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Delay of metabolism rate of cielosporin by slmvastatin in 7 Chinese healthy m哪  

XU Fe醒 ， wu Zhao-Hui， ZItANG Zhong-Yi，ZOU I-Ieng-Qin (Department of C．／／n／ca／ 
Pharmao~gy， Hosp／ta／，F／rst Mizito~yMed~a／Un／vers灯 ，Q 510282，China) 

KEY W ORDS eyelosporine； simvastatin； 

pharmaeokinetic~ 

Am ：To stuay the effects of simvastatin(Sim) 

Oil phanmcokineties of eielosporin (Cie)． 
Ⅳ伍 日0Ds： Seven healthy young volunteers 

took Cic100mgalone OFin combinationwith Sim 

10 nagin a randomized CI~S,．qover study． 11 Cie 

c(mcentmtions in blood rc,fe~ detemained by 

specific fluorescence polarizati~aa i11mmnoas~y． 

Data were m埔 with 3P87 program． 

CUIVe 

w∞ fitted to Open2-compartment mode1．and the 

pharmaeokinetic parameters of Cie alone and Cie 

+Sim weIe：Cm~(646±94)and(698±340) 
’L ； (1．12±0．13)and(1．13±0．21) 

h；AUC(2．3±0．4)and(2．6 ±1．2)mg·h· 

L ； B(12±6)and(23±8)h(P<0．o5)． 

CONCLUSION：Sim delays the metabolism rate 

ofCiewhenthey aI_e given simutaneously． 

Since the introduction of cielo~ rin(Cie) 
in solid oi~rl tramplantation． a dramatic 

improvementin short—term graft survival rates has 

been ob~rved⋯ ． But lenal tramplantation 

recipientsⅢl a Cie—containing innnur~ uppressive 

Ie咖 ． adverse changes in pltmma 
lipjds ． Hence andhyperlipide~ia dn 
were prescribed in lenal transplantation 

recipients． Simvastatin (Sim ) wa8 mo6t 

frequently used to lower hyperlipidemiaL ． But 

there was tlO report about pharmaeokinetie 

interaction betwe~a Sim and Cic． This study 

investigated the alteration of pharmaeokineties of 

Cie in healthy volunteers． 

M A1ERIAI_s A 扣D M 1日0Ds 

Drugs Cic capsule(50 mg／ea~ule)， 
Sino-American Huadong Pharmaeeutical Co(1ot 
97o1o3)． Sire tablet(10 mg／talalet)，Merck 
Sh．w dr Dohme(ChiIla)Lid(1ot 96058)． 

‘ m ∞ toA~moe XU hlIg． 

Phn 86-20-8433-~88．日 88401． r虹 86-21)-8441-3811 

lte~ w l 1997-~ -11 _m  Il998-02．12 

Subjects In aceon：tanee with the Deelara- 
tion of Helsinld，7 healthy male volunteers of 

Hart nationality with written infomaed consent． 

having been informed about the possible side 

effects of the drugs and Dassed the physical 

examination，were accer,~ inthis study． Their 

ages weIe 21—32 a(24±s 3 a)，weights were 
59—63 kg(61± 1 l,g)，and their blood， 
urine，liver。kianer，and electrocardiogram were 

1101111／t]． Atleast2 wk beforethe study。all were 

keptfrom medication，tol~ eo，and alcoho1． 

Protocol After 12-h ~ ting， the 

volunteem Hm ived either a single oral d唑 of 

Cic eap~tle(100 )OF Cie capsule(100 ) 
+ Sire talalet(10 mg) according to a self- 
controlled，randomized cro~over study design． 

珏e wnshout period 卿 sef￡o be J wk f 
Guide Principle of Clinical Study of the New 

Medicine，Ministry of呲 c Health．People’s 

Republic 0f China． Beiji ，1993：l66)． A 
unifol'tll dietwas suppliea after2 h and150mLof 

waterwas drunk every 2 h． Physical labor w∞ 

refrained Oil tll址 clay． 

Blood 岫 ng and Cic 碰 Iy Wh0k 

blood sta ples were eolleetecl into the heparini~  

tubes at 0，0．5，1，2，3，4，6，8，12，and 24 

h after the medication． Cic levels were 

determined by the specific monoelonal fluore~一 

cellce polafizadon l。rmmm．oassay (胁 )with 
rrDx[6]

．  

t'lmm laeoldne~ 衄  11le concl~n- 

tration-time curv∞ rc,fe~ ~lalyze,t with 3P87 

program (Secti~ ofMatl1锄鲥c8 Phamlaeology， 
the Chinese Phazr,~,eolooeal Society) on a 
Comp~ personal computer to detemaine the 

eomparmaent models and the phanmeokinetie 

paIa】neter吕． All data were m1a zed with self- 

control paired f test． 

RESI】I．1[s 

11 whole blood Cic 

cur、res were fitted to a first ordt~ absorption and 

8．11 open 2-eomparll~nt mode1． Tab 1 SIIIll- 

marized the phanmeokinetie data of the Cie 

cap~lleinthe same 7 volunteers． 
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Tab1． mm∞ 0k岫 10~a-maeters 0fCle100 rag or a c 4- 

Sh 10 ragin7 3ratingm m． 

± ． >O．蝤 ． (O．蝤 坩 Cle． 

D璐CUSS10N 

Sim was chemically modified by the 

synthetic addition of 1 methyl group on the 

side chain of lovastatin，which rendered it the 

II埘 potent cholesterol lowering agent in the 

HMGCoA reductase inhibitors． In the liver． 

Sim wa$ hvdrolvzed to iis active form~7_． 

H I( A reductase inhibitor therapy has been 

De1xlrted to ilnpl~Ve lipid abnomaalifies in primary 

and 8ec0ncla hyperlipidemia but was associated 

With flevel~side effects including daabdomyolysis 

in patients on Cic therapy · ． However． a 

s恤曲 showed that low-dose(10 nag)Sire can be 
safely and effectively usedtotreat hyperlipidemia 

in renal transplant recipients wilJ1 Cic 1'，ithout 

major side effects and whole blood through Cic 
levels remained stablein normal rangeL ． 

Both lovastafin and Cic am metabolized by 

咖 A4 in liverẗ J
． It wa$ not clear that 

whether Sim wa8 metabolized by CYP3A4． If 

Sire w∞ metabolized by CYP3A4．Cic and Sim 

would competitively bind CYP3A4 when they 

weTe 砌 simultaneously． In this stttd丫，we 

foundthat 目of cic was prolonged sigrIifica】 

(P<0．05)． And AUC were crea8ed by 
about 10％ after concomitant use with Sim． 

there wa8 l1o significant difference(P> 
11h e m  we c∞ clllded that Sim could 

delay Cic metabolism mte wh衄 they weTe Siren 

simultaneously． 
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’一 f￡ 
西伐他汀延缓7位中国健康男子环孢素药物代谢 

足’7 9． g

，  
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,

~ta,墨塑堡 张忠义，邹恒琴 菇；， ． (第
一 军医大学珠江医院临床药理科．广州5ld斑．中国) 

关键词 环孢素；西伐他汀；药物动力学 

目的：研究西伐他汀对环孢素药物动力学的影响． 

方法：男性汉族健康志愿者 7人随机交叉口服单剂 

量环孢素 100 nag和同时1：3服西伐他汀 10 nag后．采 

用特异性荧光偏振免疫法测定环孢素全血药物浓 

度．结果：血药浓度一时间曲线拟合表明该药体内 

过程符合二室开放模型，合用西伐他汀前后环孢素 

的主要药代动力学参 数：c～ (646±94)和(698± 

34O)gg’L ； (1．12±0．13)和(1．13±0．21)h； 

AUC(2．3±o．4)和(2．6±1．2)nag·h·L ； 日(12± 

6)和(23±8)h(P<0．0S)．结论：环孢素与西伐他 

汀同时应用时，后者可延迟环孢素的代谢 ． 
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