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Inhibitory effects of nimodipine On plate_let aggregation and thrombosis 
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恤Ⅷ ；tlaotribox~e B2；6-ketoprostaglanffm F1 

alpha~adBD0sine diphosphate；carotid affixes 

AⅡⅡ：To study tbe inl~ uxy effeem of nimo~pme 

(N'tm) 011 rat platelet aggrega~on and arterial 
thrombo~s ／n v／vo． M哐田H0DS：The aggreg~ion 

rateofp]atelets~lducedbvADP andinhibition rate of 

N'ma were measured by the ehang~ of Ⅱght 

na衄 issi加 ． Effect ofN'ma oll arterial occlusiontime 

was measured bv electric吕tiI田lkni咖 ． Effect ofN'tm 

on the eontetlls of 6-keto-PGFl~and in 舢  

w∞ measured by m 曲mlm0assay． REsI)I腮 ： 

N'ma 4．5，9，18，and 36 mg‘】【g ’d for 4 d 

restrained the platelet aggregaaon． The (95％ 

c0 idence J抽 )w丑s 26(9—44)mg·l【g～． N-tm 

4．5，9，and 18 mg‘】【g ‘d ig for 4 d m捌 y 

~rolonged the time of tlm~abotie occlusion in carotid 

artery reduced bv electric stim~ation． N'ma 9 and 18 

mg·】【g ·d iml~oved the imbalance of 6-keto- 

P( ．，D Ⅲ in s咖  坩 thrombosis． 00Na LU - 

Sm N： Nim w醛 a posit inhllfitor of platelet 

ag 锷鲥Dn，which w丑s partially COllCemed with the 

im~oved balance of 6-keto-PGFl ，IⅫ 2． 

N'tmodipine (N'tm ) dilates cerebral vessels 

selectively and increases cerebral blood flow! 
．
Itis 

widely used to treat patients with subarachnoid 

hemorrhage． Nim inhibits platelet funcdons in 

vitro L ． I-Ievewe presentⅡ】einhibitory effecm ofNirn 

on platelet aggregation and Oil arterial thrombosis in 

vivo． 

A叠印 乜 l~rlm (2h豇lg (31eailcal H珀nn越el血 al 

Facto~． 95060120】 sus'oen~,t with 0．5 ％ soffl12m 

~ yleellulose (CMC )． Aden~gme diphosphate 

(ADP)yeas from Do~feng Biochemical Technology Cow， 

Shanghai， China 1xB2 and 6_k咖 P( RIA ld招 Ⅵ惯e 

pla'cKased from Suzhou h al College． All other reagents 

0m po ∞ ∞ Ptofld3Ai-Gang Ptm 86-371-697-3560 

Re． rod 1997-01-06 Accepted 1997-094~ 

wereAll grade． 

hlsn 由砣nts PAM-2 automatic equJbi]Jt~ln platelet 

ag eg Ⅱg apparatus WaS from Danyang Fleetr~ic naI吐， 

Ha gsIl， China BT87-3 目甲耐m衄蚰 ／n v d-xombosis 

detecting apparatus yeasfrom Baolou Mefflc~ College，Baoto~， 

China． 

1~latelet ag~-egalJon W'Lst~ 0 rats(n=50)weigl~g 

268± 35 g( d。d byHe-nanB 血蝴脚 Center， 

刁埘lg曲ql，China)w etreated wimCMC Nim 4 5，9，18， 

and 36 mg’ ‘d～ ig for 4 d Aider1 h， Pats 

anesthetized with ip 1】rI 1 g‘ 。。 Blood Ⅷ ~atamed 

f 锄 carotid an：rv，andc嘎啦l】1删 with sodjurn citrate(3．8％， 

1：9，vol／vo1) 陬 P and platelet ag 0n tesl 

n1ade[ ． 

AzteO~ 吐ⅡDmbOsis aIId n蟾日嗣Ⅱ Ⅱ即 乜 0f 6-keto- 

H a／1xB2 c伽 ．m 鸵nⅡn W~star古 Pats(n=4o) 

weigN~ 298± J 3o g (1：~r~ided by He_啪 E【p m即脚 

Ard Center，踟 罩I跏 ，China) ~eated with CMC Or 

Nim 4．5，9，l8mg’ ’d～ igfor4 d A胁 l h， ra 

w哦 a~eslNt／zed with ip un时1aT1e l g·k ‘ ． Bilalet~ c 埘 d 

es we isolated and ∞e w越 used for dⅡ0m嘶 s。bes 

Bloodwas~atamedfl唧n c0DⅡ a啪 l c 埘 d~eterjir~aediately 

船 tlⅡⅧ蛐 ，l皿 oa a衄 with ea~tic acid(2％，l： 

9，wl／vo1)，slxm 砒 1200 gfor15 min get 鲫pcnlal粕t 

for de塘 ng 6- PGFk and ~ontentswithRIA kitsl 

1he m[0 bo s was in．cared by occlusion time (OT) 

which was de塘帆 酬 by the sudden decrease of ~eterj 

surface把叫 啊 ． OT I昏 ∞ (％)=(~eated OT— 

controlOT)／ca~m]OT 

sI 窖tical跚柚lvsis 嘶 黼 ex~ sed as ± and 

evaluated by t 

Platelet a鼍目 d0Ⅱ 加 ∞  Nim obviously 

inhibited the aggtega~ induced by ADP (final 

concentration： 4 m0l·L )． The (95％ 

confidencelimits)was 26(9—44)nag’ (Tab1)． 

al 廿u．0帕 Dds 锄 d 6-keto．I~ F1．／ 

in serm  Nim pot~ y prolonged the 0rr at 

tbe doses of4．5，9，and 18 nag’k昌 (Tab 2)． 

Intl~ botic control group，㈣  contents 

increased and 6-keto-PGFl
。

contents decreased 

&amafically， also the ratio of 6-ket( PGFl／1XB2 

reducedmarkedly． Nim 9 arld 18mg·kg一 im~ vexl 
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the ratio obviously． but 4．5 nag·kg一 。d一 had no 

effect Oiltheimbalance(Tab 3)． 

"lab 1． E,ffee~ of n-m劬dipine olt rat platelet 

aggrelg~lJon indueed A1DI~由t v／vo． n=10·牙±s． 

cp《0．01 control 

"lab2． E￡6眈 0f nim0d OIL 埘 nb帼r嵋in‘lIlcedby 

eIec l皿I血 廿ng d 咖 y t枷 -m m 忸 

tl=10． ±s． <0．0s． <0．01 懈 c0tL仃01． 

T曲 3． Nffl~cts Of ni曲，dipi]哩 姐 1蛐 2锄d 6- 

嘲 口coT岫 inmt∞n皿 ． n=10- ±s． 

cP <0．01 blank． 

>0．0s．甲 <0．0s．fp<0．01懈 帆朋b0dc． 

nle results cI删 cterized Nim as a potent inhibitor 

of platelet aggregation and arterial thmml~sis． Nim 

酬卿如删 plalelet aggregationindu∞dbyADP vivo 

in a d0se related Ⅱ1anner． AtⅡle d~ses ofir~ bidng 

platelet aggregation vivo，N'tm rna y prolonged 

or． nle potent antitbx~ ic effect of Nim also 

showed dose-dependent rrI ∞1盯 ． These findings w 

in accordance with results from other dih dIo州 dines 

(DHP)．calcium-envy blockers~ t - ． 

Mecham~as of irIhiKt0Ⅳ effects of Nim on 

platelet aggregation and thrombosis remains tO be 

cla删 ． Series of studies of D} Ps on antiplatelet 

revealed that inhibiting transmembr~e C influx： 

decreasi~  semtomn secretion： i~creasing cA 

concenwafien in platelet contributed to their 

antiplatelet effects【 ， 
． 6-keto．PGF]。and TXlh are 

stable met s of PGI2 and TK ． respectively． 

Imbalance ofI~3IJTXA2leadstO platelet aggregation 

and arterial 吐ⅡDn '0sisL ． Here we ccnflrr~ d that 

electric s~rmladng carotid artery callsed imbalance of 

6一keto-PGFl／D，出2 and lea toⅡ1mmb0sis in artery． 

Nim at山e doses of 9 and 18 mg‘ -1蓟 i ca盯dy 

improved 山e ratio of 6-kem-PGFj'INI~ after 
thrombosis．Maieh revealed that its and吐 咧mb0sis was 

conc~ with influence on 山e balance of PGI2／ 

TxA2． AtⅡ1edoseof4．5mg’ ～，Nim shⅫed nO 

effective Oilthem曲 of6-keto-PGF1．／TXt~．the same 

dose ofNim ．however．prolonged Ⅱleor obviously． 

Therefore it indicated that other meehard~as involved 

in antithrombofic activity ofNim ． 
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9 Bl~3aeD-Oj C． 

O∞甲 ve inhl"~ory effects of di时dr0py|i血 cs on platelet 

ag 喀an蚰 ．calcium uptake and cyclic AMP o3actmtrathm 

Hmmm l唧 1992；45：250—9． 
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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) 

关键词 

素 B2； 

7 7 L 

尼莫地平；血小板聚集 ；血栓形成 ；血栓 

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 
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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 ． 

№ 39470367 

PhⅡ86-759-23ff8578 Fax 86-759-228-4104 

E-mail g @gd edu． 
mⅨ i州 1996-104)3 ^c 1997~9-15 

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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