preferentially inhibits COX-2, and has various unique 96-99.

pharmacological activities [J]. Expert Opin Pharmacother, [10] ZHANG Y E, PENG L E, PENG W. Drug prescription of

2000, 1(2): 277-286. nimesulide in clinic [J]. Her Med(B& 2 54k), 2011, 30(12):
[2] ELKADY M, NIESS R, SCHAIBLE A M, et al. Modified 1654-1656.

acidic nonsteroidal anti-inflammatory drugs as dual inhibitors [11] WU Y H, LI W J, SHAO G Z. Nimesulide: a new

of mPGES-1 and 5-LOX [J]. J Med Chem 2012, 55(20): non-steroidal anti-inflammatory drug [J]. Chin J Hosp

8958-8962. Pharm(" [H[E 25 242725 K), 1999, 19(5): 300-302.

[3] WONG E, DELUCA C, BOILY C, et al. Characterization of
autocrine inducible prostaglandin H synthase-2 (PGHS-2) in
human osteosarcoma cells [J]. Inflamm Res, 1997, 46(2):
51-59.

[4] HAMER R R, TEGELER J J, KURTZ E S, et
al. Dibenzoxepinone hydroxylamines and hydroxamic acids:

[12] CESERANI R, CARBONI L, GERMINI M, et al. Antipyretic
and platelet antiaggregating effects of nimesulide [J]. Drugs,
1993, 46(1): 48-51.

[13] MAGNI E. The effect of nimesulide on prostanoid formation
[J]. Drugs, 1993, 46(1): 10-14.

[14] GUPTA S K, BANSAL P, BHARDWAJ R K, et al

Dual inhibitors of cyclooxygenase and 5-lipoxygenase with . . N .. ..
Y e poxyg Comparative anti-nociceptive, anti-inflammatory and toxicity

potent topical antiinflammatory activity [J]. J Med Chem, 1996,
39(1): 246-252.

[S] CRYER B, FELDMAN M. Cyclooxygenase-1 and
cyclooxygenase-2 selectivity of widely used nonsteroidal
anti-inflammatory drugs [J]. Am J Med, 1998, 104(5):
413-421.

[6] SBEIT W, KRIVOY N, SHILLER M, et al,
Nimesulide-induced acute hepatitis [J]. Ann Pharmacother,
2001, 35(9): 1049-1052.

[71 RAINSFORD K D. Current status of the therapeutic uses and
actions of the preferential cyclo-oxygenase-2 NSAID,

profile of nimesulide vs nimesulide and piperine combination
[J]. Pharmacol Res, 2000, 41(6): 657-662.

[15] TANAKA K, SHIMOTORI T, MAKINO S, et al
Pharmacological studies of the new  antiinflammatory agent
3-formylamino-7-methylsulfonylamino-6-phenoxy-4H-1-benz
opyran-4-one.  Ist Communication:  Antiinflammatory,
analgesic and other related properties [J]. Arzneim-Forsch
Drug Res, 1992, 47(2): 935-944.

[16] MIRANDA H F, PUIG M M, PRIETO J C, et al. Synergism
between paracetamol and nonsteroidal anti-inflammatory drugs

nimesulide [J]. Inflammopharmacology, 2006, 14(3/4): in experimental acute pain [J]. Pain, 2006, 121(1/2): 22-28.

120-137 [17] TOUTAIN P L, CESTER C C, HAAK T, et al. A
[8] PULKKINEN M. Nimesulide in dysmenorrhoea [J]. Drugs, pharmacokinetic/pharmacodynamic approach = vs. a  dose
1993, 46 (1): 129-133. titration for the determination of a dosage regimen: the case of
[9] OTTAVIANI A, MANTOVANI M, SCARICABAROZZI I. A nimesulide, a Cox-2 selective nonsteroidal anti-inflammatory

multicentre clinical study of nimesulide in inflammatory drug in the dog [J]. J Vet Pharmacol Ther, 2001, 24(1): 43-55.
diseases of the ear, nose and throat [J]. Drugs, 1993, 46(1): Wk H . 2013-11-14

M

S
(i

EH

BN ER N AR R U-87 MG AR R MR BES/ER R EH

}

A2 ZH, RS V0 SRR A T, L5 1026005 2 KHENTERBIPE KR, T A L A T
=, R 300060)

WE. B it 7#R 8 F 8 (benzyl isothiocyanate, BITC)%F ARk ft /5 4m it & U-87 MG #9712 (ROS) % i F-1F A
B EAE , T3k A MTS skAcn] BITC xR e i & K 49 %9, 2 4= 5 umol-L™' BITC 4 /8 U-87 MG @ it )& , /z)ﬂ/,,
X 2 o AR A M A 5 2m A8 R T M E(ROS) &2 49 T4k, A4 E4n GSH AR BAX B AR % 49 K AR vk B 45 7 Ak I,

A4y B AL B (SOD) A= B3 JR B (quinone reductase, QR)#J 7 E 1L, Western blotting 7% A=k 24 & B H A4 p38-MAPK %ﬂ
MEEFEF ARE #94 R EM T, R BITC MK AB@E U-87 MG AW B b1ER, £ 1C A4
152 pmol-L™", 2 #= 5 pmol-L™" BITC 4 ARG 2t 24 h /&, ROS 7 % 5 % A 5T B4R #) 376.3%F= 607.5%(P<0.05), GSH
K5 F Fg 2 BB T1.3%F 44.9%(P<0.05), SOD & H45-7 A 3T 449 63.5%F¢ 21.8%(P<0.05), QR & M43 A 2 BB 40
8 55.2%F 26.7%(P<0.05), *FeR 4% H AR TI1 &P o 5 A xTFB 2R 45 48.5%F 37.6%(P<0.05), p38-MAPK #) 882 LK T 2
# EFt, ARE #9455 &4 3 A 3T B4 141.1%F» 215.2%(P<0.05), Z5i€  BITC T 3 8P % 48 je. U-87 MG ¥+ ROS
P, TREIAT NG AL AR KRR AR A X,

E&WH: Kl DA MR 4 (2013KY17)
TEEREN: 20w, W, W, L Tel: (010)61253022-866  E-mail: hbwenming@163.com  @IEMEE: Kk, %, L, B
FRIFY 51 Tel: (0226)0367853 E-mail: zhuyutj@126.com

- 938 - Chin J Mod Appl Pharm, 2014 August, Vol.31 No.8 R E I 2527 2014 4F 8 HEE 31 555 8



KEIF: FARBRTE; RIRAE; BBy
FESES: RI65.2 XHRFRASRD: A
DOI: 10.13748/j.cnki.issn1007-7693.2014.08.008

NEHS: 1007-7693(2014)08-0938-05

Effect and Mechanism of Benzyl Isothiocyanate on Active Oxygen Induced in Human Malignant Glioma
U-87 MG Cell Line

LI Wenmingl, wu Qil, ZHU Yuz*(l.Beijing Honghui Meditech Co., Ltd., Beijing 102600, China, 2.Department of Clinical
Laboratory, Tianjin Huanhu Hospital, Tianjin Key Laboratory of Cerebral Vessels and Neural Degeneration, Tianjin 300060,
China)

ABSTRACT: OBJECTIVE To investigate the effect and mechanism of benzyl isothiocyanate(BITC) on active oxygen
induced in human malignant glioma cell line U-87 MG. METHODS U-87 MG was dealed with BITC, MTS assay was
employed to determine the effect of BITC on the proliferation of cancer cells. After 2 and 5 pmol-L™" U-87 MG cells was
treatment with BITC, the alteration of intracellular ROS was measured by flow cytometry, the level of GSH, the activities change
of complex III of the mitochondrial respiratory chain, the superoxide dismutase(SOD) and the quinine reductase(QR) was
measured by biochemistry assay, the phosphorylation of p38-MAPK was measured by Western blotting assay and the
transcriptional activities ARE was determined by reporter gene system. RESULTS BITC significantly inhibited the
proliferation of U-87 MG with an ICsy of 15.2 pmol-L™". After 2 and 5 pmol-L™" BITC treatment for 24 h, intracellular ROS was
376.3% and 607.5%(P<0.05), while the level of GSH was 71.3% and 44.9%(P<0.05), the level of SOD was 63.5% and
21.8%(P<0.05), the level of QR was 55.2% and 26.7%(P<0.05) and level of complex III was 48.5% and 37.6%(P<0.05).
Western blotting showed that the phosphorylation of p38-MAPK was upregulated and the transcriptional activities of ARE were
141.1% and 215.2%. CONCLUSION BITC can induce ROS elevation in the tumor cells and the mechanism may be the
regulation of oxidative stress related gene expression.

KEY WORDS: benzyl isothiocyanate; gliomas; oxidative damage
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Fig. 1 The inhibitory effect of BITC on the U87MG cell
line proliferation
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Fig.3 The effect of BITC on phosphorylation of p38-
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Effects of Pretreatment with Prostaglandin E; on Transient Outward Potassium Current and Inward
Rectifying Potassium Current in Ischemia Reperfusion Myocytes

JIAO Canwul, HAN Shengnaz, FU Runfangz, ZHANG Lirongz(l.People’s Hospital of Puyang, Puyang 457000, China,
2.Department of Pharmacology, School of Medicine, Zhengzhou University, Zhengzhou 475001, China)

ABSTRACT: OBJECTIVE To study the effects of prostaglandin E; (PGE,) pretreatment on transient outward potassium
current and inward rectifying potassium current in ischemia/reperfusion cardiomyocytes and explore its possible mechanisms
against ischemia/reperfusion injuryy METHODS  Isolated ischemia/reperfusion model was established according to
Langendorff method, enzymatic method was used to isolate single ventricular myocytes, whole-cell patch-clamp was used to
record /,, and Iy, in cardiomyocytes of normal group, ischemia/reperfusion group and PGE; pretreatment group. RESULTS
PGE, (14, 42, 126 ng'L™") pretreatment significantly increased I, to (14.24+1.97)pA/pF(n=17, P<0.05), (18.41+1.39)pA/pF(n=13,
P<0.05) and (21.63%3.2)pA/pF(n=12, P<0.05) respectively from (9.99+2.03)pA/pF(n=16) of ischemia/reperfusion group at the
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