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dietary ingredient should be placed on public display in docket number 95S-03 16 after 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 

Food and Drug Administration 
Washington, DC 20204 

Susan Trimbo, Ph.D. 
Vice President, Scientific Affairs 
General Nutrition Corporation 
300 Sixth Avenue 
Pittsburgh, Pennsylvania 15222 

Dear Dr. Trimbo: 

This letter is in response to your letter to the Food and Drug Administration (FDA) dated 
January 12,2000, making a submission for a new dietary ingredient pursuant to 21 U.S.C. 
350b(a)(2) (section 413(a)(2) of the Federal Food, Drug, and Cosmetic Act). Your letter 
notified FDA of your intent to market a product containing a new dietary ingredient named 
vincamine. Your submission was received by FDA on January 20,200O. Your submission 
will be kept confidential for 90 days from the date of receipt, and after April 18,2000, your 
submission will be placed on public display at Dockets Management Branch (Docket No. 
95S-03 16). Commercial and confidential information in the notification will not be made 
available to the public. 

21 U.S.C. 350b(a)(2) requires that a manufacturer or distributor of a dietary supplement that 
contains a new dietary ingredient submit to FDA, at least 75 days before the dietary 
ingredient is introduced or delivered for introduction into interstate commerce, information 
that is the basis on which the manufacturer or distributor has concluded that a dietary 
supplement containing such new dietary ingredient will reasonably be expected to be safe. 
FDA reviews this information to determine whether it provides an adequate basis for such a 
conclusion. Under section 350b(a)(2), there must be a history of use or other evidence of 
safety establishing that the dietary ingredient, when used under the conditions recommended 
or suggested in the labeling of the dietary supplement, will reasonably be expected to be safe. 
If this requirement is not met, the dietary supplement is deemed to be adulterated under 21 
U.S.C. 342(f)(l)(B) b ecause there is inadequate information to provide reasonab1.e assurance 
that the new dietary ingredient does not present a significant or unreasonable risk of illness or 
injury. 

The submission contained five papers that reported the results of studies conducted in human 
patients with cerebrovascular insufficiency to test the therapeutic effects of vincamine. The 
studies in this submission, when considered along with the information in your previous 
submission, appear to provide an adequate basis that a dietary supplement containing 
vincamine will reasonably be expected to be safe in healthy adults who would consume 
dietary supplements that provide up to 20 milligrams of vincamine per day for up to 6 
months. However, the studies do not appear to be sufficient to establish that a dietary 
supplement containing vincamine, when used under the conditions recommended or 
suggested in the labeling of your product, will reasonably be expected to be safe for children. 
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Moreover, the information you submitted does not address the safety of chronic, long-term 
use (that is, use in excess of 6 months, the longest study duration reported in the information 
you provided). Therefore, a dietary supplement containing vincamine that is labeled for use 
by children or for periods in excess of 6 months may be adulterated under 21 U.S.C. 
342(f)(l)(B) as a dietary supplement that contains a new dietary ingredient for which there is 
inadequate information to provide reasonable assurance that such ingredient does not present 
a significant or unreasonable risk of illness or injury. Introduction of such a product into 
interstate commerce is prohibited under 21 U.S.C. 33 l(a) and (v). 

Please contact us if you have questions concerning this matter. 

Sincerely, 

P 

LT -$x47- 
ohn B. Foret 

Director 
Division of Compliance and Enforcement 
Office of Nutritional Products, Labeling, 

and Dietary Supplements 
Center for Food Safety 

and Applied Nutrition 



Susan Trimho, Ph.D. 
Vice President 
Scirntific Affairs 

January 12,200O 

Lynn A. Larsen Ph.D. 
Director 
Division of Programs and Enforcement Policy 
Office of Special Nutritionals 
Center for Food Safety and Applied Nutrition 
Food and Drug Administration 
200 C. Street (HFS-450) 
Washington, D.C. 20204 

Re: Vincamine 

Dear Dr. Larsen; 

This letter is in response to your September 13 letter to GNC, which expresses concerns about the safety of 
vincamine. We have carefully reviewed your correspondence and wish to provide a response to your 
comments and submit additional information for your consideration. 

Vincamine has been used extensively in an oral dosage form since 1969. A number of scientific 
publications, including clinical trials of varying design, appear in the literature dating back to the mid 
1970s. We submit three published clinical trials which monitored both the clinical tolerance of vincamine 
(or time-released version) as well as serum chemistry values as part of the overall safety evaluation. These 
studies are summarized in the attached table and full copies (plus translations) are provided for your 
review. The findings are representative of those reported in other publications. All of the studies provided 
evaluated vincamine given orally at a dose of 60 mg per day. (GNC has an interest in marketing a 30-mg 
tablet which would be taken once per day.) Collectively, these studies establish that the side effects of oral 
vincamine use (when taken for up to 12 weeks) are generally not classified as serious and primarily affect 
the gastrointestinal tract. 

In addition to the trials cited above, we have included two open trials involving large numbers of subjects 
treated for up to 6 months. These trials report tolerance data that are consistent with those reported in the 
double-blind, placebo-controlled trials summarized in the attached table. Overall the percentage of 
individuals reporting side-effects is within the range reported in controlled trials for other dietary 
supplements such as ginkgo biloba extract. 

General Nutrition Corporation, 300 Sixth Avenue, Pittsburgh, PA 15222 
Tel: (412) X38-884,4 Fax: (412) X38-8954, 



With regard to the toxicological data provided in our June 28, 1999 submission, additional explanation of 
the findings is necessary. A number of the publications examined the effects of intravenous administration 
of vincamine. It should be noted that the side-effects (type, severity and incidence) associated with 
vincamine use in these studies is linked to the route of infusion, infusion rate and dose. The enclosed study 
by Pirani et al (1978) provides data in support of this point. Furthermore, a number of the intravenous 
studies examined the effects of dosages up to 60mg. One would expect effects of the compound to be 
more pronounced compared to orally administered vincamine at the same dose due to the higher bio 
availability of an intravenously administered compounds. Together these findings, along with the other 
safety data submitted, establish that this dietary ingredient, when used under the conditions suggested in the 
labeling of the dietary supplement is reasonably expected to be safe. 

We respectfully request that you reconsider the safety information provided herein. General Nutrition 
Corporation remains interested in marketing Vincamine as a dietary supplement as provided for under 
Section 8 of the Dietary Supplement Health and Education Act of 1994. An original and two copies of this 
correspondence and supporting documentation are provided. 

Sincerely yours, 

Susan Trimbo, Ph.D. 
Vice President, Scientific Affairs 

ST/tf 
Enclosures 
Cc: Ron Thompson 



Vincamine Studies 

Double-Blind, Placebo-Controlled 

Author Study Design/ Population 

Mikus __- 
Arzneimittelforschung 
1978 28(11): 
2165-2168 

Schenker 
Praxis 1979 
68: 1005-1011 

Fischoff et a1 
Neuropsychobiology 
1996 34; 29-35 

Open Studies 

Dose of Administration 
Form of Administation 
Route of Adminsitration 

. Double-blind, placebo-controlled. I l 60mg/day 

. 26 subjects (16 men: 10 women) . vincamine cromesilate 
cerebrovascular insufficiency. . oral 

. Age range 46-76 years 

l Double blind-placebo-controlled . 60mglday 
. 50 patients cerebrovascular insufficiency. l vincamine (time 
. Age range 55-89 years release) 

. oral 

1 

Multicenter, double blind, placebo 

Treatment 
Duration 

4 weeks 

4 weeks 

12 weeks 

Safety/Tolerance Findings 

. No change in body weight, blood pressure, EKG, liver or 
renal function. 

. Low rate of side-effects. 

. No change in most lab values: Reduction in serum 
cholesterol (within normal range) 

. 2 reports of fatigue, 1 report of itching, 1 report of dry 
mouth. 

. mild, transitory gastrointestinal complaints in 4 subjects. 

. no effect on blood pressure or lab values 

. triglycerides declined more in vincamine group 

. 19 patients reported AEs (12 vincamine treated)- diarrhea, 
insomnia, vertigo, hypotension, nervousness, vomiting, 
and nausea. - 

Peritti et al 

ClinTer 
1981 97(2) 
137-145 

, 

. Multicenter, open 1854 outpatients with l 60 mg/day vincamine 6 months . 27 subjects out of 2440 discontinued due to side effects 
cerebrovascular insufficiency completed l vincamine HCI (gastrointestinal) 
protocol (791 Men, 1063 woman) . oral . Mild transient side-effects in 135 of 1854 patients 

. Age range 5 l-96 years . Excellent tolerance 

Alescio e tal 

Minerva 
Med 1978 
69(31):2095-2113 

. Multicenter, open-label . 60mg/day Up to 60 . good tolerance 

. X28 patients (399 men; 429 woman) . vincamine days . 5 discontinued treatment due to GI complaints or allergic 
cerebrovascular insufficiency . oral skin reactions. 

. Age range 45-87 years . No significant effect on blood chemistry. 
. Normalizationof blood pressure. 
. EKG abnormal in 1 subject 



99-10-29 
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German/+ranslation 
: 

CLINICAL, PSYCHOLOGICAL AND NlWROPHySIjeLOGICAL RPWJLTB,-: 
OF A DOUBLE-BLIND STUDY ON VINCA#fIN&CROMESIL&TP 

IN PATIENTS WITH CEREBRO-VASCULAR INSUFFICI~CY 

By: P. Mikus 

Von Bodelschwinghschen Anstalte, Bethel 

From: Arzneimittelforschung 1978; 28(11): 2165-8 

1. Introduction 

Continuing and supplementing an earlier report of experience 

with vincamine 1151, vincamine cromesilate (Vincaryle) [Manufac- 

turer Synthilabo, Paris (France)], a newly developed derivative 

of this substance which has a delayed action onset time compared 

to vincamine but a significantly longer duration of effect, was 

subjected to a clinical test. In more recent studies vincamine 

cromesilate was found to have good tolerance and vasoactive 

effects in cases of retinal edema [4] and in neuropsychiatric 

disorders 1163 such as volatile hemiparesis, hemiparesis caused 

by cerebromalacia, vertebralis-basilaris insufficiency, vascular- 

ly related coma, cerebral arteriosclerosis and senile cerebrovas- 

cular insufficiency. In this study we have attempted by compar- 



ing experimental- psychological,.laboratory chemical, clinical and ., _ 
.,. :. 

'&&&physiologickl findings to contribute to the'expianation of . ' 

the action mechanism. 

2. Methodology 

2.1. Patients examined 

Corresponding to the indication of the preparation, 26 

patients (16 male, 10 female) ranging from 46 to 76 years of age 

(median age 61.5 years) with the clinical symptoms of chronic 

cerebrovascu.lar insufficiency were examined. The patients had 

been long-term residents of the von Bodelschwinghsche Anstalte. .: - 

Epileptics were not included in the study, because, according to 

experimental findings on animals [19], a convulsion-provoking 

effect by vincamine appeared possible. 

The criteria of selection for inclusion in the study series 

was a reduced memory capacity in the numerical response of the 

Hamburg-Wechsler intelligence test below the age-related average 

of eight correctly reproduced numbers 1241. This selection 

criterion is based on a study by Hass [8] who found an average 

value of 6+1.6 correctly reproduced numbers for mild and moder- 

ately severe amnestic psychosyndromes such as are characteristics 

of cerebrovascular insufficiency. 

2.2. Time sohedule e 

At first for four weeks all vasoactive preparations were 

discontinued, and after this the first series of tests was per- 

formed in order to obtain reference values (A). Then for the 16 

male subjects for 4 weeks the test drug C (Vincaryl) was adminis- 

tered in a dose of 3 x 1 capsule 20 mg, for the female subjects 

2 



preparation B (placebo) was begun. Then the preparations were 
: . . ._. . 

'switched. 
. 

The alternating sequence was supposed to balance out any 

memory residues during the repetition of the test (despite 

parallel tests). The study was performed from January to March 

1975 in the von Bodelschwinghsche Anstalte. 

2.3. Parameters 

In order to conform to the purpose of the study and to 

register'the broadest possible spectrum of obj,ectivizable effects 

the following parameters were studied: 

I. The basic documentation contained all of the data necessary 

concerning the patients according to the testing standards [3]. 

II. Psychometric findings (see Table): 

1. Learning addresses: 5 addresses were supposed be learned 

within 3 min. and were supposed to be recalled immediately upon 

being given the key word and also after the completion of the 

other tests (memory, see under 6 and Table 1). 

2. Modified Benton test: Instead of the well known paper- 

pencil form the graphic reproduction of the figure seen was not 

requested but rather an optical recognition of 12 geometric 

figures from a number of 45. 

3. Number response from the Hamburg-Wechsler Intelligence test 

(according to [24]). 

4. Recounting of stories: a story consisting of 2 sentence 

fragments was supposed to be reproduced after reading through 

twice word for word. 



of even greater significance than the effects of the prepa- 
. . . .., 

ration on the EKG appeared to be, .according to the results of .. 

Jacwy CW, 
the possible effect on the encephalorheogram. 

Following the lead technique for the cranial rheogram described 

by Schimert and Simon [20] it was attempted to register the area 

supplied by the a. carotis or a. vertebralis with a,bitemporal or 

bioccipital electrode position. A standardized rheography 

instrument according to Schufried [21] was used for an extremital 

lead'. Under this lead condition in.each case (bitemporally,. 

biocipitally) we measured: 

a) the amplitude height of the highest deflection; 

b) the angle of increase of the tan a: 

cl the area integral under the curve determined in mm* plan- 

imetrically. 

V. Laboratory chemistry (see Table 1): Using the generally 

registered urine and blood picture data as well as the kidney and 

liver function tests registered in comparable preliminary studies 

on vincamine [4,15,16] now also a differential blood picture was 

registered -- both hemoglobin, thrombocyrtes and BSR. Besides 

this with respect to the conjectured cerebral metabolic effects 

of vincamine cromesilate of particular interest were the triglyc- 

erides and the cholesterol as well as the total protein, blood 

sugar and enzyme activities (GOT, GPT, CPK, alkaline phosphatase, 

Cl-amylase). 

VI. Neurophysiology: Assuming that a vasoactive effect on the 

perfusion in addition to encephalorheography is best objectivized 

by measuring the pressure ratio and the pulsation volume of the 

5 



a. opthalmica, the opthalmodynamography (ODG see Table 1) accord- 
.. . . 

ing to Hager [9] is included in this study because it had proven' 

itself elsewhere also as a test method for pharmacological 

studies [26]. 

The pulsation volumes obtained in the prone position follow 

a normal distribution with a mean value of 72.7 ml an6 a point 

spread of +19.2 [6]. 

Conforming to the other results of the study which pertained 

-to theophylline preparations, 1141; an isolated increase in the 

opthalmica blood pressure values and/or an increase in the 

pulsation volume can be assumed which Finke (cited in [63) 

increasingly found around 53 % with Rheomacrodex. 

The EMG (see Table 1) was recorded in order to exclude 

possible harmful side effects such as were described by Gibbels 

[7] for Vinca-major alkaloids. Hypothetically in such cases 

normal nerve conduction speeds would have to drop below the 

pathological limit in advance. 

The limiting values which differed somewhat depending on 

author and lead conditions [5,12] are reported along with the 

results. 

VII. EEG: In our earlier investigation [15] a significant 

improvement could be found in the sense-of an acceleration of the 

basic rhythm while on vincamine. According to Friedlander [6] 

and Verdeaux [23] in old age a general tendency for the n-rhythm 

to slow down, the n-index to be reduced and the slower elements 

up to the 0 region to increase are characteristic -- especially 

after the 60th year. 

6 



Table 1. Statistically significant changes on Vincaryl (C) 
compared to.the.initial value .(A) and/or. placebo (B).. 

At the Paris Symposium of December 1973 on cerebral perfu- 

sion and cerebral metabolism at that time several hypothetical 

attempts at explanation were reported [17]. 

In this study now as opposed to the previous ones a possible 

dependence of the base frequency on the vincamine cromesilate 

medication was to be verified. e 
Since an automatic frequency analysis was found to be too 

costly in the preliminary studies and was of relatively low 

validity, compared to a visual frequency analysis, the latter was 

used for the evaluation as described by Pechstein and Dolonsky 

7 



3. Results 
: 

The reports delivered at the.internationa.1 introductory 

symposium confirmed the delayed action onset with prolonged 

action duration of vincamine cromesilate compared to vincamine. 

This was still unknown when the tests were planned, so that it is 

entirely possible that the effect of the drug was sufficient 

still in the -- relatively brief -- placebo phase. To estimate 

the effect of the preparation therefore a comparison with the 

initial value;makes sense. In Table 1 the significant-variations . . . . . 

of the three series of measured values determined in the t-test 

with the significance level in each case are compared. 

Subjectively a certain euphorizing effect could be demon- 

strated which manifested itself in increasing vivacity as far as 

could be registered by a questionnaire of this type. As a 

limitation, however, it must be remarked that a discrepancy 

exists between the subjective impression verdict of the patients 

and that of the examining doctor as regards the effect of the 

preparation, see Table 2. 

Table 2. Judgment of impression 

On the whole, therefore we find a significant change in the 

status picture according to the impression verdict of the examin- 

ing'doctors. The evaluation of the patients also reveals sex- 

8 



specific evaluation stereotypes in that the male patients tend 

rather toward a positive evaluation tendency. This was mkt. 

probably psychologically motivated due to the higher receptivity 

of this patient group because of the greater amount of attention 

experienced as a result of the trial (so called Hawthorne ef- 

fect). 

3.1. Side effeats 

Weight and blood pressure remained unchanged under the 

different drug conditions. . . . 

The rate of side effects is extremely low and also nonspe- 

cific. On 4 occasions side effects were related to the prepara- 

tion (fatigue twice, itching once, oral dryness once) compared to 

52 side effects for which the concurrent medication (usually 

neuroleptics) was held responsible. 

3.2. Internalistic findings 

Corresponding to the relatively small pathological initial 

values in the EKG, in this parameter no significant change was 

noted. All modal values characterize physiological conditions. 

The evaluation of the rheography findings offered the 

greatest measurement-technical difficulties. The angle of 

increase and the peak height were found to be unreliable parame- 

ters because of the too great point spread. For the final 

evaluation therefore the planimetrically determined area inte- 

grals of the bitemporal and bioccipital lead curves were used 

which, however, did not reveal any significant changes. 

3.3. Laboratory chemistry 

9 



Except for the clinically interesting -- although in the 

normal range -- cholesterol reduction all of the other'laboratory 

values studied did not change under the conditions of the medica- 

tion. 

3.4. Neurophysiolom 

In the EMG the nerve conduction speeds of the fastest motor 

fibers of the above mentioned nerves were measured. Based on 5, 

these findings one finds -- under these measurement conditions -- h 

..no change in the.nerve conduction speed's0 that it may be con- 

cluded from this that vincamine cromesilate in the total dose ~ ‘.g& .I' 

given here of 1.9 g manifests no neurotoxic effects. The sensory 

latencies also displayed no change. 

3.5. EBG 

Compared to our earlier study in this patient group scarcely 

any pathological EEG initial conditions were demonstrated, 

especially since convulsion-inducing diseases of an organic brain 

character were intentionally bracketed out. 

In the case of the 0 base rhythm which was totally age- 

conforming for all the initial findings.therefore no positive 

changes were expected. Negative changes in the sense of a 

slowing of the base activity toward the slower frequencies from 

the 0 range did not occur. - 

Pathological graphic elements could not be observed -- even 

during the routinely performed convulsion provocation by hyper- 

ventilation and photostimulation. 

10 
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4. Summary and discussion 

AS a supplement to our earlier investigation of vincamine 26 

patients with the symptoms of cerbrovacular insufficiency from 

the von Bodelschwinghschen Anstalte were included in a double 

blind experiment. The criteria for selection was a mild to 

moderate amnestic psychosyndrome. 

The basic documentation corresponded to the ministerial 

guidelines for testing drugs. 

In the.impression verdict of.the. patients concerning the 

effect vincamine sex-specific differences became clear in the 

sense of a Hawthorne effect among the male patients. 

In the psychometrically registered memory performance such 

as number recollection and the figure-background differentiation 

positive changes could be demonstrated. Likewise after four 

weeks of medication a more stable affective mood was noted 

(satisfaction with life). 

Clinically the weight, EKG, blood picture, urine status, 

liver and kidney function remained unchanged on vincamine. 

The side effects are slight at 8 % and nonspecific (fatigue, 

itching, oral dryness). 

Of the perfusion parameters studied, an increase was found 

in the pulsation volume of the a. opthalmica which, however, 

still remained in the physiological normal range while the 

bioccipital and bitemporal rheographic findings remained un- 

changed. As a bloodless analogue to the Xenon clearance, howev- 

er, this method is of interest and should be expanded further, 

i.e. the lead conditions and the evaluation should be modified, 

11 



e.g. according to Jacguy. Presently we have found the planomet- 

rically determined area integral to be optimal. 

The EMG and EKG remained unchanged during the four week oral 

vincamine cromesilate medication so that -- as set forth individ- 

ually -- neurotoxic side effects are improbable. 

This merits particular intention to the extent that in 

animal experimental studies 1191 with rats with an elevated 
7; 

convulsion tendency on pervincamine with an additional O2 defi- "'T 

ciency a htiersynchronization in the KEG was observed which in 

these animals must be regarded as a precursor to convulsive ., ~,, -:.,-.; &&$ 

activity. This convulsive tendency -- to be sure performed under 

extreme conditions -- cannot be confirmed clinically in human 

experiments. 

A contraindication to pervincamine cromesilate in convulsive 

diseases therefore need not be assumed according to the results 

of these investigations. 

Furthermore future studies should concentrate on the fat 

metabolism since the laboratory chemically found reduction in 

cholesterol indicates a metabolic action mechanism which may lead 

to improved cerebral perfusion, but at the least is significant 

prophylactically, since cholesterol, among others, contributes to 

constricting the vessel lumina and there-fore may cause reduced 

perfusion. Conversely, a lowering in the long term leads to 

improved cerebral perfusion. 

The improved cerebral perfusion -- despite high grade age 

related degradation as was apparent from the initial values -- 

leads to an objectivizable improvement in the acoustic short-term 

12 



memory (CN, history, recounting) and the long-term memory (ad- 

dress reproduction from memory) on the assumption of a prepara- 

tion effect which persists in the placebo phase. 

5. References 

13 
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54. Diskussion 

’ Die Ergebnisse unserer Untersuchungen lassen erkennen, 
da3 30 mg Ipratropiumbromid (p.0.) eine signifikant hem- 
mende Wirkung auf die nicht stimulierte HCI-Sekretion in 
dem Zeitabschnitt 11-12 h nach der Einnahme aufweisen. 
Bereits friiher durchgefiihrte Untersuchungen hatten er- 
geben, daR Dosen von 15 mg Ipratropiumbromid die Basal- 
sekretion l-2 h nach der Einnahme hemmen (Wagner 
1973; Otto 1973; Kutz et al. 1976). 
Die systemische Resorption von Ipratropiumbromid hat 
sich bei Studien mit radioaktiv markiertem Material am 

wahrscheinlicher, daB die zugefiihrte Pentagastrin-Dosis 
(6 pg/kg), die eine maximale HCI-Sekretion bewirkt, zu 

hoch war, so daR die nur noch geringgradige Verminderung 
der Empfindlichkeit der Parietalzellen, die 12-13 h nach 
Gabe von Ipratropiumbromid noch vorhanden war, nicht 
mehr nachgewiesen werden konnte. 
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Fiir die Verff.: Dr. G, Dotevall, Abteilung fiir Gastroenterolo- 
gie ,Mcdiziniscbe Universitiits-Klinik (Sahlgren’s Krankenhaus), 
S-41345 Goteborg (Sdrweden) 

Aus den v. Bodelschwinghschen Anstalten, Bethel; Direktor: Prof. Dr. V. Alsen 

IUinische, psychologische nnd neurophysiologische Ergebnisse einer Doppelblindstudie mit 

Viucamin-cromesilat bei Patienten mit cerebraler Durchblutungsinsuffizienz*) 

Von P. Mikus 

Zusammenfassung: 20 Patienten mit einem leichten bis mit- 
’ telschweren amnestischen Psychosyndrom infolge zerebro- 
vaskuliirer Insuffizienz wurden in einem Doppelblind-vber- 
kreuz-Versuch je 4 Wochen lung mit Vincamin-cromesifat 
(Vincaryl”) und Plazebo behandelt. 

‘Bei fehlenden neurotoxischen (EEG und EMG) und kli- 
nisch-internistischen Nebenwirkungen konnte die Wirksam- 
keit des PrGparates mit Hiife psychometrischer Tests, La- 

.“--- 

r) Gekiirzte Fassung eines Referates, gehalten in Garrnisch-Par- 
tenkirchen (MHrz 1976) und Athen (April 1976) anlithich der 
Internationalen Einfiihrung des Pervincamina durch die 

- Firma Synthtlabo, Paris. 

kncim.-For&. I Drug Rcs. 28 Cm, Heft 11 (1978) 
kik;, - Vincnmin-cromesilat 

. 
borchemie und im Ophthalmodynamogramm objektiviert 
werden. 

Summary: Clinical, Psychological and Neurophysiological 
Results of Double-blind Study on Vincamine-cromesilate in 
Patients with Cerebro-vascular Insufficiency 
In a long-term double-biind cross-over design 26 patients 
with amnestic syndrome due to cerebra-vascular insuffi- 
ciency were submitted t ;ncamine-cromesilate (Vincaryi”) 
and placebo treatment. , -he efficiency of vincamine was 
proved by mildly ameliorated psychometric patterns, bio- 
chemically by decreased cholesterol level and ophthal- 
modynamographicalIy by slight increase of pulsation cap- 
acity). By means of EMG, ECG and EEG clinic side effects 
were excluded. 
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1. Einleitung 

In Fortsetzung und ErgCnzung eines friiheren Erfahrungs- 
berichtes mit Vincamin [15] wurde Vincamin-cromesilat 
(Vincaryl@*)), ein neu entwickeltes Derivat dieser Substanz, 
das gegeniiber Vincamin einen verzijgerten Wirkungsein- 
t&t, aber eine wesentlich IZngere Wirkungsdauer hat, der 
klinischen Priifung unterzogen. In neueren Arbeiten wurde 
die gute VertrEglichkeit und die vasoaktive Wirkung des 
Vincamin-cromesilat bei Retina-Odemen [4] und neuropsy- 
chiatrischen Erkrankungen [16], wie fliichtigen Hemipare- 
sen, Hemiparesen durch Hirnerweichung, Vertebralis-Basi- 
laris-Insuffizienz, vaskulir bedingtem Koma, Himarterio- 
sklerose und seniler Himmangeldurchblutung, nachgewiesen. 
In dieser Arbeit sollte versucht werden, durch die Gegen- 
iiberstellung experimentalpsychologischer, laborchemischer, 
klinischer und neurophysiologischer Befunde zur Klkrung 
des Wirkungsmechanismus beizutragen. 

gesamte Lebenszufriedenheit psychometrisch zu erfassen vel 
sucht. 

6. Adressen: Wiedergabe aus der Erinnerung (s. o. 1 u. Tab. 1). 
7. Bergener-Skala [2]: ktirperliche Gebrechlichkeit, allgemein( 

Verwirrtheit, aggressiv-gereiztes Verhalten, AktivitHt auf de 
Station1 und eingeschrgnkte Sinnestftigkeit wurden gemeinsan 
mit dem Pflegepersonal zu den verschiedenen Untersuchungs 
zeitpunkten in einer ,,rating-scale” festgehahen. 

SImtliche psychometrischen Tests geniigten hinsichtlich Relia 
bili[;it und ValiditIt den geforderten testtheoretischen Giitekri 
terien [13]. 

III. Der Beurteilunasboeen iiber klinische Wirkuneen und Nn 
benwirkungen enthGlt alle Beurteilungskategorienr die sich fr 
der vorgenannten Untersuchung 1151 aufgrund des AMP-Boaen! 

2. Methodik 

(somatischer Befund) als relevant enviesen hatten, erweitert um 
solche, die bei vergleichbaren Prfparaten als Nebenwirkungen 
genannt wurden, wobei differenziert wurde zwischen 
1 = fehlende Nebenwirkunzen: 
2 = vermutlich priparat-spezifische Nebenwirkungen; 
3 = vermutlich auf Begleitmedikation zuriickfiihrende Neben. 

wirkungen; 
2.1. Uotersnchte Patienten 9 = keine Angaben. 
Entsprechend der Indikation des Priparates wurden 26 Patienten 
(16 mlnnliche, 10 weibliche) im Alter zwischen 46 und 76 Jah- 
ren (Durchschnittsalter 61,s Jahre) mit den klinischen Sym- 
ntomen einer chronischen cerebrovaskuliiren Insuffizienz unter- 
Iucht. Die Patienten waren langjlhrige in den v. Bodelschwingh- 
schen Anstalten untergebracht. Epileptiker wurden nicht in die 
Untenuchung einbezogen, da aufgrund tierexperimenteller Be- 
funde [19] eine krampfprovoziercnde Wirkung des Vincamin 
mSglich schien. 
Auswahlkriterien fiir die Aufnahme in die Untersuchungsreihe 
war eine verminderte GedEhtnisleistung im Zahlennachspre- 
then des Hamburg-Wechsler-Intelligenztests unter dem alters- 
iiblichen Durchschnitt von 8 richtia remoduzitrten Zahlen [24]. 
Dies-es Auswahlkriterium basiert aif eher Untenuchung Ha&s 
181. der fiir leichte bis mittelschwere amnestische Psychosyndro- 
&, wie sic fiir die zerebrale Durchblutungsinsuffizienz charak- 
teristisch sind, einen Durchschnittswert von 6 * 1,6 richtig re- 
produzierten Ziffern fand. 

IV. Der EKG-Befundbogen (s. Tab. 1) enthielt szmtliche fti die 
EKG-Auswertung relevanten Parameter in skalierter Form. Es 
wurden die ExtremitHten-Standardableitungen durchgefiihrt. 
Von noch graBerer Bedeutung als die Auswirkungen des PrIpa- 
rates auf das EKG crschien nach den Ergebnissen von Jacquy 
(111 die miigliche Beeinflussung des Enzephalorheogramms. In 
Anlehnung an eine bei Schimert und Simon [20] beschriebene 
Ableitungstechnik des Schiidelrheogramms wurde bei bitempo- 
raler bzw. bioccipitaier Elektrodenlage das Versorgungsgebiet 
der A. carotis bzw. A. vertebralis zu erfassen versucht. Benutzt 
wurde ein fiir ExtremitHtenableitung standardisiertes Rheopa- 
phiegerst nach Schuhfried [21]. Ausgemessen wurden bei der je- 
weiligen Ableitebedingung (bitemporal, bioccipital): 
a) die AmplitudenhGhe des hijchstens Ausschlags; 
b) der Anstiegswinkel des tg a; 
c) das planimetrisch in mm* ermittelte Flachenintegral unter 

der Kurve. 

2.2. Zeitplan 
Es wurden zunkhst 4 Wochen lang alle gefBaktiven Praparate 
abgesetzt und danach die crste Untersuchungsserie durchgefiihrt, 
urn Ausgangswerte (A) zu erhalten. Danach wurde bei den 16 
m%mlichtn Venuchspersonen 4 Wochen lang das Priifpriparat 
C (Vincaryi) in der Dosierung van 3mal einer Kapsel g 20 mg 
gegeben, bei den weiblichen Versuchspersonen wurde mit Pr& 
parat B (Plazebo) begonnen. Danach wurden die Priparate aus- 
getauscht. 
Die altemierende Reihenfolge sollte etwaige Erinnerungsreste 
bei der Testwiederholung (trotz Paralleltests) ausbalancierenj. 
Die Untenuchung wurde von Januar bis Mjirz 1975 in den 
v. Bodelschwinghschen Anstalten durchgefiihrt. 

23. Parameter 
Urn der obigen Fragcstellung gerecht zu werden und ein m&g- 
lichst breites Spektrum objektivierbarer Wirkungen zu erfassen, 
wurden folgende Parameter untenucht: 
I. Die Basisdokumentation enthielt alle nach den Priifnormen 
[3] erforderlichene Daten iiber den Patienten. 

II. Psychometrische Befunde (s. Tab.): 
1. Adressen Lernen: 5 Adressen sollten in 3 min gelemt werden 

und wurden unter Vorgabe eines Reizwortes sofort abgefragt 
sowie nail Beendigung der iibrigen Tests (Erinnerung, s. u. 6 
u. Tab. 1). 

2. Modifizierter Benton-Test: Statt der bekannten Paper-Pencil- 
Form wurde nicht die graphische Reproduktion der gesehenen 
Figuren gefordert, sondem ein optisches Wiedererkennen von 
12 geometrischen Figuren aus einer Anzahl von 45. 

3. Zahlennachsprechea aus dem Hamburg-Wechsler-Intelligenz- 
test (nach [24]). 

4. Geschichten nacherzlhlen: eine aus 2 Satzfragmenten beste- 
hende Geschichte sollte nach Zmaligem Vorlesen wartlich 
wiedergegeben werden. 

5. Wiendieck-Skala: In einer speziell fiir die Gerontopsychiatrie 
entwickelten Skala [25] wurde die allgemeine, relative und 

*) Hersteller: SynthClabo, Paris (Frankreich). 

V. Laborchemie (s. Tab. 1): Uber die in vergleichbaren Vor- 
untersuchungen iiber Vincamin [4, 15, 161 global erfaBten Urin- 
und Blutbildstaten sowie Nieren- und Leberfunktionspriifungen 
wurde jetzt such ein Differentialblutbild erfa8t - sowie HHmo- 
globia, Thrombozyten und BSG. Dariiber hinaus gait im Hin- 
blick auf die vermuteten zerebraimetabolischen Wirkungen des 
Vincamin-cromesilat besonderes Interesse den Triglyceriden 
und dem Cholesterin sowie dem Gesamteiweill, Blutzucker und 
den Fermentaktivitsten (GOT, GPT, CPK, alkalische Phospha- 
tase, a-Amylase). 

VI. Neurophysiologie: Unter der Vorstellung, da8 eine gefid- 
aktive Wirkung auf die Durchblutung neben der Enzephale 
rheographie am ehesten durch Messung der DruckverhHltnisse 
und des Pulsationsvohmens der A. ophthalmica zu objektiviereo 
sei, wurde die Ophthalmodynamographie (ODG s. Tab. 1) nach 
Hager [9] in diese Untersuchung einbezogen, da sie sich als 
Testmethode bei Arzneimittelpriifungen such anderweitig [26] 
bewIhrt hat. 
Die im Liegen gewonnenen Pulsationsvolumina folgen einer 
Normalverteilung mit einem Mittelwert von 72.7 ml und einer 
Streuung von +- 19,2 161. 
Analog zu anderen Untersuchungsergebnissen, die sich auf 
Theophyllinur~parate bezogen 1141. kann ein isolierter Anstieg 
der bphthaimica-BlutdruciweGe und/oder eine Zunahme des 
Pulsationsvolumens angenommen werden, das Finke (Zit. nach 
[6]) bei Rheomacrodex urn 53 */a zunehmend fand. 
Das EMG (s. Tab. 1) wurde abgeleitet zum AusschluS m6g- 
lither schldlicher Nebenwirkungen, wie sie von Gibbels [7] fiir 
Vinca-maior-Alkaloide beschrieben werden. Hypothetisch mii6- ” 
ten dabei vorher normale Nervenleitgeschwindigkeiten unter den 
pathologischen Grenzwert absinken. 
Die je nach Autor und Ableitebedingungen [5, 121 etwas unter- t 
schiedlichen Grenzwerte sind bei den Ergebnissen angegeben. 

VII. EEG: In unserer friiheren Untersuchung [15] konnte eine 
signifiiante Verbesserung im Sinne einer Beschleunigung dcs 
Grundrhythmus unter Vincamin gefunden werden. Nach Fried- 
lander [6] und Verdeaux [23] ist im Alter eine allgemeine Ten- 
denz zur Verlangsamung des a-Rhythmus, eine Veningenlng 
des a-Index sowie eine Zunahme der langsameren Elemente bks 

Anneim.-For&./Drug Res. 1 @D, Heft 11 (1978) 
Mikus - Vincamin-cromesi~~t 2166 



. 
zu erfassen ver. 

,.. 1 u. Tab. 1). 
keit, allgemeine 
iktivitst auf der 
rden gemeinsam 
I Untersuchungs- 

nsichtlich Relia. 
:tischen Giitekri. 

kungen und Ne. 
rien. die sich in 
.ies AMP-Bogens 
en, erweitert um 
Nebenwirkungen 
then 

‘tungen; 
fiihrende Neben- 

siimtliche fii die 
dierter Form. Es 
urchgefiihrt. 
ungen des Pripa- 
den von Jacquy 
orheogramms. In 
:20] beschriebene 
rde bei bitemw 
lersorgungsgebiet 
versucht. Ben&t 
isiertes Rheogra- 
urden bci der je- 
1 tal): 
Pi 

lienintegral unter 

.gleichbaren Vor- 
*al erfaBten Uria- 
nktionspriifungen 
I - sowie HZmo- 
aus galt im Hin- 
n Wirkungen da 
.en Triglyceridcn 
J, Blutzucker und 
(alische Phospha- 

da6 tine gefi& 
I der Enzephalo- 
DruckverhHltnisse 
a zu objektivieren 
G s. Tab. 1) nach 

da sie sich ah 
’ anderweitig 1261 

Cna folgen einn 
72,7 ml und einti 

en, die sich auf 
isolierter Ansticll 

ine Zunahme da 
, Finke (Zit. nach 
tnd. 

AusschluD m& 
m Gibbels [71 fib 
lypothetisch m68 
igkeiten unter da 

-, 121 etwas unter: 
nissen angegeben, 

8 [15] konnte einc 
kschleunigung d* 
rdcn. Nach Fried 
e aflgemeine TeB 
:ine Verrinpfll 
cren Elemente bk 

23 (II), Heft 11 (19711 
vincamia-cromcsilr 

i r, 
&ab. 1: Statistiscb signitikante Veriinderungen unter Vincaryl (C) gegen iiber Ausgangswert (A) und/oder Plazebo (B), 

Parameter 
--- 

II Benton richtig 
falscb 

ZN gesamt 
Gcschichte 
Wiendiedt. allg. LZ 

gesamte LZ 

Adresse, Erinnerung 

Herzfrequenz 
QT-Dauer */+ 

- 
V Monozyten 

Cholesterin 
GOT 
GPT 
CPK 

.!. 

O”d 
RR, 

~~ 
bra&. 
brach. 

E: 
ophthal. 
Mitteldrudc 

Pulsationsvolumen 

EMG NLG rnoL. 
N. uln. 
N. med. 

-. N. lib. 
I 

Ausgangswert Vincaryl j Plazebo I ___ Signifikanz-Niveau (a/,) 

76 
1:: I 

5 
104 10 

6 1 
231 20: 5 

12 ; 12 : 
32 21 10 

‘bin zum O-Bereich - besonders nach dem 60. Lebensjahr - 
.‘charakteristisch. 

Im Pariser Symposium vom Dezember 1973 iiber Hirndurch- 
blutung und Hirnmetabolismus wurden dabei einige hypothe- 
t&he ErklPnmgsversuche referiert [17]. 
In dieser Untersuchung sollte nun differenzierter als in der vor- 
angegangenen eine mSgliche Abhiingigkcit der Grundfrequenz 

, von der Vincamin-cromesilat-Medikation iiberpriift werden. 
, Da sich in Voruntersuchungen eine automatische Frequenz- 

analyse als zu aufwendig und im Vergleich nicht aussagekrif- 
tiger gezeigt hatte zu einer visuellen Frequenzanalyse. wurde die 
letztere zur Auswertung herangezogen. wie von Pechstein u. 
Dolansky [18] beschrieben. 

3. Ergebnisse 

Die auf dem internationalen Einfiihrungssymposium gehal- 
tenen Referate bestltigten den verzijgerten Wirkungseintritt 
bei verlgngerter Wirkungsdauer des Vincamin-cromesilat 
gegeniiber dem Vincamin. Dies war bei der Versuchspla- 
nung noch nicht bekannt, insofern ist es gut mijglich, da5 
der Ptiparateffekt noch in die - relativ zu kutz gewahlte 

3 - Plazebophase hineinreicht. Zur Abschgtzung der Pripa- 
rahvirkung ist daher der Vergleich mit dem Ausgangswert 
sinnvoll. In Tab. 1 sind die aufgrund des t-Tests ermittelten 
statistisch signifikanten Ver?inderungen der 3 MeSwert- 
reihen mit dem jeweiligen Signifikanzniveau zusammenge2 

; atellt. 
!. Subjektiv konnte eine gewisse euphorisierende Wirkung 
2nachgewiesen werden, die sich in zunehmender Lebens- 
.: freude iu5ert, soweit iiber einen solchen Fragebogen erfa5- 
3. 
g., 
?i%. 2: EindrudtsurteiL 
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Gesamt 

16 
10 

Die Beurteilung der Rheographiebefunde bereitete die 
gr65ten me5technischen Schwierigkeiten. Anstiegswinkel 
und Gipfelhiihe haben sich infolge zu gro5er Streubreite als 
unreliable Parameter erwiesen. Fiir die abschlieaende Be- 
urteilung wurden daher die planimetrisch ermittelten FlP- 
chenintegrale der bitemporal und bioccipital abgeleiteten 
Kurven herangezogen, die jedoch keine signifikanten Ver- 
znderungen ergaben. 

26 3.3. Laborchemie 

16 
10 

26 

bar. Einschtinkend mu5 jedoch angemerkt werden, da5 
eine Diskrepanz besteht zwischen dem subjektiven Ein- 
drucksurteil der Patienten und dem der Priifirzte hinsicht- 
lich der Ptiparatwirkung, wie Tab. 2 zeigt. 
Insgesamt ergibt sich somit keine wesentliche irnderung dcs 
Zustandsbildes nach dem Eindrucksurteil der Priifirzte. Die 
Beurteilung der Patienten ll5t zudem geschlechtsspezifische 
Beurteilungsstereotypien erkennen, indem die miinnlichen 
Patienten eher zu einer positiven Beurteilungstendenz nei- 
gen. Dies dilrfte am ehesten psychologisch zu beg&den 
sein durch eine grS5ere Empfinglichkeit dieser Patienten- 
gruppe auf die durch den Versuch erfahrene gr65ere Zu- 
wendung (sog. Hawthorne-Effekt). 

3.1. Nebenwirkungen 

Gewicht und Blutdruck blieben unter den verschiedenen 
Priiparatbedingungen unversndert. 
Die Nebenwirkungsrate ist PuOerst gering und zudem un- 
spezifisch. 4maI wurden Nebenwirkungen auf das Priiparat 
bezogen (2mal Miidigkeit, einmal Juckreiz, einmal Mund- 
trodcenheit) gegeniiber 52 Nebenwirkungen, fiir die die Be- 
gleitmedikation (meist Neuroleptika) verantwortlich gemacht 
wird. 

3.2. Intemistische Befunde 

Entsprechend den relativ geringen pathologischen Aus- 
gangswerten im EKG zeichnete sich in diesem Parameter 
keine Signifikante Pinderung ab. Alle Modalwerte kenn- 
zeichnen physiologische Bedingungen. 

Bis auf die klinisch interessante - wenn such im Normbe- 
reich liegende - Cholesterinsenkung haben sich sImtliche 
sonst iiberpriiften Laborwerte unter den Priiparatbedin- 
gungen nicht verindert. 
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3.4. Neurophysiologie 

Im EMG wurden die Nervenleitgeschwindigkeiten der 
schnellsten motorischen Fasern der obengenannten Nerven 
gemessen. Anhand dieser Befunde ergibt sich - unter 
diesen MeBbedingungen - keine Anderung der Nervenleit- 
geschwindigkeit, so dal? daraus gefolgert werden kann, da!3 
Vincamin-cromesilat in der hier gegebenen Gesamtdosis 
von 1,8 g keine neurotoxische Wirkung entfaltet. Auch die 
sensiblen Latenzen zeigten keinerlei Anderung. 

3.5. EEG 

Im Vergleich zu unserer frtiheren Untersuchung waren bei 
diesem Patientenkollektiv kaum pathologische EEG-Aus- 
gangsbedingungen nachzuweisen, zumal himorganische An- 
fallserkrankungen bewuBt ausgeklammert war-en. 
Bei dem durchweg altersentsprechenden a-Grundrhythmus 
aller Ausgangsbefunde war daher nicht mit positiven Ver- 
inderungen zu rechnen. Negative Verfnderungen im Sir-me 
einer Verlangsamung der GrundaktivitPt zu langsameren 
Frequenzen aus dem f)-Bereich sind nicht aufgetreten. 
Pathologische Graphoelemente konnten - such unter der 
routinem;iBig durchgefiihrten Krampfprovokation durch 
Hyperventilation und Photostimulation - nicht beobachtet 
werden. 

4. Zusanimenfassung und Diskussion 

In ErgHnzung einer friiheren Untersuchung i&r Vincamin 
wurden 26 Patienten mit den Symptomen einer zerebralen 
Druchblutungsinsuffizienz der von Bodelschwinghschen An- 
stalten in einen Doppelblindversuch einbezogen. Auswahl- 
kriterium war ein leichtes bis mittelschweres amnestisches 
Psychosyndrom. 
Die Basisdokumentation entsprach den ministeriellen Richt- 
linien fiir die Priifung von Arzneimitteln. 
Im Eindrucksurteil der Patienten iiber die Wirkung des 
Vincamin wurden geschlechtsspezifische Unterschiede im 
Sinne eines Hawthorne-Effektes bei den mlnnlichen Patien- 
ten deutlich. 
In den psychometrisch erfal3ten Gedachtnisleistungen wie 
Zahlennachsprechen und in der Figur-Grund-Differenzie- 
rung konnten positive VerHnderungen nachgewiesen werden. 
Ebenso zeigte sich nach 4wochiger Medikation eine stabilere 
affektive Stimmungslage (Lebenszufriedenheit). 
Klinisch blieben Gewicht, EKG, Blutbild, Urinstatus, Leber- 
und Nierenfunktion unter Vincamin unverandert. 
Die Nebenwirkungen sind mit 8 % gering und unspezifisch 
(Miidigkeit, Juckreiz, Mundtrockenheit). 
Von den untersuchten Durchblutungsparametern ergab sich 
ein Anstieg des Pulsationsvolumens der A. ophthalmica, 
das allerdings noch im physiologischen Normbereich liegt, 
wiihrend die bioccipitalen und bitemporalen Rheographie- 
befunde unveri-indert blieben. Als unblutiges Analogon zur 
Xenon-Clearance ist diese Methode jedoch von Interesse 
und sollte weiter ausgebaut werden, d. h., die Ableitebedin- 
gungen und die Auswertung sollten modifiziert werden, 
z. B. nach Jacquy. Uns haben sich die planimetrisch ermit- 
telten FlZchenintegrale als detzeit optimal erwiesen. 
EMG und EKG blieben unter 4wiichiger oraier Vindamin- 
cromesilat-Medikation unvergndert, so daR - wie im ein- 
zelnen dargelegt - neurotoxische Nebenwirkungen un- 
wahrscheinlich sind. 
Dies verdient insofem besondere Beachtung, a.Is bei tier- 
experimentellen Untersuchungen 1191 mit Ratten mit er- 
hohter Krampfneigung unter Pervincamin und zusftzlichem 
On-Mange1 eine Hypersynchrosisation im EEG beobachtet 

werden konnte, die bei diesen Tieren als Vorstufe zu eine 
Krampfaktivitft angesehen werden mug. Diese - aher 
dings unter Extrembedingungen durchgefiihrte - Krampf 
bereitschaft IaRt sich klinisch im Humanversuch nicht be 
statigen. 

Eine Kontraindikation des Pervincamin-cromesilat bei An 
fallserkrankungen ist nach dem Ergebnis dieser Untersu. 
chungen somit nicht anzunehmen. 

Weiterhin sollten sich zukiinftige Untersuchungen auf der 
Fettstoffwechsel konzentrieren, da die laborchemisch ge 
fundene Senkung des Cholesterins auf einen metabolischer 
Wirkmechanismus hinweist, der zur verbesserten cerebraler 
Durchblutung fi.ihren diirfte, zumindest jedoch prophylal-:. 
tisch bedeutsam ist, da das Cholesterin unter anderem dazr 
beitrfgt, die GefaRlumina zu verengen und damit einer 
Minderdurchblutung Vorschub zu leisten. Umgekehrt fiihn 
eine Senkung auf langere Sicht zu einer verbesserten Him- 
durchblutung. 
Die verbesserte Hirndurchblutung fiihrt such - trotz hoch- 
gradigem Altersabbau, wie aus den Ausgangswerten er- 
sichtlich - zu einer objektivierbaren Verbesserung des aku- 
stischen Kurzzeitgedlchtnisses (ZN, Geschichte nacher- 
zahlen) und des Langzeitgediichtnisses (Adressen-wieder- 
gabe aus der Erinnerung) unter der Annahme einer noch 
in der Plazebophase nachklingenden Prlparatwirkung. 
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The relative and absolute increase in the number of elderly 

persons has become more significant from year to year and con- 

fronts us with numerous problems to be solved not only of a 

sociolopolitical but also a medical nature [l]. The life expec- 

tancy can be expected to increase except significantly further 

not only in western industrial countries but also in the third 

world by the end of the millennium. 



The satisfaction of the increasing needs in the sector of 

medical care of the elderly is of concern to the practicing 

physician as well as to the clinician. 

In the treatment of the diseases of the elderly a pessimis- 

tic attitude still prevails. It would be unreasonable to arouse 

exaggerated hopes, especially as regards the truly ground break- 

ing control of the somatic factors underlying cerebral diseases 

of the elderly. 

But in the treatment of the individual symptoms great 

progress has been made, and to the extent that this falls within 

the scope of drug prophylaxis and therapy, it involves main- 

taining or reactivating the age-related decrease in cerebral 

activity so that the years gained are actually a gain. The 

calendar age today is no longer a contraindication for thera- 

peutic measures of all types [23. Above all, new possibilities 

of treatment exist which should simulate the doctor to maintain a 

more positive attitude in geriatric medicine also. 

As the organic basis of cerebral age-related disorders on 

the one hand primarily degenerative processes and on the other 

hemodynamic and metabolic factors with the clinical symptoms of 

general cerebrovascular insufficiency come into consideration. 

In the clinical picture of diffuse cerebrovascular insuffi- 

ciency, which is often also called cerebral sclerosis or in the 

case of severe arterial hypertension also hypertensive encepha- 

lopathy, for the most part one finds mental disturbances as the 

key syndrome. However, they may but need not be linked with 

neurological disorders. These include functional psychoses 
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[3,4], i.e. with manifestation forms of somatogenic or organic 

psychological disturbances, the organic psychosyndrome according 

to Bleuler or the acute exogenous reaction types according to 

Bonhijffer. 

Functional psychoses manifest themselves in numerous forms, 

e.g. as a slowing down and increasing difficulty in the thought 

processes and in the processes of perception. As disturbances of 

memory and orientation and of states of confusion. In the milder 

stages the functional reduction is manifested in patterns of 

complaints which are expressed as a depressive mood or as a 

pseudoneurasthenic symptom complex. 

General hypoxidosis of the brain caused by cerebroarterial 

sclerosis with mental symptomatology is very common especially in 

elderly patients and therefore represents one of the most impor- 

tant geriatric problems. 

The therapy requires on the one hand a basic treatment of 

the possible cardiac decompensation as well as a specific therapy 

of the concurrent and secondary diseases in the case of polymor- 

bidity of elderly patients. 

Depending on the individual clinical picture, above all, on 

the neurological defect syndromes, activating therapeutic mea- 

sures are necessary in the form of physical therapy and ergo 

therapy. 

In the drug treatment above all of the mental symptoms of 

cerebral insufficiency manifestations which are susceptible to 

therapy and reversible, in recent times vincamine an alkaloid of 

Vinca minor, has aroused some attention (Fig. 1). 
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Vincamine 

This substance was available for our studies in the galenic 

form of timed-release capsules. The timed-release capsules 

assure for this depot drug form, compared to vincamine pure 

substance, a clearly recognizable retardation of the effect 

characterized by a plasma level persisting more than 10 hours 

i-1 l 
Vincamine has been attributed an effect on the cerebral 

metabolism [5,6] and a hemodynamic effect with improvement of the 

microcirculation, predominantly in the less perfused areas 

[7,8,91 l 

As an antihypoxidotic agent with neuroanabolic and neuro- 

trophic properties it alters, among others, the flow properties 

of the blood by improving the flexibility of the erythrocytes and 

thrombocytes and the cellular respiration, thereby causing a 

distinct improvement in the cerebral metabolic relationships 

[19,20]. 

In clinical studies reference has been made to the regres- 

sion of behavioral disturbances [12] and to the increase in 

intellectual capacity [13,14]. The substance promotes learning 

and memory processes, relieves functional cerebral capacity 

reductions of the aging person and favorably influences the 
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deficiency syndrome in cerebral-atrophic processes and in the 

transition syndrome [Durchgangssyndrom] [12,14]. 

It is therefore obvious that a clinical study should be 

performed with vincamine for the purpose of determining the 

efficacy on the patient group of an old-age nursing home. For 

this purpose a randomized placebo-controlled double-blind study 

was chosen. 

The test criteria were matched to the symptoms of this group 

of patients with diminishing cerebral performance capacity, and 

the problem was approached from different aspects in order to 

arrive at the best founded evaluation. 

Methodology 

50 resident patients with uniform sex distribution ranging 

from 55 to 89 years of age with an average age of 73 years were 

included in the study for whom it could be safely assumed that 

their problems were traceable to cerebrovascular insufficiency. 

The patients came from a mixed rural and urban population of all 

social strata. 

In all patients the cerebrovascular efficiency had caused 

personality changes of an organic brain nature to varying de- 

grees. 27 suffered from mild and 23 from a serious organic 

psychosyndrome, 13 had transient ischemic attacks and 6 had 

suffered ischemic insults. 12 patients displayed discrete 

neurological disturbances such as hemihypesthesia and disturbed 

reflexes. Those patients were excluded who because of a serve 

form of functional psychosis or psychomotor disorders, aphasia 

and other handicaps were unable to participate in the envisioned 
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testing programs. The presence of a cerebral tumor, epilepsy or 

alcoholism were other criteria for exclusion. 

Other geriatric disorders included 11 with cardiac insuffi- 

ciency, 5 with peripheral arteriosclerosis, 9 with essential 

hypertension, 5 with diabetes mellitus, 3 with coronary heart 

disease. These patients were preliminarily treated with cardiac 

glycosides, antihypertensives or diabetes therapy. This therapy 

as well as the activating therapy methods of ergo therapy and 

physical therapy were continued during the test period. All 

other drugs, especially vasoactive substances and vasoactive 

metabolic geriatric agents were discontinued 14 days before the 

beginning of the test. 

The patients were randomly assigned to two groups of equal 

size with 25 patients each. The medication was administered in a 

strictly random manner. The patients received identically 

appearing capsules containing either 30 mg of vincamine (Group A) 

or placebo (Group B). The medication schedule of 2 x 1 capsule 

daily was the same in both groups. 

The test medication was taken regularly by all patients 

during the test period of 4 weeks. The observation time of 4 

weeks was considered sufficient on the basis of earlier clinical 

tests [14], because the success of the therapy occurs after 2 to 

3 weeks and after 3 weeks no significant increase can be expected 

any longer. 

The choice of the test criteria was matched especially 

carefully to the clinical picture and the age group. Basically 

therefore we were interested primarily in those mental and 
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intellectual disturbances caused by cerebrovascular insufficiency 

which were susceptible to clinical testing and from which we 

could expect results relevant for practice. The first group of 

questions concerned the registration of disturbances of atten- 

tiveness and memory. For this purpose on the one hand before 

beginning therapy and after 28 days an attention-load test (d2- 

Brickenkamp) was performed. This test covers the ability of the 

person to distinguish quickly and reliably similar single visual 

stimuli. The corresponding capacity, the Visual attention 

tension!' makes up a considerable part of the ability to concen- 

trate and is essentially dependent on the intelligence. 

In addition the test arrangement included subtests with the 

syndrome short test according to Erzigkeit [16]. 

The theoretical principle of the syndrome short test was the 

concept of functional psychosis according to Wieck [3,4]. 

According to this concept, functional psychoses are basically 

capable of regression and are based on general cerebral disorders 

such as can be triggered, for example, by cerebral hypoxidosis. 

The syndrome short test in whose scoring the age and IQ of 

the patient are included permits a quantification of mild func- 

tional psychoses. 

The next question to be investigated was the symptomatology. 

Here certain target symptoms such as vertigo, attentiveness and 

memory disorder, adaptation and contact disturbances, disorienta- 

tion, concentration capacity, depression, confusion, sleep 

disturbances and non-urological or gynecological bladder distur- 

bances and tinnitus, therefore capacity losses and personality 
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changes were selected which are typical for the clinical picture. 

The evaluation was performed as an outsider evaluation by the 

doctor before the treatment and after 28 days was classified 

according to degrees of severity as mild, moderate or severe. 

Observation by the nursing personnel was another test 

criterion which was also formed as an outsider evaluation. For 

this purpose the nursing personnel were given a question form 

with questions regarding behavior to be answered on a graduated 

scale. The following groups of problems were covered by this: 

fitting into the daily routine, cooperation, contact behavior 

with nursing personnel and fellow patients, modes of behavior 

such as aggression, forgetfulness, reaction rate, personnel 

cleanliness or neglect of external appearance, various circles of 

interest from the immediate surroundings, reading or correspon- 

dence, interest in and taste for eating and drinking. 

The patients were also asked to make a self-evaluation on 

the first and on the 28th day by giving them a list of complaints 

(according to V. Zerssen, modified with 39 questions) [l7]. 

The questions listed here pertain to the degree of patholog- 

ical disturbances of well-being of the patient. The sum of 

positive answers, according to V. Zerssen, also correlates with 

the status of the mental disease for brain-organic patients. The 

controlled application provides indices for changes in the sense 

of well-being that are independent of the opinion of the doctor, 

and therefore also of the efficacy of certain therapeutic mea- 

sures. 
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The testing of the patients, the questioning regarding 

symptoms, the self-evaluation and the clinical examinations were 

performed on the day before the beginning of the test and after 4 

weeks. In the case of the short syndrome test in each case 

intermediate results were obtained after one week. 

Results 

The results of the criteria tested, Brickenkamp test, target 

symptoms, sister [nurse] questionnaires and patient complaint 

list were subjected to a statistical study1 and are listed below: 

d2-Brickenkamp test 

The data obtained from the index, total capacity (= C Z-F) 

of the Brickenkamp test were studied statistically, because it is 

precisely this index which has been found to be extremely infor- 

mative and valid in multivariant evaluations (Fig. 2). 

The available data on Group A = verum and Group B = placebo 

in each case were tested for standard distribution before and 

after treatment as well as for differences before and after 

treatment in both groups. In this case an approximately normal 

distribution was always found. For this reason it was possible 

to use for testing the t test for linked measurements within the 

group before and after treatment, for the test between the two 

Groups (A:B) the t-test for unlinked measurements. 

In the latter case the differences (before/after) of the two 

groups were tested. The course difference between the two groups 

A and B is confirmed at the P > 0.00001 level (Table l), a 

' The evaluation was performed by Data Service, the planning 
and evaluation of the statistical studies by E. Hbnig, Rorbach- 
Ulm. 
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distinct superiority of Group A being found in the comparison of 

the two groups. 

Short syndrome test according to Erzigkeit 

During the course of the test some of the patients were 

unable to participate regularly in the weekly testing and in the 

subtests for various reasons. Therefore only the scores of some 

subtests of a reduced number of patients were available for the 

evaluation. From the scores of the subtests that were available 

summary scores were formed f rom the first and the last study and 

evaluated as a paired measurement (matched pair)*. 

Figure 2. Score points of 
the results of the overall 
performance of the d,-Brick- 
enkamp test on the first and 
28th day for Group A (= vin- 
camine) and Group B (= pla- 
cebo), N = number of pa- 
tients. 
Upper right: Total performance 
Group A 
Group B 
Ordinate: Score points 
Abscissa: Day 1 - Day 28 

' These test results were evaluated by the Neurological 
University Clinic of Erlangen. 
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Table 1. Mean values of the results of the overall performance 
of the d,-Brickenkamp test in Group A (= vincamine) and in Group 
B (placebo) on the 1st and 28th day of testing. 

Day 1 Day 2 

Group A 251.17 425.04 

Group B 258.32 251.96 

According to their initial values (first examination) a 

parallelism was created in the random samples A and B as follows: 

1. For each patient of random sample B one patient of random 

sample A was found with the same initial score. 

2. In the case of several patients with the same initial scores 

those were parallelized who came first in the order of the 

protocols. 

3. In a second step patient scores from random sample A were 

also admitted for pair formation whose initial value was 

higher by the absolute amount 1 from that of the other 

patients of random sample B. 

Between the patients of the two random samples the differ- 

ences of the initial and final values were compared. 

In 10 of the matched pairs Patient A and in 4 Patient B 

displayed stronger improvement. 

Despite the small number of patients, as a result of the 

highly valid test with pairing the positive result is to be 

considered reliable for the vincamine group. 

Target symptoms 

Patients with cerebrovascular insufficiency have a quite 

definite set of target symptoms which are registered by the 
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treating doctor and classified according to degree of severity 

(none, mild, moderate, severe). 

For the evaluation they were divided into steps of improve- 

ment or deterioration. If a patient on the first day had a 

symptom which was classified as moderately severe and which no 

longer existed on the 28th day, he was given two improvement 

steps. If the symptom still persisted but was mild, one improve- 

ment step was reported. 

The evaluation of the registered improvement or deteriora- 

tion steps in stages from -2 to +3 were performed according to 

the Mantel-Haenszel test [18]. 

Because of the large number of symptoms tested here we made 

certain that -an especially strict scale had to be used for the 

evaluation. 

The significance found, usually below the ~"/oo level, 

however, clearly demonstrated the superiority of the A Group. 

Vertigo P=O.O034800, tinnitus P=O.O370000, attentiveness 

P=O.O044600, concentration P=O.O000025, adaptation P=0.0000110, 

depression P=O.O018800, disorientation P=O.O001390, confusion 

P=O.O000152, sleep disorders P=O.O101900, bladder disorders 

P=0.0221000. 
- 
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Figure 3. Bar graph of the improvement or deterioration steps of 
target symptoms on the 1st and 28th day of testing. Black 
columns=vincamine, white columns=placebo, N=number of patients. 
Left side down 
Vertigo, attentiveness, adaptation, disorientation 
Right down 
Sleep disorders, concentration, depression, confusion 
Bottom all figures, left to right: 
deterioration by one step; no change; improvement by one step, by two steps 

In Figure 3 in the form of bar graphs on the one hand the 

patient numbers of the two groups A (vincamine) are shown as 

black columns, B (placebo) as white columns for whom the symptom 

deteriorated or remained unchanged. 
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In addition the patient numbers of the two groups are 

plotted in in whom an improvement in the symptoms listed was 

noted. 

Evaluation by the nursing personnel 

The question of how the nuns and nurses who had routine 

contact with the patients evaluated their behavior has some 

importance. The results of the outsider evaluation performed 

here, however, show that it is not easy for this group of person- 

nel to evaluate the findings and to classify them accordingly. 

Although in the general evaluation by the nursing personnel it 

was preferentially testified that patients of Group A had become 

less forgetful, more interested and more active during the 

treatment, in the statistical evaluation of the improvement steps 

according to Mantel-Haenszel no significant difference could be 

found between the two groups. 

Patient complaint list 

The data which were obtained from the sum of the complaints 

for each of the patients of the two Groups A and B in each case 

before and after the treatment were evaluated. 

An approximately normal distribution was present for the 

data of Groups A and B both before and also after the treatment 

but not for the differences (before/afterj of Group A. Here the 

data differed significantly from normally distributed. A loga- 

rithmic transformation of the data also yielded no better re- 

suits. For this reason, for the tests between the two groups the 

VVWilcoxon Rank Sum Test" was used. The course difference between 

the two Groups A and B is secured at the P-O.05 level. 
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In Figure 4 for each of the patients of Group A and Group B 

the sums of 'yes' answers on the 1st and 28th day in each case 

are plotted. From this it is apparent that the improvements in 

the general complaints in the vincamine group predominate. 

Tolerance and side effects 

In 4 patients mild gastrointestinal disturbances appeared in 

the sense of irritation of the gastrointestinal tract which, 

however, were transitory and did not necessitate discontinuation 

of the medication. Other cases of intolerance or side effects 

could not be found. Cardiocirculatory check-ups also showed no 

abnormal changes. 

Figure 4. Sum of the 'yes' answers of the patient complaint list 
of group A (vincamine) and group B (placebo) on the first and 
28th day of testing. Tag=day 
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Discussion 

In the present randomized double-blind study the therapeutic 

efficacy of vincamine, a new active principle for the treatment 

of cerebrovascular insufficiency, was tested against a placebo. 

No essential adverse side effects could be found. The choice the 

test criteria was matched especially carefully to the clinical 

picture and the age group in order to obtain the broadest possi- 

ble pronouncement. 

Psychometric and psychopathometric test methods served as 

objective criteria with observation by the doctor and nursing 

personnel involved as an outsider evaluation. On the basis of a 

list of complaints the patient himself was able to provide 

information subjectively concerning the changes in his sense of 

well-being. 

The group of active principles displayed a statistically 

significant improvement in the symptoms tested in the objective 

test methods and in the self-evaluation of the patient based on 

the list of symptoms. This was also the case for the evaluation 

of the target symptoms by the doctor, while in the evaluation by 

the nursing personnel although the impression of an improvement 

in memory, contact behavior and basic activities was present, 

here to be sure in the evaluation of the test forms no signifi- 

cant differences between the two groups could be found. 

Based on the results of the study it may be stated that 

vincamine is a suitable agent for treatment of the intellectual 

and mental disorders caused by cerebrovascular insufficiency. 
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Ergebnisse einer Doppelblindstudie 

H. Schenker 

Therapeutic Influence of Vincamine on Impairment of 
Cerebral Performance in Elderly Patients. Results of a 
Double-Blind-Study 

Zusammenfassung Summary 

Es wird fiber die Ergebnisse einer plazebokontrollierten 
Doppelblindstudie mit Vincamin’ an SO stationiiren Pa- 
tienten berichtet. Aiie Patienten zeigten Symptome einer 
zerebrovaskuhiren InsufJzihnz. Zur Beurteilung wurden 
psychometrische bzw. psychopathometrische Testverfah- 
ren (d2 Brickenkamp-Test und Kurzsyndromtest nach Er- 
zigkeit) herangezogen. Weiter erfolgte eine Beurteilung 
der Zielsymptome durch den Priifarzt. ein Selbsteinschtit- 
zen des Gesamtbejindens des Patienten anhand einer 
Beschwerdeliste und eine Beurteilung durch das Pfege- 
personal. 

In allen gepriiften Kriterien zeigte sich die Vincamin- 
Gruppe iiberlegen. Zum Teil waren die Unterschiede so- 
wohl im Verlauf innerhalb der Gruppe A = Verum am 1. 
und 28. Tag als such zwischen den Gruppen A und B sta- 
tistisch hochsignifikant. Die klinische und psychometri- 
sche Beurteilung fuhrte zu iibereinstimmenden Ergebnis- 
sen. Unvertrliglichkeitserscheinungen oder Nebenwirkun- 
gen in Form von gastrointestinalen Stiirungen waren sel- 
ten undjliichtig. 

Vincamin hat sich als geeignetes und wirksames Mittel 
zur Behandlung der Symptome bei zerebrovaskuliirer In- 
suffizienz gezeigt. 

’ Das PrZparat Cetal@‘retard wurde uns freundlicherweise 

von der Firma Parke-Davis & Co. zur Verfiigung gestellt. 

<IS) 68 (1979) Schweiz. Rundschau Med. (PRAXIS) 68 (1979) 

The results of a placebo controlled double blind study 
with Cetaloretard with 50 hospimlized patients are repor:- 
ed. All patients showed symptoms of cerebrovascular in- 
sufficiency. For evaluation psychometric and psychopa- 
thometric test methods (d2 Brickenkamp-Test and Short 
Syndrome test bv Erzigkeit) were applied. 

Further evaluation of the patients symptoms was car- 
ried OUI by the investigator, by the patients using a special 
rating scale and by the attending staff 

Cetaloretard proved to be effective in all criteria stu- 
died. lhe differences were in part of high statistical si- 
gntjicance as well within group A = Verum (day I/day 
28) as in between group A and B. The drug was well tole- 
rated, gastrointestinal side-effects were slight and tran- 
sient. 

It has been shown that Cetal3etard is a suitable and 
effective drug jn the therapy of the symptoms of cerebro- 
vascular insufficiency. 
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Die relative und absolute Zunahme alternder Men- 

schen wird von Jahr zu Jahr bedeutungsvoller und stellt 

uns vor zahlreiche zu losende Aufgaben nicht nur so- 

zialpolitischer, sondern such medizinischer Art (I). Die 

Lebenserwartung dtirfte nicht nur in den westlichen In- 

dustrielandern, sondern such in der Dritten Welt bis 

zur Jahrtausendwende noch bedeutend ansteigen. 

Die Befriedigung der zunehmenden Bedurfnisse im 

Bereich der medizinischen Betreuung der Betagten be- 

schlftigt den praktisch tatigen Arzt gleichermassen wie 

den Kliniker. 

Bei der Behandlung der Alterskrankheiten besteht 

noch immer vielfach eine pessimistische Haltung. Es 
ware unsinnig, iibertriebene Hoffnungen zu wecken, 

besonders hinsichtlich einer wirklich durchschlagenden 

BekPmpfung der somatischen Grundlagen der zerebra- 

len Alterserkrankungen. 

Aber die Behandlung einzelner Symptome hat doch 

Fortschritte erzielt, und soweit dies in das Gebiet der 

medikamentbsen Prophylaxe und Therapie f”allt, geht es 
datum, die altersbcdingte Abnahme der Hirntstigkeit 

aufzuhalten bzw. diese N reaktivieren. damit die ge- 

wonnenen Jahre wirklich ein Gewinn sind. Das kalen- 

darische Alter ist heute keine Kontraindikation mehr 

gegeniiber therapeutischen Massnahmen aller Art (2). 
Es sind vor allem neue Behandlungsmoglichkeiten, die 

den Arzt veranlassen sollten, such in der Altersmedizin 
eine positiverc Haltung einzunehmen. 

Als organische Grundlage zerebraler Altersstorungen 
konnen einmal primlr degenerative Vorgsnge, einmal 

hrimodynamische und metabolische Faktoren mit den 

klinischen Zeichen der allgemeinen zerebrovaskularen 

lnsuffrzicnz in Frage kommen. 
Bei dem Krankheitsbild der diffusen zerebrovaskuhi- 

ren Insuffzienz, oft such als Zerebralsklerose oder bei 

starker arterieller Hypertonie als hypertensive Enze- 
phalopathie bezeichnet, finden sich zumeist psychische 

Stiirungen als fiihrende Symptome. Sie konnen. aber 
miissen nicht mit neurologischen Ausfallen verkoppelt 

sein. Es handelt sich dabei urn Funktionspsychosen (3, 

4). das heisst urn die Manifestationsformen somatoge- 

ner oder organischer psychischer Stiirungen, das orga- 

nische Psychosyndrom nach Bleuler oder die akuten 

exogenen Reaktionstypen nach Bonhiifjer. 

Funktionspsychosen manifestieren sich in mannigfal- 
tigen Erscheinungsformen z. B. als Verlangsamung und 
Erschwerung der Denkabllufe und der Wahrneh- 

mungsvorgange, als Gedichtnis- und Orientierungssto- 
rungen und Verwirrtheitszustande. In den leichteren 

Stadien aussert sich die Funktionsminderung in Be- 

schwerdebildern, die als depressive Verstimmung oder 

pseudoneurasthenischer Beschwerdenkomplex zum 

Ausdruck kommen. 

Die durch die Hirnarteriosklerose bedingte allge- 
meine Hypoxidose des Gehirns mit psychischer Sym- 
ptomatik ist besonders bei alten Patienten sehr haufig 
und stellt sich deshalb als eines der wichtigsten geriatri- 
schen Probleme dar. 

Die Therapie erfordert einerseits eine Bdsishehand- 

lung miiglicher kardialer Dekompensation sowie bei 

der Polymorbiditat alter Patienten eine spezifische The- I 
rapie von Begleit- und Nebenerkrankungen. 

Abhangig vom individuellen Krankheitsbild vor al- 

lem von neurologischen Defektsyndromen sind aktivie- 

rende Behandlungsmassnahmen in Form von Physio- 

therapie und Ergotherapie notwendig. 
In der medikamentijsen Behandlung vor allem der 

psychischen Symptomatik der zerebralen Insuflizienz- 

erscheinungen, die einer Therapie zugangig und rever- 

sibel sind, hat in letzter Zeit das Vincamin, ein Alkaloid 

der Vinca minor, einige Beachtung gefunden (Abb. I). 
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gung. Die Retardkapseln gewihrleisten fur diese De- 

potarzneiform im Vergleich zur Vincamin-Reinsub- 
stanz eine deutlich erkennbare Wirkungsverzogerung, 

gekennzeichnet durch einen liber IO Stunden anhalten- 

den Plasmaspiegel (IS). Dem Vincamin wird eine Wir- 
kung auf den zerebralen Metabolismus (5, 6) und eine 
himodynamische Wirkung mit Verbesserung der Mi- 
krozirkulation vorwiegend in minderdurchbluteten 

Arealen zugesprochen (7, 8, 9). 
Als Antihypoxidotikum mit neuroanabolen und neu- 

rotrophen Eigenschaften verlndert es unter anderem 

die Fliesseigenschaften des Blutes durch Verbesserung 

der FlexibilitPt der Erythrozyten und Thrombozyten. 

und der Zellatmung und bewirkt dadurch eine deuty 
lithe Verbesserung der zerebralen Stoffwechselverhilt? 
nisse (19, 20). -i 

In klinischen Studien wurde auf die Riickbildu: 

von Verhaltensstorungen (12) und auf die Steigeru 
der int.ellektuellen Leistung hingewiesen (13, 14). E 
Substanz fordert Lern- und GedlchtnisvorgPnge sowi{ 

funktionelle zerebrale Leistungsminderungen des i 

ternden Menschen und beeinflusst Defektsyndrome t 
hirnatrophischen Prozessen und Durchgangssyndt 

men giinstig (12, 14). 

Es war deshalb gegeben, mit Vincamin eine klinisc 
Studie durchzufiihren mit dem Ziel, die Wirksamkeit 
dem Patientengut eines Alters- und Pflegeheimes 
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uberpriifen. Hirrzu wurde einr randomisierte. plazeho- 

kontrollierte Doppelhlindstudie ausgewuhlt. 

Die Priifkriterien wurden auf die Symptomatik dieser 

Patientengruppe mit Nachlassen zerehraler Leistungs- 

fihigkeit abgestimmt, und. urn zu einer moglichst fun- 

dierten Beurteilung zu kommen, die Problematik von 

verschiedenen Gesichtspunkten her eingekreist. 

Methodik 

In die Untersuchung aufgenommen wurden 50 statio- 

nare Patienten mit gleichm%siger Geschlechtsvertei- 

lung im Alter von 55 bis 89 Jahren bei einem Durch- 
schnittsalter von 73 Jahren, bei denen mit Sicherheit 

angenommen werden konnte, dass ihre Beschwerden 

auf eine zerebrovaskulare Insuffizienz zuriickzufiihren 

waren. Die Patienten entstammten einer gemischten 

landlichen und stadtischen Bevolkerung aller sozialer 

Schichtungen. 

Bei allen Patienten hatte die zerebrale Mangeldurch- 

blutung hirnorganische Wesensveranderungen unter- 

schiedlicher Auspriigung zur Folge. 27 litten unter 
einem leichteren und 23 unter einem schwereren Grad 

des organischen Psychosyndroms, bei 13 hatten tran- 

siente ischamische Attacken und bei 6 ischamische In- 
suite stattgefunden. I2 Patienten wiesen diskrete neuro- 

logische Storungen wie Hemihypisthesie und Reflex- 

stijrungen auf. Ausgeschlossen wurden Kranke, die we- 

gen einer schweren Form der Funktionspsychose oder 

wegen psychomotorischer Storungen, Aphasie und an- 

derweitiger Behinderung nicht an den vorgesehenen 

Testuntersuchungen teilnehmen konnten. Als weitere 
Ausschlusskriterien galten das Vorliegen eines zerebra- 
len Tumors, Epilepsie oder Alkoholismus. 

Bei der Polypathie alter Patienten litten zudem I I an 

einer Herzinsuftizienz. 5 such unter einer peripheren 

Arteriosklerose, 9 unter einer essentiellen Hypertonie. 5 
an einem Diabetes mellitus, 3 an einer koronaren Herz- 

krankheit. Diese Patienten waren mit Herzglykosiden. 

Antihypertonika oder einer Diabetestherapie vorbehan- 

delt. Diese Therapie sowie such die aktivierenden Be- 

handlungsmethoden der Ergotherapie und Physiothera- 

pie wurden wahrend der Priifperiode fortgesetzt. Alle 
anderen Medikamente, insbesondere gefiissaktive Sub- 

stanzen und gefzsswirksame, stoffwechselaktive Geria- 

trika. wurden I4 Tage vor Versuchsbeginn abgesetzt. 
Die Patienten wurden randomisiert zwei gleich gros- 

sen Gruppen mit je 25 Patienten zugeteilt. Die Zutei- 
lung der Medikation erfolgte streng zufallig. Die Pa- 

tienten erhielten gleich aussehende Kapseln mit ent- 
weder 30 mg Vincamin (Gruppe A) oder Plazebo 

(Gruppe B). Das Einnahmeschema von 2mal tiglich 
I Kapsel war in beiden Gruppen gleich. 

Die Testmedikation wurde von allen Patienten wah- 

rend der Versuchsperiode von 4 Wochen regelmgssig 
eingenommen. Die Beobachtungszeit von 4 Wochen 
wurde aufgrund friiherer klinischer Prtifungen als genii- 
gend erachtet (14). da sich der Therapieerfolg nach 2 
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his 3 Wochen einstellt und nach 3 Wochen ksine we- 

sentliche Steigerung mehr zu erwarten war. 

Die Auswahl der Priifkriterien wurde besonders sorg- 

filtig auf das Krankheitsbild und die Altersgruppe ab- 

gestimmt. Grundsltzlich interessierten deshalb in erster 

Linie diejenigen durch die zerebrovaskulare Insuffi- 

zienz hervorgerufenen psychischen und intellektuellen 

Storungen, die einer klinischen Priifung zuganglich und 

von denen praxisrelevante Ergebnisse zu erwarten wa- 

ren. Der erste Fragenkreis galt der Erfassung von Auf- 

merksamkeits- und Gedachtnisstorungen. Hierzu wurde 

einmal vor Therapiebeginn und nach 28 Tagen ein Auf- 

merksamkeitsbelastungstest (d2-Brickenkamp) durchge- 
fiihrt. Dieser Test erfasst die Ftihigkeit des Menschen, 

Hhnliche visuelle Einzelreize rasch und sicher zu unter- 

scheiden. Die dementsprechende Leistung, die tcvisuelle 
Aufmerksamkeitsspannung)), macht einen betrachtli- 

then Teil der Konzentrationsfihigkeit aus und ist von 

der lntelligenz weitgehend unabhingig. 

Weiterhin wurden in die Versuchsanordnung mit ein- 

bezogen Subtests aus dem Syndromkurztest nach Erzig- 
keir ( 16). 

Als theoretische Grundlage fur den Syndromkurztest 

gilt die Lehre von den Funktionspsychosen nach Wieck 
(3, 4). Nach dieser Lehre sind Funktionspsychosen 
grundsatzlich riickbildungsftihig und beruhen auf allge- 

meinen zerebralen Storungen, wie sie beispielsweise 

durch zerebrale Hypoxidosen ausgelost werden ken- 

nen. 

Der Syndromkurztest. in dessen Bewertung das Alter 
und der IQ des Patienten mit einbezogen sind, erlaubt 
eine Quantifizierung leichter Funktionspsychosen. 

Die niichste Fragestellung galt der Symptomatik. 
Hier wurden bestimmte Zielsymptome wie Schwindel, 

Merkfahigkeits- und Gedachtnisstiirungen, Anpas- 
sungs- und Kontaktstiirungen, Desorientiertheit, Kon- 

zentrationsfahigkeit, Depressivitlt, Verwirrtheit, 

Schlafstorungen und nicht urologische oder gynikolo- 

gische Blasenstijrungen und Tinnitus, also Leistungs- 
einbussen und Wesensveranderungen, ausgewahlt, die 

fur das Krankheitsbild charakteristisch sind. Die Beur- 
teilung erfolgte als Fremdbeurteilung durch den Arzt 

vor der Behandlung und nach 28 Tagen gestaffelt nach 
Schweregraden leicht. mittel oder schwer. 

Ein weiteres Priifungskriterium bildete ebenfalls als 

Fremdbeurteilung die Beobachtung durch das Pfle- 

gepersonal.‘Hiezu wurde dem Pflegepersonal ein Frage- 
bogen mit einer skalierten Angabe nach verschiedenen 

Verhaltensweisen vorgelegt. Es wurden dabei folgende 
Problemkreise erfasst: Eingliederung in das tlgliche Le- 

ben, Kooperation, Kontaktverhalten mit dem Pfle- 
gepersonal und den Mitpatienten, Verhaltensweisen 

wie Aggressivitlt, Vergesslichkeit, Reaktionstempo, Be- 
achten der Sauberkeit oder VernachBissigung der ausse- 

ren Erscheinung, verschiedene lnteressenkreise der un- 
mittelbaren Umgebung, der Lektiire oder der Korre- 
spondenz, Interesse und Geschmack am Essen und 

Trinken. 
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Zur Selbstbeurteilung wurde den Patienten ebenfalls 

am ersren und am 28. Tag eine Beschwerdeliste (nach 

V. Zerssen. moditiziert mit 39 Fragen) vorgelegt (17). 

Die hier angefiihrten Fragen beziehen sich auf den 

Grad krankhafter Befindensstorungen des Patienten. 

Die Summe der la-Antworten korreliert nach V. Zers- 
sen mit dem Zustand psychischer Erkrankung such von 

Hirnorganikern. Die kontrollierte Anwendung liefert 

vom Ermessen des Arztes unabhingige Indizien fiir Be- 

tindenslnderungen und damit such fur die Wirksam- 

keit bestimmter therapeutischer Massnahmen. 

Die Testung der Patienten, die Symptombefragung, 

die Selbstbeurteilung und klinische Befunderhebung 

wurde am Tag vor Priifungsbeginn und nach 4 Wochen 

durchgeffihrt. Bei dem Syndromkurztest wurden jeweils 

nach einer Woche Zwischenergebnisse erhoben. 

Ergebnisse 

Die Ergebnisse der gepriiften Kriterien Brickenkomp 
Test, Zielsymptome, Schwesternfragebogen und Patien- 

tenbeschwerdeliste wurde einer statistischen Untersu- 

chung’ unterzogen und sind nachstehend aufgefiihrt: 

d2-Brickenkomp-Test 

Statistisch untersucht wurden die Daten, die sich aus 

dem Index, Gesamtleistung (= G Z-F) des Bricken- 
kompTestes ergaben, denn gerade dieser index hat sich 

bei multivariaten Auswertungen als sehr aussagekrlftig 

erwiesen (Xbb. 2). 

Die vorliegenden Daten der Gruppe A = Verum und 

Gruppe B = Plazebo wurden jeweils vor und nach der 

Behandlung auf N’ormalverteilung hin gepriift, eben- 

falls die Differenzen vor und nach der Behandlung bei- 
der Gruppen. Dabei wurde jeweils annshernd Normal- 

verteilung gefunden. Aus diesem Grunde konnte zum 
Test innerhalb der Gruppen vor und nach der Behand- 

lung der t-Test fiir verbundene Messungen angewendet 

werden, zum Test zwischen den beiden Gruppen (A:B) 
der t-Test fiir unverbundene Messungen. 

Im letzteren Fall wurden die Differenzen (vor/nach) 

beider Gruppen getestet. Der Verlaufsunterschied zwi- 
schen den beiden Gruppen A und B ist auf dem 
P> O,OOOOl-Niveau gesichert (Tab. I), wobei sich beim 
Vergleich der beiden Gruppen eine deutliche uberle- 

genheit der Gruppe A ergab. 

Syndromkurzrest nach Erzigkeir 

Wihrend des Versuchsablaufs konnten einige Patien- 

ten an der wijchentlichen Testung und an den Subtests 
aus verschiedenen Griinden’nicht regelm%sig teilneh- 

men. Fur die Auswertung standen daher nur die Wert- 

’ Die Auswcrtung erfolgte in der Firma Datenscrvice, Pla- 

nung und Auswenung statistischer Untersuchungen, E. Hiinig, 
Rorbach-Ilm. 

dz-Brickenkamp-Test Gesamtleistung 
Gruppe A X-----X (N-24) 

450 Wertungspunkte Gruppe 6 - (N=25) 

X 

Tag 1 Tag 28 

Abb. 2. Wcrtungspunkte der Ergebnisse der Gesamtleistung 

des d2-Brickenkamp-Testes am I. und 28. Tag bei Gruppe A 

(I Vincamin) und Gruppc B (- Plazebo). N - Anzahl dcr 

Patienten. 

Tab. I. Mittelwerte der Ergebnisse der Gesamtleistung da 
d2-Brickenkamp-Testes in Gruppe A (= Vincamin) und in 

Gruppe B (= Plazebo) am I. und 28. Tag der Testung. 

Tag I Tag 28 

Gruppe A 251.17 425.64 

Gruppe B 258.32 251.96 

punkte einiger Subtests einer reduzierten Anzahl von 
Patienten zur Verfiigung. Aus den Wertpunkten der zur 

Verfugung stehenden Subtests wurden Wertpunktsum- 

men fiir die Erst- und Letztuntersuchung gebildet und 

als gepaarte Messung (matched pair) ausgewertet’. 

Nach ihren Ausgangswerten (Erstuntersuchung) fand 
eine Parallelisierung der Stichproben A und B auf fat- 

gende Weise statt: 
I. Zu jedem Patienten der Stichprobe B wurde ein Pa- 

tient der Stichprobe A mit dem gleichen Ausgangs 
wert gesucht. 

2. Bei mehreren Patienten mit gleichen Ausgangswerten 
wurden die parallelisiert, die in der Reihenfolge der 

Protokolle als erste kamen. 
3. In einem zweiten Schritt wurden such Patientenwette 

der Stichprobe A zur Paarbildung zugelassen, deren 

Ausgangswert sich urn den Absolutbetrag I von den 
noch iibrigen .Patienten der Stichprobe B abhob. 

I Die Auswertung dieser Testergebnisse wurde in der neuro 

logischen Universitltsklinik Erlangen vorgenommen. 
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Zwischen den Patienten der beiden Stichproben wur- 

den die Differenzen der Ausgangs- und Endwerte ver- 

glichen. 

Bei IO der matched pairs zeigte der Patient A und bei 

4 der Patient B stlrkere Vetbesserungen. 

Trotz der geringen Anzahl an Patienten ist durch den 

sehr aussagekriftigen Test mit Paarbildung das positive 
Ergebnis fiir die Vincamin-Gruppe als zuverlsssig an- 

zusehen. 

Zielsynplome 

Patienten mit ZerebrovaskulCrer lnsuffizienz haben 

eine ganz bestimmte Zielsymptomatik, die durch den 

behandelnden Arzt erfasst und gestaffelt nach Schwere- 

graden (keine. leicht, mittel, schwer) beurteilt wurde.. 

Zur Auswertung erfolgte eine Aufgliederung in Bes- 

serungsr bzw. Verschlechterungsschritte. Hatte ein Pa- 

tient am ersten Tag ein Symptom, das als mittelschwer 
eingestuft wurde und am 28. Tag nicht mehr bestand, 
wurden zwei Besserungsschritte verzeichnet. Bestand 

Abb. 3. %ulendiagramme der 

Besserungs- bzw. Verschlechte- 

rungsschritte von Zielsympto- 

men am I. und 28. Tag der Te- 

stung. Schwarre Saulen - Vin- 

camin. Weisse Slulen - Pla- 

cebo. N - Zahl der Patienten. 

das Symptom nur noch leicht, wurde ein Besserungs- 

schritt angegeben. 

Die Beurteilung der aufgezeichneten Besserungs- 

bzw. Verschlcchterungsschritte in Stufen von -2 bis 

+ 3 erfolgte nach dem Test von Mantel Haenszel (I 8). 
Wepen der Vielzahl der hier getesteten Symptome 

waren wir uns klar, dass bei der Bewertung ein beson- 

ders strenger Massstab angelegt werden musste. 

Die gefundenen Signifikanzen zum grossen Teil un- 

ter dem I %o-Niveau zeigen jedoch deutlich die Uberle- 

genheit der A-Gruppe. 

Schwindel P = 0,0034800, Tinnitus P = 0,0370000, 

Merkfghigkeit P = 0,0044600, Konzentration P = 
0,0000025, Anpassung P = 0,OOOOl IO, Depressivitlt 

P = 0,0018800, Desorientiertheit P - 0,0001390, Ver- 

wirrtheit P = 0.0000152, Schlafst6rungen P - 

0,O IO1 900. BlasenstBrungen P = 0,022 1000. 

In Abbildung 3 sind in Slulendiagrammen einmal 

die Patientenzahlen der beiden Gruppen A (Vincamin) 

als schwarze SCulen, B (Plazebo) als weisse Slulen dar- 
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gestelit, bei denen Symptome verschlechtert wurden 

oder ohne fnderung blieben. 

Daneben sind die Patientenzahlen der beiden Grup- 

pen aufgezeichnet, bei denen eine Besserung der ange- 

fiihrten Symptome zu verzeichnen war. 

Beurreilung durch das Pjegepersonal 

Der Frage, wie Schwestern und Pfleger, die laufend 

Kontakt mit den Patienten haben, deren Verhalten 

beurteilen, kommt einige Bedeutung zu. Die Ergebnisse 

der hier vorgenommenen Fremdbeurteilung zeigen al- 

lerdings, dass es diesem Personenkreis offenbar nicht 

ganz leichtfiallt, die Befunde entsprechend zu bewerten 

und zu rubrizieren. Obgleich in der Allgemeinbeurtei- 

lung durch das Pflegepersonal den Patienten der 
Gruppe A vorzugsweise testiert wurde, dass sie weniger 

vergesslich, interessierter und aktiver unter der Behand- 

lung geworden sind, konnte bei der statistischen Aus- 

wertung der Besserungsschritte nach Mantel Haenszel 
ein signifikanter Untenchied zwischen den beiden 

Gruppen nicht festgestellt werden. 

Patienrenbesch werdeiiste 

Ausgewertet wurden die Daten, die sich aus der 

Summe der Beschwerden fiir jeden der Patienten der 
beiden Gruppen A und B jeweils vor und nach der Be- 

handlung ergaben. 

Annlhemde Normalverteilung lag vor fiir die Daten 

der Gruppen A und B, sowohl vor als such nach der 

Behandlung, nicht aber fiir die Differenzen (vor/nach) 

der Gruppe A. Hier unterschieden sich die Daten signi- 

fikant zu Normalverteilten. Auch eine logarithmische 

Transformation der Daten brachte kein besseres Ergeb- 

nis. Aus diesem Grunde wurde zum Test zwischen den 

beiden Gruppen der ccWilcoxon Rank Sum Test)> ange- 

wandt. Der Verlaufsunterschied zwischen den beiden 

Gruppen A und B ist auf dem P-O,OS-Niveau gesichert. 
In Abbildung4 sind fiir jeden Patienten der 

Gruppe A und der Gruppe B die jeweiligen Summen 

der Ja-Antworten am I. und 28. Tag .aufgezeichnet. Es 

ist such hieraus ersichtlich, dass in der Vincamin- 

Gruppe die Besserungen der Allgemeinbeschwerden 

Gberwiegen. 

Vertrtiglichkeiten und Nebenwirkungen 

Bei 4 Patienten zeigten sich leichte gastrointestinale 
Sttirungen im Sinne von lrritationen im Magendarm- 

trakt. die jedoch fliichtig waren und kein Absetzen der 

Medikation erforderten. Andere Unvertrlglichkeiten 

oder Nebenwirkungen konnten nicht festgestellt wer- 

den. Auch Kontrollen des Herzkreislaufs ergaben keine 

abnormen Veranderungen. 

Diskussion 

In der vorliegenden randomisierten Doppelblindstu- 
die wurde die therapeutische Wirksamkeit von Vinca- 
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Abb. 4. Summe der Ja-Antworten der Patientenbeschwerdeli 
sten der Gruppe A (= Vincamin) und der Gruppe B (- PIa, 
cebo) am 1. und 28. Tag der Testung. 

min, einem neuen Wirkstoff zur Behandlung der zere. 

brovaskullren Insuftizienz, gegeniiber einem Plazebc 

untersucht. Wesentliche unerwlnschte Nebenwirkun 

gen konnten nicht festgestellt werden. Die Auswahl det 

Priifkriterien wurde besonders sorgf3ltig auf dar 

Krankheitsbild und die Altersgruppe abgestimmt, urn 

eine meglichst breit geficherte Aussage zu erhalten. 

Es wurden psychometrische und psychopathometri. 

sche Testmethoden als objektive Kriterien und Beob 

achtung durch den Ant und das Pflegepersonal al! 
Fremdbeurteilung beigezogen. Anhand einer Beschwer 

deliste konnte der Patient selber subjektiv fiber die Ver 

inderungen seines Belindens Auskunft geben. 

Die Wirkstoffgruppe wies bei den objektiven Testme, 

thoden und bei der Selbstbeurteilung des Patienten auf 

grund der Beschwerdeliste eine statistisch signifikantr 

Besserung der geprtiften Beschwerden auf. Dies wal 
such bei der Beurteilung der Zielsymptome durch der 

Arzt der Fall. wlhrend bei der Beurteilung durch da! 

Pflegepersonal zwar der Eindruck einer Verbesserun! 
der Gedlchtnisleistung, des Kontaktverhaltens und de 
Gnmdaktivitaten bestand, bei der Auswertung de 
Priifbogen sich allerdings hier keine signiftkanten Un 
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terschiede zwischen den beiden Gruppen feststellen 

liessen. 

Aufgrund der Untersuchungsergebnisse kann ausge- 

sagt werden, dass Vincamin ein geeignetes Mittel zur 

Behandlung der durch die zerebrovaskulCre Insuffi- 
zienz hervorgerufenen intellektuellen und psychischen 

St6rungen darstellt. 
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Introduction 

Therapeutic Effidacy of Vincamine 
in Dementia 

. . . . . . . ..*........................................................................................ 
Abstract 
This trial was perfoticd to investigate the therapeutic efficacy of vincamine 
in tbe treatment of primary degenerative and vascular dementia. IS2 mzle 
and femle patients aged hctwcen SO and 15 yan from two psychogcrkric 
centersand two nursing homcsurre initial!y included in the trial and weened 
far eligibility. 142 patients comp!eted the trial. Clilical diagnosis K-ES cstab- 
Iisbcd according to DSM-1 II-Rcriteria. AUoca:ionofthe patients to the prima- 
q &generative dementia of the Alzheimet type (D-AT) group or rlx nulti- 
infarct dementia (MID) group wzs based on computed tomography scans, 
ektroencephslographic findings and the Hachinski Ischcmic Score. It a 12- 
wtk double-blind treatmmt either 30 mg V&amine or placebo w?s given 
twice daily. Confirmatory stktistics inctudcd item 2 of the Clinka! Global 
kpxssion (CGI), the total score of the Sandoz Clinical Assessment Geriatric 
(SCAG) sc2k, th: subscale ‘need for hel$ of the nurse’s rating cf geriatric 
Fsicnts (BeurtciI;ltpskala fik geriatrische Pa:ientcn; BGP) 2nd tk total 

s:ore of the Shon Co@itive Performance Test (S)xCrom-Kurzta:; SST). In 
ad$i:ioc, Car2 03 to!ermcc and on therapy response were evaluated tzsci! on 
dtj:t$tive statkks. The therapeutic efficacy of vixamine was cit~r:y dcm- 
c~st~ted bv cszflrtnato~ analysis as the drug was statistical!? s$.i!izzntlY 
supzior to pkeh in all four target variables. The clinical relewzt cf the 
oxcorx wu fu&r underlined bv the results of the responder ana$sir of the 
vai&hlcs SCAG, BGP and SKT.Bascd on the results of this tr& i: cxi be 
a::epted that tk tkrapcutic effect of vincamine is superior to F:I:Cbo in 
pazitnts with mild to moderate dementia of degencntivc and vaX:‘::r C:iOb 

EkS. 
. . . . . . . . . . . . . . . . . . . . . . 

In recent Iran, the usefulness of nootrcpic drugs in th: 
therapy of dementia has been a matter cf controversial 
discussion. One of the major sourcei of coctrova~ ~-2s 
the lack of methodological standards for the evaluation of 
thcapeutic &kac~. In the mcantizc, tk Ikussion has 

resulted in several published rccommcndatic:s fx th: 
m:thodology of clinical triz!; with nootro;i:s (l-51. 
Though the VICIOUS guidelines do not fully 2;~: with 
respect to all’ methwJologi&! details, there is g’neral 
egrecment tbtt a study implemented to prove tk CficaS; 
of a nootropic drug should be a prospective, txndomized, 
F!2:ChContl~~kd trial of at least 3 months dur::iX with 



,-,r&fined outcome hypotheses pertaining to target t;ari- 
abbes measured on different assessment levels. The study 
population should be carefully definld and the diagnosis 
of dementia should be made according to internationally 
recognizcd c$eria, preferably according to DSM-III-R of 
the American Pqrhiatric Association (61. 

There is nogeneral agreement whether the diagnosis of 
the dementia syndrome should mandatorily be supple- 
mented by an etiological approach and the rccommcnda- 

-tions diverge with respect to the number of independent 
outcome criteria considered necessary to prove effkacy. 
F&ll,v, the question of clinical relevance of therapeutic 
effects still seems to be quite controversial and unsettled, 
although its importance is accepted unequiwcally. 

7%~ p.wnt rtport aims to demonstrate how a cliiical 
trial can be d&ned and carried out to fulfill recently 
publiihcd methodological criteria for the proof of cfka- 
cy. Furtbermon, some problems encountered when draw- 
ing conclus%ns on clinical relevance from therapeutic 
effkac?: will be considered. A placcbo-eontrollrd pbasc III 
trial using the nootropic drug vincakne serves as an illus- 
tration nirh the primary aim to investigate whether the 
drug is effective in the treatment of elderly patients suffei- 
ing from mild to moderate dementia of the Alzbeimer 
type @AT) or multi-infarct dementia (WD). An addi- 
tional 2im of this trial was to evaluate the tolerability of 
the test substance in elderly patients. - 

Pudacu 
After giving written inforned,cocjec:. 152 patier.ls (107 wcaen _ 

and 45 men) frpm IWO pswhogeriatric CCiliCts of Ihe Fsl.ct& km. 
pita1 Bauzngartnei’H6he*in Vienna, fr0n the hlai~~ides nursing 
home in Vienna and from the municips! nursing hone in Yibj were 
ir.cluded in th; Iris!. Of rhe 151 recmitcd patients, 3 withCre:v pre- 
~~~turrl~ bcc~usc of supervening i!lness azd 4 died c: nycudial 
kfarttion during tk: I ~-WC& trc-Xmcni phase. DUC t0 be!a!cdiy rec. 
ofnired vjol~jonj of inclusion cri:cfi~ further 3 p5er.x we:e 
ex:luded f&m the effkaq r.ulysir befor: breaking the ratdomiza- 
lion code. . 

The wigned patients unCcwzt? a CarCful 5XeCt.it.g p:~Xt~crt 

l Ecib&gkal caption to the Ciagmstic gf~up of ic~r: D.iT or 
MID 

The dhica! &ign~& WJS made according to DSMii-R c:i~rii. 
The Mini-Menta! State ExaminaJtion QNSE) [ 10). 8 CSIt3 grade 
cognitive functions, and the S?CT, a test to record dis:crb?sr.its of 
r:tentkx~ and memory fucaions [ 1 I] uvrc used 13 q~xz:ify the 
dcjrcc of cog5tiuc impairment. Is order to in;lcCC Cr.5 FCkJiS 

ui:h nilt to mode;atc demcnh, s lota! sz0fe belure;, 10 2nC 23 ic 
tic WISE and a total sxxc bcruxcn 9 and 21 in t:lt SST vzs 
requind. The e;iolqkal clusifica?ioa WIS carried OU: C: tie IXS~S 0: 
CT scans, EEG findings md the Ha&in&i Ischenl: S.-X (HlS) 
[ 12). Pa:ienu we:c cxduded from tke trirl in case of rr:t:i~$ LF.~ cf 
tbc following crkerk 

Bnin diseases 
Material and Methods 

Pa:i*nfS with un.Gable metabolic cozGi!io~s 



&easesrhich prevent adequate psyhomciric testing 
. Ser.&s communication problrms, e.g.; scnss:if?.otor aphasia. 

apmia 0. 
l Inabiliry to follow test instruction 
l Noncoqynsated sensory disturbances . 

a&es for changed pharrnacokinetie behavior 
l Scverepstrointcsrind disorders 
l Hepa!ic failure 

Risks wizh regard to side dkcfs of the drug 
l H,vpct&on (RR ~&ii < 100 mm Hg. RR diJJtdic ~60 IIXI 

Ho, 

tbt clinic& core symptoms of &frmtia includu~g aqpkivc and Don- 
cogckise *7qain~ as well a8 the p&n:‘s nttd for care. PanictAr 
anmtioc uas pakl tc cnmrc lndcpcndcnt observa*So~ at diierent 
kvels ofasswscnt, usi- different aourccs of iformation. Effi 
omcc.rae w-irbir utrc derived fan the following wcssmcnt 
ill$WiXZlZS: 
l Club! G!cbd Inprdcn (CGI) f 14,151. which is a ntig scale 
IO o-alruu t!xraptutic cfkacy of drugs. The rating of the physician 
of irnr; 2 rr!!c~% the globa! kmprovcnent of t!z patient compared to 
bWhermdi5on at admission of r.k trial Cue to drug tfkts 
l Sandc: ClinicJ &stssmcnf Geria:ric SW (SCAG) (14, 161. 
whiih is a ra:ing scale to measure impairmmer.t of cogrkion. affcclivi- 
ty. sxhl kkwicr l d phlrical fxxtion. The ntilg of the clinical 
~@o!z~3: Sums chmgcs of clinical sy~~p~oms dgri>g the course of 
t!x trill. 
l Xur5t3 ra:izq of+atric pa&fits (Bcurxiicngss’Sa fii: gerie- 
trischt Pa5til~11; BGP) [I4]. wbkh ir I fXiQ SSIC 13 UWS fun& 
nl: C:%xks of &ri3uic p3ticnu. 7-k &a?rc of the uhd subsdc 
Wed kr t-.1$ r&a3 the nxd kr help with &ily r&se activities. 
l S!!?: Ccgnifirc Perfo.rniancc Test (SKTJ [ 1 I]. which is a psyho- 
ne:rk pxtdure designed to assess d&its it. racn:bn and &off- 
terra rxx:~. The total acore isdicatcr th enter.! of co@ivc 
mptfkxr 

of a = 5% kas specific (I 7j. TaZi>g into account an ~.l:.+.~.~~~ 
accxdkg to Helm-Bonferroni, d: nu!l hyWhesis co12 :- _ Y! 

.- I:;:::& 
ifat least one ofiie four targtz variables shoc.ed a diffcrct:: be;+:, 
thr trea:mmt groups in favor of rirxamine a: the I .ZS.% li.,+ cl sig- 
llifiC3iXC. 

Etkia 

Results 

Of 152 hospirr!ized mrle and female paik.:s who 
were initially included in the trial, 55 were al!oi2::2 to the 
di2gnostic subgroup DAT aad 77 to the di2gzXi: scb- 
SOUP MID. Since 10 patients did not complex i% \vh& 
course of the tria!. the data of 142 ptritnts ws cx&d- 
eied vlid for efXc2cy analysis (n = 7 1 in each t::r:r;.tni 
group). The patients in the trertmcnt groups w:: txzo- 
gtteous with respe:t to scs, rge, weight 2nd SL:.C:$ of 
Ccmcnti2. 

The confirmarory s:atistiA 2n2lysis revc2kt rig:ifi- 
cant differences’in favor of x-incanine in cc~:;rri~~ fO 
pl2cebo in each of the four tzrga vrriabks (p c C .I*:). Fig- 
ffe 1 outlines the change of mean values in.ir% Z Of the 
CGI tutwetn onset and termination of the tr5. Fisz:cS 
3-4 illustrate chznges ofthe mtan \*a!ues of 1% -.zri~!~~e~ 
SCAG, BGP subscale ‘need for help. aad SST 3vC’cn 
t astlinc and termination of treatnxnt after 11:: &-i. 

The mean wducs (dotted line in the bos) 2: C-Z; Or 
b2selinc, after 6 weeks 2nd after 12 weeks of :::Xzznc 
show an almost con;inuocs decline in the ~k~2~ine 
treated gfxwp, indicating glob21 improvemet: C’ tk pz- 
tient’s conditign on the CGI, improvement O! ~~~~~~~~ 
sqmptomatology on the SCAG. reduction in CCC- 1~ - 4 .‘v help 

on the BGP and improvement of cognitive pe;iCrm2nce 
on the SKT. The mean score changes in tk F;zce50- 

-* ek -r-xed trt2ttd group are considenbly smzllerand WC. - - - >-* 
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Fig. 1. CGI. Bos-whiicr plots II basclix and r%r 6 and 12 
u&s of thenpy. The dotted tine iz~ the box &wws CL mean, the 
solid liie. the nwdii. The bounds of the bccx we c>z lu md 3rd 
quartiles of the diiribution. lhc bn rbwc and k!ow the bcscs 
$5&e the range of va&s within one qurni!e dinnx from the 3rd 
md 1st qmtik. respectively. 
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Fig. 3. BGP ‘need for help’ Box-whisker plstr L: ksdinc rt,d 
ah 6 azd 12 wcks of therapy $cc lczcnd of figure 1 fx d&lr. 

only in the first 6 weeks of treatment. Additionally, differ- 
ences ~CWWI the viocamine and placebo-rrezed groups 
could rlrcady be seen after 6 w&s of wcatnent in CGI, 
SCAGand SKT score changes (p < 0.05). 

‘Tab!i 1 shows the number and thd respective pcrcent- 
age of paticnu who improved or dcterioX&i after 12 

I 
KAG 

_I ~Vrcmin(z=71) 

! - 
b*::\7 
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Fig. 2. SCAG - total score. Box-lahiskcr plots a: tui:llics. and 
rftcr 6 and 12 weeks of rhen?y See kgend of ligure 1 for Caaib. 

! 1 

1 i ! I 
i 

Fig. 4. SKT. &wwhisker plots 8; bas&e and 2%: 6 ~5 12 
wch of Ihcnpy. See legend of figcx I for details. 

weeks of treatment with v&amine and pkebc zccord- 
ing to the judgment of the physician. There ~25 a to:al 
improvement rate of 72% under vincaminc md 25% 
under placebo. Ten percent of the patients treaied with 
vincam.me were rated as ‘veq much improved’, n@x of 
the pkebo-&ted patients fell inro this catc_rzT. Com- 



Table 1. CG!: Change of palient’s condition aker 12 weeks of 
tm!mcnt 

f+geGikgofy ‘Vincamine Place& , . . . _ _” 
..-_ . . n . ;-.. . .i n.. 96 .._ . - 

TocaI imarovcmml 51 72 18 25 
Very mu& improved 
Much ifnpmed 
Mi&naIIy lrnpmmd 
KOChuue 

i 10 0 0 
27 35 7 10 
17 24 II I5 
18 25 43 68 
2 3 5 7 

Total 71 100 69 171 
- 

. 

Table 2. Baseline and 12-u& t:ea:menr scores (mean 2 SD) in 
tie diagnostic subgroups DAT and MID 

.d 
‘D-T MID 

baseline wtek12 . baseline wee:< 12 

CGI 
Vixamiri 5.0*0.0 2.Sil.O 5.020.2 3.72 I.1 
Piaccbo - 3.0*0.? 4.6F0.8 4.9 i 0.4 ~S~O.7 

SCAG total 
Viacamine 68 8t7.2 63.1 +s.5 63.327.0 6:.:,16.7 
PI&T&O 69:0&7.4 65.9 5 8.0 70.126.5 bI.1=i.5 

BGP (‘need far help’) 
Wcaminc 12.3t6.8 10.4kS.8 12.9f9.1 l!.c*.8.3 
PllZCb0 1x0*9.1 lf2f9.0 12.5*9.0 lZ.j*S.7 

bh? 
vjllcminc 17.8f2.6 14.Sf4.4 18.1k2.6 l&6=4.4 
P&t&O 17.5i3.3 175i3.6 17.6i2.8 17.2f3.1 

Table 3. Change of at least 15% from 
basehe score da 12-week therapy cllazgc category Data source (mssxescrt level) 

bining the t\vo most favorable change caxgorits (‘mxh 
and ‘WV much’ improved), the rtsp&vt figure IR 
48% for v&amine and 10% for placebo (p < 0.01). The 
~4em11cc of a global improvement qualified as ‘much’ or 
‘very much’ improved is obvious btca~~t it indica:ts 
marked alleviation of symptoms. 

Tht uniform pattern of improvemtnts Corn baseline to 
the tvaluation after 12 we&s of trtatment could also be 
confirmed when tht d&no& subgroups of D.4T and 
MID paiitnts were analystd s@ratt!~ (p c 0.05). TaS!r 2 . -. . ..-__ 

S?IOWS the mean values ofthe fogr uqgc: varikt:ts 2: baSt- 
lint and afttr 12 we& of trta!mtnt for both s~~‘~~:xTJs. 
There is a distinct decrease in tht scores far t?:? SUM- 
groups under vincl?rr;int and only a small chl?r.g 0: nc 
change under placebo. 

Table 3 outlines the resufts of tht rtspondt: r=#sis 
for the target variabks SCAG, BGP subscale ‘nttd f0: 
ktlp’and SKT. It sho%\s the nurnbtr and the pt::cr.:a$t Of 



patients who improved or deteriorated \vivith vincamine 
and placebo after 12 weeks of treatment. With a rtsponst 
criterion stt at 15%, 54% of the vincamine-treated pa- 
tients improved in cognitive performance (XT), 50% in 
l need for help’ (BGP) and 23Oh in clinical symptoms 
(S#,G). Under placebo thtre was no patient whose clini- 
cal symptoms improved beyond the 15% limit. These 
fe~uk, indicate that vincamint is more efftctive than plz- 
&o and can bt considered 2s additional evidtnct of ther- 
apeutic Cfflcacs. 

ReMant drug-rtlatej changes in blood pressure or in 
Worntory parameters were not observed during the treat- 

- &nt period. except for triglyceride values, which showed 
a mart marked decline with vincamint than with plsccbo, 
This ekt of the substance, however, is aktadr knmn 
from prtviow studies [.I S]. Adverse events were reported 
for a total of 19 padtnts, ofwhom 7 rtctivcd placebo and 
12 activt drug. The most-reportec! edverst efftcts wre 
diarrhea, vomiting. naust2, hyporension, nervousness, in- 
somnin and vtrtigo. h’one of the ste!cd s>mplo,mS were 
rated zs very severe or ptrsisttd over a longtr period of 
time. 

Discussion 

In spke of tht fact that sevtral recommendations 
rcg2rding the methodology of clinic21 trials with nootro- 
pits havt recently betn published, the prob!cns involvtd 
in demons;ra:ing clinical relevance of nootrqk efftcts in 
phase 111 veals art still sPbje;t of conkwus critical 
dcbatts. Akhough an efficacy proof of noo:ropic drug 
therapy c2n bt maintained o;! the basis of difiertnccs in 
mean valuts or any other suitable s2mp!t statisti: bt- 
twcn trcalmcnt groups. so far thtrc is n3 generalI:; 
acccpied svattgy of ho;v to implement a phase III trial to 
achicvt 2 clinically relevant cxcome. In tht prtxnt trial. 
the cvidtncc of clink21 relevance of ther2p4c tfftct 
mcasurtd in tht stud! was based on the following condi- 
lions: 

Ptevious definition of the methods for codirmafor) 
data analysis; 
~nwgenct of the results dttecttd from different ob- 
gwation levels and derived from difkrtnt sources 
of information; 
sptcik2tion of the extent of improvements considered 
indicative of a clinically relevant changt; 
evaluation of the probable benefit 10 the patient 

..- -_,..; ,. . . 

The therapeutic effkaq of vincamine aficr 12 wtt!G 
oftrea:nent with 60 mg daily was clearly demor.stra$d in 
the confirm$tory analyiis for each of the four t2:gtt va;i- 
ables CGI, SCAG, subscale ‘need for help’oftht BGP 2nd 
XT. The drug was staWically significantly saptrior to 
pkceb in 211 four targe: v2risbltS. The beneficir! tztct of 
vincamint in improving tht co:: symptomj of dtztrti2 
was also demonstrated separatciy for the diqcostk sgb- 
groupS DAT and MID. The clinical relevance oft5t WI!- 
come waS funhtr undtrlintd by rhc results ofrht Mcrip- 
tint variables, on one side by t5t evaluation of tht txttnt 
of impwtmtnts and cltrr cgnwgencc of the rw!ts 
asswtd b,’ the phy$cian, the psychologist a& kt mrst 
at difftrcnt observation levels and on the othtr sidt in 
panicular by tht responder ana!>sis. 

l A common \vay to tvaluax the extent ofclici:a!iy rtlt- 
vanr improvements and to arrive at an appropristt Ccfini- 
tioti of therapy response is to exprs~ an individud change 
i:! terms of changt czttgories, percent and by stt;tir.g a cut 
ofipoint.Tht most obvious problem with this appp:os;h is 
Ihe rrbitmriness ofrht cur-offpJint. Based on tht consid- 
tration that nearly all tcrpcrrs in the field agrtt cc ii,t fact 
that a change crittrion for noouopic drug then?:; should 
be less stringent than with oihtr ethical drqs, iht rt- 
spans: criterion in this trir! was set at the gtxrally 
approved limit of 15%, 2s s@esttd by Htrr.q2ZZ 2nd 
Schfrer [ 19). 

Admittedly, there is no dtfkite wey of anwtri::p the 
qutstioa of clinical rekvancc of 2 therapeuri: ozone 
zohicved by nootropic dmg thtr2py. V2lid cii:t:k to\\- 
ever, fo: the untqukocal proofoftfficacy do tsk. On the 
basis of firm tvidtnct conctming the tfficec:: cf s dxg. 
pk!usib!e inftrtnces can bt n2Ct with rtSpeci I3 k.r Ckki- 
ca! relevance of therapeutic tkts. As sho\sz cith the 
FitSMi trial, differences bthvtta treatment grcz;S iC WV- 
e;2! prtdtfintd outcome nt2SPrtS were the l&r of tht 
arttmpt to illustrate the mtazkg of rhe trearmtr.: 13 the 
individual patient. T& outcoz-..t ofthis trial ifiZi:z::j that 
a?xw! one halfofthc patknis sxfftn’ng from 35% 13 ~Tod- 
t,ate dtmcntia shou!d hnefir frcm the trexmtr.: with 
vinctmint, irrtspcaivt of the underlying c~‘.z;:;. AC- 
cording to tht stl&on of rht rzrgti variables, ktkia! 
tfiectscan be expected in tht COX s}mpto~S 6fkYtnk 
in cognitive ptrfofm2nct 2nd most important, ir. i.ttd for 
htlp with daily routine activiiits. 

. . 
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The efficacy of any kind of therapeutic measure in the 

complex and multiform symptomatology of the elderly in 

conditions of chronic cerebrovascular insufficiency is rather 

controversial. In such situations, so-called "vasoregulatory- 

eumetabolic vasoregulatory" drugs, including vincamine, are 

being used extensively at this time. The alkaloid agent with 

indole structure extracted from Vinca minor exerts a double 

effect at the level of the brain: a metabolic effect, 
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increasing the consumption and utilization of 02 and glucose 

[ref. 1, 8, 26, 291, and a hemodynaaic effect, and a 

heaodynanic effect, with increase in blood flow by reducing 

the cerebral vascular resistance [ref. 2, 4, 7, 12, 13, 14, 

15. 17, 18, 20, 21, 28, 30, 31. 33); on the contrary, there 

are few reports [ref. 10, 11, 18, 19, 23, 311 regarding its 

efficacy on the psychic symptomatology of these patients. In 

most cases, however, the trials were conducted in hospitalized 

patients, to the effect that the length of the studies was 

limited to relatively short therapeutic periods. 

The main objective of the present trial was to document 

t.he *c:t.ivitv of a vincamine preparation on the psychic 

synptomatology of a large population of patients affected by 

chronic cerebrovascular insufficiency, who were treated with 

the said preparation for a long period of time. On this 

basis, the study population evidently consisted of 

outpatients, which also allowed the adequate monitoring of the 

side effects induced by the drug in ordinary use conditions. 

The patients were selected by a large number of general 

practitioners who offered their active participation. 

The test drug was vincamine hydrochloride (Anasclerol), 

whose vasoactive effect was determined in the past by means 

of 
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both laboratory Cref.2, 253 and therapeutic [ref. 221 tests 

and which, when administered orally, as compared to vincamine 

base, presents the advantage of an increased biaavailability 

[ref. 321. Finally, the optimal cardiovascular tolerance of 

the drug [ref. 161 provides a wide safety margin for a long- 

term outpatient treatment. 

The trial was performed with the participation of 205 

physicians distributed throughout the entire country, who 

consented to participate in the study on the basis of a single 

protocol which essentially consisted of the following points: 

1) identifioation of patients with generic chronic 

general insufficiency; 

2) treatment of the said patients with the drug studied 

in a fixed daily dose of 3 capsules/day (60 mg/day) for a 

period of 6 months; 

3) control of a series of 10 psychic symptoms 

(sleep/wakefulness rhythm, concentration, recent memory, 

remote memory, ideational deficiency - delirium, fixed ideas, 

sociability, anxiety, excitation, depression, agitation, 

confusion, immobility) before and after l.. 3, and 6 months of 

treatment; 
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4) at each control, classification of the severity of the 

said symptoms according to an arbitrary scoring scale (0 = no 

symptom; 1 = mild; 2 = average severity; severe; very severe); 

5) discontinuation of any other treatment with vasoactive 

drugs or drugs uhich could interfers with the action of the 

agent tested for the entire duration of the trial; 

S) reporting any eventual side effect attributed to 

treatment with vincaaine hydrochloride, specifying the type, 

manner and period of appearance and disappearance, and degree 

of severity. 

All the participating physicians were supplied with 

suitable forms for the recording of the data obtained from the 

single patients, in which they also entered the single 

anagraphic data, in addition to the other observations 

mentioned above. 

A total of 2440 patients were entered in trial, 559 of 

whom were subsequently excluded from final evaluation because 

of various deviations from the protocol (failure to show up to 

one or more controls, the patients dropped out from the study 

or died, absence of anagraphic data, synptomatologic 

evaluation using criteria other than those required by the 

protocol). In addition, 27 patients discontinued the 

treatment, after various periods of time, because of a variety 
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No,5 

(3-d. 1 

Total 1854 51 B6 71.9 (0.19) 

tien 791 51 83 71.7 (0.29) 

Wcmen 1063 51 96 72.1 (0.26 

of side effects. Accordingly, only the records obtained from 

a total of 1854 patients, 791 males and 1063 females) were 

taken into account for the final evaluation (Table 1). 

The trial was performed over a period of about 1 year 

(Hay 1978 - June 1979). 

The scores obtained fox each patient, at every checkup 

tine. were first of all used to calculate an "index of 

severity". The said index expresses the sum of the scored 

recorded for the various symptoms observed in the single 

patient. 
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According to figure 1, which shows the course of the 

average values of this index at the various observation times 

for the entire study group, there is no question that the 

severity of syaptomatology, taken as a whole, presented a 

constant and gradual reduction during the 6 months of 

treatment with vincamine hydroohloride. 

Table 2 confirm the positive course of the said index by 

demonstrating the relationship that exists between the various 

values of the index and the number of time at the v various 

checkup times: actually, the number of patients with low 

severity index values increased gradually during the course of 

the trial to the point that at the last control, for example, 

162 patients had an index of severity = 0. All comparisons, 

based on the use of! chi-square, revealed that the 

corresponding differences were highly significant (see table 

2) not only between the basal values and those recorded later 

on, but also between 1 and3 months, 1 and 6 months and 3 and 

6 months. The results of the detailed analysis of the 

development demonstrated by the single symptoms are reported 

in tables 3-7, uhich show the correlation between the scores 

assigned and the number of patients at various observation 

times. the changes in the scores (average and S. D. > and the 

CUtCOme of the various comparisons based on the use of 
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Index of severity 
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Fig. I - Course of the index of severity (av. and S. D.) 

for the entire study group (1854 patients) at 

various checkup tines during treatment with 

vincaaine hydrochloride. 

chi-square. According to the data reported, rapid and 

progressive increase in the number of patients with low scores 

(1.0) took place during the 6 months of treatment with 

vincamine, for all symptoms, a phenomenon uhich also applied 

to the global symptomatology (index of severity), the 

expression of the improvement induced by treatment in the 
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great majority of the study population. Statistical analysis 

confirmed the course of the constant favorable improvement of 

the various symptoms, as demonstrated by the highly 

significant differences recorded between the basal data and 

the data obtained at l-3, l-6 and 3-8 months, for each 

symptom. The development of the various average scores 

recorded for each symptom during the various controls, which 

is shown in Fig. 2, in the form of percent changes of the said 

values, reveals that at the end of the trial (6 months) all 

the symptoms studied demonstrated appreciable reductions with 

respect to the basal values, ranging from 43.5 to 58.8 X, 

depending on the symptom. 

To determine the symptoms showing the greatest 

improvement falloaing the administration of vincanine 

hydrochloride, for every single symptom tables 8 (1 month), 9, 

(3 months) and 10 (6 months) shows the number of improved and 

unchanged/worsened patients with respect to the basal data, 

according to the corresponding scores, as well as the results 

of the comparison (chi-squares) "between symptoms" based on 

the frequency of improved and unchanged/worsened patients. 

Table 11 reports the same data for the for the assembly of the 

the three controls performed. Overall, these results 

demonstrate that agitation, confusion, depression, anxiety and 
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Fig. 2 - Course of the index of severity (av. and S. D.) 

for the entire study group (1854 patients) et 

various checkup times during treatment with 

vincamine hydrochloride. 

excitation presented a particularly favorable and constant 

improvement during the course of the trial. 

The tolerance of the drug used in the present trial uas 

generally excellent. Mild side effects, which did not prevent 

the continuation of the treatment, were observed in 135 of the 

1854 patients included in the trial, a rather low frequency of 
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only 7.3X. These side effects, which were reported casually 

by the patients themselves, in most cases appearing as the 

treatment progressed, to the effect that the existence of a 

definite cause/effect relationship with the administration of 

the drug is doubtful, are recorded in table 12. Regarding the 

27 patients who were not included in the final evaluation 

because they failed to complete the entire study period (see 

materials and methods), it must be noted that the side effects 

reported by these patients also were mild, most of them 

affecting the gastrointestinal tract, and appeared some time 

during the course of the treatment (even after a few months); 

accordingly, it uould be reasonable to attribute them to 

coexisting diseases, rather than the administration of the 

drug tested. In any event, considering all the patients 

treated with vincamine hydrochloride for ahon individual 

records were available (2440 subjects), the treatnent was 

discontinued because of side effects which were generally 

attributed by the patients, but not the physicians, to the 

administration of the drug, in only 1.1% of the cases (the 27 

patients mentioned above), which confirm the excellent 

clinical tolerance of the preparation used in the present 

trial. 
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significantly significant differentials were also recorded at 

1-3, l-6 and 3-6 months. 

These results emphasize the therapeutic value of the long- 

tern treatment vith vincamine hydrochloride, considering that 

further symptomatologic improvement was observed even after 

several months of treatment, which should be attributed to 

gradual regulatory action exerted by the drug at the level of 

the cerebral dysnetabolism (ref. I, 6, 26, 29). The course of 

the single psychic symptoms investigated [fig. 27, follows the 

pattern demonstrated by the global symptomatology: based on 

the scores assigned to each symptom during the 6 months of 

treatment. there was a gradual and constant average 

improvement vith respect to the basal controls and betveen a 

given control and the next one, which is confirmed by the 

statistical workup. Particularly interesting is the effect of 

the drug on agitation, confusion, depression, anxiety and 

excitation, in confirmation of earlier reports [ref. 10, 11-J 

which indicated that the administration of vincamine 

hydrochloride in patients with mental deterioration due to 

insufficient cerebral circulation produces greater improvement 

in confusion, anxiety, agitation and apathy. Treatment has a 

lesser effect on remote memory: actually, 60.5% of the 

patients showed improvement in this symptom at the end of the 

treatment. (table 11). 
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As mentioned earlier, the nature of the study population 

(outpatients), the large number of cases controlled and the 

long therapeutic period also accounted for an adequate 

monitoring of the possible side effects induced by the drug in 

ordinary conditions of clinical use. Of the 2440 subjects who 

filled the form, only 27 (1.1%) discontinued the treatment 

because of side effects, which were mild in all instances, 

affecting primarily the gastrointestinal tract in most cases, 

at some point after the start of the treatment, uhile of the 

1884 patients uho were included in the final analysis, 135 

(7.3%) reported transient mild side effects which did not 

require the discontinuation of the. treatment. Accordingly, 

the tolerance of vincanine hydrochloride was excellent even 

when given for Long periods of time. 

In conclusion, the present study, whose main objective 

was to assess the effects of long-treatment with vincamine 

hydrochloride on the psychic symptomatology of a large group 

of outpatients affected generically by chronic cerebrovascular 

insufficiency, demonstrated clearly that the drug has a 

positive effect on the said symptomatology, particularly on 

agitation, confusion, anxiety and depressive manifestations; 

the favorable effect of the drug, which was manifested rapidly 

and progressively throughout the treatment, is due to the 



SEV BY:Advanced lntormarlon ;lu-29-99 ; 12:49m ; (7341 459-8990/c- 14124u27271:116/21 

- 14 - 

regulatory action exerted by the preparation at the level of 

the cerebral metabolism. Accordingly, the long-term treatment 

uith vincamine hydrochloride reported herein yielded reliable 

results, with optimal tolerance. 



ht.\1 BY .,\cvdncea ln:ormarion ilo-23-99 ;12:50~51 ; !734i 459-8390/c- 

- 15 - 

To test the effect of vincamine hydrochloride on the 

psychic symptoms of patients with cerebrovascular 

insufficiency, a 8-months trial was carried out by 201 

physicians in 2440 outpatients, 1884 of whom were included in 

the final evaluation. 

A set of individual symptoms was assessed according to a 

scoring scale applied in basal conditions and after 1, 3 and 6 

months of treatment. 

Based on the clinioal condition of the patients and the 

statistical analysis of the results obtained, the test drug 

induced rapid and progressive improvement of both the global 

psychic condition of the patients and the individual symptoms, 

a particularly favorable effect being recorded against 

agitation, anxiety and depression. The drug was well 

tolerated, as demonstrated by the fact that only 135 cases 

(7.1%) of slight and transient side effects were reported by 

the patients themselves or by the physicians, involving 

primarily the gastrointestinal tract. Hone of the said side 

effects required the discontinuation of the treatment. 
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PIERFRANCESCO I?ERITI(*) - GIORGIO PEI<ITI("*) 
LUCIANO COLOMBO PIIU)IA 

Cattedrr di Statistica Sanitaria deil’llrliuerritcj dl .~;~n~ (*) 

Istituto di Patologia Gen~rale dell’l..iniDc, ri/o di Pavia 

L’efkacia di ogni tipo di intetvento terapeutico S~III;I complessa e multi- 
forme sintomatologia presente nell’anziano e IIC] vecci~io in condizioni d; 
insuffkienza cerebra-vascolare cronica risulta a tutt’oggi assai controversa, 
Grande impiego trovano nella comune ptatica in t:I~c situazione patologica i 
farmaci q( vasoregolatori-eumetabolici )b, tra i clu;lIi 1~1 \Tincamina occupn 1,1, 
posto di rilievo. La sostanza, alcaloidc a strllttur:1 indolica ottenuta dalla 
Vinca minor, espha a live110 cerebrale un clu,plicc effctto: metabolico con 
aumento del consume e dell’utilizzazionc di O? e gIucc>sio (1, 8, 26, 24) ecj 
emodhamico, con increment0 di flusso per ricIw,ionr (I~II~ tesistcnze vnsco~al-~ 
cerebrali (3, 7, 8, 9, 13, 14, 27). Di tale principio attivo risultnno ampinmcn- 

te documenteti gli effetti positivi sulla sintomatc~I~,~ri;, clinico-somatica cji 
pazienti affetti da insuficienzacetebto-vascolarc cto~~ica?z, 4,7, 12 13, 14 15 
17, 18, 20, 21, 28, 30, 31, 331, mentre assai scatsi sono i co17t;ibuti (i, I,: 
10 11, 18, 19, 23, 31) ' nei rlguardi della sua cficaci;, stIlla sintomatolo<Tiq 
osichica Drescntc in Jetti nn~pnt; T- ---: rlcn ;I t\;:, J,~II- ..-I,- : . la‘ 



sono stnti cclntlotti in soggetti ospedalizzati, con gli inconvenienti di casistiche [ 

alguanto ristrette e di pctiodi di trattamento assai brevi. 
scope principale de1 presente studio E stat0 pertanto quello di documen- ’ 

t:jre l’attivith di un prepatato vincaminico sulla sintomatologia psichica di una ( 
vasta casistica bi soggetti affetti gencricamente da insufkienza cerebra-vasco- 1 

lare cronica e sottoposti a trattamento con detto preparato pet un lung0 
period0 di tempo. La casistica prescelta, stante tali presupposti, & stata i 

ovviamente di tipo ambulatoriale, il the ha anche consentito un adeguato 1 

monitoraggio degli rventuali effetti collaterali del farmaco nelle comuni con- 
dizioni di impiego. La casistica stessa & stata reperita press0 un numeroso 
gruppo di medici grnerici, the hnnno offerto la lore attiva collabotazione. 

11 farmaw utilizzato & state la vincamina cloridrato (Anascletol), il cui 
effetto vasonttivo 6 stato documentato sia da1 punto di vista strumentale(2, 
25) the terapeutico (22) e the, assunto pet via orale, prcsenta ii vantaggio, 
rispetto alla vincamina base, di una maggiore biodisponibilite (32). L’ottima 

tollerabilit~ cntdiovascolare di tale preparato ( 16) off tiva inoltre un ampio 
margine di sicurezza per il protralto trattalncnto ambulatoriale previsto. 

~110 S~U&I hanno collaborate 205 medici, dislocati in tutto il tciritorio nnzionale, the 

immo adclitll a partcciparc alla ricerca in base ad un prc~tocollo unico clw prevedeva sostanzial- 

rnente i scguenti punti: 

1) rcperimento di soggetti con diagnosi generica di insullicienza cerebra-vascolare croni- 

cn; 
2) trntlamento di tali soggetti con il falmaco in st~tdio alla dose fissa di 3 capsule/die 

(6(1 mg/die) per un period0 di 6 mesi; 

4) ad oqi controllo classikazione della gravitA di tali rintonti in base ad una scala 

nrbirraria di ptmfrpgi (0 = assenza sintomo; 1 7 licve; 2 1 wcdia jiravilC\; 3 = grave; 4 = mol- 

to grave); 
5) sospensionc per tutto il period0 dello studio di ogni altru trattamenlo con farmaci 

yasoatlivi o comunque con farmaci the polcvano interfcrirc con gli clfrtti dcl preparato in 

studio. 

‘l’utti i medici partecipnnti alla ricerca sono stati dut.~ii di apposite schede, per la rnccolta 

dei clali rclativi ad ogni singolo paziente, nelle quali dovevano cwre riportati, .oltrc alle 

rilevn;ioni wccIlaW, i sinpoli dati anagrafici. 

Sww st:lti complessivamente ammessi alla ricerca N. 2440 soggetti, 559 dei quali sono stati 

esclusi nelle valutazioni finali a causa di inadrrenze rli WI)O tips ,ispctto a\ pt~,~q)collo srnbilifn 

(assenza tli 1 o pia controlli, tratlamento intcrrotlo prr .~~AuI:~~,x~~,~ (1,) Palre Oel iylyien[e o ,,(‘r 

decesso, assenza di dati anagraftci, valutazione della ~in~om:~t&.~g~;~ medjat,te crileri diifele:lri 

rispetto a quelli stabihti). Inoltre, altri 27 soggetti hanno WCIWO :I trattamenlo, d,,pcl period, 

ivariabili, Per effetti colaaterali di diverso tipo. Pertanto sono stats co11siderate valid?, agli ,-fielri 

“dei risultati, le schede relative a N. 1854 soggetti, 791 

femminile (Tabella I). 
di wcw mwhile e 1063 di sess~ 

N. cnsi 

TOtale 1854 

Maschi 791 

Femmine 1063 

minima IlliSiii,,., nlecli I (e.5.j 

---- 

51 96 71 ,‘I (0.19) 

51 ‘I.? 71,: (023 

51 'JO 72.1 (0,X) 

RISULTATI 

Ln base ni punteggi assegnati & stat0 anzitutto c:~lcolntv per ogni soggetto e ad 
ogni tempo di rilevazione un C< indice di gravita M. Talc inciice r;lpprescl~t:l I:, somma 

dei punteggi ,dei divetsi sintomi presenti nel singolo ~‘;~~icnte. 
La Fig. 1 mostta l’andamento dei valori medi di clctto indice ai diversi tempi 

di ossetvazione per la totalit& della casistica: P possihiic constatare c],i:~ram~~~te 
come la graviti della sintomatologia, considerata ncl sue incicme, abbia in media 
subito, nel torso de1 6 mesi di ttattamento con vinc;lrnin:t cl~,ridrato, un:l cO~r:\nte e 
progressiva riduzione. 

La tabella 2 conferma la positiva evoluzione d~li’it~~lic~~ Ji gravitb mcttcrlcl~, ii) 
evidenza il rapport0 tra i diversi valori di tale indict ?<I iI nllmero di I’;lzicllti ;li 

vari tetnpi di osservozione: col procedere dell0 stll(lic) k (/ivcIIItIo sclnt’rc J)I;, cle\,;llr, 

il numero di soggetti con valoti bassi di indicc di !:lavi& I:III~O chc, ad cscllll>io, 
all’ultimo controllo ben 162 vpazienti hanno present:lro indice Ji gravith = 0. ‘I’utti 
i confronti, effettuati tramite x 2, hnnno d’altrontle IIICSSO in mostra per [ali 

dati difkrenze nltamente significative (V. tabella 2) non solo II‘;I basale e tcttl\>i sItc. 

cessivi, ma nnche tra I”-3”, l”-6” e 3”-6” mese. L’;tn:tliti ~lcr~:~gli~ta ~lcll’ni,~i:,,,,c,,l~~ 
dei singoli sintomi viene ptesentata nelle tabelle 3-7, ncllc qtl:‘li figurano iI ra)>)‘urlo 



I:!#. I ink,, xnto dell’indice di gravirh (vsluri medi ed e.s.) della casistica corn. 

plr\siva (N. 1854 soegetti) ai diversi tcmpi di osservazirme durantc trattamento con vincc 

1~;~ puntcpj$o ;,ssc~nato e nunero di pazienti ai divcrsi tempi di osservezione, lc mo- 
(lific;,ziolli CIci puntcggi (media ad e.s.) e I’esito dei vari confronti praticati con il x’, 
III base ai dati riportati P possibile osservnre come per tutti i sintomi si sia constata- 
to, durante i 6 mesi di trattamento con vincamina cloridrato, un rapid0 e progtessivo 
aumento de1 numero di pazienti con punteggi bassi (l-O), fenomeno de1 resto gia 
rilcvato per la sintomatologia globale (indice di gtavitb), ad esptessione de1 miglio- 
r;lmcnto Illclotto da1 trattamento in tali sintomi nclla stragtnncle maggloranzn della 
c;l\istic~. J.‘an;llisi statistica ha confermato l’evolwione costnntcmente favotcvole 
dei diccrqi Fintomi evidenzinndo per ciascuno di cssi dilfetenze altamente significa- 
tivc tra i d;lti basali e quelli dei tempi successivi nonah tra i dati de1 lo-3”, lo-6” e 

3%” mew. L’andamento dei valori medi dei punteggi di ogni sintomo ai diversi 
controlli viene mosttato, sotto forma di modificazioni percentuali di detti valori, 

nelln Fig. 2, in base alla quale 6 in patticolare constatabile come al tetmine dello 
studio (6” mcse) tutti i sintomi presi in considcrazione abhiano mostrato un 
notevole decrcmento rispetto ai valori di base, tra il 43,5 ed il 58,8% a seconda 
de1 sintomo. 

AlJo scupc~ di indagare quali tr;l i divcrsi sintomi il trattnmento con vincamina 
cloridrato abbia maggiotmente influenzato vengono tipottati per ogni sing010 sin- 2 
tom0 nellc tabelle 8 (1” mese), 9 (3” mcse) e 10 (6” mese) il numero di pazienti mi- 1 
gliornti c invnriati/peggiotati rispetto al hasale come da puntcegi assegnati, un riot- 
dinamento dei 10 sintomi studiati seconds la petcentuale di pazienti migliorati, non- 
chc’ i risultnti dei confronti (X2) 

I 
<C tra sintomi D in base alla frequenza di soggetti 4 

P Fig. 2. - Andsmento dei singoli sintomi nell’intera hsticn iN 1854 soegctti) ai diversi 

empi di osservazione durante trattarhento con vincamina chi~lt:~to (~llodificazioni pcrccnt!laIi 

ke medie dei punteggi). 

1. nlgllorati e invariati/peggiorati. Nella tabella 11 figurnno i m&simi dnti I>er I’insie- 
gale dei 3 controlli effettuati. Da tali dati SI evidcnzia in sin[csi the andamcnto p;,r- 

kolatmente favorevole hanno presentnto cnstantemcntc nel corsu cIeIio s~ttdio ncI- 

locdine i sintomi CC agitazione - stati confusionali )), <C clrprrssione ),, a :\nsia - cc- 
:itazione )>. 
&j La tollerabilit& de1 farmaco utilizzato nel torso dcl10 studio 6 apparsa in 
cenere eccellente. Effetti collaterali lievi, the non hanno ilnpedito Ia prosecuzione 
de1 trattamento, sono stati segnalati in 135 ,dei 1854 w:getti facenti parte della 
Casistica analizzata, con una frequenza quindi assai bassa. solo de1 7,3%, Tali clfctti 
zollaterali, riportati saltuariamente dai ,pazienti stessi e nclla grande maggioranza 
hi casi scomparsi pur con la prosecuzione de1 ttattamentn. t:lntn da far dllbitare Ji .I 
in sicuro rapport0 causa/effetto con la somnlillistr;l%iolIc de1 farmaco vengo. 
no comunque elencati nella tabella 12. Per quanta concernc i 27 soggctti si:t 

:itati (v. materiale e metodi), non compresi nelln casistica studiata per non 
River portato a termine I’intero period0 dello studio, + da sottoiinearc the RJi 

‘ff c etti collaterali segnalati sono sempre apparsi anche in tali casi di lieve cnti- 
IA, pet lo pib interessanti I’apparato gastro-inlc5tinale, c con comparsa frc- 
quente dopo un certo period0 di trattamento (a vultc mcsi), si da potct piti ra. 
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DlSCUSSIONE E C:ONCI,USIONl 

~i,,~~~~\~~rilli~~lll~ cwrc posti in relazic,l,c con affczioni intctcori-cnti piuttosto 
c(,,, ,‘z,s ,,,,,, j1,,7c Jc\ farmaco in studio. In ogni case, prct&A in considcrazi 
I’intcra casistica trattata con vincamina cloridrato e di cui sono pervenute 
t.cgC,Iari sC],cC{e individual; (N. 2440 soggctti), 13 st)spensiotlc de1 trattamento 
sc+,nalati eifctti collaterali, in genere attribuiti dai pazienti e non dai medici 
s,,l,l”, inistr;\zi<,ne de1 farmact,, p avvenuta quindi wlamente nell’l ,l% dei casi (i 
soggetti citati), a conferma Jclla eccellente tollerabilit~ clinica dcl preparato uti 
z;ltll nci curso dcl presente studio. 

Lc vastc dimensioni del campionc analizzato ncl cots0 tieI presente studio (& 
ItijA soggcttij, nonche la notevole durata de1 trattamento con vincamina cloridrati 

(6 mesi), prnticato nelle reali e pih comuni condizioni di impiego della pratic 
clinica, ci& in soggetti ambulatoriali, ci sembra consentano anzitutto di tcarr 
illtcressanti c convincenti conferme in riguardo ail’attivitj. the detto farmaco +I i 
qrado di cy,\icare nei confronti della sintomatologia psichica del paziente anzianc 
nffctto da insufficienza cerebra-vascolate cronica. Dctta sintomatologia, controllata 
ls;\ri tcmpi mccliantc aqsegnazione di pllnteggi, consklerata nel suo globale (indice c 
~~:I\.IIcI) 11:) suhito infatti un notevolc nligliclramcllto dutantc i 6 mesi di trattamet 
;,>, rlliplicjl .il,lcnto raptesso Aiaramcntc tlal decrcmcnto tlell’indice di gravith (Fil 
I j, passat~~ da un valore media basalc di I 3,3 ad uno medio finale di 6,4, con LX 
ridllzionc quindi dcl 48,10/o. Da sottolineatc inoltre the g\i cfTetti favotevoli di 
trattamento sulln sintomatologia psichica globale sono apparsi rapidi e progressiv 
come pu;) cssere constatato da110 studio delle frcquenze di pazienti migliorati 
y:,ri contlolli in base all’indice di graviti (tabella 2), da1 quale sono emerse tra tz 
I~cq~cnzc tlifTcrcnze altamente signikative (x’) nei confronti del basale gii al 
cc,tltroIIo, dope I mese di tcrapia con vincamina cloridrato, e differenze altamen 
significativc nnche nei confronti 1”.3”. 1”.6” e 3”.6” mese. 

T.~li tisultati mettono in lute l’interesse tetapeutico di un trattamento cc 
vincamina cloridrnto di lunga durata, datosi the P possibile osservare in molti ca 
,111 ultcr-iotc miglioramento della sintomatologia pcesente anche dope me+ 
.,..,,,ia, da attribuirsi ragionevolmente a!l’azione di regolazione de1 dis~metaboltsn 
ccrebrale ( 1, 8, 26, 29) c!he gradatamente il farmaco t: in grado di svolger 
~.‘;~*lri:,mc~~~o tlci singoli sintomi psichici presi in considernzione (Fig 2) ha rifles 
q~lello Jella sintomatologia globale: in base ai punteggi assegnati ciascuno di tall 
sintomi. ncl torso clri 6 mesi di rrattamento, ha mostrato in media una evoluziot 
costantcmcnre favorevole, confermata dai confronti statistici praticati tra basale 
controlli c tra controlli stessi. Di particolare interesse appare comunque la rilev 
zione de1 mnggiore effetto svolto da1 farmaco utilizzato nello studio sui sintot 
<( agitazione - stati confusionali )>, C< depressione >>, + ansia eccitazione P, rileva?j 

zione de1 resto giS I-iportata da altri (10, 11) the, dopo trattamento con vincami: 
di soggetti con dct<,rioramento mentale da insufficienza di circolo cerebrale, hanI 
potuto osscrvare un maggior effetto de\ farmaco sui sintomi confusione, ansia 
agitazione, apatia. Nclln casistica qui selezionata il sintomo the men0 2 
rispondete al trattamento i: risultato la c memotia lontana >>, pur rilevandosi 
termine &llo studio per detto sintomo un miglioramento nel 60,5% dei 
ii (tabella 11). 

ome gib accennato, il tipo di casistica prcscclt;l (:lillI,ll]:ltorialc), il ~r;~n~lc~ 
ro di casi controllati ed il hmgo period0 cli tl.ltt;ltncni(~ l,anno anchc consc,lti. 

valido ed adeguato monitoraggio degli efletti coiI;tter& the il farmaco 
o pub eventualmente provocare neue comuni contiizioni di impiego clinico, 
0 soggetti di cui sono pervenute le schede, solo in 27 (l,l~o) si p registrata 
nsione de1 trattamento per effetti collaternli semllrc Ji lieve entith, intercs. 

per lo piti l’qparato gastro-enterico, insorgenti nelln maggior parte dei casi 
un certo period0 dall’inizio della somministrazione dci [;lrmaco, mcntrc, dei 

4 soggetti facenti parte della casistica analizzclta, in I 35 c:lsi (7,3y0) sono stati 
rtati effetti collaterali lievi e saltuari, the non hanno ricillcsto la sospensione 
trattamento. La tollerabiiith clinica della vincamina cloridrato 6 apparsa pertan. 

ulla base dei dati suesposti, risultare eccellente nnchc in scgLlit0 a impiego dcl 

ace per hmghi ,periodi. 

11 presente studio in conclusione, condotto allo scope principale di 
tare gli effetti di un trattamento protratto con vincamina cloridrato sulla 

omatologia psichica di una vasta casistica di soggetti ambulatoriali affctti 
ricamente da insufkienza cerebra-vascolare cronic;l, ha permesso cli evi. 
iare chiaramente come il farmaco sia in gracio di ngire positivanlente srllla 

tomatologia suddetta, migliorando in modo p;lrticoI;1tc i’agitazionc, gli st;tti 
fusionali ed ansiosi, i sintomi depressivi. I tniglioramcnti appaiono in ogni 

rapidi ed anche ,progressivi nel tempo, vetosimiItnentc a calLsa dell’azione 
regolazione a livello de1 metabolismo cerebrale SVO!~:I ~1~11 prepnrato, Da cib 
sigenza di una lunga durata de1 trattamento the risulta in quest0 caSO di 
ena affidabilitg, stante l’ottima tollerabilith dell;] vincnmina cloridrato pure 
idenziatasi nel torso dello studio. 

KIASSUNTO 
All0 Scope di verificare gli effetti della rincamina clwidri~i~~ CIIII;I sintomntuln$n yyic]jicn 

zienti affetti da insufficienza cerebra-vascolare cronica, C? stat<, collCiOtto uno studio harnto 

somministrazione di detto preparato aMa dose di 3 c:lpwle/dic (GO ri,g/die) per ,,n periodo 
. mesi in ,una vasta cawtlca di soggetti ambulatoriali sclezionn:i da 205 medici, & hanno 

to a pawxipare alla ricerca secondo un protcxollo unico. Sony, \lati nmmessi allo studio in 
ale 2440 soggetti e successivamente, agli effetti de& wlutaziolli finali, Sono stati consi<lrrati 
idi i risultati relativi a 1854 soggetti. L’andamento dei singoli si~ltomi I,resi in considerazioile 

state valutato mediante punteggi assegnati in condizioni di base e &~1,~, 1 tnese, 

esi di trattamento con vincamine oloridrato. 
i IrlCIi e 6 

11 preparato in oggetto, sulla base e delle condizioni clini~hc dci pazienti controllate nel 

dello studio e delle valutazioni statistiche praticate, si 6 dimostr.lto ill grad0 di jndurre rln 

ento rapid0 e $wogressivo sia della sintomatologia psichichn globale & &i singoli 
i, influenzando in mode particohrmente favorevole gli stati di ;Igitazione, ansia, depressio. 

ima la tollerabilit& clinica de1 farmaco agli effetti del CII&, (hII:tlltC tlltto iI perio,lo (ic,lr 

6 stata attribuita da1 paziente e/o da1 medico solamente in 135 caqi (7,3~) ~~~~~~~~~~~~ 
a di effetti collaterali di lieve entita, tale da nntl port:11C 

ento, interessanti per lo piti l’apparato gastro-intestinale. 
mni alla sosprilsione dr! 



concerned \~.ith the gastro-intestinal tract, made drug withdrawal necessary. 
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S_ULlnAB.Y. - A multi-center study was performed to 

determine the effect of vincamine in a large population of 

patients with initial cerebrovaecular insufficiency. 

A total of 824 patients uere treated at 11 centers, most 

of whom received the drug for 30 days at the rate of 6 

tablets/day. The methodology used in the collection and the 

processing of the data is described. 

The classical single symptoms encountered in initial 

cerebrovascular insufficiency were observed end evaluated 

after 7, 14, 21 and 30 days of treatment. 

An index of "severity" pertaining to the symptomatology 

as a whole also vae established and assessed. 

The results obtained demonstrated that treatment resulted 

in both global and particular improvement of the single 

symptoms starting in the early days of the treatment, followed . 

by gradual increase aa a function of time and a high rate of 

remission. Hore0ver, overall tolerance was good, with a very 

lov frequency of side effects. 

KEPWORDS. - Cerebravascular insufficiency. 

Cerebrovascular disease. Vinca mina 
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Arteriosclerotic changes, the most important 

characteristics of aging, as a result of the fact that they 

can affect all the vessels, can result in a series of 

consequences of both functional and anatomic nature directly 

at the level af the vessels affected, as well as the organs 

irrigated by them. 

As a result of their long- and short-term consequences, 

the arteriosclerotic processes that affect the cerebral 

vessels are particularly important. The most immediate 

consequence of these phenomena is the gradual reduction of the 

cerebral blood flow: in effect, its average normal value, 

which in resting adults of up to 50 years of age is equal to 

55 ml/minute for every 100 g of brain weight, declines to 4.2 

ml/minute at about the age of 60 years and reaches the level 

of 35 ml/minute after the age of 70 years traf., la 

This means the the reduction of blood flow due to 

structural changes induced by arteriosclerosis in the cerebral 

vessels are responsible the reduction of the supply of blood 

and, therefore, oxygen reaching the sensitive structures of 

the encephalon. 

Sooner or latter, the slou progression of the cerebral 

henodynanic and metabolic changes result in weight loss of the 
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entire encephalon, atrophy of the ganglionic cells and 

reduction in the activity of the enzymatic systems. with 

subsequent decrease in the oomplex activities of the brain. 

All this accounts for the creation of the anatomico- 

functional prerequisites for the appearance of cerebrdvascular 

insufficiency syndromes, which represent the initial 

manifestation of cerebral paranchymal disorders. 

Although the appearance of these manifestation before the 

age of 45 years is rare, they are not encountered only in old 

age, a9 demonstrated by their occasional occurrence in 

children. 

The corresponding functional disorders are accompanied by 

coexisting premonitory signs of varied frequency and severity, 

which are well known by the practicing physicians who 

encounter them quite frequently in their outpatients. 

The most frequently encountered manifestations are 

oppressive sub-continuous headaches, auricular buzzing, 

tinnitus accompanied by eventual hearing loss, visual 

disorders consisting primarily of phosphene, and attacks of 

vertigo. 

The patients can also present fast mental fatigue and 

sleep disorders, especially in the form of nocturnal insomnia, 

and memory loss; in the latter case, which accounts for a 
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decrease in learning ability, the patients can present both 

depressive and euphoric mood disorders. 

As a general rule, the development of these 

manifestations is very slow and gradual, although occasional 

unexpected or outright true and proper episodes of stroke cab 

take place. 

The final stages can take the form of a massive softening 

of the brain, with hemorrhages, due to the breakdown of the 

vascular ualls, which can be life threatening. 

Briefly, these are the reasons indicating that early 

measures are required for the treatment of the SymptorJatologic 

picture described above, representing the clinical expression 

of initial manifestations of cerebrovascular insufficiency, 

which are frequently reversible. 

There is no question that the corresponding therapeutic 

problem is quite complex, considering the variety of 

approaches available to the physician at this time in terms of 

- both the treatment and, especially, the prevention of these 

pathological forms, 

During the past few years, vincamine, a relatively 

recently discovered Vinca minor alkaloid derivative, has 

acquired a particularly significant position in this respect; 

in effect, the drug has a good therapeutic activity, as 
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demonstrated by the results recorded in the current medical 

practice, which were confirmed by a great number of literature 

reports which confirm the clinical benefits of the product in 

the treatment of aerebrovascular syndromes [ref. 1, 2, 3, 4, 

5, 6, 7, 8, 9. 10, 11, 12, 13, 14, 15, 16, 17, 20, 21, 22, 23, 

24, 25, 26, 27, 26, 26, 30. 32, 33, 34, 35, 36, 37, 38, 39, 

401. 

According to recent postulates, the mechanism of drugs 

used in the treatment of cerebrovascular insufficiency is 

different from the one that prevailed until not long ago, that 

is, it no longer involves a strong general vasodilation et the 

level of the cerebrovascular circulation, but rather a 

regional vaso-regulation limited to the zones affected by 

cerebrovascular deficiency (without affecting the healthy 

zones, in order to avoid the so-called "intra-cerebral 

steal"), in combination with a coexisting good metabolic 

action. 

These actions are very slight and, therefore, difficult 

to prove, especially in clinical practice, although methods 

for the measurement of the regional blood flow, arterio-venous 

oxygen difference, and the determination of labelled glucose 

consumption and of various metabolites, are available. 
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The serial application of such techniques to ths same 

patient over a period of~tibe is difficult and it involves 

shortcomings and hazards. carotid artery cannulation, for 

instance, which cannot be overcome; moreover, the results are 

affected frequently by changes in blood gases, which affect 

the data obtained. 

Accordingly, as of now, for the study of cerebrovascular 

insufficiency, especially in the initial stage, in order to 

prevent its future development, the best technique is still 

the clinioal method for the evaluation of the symptomatologic 

manifestations uhich, in the last analysis, are the expression 

of both the vascular situation and the metabolic conditions 

prevailing at the level of the brain. 

On this basis, the present study represents a 

contribution to the evaluation of the clinical picture, which 

is note objective than that reported in a series of studies 

used to draw statistical conclusions directly proportional to 

the size of the sample. 

Another useful feature is that the present study provides 

information bused on observations made over a long period of 

time, as a result of the multi-form aspects of the initial 

cerebrovascular insufficiency. As a matter of fact, the said 

symptoms present a bizarre and, at time, contradictory course: 
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thus, frequently they are transient with sgontaneoue remission 

and temporary recovery of the abnormal function, occasionally 

recurring and, more often, with slow and gradual 

deterioration. 

Their appearance and course, other than being affected by 

imponderable factors, can involve other coexisting 

pathological reasons, that is, dysmetabolic disorders such as 

diabetes, gout, obesity, alcohol and tobacco poisoning, 

deprivation conditions, arterial hypertension and related 

heart conditions with disordered cerebral oirculation. 

OF THg 

The trial did not involve comparison with other drug, it 

was an open label study, based on a multi-center cooperation. 

The tests were performed contsaporaneoualy at 11 sites, 

corresponding to an equal number of hospital centers, mostly 

internal medicine and geriatric departments. 

The said sites are codified numerically according to 

a geographic distribution criterion (for ease of expression, 

this codification is used in this report), as follows: 

Site 1 - S. Anna Hospital., Como 

Site 2 - Schio General Hospital 

Site 3 - Vicenea General Hospital 
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site 4 - Bassini Hospital, Milano 

Site 5 - Piacenza General Hospital 

Site 6 - Tortona General Hospital 

Site 7 - Senigallia General Hospital 

Site 8 - Civitta Castellano General Hospital 

Site 9 - Nocera Inferior8 General Hospital 

site 10 - Termjlni Imerse General Hospital 

Site 11 - G. Giglio Hospital, Cefelu 

To facilitate the task of the various investigators, the 

study methods used, within the framework of a single 

experimental design applied to all sites, acre kept as simple 

as possible. 

The investigators uere asked to record the data obtained 

in suitable forms provided for this purpose, all the data from 

the various sites being subsequently assemble for further 

processing and analysis, 

A facsimile of the forms used are shown in figure 1. 

The patients entered in the trial were hospitalized at 

various departments or were being treated ambulatorily at the 

centers listed above, with a diagnosis of carebrovascular 
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insufficiency with underlying first stage arteriosclerosis, 

characterized by functional disorders of the CNS, whose study 

is the very objective of the present trial. 

Patients uith locomotor disorders or disorders of 

superficial and deep sensitivity due to previous focal lesions 

of the encephalon were not excluded from the trial, although 

definitely not covered by the symptomatological objectives of 

the study; since these are primary symptoms of cerebral 

arteriosclerosis, they uere taken into account in the global 

evaluation of the activity of the drug, but not in the 

calculation of the “severity” index (later on in this report), 

due to their extraneous nature with respect to the 

pathological condition investigated. 

The presence of other coexisting diseases also was not an 

exclusion criterion, even in cases when the said diseases were 

the main reason for the hospitalization of the patients. 

Of a total of about one thousand patients admitted to the 

trial, 828 patients uere considered compatible with the 

objective of the study, 399 males and 429 females, whose ages 

ranged from 45 to 87 years. 

Actually, 180 patients could not be included in the final 

evaluation and biometric data processing, because they were 

discharged or transferred for various reasons or because they 
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failed to show up for follow-up or failed to comply with the 

directions regarding the dose taken or received treatment with 

other similar drugs which affected the activity of vincamine, 

etc. 

Examination of the data entered in table 1 shows that the 

distribution of the sample according to sex is perfectly 

balanced. The age distribution of the sample is also 

satisfactory for the purposes of the present trial: most 

patients belonged to the 45 to 70 year age group, the age et 

which the pathological manifestations studied usually appear. 

Vincamine was given in the form of tablets, which is more 

easy take, especially since many patients studied were treated 

ambulatorily. 

The drug was administered in a daily dose of 60 mg, which 

is the equivalent of 6 tablets containing 10 ng of active 

ingredient each, broken dovn into 2 to 3 daily intakes. 

Host patients (70%) were treated for 30 days, while 12.5% 

received the drug for more than 30 days and some of them for 

as long as 60 days; the others took the drug far various 

periods of time, mostly two to three weeks. 



St\1 By:Advdnced inrormdrlon ;1u-29-99 ;l’):mPY ; 1734) 459-899u:c- 11124U27’71;=13 

- 12 - 

The plan allowed the investigators at each site to 

administer any other treatment required for the coexisting 

diseases; on the contrary, the administration of vasoactive 

agents or drugs with action at the level of cardiocirculatory 

system or CNS, whose action could overlap the effect of 

vincamine (such as reserpine, indole alkaloids, central and 

peripheral vasodilators, IlAO inhibitors, etc.), was 

prohibited. 

Evidently, as mentioned in the preceding chapter, all 

patients whose treatment required the use of the drugs 

mentioned above were excluded from the trial. 

T OF-UC D 

The clinical tests for the evaluation of tho therapeutic 

activity of the drug involve the following series of 

parameters, corresponding to the clinical symptoms 

characteristic of the initial forms of cerebrovascular 

insufficiency: 

- memory disorders; 

- phosphene; 

- vertigo and equilibrium disorders 

- headache; 

- insomnia; 

- aggressiveness, restlessness, anxiety, depression, etc. 
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The tests for these parameters were carried out at pre- 

established times, that is: in basal conditions, after 7, 14, 

21 and 30 days of treatment and perhaps more, depending on the 

case. 

When present, the fallowing symptoms also vete evaluated: 

- locomotor disorders; 

- superficial and deep sensitivity disorders; 

- other eventual disorders present, which were not originally 

predicted- 

Since the above disorders were not included in the 

original plan, their investigation WAS limited only at the 

beginning and at the end of the treatment. 

For the uniform evaluation of the oriteria applied by the 

individual investigators and for the processing of the data 

recorded during the course of the tests, the severity of the 

symptoms was assessed according to the following scoring 

scale: 

- 0 = no srymptom; 

- 1 = mild symptom; 

- 2 = average symptom; 

-3- severe symptom. 

In addition, to evaluate the severity of the entire 

symptomatologic picture of each patient, a "severity index" 
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was established based on the average scores of each single 

symptom. 

Finally, for a more complete study of the 

cardiocirculatory condition of the patients, the humeral blood 

pressure data and, when possible, the results of the EKG 

tests, obtained before and after treatment, also were 

determined. 

Special attention was given by the investigators to the 

identification and recording in the corresponding forms of any 

side effect observed during the treatment, expressing their 

opinion as to the definite or probable relationship between 

the appearance of the symptom and the latter. 

Horeover, when possible, a series of laboratory tests 

uere performed before and after treatment, such as: 

hemochrome, blood glucose, blood nitrogen, transaminases, 

urinalysis and, eventually, other. 

The pre-selected parameters, the criteria for their 

evaluation and the checkup times were described in the 

preceding chapter. 

The results obtained in the 828 patients studied are 
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reported belou, in the following ordar: the findings yielded 

by the study of the index are reported first, followed by the 

analysis of the single clinical "items". 

The severity index established for each patient at the 

various observation times, was defined as the average of the 

scores assigned to the patient on the basis of the clinical 

severity of the symptoms present at the start of the 

treatment. 

Graph A, established for the entire study group and for 

each experimental center, shows the histograms of the average 

severity indexes recorded in basal conditions and at the end 

of the treatment with vincamine; the corresponding values, 

with the respective standard deviations, are reported also in 

the first part of table 2. The results of the statistical 

analysis (analysis of variance according to a split-plot 

model) performed to evaluate the degree of heterogeneity of 

the data between the various sites (inter-site source of 

variation), the degree of reduction, at the end of the 

treatment, of the initial severity scares (time-related score 

variation) and the development of the said scores at the 

various sites ("interaction times X sites sourcg of 

variation), are reported in the second part of the same table. 

The preceding analysis provided a statistical measure of 

the degree of reduction of the severity index at the end of 
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the treatment, as compared to the initial condition. The 

course of the said index during the therapeutic period was 

also evaluated, using the results of the tests performed 

during the various follow up times, in addition to the initial 

observations, that is, after 7, 14, 21 and 30 days of 

treatment; the five tests scheduled in advance were performed 

in 671 patients (81.04%). 

Graphs B, C, 0. E, F, G, H, I, L, H and N show the course 

of the severity indices recorded at each site: for the 

corresponding testing time, each point indicates the average 

value of the index for each site; the interpolating curves 

were traced according to the results yielded by the polynomial 

equations of the lst, 2nd, 3rd and 4th degree, which are 

adapted best to the Course of the experimental points. The 

equations were calculated based on the data entered on the 

abscissa (x). 

Graph 0 presents a comprehensive picture of the course of 

the index at the various sites. For a more clear 

representation of the whole picture, the linear term of the 

regression of the transformed log10 data (1 + y) uas 

calculated for each site; the eleven straight lines traced on 

the basis of the said transformation are well comparable to 

each other, even better than the results obtained by 

clustering the interpolating curves studied for each site. 
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The sane graph also shows: the regression straight line 

obtained for the entire study group treated Por one month or 

more (671 cases). 

Table 3 presents the average severity indexes recorded at 

the various stages of the treatment for the entire study group 

and for the single sites. 

A detailed analysis was performed of the single items 

which contributed to the determination of the Beverity index 

mentioned above. For the entire study group, the findings 

yielded by each test during the five observation times were 

analyzed; analysis of variance and a classification criterion 

was used to obtain an overall comparison of the results 

recorded at various times; after the analysis of all the 

parameters revealed the existence of highly significant 

differences between the various observation times, the Scheffe 

test was applied to perform a binary comparison between the 

initial data and the data obtained after 7, 14, 21 and 30 

days, respectively. 

The average scores (+/- standard deviation) recorded for 

each symptom at various times and the results of statistiaal 

analysis are reported in table 4. 

The motor disorders and the disorders of superficial and 

deep sensitivity were recorded at basal time and at the end of 

the treatment. 
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&e-way statistical analysis was used to evaluate the 

difference between two observation times. 

The results of analysis, with the averages and standard 

deviations obtained for the initial and final values, are 

reported in table 5. 

The results obtained during the entire trial were 

assessed by the various investigators, as follows: 

- optimal or good, when the therapeutic response was 

decisively positive, with definite improvement or remission of 

the symptomatology in question; 

- moderate, when the extent of the improvenent was slighter; 

- insufficient or nil, when the recovery of the condition of 

the patient uas nil or, at least, not sufficient for 

meaningful evaluation. 

The data obtained according to the criteria described 

above are reported in table 6. 

The results shown in the table indicate that useful 

results (optimal, good and moderate) were obtained in 92.4% of 

the patients treated; this demonstrates that treatment with 

vincamine had a positive effect on the clinical synptomatology 

of most of the patients studied. 
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The above is confirmed by the results yielded by the 

assessment of the severity index (see table 21, which shows 

that the said index decreased from an average initial value of 

1.812 to an average final value of 0.547, an percent average 

decrease of 69.81%. 

This highly statistically significant reduction indicates 

that the response obtained is the expression of the real 

therapeutic efficacy of the treatment, rather than to random 

or spontaneous syaptomatologic fluctuations. 

Another important feature is provided by the evaluation 

of the course of severity index at the individual sites (see 

graph A>. 

Statistical analysis, uhich is reported in table 2. 

demonstrates a statistically significant difference between 

the various sites. 

This can be interpreted as the outcome of a lack of basic 

homogeneity of the entire study group, due to differences in 

the initial severity of the symptoms and the different type of 

patients (the various centers have sites of general medicine 

and geriatric or long-term hospitalization units). 

The differences in the severity of the inclusion 

conditions, however, do not affect the results of statistical 

analysis; on the eontrary, they are compatible with the 
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premises of the research, which involve a large population 

sample, highly representative of the real population of 

patients affected by mild cerebrovascular insufficiency 

(which, characteristic of the clinical course of the disease, 

presents well different degrees of severity). 

Therefore, independently of the severity of the initial 

symptonatology, the course of the disease at all sites is 

oriented in same direction, although the dimensions of the! 

said orientation are different for each site (statistically 

significant interaction), due to the differences in the 

condition responsible for the inclusion of the patients. as 

shown in graph 0 which reports the course of symptomatology at 

each site. 

In addition, the course of regression demonstrated by the 

severity index at each site was expressed in terms of 

equations of the 1st. 2nd, 3rd and 4th degree, as shorn in 

graphs B, C, D, E, F. G, H, I, L, I4 and N. The patterns of 

the curves are compatible with the course of the biological 

phenomena: a first phase of symptomatologic remission is 

followed by consolidation which, in turn. is succeeded by 

further improvement related to the continuation of the 

treatment. 
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The importance of extending the duration of treatment 

with vincamine is related to the fact that the drug acts not 

only according to a hemodynamic mechanism, but also at the 

level of the biochemical and metabolic prooessets of the brain, 

which confirm the observations of authors [ref. IQ, 311 who 

reported that vincamine affects the brain concentrations of 

norepinaphrine and serotonin. 

For the changes observed in the single symptoms studied, 

the biometric findings demonstrate significant differences at 

all the scheduled observations times, as indicated in table 4. 

The cuurse of every symptom during the various checkup 

times is illustrated in graph P. 

All this shows that the therapeutic effects of vincamine 

are evident from the very first day of treatment, followed by 

constant, gradual and progressive improvement. 

Table 7 summarizes the final results regarding the 

percentages of single symptoms that returned to normal, 

improved, remained unchanged or worsened. 

The highest percentages of single symptoms that returned 

to normal applied to headache (61.84231, followed by phosphene, 

insomnia, tinnitus and vertigo. The lowest percentages were 

recorded in memory disorders, the most complex abnormalities 

encountered in cerebravascular insufficiency; the said symptom 
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returned to normal in 41% of the cases after a relatively 

short treatment, to the effect that it can be regarded as a 

positive response. 

The large number of patients studied accounted for an 

important contribution to the in-depth evaluation of both 

the frequency of side effects and the appearance of effects 

which are seen less often. 

Since this was a multi-center trial conducted at 11 

different sites, it uas necessary to establish uniform 

criteria for assessing the tolerance of the drug hospitalized 

and ambulatory patients in environments substantially 

different from one another. 

Accordingly, the single global evaluations, case by case, 

performed at the various sites were simplified as much as 

possible *c>, the various investigators being asked to aake 

schematic but univocal judgements, as follows: 

- perfect tolerance: lack of any disorders which could be 

attributed to the administration of the drug tested; 

- moderate tolerance: appearance of disorders or other side 

effects of moderate severity, for which a causal relationship 

with the treatment could not be excluded; 
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- doubtful or poor tolerance: the administration of the drug 

induced disorders which were severe or such as to require the 

discontinuation of the treatment. 

The number of judgments, and the corresponding 

percentages, made in terms of the criteria described above are 

reported in' table 8. 

The data in the said table confirm the literature reports 

regarding the good tolerance of vincamine. 

In effect, side effects were reported in a rather small 

percent of the-patients, mostly in the form of digestive 

manifestations and some instances of insomnia. 

Treatment had to be discontinued in only five of the 

study patients: three because of gastric disorders and two for 

the appearance of allergic akin reactions. 

According to the variaus investigators, a definite cause 

and effect relationship between the appearance of the said 

effects and the administration of the treatment uas not always 

possible, especially since many patients presented coexisting _ 

diseases which could interfere with the disorders mentianed 

above. 

*) All the eventual side effects observed during the 

treatment, when present, were entered in the clinical forns 

provided for this purpose. 
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The study of tolerance was completed with a series of 

blood chemistry tests performed in basal conditions and at the 

end of the treatment. 

The results obtained, which are reported in table Q, 

demonstrate that the blood chemistry parameters tested did not 

present significant variations during the entire treatment 

period. 

The blood pressure pattern exhibited by the patients 

treated deserves special mention. 

In effect, during the tests, the blood pressure of the 

patients tended to return to normal, especially in 

hypertensives: thus, by the end of the treatment the initial 

average values of 165 mmHg maximum and 91 mmHg oiniouh 

decreased to 155 mmHg and 86 mmHg, respectively. 

This finding confirms previous reports made earlier by 

other investigators. 

In particular, more significant in this respect was the 

fact that there were no instanoe of sudden changes in blood 

pressure, which demonstrates that the bemodynamic balance of 

the cerebral vascular bed, uhich is already abnormal in such 

patients, remained unchanged all throughout the treatment. 

In 95% of the patients included in the trial, 

electrocardiographic controls failed to show the presence of 
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any changes of clinical significance attributable to the 

administration of the treatment. The EKG tracings obtained, 

some of which were highly abnormal, were actually due to the 

prevailing condition of each patient, definitely not related 

to the administration of vincamine, with the only exception of 

one patient whose control EKG at the end of the treatment 

showed signs of lateral ischemia. In this particular patient, 

the investigator could not exclude a causal relationship with 

the administration of the drug, although this was the only 

case of this nature in the study population, isolated and of 

doubtful interpretation. 

Based on objective clinical analysis supported by solid 

statistical evidence, the results of the present multi-center 

trial provide practical confirmation of the data reported in 

the literature regarding the action of vincanine, with 

particular conclusions pertaining to the size of the sample 

studied, effect of prolonged vincanine treatment, course and 

severity of cerebrovascular insufficiency symptoms in the 

initial stages. 

The results demonstrated a definite and significant 

improvement of the entire syndrome, while the various 
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individual symptoms presented a constant and progressive 

regression trend. 

Another important fact is that the great majority of the 

patienta- tolerated the treatment well, the few cases of 

intolerance being rather doubtful and perfectly controlled. 

The effect of vincaaine on initial cerebrovascular 

insufficiency was exFlmined by analysis of the data obtained in 

828 patients from 11 centers. Host of then received the drug 

at the rate of 6 tablets/day for 30 days. The method used in 

the collection collection and processing of the data is 

described. Classic symptoms of initial insufficiency were 

recorded after 7, 14, 21 and 30 days of treatment, along with 

an index of severity pertaining to the symptomatology as a 

whole. The results revealed a continuous improvement in both 

the individual symptoms and overall, starting from the onset 

of the treatment, eventually leading to high rates of 

remission. Tolerance vas generally good, with very few 

instances of side effects. 

[Min- Hed., 69, 2093-2114, (June) 1678. - Treatment of initial 

cerebrovascular insufficiency with vincamine. Poly- 

center trial on 828 aases). 
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m . . . . . 
Case No. Clinical record NO Initials H I? Yrs.. (2 45) 

Cerebrovascular insufficiency on early arteriosclerosis 
Eventual coexisting diseases . . . . ..-...__..._. 

Daily dose . . . tablets of Vincadar Length of ttmt... 
Parameters(*) Before After 7 d Aft. 

days 

MemorY, 1 strong 
14 d Aft. 21 d Aft. 30 d Aft. ._ 

attention] av. 
concentr. J mild 

s no 
strong 

Tinnitus av. 
mild 
no 
strong 

Phosphene av. 
mild 
no 

Vertigo, 3 strong 
equilibr.] av. 
disorders mild 

strong 
Headache av. 

mild 
no 
strong 

Insomnia av. 
mild 
n0 

Bggress. 3 strong 
- 

restless.] av. 
anxiety 1 mild 

7 no 
-parsmeters Before End of ttnt. Obs. 

Motor dis. strong 
ZIV. 

mild 
JO 

Sensitivity strong 
disorders 6lV. 

mild 
no 

Other 
*> Check the proper box for the severity of the symptom 

1 a 
Fig. 1 a-b - Facsimile of the clinical form 
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Systolic/diastolic blood pressure 

Laboratory tests 
-- 

Erythrocytes 
Leukocytes 
Hb 
Blood glucose 
Blood nitrogen 

SGQT 
Transaainases 

SGPT 

Urine sediment 

Other 

EKG 

Therapeutic activity 

Optimal or good Hoderate Insufficient or nil 

Observations 

Tolerance 
__ 

Optimal Hoderate Poor 

Observations 

Eventual side effects: 
. skin 
. gastric 
. cardiocirculatory 
. other 

1 b 
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TABLE 1. - c 

Pm - V bv Sif;rr 

-- rs) 

H F 45-70 0~ 7Q 

Total 828 399 429 379 249 

Site 1 100 57 43 63 37 

Site 2 38 19 IQ 16 22 

Site 3 31 9 22 20 11 

Site 4 100 58 42 82 18 

Site 5 102 30 72 59 43 

Site 6 90 48 50 77 21 

Site 7 80 48 34 68 12 

Site 8 100 52 48 84 16 

Site 9 89 40 49 68 21 

Site 10 63 20 43 27 36 

Site 11 27 20 7 15 12 
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Grafico A 
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Average values of the index of severity in basal 

conditions (B> and at the end of the treatment (F) 

with vinctmine, for the entire patient population 

and by site (1, 2 .-.. 11) 

Experimental Sites 
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TABLE 2 - Resu of m of Sevu 
e I / S. D-1 

Global (828 casea) 
Site 1 (100 cases) 
Site 2 ( 38 cases) 
Site 3 ( 31 cases) 
Site 4 (100 cases) 
Site 5 (102 cases) 
site 8 ( 98 cases) 
Site 7 ( 80 caseu) 
Site 8 (100 cases) 

IamtO~ ti*orrrs 

Sits 9 < 69 cases) 
1,798 t OLlsf fW6tOlkMl 

Site 10 ( 63 cases) 
InM t @Jug Q~=OP20 

Site li I 27 cases) 2,wa mA JJ wsdma 

Sources of G.L. Deviation Variance F F 

Betveen sites 10 
Error 1 

22&B' 
8f7 llbj8 

Between times a- 
Interaction 
times X sites 

1862J.3 

Error 2 
Total 

TABLE. - Evaluation of the Index of Severity 
ts Treated uitm 

Total cases 
Site 1 
Site 2 
Site 3 
Site 4 
Site 5 
Site 6 
Site 7 
Site El 
Site 9 
Site 10 
Site 11 

(+/- S. D.) 
14 davs 

um * o.1m 
us3 t omo 
4nn= 0.m 
qn5 2 om 
D$Z8IOpln 

11111111 2 om 
l#m t 0,038 
anr*oal 
lzll a 0.04 
am * 0.m 
1.19, 2 o,bz4 
1.181 t 0.W 

21 days 
om t 0.w 
O~iom 
D&s 2 0.071 
o,w9 I DJno 
0,734 t OBO 
0.#6 f om 
1,ls!-L0m5 

D9m aE 0.19 
oKQ*om 

09ntOPlr;L 
0.765 It4.071 

-1n00*oo.Qb9 
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TABLE. - Resultsld of th= ss - . 
aho- 

Basal 

Ifemory , 
attention, 

2mto#2a 

concentration 
disorders 
(613 cases> 

Tinnitus 
(499 cases> fB13=o*036 

Phosphene 
(417 oases> 

ma zup33 

Vertigo, ~sM¶EQJr30 
equilibrium 
disorders 
(592 cases) 

Headache 
(527 cases)lga5=0~~ 

Insomnia 
(522 cases) 1h99 = Dm 

Aggression, 1.~3 = O,MQ 
restlessness, 
anxiety, 
depression, etc. 
(539 cases) 

21 days 30 days 

rJ3la f c.fJ.31 l -) 1398 = 0,033 “) J#f= *&m") 0*712 = 

l&73 f 0,331 -I 1.134 t Ornl -1 3m = cm6 -,) 0.69 $ 0,o 

ryJa t 0,533 ": 1.078 = G.O32*') 0,743 = O.cc7") PA86 t 0.0; 

IST! L, at33 l ! 1302 = 0,031-I [1895~0*025-) 0556 ~0,02 

r*) Highly significant differences with respect to basal time 
(Scheffe test) 

-- - 
. 

8 of s . 
wwatlents wh!zLlr- . . 

SYUIDW 

tW~,yge (+/- S. D.) One-way P 
Final variance 

tiotar disorders (273 cases) Is7 t o&w o$J7 t ows r' = 233#38 (1W 0.1.) <O.Ol 

Superficial and deep l&29 2: o,w9 9559 r 0,043 F = ?71,7J (1,456 z-1.) Ca,m 

sensitivity disorders (229 cases) 
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GRAPH H 
Site 7 

Course of the 
index of severity 
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Site 6 

Course of the 
index of severity 
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GRAPH L 
Site 9 

Course of the 
index of severity 
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GRAPH H 
Site 10 

Course of the 
index of severity 

GRAPH N 
Site 11 

Course of the 
index of severity 
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GRAPH 0 

Development of the 
index of severity 
at the eleven sites 
(I,..... 11). 
The straight linels 
traced to obtain a 
global comparative 
picture were obtained 
by conversion of all 
loglO(1 + y); 
straight line 2 is the 
interpolating line for 
the entire study group 
(671 cases>. A semi- 
logarithmic scale was 

used for the ordinates. 

Time (days) 

Total cases 
Site 1 
Site 2 
Site 3 
Site 4 
Site 5 
Site 6 
Site 7 
Site 8 
Site 9 
Site 10 
Site 11 
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HP Course of symptomatologic severity for the entire pupulation 
For each symptom, the average severity scores recorded durin, 
the checkup timear (7, 14, 21 and 30 days of treatment with 
vineamine) were expressed in terms of the corresponding 
average basal values. 

B - average basal severity score DELTA7 
= 100 

- % difference after 
7 days with respect to B 

F - average score at the end of DELTA14 - X difference after 
the treatment, expressed 
in X with respect to B 

14 days uith respect to B 
DELTA21 - X difference after 
22 days with respect to B 
DELTA30 - Z difference after 
30 days with respect to B 
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. . . 
TABLE- -Numberof_casesaithm~e and 

e~uenEy of returns_to 
ed at the and of w 

tfemory disord. 751 (ldolb) xa (Pl,LSn) 369 W,¶S%, 

Tinnitus Phosphene 594 Iloom) 322 (WA 991 Lb1 !Z.lO U) 

Vertigo 
183 (mm) 269 fS9d3 N) @ rzoJo%i)- 

Headache 726 (100%) 367 0331 a) 2s (Wasre) 
Insomnia 621 Ilob%) 364 (bl.W%) m cnsrw) 

Aggression 629 (la,*, x7 Gus w 191 ~2401%) 

Ha (lrn%) 325 rso.l6%) 220 i33939Joc) 

Perfect 789 
noderate 47 
Uncertain or paor 12 

Erythrocytes 
[10(Q) mm31 
(774 cases) 

Leukocytes (mm3) 
(774 cases) 

Hemoglobin (%I 
(755 cases) 

Blood glucose (~8%) 

Blood nitrogen (ma%) 

SGOT (mu/ml) 
(719 cases) 

SCPT (mU/ml) 

92.88% 
S-87X 
1.45% 

e C+/- S. D.1 

0 

4411,139 +/- 16,307 

7066,304 +/- 66,254 

83.494 +/- 0.321 

99.417 +/- 1.228 

34.632 +/- 0.522 

12.115 +/- 0.226 

10.063 +/- 0.205 

Final 

4381,868 +/- 15,077 

6682,739 +/- 47.831 

83.439 +/- 0.303 

91.836 +/- 0.702 

32.452 +/- 0.370 

11-669 +/- 0.204 

9.701 +/- 0.170 
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TERAPIA IN CAMMINO 

Trattamento dell’insufficienza 
cerebra-vascolare iniziale con vincamina 

Rkerca policentrica su 828 casi 

Osp. (( S. AMY n di Como - Divisione Medicina A (Pt-imario: Prof. M. Ravetta). 
Osp. Civile di Schio (VI) - Div. Geriatrica (Pnimario: Prof. C. F. Azzini). 
Osp. Civile di Vicenza - II Div. Medicina (Pnimario: Prof. G. Vettori). 
Osp. Bassini di Milan0 - Div. Medicina (Primario: Prof. G. C. Maggi). 
Osp. Civile di Piacenza - 11 Div. Medicina (Primario: Prof. L. Scarpioni). 
Osp. Civibe di Tortona (AL) - Div. LMedicina (Primario: Prof. P. Fracchia). 
Osp. Civile di Senigaltia (AN) - Div. Medicina de1 Lavoro (Primario: Prof. P. Lella). 
Osp. Civile di Civita Castellana (VT) - Div. Medicina (Primario: Prof. U. Serafmi). 
Osp. Civile di Nocera Infer. (SA: - Divisione Medicina (Primario: Prof. U. Sapio). 
Osp. Civile di Termini Imerese (PA) - Div. Medicina (Primario: Prof. A. Catania). 
0s~. cc G. Giglio ” di Cefalti (PA) - Div. Medicina (Primario: Dott. R. Musotto). 
Dipartimento Ricerche Cliniche Roussel Maestretti S. p. A. 

Hmno collaborate alla ricerca: 

S. ALESCIO - B. ANCI~ - C. F. AZZINI - A. BASSO - G. CARRARA - A. C,\T,INI,I - 
P. CAVALLOTTI - M. CONCER - G. CUOMO - A. DALL’OL~MO - S. D’ANN,~ - F. DI 
DOIUTO - A. DOLCETT,I MALTAURO - F. F?INESI - R. FARINELLA - G. FISCHETTI 
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G. VETTORI 

RI,ISS~NTO. - Una ricerca policentrica t: stata condotta al fine di documentare 
su una casistica di ampie dimensioni I’azione della vincamina sulle sindromi da 
insufficienza cerebra-vascolare iniaiale. 
Le osservaaioni interessano 828 pazienti studiati in 11 centri, trattati in massima 
parte per 30 giomi alla posologia giomaliera di 6 compresse. 
Nel testo e stata descritta la metodologia seguita per la raccolta edei dati e quella 
relativa alle elaborazioni effettuate. 
I sintomi presi in considepazione sono stati quelli classici delle sindromi da 
insufficienza cerebra-vaxolare ,inkiale: iI lore controllo e avvenuto a scadenze 
prefissate e ciott al 7” al 14“, al 21” e al 3W giorno di trattamento. 
Le analisi hanno valutato il comportamento dei sintomi ai vari tempi di rilievo 
e quell0 di un cc indice di gravita )) 
insieme. 

rifecito al quadro sintomatoiogico nel suo 

I risultati conseguiti stanno a dimostrare un migliaramento globale e particolare 
rkpetto ai singoli items della sindrome considerata: tale migl;ioramento si cvidenzia 
sin dai primi giomi di trattamento per aumentare progressivamente nel tempo fino 
a raggiungese elevate percentuali di remissione. La totlerabilit8 6 risultata inolt.re 
complessivamente buona, con una frequenza di effetti coll~hternli estremamente 
bassa. 

l’.IROI.E CHI..\vE. - Insufficient; cerebra-vascolare - Vascuiopatie cerebrali - Vinca- 
mina. 
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Terapia in cammino hiir7erl~ci Metlic~cc 

Premesse 

I fenomeni di tipo arteriosclerotico, i piti 
importanti for-se tra queiii caratteristici dei- 
1’etB involutiva, possono dare origine, date 
ie molteplici possibiiitj di iocaiizzazione in 
tutti i distretti vasaii, a una seric di conse- 
guenze di ordine sia funzionaie the anato- 
mica a carico direttamcnte dei vasi coipiti, 
nonchk degli organi da questi irrorati. 

Particoiarmente importanti, per ic loro 
conseguenze a breve e iungo termine, sono 
i processi arteriosclerotici the colpiscono il 
distretto vascolare cerebrale. La conseguen- 
za piti immediata di questi fenomeni i: la di- 
minuzione progressiva de1 flusso ematico ce- 
rebrale: il suo valore normale medio, the 
nell’adulto a riposo e sino ai 50 anni 2 di 
55 ml/minute per ogni 100 g di peso della 
massa cerebrale, attorno ai 60 anni scende 
a 42 mi!minuto per arrivare, dopo i 70 anni, 
a 3.5 ml/minute lb. 

Cib significa the la diminuzione de1 flusso 
ematico, conseguente aiie modificazioni strut- 
turaii di tipo arterioscierotico dei vasi cere- 
braii, detcrmina un minore apporto di san- 
zue e quindi di O2 aile delicate strutture del- 
i’encefaio. 

Ii lento progredire deiie aiterazioni emo- 
dinamiche e metaboliche cerebrali causa, a 
pih o meno lunga scadenza, perdita di peso 
di tutta la massa encefalica, atrofia delle cel- 
iuie gangiiari, riduzione dei sistemi enzima- 
tici, con la risultante di un abbassamento 
delle compiesse attivith cerebrali. 

Si creano in tai modo ie premesse anato- 
mo-funzionaii per i’instnurarsi di queiie sin- 
dromi di insufficienza cerebra-vascoiarc the 
sono l’espressione clinica iniziaie di una sof- 
ferenza de1 parenchima cerebraie. 

Se k raro the queste forme si rcndano ap- 
pariscenti prima dei 45 anni di eth, cib non 
toglie the i primi sintomi deii’arterioscie- 
rosi cerebrale siano stati eccezionaimente se- 
gnaiati anche in etj giovaniie, non essen- 
do essi esciusivamente appannaggio deii’et8 
avanzata. 

Entrano a far park di questi quadri sin- 
tomatologici disturbi funzionali premonitori 
variamente coesistenti sia per durata the per 
irequenza, ben conosciuti da1 medico prati- 
co the spesso Ii ritrova nei suoi pazienti am- 
bulatoriaii. 

Predominano tra questi lc cefaler di tipo 
gravati\ro subcontinuo, i ronzii auricoiari, i 
ciassici acufrni accompagnati a voitt. da di- 

‘096 

minuzione dell’udito, i disturbi \risivi costi- 
tuiti soprattutto dai fosfeni, ie crisi vertigi- 
nose. 

Pub coesistere in questi pazienti una faci- 
le esauribiiitj mentale con disturbi de1 son- 
no, specie sotto forma di insonnia notturna, 
con deficit deiin mcmoria, dovuti qucsti LII- 

timi soprattutto a diminuzionc clcile facoirii 
di npprendimento: possono anchc t‘sserc prc- 
senti alterazioni dell’urnorc sia in sense clc- 
pressivo the eul‘orico. 

11 decorso di questc forme 2 in genere 
molto iento e progressivo, anche SC possono 
verificarsi taivolta deiie progressioni improv- 
vise o addirittura veri e propri insulti apo- 
plettici. 

Gli stadi finaii possono essere rappresen- 
tati da un rammoilimento cerebrate massi- 
vo, con emorragie, susseguenti a rotture dei- 
le pareti vasali alter-ate, con prognosi quoad 
valetudinem, e anche quoad vitam, riservata. 

Oueste sono in sintesi le ragioni the con- 
sigliano un intervento terapeutico tempesti- 
vo nella cura dei quadri sintomatoiogici so- 
pra descritti, espressionc clinica di stati ini- 
ziaii, e in quanto taii di natura spesso rel’er- 
sibile, di insufficienza cerebra-vascoiare. 

Non ci si pub nascondere come ii proble- 
ma terapeutico chc si ponc al riguardo sia 
quanto mai compicsso: non pochi sono co- 
munque i presidi terapeutici chc oggi sono 
a disposizione dci medico per la cura e so- 
prattutto per la prcvenzione di queste for- 
me patologiche. 

I!n posto di particolare importanza & rap- 
presentato tra questi ultimi daiia vincami- 
na, i’nlcaloide deila Vinca minor di scopertn 
piuttosto recente, the. gih nci pochi anni in 
cui k stata utiiizzata, ha dimostrato dj pos- 
sedere buone proprieth terapeutiche come 
documentato oitre the dai risultati ottenuti 
neiia pratica medica corrente, anche da una 
vasta ietteratura the ne ha confermato i van- 
taggi ciinici neila terapia deile sindromi ce- 
r&ro-\~asco]ari I, 2. 3, 4. 5. 0. 7. 8. 9. IO. II, 12. 13. 14. 15. 10 

Ii. 20. 21. 22. 23. 24, 25. 26, 27. 28. 29. 30. 32, 33. 34. 35. 36, i7, :s 

39. 40 

Scope della ricerca 

Le piti recenti vcdute prospettano, per i 
farmaci usati nella terapia dell’insufficienza 
cerebra-vascoiare, un meccanismo d’azione 
diver-so da. queiio ritenuto il piti efficace in 
un passato anche rccente: non piti una vaso- 
dilatazione intcsa in scnso generico, anchc 
se circoscritta nei iimiti del circoio cerebra- 

\lin. Lid 69 lY:s 
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le, ma una vasoregolazione distrettuale limi. 
tata alle zone interessate da1 deficit circola- 
tori0 (e non interessante quelle sane per evi- 
tare il cosidetto (<furto intracerebrale >a) as- 
sociata ad una concomitante azione di tipo 
eumetabolico. 

Le possibilith di documentare, specie in 
slrde clinica, tali azioni sono estremamente 
modeste, anche se sono state messe a punto 
metodiche di rilevazione dei flussi regionali, 
delle differenze artero-venose in O,, e di mi- 
sura de1 consumo de1 glucosio marcato e dei 
vari metaboliti. 

L’esecuzione di tali tecniche sullo stesso 
paziente in modo seriato nel tempo risulta 
di difficile attuazione e comporta inconve- 
nienti e pericoli, incannulazione carotidea 
ad es., the non possono essere trascurati: 
inoltre i risultati risentono spesso delle mc- 
dificazioni emogasometriche the possono in- 
tervenire inficiando seriamente i dati. 

Ne consegue the, allo stato attuale delle 
case, per lo studio dell’insufficienza cerebro- 
vascolare, in particolar modo allo stato ini- 
ziale, ai fini di una prevenzione di quelli the 
possono essere i suoi sviluppi futuri, la mi- 
gliore induzione sia ancora quella clinica, 
,:he t: in grado di seguire le moditicazioni 
della sintomatologia, espressione in ultima 
analisi sia della situazione vascolare the del- 
le condizioni metaboliche sempre a live110 
cerebrale. 

In considerazione di quanto sopra, risulta 
interessante il contribute de1 presente lavoro 
incentrato su una valutazione delle mo’difi- 
cazioni de1 quadro clinico, valutazione tanto 
yiu obiettiva in quanto rapportata a un cam- 
pione di studio assai tasto the ha permesso 
inferenze statistiche di importanza diretta- 
mente proporzionale alle dimensioni de1 cam- 
pione stesso. 

Utile risulta inoltre il fatto di poter dispor- 
re di osservazioni prolungate nel tempo, pro- 
prio in considerazione de1 multiforme aspet- 
to the caratterizza le sindromi iniziali di in- 
sufficienza cerebra-vascolare. Si sa infatti co- 
me i sintomi the ne fanno parte si presenti- 
no con un decorso bizzarro e siano a volte 
contraddittori nelle loro manifestazioni: in- 
fatti essi son0 spesso transitori con remis- 
sioni spontanee e con ripristino temporaneo 
delle funzioni lese, a volte recidivanti, pih 
spesso a lenta e progressiva evoluzione in 
senso peggiorativo. 

La loro insorgenza e il loro decorso, oltre 
a ubbidire sovente a fattori imponderabili, 
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possono essere influenzati da altre cause pa- 
tologiche concomitanti: alterazioni dismeta- 
boliche quali il diabete, la gotta, l’obesita, 
intossicazioni alcooliche e tabagiche, stati 
carenziali, ipertensione arteriosa e alterazio- 
ni cardiache correlate con le turbe della cir- 
colazione cerebrale. 

Piano generale della ricerca 

Si e trattato di una ricerca non implicante 
confronti diretti con altri farmaci, cc al chia- 
ro )), articolata su una collaborazione poli- 
centrica. 

Le prove sono state condotte contempora- 
neamente in 11 sedi, corrispondenti ad al- 
trettanti centri ospedalieri per lo pih di me- 
dicina generale o geriatria. 

Le sedi sono state codificate numerica- 
mente in base a un criteria di distribuzione 
geografica (tale codifica e sempre stata adot- 
tata, per comodita espositiva, nel contest0 
della relazione) come segue: 

Sede 1 - Osped. S. Anna di Como 
Sede 2 - Osped. Civile di Schio 
Sede 3 - Osped. Civile di Vicenza 
Sede 4 - Osped. Bassini di Milan0 
Sede 5 - Osped. Civile di Piacenza 
Sede 6 - Osped. Civile di Tortona 
Sede 7 - Osped. Civile di Senigallia 
Sede 8 - Osped. Civile di Civita Castellana 
Sede 9 - Osped. Civile di Nocera Inferiore 
Sede 10 - Osped. Civile di Termini Imerese 
Sede 11 - Osped. G. Giglio di Cefalu 

Le metodiche di indagine seguite, inqua- 
drate in un unico disegno sperimentale vali- 
do per tutte le sedi, sono state improntate - 
alla massima semplicita per favorire l’ope- 
ra dei vari sperimentatori. 

Questi hanno provveduto ad annotare i 
dati rilevati nel torso delle prove su schede 
appositamente predisposte: tutti i dati rac- 
colti nelle varie sedi sono stati alla fine riu- 
niti per essere opportunamente elaborati ed 
analizzati. 

Nella figura 1 e riportato un facsimile del- 
le schede utilizzate. 

Criteri di ammissione al saggio 

Sono stati ammessi alle prove pazienti ri- 
coverati nei reparti ospedalieri o in cura am- 
bulatoriale press0 i centri prima specificati, 
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1 

SEDE . .._.._._._........ ,.,., .,.,,...,.. ..,.,. ,. _. . . . .._...... . . . VINCADAR 

Cam NO 
Cartella clinica No 

flegistro ambul. NO 
..’ lnizialr 

Dirgnoai 

Insufficienza cerebrpvascolare su base arterioccleratrca ar primi stadi 

Posologia pro die ,,_ ,,.., ,... compresse di Vincadar Durata trattamento giorni 

Parnmetri di attivith (‘1 

Disturbi della memoria. 
dell’attenzione, del 
potsre di concentrazione 

Fosfeni 

Vertigini, 
disturbi equilibrro 

Cefalea 

lnsonnia 

Aggressrvita. 
irrequietezza. ansia. 
depressione. etc. 

Eventuali altrr parametri dr attrvrta (‘) 

Disturbi moton 

Disturbi senstbilitb 
superficrale e profonda 

0 0 
0 0 
0 0 
0 0 

. . . . . . . .,... . . . . . . .._............ 
for1l 0 0 
medl 0 0 

IIWI 0 0 
..,snt, 0 0 

. 

Altro 

PflflM 

0 
0 
0 

0 

q 

0 

a 

0 

0 

0 
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0 
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0 
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Fig. 1 a. 

Fir. I a-b. - Fat-simile dellh scheda clinica 
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Pressione arferiosa sistolica/diastolica 

Erltrocitl 

Leucoc,rl 

Hb 

Glicemia 

Azotemia _...,..... _..... . . . . . . . . . . . . . . . . . . . ., . . . . . . . . , . . . . 

SGO 
Transeminasi 

SGP . . . . . . .._..........._._..._. . . . . . . . . . -.... . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 

Sediment0 urinario 

Altr~ .,.,.._,..........._.... ..,..t.,.._,. 

ECG 

Attivita terapeutica 

Ottima 0 buona [] 

Osservaztoni- 

Discreta l-1 lnsufficiente 0 nulla Cl 

Tollerabiiitd 

Ottima C3 

* Osservazioni: 

Oiscreta l C7 Cattiva‘ - 13 

Eventuali effetti collaterali. 

- a live110 cutaneo ._.._......... . . . . . . . . . . . . . . . . . . ..-.............................. . . . . . . . . . . . . . . . . . . . . . . . . . .._.. ..,.... ,..,,,.....,.., .._ . . ..,._ 

- e livello gastric0 __....._..__,..__,...... .,,......._..............._.......... . . . . . . . . . . . . . . . . . . . . . . . . . ,...,, .,_._ . . . . . . . . . . . . 

_ a l~vello cardloclrcolatorlo ,._,_,...,,,..,,_ ,..,__.....,......._......... . . . . . ..-............. . . . . . . . .., . . . . . . . . . . . . . . . . . , . . . . . . . . . . . . . . . . 

- altri ._,.. .._ .,..__..........,. ..,.._.,. ,.,.,..__,...._.. _._._....,_,._.,....................... . . . . . . .: . . . . . . . . . ..,.... . . . n 
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per i quali era stata posta diagnosi di insuf- essere inclusi nel materiale sperimentalc uti- 
ficienza cerebra-vascolare su base arterioscle- l.izzato per le valutazioni terminali e le ela- 
rotica ai primi stadi, caratterizzata da quei borazioni biometriche, in quanto dimessi o 
disturbi di ordine funzionale interessanti in trasferiti per motivi contingenti 0 non piu 
SNC, il cui studio costituisce, come si e vi- presentatisi ai controlli successivi o perche 
sto, lo scope di tutta la ricerca. 

Non ha costituito un criteria di esclusione 
l’eventuale presenza di turbe a carico del- 
I’apparato locomotore o della sensibilita su- 
perficiale e profonda, susseguenti a pregresse 
lesioni focali dell’encefalo anche se chiara- 
mente non rientranti nel quadro sintomato- 
logic0 preso in considerazione quale obietti- 
vo de1 lavoro; trattandosi di sintomi di pri- 
maria importanza nell’arteriosclerosi cere- 
brale se ne e ugualmente tenuto conto qc a 
latere )) agli effetti della globale valutazione 
dell’attivita de1 farmaco, pur non conside- 
randoli nel calcolo dell’<< indice di gravita )) 
(v. poi) per la loro natura estranea alla pe- 
culiare patologia indagata. 

Non e stata inoltre motivo di esclusione 
la presenza di altre malattie concomitanti, 
anche nei casi in cui queste rappresentavano 
la causa principale de1 ricovero. 

Su un totale complessivo di casi ammessi 
al saggio, aggirantisi sul migliaio di unita, 
sono stati considerati validi agli effetti della 
ricerca 828 pazienti, 399 maschi e 429 fem- 
mine, di eta variante dai 45 agli 87 anni. 

In effetti circa 180 casi non hanno potuto 

TABELLA 1. - Descrizione della casistica, globale 
e per sede, ipz relazione al sesso e all’etLi. 

N. pa- SCSSO Eta anni 

zienti 
--- 

Maschi Femm. 45.70 Ohre 70 

Casistica 
globale 

Sede 1 
Sede 2 

Sede 3 
Sede 4 

Sede 5 

Sede 6 

Sede 7 

Se-de 0 

Sede 9 

Sede 10 

Sede 11 

2100 

828 399 429 579 249 

100 57 43 63 37 

38 19 19 16 22 

31 9 22 20 11 

100 58 42 82 18 

102 30 72 59 43 

98 48 50 77 21 
so 46 34 6s 12 

100 52 48 84 16 
89 40 19 68 21 

63 20 43 27 36 

27 20 7 15 12 

non attenutisi alle istruzioni ricevute per 
quanto riguarda\.a posologia, trattamenti con 
farmaci analoghi interferenti sulla valutazio- 
ne dell’attivith della \.incamina, etc. 

Dall’esame dei dati riportati nella tabella 1 
si pub notare come la distribuzione de1 cam- 
pione second0 il sesso si presenti perfetta- 
mente equilibrata. Attinente alle finalit del- 
la ricerca risulta inoltre la distribuzione se- 
condo le classi di eta: nella grande maggio- 
ranza dei casi l’eta dei pazienti era compress 
tra i 45 e i 70 anni, eta in cui si instaurano 
piti facilmente i quadri patologici studiati. 

Modalith de1 trattamento 

La ricerca it stata condotta utilizzando la 
vincamina nella sua forma in compresse, di 
piu facile somministrazione, soprattutto in 
considerazione the buona parte dei pazienti 
in osservazione sarebbe stata seguita ambu- 
latoriamente. 

La posologia contemplava 60 mg di vinca- 
mina al giorno, equivalente a 6 compresse 
da 10 mg di sostanza attiva ciascuna, i’n dosi 
refratte da 2 a 3 volte pro die. 

La durata de1 trattamento si e aggirata per 
la massima parte dei pazienti (circa il 70 %) 
sui 30 giorni, mentre nel 12 90 si e andati 
oltre i 30, a volte fin0 ai 60 giorni: il rima- 
nente della casistica ha riceiuto un tratta- 
mento variante, per lo piu, tra le due e le 
tre settimane. 

11 programma previsto lasciava agli speri- 
mentatori di ogni sede la facolta di attuare 
tutte quelle terapie indicate per le altre for- 
me morbose eventualmente concomitanti: 
sconsigliava invece il trattamento con far- 
maci vasoattivi o a punto di attacco sull’ap- 
parato cardiocircolatorio o de1 SNC, i cui ef- 
fetti avrebbero potuto sovrapporsi a quelli 
della vincamina (ad es.: reserpina, alcaloidi 
indolici, vasodilatatori centrali e periferici, 
anti-MAO, etc.). 

Ovviamente hanno dovuto essere esclusi 
da1 saggio, come gih detto nel capitol0 pre- 
cedente, tutti quei pazienti the per necessita 
terapeutiche sono stati costretti a far ricorso 
ai farmaci di cui sopra. 

! 
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Valutazione dell’attivita terapeutica 

Le rilevazioni cliniche per la valutazione 
dell’attivith terapeutica riguardavano la se- 
guente serie di parametri, corrispondenti pra- 
ticamente ai sintomi clinici caratteristici del- 
le forme iniziali di insufficienza cerebrova- 
scolare: 

- disturbi della memoria, dell’attenzione 
e de1 potere di concentrazione; 

- acu feni; 
- fosfeni; 
- vertigini e disturbi dell’equilibrio; 
- cefalea; 
- insonnia; 
- aggressivita, irrequietezza, ansia, de- 

pressione, etc. 

I rilevamenti per questi parametri son0 
stati effettuati a tempi prestabiliti: in con- 
dizioni basali, al 7”, al 14”, al 21”, al 30” giomo 
di trattamento ed eventualmente oltre, a se- 
conda de1 case. 

Quando presenti, sono stati valutati anche 
i seguenti indici: 

- disturbi dell’apparato locomotore; 
- disturbi della sensibilita supeficiale e 

profonda; 
- altri disturbi non previsti originaria- 

mente ed eventualmente presenti. 

Non rientrando nella ricerca principaIe, i 
rilevamenti per questi indici sono stati limi- 
tati solo all’inizio e alla fine de1 trattamento. 

La graduazione dell’entita del sintomo, nel- 
I’intento di unificare il pih possibile i criteri 
seguiti dai singoli sperimentatori e per per- 
mettere l’elaborazione statistica dei dati de- 
sunti nel torso delle osservazioni, e stata 
rapportata alla seguente Scala: 

0 = sintomo assente; 

1 = sintomo lieve; 

2 = sintomo medio; 

3 = sintomo di forte intensita. 

E’ stato inoltre attribuito a ciascun pa- 
ziente, al fine di una valutazione della gravi- 
ta del quadro sintomatdogico considerato 
nel suo insieme, un (( indice di gravita )) rife- 
ribile alla media dei punteggi relativi a ogni 
sing010 sintomo. 

Infine per uno studio piti complete delle 
condizioni cardiocircolatorie dei pazienti, so- 

no stati considerati anche i dati relativi alla 
pressione arteriosa omerale e, quando ps- 
sibile, quelli agli esami E.C.G., con rileva- 
menti fatti prima e dopo il trattamento. 

Valutazione della tollerabilith 

PartiCOlare cura P stata posta da parte di 
tutti gli sperimentatori nel rilevare e segna- 
Iare sulle apposite schede ogni effetto coIla- 
terale verificatosi nel torso de1 trattamento, 
da mettersi in sicura o probabile relazione 
con quest’ultimo. 

Sempre nell’ambito delle valutazioni della 
tollerabilit8, si e proceduto, quando possibi- 
le, alla rilevazione, prima e dopo il tratta- 
mento, di tutta una serie di indagini labora- 
toristiche quali: emocromo, glicemia, azote- 
mia, transaminasi, esame urine, ed eventual- 
mente altre. 

Risultati e analisi statistica 

11 tipo di parametri prescelti, il criteria 
della loro valutazione ed i tempi di rileva- 
mento sono stati descritti ne1 capitol0 pre- 
cedente. 

Di seguito sono esposti i risultati ottenuti 
negli 828 pazienti oggetto dell’indagine: ven- 
gono prima riferite le risultanze dello stu- 
dio dell’indice di gravita, seguite dall’analisi 
dei singoli t( items )) clinici. 

Si ricorda the l’indice di gravita, valutato 
per ciascun paziente, e stato calcolato, ai di- 
versi kmpi di osservazione, come media de- 
gli cc scores )s assegnati in base all’intensita . 
clinica dei sintomi presenti all’inizio della 
terapia. 

Nel grafico A, per la casistica complessiva 
e per quella di ciascuna sede sperimentale, 
figurano gli istogrammi delle medie degli in- 
dici di gravita registrati al tempo di osserva- 
zione basale e alla fine de1 period0 di trat- 
tamento con vincamina; tali valor-i son0 r-i- 
presi, con i relativi errori standard, anche 
neIla prima parte della tabella 2. Nella secon- 
da parte della stessa tabella sono riportati i 
risultati dell’analisi statistica (analisi della 
varianza second0 un. modello c( split-plot ))> 
the ha consentito d:i valutare il grado di ete- 
rogeneit8 dei dati tra le diverse sedi (fonte 
di variazione cc tra sedi >>), l’entita della ridu- 
zione, a fine trattamento, dei punteggi di 

ZlOl 
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Grafico A Valori medi dell’indice di graviti valutati al 
tempo basale (B) e alla fine (F) del trattamento 
con vincamina sulla casistica complessiva (f) 
e su quella delle diverse sedi (1, 2, . . . . 11). 

3 4 5 6 7 6 9 10 11 

SEDI SPERlMENTPLl 

gravita iniziali (fonte di variazione cc tra tem- si adattavano al tipo di andamento dei pun- 
pi j>) e l’andamento di tali punteggi nelle di- ti spetimentali. Nel calcolo delle equazioni 
verse sedi (fonte di variazione (( interazione si i: proceduto alla codifica dei dati di ascis- 
tempi x sedi l>). sa ( x ). 

L’analisi precedente ha data una misura 
statistica de1 grado di decrement0 dell’indi- 
ce di gravith al termine de1 trattamento nei 
confronti della situazione iniziale. Si k quin- 
di valutato anche il tipo di evoluzione di tale 
indice nell’ambito de1 period0 di terapia e 
per quest0 si son0 utilizzati i rilievi program- 
mati a diversi tempi di osservazione e com- 
prendenti, oltre all’osservazione iniziale, quel- 
le dopo 7, 14, 21 e 30 giorni; sono risultati 
671 (81,04 %) i pazienti per i quali k state 
possibile effettuare i cinque rilievi previsti. 

Nel grafico 0 P presentato un quadro 
complessivo dell’evoluzione dell’indice nelle 
varie sedi. Al10 scope di offrire una pih chia- 
ra rappresentazione di asoieme, 6 state cal- 
colato, per ciascuna sede, il termine lineare 
della regressione dei dati trasformati in log,, 
(1 + y); le undici rette costruite dopo tale 
trasformazione risultano in tal mod0 visiva- 
mente comparabili tra loro forse meglio di 
quanto si sarebbe ottenuto raggruppando le 
curve interpolatrici studiate sede per sede. 

Nei grafici B, C, D, E, F, G, H, I, L, M, N 
k descritta I’evoluzione degli indici di gra- 
vith nelle diverse sedi: ciascun punto, al 
corrispondente tempo di rilevamento, rap- 
presenta, per ogni sede, il valore medio del- 
I’indice; le curve interpolatrici sono state 

tracciate dopo aver calcolato le equazioni po- 
linomiali di l”, 2”, 3” o 4” grado, the meglio 

Nel grafico figura anche la retta di regres- 
sione relativa alla casistica complessiva trat- 
tata per un mesr od oltre (671 casi). 

Nella ‘tabella 3 sono riportate, per la casi- 
stica complessiva e per quella delle singole 
se&, le medie degli indici di gravitB ai tempi 

di osservazione progressivi. 
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TABELLA 2. - Risultati e anahi defl’indice di 
gravitci. 

Medie (* errore standard) 

Basale Fine 

Globale (II. 828 casi) 
.S:de 1 (n. 100 casi) 
Ssde 2 (n. 38 casi) 
Sede 3 (n. 31 casi) 
Sede 4 (n. 100 casi) 
Sede 5 (n. 102 casi) 
Sede 6 (n. 98 casi) 
Sede 7 (n. 80 casi) 
Sede 8 (n. 100 casi) 
Sede 9 (n. 89 casi) 
Sede 10 (n. 63 casi) 
Sede 11 (n. 27 casi) 

1,812 ? 0,016 
1,760 -t 0,024 
1,797 2 0,066 
1,484 F 0,072 
1397 r 0,044 
1.674 +- 0,027 
1,909 * 0,033 
1,798 zt 0.067 
1.704 +: 0,039 
2,485 2 0,035 
2,066 -c 0,054 
1,754 c 0.075 

0,547 f 0,015 
0,375 +- 0,026 
0559 I 0,060 
0,666 +- 0,086 
0,636 c 0,040 
0,603 * 0,041 
0,732 A 0,048 
0,446 f 0,060 
o&554 -c 0,023 
0255 f 0,028 
0,495 * 0,071 
0,827 k 0,089 

Anafisi deffa varianza 
second0 if modello * split-plot s 

Fonti di 
variazione G.L. Dhaflze Varianze F P 

Tra sedi 10 21.69 2,16 929 < 0.01 
Errore 1 al7 184.48 03 

Si i: proceduto quindi ad un esame detta- 
gliato dei singoli C( items B the hanno contri- 
buito a formare, nel loro complesso, l’indice 
di gravith di cti sopra. Per ciascun sintomo 
son0 stati analizzati i rilievi registrati, sulla 
casistica complessiva, ai cinque tempi di os- 
servazione; 2 stata quindi impiegata un’ana- 
lisi della varianza ad un criteria di classifi- 
cazione per un confront0 complessivo dei ri- 
sultati ai dive.rsi tempi; dopo the tale anal% 
ha inticato, per tutti i parametri, I’esistenza 
di differenze altarn~te significative tra i vari 
tempi, si 2 operato un confront0 binario, me- 
diante il test di Scheffk, tra i dati iniziali e 
quelli ottenuti rispettivamente dopo 7, 14, 
21 e 30 giorrnj. 

Nella tabella 4 sono riportate le medie 
(-+ errore standard) de.i punteggi attribuiti, 
per ciaxun slntomo, ai diversi tempi, e i ri- 
sultati dell’analisi statistica. 

I disturbi motori ed i disturbi della sen- 
sibilita superficiale e profonda sono stati 
registrati al tempo basale e alla fine de1 trat- 
tamento. 

Tra tempi 1 662,33 662,33 7359,222 < 0,Ol 
Mediante u,n’anatisi della varianza a una 

In terazione 
via k stata statisticamente valutata la diffe- 

temDi resua ai due tempi di osservazione. 

x ski 10 6721 6.73 74.78 < 0.01 I risultati delle analisi, le con medie ed er- 
Errore 2 817 81.57 0,09 rori standard dei valori iniziali e finali, sono 

Totale 1655 1017J8 riportati nella tabella 5. 

TABELLA 3. - Evoluzione degli indici di gravith dei pazienti trattati con vincamina. 

Valori medi (k errore standard) 

Basale 
~ ~- 

Dope 7 giomi Dopo 14 giomi Dope 21 giorni Dopo 30 giomi 

Casistica 
totale 

Secle 1 

Sede 2 

Sede 3 

Sede 4 

Sede 5 

Sede 6 

Sede 7 

Sede 8 

Sede 9 

Sede 10 

Sede 11 

Min !&cd., 69. 1978 

1,801 Lc_ 0,089 

1,760 i 0,024 

1,823 _t 0,068 

1,484 c 0,072 

1,391 2 0,058 

1,616 I!C 0,035 

1,906 xk 0,034 

1,756 c 0,193 

1,704 zk 0,040 

2.485 & 0,036 

2,066 -t 0,058 

1,818 2 0.095 

1,450 f 0,135 

1,576 c 0,026 

0,968 -+ 0,095 

0,888 zk 0.083 

1,213 * 0,057 

1,277 f 0,047 

1,841 f 0,032 

1,043 r 0,188 

1562 -c 0,043 

2,395 2 0,041 

1,796 f 0,070 

l$Q,O,o99 

1,070 -c 0,102 

I.153 r 0,030 

0,738 f 0,078 

0,735 k 0,085 

0,928 + 0,057 

0,708 z?z 0,043 

1,516 rt 0,038 

0,711 + 0201 

1211 c 0,041 

1,698 k 0,038 

1,194 + 0,074 

1,181 + 0,088 

0,794 k 0065 

0,827 f 0,031 

0,658 f 0,071 

0,683 + 0,036 

0,734 f 0,050 

0,496 f 0,044 

1,152 + 0,045 

0,505 $ 0,150 

0,852 +- 0,035 

0,977 ? 0,042 

0,765 t 0,071 

1,088 rt 0,089 

0,562 + 0,051 

0,424 c 0,028 

5,581 2 0,063 

0,677 +- 0,086 

0,658 f 0,052 

0,377 f 0,040 

0,755 + 0,054 

0,334 k 0,106 

0,656 c_ 0,029 

0,363 AI 0,046 

0,526 + 0,071 

0,828 c_ 0,093 
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TABELLA 4. - Risultati e analisi dei singoli CC items )) (elaborazioni effettuate sui pazielzti pre- 
sentanti il sintomo all’inizio). 

Basale 

.: 
Medie (t errore Standard) 

Dope 7 giomi Dopo 14 giomi Dopo 21 giomi Dope 30 giomi 

Disturbi de 1 I a 
memoria, dell’at- 
tenzione, de1 po- 
tere di concen- 
trazione (n. 613 
casi) 

Acufeni 
(n. 499 casi) 

Fosfeni 
(n. 417 casi) 

Vertigini, distur- 
bi equilibria 
(n. 592 casi) 

Cefalea 
(n. 527 casi) 

Insonnia 
(n. 522 casi) 

Rggressivitk, ir- 
requietezza, an- 
sia, depressione, 
-5x. (n. 539 casi) 

**) Differenze 

2,005 +- 0,028 

1,813 f 0,036 

1,738 + 0,033 

1,984 + 0,030 

1,905 * 0.03 1 

1,699 c 0,031 

1,805 5 0,030 

1,806 f 0,031 **) 1,398 + 0,033 **) 1,005 f 0,029 **) 0,711 5 0,027 **) 

1599 *‘0,040 l *) 1,194 2 0,038 **) 0,829 k 0,032 **) 0,547 c 0,031 **) 

1,525 t 0.035 **) 1,148 k 0,034 **) 0,774 xk 0,031 **) 0,486 k 0.031 l *) 

1717 , + - 0033 I **) 1,241 * 0,031 l *) 0,895 t 0,028 **) 0,554 c 0,020 **) 

1,673 +- 0,031 **) 1,136 -e 0,031 **) 0,829 _c 0,026 **) 0.459 iz 0,024 **) 

1,500 f 0,033 **) 1,078 k 0,032 **) 0,743 + 0,027 l *) 0,486 2 0,025 **) 

1,571 + 0,033 **) 1202 f 0,031 **) 0,855 k 0,029 **) 0,556 f. 0,027 -*) 

altamente significative rispetto al tempo basale (test di SchefE). 

TABELLA 5. - Risultati e analisi degli indici K disturbi motori )) e CC disturbi della sensibilitci )) 
(elaborazioni effettuate sui pazienti presentanti il sintomo all’inizio). 

Medie (5 errore standard) 

BaSZlk Fine 
Analisi della varianza P a una via 

Disturbi motori (n. 273 casi) 

Disturbi della sensibilitP superf&ale 
e profonda (n. 229 casi) 

1,557 + 0,044 0,597 4 0,045 F = 233.38 (1,544 g.1.) < 0,Ol 

1.629 5 0,049 0,559 + 0,043 F = 271,77 (1.456 g.1.) < 0,Ol 
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Grafico H 

Sede 7 
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Evoluzione 
delf’indice 
di gravita 

Grafico I 
Sede 8 

Evoluzione 
dell’indice 
di gravita 

Grafico L 
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Grafico M 
Sede 10 

Evoluzione 
dell’indice 
di gravita 

y = 1.95 - 0.23 x 

Evoluzione 
dell’indice 

Discussione 

I risultati conse_witi nel torso di tutta la 
ricerca sono stati nel loro complesso giudi- 
cati dai vari sperimentatori: 

- ottimi o buoni, quando la risposta al 
trattamento k stata decisamente positiva, con 
netto miglioramento o remissione della sin- 
tomatologia considerata; 

- discreti, quando il miglioramento, pur 
presente, i: stato di piti lieve entit8; 

- insufficienti o nulli, quando la ripresa 
delle condizioni de1 paziente & stata nulla o 
per lo men0 non sufficientemente apprezza- 
bile. 

I dati ottenuti a tale riguardo sono riferiti 
nella tabeIla 6. 

Da una sua lettura si pub dedurre come i 
risultati utili (tra ottimi, buoni e discreti) ab- 
biano raggiunto una percentuale de1 92,40 % 
dei pazienti trattati: quest0 dato sta indub- 
biamente a dimostrare come la terapia con 

vincamina abbia influenzato positivamente, 
nella grande maggioranza dei casi, la sinto- 
matologia clinica oggetto della ricerca. 

Tale giudizio clinic0 trova una ulteriore 
conferma iiei risultati ottenuti dallo studio 
dell’<< indice di gravitB )) (vedi tab. 2): come 
si pub osservare tale indice k passato da un 
~~nlore nl<adio iniziale di 1,812 ad uno media 
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finale di 0,547, con una riduzione percentuale 
media de1 69,81 %. 

TaIe riduzione, statisticamente altamente 
significativa, indica come il risultato conse- 
guito sia espressione della reale efficacia te- 
rapeutica de1 trattamento e non sia legato al 
case o a fluttuazioni spontanee della sinto- 
matologia. 

roso campione, il pih rappresentativo possi- 
bile della reale popolazione di pazienti affetti 
da piccola insufficienza cerebra-vascolare 
(the, proprio per l’andamento ciclico della 

Motive di ulteriore interesse costituisce poi 
la valutazione dell’andamento, sede per sede, 
di tale indice (vedi grafico A). 

TABELLA 6. - Giudizio clinic0 sull’attivitli de1 
farmaco, globale e per sede, al termine del ‘ 
ttattamento. 

L’analisi statistica relativa, riportata neIla 
tabella 2, dimostra una differenza statistica- 
mente significativa tra le varie sedi. 

Ottimi 
Discreti 

Insufficienti 
o buoni 0 nulli 

Tale significativita pub interpretarsi come 
dovuta a una certa disomogeneith di base di 
tutta la casistica, dipendente dalla diversa 
gravita iniziak dei quadri si,ntomatologici e 
da1 differente tipo di malati (i vari centri 
comprendevano sedi di medicina generale e 
reparti geriatrici o di lungodegenti). 

La diversa gravita delle condizioni d.i rico- 
vero, tuttavia, non influisce sui risultati del- 
I’analisi statistica: al contrario, essa rientra- 
va nei presupposti della ricerca the si propo- 
neva di prendere in considerazione un nume- 

Casistica 
globale 
Sede 1 
Sede 2 
Sede 3 
Sede 4 
Sede 5 
Sede 6 
Sede 7 
Sede 8 
Srde 9 
Sede 10 
Sede 11 

58,82 % 33,58 % 7.60% 
53,oo % 41 ,oo o/o 6,oo % 
65,79 010 31,58 % 2363 ?h 
45,16 % 35,48 4’0 19.36 % 
46,oo Yo 36,CO % 18.00 % 
64.71 % 33,33 % I,% % 
72,45 % 24,49 % 3,06 % 
50,o % 38.75 v0 1125 % 
45.00 06 48,oO “0 7,cKJ a/, 
83,15 “0 14,60 00 2.25 % 
6825 Oh 23,81 % 7.94 ?/o 
37,04 0’0 da,15 ob 14,81 o/o 
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Grafico P Evoluzione della gravita della sintomatologia nella casistica complessiva. Sono considerati, per cia- 
stun sintomo, i punteggi medi di gravith ai tempi progressivi d’osservazione (7, 14, 21 e 30 gg. di 

_-. ..- trattamento con vincamina) rapportati percentualmente al valore medio del rilievo basale. 

B = punteggio medio di gravith al tempo basale posto uguale 
a 100 

F = punteggio medio a fine trattamento espresso % rispetto a B 

A7 = differenza % dopo 7 gg. rispetto E B 
A14 = differenza % dopo 14 gg. rispetto a B 
A21 = differsnza % dopo 21 gg. rispetto a B 
A30 = differenza % dopo 30 gg. rispetto a B 
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TABELLA 7. - Numero cast’ con sintomo presente all’inizio e frequenze assolute e percent&i 
di casi normalizzati, migliorati, iwariati e peggiorati al termine de1 trattamento. 

Sintomi Presenti all’inizio Normalizzati Migliorati Invariati Peggiorati 

Disturbi 751 (lOu%) 309 (41,lS 0’0) 369 (49,13 4/o) 73 0 
della memoria 

(9.72 Oh) 

Acufeni 594 (loOoh) 322 (5421 ?41) 161 (27.10 O/o) 111 (18,69?6) 0 

Fosfeni 483 (100%) 289 (59,83 O/o) 99 (2050%) 94 (19,466) 1 (021%) 

Vertigini 726 (100%) 387 (5331 O/o) 253 (34,85 %) 86 (11,&i%) 0 

Cefalea 621 (100%) 384 (61.84%) 171 (2754%) 6.5 (lo,&%) 1 (0,16 O/o) 

Insonnia 629 (100%) 367 (58,35 Oha) 151 (24,Ol %) 110 (17,48 %) 1 (0,16%) 

Aggressivita MB (100%) 325 (50.16 %) 220 (33.95 %) loo (1543 %) 3 (0,46%) 

malattia, presenta quadri di gravita anche 
notevolmente differenti). 

Comunque, indipendentemente dalla gra- 
vitB della sintomatologia iniziale, tutte le se- 
di mostrano un andamento orientato nello 
stesso senso, anche se le dimensioni di tale 
orientamento, proprio per il diverso quadro 
the ha condizionato il ricovero, sono diffe- 
renti fra le diverse sedi (interazione statisti- 
camente significativa), come si pub osserva- 
re da1 grafico 0 the riporta in Scala logarit- 
mica I’andamento della sintomatologia per 
ogni sede. 

Quest0 sta a dimostrare the gli effetti te- 
rapeutici della vincamina si sono rivelati su- 
bito evidenti sin dai primi giorni di tratta- 
mento e si son0 dimostrati in seguito costan- 
ti, graduali e progressivi. 

Sempre in merit0 all’andamento dei sin- 
goli sintomi, la tabella 7 ci mostra un qua- 
dro d’assieme finale delle percentuali di si- 
tuazioni normalizzate, migliorate, invariate e 
peggiorate. 

Inoltre I’andamento della regressione del- 
l’a indice di gravitk j) sede per sede, 6 stato 
espresso con equazioni di I”, 2”, 3” o 4” grado, 
come risulta dai grafici B, C, D, E, F, G, H, 
I, L, M, N. 11 comportamento delle curve ben 
si accorda con l’andamento dei fenomeni bio- 
!ogici: ad una prima fase di remissione della 
sintomatologia ne segue una di consolida- 
mento cui succedono nuovi miglioramenti 
legati al proseguimento della terapia. 

Le percentuali di normalizzazione piti ele- 
vate, come si pub ben vedere, riguardano le 
cefalee (61,84 O/o di casi) seguite da quelle re- 
lative ai fosfeni, all’insonnia, agli acufeni e 
alle vertigini. Quelle minori si riferiscono 
invece ai disturbi della memoria, disturbi tra 
i piti complessi tra quelli facenti parte de1 
quadro sintomatologico dell’insuffkienza ce- 
rebro-vascolare e per i quali una normalizza- 
zione nel 41 D/b dei casi, alla fine di un trat- 
tamento di durata pur sempre relativa, puq 
essere senz’altro giudicata positiva. 

L’importanza di protrarre il trattamento 
con la vincam6na k da rapportare al fatto the 
essa agisce non solo con un meccanismo emo- 
dinamico, ma anche a livello dei processi 
biochimico-metabolici dell’encefalo, confer- 
mando le osservazioni di quegli Autori II, 31 
the avevano segnalato un intervento della 
vincamina sulle concentrazioni encefaliche di 
noradrenalina e di serotonina. 

TolIerabilitA 

11 grande numero di casi osservati ha of- 
ferto un importante contribute conoscitivo 
per una piti approfondita valutazione sia del- 
la frequenza di eventuali reazioni collaterali 
sia della comparsa di possibili effetti di pih 
rara ossewazione. 

Per quanto riguarda in particolare le mo- Trattandosi di una ricerca policentrica di- 
dificazioni ciei singoli sintomi indagati, I’in- slocata in ben 11 sedi diverse, si 6 ritenuto 
dagine biometrica ha sempre evidenziato dif- necesserio uniformare iI piti possibile i cri- 

ferenze significative a tutti i tempi di rileva- teri di giudizio della tollerabilita al farmaco 
mento previsti, come indicate dalla tabella 4. espressi su casistiche e in ambienti ospeda- 

L’andamento di ogni sintomo ai vari tem- lieri anche notevolmente diversi I’uno dal- 

pi di osservazione risulta da1 grafico P. l’altro. 
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In conseguenza le valutazioni globali sin- 
gole, case per case, e press0 le varie sedi, so- 
no state semplificate al massimo *), richie- 
dendo ai vari sperimentatori un giudizio 
schematic0 ma univoco, cosi articolato: 

- tollerabilita perfetta, quando non si fos- 
sero osservati disturbi di alcun genere, co 
munque rapportabili alla somministrazione 
de1 farmaco allo studio; 

- tollerabilita discreta, quando si fossero 
verificati disturbi, o altri (c side effects )), di 
modesta entita, per i quali non era possibile 
escludere un rapport0 causale co1 trattamen- 
to instaurato; 

- tollerabilita dubbia o cattiva, quando 
la somministrazione de1 farmaco avesse dato 
luogo a disturbi di entita maggiore o tale da 
portare anche alla sospensione de1 tratta- 
mento. 

Riportiamo nella tabella 8 il numero dei 
casi, e relative percentuali, dei giudizi emes- 
si seguendo i criteri di cui sopra. 

TABELLX 8. 

N. casi Percentuali 

Perfetta 769 92,88 % 
Discreta 47 5.67 % 
Dubbia o cattivra 12 1,45 o/o 

I dati sopra riportati confermano i con- 
cetti piu volte ribaditi dalla letteratura sulla 
buona tollerabilita della vincamina. 

In concrete si pub osservare come gli ef- 
fetti secondari siano stati segnalati in una 
assai scarsa percentuale di casi: questi si 
sono manifestati per lo piti con disturbi a 
livello dell’apparato digerente oltre a qual- 
the disturb0 de1 sonno. 

Su tutta la casistica considerata i casi the 
hanno dovuto interrompere il trattamento 
ammontano in tutto a cinque: tre per di- 
sturbi gastrici e due per la comparsa di rea- 
zioni cutanee di tipo allergico. 

Va rilevato, second0 quanto segnalato da 
vari sperimentatori, the non sempre e stato 
possibile porre un sicuro rapport0 di causa 
ed effetto co1 trattamento, anche per la ra- 

*) Ovviamrnte sulle schede cliniche (v, figura 1) 
sono stati registrati, quando presenti, tutti gli even- 
tuali effetti collaterali verificatisi nel torso de1 trat- 
tamrnto. 

gione the in molti pazienti erano coesistenti 
forme morbose di natura tale da poter inter- 

i 
t 

ferire con gli effetti sopra segnalati. 
Lo studio relativo alla tollerabilita e stato j 

poi completato con una serie di esami emato- Z 
chimici, eseguiti in condizioni basali e al ter- ‘, 
mine de1 trattamento. 

I risultati relativi, riferiti nella tabella 9, 
dimostrang come le costanti ematochimiche 
considerate non abbiano subito variazioni 
importanti nel torso di tutto il period0 di 
trattamento. 

TABELLA 9. - Indici di tollerabilith. 

Medie (k errore standard) 

B.2Sd.C Fine 

Eritrociti 4411,139 + 16,307 4381,868 k 15,077 
( 101/mm3) 
(n. 774 casi) 
Leucociti (mm?) 7046,304 = 66,254 6882,739 _t 47,831 
in. 774 casi) 
Emoglobina (O/o) 83,494 rt_ 0,321 83,439 c 0,303 
(n. 755 casi) 
Glicemia (mg %) 99,417 + 1,228 91,836 t 0,702 
(n. 772 casi) 
Azotemia (mg 9/o) 34,652 2 0,522 32.452 t 0,370 
(n. 772 casi) 
Transaminasi 12,115 e 0226 11,669 r+ 0,204 
SGOT (mu/ml) 
(n. 719 casi) 
Transaminasi lC.053 f c,205 9,701 i 0,170 
SGPT (mu/ml) 
(n. 719 casr) 

Un cenno a parte merita il comportamento 
della pressione arteriosa nei pazienti sotto- 
posti al trattamento. 

Questa ha dimostrato, nel torso delle pro- 
ve, una certa tendenza alla normalizzazione, 
in specie negli ipertesi: infatti da valori me- 
di iniziali di 165 mm/Hg di massimz e 91 
mm/Hg di minima si passa a valori termi- 
nali rispettivamente di 155 e 86 mm/Hg. 

Cio non farebbe the confermare quanto 
gia messo in evidenza sull’argomento da vat-i 
Autori. 

11 particolare pih significativo a quest0 ri- 
guard0 consiste per0 nel fatto the non sono 

state segnalate brusche oscillazioni della 
pressione arteriosa, la qua1 cosa sta a dimo- 
strare come l’equilibrio emodinamico de1 let- 
to vascolare cerebrale, gia compromesso di 
per se stesso nel tipo di pazienti consideratil 
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