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A皿Ⅱ-To compare the efficacy and safety between 

huperzine—A(Hup)in capsules and tablets for treating 

patients with Alzheimer disease(AD)． METHODS： 

Using multicenter，prospective，double—blind．double一 

mic． parallel， positive controlled and raildomized 

methods， 60 patients meeting with the NINCDS- 

ARDRA criteria of AD were divided into 2 equal 

groups． Patients in the capsule group received 4 

capsules ofHup(each contains 5o g)and 4tablets of 

placebo(1actose and starch inside)：while the tablet 

group received 4 tablets ofHup(each contains 50 ) 

and 4 capsules of plac．ebo，po，twice a day for 60 d． 

All the pmients were evaluated with a lot of related 

ranting scales， and physiological and N~ mmry 

examination． RESUIJTS： ．nlere we significant 

diffeFences (P < 0．01) on all the psychological 

evaluationsktween‘before’and ‘after’the 60．dtrial 

0f 2 groups ，but there was no significant dlfference 

between 2 groups by group t test(P >0．05)． The 

changes of oxygen free radic~ in 2 groups showed 

marked improvement． No ~vere side effect besides 

moderate to mild nausea was found in both groups． 

coNCLUS10N：1 ere js equal efficacy and safety 
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between Hupin capsuleandtabletfortreatingpati~ts 

with AD，andHup can reducethe pathological changes 

of the oxygen free radicals in the plasma and 

erythrocytes of patients with AD． 

The loss of chofinergic neurons of the brain 

observed in AD is considered an important element of 

deme ntia(~1
， Ⅱ雌 f0re． a series of ch0linestemse 

inhibitors such as physostigmine， galanthalnine E 
， 

E2020[ 
，

and tacrine( 
，
etc were studied to 

supplement the cholinergic function for its symp tomatic 

treatmentL Hup，a Bew L)vopodi~un alkafoid first 

isolmed from Chinese herb脚 Prz $errata(Thunb) 

Trey byChineseL ，is a potential，centrally active and 

reversible cholinesterase inhibitot with better thempeutic 

index_D-BI．iIS clinical efficacy and safety、慌 proved 

byou r previoustrials~ · Th is studywasto compare 

the efficacy and safety ofHup in capsules andtablets by 

more advanced rating scales and， observation of its 

action on the 0 y n ∞ radicals in plasma and 

erythrocytes． 

Patients Patients(n=60)who met wim AD 

criteria of NINCDS．ADRDAl】lj and DSM-ⅢR were 

selected for this study． Th eir entrance criteria were age 

rangedfrom 50—80 a；memory quotient(MQ)≤70； 

mini-me ntal state examination 【MMS)score ≤23； 

Hachinskj ishemic scale <4： depression． severe 

physical or psychotic disorders，and non．AD dementia 

were ruled out． eir procurators agreed wi血 me 

patients to participate in血is study．and completed the 
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procedure ofinformed(~orlserlt 

Methods Patients were abstained from any CNS 

stimulants，steroids，and noom~pies for 2 wk． They 

randomly divided into 2 equal groups．patients in 

Hup capsules group received 4 capsules of I-Iup 

(ttalmyin，each coil~tifls 50 g，manufactured by 

Joystm Aggregation／Henaa Zhulin PIlanrIaceudca1 

Company LⅡ，Health Reg、№ 970312 zJ)and 4 

tablets of plaeelm(1actose and starch inside)；while the 

Hup t~lets group received 4 tablets of Hup (each 

contains 50 g，Health Reg，№ 961001Ⅲ )and 4 

capsules of placebo，po，twice a day for 60 d． All 

山e capsules and tablets—either Hup or placebo．were 

provided by Ninglm Lihua Pharmaceutical Company 

L旧． 111e clinicians and 吐1e patients were double 

blind． 

Blood plessure， heart rate 

hemoglobin，white blcod cells．blood urea nitrogen． 

creafinine，alkaline phos~atase，alltl~e transanlinase， 

P-UD (plasiila UpcpemKide)，E-【J】0 (ery~rocyte 

upcpem de)，P-SOD(plasma supemxide disrnutase)， 

E—SOD (ery~rocyte superoxide disn~tase)， ， 

HDS-R (ttasegawa dementia scale revised)．IADL 

(instrumental activity of daily living)，GBS—SDS 

(Cmtttiies．BNne-Steen scale for dementia syndromes)， 

and TESS(treatment emergent symptom scale)were 

measured monthly；urine mugne，E∞ ．EEG，and 

W～俗 (Wechslermemory scale)哪 measured at 

hg_nIlj】唱 and end of山e trial；CGI‘clinical global 

impression) and CCGI (caregiver clinical global 

irapression)were evalu~ed atthe end oftria1． 

Dam alm ．嵋 1tle statistical analysis of the 

results wer l~ fomea by new drug statistical nt nIleIJt 

(NDgr)software provided by professor SUN Rui， 

Yuan，口a删 f lest w舾 used for all the measured dam 

before and after tl1e砸al；group f test was used for 

comparison between 2 groups． The clinical efficacy 

ia~ntified by MQ．MMS．onI．and CCG1 were 

compared between 2 groups with R t an sis or 

meth~x1． 

1hlradon of trial From l997．o4 Ol t0 l998． 

03 ；o． 

RESU吣  

Theblind帅 sdeclassified on1998-03-3o．m 

Ningbo Thirty patients were in capsule group，and 

30 patients in tablet group． The pretresttrnent dam 

betwee~ 山e 2 groups show~ no significant differenee 

(Tab1)． 

Tab1． Background dam be“删 t出e 2掣岬 ofAD． 

H= 30． AⅡ 岫 sll0wed ll0 咖 廿sti咖 耐 丘a眦 e 

ben eerI capsule and tablet groups 

MQ：mem~-j 。 e呲；MMs：Ⅱ “ f临I眦 exaⅡ1in 吼 

s hoIo4 ical a!强锻潮me“t MQ，MMS，and 

H町Is，R were kncreased by 8±10．5±4，and 4±4in 

capsule group，and 6±10，4±4，and 4±4in tablet 

group respectively． IADJ， and GBS—SDS 懈  

decreased by 2．2±2．4 andll±12intheformer．2．6 

±2．7．and 15±15 in the 1lt~er respectively． Both of 

2 groups showed significant differences onMQ，MMS， 

胁 s_R．IADL and GBS，SDS between ‘before’and 
‘

after’the 60-dHup treatment(P<0．01)．but there 

was no significant difference 0nthem between 2 groups 

(尸>0．05．Tab 2)． 

硼le in1甥class~orrelati~ 《IcC) ICC oil 

Ⅳ眦 S． 瑚Ds．R， IADL． and GBS．SDs from 4 

evaluatol's were 0．92． O．93． O．％ ． and 0．89 

sequentially(P>0 05)． 

Oxygen free radica1 charlges Both of 2 
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'lab 2．c0唧 s0Il 0fallthe psyc 0gica】rating s 

between 2 groups ofAD． n=31)． 

[P(0．01 w before nllem．dP>0．0S w tablet． 

MQ·menx：~,quotient MMS：mini—mental stale ex蛐i帕 n； 
ItD~R：Hasegawa demenda scale revised； 1ADL：inslJ~nlental 

actMt2,,of daily h 11g；GBS-SDS：C~ttfries—Brahe-Steen scale 

for dementia 】cs 

groups di~layed significant differences oil P-LPO， 

E—LPO．p-SOD， and E-SOD between ‘before’and 

after’山e 30一d or 61)一d Hup treatment(P<0．01) 

(Tab 3)． Comparison of these flee radical changes 

betw~n 2 groups showed rio significant differences(P 

>0 o5)(Tab 3)． 

Tab 3． ‘'埘n呻 rjs011 of P．SOI)， E·SOIl，IP．I．I~ ．and 

E·LP0 between 2 groups ofAD． n=3O． 

cP<0．01 w I~ ore trea~ nt． dP>0．05 w tablet． 

RV： refetrel~e ~,allle of the health aged； P·SOD： plasma 

superoxi~ 0ismutase~E-SOD：erymmcy lipowsoxide；P-LPO： 

plasma lilx~r,emxide；~LPO：erylNecy~ lilx~geroxide 

clinical efficacy evaluation Tne improve— 

rr~nt rate~of both groups ranged from 4,3 ％ to 70 ％ 

(Tab 4)． 

Tab 4． Om son 0f cllmcal eff~ tcy between 2 

groups 0fAD． n=31)． 

Verdict methods Tablet Capsule u(~idit) 

MlQ：memory quotient；MMS：trdni-mental stale ex T嘶 [m； 

：clinical 0baI impression；ocG ：c唧  。i血 gl 

1m畔  

Comparison of the clinical efficacy between 2 

groups with Ridit analysis or method displayed rio 

significant dif nce(P>0．05)． The psychological 

evaluating of 2 groups were qualified with 

equivalenttest(Tab 5)． 

"l'ab 5． 0删pans0n 0f psyel~logi咖 evaluating odds 

between 2 呷 0f AD by eqlIjv乇den艟 ∞锄 l岫 

EE)， =30． ．431 EEwere ql|alifi∞d∞ 

MQ：rl~rlx；~y qtmtient~MMS：mini—mental state examimtion； 

Il1)S-R：Hasegawa dementia scale revised；1ADL：instrumental 

ac6v时 of daily li~ng；GBS—SDS：Gollffies-BNne-Steen scale 

for dementia nm s． 

Side effeets The incidence of mild to moderate 

[1itusea w∞ 23 3％ 一 33．3 ％ at the 30-d Hup 
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treatment．13．3％ 一舶 ％ at tIle 60-d Hup treatment： 

tIle incidence of mild to moderate insomnia was 

23 3 ％ 一26 6 ％ and 13．3 ％ 一20 O ％ ，but there 

was no significant difference between 2 groups(P 

0 05) No any laboratory an d physiological change 

wasfoundintIle 60-dHuptreatment{Tab6．7)． 

Tab6． C帆  舯n of'lESS s∞ between 2 groups of 

AD． "=30． cp<0．01借 beforetrealment． 

lp>0．05 w tablet． 

TESS：ueoOnenl emergent symptona scale 

Ta b 7． Comparison of side effectbe tw een 2 groups of 

AD． "=30． Alldata showedno statistical significa nce 

betweenthe capsule andtablet gmup 

l：sli出 ormild；Ⅱ：moderate；Ⅲ：Sev 

DIsCUSS10N 

Thjs studywas designed as a double-mimictrial in 

order to avoid the visual influences of the dinicians and 

patients． According to high ICC in evaluators， 

multic_enter， paralle1． double—blind，positive control— 

led， randomized method and many advan ced 

psychological rating scales for referring， and 

comparable bockgrotmd databe tween 2 groups ，as san-le 

as o11i"previous studies[ ·l⋯
， the results of tiffs stody 

areals0 refiable． 

11 lere was no significant difference on al1 the 

evaluations between 2 groups (P>0．05)，attIle same 

time，they were also qualified with equivalent test 12J， 

so we consider that the efficacy of Hup in c~tpsule and 

in tablet is equa1． In other words． Hup is SUre a 

promising drugfor symptomatictreatm ent ofAD． 

From tIle viewpoint of free mdieal theory．tIle 

bttlance between oxidation and antioxidation in tIle 

aging or a~rophy illness are serious imbalances ． 

whereas AD ineludes these two involving factors， 

whetherthe imbalance would exist in the patients with 

AD?WhetIler Hup could reduce these changes?it had 

been not repo rted at home and abroad， therefore we 

tried toinspectthese changesin thepatients with AD． 

In this study．although we found increment of p-SOD 

and E．SoD，and decrement of p-LPo and E．LPo in 

patients with AD during the Hup treatment，there was a 

diStalK~ from tIle referegce value of healthy aged yet 

【P<0 01)． In other words．HuP could only correct 

these pathological changes partially，it suggests that 

symptomatic trealment in patients with AD must be 

undertakenforlong． 

It is co nsidered generally that any cholinesterase 

inhibitor without higher njtv for the central nervou s 

system might inhibit general acetylcholinesterase 

activity， resulting in significant peripheral side 

effects 14J In this study
， owiJ to the strict design 

and wide observation along witIl the skilled clinicians 

participated in previous similar trial，the incidence of 

peripheral cholinergic side effects ofHup revealed was 

up to 33％． Although they belonged to alm~tmild 

tomoderate degreeinthe early stage oftria1．and nl0st 

of them diminished or aisa0~ at the end of uial， 

thefactmostbe still Dald attention． Wethinkthatthe 

grading adn flls响 tjon of Hup at the beginning for 

reducing the peripheral cholinergic side effects is 

essentia1． No any lethal side effect was found in the 

whole dumtion， and all of the physiological and 

laboratory examination showed tto change．it illusWates 

that Hup is a relatively safe drug for long—term 

treatment ofpa tients with AD． 

By Feason that the samples of this stUdv are riot 

ettotlgh1arge，andthere is11olong—term observationand 

11o direct clihical comparison with other chofinesterase 

inhibitors． the further studies will be undertaken 【0 

completemethodsforconfirmingthe efficacyand safety 

ofHup． 
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疗效和安全性． 方法：采用双盲双模拟法将人选 

的60例阿尔采末病人随机等分两组，胶囊组每次 

口服石杉碱甲胶囊4粒和安慰剂片4片；片剂组每 

次口服石杉碱甲片(哈伯因)4片和安慰剂胶囊 4 

粒，两组均每日两次，60日为一疗程 所有病人 

都测量WlVIS，MMS，HDS—R，IADL，GBS痴呆综 

合征量表和各种检查以及氧自由基．结果：两组 

所有心理量表值疗后均有显著改善(P<0．O1)，而 

两组间无明显差异(P>0．o5)，且等效检验台格； 

两组的自由基病理变化疗后也明显减轻，但也无 

组间差异(P>0．05)；两组未发生严重不 良反应 

结论：石杉碱甲胶囊和片剂治疗阿尔采末病时疗 

效和安全性相等． 

(责任编辑 李 颖) 

维普资讯 http://www.cqvip.com 

http://www.cqvip.com

