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J 丝裂霉素或顺铂对离体淋巴因子激活的杀伤细胞 目的：研究丝裂霉素(Mit)或顺铂(Cis)对膀胱癌患 

增殖和抗膀胱癌细胞系活性的调节作用 者 nK细胞增殖和对膀胱癌细胞系的细胞毒作用 

． 的影响 ．方法：用细胞计数和 椰 法测定 IAK细 

王击平，秦太山，史葆光，陈一盎 ．刘国栋 胞的增殖和细胞毒作用．结果：cis浓度依赖性抑 

T三 学院第二附属医院泌尿 所，兰州73o03o， 制IAK细胞增殖，一定浓度的Mit(5—10 nag·L一 ) 
中国 7， 』 R 7 7』 口． 可加强IL-2对 LAK细胞的刺激作用．Cis10 rag 

’ ’ ’ 

· L 增强 IAK细胞对膀胱癌细胞系 BIU一87和 EJ 

关键词 丝裂霉素c； 铂；淋巴因子激活的杀伤 的杀伤作用，Mit则对细胞毒无明显影响．结论： 

东‘ 胞；膀胱癌；轲肚分裂；白细胞介素-2；免疫细 化疗药物对LAK细胞增殖和抗肿瘤免疫功能的调 
胞毒性；培养的肿瘤细胞 节依药物的不同而不同，这主要取决于药物本身 
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Effects of ddosporin on whole blood 

of renal transplant patients 

CHEN Shu．YuanI。LIU Shi．Ting．HOU Lian-Bing，CHEN 丑1i．Hang (Department of c2 r如 
Pharmacology， 懒 Hmpital， mt胁 Medical University，岛 510515，China) 

KEY W ORDS kidney transplantation；chemi- 

luminescence； cyclospo rine； neutrophils； 

peritonealmacrophages 

删 ：To examine the possible inhibitory role of 

ciclosporin (Cic) on limfino1．dependent 

chemiluminescence(CL)of whole blood in renal 
transplant patients． M叮IlI(加Is： Lumino1． 

dependent CLwas used to measill~active oxv cen 

species generation in respiratory burst of whole 

blood stimulated by z",flnosan A． FIuoreacence 

polarizationimmunoassay was usedto monitorthe 

blood concentration of Cic． REsI】I IS： CL 

values of Cic group ( = 50) decreased in 

comparison with those of normal it~'oup( =10) 

(P <0．01)． e blood concentration of Cic 

was negatively related to CL value(P <0．O1)． 
The scIxltn of renal transplant 13afients directly 

inhibited respiratory burst of peritoneal 

maerophag~ of mts in a concentration-dependent 

manner． a0Nc|LUS10N： Cic inhibits the 

phagocytic activity of neutrophils in renal 

transplant patients． 
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Ciclosporin(Cic)，a cyclic undecapeptide 
of fun# origin，is a potent 
drug that is effective cemba~ g tissue reiection 

following oI,gan transplantation． Compared with 

other commonly used immunosuppressants， eg， 

cortic~stemids(Cor)and azathioprine (Aza)， 
Cic yields greatlyimproved 矗survivalin renal 

transDlantation． We did some玎}searches about 

the methods to mea$111~ Cic concentrationL and 

the effects of Cic on T-lymphocyte subset J． 

Neutrophils and macropbages， nonspocific 

irmnunueytes， are important in d rld the 

invasion of microorganisms． Renal transplant 

patients took immtmosuppressants that inhibited 

tissue Ieiection on aUngraft kidn ey which had 

negative effects on body defense． Cic at the 

treatment concentration exacerbated infections， 

but had no influenee on morphology of 

neutrophils j J． ]ts effects on function of 

neutrophils were tmcertaln． We raised the 

pessibility that the immun0supp】cessant effect of 

Cic was related to its inhibiting ~ ytic 
activity． The present study was to confirm the 

effects of Cic on phagoc~ of neutIoD|Iils in 
renaltransplant patients． 

M A1琢 IA1．S AND  ̂E1l噩0DS 

Drags Ciclospofin (Sandoz，Switzer· 
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land)。 whole blcod monoclonal antibody 
ciclosporin kit (Abbott， USA)。 luminol， 

zymosan A (Zym)，and hepes were purchased 
from Sigma Chemical Co．UsA． Other reagents 

weIe ofAR grade． 

Apparatus 兀 ．662 Biochemis廿 I．~lmJno． 

meter(Beijing Nuclear Apparatus Factory)， 
．60k refrigerated centrifuge (Hennile， 

Germany)． Fluorescence polarization immuno- 

assay(FPIA)analyzer(Abbott，USA)． 
Patients Fifry renal transplant patients 

(3OM，2o F)，aged 42±5 12 a，andweighing 
52±s 8(32—60)kg，received all primary 
cadaver renal allo~afts at our hospita1． Charac． 

t~ sfies of the donor-recipient combination such 

as ABC and m A matching．and T and B cell 

sensitization were also analyzed． e donators 

(without renal diseases)(50M)，a 26±s 5 
a，and wei 68土s 7(55—80)ks． AⅡ 
kidney were preserved with pulsatile machine 

perfusien using a metabolically active perfusate 

solution． Mean preservation time was 3O．5 h． 

Duringthe operation．venoll8injection ofCicwas 
initiated， and then oral Cic， along with 

pyednisone (Pye) and Aza therapy had beell 

maintained for 1 month． n1ell the patients were 

divided into 3 groups：(1)only oral Cic group 
( =2O)，(2)Cic+Pre group(n=15)，(3) 
Cic+Pye+Aza group( =15)． Cicwas orally 
taken every 8 h to maintain a constant 

concentration in the blcod． Cic levels were 

mo nitored with serial 24-h wh ole-blcod n IA． 

determined． 

＆．ts Twenty Sprague-Dawley rats(0，3 
— 4-mo nth old，243±s 32 g)were provided by 
Animal Center of First Military Medical 

University (Certificate№ 96A19)． Rats were 

kept underli t from 6：O0 to 培 ：O0 daily at 22 

±2℃ with free acces8 to food and tap water． 

Blood C．c concentration The Cic 

monoclonal whole blcod assay was an in vitro 

reagent system for the quantitative measuye m
．、

ent 

Cicin humanwhole blood血 肠 雌 FPIA ． 

Wh0Ie blood ehemil~ fcL) 
Ⅱ r~action mixtures including  0．5 mL of 

Hanks’ balfll3o~ saline solution (HBSS) 
suppleme nted to 0．4 mL of luminol(0．1 mme l 
· L in Me2SO)．0．1 mL of whole blood were 

added ． n1e reaction was initiated by the 

addition of0．1 mL of Zym (50 nag·L )． n】e 

Yesulring ou~ut was recorded asmV and coun ted 

per60 s． rI1lereactiontemperature was 37 ． 

Rat peritoneal m eropl~ and CLL。 

Rat peritoneal macmpboge(PM0)suspensions 
50l0ⅡL．2×109·LI1 weYe ineubated at 37 for 

20 min． rI1ley were placed in the measuring 

chamber of a CL analy~r，and were added 100 

ofZym particles 5 g’L～ ，10l0 offreshly 

prer~ tluminol 0．1 mme l·L_。，and 20止 0f 

patient se玎Ⅱn in which Cie concentration was 

alre~y determined． 

Statistics Results weye expressed as ±s 

and analyzed by two．tail t test． Correlation 

between the variables was determined by linear 

RESUII1S 

Who~e blood CL Hea1tlⅣ human control 

showed CL-values of 4168 ± 1402 mV． n 

productionof radicals oxygen species(ROS)by 
phagocytes from renal transplant patients was 

decreased in comparison with those of nol'nlal 

group Lrig l · 

rig1． Wh0k 吐脚血唧面 钟眦 缸 帅 珈酬  

【 =10)咖  们晡啊珊t p日雠 【 =5o)． ± ． 
>0．05． <0．05． <0．ol 坩 nmal 瞄  叫 曩i哑  

岫朗曲． 

Whole blood CL values of hea1thv human 

control were higher than those of renal transplant 

patient group(P<0．O1)。reached peak at 30 
min． and decreased slowly． Whole blcod CL 

Values(mV)in 3 treated groups were 2164 
±666，1502±367，an d 1458± 617，reepec． 

tively(Fig 2)． 一 
CL andwhite blood cell(wBC)cotmts 

Positive correlation was shown in h~ thy 

—u∞誉＼ 目 ．■_蔓I】、_u 0 置  占 
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TImt／D  

隐 2． w cb瞰曲珊 瞄撇 缸 衄印I柚t 
忡 吐嘲 ± ． >0．惦 ， <O．惦  G c+ 胁 + 

AzB 唧 ． 

volunteers． 吐 CL-values parallded with 

僦 o0unts(P<0．O1)． Butin patientsthere 
wm no such rehtiomhip． nle total CL-values 

and C values per研 C in patients眦 lower 

than those of the h~ thr control(P<0．01) 

(B|b 1)． 
Cic etfeets on whole blood in renal 

trm~ lant patients Negative correlation 

between whole blood CL-values and blood Cic 

concentration was found in Cic—treated group ( 

= 20)(P<0．01)(Fig 3)． 
cic擞 ts叩 of rat咖 The 

inhibitory effects of Cic on respiratory burst of rat 

PM0 was disclosed in a dose．dependent Inall／ler 
( 胁 2)． 

D璐CU 
In this study we found that in the healthy 

co~ro1．the total whole blood CL was positively 

linear relative to circular white blood cells． It 

wm m Il昌e that in healthy volunteers the CL 0f 

each研 C was certain and almostthe same． ha 

the patients receiving Cic the total CL depended 

not only on the ~mber of cimul~ white blond 

cells but also onthe Cic concentration，the CL 

隐 3． 瑚∞d dc-【l叩叫 o0眦即蚋 叫 whole blood 
C w ． 

per研 C． According to fl~Ss study，Cic had no 

effect on the number of circular white hlond 

cells．but grea~ depressed the total CL and CL 
per僦 (60 ％ of that of co~ro1)in renal 
transplantation patients．s0 we couldn't see any 

Dllm linear relationship betweentotal CL andthe 

number of研 C like that in the healthy contro1． 

Combination th the and Aza produced 

limited but no statistic significant depm,~ion． In 

the case of Cic effects on the CL of the rat PM ， 

there was a negative correlation between whole 

hlood CL and Cic concentration． Wllile Cic 

concentrationwas een 1—200 譬·L一 ，the 

inhibitory rate of CL was about 21．1％ 

(P <0．05)and increased with the increasing 
Cic concentration． 矾 蜘 Cic concentration w船 

>4OO ·L_。， the CL wm si~ifrcantly 

decreased from that at 1—200 ·L一 ． h 

dinical practice we take the therapeutic window 

ofCic at200—400 ·L tI1in6months after 

renal transplantation． W don’t know whether it 

isjuat a coincidence or not．
⋯ 、 

According to other reportL 7一 about Cic 

。 1．0ndI峋 锄由凼 whole bloodCL叫 帅 c．．F±s．cp<O．o1惯 ■hy∞州 c，讪  )， P<O．m ． 

一u蕾譬＼ 目 ．鼍ad一，Iu J0扫雷 0lⅡH 
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T曲 2． Effects a c oll rat 咖 ． j ± 

<0．惦 ．cp<0．0l佑 healthy伽 眦r0l 

<0．0l CIe 1—200 Itg·L～ ． 

with CLduring respiratory burst．the obtained CL 

data were corrdated to corresponding seruITl or 

plasma levels of Cie． Comparin~ with the 

h~ thy mntrol no differences were seen in 

lmdianCLvalues，buttherewas a significant(P 
= 0．05)negative correlation between Cic blood 

concentration and inax~ Uln CL values of PMNC． 

Such inhibition ofCL could be cMculatedforZym 

but not for phorbolm~state acetate(PMA)； 
suggesting that the Cic．mediated inhibition of 

granulc~yte function ma y be only Da al and 

restricted to phagocytosisL ． Similarly in our 

~tuay， 30 rain after Zym stimulation the CL 

reached its p朗k，and then went downward． 
Only the peak value$ presented significant 

difh ces． 一 

In conclusion，Cic inhibited the respiratory 

burst ofwhite blood cells afterZym sfiml,|ation， 

in other words Cic depressed the phagocyte 

function in a concentration—dependent nlarmer． 

W would do more work to evaluate the 

relationship between this inhibition and clinical 

occtll-l~ ofinfection，cancer，and allograti． 

Aa日 ，W1肛DG】Ⅷ匝 1s T0 Prgf u 帅 )【i． 

Lin ofthe SecondMilim y Medical University for 

his guidance， the doctors and mlⅡ in the 

Department of dn Tran~lanmfion of the 
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cooperation． 
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环孢素对肾移檀病人全血化学发光的影响 

I2 j 7- 
V 。 l f 

陈树元 ，刘世霆，侯连兵 ，陈志 良 7 7 · 
再=二章医芙萼 吾 医院临床药理室，广州51o515。。中国) 

关键词 ；丝兰叁出； 
白细胞 ；腹腔巨噬细胞 

塑塞；嗜中性白f曙 色 

目的：研究环孢素(tic)对 50例肾移植病人体内鲁 

米那依赖性化学发光的影响． 方法：用化学发光 

仪测定酵母多糖刺激引起的全血白细胞 呼吸氧爆 

发；用免疫荧光偏振法测定全血 cic浓度 ． 结果： 

与正常对照组相比，Cic用药组病人的全血化学发 

光显著下降(P<0．O1)；Cic浓度与全血化学发光 

呈负相关(r=一0．81，P<0．O1)；移植病人血清直 

接抑 制 大 鼠 腹 腔 巨 噬 细 胞 的 化 学 发 光 强 度 ． 

结论：Cic抑制白细胞的吞噬功能． 

7 一 
、：L 
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