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AIM. To evaluate the efficacy and safety of
tablet huperzine-A {(Hup) in patients with
Alzheimer’s disease, METHODS: Using mul-
ticenter, prospective, double-blind, parallel.
placebo controlled and randomized method. 50
patients were administrated orally 0.2 mg (4
tablets ) Hup and 33 patients were given po 4
tablets of placebo &id for § wk. All patients

were evaluated with Wechsler memory scale.

The loss of cholinergic neurons of the
brain observed in Alzheimer’s disease is con-
sidered an important pathogenetic element of
dementia‘?’. These finding provoked a series
of pharmaceutical studies to look for a drug
which might supplement the cholinergic func-
tion for its symptomatic treatment, Hu-
perzine-A (Hup). a new Lycopodium alkaloid
(Fig 1) first isolated from Chinese herb Hu

perzia serrata {(Thunb) Trev by Chinese™, is

Hasegawa dementia scale. mini-mental state
a potent, centrally active. and reversible
cholinesterase inhibitor (ChEI}* with better
therapeutic index than those of physostigmine

and THA®™,

learning and memory retention in rodents and

examination scale. activity of daily living
scale, treatment emergency symptom scale.
and measured with BP, HR, ECG,. EEG.
ALT, AKP, BUN, Cr, Hb., WBC,. and urine
RESULTS: About 58 % (25/50) of
patients treated with Hup showed improve-

It was reported to ameliorate
routine,
improve memory in aged"®™,

ments in their memory (FP<C0.01), cognitive The present study was to confirm the

(F<{0.01), and behavioral (£ <0. ¢1 func-
tions. The efficacy of Hup was better than
placebo (36 %, 19/33) (P<C0.05). No se-
CONCLUSION CHy

Hup is a promising drug for symptomatic ]I;]! O

clinical efficacy and safety of Hup in treatment

of Alzheimer’s disease.

vere side effect was found.

treatment of Alzheimer’s disease,
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Fig 1. Molecular representation of Huperzine-A,
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MATERIALS AND METHODS
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Patients Patients (a=103} who met AD criteria
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of DSM-LIR' were selected far thus study.  Their en-
trance crileria were age Over 54 a; memory quotient
(MQ) <2 40: Hasegawa dementia scale ¢(HDS) -7 15
iilliteracy ). <720 tprimary?, << 21 (middle); poni-
mental state examinarion scale tMMS? scaore 13— 23;
activity of daily living scale (ADL) >16; Hachinski
ischemic scale t HIS?} score <7 4. Depression. severe
physical or psychetic disorders, and non-AD dementia
were ruled our. Their procurators agreed with the
patients ro participare in this study.

Methods

stimulants, steroids. and nootropics for 1 wk, They

Fatients were zbstained from any CNS

were randomly divided into 2 groups given 4 tablets
(0. 2 mg of Hup or 70 mg of placebo ! orally twice a
day for § wk. The 1ablets, same in shape. color.
welght, taste and the packaging. were provided by
Hong-Qi pharmacewucal Factory of Shanghai Medical
University. The clinicians and 1ihe patients were
double-blind.

Assessment BP and HR were measured weelkly,
ECG and TESS were repeated half a month. ALT,
AKP, BUN, Cr, Hb. WBC, and urine rouline were
EEG. WMS. HDS MMS and

ADL were repeaced at the end of trial.

repeated monthly.

Data analysis The statistical analysis of the re-
sults were performed by POMS soltware.  Pair ¢ test
was used for MQ. MMS, HDS, and ADL before and
aiter trial, We analysed 4 additional items ¢ 'clear
headed’ . 'memary improving’ , 'language improving’
and ‘unchanged’ * with X*° methed.

Duration of trial From 1993-09-01 o 1554-01-

30
RESULTS

The blind was declassified on 1994-05-08
in Shanghai: 50 patients were in Hup group
and 53 patients were in placebo group. The
pretreatment data between the 2 groups
showed no significant difference (Tab 1),

The intraclass correlation {(ICC} 1CC on
MMS. HDS, and ADL from 4 districts ( Zhe-
jiang, Shanghai, and Shandong. Suzhoy?
were 0. 98, 0. 87, and 0. 96, respectively {P7-
0. 03).

Psychological assessment There were

Tab 1. Background data between the I groups of AD.
All data showed no slatistical significance between
Hup and Pia group.

Pla Hup
in=253) (=50
Sex: 5 28 28
2 24 22
Age: G711 G611
rage 55— 8% 53—50
Occupation :
worker 3o 21
peasant 3 2
administrator 13 15
technician 5 A
home-maker 2 5
Culture,
college 5 &
senior high 9 9
junior high 9 10
elemenlary 26 18
illiteracy 1 ' 7
Marriage :
sinigle , divarced 15 17
unmarried 0 1
married 38 32
Course. (year) 3-0=x1.8 3.1+L.46
2 & 3
2- 34 24
4 8 16
G— 1 L]
=8 2 2
Severity:
muld 27 33
moderate 23 17
severe 3 0
WO baseline 48+21 5621
MMS baseline 1415 16 E5
HDS haseline 16x+4 1648
ADL baseline 31t19 33tic
TESS baseline 14 13
Identified cerebral 25 047 "2 22 (44 U4

ateophy by CT or MR,

significant differences on MMS. HDS, and
ADLU between 'before’ and ‘after’ the 8-wik
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Hup treatment ¢ £ <. 01%, but not in the
placebo group except the MQ score (£ <C
0. 01); resulting mm a significant difference on
MGQ . MMS. and HDS between 2 groups (£
©.01) tTab 2). Rank sum test of WMS and
MMS between 2 groups showed a significant
improvement in ‘number of recitation’ item of
WMS and ‘“time orientation’ item of MMS,

Tab 2. comparison of M(Q, MMS, HDS and ADL
between 2 groups of AD.

P>0.05. "P<0. 05, "P<C0- 01 ¥5 before treatment;
P>>0.05, “P<0-05, "P<0.01 v5 placebo,

Pla tn=53) Hup {(n=50>
MQ baseline 48421 554214
8-wk trial 52 +28 54+ 267
! (paired) 2. R9° 5.15°
MMS baseline 14+5 16+ 5
8-wl trial 15+8 19+5'
t tpaired ! 0. 76° 5. 62°
HDS baseline 1645 16+ 6¢
8-wk trial 157 2n+s'
¢ (paired) a. 3o 7.04°
ADL baseline 31ty 33+ 10!
8~wk trial 3l.9+0.7 29+¢
! tpaired) 1. 64" 4. 51°

Subjective evaluation According to the
reports of patients’ intimate relatives. the 3
positive results { 'clear headed’ . ‘memory tm-
proving’ . and ‘language improving' ) of Hup
group were increased. whereas the negative
result (complaint of ‘unchanged’™) of the
placebo group was increased. A significant
difference was found between two groups

{P<0.01Y (Tab 3,

Tab 3. Complaints of the patient’s legal representa-
tives between 2 groups of AD. “P<70.01.

. . Pla Hup .
Complain (n—=53) (n=501 X
Clear 5 oi1m a7 . "
headed 13 ¢17.37> 25 ¢21.63}
Memory 8 (10,690 16 (13.3D)
lmprovmg
Language 2 (4, 45) 8 (5.551  12.2F
improving
Unchanged 34 (24.48) 21 (30, 51)
Tortal 57 71

Neither the TESS score nor the laborato-
ry changes showed any significant difference

between 2 groups with paired or group ¢ test
(Tab 4.3),

Tab 4. Comparison of all measured data between 2 groups of AD. ‘P00 05.
[tem Pla ts=53 Hup (#=350)
baseline 8-week trial baseline 8-week trial

BP/kPa

systolic 17.44+2.1 17.5+2. 47 17.6—2. 9 17. 1+2.5*

diastolic 11.0%1.1 11.0+1. 2° 11.0+1.6 10. 9+1. 3
HR /min 7419 T4+ 8" 7219 47 —9*
Hb/g L.°* 128418 129=15" 128+18 129113
WBCs1 ~ 10 L1 f.1+1.2 6. 1414 6.h*1.4 6.2+1.5
BUN/mmo] L™! 5.1F+u. 8§ G.1%0,y8° 5.1x1.¢ S.1%1.1°
Cr/pmol L7 1a3zz1 la2+21¢ 94+19 94415
AKP/UJ L™ 18.64+2. 8 =3 1914 1944
ALT/UL 2944 28+ 8" 2947 29—¢"
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Tab 5. Comparison of cholinergic side effects
between 2 groups of AD.  “P2-0. 05.

L.hﬂlmerglc Pla (n=53) Hup {a=250;

side effects
Excitiog 3 (5.7 %40 3 6 b3
Hyperactivity 3 (5.7 %) 510 4
Nasal abstruction 4 (7.5 4% 4 (g9
Nausea or vomitng 1 (1.9 %) 4 (g izt
Diarrhea 2 (3.8 %% 5 (10 %5
Insomnia 4 (7.5 L 5010 U
Anorexia 3 5.7 4% 5 (10 %"
Dizziness B 111.3 %5) 4 1§ %"
DISCUSSION

In order to avoid many interfering factors

W1, such as in-

of treatment study in dementia
fluences of intercurrent disease. age-related
changes in pharmacokinetics, poor compliance
with drug regimes, cognitive impairment, and
loss of insight etc, we designed this strict
study, in addition, there was a high ICC in
evaluators, and comparable background data
between 2 groups, we considered that the re-
sults of this study are reliable.

The results ol this study exhibited that
about 58 Y% (29/50) of patients treated with
Hup showed clinical improvements in their
memory {P<0.01), cognitive (FP<Z0.01) and
behavioral (P<Z0. 01) functions. The efficacy
of Hup was better than placebo 436 %. 19/
53) (P<<0.05). According to the MMS eval-
uation, an average improvement of 2. 38 points
was noted for patients treated with Hup. and
with 54 % of these patients improving by 5.0
points or more. But the placebo group in-
creased an average of C. 43 points. only with
30.2 % of them improving by 3.0 points or
more (F<0.05).

As to the lindings of significant improve-
ment in 'number of recitation’ item of WMS
and 'time orientation’ item of MMS, it was
similarity to

the discovery of some au-

(LTt

thors

Throughout & wk study. no patient ALT
value exceeded the upper limit of normal or re-
nal toxicity in both groups. only a slight in-
crease in some mild peripheral cholinergic side
effects such as nausea or vomiting and diarchea
were occurred in Hup group. But there was
no statistical significance in comparison with
placebo group. This clinical finding is similar
to the results of several experimental stud-
4,87, L1187

ies + ie Hup produced less peripheral
side effects at optimal doses. it indicates that
Hup is a safe drug and suitable for treating pa-
tients with Alzheimer's disease.

Both Hup and terrahyd caminoacrine
(THA, tacrine)approved by FDA in 1993 be-
long to cholinergic agents. but the latter has a

B4 and only a mean

potential liver toxicity
improvement of 2.0 boints on MMS over 30
wk was noted for patients receiving THA 160
mg d7'. with 43 % of these patients improv
ing by 3.0 points or more"®, therefor THA is
not an ideal drug in the treatment of patients
with Alzheimers disease. Whereas, accord-
ing to the results of present study. both the
efficacy and the safety of Hup are significantly
better than THA . we consider that Hup is a
promising candidate drug for symptomatic
treatment in patients with Alzeimer’s discase.
Although the results of this study are en-
couraging. there is no extensive, long-term
and high-dose cbservation, especially there is
no direct climecal comparison with THA. At
the same time., we think the present study is
not sufficient. so we hope that further studies
will be undertaken to develop methods for

identifying the efficacy and safety of Hup.
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