& & HCPT-MC) 48, 40 10 R, 455 E o HmAH
B, % — B MTD, A 4800 ML 25 M0 2 K40 0.5 mg/kg,B.C . D 4/ i B HCPT 10 mg/kg, [ B 2625 1 R, 825 4 R % =W
B A MC,C D4/ R# § HCPT 0.05.0.1 mg/kg, A28 AR F 4 FroE A B RS FARB K, 2435274, 6MB %5
8.15.22.27 KRBT 20/ RAER W EMBAR, 4R .5 ALE DA R &N S A FFEHH BIEM(P<0.05),C 408K
THHE2RRNEFRA0,BANREAE EEFRELNEZF(P>0.05), 5Babs,CahRAHE 15,22 27T XK=
R B AR, 5 27 KB AR AR B, 4590  HCPT # § MC Ak A 2t K/ R A A0 A2 EE kit MC 425 7%,
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Effects of Hydroxycamptothecine by Gavage with Metronomic Chemotherapy on Survival Time of Mice

GU Hong-yan', SUN Lu-lu', GUO Qing-long’, ZHAO Li*(1.Dept. of Pharmacy, The Affiliated Beijing Shijitan
Hospital of Capital Medical University, Beijing 100038, China;Z2.Jiangsu Key Laboratory of Carcinogenesis and
Intervention, China Pharmaceutical University, Nanjing 210009, China)

ABSTRACT OBIJECTIVE: To investigate the effects of hydroxycamptothecine (HCPT) by gavage with metronomic chemothera-
py (MC) on survival time of mice. METHODS: H22 tumor strain bearing mice were randomly divided into group A (negative con-
trol group), group B [HCPT-maximum tolerant dose(MTD)], group C (low-dose HCPT-MC) and group D (high-dose HCPT-MC)
with 10 mice in each group. Those groups received MTD firstly: group A was given dexamethasone 0.5 mg/kg intraperitoneally,
and group B, C and D were given HCPT 10 mg/kg intragastrically every 2 days for 4 times. MC therapy was second stage: group
C and D were given HCPT 0.05 and 0.1 mg/kg, group A with dexamethasone and group B with normal saline. The administration
lasted for 27 days. The survival rate, body weight and tumor volume of mice were determined at 8th, 15th, 22nd and 27th after
medication. RESULTS: Compared with group A, survival rate of mice in group D increased significantly (P<<0.05); none of mice
in group C survived at 22nd after medication; there was no significant difference in survival rate of mice in group B (P>0.05).
Compared with group B, body weight of mice in group C decreased significantly at 15th, 22nd and 27th day after medication, and
the tumor volume decreased significantly at 27th day. CONCLUSIONS: Intragstric administration MC of HCPT can prolong the sur-
vival time of mice, but it should be careful to confirm the dose of MC.

KEY WORDS Metronomic chemotherapy; Pulsed high-dose chemotherapy; Hydroxycamptothecine; Mice; Surival time
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