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尼莫地平对血小板聚集和血栓形成的抑制作用 

兰l王 墨鲎型 Iv张贵卿，贾丹辉 
(河南医科大学药理教研室，郑州 450052，中国) 
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6-酮前列腺素 F1。；腺苷二磷酸；颈动脉 

目的：研究尼莫地平(Nim)对大鼠体 内血小板聚 

集和动脉血栓形成 的影 响． 方法：比浊法测定血 

小板的聚集率和抑制率；电刺激法测定 Nim对体 

内动脉血栓形成的影响，放免法测定 Nim对血浆 

6-酮前列腺素 F1 和血栓素 (6-k~ 一PGF~o／DⅡ ) 

含 量 的 影 响． 结 果 ：Nim 4．5，9，l8和 36 

mg·妇I1·d ig 4 d可显著抑制血小板 的聚集 ． 

ICzo-(95％可信 限)为 26(9—44)mg’ _。．N'trn 

4．5．9，18mg· ·d ig 4 d可显著延长电刺激 

诱导 的 颈 动 脉 血 栓 形 成 时 间． Nim 9 和 l8 

mg·kg 可明显改善血浆 中 6-keto-PGF1 ／TXB．2的 

比值． 结论 ：Nim抗血栓作用部分与改善 6-keto- 

PGF1 ，D口 比值有关 ． 
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Skeletal effects of constant and terminated use of sOdium risedronate 

in ovariectomized rats1 

u Qing-Nan2，LIANG Nian．Ci，HUANG Lian—Fang，WU Tie3，HU Bin，MO Lj．Er4 

(Bone肋  Laboratory；。Depar t of m  咖 y； Department of Chemistry，Guangdong Medical 

College，2~njiang 524023，China) 
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AIM ： To study the skeletal effects of cO血s衄址 and 

tcml~lated useof sodium iisedmnatc(Ris)nea血 entin 

the o ect跚nized(Ova)rats． METHODS：Ris 5 

p．g‘ ～ ， sc， twic~ a wk． The proximal fibial 

meI珥)hysis(PTM )w豇e rocessed tmdecalcified for 

吐ve bone his幻加0lpb‘ml岫 ． RESULTS：(1) 

P'a bo_缸e删 (nolmal saUnv) Ova rats w豇e 

d珀Iac衄ized by&o~sed wdbecu~ 舡髓 (TA)衄 d 

60，d 81，and d 150 compa~ with疵 ~nUDIs， 
and bone“塔0玎 0nw鹚 oval- Ⅱ山 册 withhighbone 

nⅡna旧 ． (2)Ova ratsw豇etreatedwithRisfor60， 

81，and 150 d(Ris-oil)inemas~ (TA 217 ％， 

108％，and 101％)~ ectively，w Ova rats and 

n0jⅫ pF0 bytheN~ionalNatmal Sclvnc~Foundation of ． 
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出 ；sed bonetllI'nov~l"indJo~ to aging ctmnollevel， 

but bonemass did notmaintain at hi旦hlevd in150-d 

group as in the early stage． (3)Ova rats wefe 

inetreat~ wilbRisfor60 d andthenterminated (Ris- 

on／off)．followedbv sequential懿枷 ∞ of rats on21 

and 90 d． W ithdrawal on 21 d showed the same 

results asthematch-ageRi~ongroup． W ithdrawal oil 

90 d still maintained ~2~ ,11o11s bone mass at a high 

level w 150 d Ri~on gloups(+26％)and a菩ng 

cxmtml group (+ 27 ％)． CONCLUSION： 

Regimen ofRis 60 d on then 90 d off D龙 en d the 

developmmt of 0曲 x帕磕 inOva rats． 

Sodium fisedronate (Ris)shows a very strong 

antiresorpfon effect and low llllTlOVel"associated with 

decreasing bone fol／nalJol~and lowering activafio~ in 

animalsL 一 and humansL Remc~leling is very 

important to repaif the miero0amage． Prolonged 

depression of bone remodeling iacmased the risk of 

fracture． The purpose ofthis st~：ry wasto determine 
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the differerlc~ of the effects of Ris adminisu~afion 

withdrawal in tre at bone site 
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MATERIALS AND 哐T】日00DS 

and and double-labeled ， inteatabeled width， osteoid 

iJelimetef，eroded p响 ne【er，and wabeeularwallwidth These 

i~ neterswere used to c lalethe ％ oflabeled periIml髓  

( ％j，mineral aplx~ilion rate(MARj．bone formation 

rates(BHt)，t ％ of ost~oid p鲥m 叮 (OPm％)，吐 ％ of 

eroded oemaete~ (ErPm％ j， and activation flequ~cy 

fAclF)【3,sl 

S'tatts'de analysis Datawere cⅡ同 a,s ± One- 

wayANOVA with F'tsher PLSD test ofANOVA w弛 used f 

muMpk c0唧  S嘎Is between different grout~【 
． 

Rats Sl~rague-Dawley rats，旱，n=船，3-m dd， 

w西龇 218±18 g，(0壕Ⅱ 0rI吕Anlm~l F．xtQerimemal Center， 

0 面a】 were accliⅡ1a d tO the TniIieIl for 2 wk R出 were 

bc酬 in 69 iron x 30 an x 20 ∞ cages with water aDdfb0d 

pell~ (ANmal Center of 0Il∞栅 Medical College)ad／／b． 

Nlty-slx r出 w IIiec啪 删 a工d 21 Pats were sham 

0p口咖 df 砌 a dc 印 呻 ． № were divided into12 

010ps 

D 币日 删 desi孽I Basal c0口no1 w Hlled ∞ dl 

wiⅡ舢 ~realment Ovafiec~ a工d sham operated c明T吣  

(Ova aDd agiDg c0 )received vebjde (Donnal saline) 

i s aDdwereldlled 0n 60，81，讲 150 d after ot~ratlon 

Ri~oll娜 received Ris(sc 5 g。 twice a week) 

∞ s aDd 0n 60，81， 150 d after~realment． Rig- 

~,Vetl" 0ups received R{s for 60 d followed by vehicle 

∞ 蛔 21讲 如 d aDdwere ∞ d 81盯 d150． Ris 

was删 ded by ProfWebster SS．1ee( 曲id。gyDMsi~， 

B1dg586，School of M，d 眦，U v懿 of Utah，Salt 

CityUT8 l2)． ’ 

L丑l'e恤|g捌如 s怔岫 All Pats recei','~l subcutaneous 

蠲e出ons of馘 y 陆e 30 mg’ -1(hda bb0唧 ，P咖1 

RiverNYUSAj 0n14 aDd13 d and calcein 5Ⅲg。 (Sigma 

Chemical Co， St MO．USA) 4 aDd 3 d bef~-e 
saai ．【8] 

AlI p and秘哪 pk p瞳q帕m 廿衄 № were by 

pIm血】Ie 1功dcr s酣i岫 pcI吐ob (41)mg。 -1) 

ltn~ a． Theletttibia was cI1【into3 eql|al邮 whichwere 
啤 乜jnod aDd cutinto Ⅻ 【 

Bone 1．jst饵n畦pI加m咖 Mca目取lD吣 were made 

with a di 崎 ng$yNl~la∞m咖 of a Hgi】t aDd印 l】c s。ent 

m_Ⅱ0sc叩 c删plod an Apple MadntosI1 com with 

mclpb0m田  “Ste~'eclogy (KsS Q哪mer neers， 

M IIaur)[g J． Total tissue aIea，Wabecul~ bone．删 ，aDd 

1 were measured to calculate the ％ ofmI bone 

aIea(ToAr％)，aDd位 ∞ular widlh(T )，m坷 (ThN) 

and se!~ ion(rbSp) ． Dyllamic parameters ir~luded Single— 

RESUI腮  

AgilIg skeletal I阻n目es No significant 
change in cancellous b0ne rnass of proximal dbial 

me~aphysis(P盯 )in sh锄 -ova rats was s0∞ in山e 

150-d expert,'tent(3．tO 8-month．01d)． D。c ase in 

bOIle formation indices (％ 1．Pm． BFR V ) and 

increasein ％ eroded perimeter observed between 

60 and150 d after sham operafi．on(ie．be“嗍 5 and 

8months of age)(Tab1)． 

Ova I【eletald姐哪窝es Deeieasedin TbAr and 

1bN with nO cl1an驿 in 11 WaS found during 山e 

first 60 d post．Ova． There was no lItb日 change in 

bonemass 9瑚 on d 81 and l50． Ovaincreased both 

bone丘ⅡⅡlad肋 p~ameter and eroded D自 ∞ 啪 whlN1 

c01nD删 to sham-operated controls． ActF was 

elevaIedin 81 and l5o d(Tab 1)． 

Skeletal effects 0fRis-on groups Tmmnent 

wi血 Ris for 60 d markedly increased 山e 11)Ar and 

1bN 删 of Ova ． For d、rIl；删 data： 

Trea nem with Ris for 60 d decreased bone fl2~ orl 

~Sces(MAR，BFR／BV，and％OPm)and pe煳 t 

eroded perime~r wilb a marked e由Jcd0n in ActF in 

Ova rats． E啮mded 此 Ris ~ aent ∞ 81 d 

produced~lrllost曲 受皿 e results asthose of60 d．but 

these bonemasS didnotmaintainme s{雌 hi吐 level at 

150 d asinthe early stages(1曲 1)． 

Skeletal effects 0fR m off 伽 ps After 

cessation of IUs admimstration． 山e bone masS WaS 

unchanged ∞ d 81 and rm intained higher level thaI1 

Ri~orl and sh锄 group on d150(1曲 1)． 

The diplm~lmnates are as effective as estmgenin 

inhibiting bone resOrpd0n and Illlllo,gef， Neve~ting 

Ova-induced eltllcellous bone loss， and maintai~ g 

b0ne rnass for certain 一 ． oIIr experiment 
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TbAr TbWi TbN LPm MAR BFR／BV 0Pm ErPm ActF 

(％) ( ) (#／ram) ('ran) (％) (F∞，d) (％／a) (％) 一(％) (cycle／a) 

showed the m1e results in this study． Since bone 

formation couples to bone resorption darting bone 

remodeling， depressing bone ttllTlOVer will have the 

potential to hamper the repair of cr0d{m嶝 and 

increasethefragility of bone． Ris has strong chemical 

affinityforthe surfaces of calcium hydroxyapatite，the 

majorinor~ c component of bone；thereisless bone 

sud ce reaclJonL“J． For these ll~sons． the current 

study emphasizesthat aiderthe 60 d Ris administration 

then withdrawal of Ris 21 and 90 d t0 determine 

skeletal effect in this ~egimen． compared will1 

consistantPds．treatment ofl50 d．the extra cancellous 

bone mass induced by 60 d of Ris treatment was 

maintained in 90 d withdrawal Ris 删 p， not 

maintainedin 90dRis—on group． This resultsindicate 

thatthe regimen ofthis study is a good one according 

tO bone remodeling pattem and Ris characterisdcs． 

These results is consistent will1 another authors’ 

results[ ， 
，
although their耐  nm is a different dine 

IneclLlle． 

summary，the skeletal effects of with&awal of 

Ristreatment found to be pmteclive against bone 

loss in Ova rats．with a Ⅱ }IaIlism similar to that of 

anti-resorptive agents，ie suppression ofbone ttllTlOVer． 

1he prolonged skeletal effects ofRis afterwithdrawal of 

the drug are probably a c0I1s0qu∞ ce of the long 

retention ofRis in the bone，eVel'l after short time Ris 

11'ealment(60 d)． These findings suggest that 

compound used in a re￡iⅡlen of 60 d On and 90 d off 

maybe suffi cientforlong—term prevention ofboneloss 

in postmenopausal and ooph~  ． 

1 Wamski TJ． LM ，Scott Ks．CrookeLR． 

Endocr~ and m 螂 cm SUlYOfessors of b0∞ [1lrnovl~r pm4~ct 

~aiast osteom~ in dvaried rats 

Endocrinology l989；125：810—6 

2 Wr~mski TJ．Y肌 旺 r Scott Ks E 峥 l 一Iipl。一出  
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利塞膦酸钠使用和撤药后对去卵巢大鼠骨骼的 

影响 

李青南z，粱念慈 黄连芳，吴 

广条 骨生物学研究室 
吡 学教研室 ，湛江 524023，中国) 

靛6毒f。 

铁3，胡 彬 ，莫 

药理学教研室； 

关键词 二磷酸盐类；卵巢切除术；骨质疏松 ；利 
塞膦酸钠 ；胫骨 一 — — 一 

目的：探讨利塞膦酸钠 (砒s)使用和撤药对去卵巢 

大鼠骨骼的影响． 方法：Pds 5 u罟· ～，皮下注 

射一周两次． 胫骨上段不脱钙骨制片测量． 结 

果 ：(1)去卵巢喂水组胫骨骨小粱面积三组都减 

少 ，出现骨吸收大于骨形成的骨高转化率． (2) 

Pds治疗 (R 0n)的去卵巢组与(1)比，砷 ，8l和 

150天 ，骨小梁的面积分别增加(217％，108％和 

101％)，并降低骨高转化率至对照组 ． 与 砷，8l 

天组 比，150天组不能维持较高的骨量 ． (3)用 

Ris砷 天，撤药观察，2l天时与(Ris．on)组无差异 ， 

9o天时骨小梁面积增高 (+舫 ％)，并超过年龄对 

照组(+27％)． 结论：Ris使用／撤药的方案对去 

卵巢大鼠有预防骨质疏松的作用 ． 
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