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Inhibitory effects of cyproheptadine on pituitary-thyroid axis 

and pancreatic p cells in rats 
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A ：To study the influences of e,cproheptadine 

(CyO)o12 the endocrine functions of pl。tuitary- 
thyroid axis an d pancreatic e cells in rats． 

Ⅳ伍 目0Ds：The effects of Cyp on functions of 

pitnitary-thyroid axis and pancreatic 8 cells weIe 

observed by radioimnmnoassay， biochemleal 

analysis．and electron microscope． RESU琊 ： 

Cyp 2．3 mg·l【g ig f0r 10 d decreased~YUl／1 
thyroid stimulating hormone(TSH)from control 

groups(5．3-i-0．9)to(4．2-i-0．9)mU·LI1 and 
insulin levels from (64士8)to(50士9)kIU· 

L (P<0．05 and 0．01)． Cyp 4．6 mg· I1 
decreased~YUl／1TSH (3．8±0．5)mU·L_。，B 

(1．2±0．2)mmol·L～，T4(62±7)mmol· 

L—1．and insulin levels(42±8)ldU·L—l 
decreased(P<0．05 or 0．01)． ，nle retrograde 
changes of uhrastructure of pituitary咖 eeUs 

and pltglei~atic B cells． C0N( JSI()N：Cyp 

hasan inhibiting action o12 endocrinefunctions of 

pituitary-thyroid axis and pancreatic B ceUs in 

Cyproheptadine(Cyp)，a histamine H1 and 

serotonin s2 receptor antagonist was used to treat 
the allergic disease of skin an d nlucosa． 

di：,~ness， and migraine． Cyp has effects of 

calcium channel antagonism． anti．shock， anti— 

inflammation，analgesic，myocardial protection， 

andanti．arrhv m ． The goal ofthis study 

was to investigate the effects of Cyp on pitui~tly- 

thyroid axis and pancreatic B cellsin rats． 

M ATERIAI S AND M ETttODS 

Cyp (Shanghai Tianping Pharmaceutical 
Factoiy，lot No 950303)and mdioimnmnoassay 
kits for TSH， ，T4，and insulin(Department 

of Isotope． Chiila Institute of Atomic Energy． 

Beijing)． Addt 含 Sprague—Dawley rats 
weighing 220 g± 15 g we provided by the 

Labumtory Anireal Cen~r of Weifang Medical 

couege．andwem randomly dividedinto 3 groups 

( =8)：Cyp 2．3，4．6 mg‘kg～，and 
voltllll~S normal saline(NS)ig daily for 10 d， 
respectively． The mls wem kiUed 1 h after the 

last ig Cyp． Blood 2．5 mL was obtained．and 

~rdln was frozen under一30℃ for 1 wk． ，nle 

pituitarv and pancreas were fixed in 2．5 ％ 

glutaraldebyde．post-fixed in 1％ osmic acid 
(0s04)，dehydrated，penetrated，and embedded 
in Epon 812 resin． Uhrathin sections 70 nln 

陀 stainedwith uranylacetateandlead citrate． 

and observed under JEM．100CX electron 

microscope． Concentrations of~YUl／1 TSH，T3， 

T4，insulin，and gIuc0se wemme~ured tIlRIA 
and biochemical analysis． 

Statistical analysis Data wem 目甲Ie8sed 

as ±s and o0】 by t-test． 

REsI】I腮  

Flln‘ 叫 ofplt~ r~·thyroid axis rats 

Cyp(2．3 nag‘ksI1‘d～，igfor10 d)decreased 
~YUl／1 TSH colicelltl'a／~ions (P <0．O5)．but 

~YUl／1 and T4 leveIs remained unchanged (P 

>0．05)． However，after培Cyp 4．6mg‘l【gI1 
· d_。， seruli1 TSH，B ，and T4 leveis 
maIke decreased as o叫Hp删 with NS group 

( 1)． 

Tab1． ElI 铆 硼 l叫删i吣  plI 劬 啦rr瑚  
缸 r啦 ． H=8， ± ． >0．惦 ．bp ‘0．惦 ．中 ‘0

． D1．冒 

contro1． 

TSH／mU-r  ／Il叻d．r Il叻d 
nag‘ ‘ 
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showed dilated perinuelear space and roL,~ 
endop／asmic reticulum， SWOllell Or vact~olated 

mitochondria．but no changewas seenin cells of 

thyroid，which indicated that Cyp induced the 

retrograde chlr增es of TSH cells of rat pituitary 

(Fig1)． 
Func~n of pancl-eatJe p cells in rats 

Cyp(2．3 mg kg ‘dI1 ig f0r lO d)decreased 
serum insulin level(P <0．O1)，but blood 
glucose COileentr~ onwas sti11 unchanged． After 

Cyp 4．6 mg‘kg ‘d～ ， serum insulin 

concentration WB．,q remarkably decreased． 衄d 

blood glucose level was increased(Tab 2)． 

Tab 2． E呦 0f铆 砸 卫̂ Ot p日nc嘣啦c芦eelsIn 
r口 ． 月=8． ± ． op>0．惦 ， P<0．01 I,s oa曲  

IJltrasmm~rally．as compared with control 

0up’ 10 d after Cyp， the 2 啪pes of 

mDIph蝴 cal clIa]nges wem found intmnereatie口 
celg． The one had nO obvious abnormality with 

only deel~ased eytopla~nic matrix density，big 
round nudells with dear nueleol~ and fewer 

hetemehmrnatin，dilated s~,htly 萄complex； 
the other cells presented degeneration，some cells 

had increa8ed cytopl~mie matrix demity， 

coneentrated nuelells and fewer granules． Of 

them， more mimehondria Or increased cole 

demity granules with large halo and swollen or 

vaetmlated n~toelmndria were found；8olne cells 

were tillM with ,gttellole8． Bm no e}lan w鹕 

found in A cell within the sarrIe field． Cyp 

induced the d}lal1 of Dancreatic B cells 
specially， whicl1 were main【v degenerative 

chal1 (Fig 1)． 

The previous work proved that 5．trr 

o0 lcentrati0n of central r1eTvous system (CNS) 
was closely related to the endocrine function of 

pJtId and Cyp was a 5．／aT S receptor 

antagonistL7J
． nIe pl~ent study den~nstrated 

that Cyp (2．3 mg’kg igfor 10 d)decreased 

啦 !． Ⅸ 0f Q 砸 TsH 曲 0f pi1帅  
p日埘n删c p曲 缸吣 f×61呻)．A)TsH曲 0f pi缸】妇叮 

缸曲lh gr0叩；B)c f4．6埘譬· ～， 如 dJ，1硼  
曲 0f 删衄ry；C)1he p日瑚删 c p曲 ．Ⅲoan删 grip； 

D)q c4．6mg· ～．jg．10d)，tbe p日噬触 p曲 ． 

8enllil TSH and insulkn concentration，but 8enllil 

， 1"4，and blood glucose kvels were sdll 
unchmged． However，after ig Cyp 4．6 mg‘ 

kg～，8enllil TSH，T3，T4，arId insulkn levels 
were obviously decreased，the blood uo0se level 
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was increased． These findings suggest that山e 

long-term administration of Cyp first affect the 

1 |H[~ retionthrough blocking5一HI’receptors at 

the pituitary level， and resuh in a significant 

decreasein山e serum TSH concentration． Wi山 

the regulation of the pituitary-thyroid ads，the 

thyroid cells reduced the syn山esis of thywid 

hormones． It c~allSe$a significant decrease in 

the B and T4 concentrations． Cyp alSO 

inhibitedtheinsulin~ retion in mt pancreatic B 

ceIls．and resulted in an increase ofthe blood 

sugar． By histology investigation，the Ie缸 

dlar 肾e8 of pituitary TSH ceils and paIlc c B 
cells Were observed ． n1e results stated above 

indicated that Cyp had an inhibitory action on 

endocrine functions of pituitary—thyroid axis and 

pancreatic p cellsin rats，susga~ingthat clinical 
patients treated wi山 Cyp sh0u】d be examined in 

serum H， B ， T4， and insulin levels 

酬 arly． In addition，Cyp sh be cautiously 
applied for the patients with hypothyroidism。 

diabetes，andsenilityto reduce it吕side effects． 
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电子显微镜检查 电皖 芎生 t 

目的：研究赛庚啶 (Cyp)对大鼠垂体．甲状腺轴和 

胰岛口细胞内分泌功能的影响． 方法 ：用放射免 

疫测定法及生化分析法观察赛庚 啶对大 鼠垂体．甲 

状腺轴和胰岛 0细胞 内分泌功能的影响。 结果 ： 

Cyp 2．3 rag·kg-。，ig10 d，使大鼠血清 TSH、胰 岛 

素含量均降低，而 B：1"4及血糖水平无明显改变 ． 

Cyp 4．6mg-ks 引起血清 TSH、 、1"4和胰岛素 

含量显著降低，血糖水平明显升高；垂体 TSH细 

胞和胰岛 0细胞的超微结构亦发生不同程度的退 

行性变化 ． 结论 ：Cyp对垂体．甲状腺轴和胰岛 B 

细胞的内分泌功能有抑制作用． 

《中医临床杂志》征订启事 

安徽《中医临床杂志》(双月刊，每期 64页)是国家科委和新闻出版署正式批准的中医综合性学术期 

刊，创刊于 1988年． 本刊设有专题报道、专病证治、临床研究、著名老中医之路、医家经验、临床报 

道、医案医话、病案讨论、病例报告 、方药运用、学术探讨 、歧黄论坛 、新安医学研究、华佗学术研 

究、针灸推拿、中医护理、综述讲座、中医药进展、百家园、简法验方等栏目，内容以临床为主，面向 

基层，注重实用，编排规范，格调活泼新颖 ，适宜各级中西医疗单位订阅，更适合广大 中医、中西结合 

临床医生个人订阅珍藏． 每册定价 4．∞ 元 ，全年订价 24．∞ 元． 邮发代号 ：26-131．国内统一刊号： 

CN34-1134／R，国际标准刊号：1SSN1005-7331． 请速到当地邮局订阅，或直接与本刊联系． 凡订阅本刊 

的读者，如果您对本刊不满意 ，请函告责任编辑，也可以电告主编． 

地址 ：230011合肥市大通路明光小区 5幢． 电话 ：0551-447．5775．447．5734． 

维普资讯 http://www.cqvip.com 

http://www.cqvip.com

